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Fluoroquinolone antibiotics 
(ciprofloxacin, grepafloxacin, levofloxacin, 
lomefloxacin, moxifloxacin, norfloxacin, 
ofloxacin) 
 
In October 1999, grepafloxacin was voluntarily 
withdrawn from the market by the company, after 
cases of serious heart rhythm disorders some of 
which were associated with a fatal outcome were 
reported.  The potential for grepafloxacin to 
prolong the QTc interval as a result of the blockage 
of potassium channels has been assumed to be the 
physiological effect causing these adverse drug 
reactions (ADRs).  Cases of QTc interval 
prolongation and of cardiac arrhythmias has been 
reported with other recently introduced 
fluoroquinolones, but pre-clinical data are not 
available for all products.  
 
In November 1999 a comparative assessment of the 
cardiotoxic potential of all flouroquinolone 
antibiotics authorised in the EU was undertaken.  
The aims of this evaluation were to assess the 
safety of these substances in relation to their 
potential for QTc prolongation and risk of causing 
ventricular arrhythmias, to provide a basis for 
comparing the cardiac safety of forthcoming 
fluoroquinolones, to provide recommendations 
regarding amendments necessary for the product 
information and to consider the need for further 
studies. It should be noted that in addition to the 
products authorised by the IMB (listed above), 
other flouroquinolones were also considered as part 
of this review. 
 
 
 

Following review of the available data, the 
following conclusions have been reached: 
 
There is currently no evidence that enoxacin, 
fleroxacin, lomefloxacin, pefloxacin, and 
rufloxacin are associated with an increased risk of 
QTc prolongation.  No regulatory action is 
currently proposed in respect of these products. 

 
Cardiac ADRs suggestive of QTc prolongation 
have been observed with ciprofloxacin,  
grepafloxacin, levofloxacin, moxifloxacin, 
norfloxacin, ofloxacin, sparfloxacin and 
trovafloxacin.  For these products it is 
recommended that the product information should 
be updated to include a warning that very rare 
cases of QTc prolongation, ventricular arrhythmias 
and single cases of torsade de pointes (if any), have 
been observed. 

 
Product information for some fluoroquinolones 
(grepafloxacin, moxifloxacin and sparfloxacin), 
which were previously documented to have 
toxicological/electrophysiological effects should be 
updated to include warnings or contraindications in 
respect of patients with risk factors such as 
congenital QT syndrome, hypokalaemia or 
concurrent use of other drugs which potentially 
prolong QTc interval. 
 
The IMB is currently working with the companies 
concerned to update the product information, in 
line with the recommendations outlined above. 
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Infliximab (Remicade) 
 
Infliximab (Remicade) is an anti-TNFα monoclonal 
antibody that is authorised for the treatment of 
active rheumatoid arthritis, in patients whose 
response to conventional treatment has been 
inadequate and for the treatment of severe, active 
or fistulising Crohn’s disease.  Infliximab was 
authorised through a European procedure of 
assessment and has been available in Ireland since 
1999.  To date, it is estimated that 200,000 patients 
have been treated with infliximab worldwide. 
 
Tuberculosis 
Reports of new onset or reactivated tuberculosis 
(TB) have been suspected in association with 
treatment with infliximab, some of which have had 
fatal outcome.  Some of the reports have been of 
miliary TB and some of TB at unusual sites.  The 
majority of patients had a prior history of treatment 
with immunosuppressive treatment, including 
corticosteroids. 
 
Prescribers are reminded: 
 
• Treatment with infliximab is contraindicated in 

patients with active tuberculosis. 
 

• Before starting treatment with infliximab, 
patients should be evaluated for both active 
and latent TB, with a detailed medical history 
in consideration of appropriate screening tests 
(chest X-Ray, tuberculin test). 
 

• If evidence of latent TB is found, measure 
should be taken to prevent its reactivation and 
the balance and risks of treatment with 
infliximab should be considered before starting 
therapy.  Chemoprophylaxis for TB should be 
discussed with the specialist. 

 
• During treatment, patients should be closely 

monitored for infections and instructed to seek 
medical advice if symptoms suggestive of TB 
present (e.g. persistent cough, weight loss, low 
grade fever). 

 
• If active TB is suspected, infliximab treatment 

should be stopped until the diagnosis is ruled 
out or the infection is treated in accordance 
with current guidelines. 

 
 
 

Congestive Heart Failure (CHF) 
 
A recent ‘Dear Healthcare Professional’ letter was 
circulated by the company to alert physicians with  
regard to potential adverse effects of treatment with 
infliximab in patients with CHF.  
 
While infliximab is not currently authorised for use 
in the treatment of CHF, a study (Phase II) was 
carried out to evaluate its effects in this indication.  
Preliminary review of the trial showed higher 
incidences in mortality and hospitalisation for 
deterioration of heart failure, in those treated with 
infliximab, especially at the higher dose required. 
  
At present, there are insufficient data regarding the 
pathological mechanism for these findings and any 
dose relationship. 
 
Further evaluation of this issue is ongoing to 
determine the significance of the findings.  Pending 
the outcome of these analyses, prescribers are 
reminded that treatment with infliximab should not 
be initiated in patients with rheumatoid arthritis or 
Crohn’s disease, with concurrent CHF. 
 
Patients who are currently undergoing treatment 
with infliximab should be re-evaluated in respect of 
their cardiac status.  Treatment should be 
discontinued in patients whose CHF is worsening.  
Treatment discontinuation should be considered in 
patients with stable, concomitant CHF, especially 
in those who have not had a significant clinical 
response to infliximab.  If a decision is made to 
continue treatment, cardiac status should be closely 
monitored. 
 
Updated information on these or other safety issues 
will be notified when further data are available. 
 
Please report any suspected adverse reactions 
associated with this new medicinal product to the 
IMB. 
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Cyproterone Acetate (Dianette and Minerva) 
 
Cyproterone acetate-containing medicinal products 
are authorised for use in the treatment of severe 
acne vulgaris and as oral contraceptive agents for 
those women requiring treatment for androgen 
dependent skin conditions.  
 
A risk of VTE associated with cyproterone acetate 
has been previously documented and the currently 
authorised product information includes 
recommendations to minimise the risk of 
development of VTE.  A recent publication in the 
Lancet 1 suggests an increased risk of venous 
thromboembolism (VTE) in women taking 
cyproterone-containing contraceptive agents, 
compared with those taking levonorgestrel-
containing products.  This study is currently under 
review at European level. 
 
However, pending the outcome of this review, 
prescribers are reminded: 
 
• Treatment with cyproterone acetate-containing 

products should be restricted to the groups of 
patients outlined above. 

 
• Treatment is contraindicated in patients with a 

history of, or existing thrombosis or embolism.  
  
• Suspected or confirmed symptoms or signs of 

thrombophlebitis or thromboembolic events, 
feeling of pain or tightness in the chest and six 
weeks prior to elective surgery or during 
immobilisation are reasons for immediate 
discontinuation of treatment. 

 
Reference 

1. Lancet 2001; 358:1427-29 
 

Non Steroidal Anti-inflammatory Drugs 
(NSAIDS) 
 
All NSAIDS are known to have nephrotoxic 
potential, despite compound related variations. 
Their widespread use especially in elderly patients, 
who often take concomitant medicinal products can 
lead to a high risk of clinically significant 
pharmacokinetic and pharmacodynamic 
interactions.1   

 
When NSAIDs are combined with diuretics and 
anti-hypertensive agents, they may result in 
reduced diuretic effects and loss of anti-

hypertensive effects.  In addition, diuretics may 
increase the risk of nephrotoxicity of NSAIDS. 
 
Prescribers are reminded that in patients with renal, 
cardiac or hepatic impairment, caution is required. 
Assessment of renal function should occur in such 
patients prior to the initiation of therapy and 
regularly thereafter. Particular care should also be 
taken in patients treated concomitantly with 
diuretics or antihypertensive agents.  
 

Reference: 
1. Non-Steroidal Anti-Inflammatory Drugs 
 
In: Meyler’s Side Effects of Drugs,  
Fourteenth Edition, 2000:246-314 
Elsevier Science Publishers B.V. 
 
Levofloxacin (Tavanic) 
 
Levofloxacin is a flouroquinolone antibiotic.  
Tendon disorders, possibly resulting in tendon 
rupture are recognised as a class effect of all 
flouroquinolones, especially in the elderly.  
Concomitant use of steroids is recognised to be a 
very important risk factor.  Tendon rupture is very 
rare, but may occur within 48 hours of starting 
therapy and may be bilateral.  Epidemiological 
evidence is required to better quantify the risk of 
tendon rupture with use of different 
flouroquinolones in patients. The company 
responsible for marketing the above product in 
Ireland have agreed to undertake an 
epidemiological study to further investigate the 
risks associated with development of tendon 
disorders. 
 
Prescribers are reminded that: 
 
• Levofloxacin, as well as other 

flouroquinolones, are contraindicated in 
patients with the history of tendon disorders 
related to flouroquinolone administration. 
 

• Elderly patients are more prone to tendonitis; 
 
• The risk of tendon rupture is increased by co-

administration of sterioids;  if tendonitis is 
suspected, treatment with levofloxacin and/or 
all other flouroquinolones must be halted 
immediately and appropriate treatment (e.g. 
immobilisation) should be initiated for the 
affected tendon. 
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Hepatitis A Vaccine (VAQTA) 
Re-tests of prefilled syringes of VAQTA® Adult 
and VAQTA® Paediatric have revealed a 
decreased antigen content in some syringes below 
the established minimum specification.  As a result, 
some patients who have ever been vaccinated with 
these products may be insufficiently protected 
against hepatitis A.  The underlying reason for the 
vaccine’s decrease in potency is most probably 
linked to the syringe filling process.  Further 
investigation is underway. 
 
Following discussions with the Irish Medicines 
Board, Aventis Pasteur MSD has therefore recalled 
all doses of VAQTA® Adult and VAQTA® 
Paediatric that are currently within their expiry 
date.  Full details of affected batch numbers have 
already been sent to customers who have purchased 
these vaccines. 
 
There are no safety implications for those who 
received either vaccine to date, no cases of vaccine 
failure in recipients of VAQTA® Adult or 
VAQTA® Paediatric have been reported in 
Ireland, either to the IMB or the company.   
 
However, as a precaution, it is recommended that 
anyone at risk of contracting hepatitis A should be 
revaccinated.  Those who were vaccinated for 
travel purposes should also be revaccinated if they 
are to travel again to a high-risk area.  In all cases 
revaccination should be discussed with a medical 
practitioner.  Any appropriate hepatitis A vaccine 
may be used according to its Summary of Product 
Characteristics. 
 
Contact Details 
 
If there are any errors/changes to the address to 
which this communication was sent, it would be 
appreciated if you would contact the 
Pharmacovigilance Unit of the IMB (see below).  
 
Further to a previous item on this subject in our last 
Drug Safety Newsletter, we have now established a 
dedicated mailbox for your contact details, which is 
as follows: drugsafetynewsletter@imb.ie. 
 
Management of Anticoagulation in the 
Perioperative Period 
 
The National Haemovigilance Office (NHO) have 
advised the IMB that they have issued 

recommendations for managing excessive 
anticoagulation and patients on anticoagulants 
during the perioperative period 
 
These guidelines, which were circulated to all 
hospitals in 2001, and published in the NHO’s 
Annual Report, together with full details of 
reference material are available on request from the 
NHO, which is located at The National Blood 
Centre, James’s St., Dublin 8.  Telephone 01-
4322854. 
 
Topiramate (Topamax) 
 
Topiramate is an anti-epileptic agent authorised for 
use as add-on treatment in the management of 
epilepsy which has been associated with an ocular 
syndrome, characterised by acute myopia and 
secondary angle - closure glaucoma. 
 
Following receipt of reports of this ocular 
syndrome, a “Dear Healthcare Professional” letter 
was recently circulated by the company to advise 
healthcare professionals about this risk. 
 
Symptoms have typically occurred within the first 
month of therapy, with patients reporting an acute 
onset of decreased visual acuity and/or ocular pain.  
Eye examination revealed myopia, redness, 
shallowing of the anterior chamber and elevated 
ocular pressure with or without pupil dilation. 
 
In patients who have developed this syndrome, the 
primary treatment to reverse symptoms is 
discontinuation of treatment with topiramate as 
soon as possible, in accordance with the judgement 
of the treating physician.  In addition, measures to 
reduce intraocular pressure may be helpful. 
 
The product information has been amended to 
include warnings about the occurrence of such 
symptoms and doctors are reminded to notify any 
suspected cases to the IMB. 
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