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Co-amoxiclav (amoxicillin / clavulanic acid) is

a broad spectrum antibiotic approved for the

short-term treatment of bacterial infections

caused by gram-negative or gram-positive

amoxicillin resistant beta-lactamase-producing

bacteria.  If there is good reason to assume that

an infection is due to the above-mentioned

microorganisms then treatment with co-

amoxiclav may be considered.  However, in

other situations, amoxicillin alone should be

considered.

Further to an earlier review of hepatobiliary

effects associated with use of co-amoxiclav, the

IMB has continued to monitor the safety profile

of products containing this active substance.  A

review of all adverse reactions reported in

association with co-amoxiclav indicates that

just under a third of adverse reaction reports

notified to the Irish Medicines Board with co-

amoxiclav involve hepatobiliary type reactions.

In addition to those reactions reported directly

to the IMB, reports of hepatobiliary reactions

with co-amoxiclav have also appeared in the

scientific literature over that time.

The potential for hepatobiliary adverse

reactions with co-amoxiclav is well

documented, with moderate and asymptomatic

rises in liver enzymes reported occasionally and

hepatitis and cholestatic jaundice reported

rarely.  It is important to note that these types of

reactions have been reported more commonly

with co-amoxiclav than with amoxicillin alone

or with other penicillins.  

Although hepatic reactions are usually

reversible, they may be severe and, very rarely,

deaths have been reported.  Signs and

symptoms usually occur during or shortly after

treatment but in some cases may not occur until

several weeks after treatment has ended. Of

note, hepatic reactions have been reported more

frequently in males and elderly patients,

particularly those over 60 years and have also

been associated with prolonged use.

The IMB would therefore like to take this

opportunity to remind healthcare professionals

of the following recommendations in relation to

products containing co-amoxiclav:

Co-amoxiclav is contra-indicated in patients

who have suffered previous co-amoxiclav-

associated jaundice/hepatic dysfunction.

Co-amoxiclav should be given with caution

to patients with known hepatic impairment, as

there are insufficient data on which to base a

dosage recommendation for such patients.

Hepatic function should be monitored at

regular intervals in patients treated with co-

amoxiclav who have known hepatic

dysfunction and in patients with signs or

symptoms of hepatic impairment; a change of

therapy should be considered in case of

deterioration of liver function parameters

during treatment.   

It is recommended that the duration of

treatment should be appropriate to the

indication and should not exceed 14 days

without review
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(Alendronic acid/alendronate – Fosamax,

Fosavance & Osteomel, clodronic

acid/clodronate - Bonefos, etidronic

acid/etidronate - Didronel, ibandronic

acid/ibandronate – Bonviva, Bondenza &

Bondronat, pamidronic acid/pamidronate -

Aredia, risedronic acid/risedronate – Actonel

and zoledronic acid/zoledronate – Zometa &

Aclasta)

The above currently authorised products belong

to the class of medicines collectively known as

bisphosphonates that are indicated for the

treatment of osteoporosis and the prevention of

skeletal related events in patients with advanced

malignancies involving bone.  . 

Following identification of cases of

maxillofacial osteonecrosis associated with the

administration of bisphosphonates via

spontaneous adverse reaction reports and

documented in the scientific literature, a

European-wide review and assessment of the

available data was conducted.  This review was

recently completed and concluded as follows:

The occurrence of maxillofacial

osteonecrosis is positively associated with the

intravenous forms of administration. 

Maxillofacial osteonecrosis is also strongly

related to the potency of the bisphosphonate,

and to the underlying malignancy. 

To date, the majority of cases have been

reported in association with the most potent

bisphosphonate, zoledronic acid, however,

many patients received more than one

product.

The time to onset varies widely for the

individual products, as well as between

products.

The main characteristics of the reported

cases include female gender, advanced age,

the presence of underlying malignant disease

and mandibular location.

A number of risk factors were identified e.g.

malignant disease, malnutrition,

chemotherapy, radiotherapy, concomitant

treatment with corticosteroids, advanced age,

vascular disorders and dental procedures.

Osteonecrosis of the jaw has also been

reported in patients with osteoporosis

receiving oral bisphosphonates.

The aetiology and underlying

pathophysiological mechanism remain

unknown.

A causal relationship between the use of

bisphosphonates and osteonecrosis in general,

or osteonecrosis of the jaw specifically was

not confirmed. 

The review recommended that the currently

approved product information for

bisphosphonates should be updated to reflect

that osteonecrosis of the jaw, generally

associated with tooth extraction and/or local

infection (including osteomyelitis) has been

reported in patients with cancer receiving

treatment regimens including primarily

intravenously administered bisphosphonates. 

The IMB would like to take this opportunity to

highlight the importance of a comprehensive

dental examination with appropriate preventive

dentistry, prior to treatment with

bisphosphonates in patients with concomitant

risk factors (e.g. cancer, chemotherapy,

radiotherapy, corticosteroids, poor oral

hygiene).  In addition, while on treatment,

patients should be advised to avoid invasive

dental procedures if possible.  

For patients who develop osteonecrosis of the

jaw while on bisphosphonate therapy, dental

surgery may exacerbate the condition.  For

patients requiring dental procedures, there are

no data available to suggest whether

discontinuation of bisphosphonate treatment

reduces the risk of osteonecrosis of the jaw.

Clinical judgement of the treating healthcare

professionals should guide the management

plan for each patient, based on individual

benefit/risk assessment.

The IMB is currently working with companies

marketing bisphosphonates in Ireland to ensure

that the product information is appropriately

updated to reflect this important safety

information.

Finally healthcare professionals are reminded

that any suspected adverse reactions should be

reported to the IMB in the usual way.  A

downloadable version of the ADR report form

is available from the IMB’s website

(www.imb.ie).  Downloaded forms may be

completed and sent by freepost to the IMB.

Envelopes should be marked "Freepost",

Pharmacovigilance Unit, Irish Medicines

Board, The Earlsfort Centre, Earlsfort Terrace,

Dublin 2.  Alternatively, completed forms may

be submitted by fax (01- 6762517). Post-paid

report cards are also available from the

Pharmacovigilance Unit at the IMB (01-

6764971).
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TAMSULOSIN &

INTRAOPERATIVE FLOPPY IRIS

SYNDROME (IFIS)

Tamsulosin is an alpha1 adrenoceptor

antagonist approved the treatment of the

Lower urinary tract symptoms (LUTS)

associated with benign prostatic hyperplasia

(BPH). The product information for

tamsulosin containing products has recently

been updated the include the following new

safety information:

Section 4.4 Special warnings and special

precautions for use

‘Intraoperative Floppy Iris Syndrome’ (IFIS, a

variant of small pupil syndrome) has been

observed during cataract surgery in some

patients on or previously treated with

tamsulosin. IFIS may lead to increased

procedural complications during the operation.

Initiation of therapy with tamsulosin in

patients for whom cataract surgery is

scheduled is not recommended.

Discontinuing tamsulosin 1-2 weeks prior to

cataract surgery is anecdotally considered

helpful, but the benefit and duration of

requirement of stopping therapy prior to

cataract surgery has not yet been established. 

During pre-operative assessment, cataract

surgeons and ophthalmic teams should

consider whether patients scheduled for

cataract surgery are being or have been treated

with tamsulosin in order to ensure that

appropriate measures will be in place to

manage IFIS during surgery.

Section 4.8 Undesirable effects

During cataract surgery a small pupil situation,

known as Intraoperative Floppy Iris Syndrome

(IFIS), has been associated with tamsulosin

therapy during post-marketing surveillance

(See also Section 4.4)

ATOMOXETINE AND

PSYCHIATRIC DISORDERS

Atomoxetine is indicated for the treatment of

Attention-Deficit / Hyperactivity Disorder

(ADHD) in children of 6 years and older and in

adolescents.  Following a review of the safety

of atomoxetine at European level, the product

information for products containing it has

recently been updated to include the following

additional information:

Hostility (predominantly aggression,

oppositional behaviour and anger) and

emotional lability were observed more

frequently in clinical trials in children and

adolescents treated with atomoxetine compared

to those treated with placebo.

Patients beginning treatment for ADHD should

be carefully monitored for the appearance or

worsening of hostility and emotional lability.

As with other psychotropic medication, the

possibility of rare, serious psychiatric adverse

effects cannot be excluded.

Atomoxetine is not indicated for the treatment

of major depressive episodes and/or anxiety as

the results of clinical trials that were conducted

in adults did not show any effect compared to

placebo, and therefore were negative.

The IMB is working with relevant companies to

ensure that product information for products

containing atomoxetine is updated to include

this important safety information. 

To date, the IMB has not recieved any reports of

hostility or emotional lability supected in

association with use of atomoxetine occuring in

patients trated in Ireland. However, healthcare

professionals are requested to closely monitor

patients and to report any suspected adverse

reactions occurring in association with use of

atomoxetine to the IMB and/or the company in

the usual way
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Protopic (tacrolimus) is a topical macrolide

immunosuppressant authorised in Ireland and

other EU Member States in 2002 following a

European assessment procedure.  It is approved

for use for the following indications:

- The treatment of moderate to severe 

atopic dermatitis in adults who are not

adequately responsive to, or are

intolerant of conventional therapies

such as topical corticosteroids 

- The treatment of moderate to severe

atopic dermatitis in children (2 years of

age and above) who have failed to

respond adequately to conventional

therapies such as topical

corticosteroids.

As part of the ongoing review of the safety of

Protopic, a signal relating to skin cancer,

lymphoma and other malignancies in patients

who had used Protopic and another topical

macrolide immunosupressant, pimecrolimus,

was identified, which led to initiation of a

formal EU Referral procedure to re-assess the

overall benefit/risk profiles of the products

concerned.

This review, which concluded in late March

2006, considered that the overall benefit/risk

profile of Protopic remains favourable, subject

to amendment of the product information to

include additional warnings as outlined below.

However, the review also concluded that on the

basis of currently available data, a causal

relationship between Protopic and the reported

cancers and lymphomas could neither be

confirmed nor refuted.  Accordingly, the

company has been requested to continue to

monitor the product and carry out further

studies to obtain data on the long-term safety

profile of Protopic.  In the meantime it is

recommended that Protopic is used with caution

in order to reduce the potential risk of skin

cancer and lymphoma.

The product information for Protopic has been

strengthened/updated and the IMB would like

to take this opportunity to highlight the

following recommendations:

Protopic should only be initiated by

physicians with experience in the

diagnosis/treatment of atopic dermatitis.

Protopic is not recommended for use in 

children less than 2 years of age.

Protopic should not be used in patients with

congenital or acquired immunodeficiences, or

in patients on therapy that may cause

immunosupression.

Protopic should not be applied to lesions that 

are considered to be potentially malignant or

pre-malignant.

Lymphadenopathy present at the initiation of 

therapy should be investigated and kept under

review.

The lowest strength of Protopic should be

used whenever possible.

Protopic should be used once daily whenever

possible.

Protopic should be applied to the affected

skin surfaces only using a thin layer of

ointment.

Continuous long-term use of Protopic should

be avoided.  Treatment should be carried out

until the eczema clears, and then treatment

should be discontinued.

Treatment with Protopic may be re-initiated

at the first signs of recurrence of disease

symptoms.

If the disease does not improve, or even

worsens, the diagnosis of atopic dermatitis

should be re-evaluated and further therapeutic

options considered.

OUTCOME OF SAFETY REVIEW OF PROTOPIC (TACROLIMUS)
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CAUTION ABOUT THE

INTERCHANGEABILITY OF

INHALED CORTICOSTEROIDS 

IN THE TREATMENT OF ASTHMA

Recently the Irish Medicines Board (IMB) has

received a number of enquiries about the

interchangeability of inhaled corticosteroids

(ICS) for the treatment of asthma. 

For environmental reasons, over the last six or

seven years the chlorofluorocarbon (CFC)

propellant in marketed metered dose inhalers

has been replaced with a hydrofluoroalkane

(HFA) propellant.  This process has been

gradual due to the time required for

manufacturers’ clinical development and

regulatory approval.  In addition, every effort

has been made to ensure that the switch did not

result in a shortage of available medicines.

Information regarding the transition from CFC

inhalers to CFC-free products was previously

highlighted in the IMB’s Drug Safety

Newsletter. 

In the case of ICS, the physico-chemical

properties of the steroid formulation and the

change of propellant have resulted in a change

in the droplet size of the emitted particle spray.

HFA-driven products emit a higher proportion

of small particles, five microns or less, known

as the respirable fraction.  Such particles are

deposited in the small airways where the drug

may be absorbed into the pulmonary

vasculature and contribute to the systemic and

other known adverse effects common to all

corticosteroids.  Traditionally, the respirable

fraction of CFC-driven products has been in

the range 5 – 25%.  With the change to HFA,

the respirable fraction has increased and

products with respirable fractions of 40 – 60%

are now available.  This increase in

bioavailability is also in part due to

improvements in the technology and

engineering of the delivery device.

There is evidence that following a milligram

for milligram switch from CFC- to HFA-

driven steroids the bioavailability of the HFA

product is greater, with a consequential

increase in the potential for adrenal

suppression.  However, manufacturers have

included proposals on dosage reduction when

changing from CFC to HFA products to

address this issue.  In general, those products

with high respirable fractions have a

recommended reduction in dose while those

with lower respirable fractions have not.  All

products carry advice in the prescribing and

patient information that, having achieved

asthma control, the dose of ICS should be

reduced to the lowest that will maintain

control.

To date, the IMB has not received reports of

adverse reactions suspected in association with

switching between inhaled steroids, or

concerns regarding confusion among

healthcare professionals or patients/caregivers

relating to switching of products.

Nevertheless, patients and prescribers are

reminded that inhaled steroids are not

interchangeable; and that the prescribing and

patient information for each product should be

followed.

PAROXETINE AND PREGNANCY

Following a review of data from

epidemiological studies on paroxetine in

pregnancy at both European and national levels,

the pregnancy section of the product

information for products containing paroxetine

has recently been updated to include the

following information:

A study of pregnancy outcomes following

maternal exposure to antidepressants in the first

trimester has suggested a possible small

increase in the risk of congenital malformations

e.g. ventricular septum defects, in children of

mothers treated with paroxetine. Other studies,

however, do not provide a signal of an

association with congenital malformations.

Paroxetine should only be used during

pregnancy when strictly indicated. Women

planning a pregnancy and those becoming

pregnant during therapy should be asked to

consult their physician.

The IMB is working with relevant companies to

ensure that product information for products

containing paroxetine is updated to include this

important safety information.
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The IMB monitors the safety of all authorised

medicinal products on the Irish market on an

on-going basis.  Part of this monitoring is

carried out through review and evaluation of

suspected adverse drug reactions (ADRs) and

the IMB 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 acknowledged, the

collection of ADR reports is essential to ensure

continued, effective surveillance of the safety

of licensed medicines. 

In 2005, the IMB received a total 1,861

suspected ADR reports that occurred in

Ireland.

Breakdown of Reports by source:

Marketing Authorisation Holders 856 

General Practitioners 322

Community Care Doctors 183

Hospital Doctors 152

Clinical Trials 127

Nurses 110

Hospital Pharmacists 60     

Community Pharmacists 45

Dentists 6

Total 1,861

All cases were followed up with feedback

information provided to reporters, as

appropriate.  Relevant reports (i.e. all serious

cases) notified to the IMB by healthcare

professionals were forwarded to the

appropriate marketing authorisation holders

(MAHs) and the European Medicines Agency

(EMEA).  The IMB also continued to provide

details of reports to the WHO for inclusion on

their international database.

During 2005, the IMB continued to encourage

ADR reporting and, in addition to the regular

IMB column in MIMS, one issue of the IMB’s

Drug Safety Newsletter [DSN] on cyclo-

oxygenase (cox-2) selective inhibitors was

published.  In addition to written publications,

presentations on pharmacovigilance and ADR

reporting were made as part of post-graduate

or continuing education programmes.  

Spontaneous reporting of suspected ADRs is

an inexpensive and effective method for the

lifetime surveillance of medicines.  While an

individual’s experience may be limited to one

or two cases, when collated with additional

reports from other sources, it may contribute to

the assessment of a potential safety risk.

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 ADRs to new medicinal

products (i.e. those available for less than

two years).

Serious suspected ADRs 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 and includes

congenital abnormalities / 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 adverse reaction monitoring and

reporting practices. Any centres or practices

wishing to develop their reporting systems

should contact the Pharmacovigilance Section

of the IMB (telephone 01-6764971,

fax 01-6762517,

e-mail imbpharmacovigilance@imb.ie).

Post paid adverse reaction report forms are

available on request from the

Pharamacovigilance Section via the above

contact details. Additional report forms are

available to download from the ‘Publications’

area of our website www.imb.ie. These may be

completed and forwarded in an envelope

marked ‘Freepost’ to our usual address.
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