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Angiotension-converting enzyme (ACE) 
Inhibitors 
 
ACE inhibitors are anti-hypertensive agents 
which are widely used, often in complicated 
clinical situations.  This group of drugs is 
known to be associated with worsening of 
renal failure. Of particular concern are 
situations where a patient has established renal 
impairment and is very often stable, but who 
then develops an intercurrent dehydrating 
illness. Prescribers are reminded of the need 
for monitoring of such cases and review and/or 
interruption of therapy should be considered, 
where appropriate. The product information 
recommends close monitoring in patients with 
underlying renal disorders or those in whom 
renal dysfunction is observed. 
 
In addition, concomitant use of NSAIDs can 
also increase the anti-hypertensive effect of 
ACE inhibitors and hence increase the risk of 
renal dysfunction1. ACE inhibitors can cause 
hyperkalaemia because of a decrease in 
aldosterone. This effect is more significant in 
patients with impaired kidney function and/or 
in patients taking potassium supplements or 
potassium-sparing diuretics. 
 
Prescribers are reminded of the importance of 
monitoring renal and potassium levels in such 
cases, particularly in the case of intercurrent  
 

illness or infections. Patients should also be 
advised to report any intercurrent infections to 
healthcare professionals. 
 
Angioedema is a potentially fatal condition 
which has been reported in association with 
most of the ACE inhibitors. Patients with a 
history of angioedema unrelated to ACE 
inhibitor therapy may be at increased risk of 
angioedema while receiving an ACE inhibitor. 
While the majority of cases are seen early in 
the course of treatment, angioedema may 
develop at any time during the administration 
of ACE inhibitors and intervals of up to 2 
years have been reported2. In addition, 
recurrent episodes of angioedema have been 
reported. It is likely that patients who develop 
angioedema soon after starting treatment with 
an ACE inhibitor while have the drug 
discontinued promptly, however, if a long 
interval exists between the initial prescription 
of the drug and the onset of angioedema a 
causal relationship may be overlooked.  
 
References: 
1. Antihypertensive drugs 
    In: Meyler’s Side Effects of Drugs, 
    Fourteenth Edition, 2000:638-655 
    Elsevier Science Publishers B.V.    
2. IMB Drug Safety Newsletter 1997; 3:2 
 
Erythropoietins 
(Eprex/NeoRecormon/Aranesp) 
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Erythropoietins are medicinal products derived 
from synthetic hormones that stimulate red 
blood cell formation in the bone marrow.  All 
of the above branded products are authorised 
for use in the treatment of anaemia caused by 
chronic renal failure, anaemia in patients with 
solid tumours treated by chemotherapy, 
autologous blood donation and major 
orthopaedic surgery. 
 
Pure red cell aplasia (PRCA) is a rare 
condition that has been associated with 
autoimmune, viral and neoplastic diseases, as 
well as drug treatment.  Recently, PRCA due 
to neutralising antibodies to erythropoietin has 
been described. Anti erythropoietin antibodies 
can neutralise erythropoietin, blocking the 
production of new red cells.  This results in 
profound anaemia, pure red cell aplasia 
(PRCA) and dependence on blood transfusion. 
PRCA can be treated, but full response is rare, 
therefore dependence on blood transfusion 
may be lifelong. 
 
Reports of PRCA have been observed in 
patients treated with erythropoietins, for 
anaemia associated with chronic renal failure.  
The vast majority of these cases occurred in 
patients treated with Eprex (epoetin alpha) and 
all were associated with subcutaneous 
administration. Following on-going review of 
this complex and evolving issue, regulatory 
action was recently taken to contraindicate 
subcutaneous administration of Eprex in 
patients with chronic renal failure.This action 
has been the subject of a separate 
communication from the company. 
 
To date, two cases of PRCA have been 
reported in association with exclusive use of 
NeoRecormon (epoietin beta) and several 
others in patients switched from Eprex to 
NeoRecormon. No reports of PRCA have been 
notified, to date with Aranesp (epoietin  
 
beta).  Both products remain authorised for 
sub-cutaneous use. 
 
PRCA is a rare, but serious adverse reaction of 
erythropoietin treatment. As anti-

erythropoietin antibodies cross react with other 
erythropoietins, treatment with any other 
erythropoietin product is contraindicated in 
patients who develop PRCA and/or anti-
erythropietin antibodies. After discontinuation 
of erythropoietin therapy, most patients with 
anti-erythropoietn antibodies become 
transfusion dependent.  The estimated 
reporting rate of this suspected ADR is less 
than one per ten thousand patients treated. 
 
Patients typically present with sudden 
worsening of anaemia that is unresponsive to 
increasing doses of erythropoietin.  Such 
patients usually have detectable antibodies to 
erythropoietin in their serum.  
 
Prescribers are reminded of the following in 
managing patients suspected of failing to 
respond to treatment: 
 
 Typical causes of non-response (e.g. iron, 

folate and vitamin B12 deficiency, 
aluminium intoxication, infection or 
inflammation, blood loss and haemolysis) 
should be investigated. 

 
 If no cause is identified, a bone marrow 

examination should be performed  
 
 If PRCA is diagnosed, therapy with 

erythropoietin must be discontinued and 
testing for erythropoietin antibodies 
should be undertaken.   

 
 Appropriate therapy should be initiated. 

 
 Patients should not be switched to another 

erythropoietin. 
 
The IMB will continue to monitor this 
complex, evolving issue and will ensure that 
prescribers are informed of any further 
regulatory action considered necessary.  
Any suspected cases of PRCA should be 
reported to the IMB 
 
Single Component Vaccines 
 
The Irish Medicines Board (IMB), the 
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competent authority for the licensing of 
medical products in Ireland would like to  
advise parents and doctors against the use of 
unlicensed single component measles, mumps 
and rubella vaccines.  
  
Specifically, the IMB has concerns in relation 
to the manufacture, testing and storage of the 
single component vaccines, Pavivac (single 
mumps vaccine) and Movivac (single measles 
vaccine). There is insufficient 
information about these two vaccines to be 
able to offer any assurances  about  the safety, 
quality or efficacy of these products, which are 
manufactured by Sevapharma in the Czech 
Republic. 
  
Following preliminary investigations 
undertaken, the IMB understands that Movivac 
has been imported for use into Ireland and 
believes that Pavivac may also be available 
here. Neither Pavivac or Movivac are licensed 
for use in Ireland. However, in accordance 
with the Medicinal Products (Licensing and 
Sale) Regulations the importation or sale of 
unlicensed medicines is permitted by 
registered doctors or dentists for patients under 
their care.     
  
The IMB is aware that their counterparts in the 
UK, the Medicines Control Agency  (MCA) 
has issued similar recommendations pending 
further investigation. 
  
The two combined MMR vaccines  (M-M-R II 
and Priorix) currently used in the Primary 
Immunisation Programme in Ireland have 
undergone rigorous assessment and have been 
licensed by the IMB. In line with the National 
Immunisation Guidelines, the IMB advocates 
that parents presenting their children for 
immunisation against measles mumps and 
rubella should use these products.  
 
 The Privacy Directive & ADR Reporting  
 
The IMB has recently updated the ADR 
reporting forms by modifying some of the 
information requested about suspected adverse 
drug reactions from healthcare professionals.  

We are now requesting that reporters provide 
only the  patient’s initials and age, instead of 
name and date of birth.  Removal of these 
personal identifiers will allow ADR reporting 
to continue, without gaining explicit patient 
consent, as required by the new Data 
Protection Bill due to come into law in Ireland 
in the last quarter of 2002.   
 
Recommendation from the Data Protection 
Commissioner 
 
The Data Protection Commissioner has also 
expressed the view that that it would be good 
data protection practice for a healthcare 
professionals to inform patients that a report is 
being made, indicating the reasons.  As it was 
his view that medical ethics also required that 
such data should be provided, it was suggested 
in the interests of transparency, that the IMB 
should inform healthcare professionals.  
Accordingly, the IMB has written to the 
professional bodies i.e. Medical Council and 
the Pharmaceutical Society to advise them 
with regard to the Data Protection 
Commissioner’s recommendation. 
 
Further information on the Privacy Directive 
may be obtained from www.dataprivacy.ie 
 
Update on ADR reports 
 
During 2001, the IMB received a total of 2,282 
suspected ADR reports occurring in Ireland.  
This figure represents an increase of 62.2% 
over the volume of reports received in 2000, 
which in turn represented a significant increase 
in the reporting rate over the previous year.  
Thus since 1999, we have seen an increase of 
over 100% in the total number of Irish ADR 
reports submitted.  This increase is greatly 
welcomed as a sign of increasing awareness of 
pharmacovigilance on the part of healthcare 
professionals.  The IMB greatly appreciates 
the increase in reporting and acknowledges the 
enormous contribution of busy healthcare 
professionals to the continued surveillance of 
the safety of medicines through the voluntary 
reporting system.  While the burdensome 
nature of form filling is recognised and 
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acknowledged, the collection of ADR reports 
is essential to ensure continued effective 
surveillance of the safety of licence medicines. 
 
During 2001 the IMB continued to encourage 
ADR reporting using the downloadable 
version of the report form from the website.  
Updated contact details were sought from 
healthcare professionals, who were encouraged 
to submit email addresses to facilitate more 
rapid dissemination of information and to date, 
over 400 healthcare professionals have 
provided their email contact details.  During 
the year use of the electronically available 
ADR report forms for healthcare professionals 
increased. 
 
The following table provides a breakdown of 
reports by source: 
 
General Practitioners 60.0% 
Pharmaceutical companies 23.8% 
Hospital Doctors 10.1% 
Pharmacists 3.3% 
Nurses 2.6% 
Dentists 0.2% 
 
All suspected ADR reports were reviewed and 
evaluated prior to inclusion on the IMB’s 
database with feedback information and 
follow-up provided to reporters, as 
appropriate. 
 
The IMB’s ADR database includes 
anonymised  case details of approximately 
30,000 suspected ADR reports provided by 
healthcare professionals and pharmaceutical 
companies in relation to reports of Irish ADRs 
notified since 1968.  This information is 
helpful not only to the IMB in its evaluation of 
the safety profile of medicinal products, but is 
also used for provision of information in 
response to enquiries. 
 
Spontaneous reporting of suspected ADRs is 
an inexpensive and effective method for the 
lifetime surveillance of medicines following 
their introduction to the marketplace.  While 
an individual’s experience may be limited to 

one or two cases, when collated with 
additional reports from other sources may 
contribute considerably to the assessment of a 
potential safety hazard.  Healthcare 
professionals are reminded that it is not 
necessary to determine a causal relationship 
between a drug and subsequent event, prior to 
reporting a suspected ADR. 
 
You are particularly reminded to report: 
 
• All suspected adverse reactions to new 

medicinal products (i.e. those available on 
the market for less than two years).  

 
• Serious suspected reactions to established 

medicines. A serious reaction is defined as 
one which is fatal, life threatening, results 
in persistent or significant 
disability/incapacity, results in or prolongs 
hospitalisation. This definition also 
includes congenital abnormalities or birth 
defects and serious adverse clinical 
consequences. 

 
• Any  suspected increase in the frequency of 

minor reactions. 
 
• Any suspected teratogenic effects. 
 
• Any suspected reactions associated with the 

use of vaccines. 
 
The IMB is always keen to help, encourage 
and establish ADR monitoring and reporting 
practices. Any centres wishing to develop their 
reporting system should contact the 
Pharmacovigilance Unit of the IMB.  
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