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Summary
A series of 362 ICSRs has been identified in VigiBase, the WHO 

Global database of individual case safety reports, in which a possible 

association between risperidone and cerebrovascular accident was 

mentioned. Out of these reports, 205 cases correspond to women, and 

47.6% of those cases are for women  65 years or older. There are less 

reports than expected for risperidone and cerebrovascular accident in 

VigiBase (IC -0.5) but dividing the reports to look at reports for women 

and men separately reveal that for women there are more reports than 

expected (IC is 0.5) whereas there are less reports than expected for 

men (IC is -1,5). A discussion about sex differences concerning adverse 

drug reactions for antipsychotics have been in place for more than ten 

years. Regarding risperidone, there seem to be some differences in 

the way women are exposed to the drug. Women seem to metabolize 

risperidone poorly, as compared to men and worse with advanced age. 

Furthermore, a higher action of risperidone in resistance vessel alfa 1A 

adrenoceptors in women compared to men indicate that women might 

be at increased risk of orthostatic hypotension and related strokes. 

Finally, the hyperprolactinaemic properties of risperidone might be 

yet another risk factor for ischemic stroke and could be a contributory 

explanation to potential sex differences in the risk of acquiring stroke as 

women are at higher risk of developing  hyperprolactinemia than men. 

All these aspects together might help explain  the disproportionality in 

reporting of cerebrovascular events for women, especially in older ages, 

to VigiBase. This signal is highlighting the importance of monitoring 

antipsychotic drugs for sex differences in adverse drug reactions. 
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Responses from industry
Signals on products under patent are submitted to 
patent holders for comments. Responses from industry 
are unedited. The calculations, analysis and conclusions 
are theirs, and should be given serious but critical 

consideration in the same way as any scientific document. 
The WHO and UMC are not responsible for their findings, 
but may occasionally comment on them.

SIGNAL
WHO defines a signal as:

“Reported information on a possible causal relationship 
between an adverse event and a drug, the relationship 
being unknown or incompletely documented previously”. 
An additional note states: “Usually more than one 
report is required to generate a signal, depending 
on the seriousness of the event and the quality of the 
information”.*

A signal is therefore a hypothesis together with supporting 
data and arguments. A signal is not only uncertain but also 
preliminary in nature: the situation may change substantially 
over time one way or another as more information is 
gathered. A signal may also provide further documentation 
of a known association of a drug with an ADR, for example: 
information on the range of severity of the reaction; the 
outcome; postulating a mechanism; indicating an “at risk” 
group; a dose range which might be more suspect; or 
suggesting a pharmaceutical group effect or a lack of such 
an effect by a particular drug.

Signals communicated by UMC are derived from VigiBase, 
the WHO global database of individual case safety reports. 
This database contains summaries of individual case safety 
reports of suspected adverse drug reactions, submitted by 
national pharmacovigilance centres (NCs) that are members 
of the WHO Programme for International Drug Monitoring. 
More information regarding the status of this data, its 
limitations and proper use, is provided in the Caveat on the 
last page of this document.

VigiBase is periodically screened to identify drug-
ADR combinations that are unknown or incompletely 
documented. Combinations of such interest that they 
should be further reviewed clinically are sent to members 

of the Signal Review Panel for in-depth assessment. 
The Signal Review Panel consists of experienced 
international scientists and clinicians, usually affiliated with 
a governmental or an academic institution. The expert 
investigates the clinical evidence for the reaction being 
related to the suspected drug.

The topics discussed in the signals represent varying 
levels of suspicion. Signals contains hypotheses, primarily 
intended as information for the national regulatory 
authorities. They may consider the need for possible action, 
such as further evaluation of source data, or conducting a 
study for testing a hypothesis.

The distribution of signals is currently restricted to NCs, 
regulatory authority staff and their advisers, participating 
in the WHO Programme. Signals are sent to the 
pharmaceutical companies when they can be identified 
as uniquely responsible for the drug concerned. UMC 
does not take responsibility for contacting all market 
authorisation holders. As a step towards increased 
transparency, since 2012 UMC signals are subsequently 
published in the WHO Pharmaceuticals Newsletter.

National regulatory authorities and NCs are responsible 
for deciding on action in their countries, including 
communicating the information to health professionals,  
and the responsible market authorisation holders, within 
their jurisdiction.

In order to further debate, we encourage all readers of 
signals to comment on individual topics.

* Edwards I.R, Biriell C. Harmonisation in pharmacovigilance. Drug Safety 
1994;10:93-102.



Uppsala Monitoring Centre (UMC) in its role as the World Health 
Organization (WHO) Collaborating Centre for International Drug 
Monitoring receives reports of suspected adverse reactions to 
medicinal products from National Centres in countries participating 
in the WHO Programme for International Drug Monitoring. The 
information is stored in VigiBase, the WHO global database of 
individual case safety reports (ICSRs). It is important to understand 
the limitations and qualifications that apply to this information and 
its use.

Tentative and variable nature of the data

Uncertainty: The reports submitted to UMC generally describe  
no more than suspicions which have arisen from observation of  
an unexpected or unwanted event. In most instances it cannot  
be proven that a specific medicinal product is the cause of 
an event, rather than, for example, underlying illness or other 
concomitant medication.

Variability of source: Reports submitted to national centres come 
from both regulated and voluntary sources. Practice varies: some 
national centres accept reports only from medical practitioners; 
others from a broader range of reporters, including patients, some 
include reports from pharmaceutical companies.

Contingent influences: The volume of reports for a particular 
medicinal product may be influenced by the extent of use of  
the product, publicity, the nature of the adverse effects and  
other factors.

No prevalence data: No information is provided on the number 
of patients exposed to the product, and only a small part of the 
reactions occurring are reported.

Time to VigiBase: Some national centres make an assessment 
of the likelihood that a medicinal product caused the suspected 
reaction, while others do not. Time from receipt of an ICSR by a 
national centre until submission to UMC varies from country to 
country. Information obtained from UMC may therefore differ from 
that obtained directly from national centres.

Statement of reservations, limitations and conditions relating to data 
released from VigiBase, the WHO global database of individual case 
safety reports (ICSRs). Understanding and accepting the content of this 
document are formal conditions for the use of VigiBase data.

 Caveat Document

For these reasons, interpretations of adverse effect data, and 
particularly those based on comparisons between medicinal 
products, may be misleading. The data comes from a variety of 
sources and the likelihood of a causal relationship varies across 
reports. Any use of VigiBase data must take these significant 
variables into account. 

Prohibited use of VigiBase Data includes, but is not limited to:

• patient identification or patient targeting

• identification, profiling or targeting of general practitioners  
or practice

Any publication, in whole or in part, of information obtained 
from VigiBase must include a statement:

(i) recording ‘VigiBase, the WHO global database of individual 
case safety reports (ICSRs)’ as the source of the information

(ii) explaining that the information comes from a variety of 
sources, and the probability that the suspected adverse effect 
is drug-related is not the same in all cases

(iii) affirming that the information does not represent the opinion 
of the UMC or the World Health Organization.

Omission of this statement may exclude the responsible  
person or organization from receiving further information  
from VigiBase.

UMC may, in its sole discretion, provide further instructions to the 
user, responsible person and/or organization in addition to those 
specified in this statement and the user, responsible person and/or 
organization undertakes to comply with all such instructions.
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