
Cochrane
Library

 

Cochrane Database of Systematic Reviews

 
Vinpocetine for acute ischaemic stroke (Review)

 

  Bereczki D, Fekete I  

  Bereczki D, Fekete I. 
Vinpocetine for acute ischaemic stroke. 
Cochrane Database of Systematic Reviews 2008, Issue 1. Art. No.: CD000480. 
DOI: 10.1002/14651858.CD000480.pub2.

 

  www.cochranelibrary.com  

Vinpocetine for acute ischaemic stroke (Review)
 

Copyright © 2009 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

https://doi.org/10.1002%2F14651858.CD000480.pub2
https://www.cochranelibrary.com


Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

T A B L E   O F   C O N T E N T S

HEADER......................................................................................................................................................................................................... 1

ABSTRACT..................................................................................................................................................................................................... 1

PLAIN LANGUAGE SUMMARY....................................................................................................................................................................... 1

BACKGROUND.............................................................................................................................................................................................. 3

OBJECTIVES.................................................................................................................................................................................................. 3

METHODS..................................................................................................................................................................................................... 3

RESULTS........................................................................................................................................................................................................ 4

DISCUSSION.................................................................................................................................................................................................. 5

AUTHORS' CONCLUSIONS........................................................................................................................................................................... 5

ACKNOWLEDGEMENTS................................................................................................................................................................................ 6

REFERENCES................................................................................................................................................................................................ 7

CHARACTERISTICS OF STUDIES.................................................................................................................................................................. 10

DATA AND ANALYSES.................................................................................................................................................................................... 12

Analysis 1.1. Comparison 1 Vinpocetine versus placebo, Outcome 1 Death or dependency at one month: Rankin....................... 13

Analysis 1.2. Comparison 1 Vinpocetine versus placebo, Outcome 2 Death or dependency at one month: Barthel...................... 13

Analysis 1.3. Comparison 1 Vinpocetine versus placebo, Outcome 3 Death at one month............................................................. 13

Analysis 1.4. Comparison 1 Vinpocetine versus placebo, Outcome 4 Death or dependency at three months: Rankin................... 14

Analysis 1.5. Comparison 1 Vinpocetine versus placebo, Outcome 5 Death or dependency at three months: Barthel.................. 14

Analysis 1.6. Comparison 1 Vinpocetine versus placebo, Outcome 6 Death at three months......................................................... 14

WHAT'S NEW................................................................................................................................................................................................. 14

HISTORY........................................................................................................................................................................................................ 14

CONTRIBUTIONS OF AUTHORS................................................................................................................................................................... 15

DECLARATIONS OF INTEREST..................................................................................................................................................................... 15

SOURCES OF SUPPORT............................................................................................................................................................................... 15

INDEX TERMS............................................................................................................................................................................................... 15

Vinpocetine for acute ischaemic stroke (Review)

Copyright © 2009 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

i



Cochrane
Library

Trusted evidence.
Informed decisions.
Better health.

 
 

Cochrane Database of Systematic Reviews

[Intervention Review]

Vinpocetine for acute ischaemic stroke

Dániel Bereczki1, István Fekete2

1Department of Neurology, Semmelweis University, Budapest, Hungary. 2Department of Neurology, University of Debrecen, Health
Science and Medical Center, Debrecen, Hungary

Contact address: Dániel Bereczki, Department of Neurology, Semmelweis University, Balassa u. 6., Budapest, H-1083, Hungary.
bereczki@neur.sote.hu.

Editorial group: Cochrane Stroke Group
Publication status and date: Edited (no change to conclusions), published in Issue 1, 2009.

Citation: Bereczki D, Fekete I. Vinpocetine for acute ischaemic stroke. Cochrane Database of Systematic Reviews 2008, Issue 1. Art. No.:
CD000480. DOI: 10.1002/14651858.CD000480.pub2.

Copyright © 2009 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.

A B S T R A C T

Background

Vasoactive and neuroprotective drugs such as vinpocetine are used to treat stroke in some countries.

Objectives

To assess the eGect of vinpocetine in acute ischaemic stroke.

Search methods

We searched the Cochrane Stroke Group Trials Register (last searched February 2007), MEDLINE (1966 to February 2007) and Scopus
(1960 to February 2007). We also searched the Internet Stroke Center Stroke Trials Registry, Google Scholar, the science-specific search
engine Scirus and Wanfang Data, the leading information provider in China. We contacted researchers in the field and four pharmaceutical
companies that manufacture vinpocetine. Searches were complete to February 2007.

Selection criteria

Unconfounded randomised trials of vinpocetine compared with placebo, or any other reference treatment, in people with acute ischaemic
stroke. We included trials if treatment started no later than 14 days aIer stroke onset.

Data collection and analysis

Two review authors independently applied the inclusion criteria. One review author extracted the data, which was then checked by the
second review author. We assessed trial quality. The primary outcome measure was death or dependency.

Main results

We included two trials, involving a total of 70 participants. Data for 63 participants were reported in the two trials combined. The rate of
death or dependency did not diGer between the treatment and placebo groups at one and three months. The 95% confidence intervals
for the outcome measures were wide and included the possibility of both significant benefit and significant harm. No adverse eGects were
reported.

Authors' conclusions

There is not enough evidence to evaluate the eGect of vinpocetine on survival or dependency in patients with acute ischaemic stroke.

P L A I N   L A N G U A G E   S U M M A R Y
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Stroke is a life-threatening event in which part of the brain does not receive enough oxygen, usually because of a blood clot blocking an
artery in the brain. Stroke is the third leading cause of death and is an important cause of long-term disability. Vinpocetine is a synthetic
drug that is based on a herbal vinca alkaloid; it may protect nerves by increasing blood flow in the brain. Randomised placebo-controlled
studies have reported improved cognitive function aIer vinpocetine administration to people with long-term brain circulation disorders.
Vinpocetine is also used in people with stroke, mostly in East European and Asian countries. This review set out to determine whether
giving vinpocetine in the first two weeks aIer onset of stroke symptoms decreased the number of people who died or became dependent
on others for care and activities of daily living. The review authors searched the medical literature but found only two controlled studies
including 70 participants. There was no significant diGerence in the rate of death and dependency at one and three months between
the treatment and placebo groups. No adverse eGects were reported. This review did not provide any evidence that vinpocetine benefits
patients with acute ischaemic stroke.
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B A C K G R O U N D

Stroke is the third leading cause of death and is probably the
most important cause of long-term disability in most western
nations (Bonita 1992). Although stroke mortality has declined in
most countries of Western Europe this was not the case in Eastern
European countries between 1970 and 1985; the yearly increase in
stroke mortality was the highest in Hungary among 27 countries
studied (Bonita 1990). AIer a maximum in 1994, mortality has been
declining in Eastern European countries as well (Kesteloot 2006).
For secondary stroke prevention recommendations for antiplatelet
therapy and indications for carotid endarterectomy have been
established (APT 1994; Moore 1995; Sacco 2006). In acute stroke
recombinant tissue plasminogen activator (rtPA) (Wardlaw 2003)
and aspirin (Sandercock 2003) are eGective but there is no other
medical or surgical therapy that can be uniformly recommended
for routine use in each patient with acute ischaemic stroke, and all
neuroprotectants tested to date failed in clinical trials (Broderick
2002; EUSI 2003; Adams 2007).

Vinpocetine, a vasoactive vinca alkaloid that is a synthetic
derivative of apovincamine, has been listed among
neuroprotectants even in recent reviews (Rose 2002; O'Collins
2006). The neuroprotectant activity of vinpocetine is attributed to
three molecular mechanisms of action of the substance. First, the
neuroprotectant as well as the anticonvulsant eGect of vinpocetine
may be due to the blockage of sodium channels (Lakics 1995;
Molnár 1995; Tretter 1998; Bönöczk 2000; Zhou 2003; Sitges 2007).
Second, vinpocetine reduces calcium-influx into neuronal cells
(Zelles 2001). Third, the antioxidant activity of vinpocetine may also
contribute to its neuroprotectant eGect (Pereira 2000; Santos 2000;
Horvath 2002; Mendoza 2007).

In animal experiments vinpocetine was reported to protect against
cell death in cell cultures of rat cerebral cortex (Erdö 1990) and
in striatal slices of rat brain (Kiss 1991), and had cytoprotective
activity and prevented apoptosis in hypoxia (Gabryel 2002).
Vinpocetine had calcium antagonist activity in in vitro models of
cerebral ischaemia (Lamar 1988), increased the neuroprotective
eGect of adenosine in hypoxia in cell cultures (Krieglstein 1991),
decreased neuronal cell loss in a rat model of forebrain ischaemia
(Sauer 1988), and prevented post ischaemic increase in glucose
utilisation and decrease in local blood flow (Rischke 1990b) in the
hippocampus of rats. Vinpocetine was reported to decrease the
size of cerebral infarction aIer middle cerebral artery occlusion
in rats (Rischke 1990a) and in mice (Backhauss 1992). Vinpocetine
was found to be eGective in restoring neuronal plasticity aIer toxic
injury (Medina 2006).

In human observational studies vinpocetine was reported to
increase cerebral blood flow in previously ischaemic cerebral
regions (Tamaki 1985), to decrease platelet aggregability (Itoh 1982)
in patients aIer transient ischaemic attack (TIA) or stroke, and
to increase erythrocyte deformability in patients aIer ischaemic
stroke (Hayakawa 1992). Based on 11C-labelled vinpocetine
positron emission tomographic studies, vinpocetine distributes
mainly in the thalamus, the basal ganglia, and the visual cortex,
both aIer oral and intravenous administration (Gulyas 2002a;
Gulyas 2002b).

Application of vasoactive and neuroprotective drugs is one of
the numerous methods used in some countries for the treatment
of patients with acute ischaemic stroke. Open and blinded

randomised placebo controlled studies reported improving blood
flow and glucose metabolism aIer vinpocetine administration in
perifocal regions (Szakall 1998; Szilagyi 2005) in patients aIer
ischaemic stroke. In a double-blind placebo-controlled study
vinpocetine was reported to increase cerebral perfusion and
oxygen extraction (Bönöczk 2002). Cognitive functions (scored on
the mini mental state questionnaire and clinical global impression)
were reported to improve aIer vinpocetine administration in
chronic cerebrovascular disorders (Manconi 1986; Balestreri 1987).
A randomised, placebo-controlled, double-blind clinical trial found
that vinpocetine prevented the worsening of attention in patients
with multiple cerebral infarcts (Kemeny 2005).

Based on the results of pharmacological studies and data from
animal experiments, vinpocetine was recommended for use
(Kovács 1985) and has been administered to patients with stroke in
several countries in Europe (e.g. Hungary, Poland, Germany, Russia)
and in Asia (e.g. China, Japan).

O B J E C T I V E S

The objective of this review is to determine if vinpocetine treatment
decreases the rate of early (within one month) and late (between
three and six months) case fatality and dependency if administered
within two weeks of ischaemic stroke onset.

M E T H O D S

Criteria for considering studies for this review

Types of studies

We attempted to identify all published and unpublished truly
randomised unconfounded clinical trials that compared the eGect
of vinpocetine with control for acute ischaemic stroke when
treatment starts no later than 14 days aIer stroke onset. We
considered randomised comparisons between vinpocetine and
other standard treatments confounded, whereas a comparison of
vinpocetine plus standard treatment versus standard treatment
alone was acceptable.

Types of participants

As the aim of this review is the evaluation of vinpocetine therapy
in the acute phase of ischaemic stroke, we did not consider
studies where participants were randomised aIer 14 days of
stroke onset for inclusion in the review. Distinction between
ischaemic and haemorrhagic stroke cannot be made unless results
of computerised tomography (CT) scans are reported for all
participants in the trials (examination of the cerebrospinal fluid
cannot be accepted as a reliable method to exclude haemorrhage).

It is possible that vinpocetine has considerable eGects on platelet
and other haemostatic functions (Itoh 1982), so vinpocetine might
have diGerent eGects in ischaemic and haemorrhagic strokes.
Therefore, we planned two analyses for presumed and confirmed
ischaemic stroke separately. In the first analysis we would include
studies where CT was not routinely performed and participants
with suspected cerebral haemorrhage were excluded on clinical
signs or cerebrospinal fluid examination, and only in few cases by
CT. We planned to do a second set of analyses on studies including
participants with confirmed ischaemic stroke, therefore restricted
to trials where all participants had a CT scan; that is, haemorrhage
was reliably excluded before randomisation.
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Types of interventions

We planned to include trials of either oral or intravenous treatment
schedules in the review.

Types of outcome measures

The primary outcome of interest is death or dependency. The
number of participants who are dead or dependent was estimated
in the treatment groups at one month aIer stroke onset and at
a later time point between three and six months. We planned
to evaluate dependency in activities of daily living, in preference
to a disability score (such as the Barthel scale), in the treatment
groups. Secondary outcome measures were death at one and at
three months, and adverse events. As far as safety parameters are
concerned, we attempted to determine the rate of fatal and non-
fatal cerebral haemorrhages, the rate of pulmonary embolism, and
the frequency of other fatal and non-fatal adverse events in each
treatment group.

Search methods for identification of studies

See: 'Specialized register' section in Cochrane Stroke Group

We searched the Cochrane Stroke Group Trials Register, which was
last searched by the Review Group Co-ordinator in February 2007.
In addition, we searched MEDLINE (1966 to February 2007) using
the following search statement to include all known manufacturer
code names and registered trade names for vinpocetine.

(vinpocetin$ or TCV-3B or RGH-4405 or CAS 42971-09-5 or Eusenium
or Cavinton or Calan or Intelectol).tw.

We also searched Scopus (http://www.scopus.com) (1960
to February 2007), the Internet Stroke Center Stroke
Trials Registry (www.strokecenter.org), Google Scholar
(http://scholar.google.com), the science-specific search
engine Scirus (http://www.scirus.com) and Wanfang Data
(www.wanfangdata.com), the leading information provider in
China; we used the search terms 'vinpocetine and (stroke or
cerebral)'. Searches were complete to February 2007.

In an eGort to identify further published, unpublished and
ongoing trials we contacted researchers who had participated
in vinpocetine trials and four pharmaceutical companies that
manufacture vinpocetine (Gedeon Richter Ltd, Budapest, Hungary;
Takeda Chemical Industries Ltd, Osaka, Japan; Covex SA, Madrid,
Spain; and Thiemann Arzneimittel, Waltrop, Germany). (Last
contact February 2007). The main manufacturer of the drug
(Gedeon Richter Ltd, Hungary) supplied English transcripts of
papers on possibly relevant trials printed in Japanese. Dr L Mihálka,
a neurologist, evaluated Russian and Ukrainian papers to decide if
they were randomised trials or not. We used the English language
abstracts of Chinese and Polish language reports to decide if the
trial fulfilled the inclusion criteria and where possible sought the
help of translators.

Data collection and analysis

Methods used to select trials for inclusion

Two review authors (DB and IF) independently selected the trials
to be included in the review. We resolved disagreements by
discussion.

Criteria and methods used to assess the methodological
quality of the included trials

We extracted the following information from the included trials to
assess methodological quality:
(1) method of randomisation and blinding;
(2) was CT performed?;
(3) total number of patients randomised and the proportion lost to
follow up;
(4) was intention-to-treat analysis performed?
We attempted to obtain missing data by corresponding with
trialists.

Methods used to collect data from the included trials

Once we had reached agreement on which trials to include, one
of the review authors (DB) extracted data from the trials and
performed the data analysis. The other review author (IF) checked
the accuracy of data extraction.

Methods used to synthesise the data

We used the Peto method to give odds ratios. We planned to check
for heterogeneity by using the I-squared test.

Subgroup analyses

We planned the principal analysis for all routes and doses; a second
analysis would separate trials using the oral route from those using
the intravenous route. We planned a third analysis to separate
studies by dose: we would analyse trials separately if a daily dose
of at least 40 mg was given.

R E S U L T S

Description of studies

We excluded 16 studies from the review. We excluded three studies
(Lipani 1984; Manconi 1986; Reneles 1986) because the participants
were not only stroke patients. Lipani 1984 had six stroke patients
in the total group of 44, and some, if not all, of these six were
in the chronic phase of stroke. Manconi 1986 had 40 participants
in 13 diagnostic groups. Of these participants, 20 had ischaemic
stroke, but the term 'previously established cerebral thrombosis'
most probably denoted patients long aIer their stroke. At the end of
the report 'chronic cerebral dysfunction' was mentioned referring
to the whole study population and data were not presented
separately for those with previous stroke. In Reneles 1986, of the 49
participants enrolled, one died, one withdrew, and 17 were lost to
follow up. The mean time from stroke onset to randomisation was
5.6 months. Of the 16 participants randomised within one month
aIer stroke, no data were given for those randomised less than 14
days aIer stroke onset.

In one study (Levic 2001) the allocation of participants was unclear,
the study was probably not randomised, it is not clear if treatment
was started within two weeks of stroke onset, and the study
evaluated the late neuropsychiatric consequences of stroke. Death
and disability were not reported. One study (Wasilewski 1985) had
to be excluded because it was assumed that the vinpocetine arm of
the study was not truly randomly selected; we attempted to clarify
this with the principal investigator, but no source data could be
obtained. One study (Atarashi 1983) excluded patients less than
one month aIer stroke onset. Three studies had to be excluded
because they were confounded: vinpocetine was compared to
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aminophylline (Domzal 1986), to acupuncture (Zou 1990), or to
another medication (venoruton) with unknown eGect (Yi 2004). A
Bulgarian study (Manchev 2003) had to be excluded as it turned out
to be non-randomised. A Russian study (Suslina 1999) was excluded
because it was not randomised and it reported only laboratory
parameters and no clinical outcomes. A Czech study reported only
CT findings, and probably was non-randomised (Kalvach 1988).
Two Ukrainian studies had to be excluded as they turned out to
be non-randomised studies (Dzyak 2002; Hadjiev 2004). One study
(Gliem 1988) included 23 participants with acute stroke. In this
double-blind study the method of allocation was not described and
the study was excluded as no clinical outcomes were reported. In
one study (Wang 2006) only patients with cerebral haemorrhage
were included.

Two studies fulfilled the selection criteria for inclusion in the
review; that is, they were unconfounded randomised studies in
acute ischaemic stroke (Werner 1986; Feigin 2001). In Werner 1986
40 participants were randomised within 48 hours of stroke onset.
The participants got either placebo or 40 mg of vinpocetine in
a 200 ml dextran intravenous infusion for three weeks. Follow-
up examinations were performed weekly for three weeks. Patient
inclusion was restricted to those with relatively mild clinical signs
(not requiring hospitalisation, but may be dependent on help of
others). Dependent participants were defined as those who could
not be discharged at the end of the trial into their own care or
that of the family. In Feigin 2001 30 participants were included
within 72 hours of stroke onset, and all participants had a CT scan
before inclusion. The participants got either low-molecular-weight
dextran in 250 ml saline intravenously alone (in the control group)
or in combination with 10 mg of vinpocetine for five to seven days
followed by oral vinpocetine 10 mg three times a day. Follow up
was performed at one and three months. Death, disability and
dependency (the Barthel and the Rankin score), and the National
Institutes of Health (NIH) scale score were the outcome measures
at one and three months aIer stroke. Poor outcome was defined
as being dead or having a Barthel index of less than 70 or a Rankin
score of 3 to 5. There are no trials awaiting assessment and the
review authors do not know of any ongoing trials.

Risk of bias in included studies

In the first randomised double-blind controlled unconfounded
study of vinpocetine in acute stroke (Werner 1986) the method of
randomisation was not reported, CT was either not performed or
the results not reported, the follow up was short and there was no
real measurement of dependency. Outcome measures in seven of
40 participants were not reported as the participants were excluded
prior to analysis due to protocol violation (these participants
got concomitant medication that was not allowed during the
study), and no intention-to-treat analysis was performed. The
second study (Feigin 2001) was a single-blind randomised trial
(participants were unaware of the treatment assignment). The
method of randomisation is described, all participants had CT
before randomisation, clinically relevant outcome measures were
reported and no participants were lost to follow up. The treatment
groups were comparable for major prognostic factors.

E;ects of interventions

Death or dependency

The primary outcome measure (death or dependency) was
reported in both studies. We accepted the definitions and cut oG

values used in the studies when dichotomising the participants
into dependent and independent. For early outcome (three to four
weeks aIer stroke) data on 63 participants were available, and
there was no significant diGerence between the treatment and the
control groups if dependency was measured by the Rankin score
(Peto odds ratio (OR) 0.44, 95% confidence interval (CI) 0.15 to
1.27) (Comparison 01.01) or disability/dependency by the Barthel
score (Peto OR 0.52, 95% CI 0.11 to 2.54) (Comparison 01.02).
Data on death or dependency at three months were available
only in the study of Feigin 2001 for 30 participants, and there
was no statistically significant diGerence between the treatment
and control groups in the rate of death or dependency when
dependency was measured by the Rankin score (Peto OR 0.34, 95%
CI 0.06 to 1.79) (Comparison 01.04) or disability/dependency by
the Barthel score (Peto OR 0.63, 95% CI 0.10 to 4.15) (Comparison
01.05).

Death

No participants died in the Werner 1986 study, whereas two out
of 15 treated participants and one out of 15 controls died in the
Feigin 2001 study by the end of follow up. Two of these deaths
occurred within the first month in the vinpocetine group, and the
third death occurred in the control group between one and three
months aIer stroke. There was no statistically significant diGerence
between the groups, and the confidence intervals for the Peto odds
ratio were wide: at one month Peto OR 7.94, 95% CI 0.47 to 133.26
(Comparison 01.03) and at three months Peto OR 2.05, 95% CI 0.20
to 21.36 (Comparison 01.06).

Sensitivity analyses

As only two small studies were identified that fulfilled the inclusion
criteria, we could not perform the planned sensitivity and subgroup
analyses.

Safety parameters

No fatal or non-fatal cerebral haemorrhages, no cases of pulmonary
embolism, and no other fatal or non-fatal adverse events occurred
in either of the two studies.

D I S C U S S I O N

Only two small trials fulfilled the inclusion criteria for this review.
The total number of randomised participants was small. In one
of the studies, data for almost 20% of randomised participants
were lost and the follow up was short (Werner 1986). For the
primary outcome measure (death or dependency) as well as for
case fatality, the confidence intervals are wide, and include both
the possibility of significant benefit and significant harm. Due to the
lack of suGicient data, currently no conclusion can be drawn for the
use of vinpocetine in acute stroke.

A U T H O R S '   C O N C L U S I O N S

Implications for practice

The two randomised, controlled, unconfounded studies of
vinpocetine in acute ischaemic stroke had a small number of
patients included. Presently there is not enough evidence to decide
if the routine application of vinpocetine does or does not decrease
case fatality and the proportion of dependent survivors in acute
ischaemic stroke. Therefore, there is no evidence to support the
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routine administration of vinpocetine for all patients with acute
ischaemic stroke.

Implications for research

According to present standards of clinical research the clinical
eGicacy of vinpocetine in acute ischaemic stroke has not yet
been properly evaluated. Based on in vitro studies and on
animal experiments, as well as on human randomised studies,
vinpocetine has eGects that might be beneficial in acute stroke. To
prove this hypothesis, placebo-controlled unconfounded properly
randomised clinical studies must be designed and performed. In
these studies much larger sample sizes, the registration of early and
late case fatality and of valid and reliable measures of dependency
and disability would be needed to estimate the risks and benefits
of this agent. Brain CT or magnetic resonance imaging (MRI) should
be part of the study protocol, long-term follow up (for example,
three and six months) should be mandatory and intention-to-treat
analysis should be performed.
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C H A R A C T E R I S T I C S   O F   S T U D I E S

Characteristics of included studies [ordered by study ID]

 

Methods Computer generated randomisation codes, sequentially numbered opaque sealed envelopes 
No participants lost to follow up

Participants Patients within 72 hours of CT-verified acute ischaemic stroke

Interventions Low-molecular-weight dextran alone (3 g in 250 ml of isotonic saline) in the control group, or in combi-
nation with 10 mg iv vinpocetine for 5 to 7 days, followed by oral vinpocetine 3 x 10 mg in the treatment
group

Outcomes Glasgow Coma Scale, NIH Stroke Scale, Barthel and Rankin scores at 1 and 3 months

Notes  

Risk of bias

Bias Authors' judgement Support for judgement

Allocation concealment? Low risk A - Adequate

Feigin 2001 

 
 

Methods Double-blind, placebo-controlled 
Method of randomisation not stated 
CT either not performed or not reported 
7 out of 40 patients dropped from analysis after randomisation (protocol violators) 

Werner 1986 
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Intention-to-treat analysis not performed

Participants Patients of either sex, no more than 48 hours after stroke onset, relatively mild clinical signs (no need
for hospitalisation) 
The study was performed in Germany, the mean age of participants was 67.7 years (range: 48 to 82
years)

Interventions Vinpocetine 40 mg or placebo in 200 ml dextran iv infusion over one hour daily for 3 weeks

Outcomes Dependency on other than self or family, cognitive functions on mini mental state examination, self as-
sessment by visual analogue scale, clinical global impression

Notes Independence defined as 'dischargable into their own care or that of the family' or 'able to live relative-
ly independently in their home environments' 
No deaths within 3 weeks

Risk of bias

Bias Authors' judgement Support for judgement

Allocation concealment? Low risk A - Adequate

Werner 1986  (Continued)

CT: computerised tomography
iv: intravenous
NIH: National Institutes of Health
 

Characteristics of excluded studies [ordered by study ID]

 

Study Reason for exclusion

Atarashi 1983 Patients with stroke within one month were excluded from the study

Domzal 1986 Confounded study: vinpocetine (27 participants) was compared with aminophylline (30 partici-
pants)

Dzyak 2002 Not a randomised trial

Gliem 1988 The method of allocation was not described 
No clinical outcomes were reported

Hadjiev 2004 Not a randomised trial

Kalvach 1988 No clinical outcomes reported, and probably a non-randomised trial

Levic 2001 The study was probably not randomised, it is not clear if treatment was started within 2 weeks of
stroke onset, and the study evaluated the late neuropsychiatric consequences of stroke 
Death and disability are not reported

Lipani 1984 In addition to stroke patients, patients with other diagnostic categories (TIA, dementia, Hunting-
ton's chorea) also entered the study 
The number of participants with stroke was small (6 participants), and some, if not all, of these
were in the chronic phase of stroke

Manchev 2003 253 patients treated with 10 to 20 mg vinpocetine for 5 to 30 days iv or 3 to 30 days per os and 40
controls 
Not a randomised study
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Study Reason for exclusion

Manconi 1986 Patients with diagnostic categories other than stroke also entered the study 
The term 'previously established cerebral thrombosis' most probably denoted patients a long time
after stroke and not patients with acute stroke 
At the end of the report ‘chronic cerebral dysfunction’ is mentioned referring to the whole study
population and data are not presented separately for those with previous stroke

Reneles 1986 Mixed patient group (TIA, acute and chronic stroke) 
The mean time from stroke onset to randomisation was 5.6 months 
Of the 16 participants randomised within one month after stroke no data were given for those ran-
domised less than 14 days after stroke onset

Suslina 1999 Non-randomised study 
Lipid peroxidation was measured 
No clinical outcome

Wang 2006 Study performed in acute hemorrhagic stroke 
Patients with ischaemic stroke were excluded

Wasilewski 1985 There were 50 participants in both the placebo and cinnarizine groups whereas in the vinpocetine
group there were only 32 
This imbalance in sample size plus the term 'the patient groups were selected at random' suggests
that randomisation, if performed at all, was improper 
We attempted to clarify this with the principal investigator, but no source data could be obtained

Yi 2004 83 patients were screened, 70 were randomised: 35 to vinpocetine and 35 to venoruton 
Therefore the study is confounded

Zou 1990 Based on the MEDLINE abstract the study was confounded because vinpocetine was compared
with acupuncture

iv: intravenous
per os: by mouth
TIA: transient ischaemic attack
 

 

D A T A   A N D   A N A L Y S E S

 

Comparison 1.   Vinpocetine versus placebo

Outcome or subgroup title No. of
studies

No. of
partici-
pants

Statistical method Effect size

1 Death or dependency at one
month: Rankin

2 63 Peto Odds Ratio (Peto, Fixed, 95% CI) 0.44 [0.15, 1.27]

2 Death or dependency at one
month: Barthel

1 30 Peto Odds Ratio (Peto, Fixed, 95% CI) 0.52 [0.11, 2.54]

3 Death at one month 2 63 Peto Odds Ratio (Peto, Fixed, 95% CI) 7.94 [0.47, 133.26]

4 Death or dependency at
three months: Rankin

1 30 Peto Odds Ratio (Peto, Fixed, 95% CI) 0.34 [0.06, 1.79]
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Outcome or subgroup title No. of
studies

No. of
partici-
pants

Statistical method Effect size

5 Death or dependency at
three months: Barthel

1 30 Peto Odds Ratio (Peto, Fixed, 95% CI) 0.63 [0.10, 4.15]

6 Death at three months 1 30 Peto Odds Ratio (Peto, Fixed, 95% CI) 2.05 [0.20, 21.36]

 
 

Analysis 1.1.   Comparison 1 Vinpocetine versus placebo, Outcome 1 Death or dependency at one month: Rankin.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

  n/N n/N Peto, Fixed, 95% CI   Peto, Fixed, 95% CI

Feigin 2001 3/15 4/15 40.61% 0.7[0.13,3.68]

Werner 1986 8/17 12/16 59.39% 0.32[0.08,1.27]

   

Total (95% CI) 32 31 100% 0.44[0.15,1.27]

Total events: 11 (Treatment), 16 (Control)  

Heterogeneity: Tau2=0; Chi2=0.49, df=1(P=0.48); I2=0%  

Test for overall effect: Z=1.52(P=0.13)  

Favours treatment 100.1 50.2 20.5 1 Favours control

 
 

Analysis 1.2.   Comparison 1 Vinpocetine versus placebo, Outcome 2 Death or dependency at one month: Barthel.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

  n/N n/N Peto, Fixed, 95% CI   Peto, Fixed, 95% CI

Feigin 2001 3/15 5/15 100% 0.52[0.11,2.54]

   

Total (95% CI) 15 15 100% 0.52[0.11,2.54]

Total events: 3 (Treatment), 5 (Control)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.81(P=0.42)  

Favours treatment 100.1 50.2 20.5 1 Favours control

 
 

Analysis 1.3.   Comparison 1 Vinpocetine versus placebo, Outcome 3 Death at one month.

Study or subgroup Vinpoce-
tine 40 mg

Placebo Peto Odds Ratio Weight Peto Odds Ratio

  n/N n/N Peto, Fixed, 95% CI   Peto, Fixed, 95% CI

Feigin 2001 2/15 0/15 100% 7.94[0.47,133.26]

Werner 1986 0/17 0/16   Not estimable

   

Total (95% CI) 32 31 100% 7.94[0.47,133.26]

Total events: 2 (Vinpocetine 40 mg), 0 (Placebo)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.44(P=0.15)  

Favours treatment 100.1 50.2 20.5 1 Favours control
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Analysis 1.4.   Comparison 1 Vinpocetine versus placebo, Outcome 4 Death or dependency at three months: Rankin.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

  n/N n/N Peto, Fixed, 95% CI   Peto, Fixed, 95% CI

Feigin 2001 2/15 5/15 100% 0.34[0.06,1.79]

   

Total (95% CI) 15 15 100% 0.34[0.06,1.79]

Total events: 2 (Treatment), 5 (Control)  

Heterogeneity: Not applicable  

Test for overall effect: Z=1.27(P=0.2)  

Favours treatment 100.1 50.2 20.5 1 Favours control

 
 

Analysis 1.5.   Comparison 1 Vinpocetine versus placebo, Outcome 5 Death or dependency at three months: Barthel.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

  n/N n/N Peto, Fixed, 95% CI   Peto, Fixed, 95% CI

Feigin 2001 2/15 3/15 100% 0.63[0.1,4.15]

   

Total (95% CI) 15 15 100% 0.63[0.1,4.15]

Total events: 2 (Treatment), 3 (Control)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.48(P=0.63)  

Favours treatment 100.1 50.2 20.5 1 Favours control

 
 

Analysis 1.6.   Comparison 1 Vinpocetine versus placebo, Outcome 6 Death at three months.

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio

  n/N n/N Peto, Fixed, 95% CI   Peto, Fixed, 95% CI

Feigin 2001 2/15 1/15 100% 2.05[0.2,21.36]

   

Total (95% CI) 15 15 100% 2.05[0.2,21.36]

Total events: 2 (Treatment), 1 (Control)  

Heterogeneity: Not applicable  

Test for overall effect: Z=0.6(P=0.55)  

Favours treatment 100.1 50.2 20.5 1 Favours control

 

W H A T ' S   N E W

 

Date Event Description

3 September 2008 Amended Converted to new review format.

 

H I S T O R Y

Protocol first published: Issue 2, 1996
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Review first published: Issue 4, 1997

 

Date Event Description

16 May 2007 New search has been performed The 'Background' section has been updated to include recent re-
search results. One additional study was identified that fulfilled
the inclusion criteria (Feigin 2001). This small, single-blind ran-
domised study included 30 patients; including it did not change
the conclusions regarding the primary outcome measure (death
and dependency).
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