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Introduction 
 
The Irish Medicines Board (IMB) received 50 reports of suspected adverse drug reactions 
(SADRs) to veterinary medicinal products between 01-01-00 and 31-12-00. Of these reports, 38 
were notified by the marketing authorisation holder (MAH) and 12 were reported by veterinary 
surgeons in practice. Of the total number of SADRs reported, 36 involved veterinary 
pharmaceutical products and 15 concerned vaccines. One SADR report involved a product that is 
not a licensed veterinary medicine. In that case, it was considered that there was a 
probable/possible association between the administration of the product and the reaction reported 
(Table 1). 
 
 
Veterinary Pharmaceuticals 
 
In relation to the SADRs that involved veterinary pharmaceuticals, 11 reports were identified as 
probably/possibly related to the administration of anthelmintic boli. Adverse reactions were 
reported to have occurred in 22 animals, resulting in death in 18 cases. In all of the cases that 
died, death was attributed to either oesophageal trauma/perforation or asphyxia due to lodging of 
the bolus in the upper airways. Based on the information contained in the reports, 8 of the 18 
deaths were associated with the administration of the product to animals under the minimum 
age/weight recommendation specified. 
 
These figures represent a reduction in the reported incidence of such SADRs when compared to 
the figures for the previous three years (Table 2). However, the IMB remains concerned with the 
animal welfare implications of the use of anthelmintic boli and will continue to monitor the 
occurrence of these reports. 
 
In relation to the 25 SADR reports received in respect of other pharmaceutical products (that is, 
excluding anthelmintic boli), only 11 were identified as probably (n=2) or possibly (n=9) related 
to the administration of the product, seven were unclassified (that is, there was insufficient 
information on which to base a conclusion) and the results of investigations into a further seven 
reports concluded that the product was definitely not associated with administration of the 
product. One report, which involved a SADR following the administration of an authorised 
veterinary medicinal product to salmon, is being investigated and a causality relationship has not 
yet been determined. 
 
During 2000, there were three SADRs in humans associated with the use of veterinary medicinal 
products. The individual SADR reports that were considered probably or possibly related to 
product use in other species are summarised on a species by species basis in Table 3.  
 
During 2000, regulatory action was taken against one authorised veterinary medicine because of 
a perceived change in the risk:benefit profile of the product. ECONOR premixes were registered 
in the European Union on 12th March 1999 using the centralised registration procedure. 
ECONOR contains valnemulin, an antibiotic belonging to the pleuromutilin group, and is 
indicated for use in swine. Since the time of first authorisation a number of reports of SADRs 
involving these products were notified to the MAH. The majority of these reports were from 
Denmark and Sweden. The typical features of these ADR’s are as follows: 

• Affected animals were mainly piglets within four weeks post-weaning. 
• Clinical signs were first observed within a few days of ECONOR use. 



 

 

• The main clinical signs in decreasing order of incidence are lethargy/depression, 
ataxia/incoordination, anorexia, pyrexia, oedema, diarrhoea, erythema and pain. 

• The morbidity in affected groups was approximately 40%, with a mortality rate of 3%. 
• The majority of affected animal recovered with or without antibiotic therapy and following 

the cessation of treatment with ECONOR. 
On the advice of the European expert scientific body the Committee for Veterinary Medicinal 
Products, the European Commission services, requested that the use of the product be suspended 
in all Member States, with effect from Monday 16th October 2000, for a period of 12 months 
pending an investigation into the epidemiology of the SADRs and the mechanism of the adverse 
reaction 
 
 
Veterinary Immunological Products 
 
As with the veterinary pharmaceutical products, only those SADRs that were classified as 
probably/possibly related to immunological product administration are detailed in Table 4. One 
such report was associated with the administration of a M. hyopneumoniae vaccine to piglets. 
Given the temporal association between product administration, the onset of clinical signs and 
the fact the similar ADR’s had been reported following the use of this vaccine during 1999, the 
causality in this case was recorded as probable. While it is accepted that reactions to this product 
are a relatively uncommon occurrence, the IMB are in discussion with the MAH regarding the 
need to include a warning on the product literature that will highlight the possibility of such 
reactions. 
 
 
Conclusions 
 
• The number of SADR reports received during 2000 (50 reports) was reduced compared to the 

previous year (72 reports). 
• It is suspected that there is a significant level of under reporting of SADRs as evidenced by 

the low numbers of reactions reported by veterinary surgeons and pharmacists. 
• There remains a concern with the animal welfare implications of the use of anthelmintic boli. 
• Formal regulatory action arising from target animal safety concerns was taken against one 

authorised product only: The authorisation for ECONOR was suspended for a period of one 
year. 



 

 

Table 1 : Assessing Causality 

The following factors will be taken into account: 
⇒ Associative connection – in time or anatomic site 

⇒ Pharmacological explanation, blood levels, previous knowledge of the drug 

⇒ Presence of characteristic clinical or pathological phenomena 

⇒ Exclusion of other causes 

⇒ Completeness and reliability of the data in case reports 
Category ‘A’ All of the following minimum criteria should be complied with: 

⇒ There should be a reasonable association in time between the administration of the drug 
and the onset and duration of the reported event. 

⇒ The description of the clinical signs should be consistent with the known pharmacology 
and toxicology of the drug. 

⇒ There should be no other equally plausible explanation(s) of the reaction. 
 

Category ‘B’ 
 

When drug causality is one (of other) possible and plausible causes for the reported reaction, 
but where the available data do not fulfil the criteria for inclusion in Category ‘A’ 

 

Category ‘O’ 
 

When reliable data concerning an adverse reaction is unavailable or insufficient to make an 
assessment of causality. 

 

Category ‘N’ 
 

When sufficient information exists to establish beyond reasonable doubt that drug 
administration was not likely to be the cause of the event. 
 

 
 
 
 
Table 2: Incidence of death associated with the use of anthelmintic boli 
 

 1997 1998 1999 2000 

Incidence 
(deaths/unit) 

1/3,644 1/4,623 1/4,187 1/5,492 

 
 



 

 

Table 3: Adverse drug reactions to pharmaceutical products 
 

Active Substance 

 

Route Number 
treated 

Number 
reacted 

Number 
died 

Signs Speed of 
onset 

Cattle       

Doramectin topical 29 2 1 ataxia, blindness 

 

24 hrs 

Doramectin s/c 180 1 1# not described 24 hrs 

Levamisole topical 80 4 0 hair loss, crusting skin 
lesions 

1 week 

Oxytetracycline i/m 5 1 1 dyspnoea minutes 

Levamisole topical 50 1 0 collapse, muscle spasm 1 hour 

Pig       

Valnemulin oral 500 100 0* erythema, stiffness, 
back-arching, straining 

4-5 days 

Dog       

Carprofen i/m, oral 1 1 1 gastrointestinal bleeding, 
vomiting 

11 days 

Carprofen oral 1 1 1 vomiting, malaena 3 days 
#At post mortem examination, a heavy lungworm infestation was 
diagnosed and may have been a significant factor contributing to 
the death of this animal 
*Two affected animals were sacrificed for post mortem 
examination 

   i/m - intramusular 
 
s/c - subcutaneous 

 

 
 



 

 

Table 4: Adverse drug reactions to immunological products 
 

Active Substance 

 

Number 
treated 

Number 
reacted 

Number 
died 

Signs Speed of onset 

Cattle      

multivalent clostridial 
vaccine 

29 2 1 ataxia, blindness 

 

24 hrs 

multivalent clostridial 
vaccine 

50 1 0 collapse, muscle spasm 1 hour 

Dog      

DHPPi vaccine + Lepto. 
vaccine 

1 1 0 Muscular spasm, lack of 
consciousness, tachycardia 

minutes 

Pig      

1Mycoplasma 
hyopneumoniae vaccine 

300 8 2 vomiting, neurological signs minutes 

2Mycoplasma 
hyopneumoniae vaccine 

5750 300 27 respiratory distress, 
progressive wasting 

- 

1 & 2 represent different immunological products      
 
 
 
 
 


