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Bisphosphonates - small risk of osteonecrosis  
of the external auditory canal

The European Medicines Agency’s 
Pharmacovigilance Risk Assessment 
Committee (PRAC) has reviewed the 
available evidence regarding the risk of 
osteonecrosis of the external auditory 
canal in patients taking bisphosphonates 
including data from the published literature 
and individual case reports. The review 
concluded that osteonecrosis of the 
external auditory canal has been reported 
very rarely with bisphosphonates, mainly 
in association with long-term therapy. 
Possible risk factors for osteonecrosis of 
the external auditory canal include steroid 
use and chemotherapy and/or local risk 
factors such as infection or trauma.

Osteonecrosis of the external auditory 
canal is a rare condition affecting the 
tympanic bone that can occur in the 
absence of anti-resorptive therapy. 
The cause is unknown but it has been 
suggested that it may be a consequence 
of repeated trauma or due to relatively low 
vascular supply to the tympanic bone

The possibility of osteonecrosis of 
the external auditory canal should 
be considered in patients receiving 
bisphosphonates who present with ear 
symptoms including chronic ear infections. 
Patients should be advised to report any 
ear pain, discharge from the ear and/or 

an ear infection during bisphosphonate 
treatment. The number of reports of 
osteonecrosis of the external auditory 
canal reported in association with 
bisphosphonates is low in comparison 
with the number of cases reported of 
bisphosphonate-related osteonecrosis of 
the jaw (ONJ) which is a well-established 
side effect of bisphosphonates. However, 
cases have been reported in both men 
and women receiving intravenous and 
oral bisphosphonates for both cancer and 
osteoporosis indications. 
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Key Message
•	 A	small	number	of	cases	of	

osteonecrosis of the external auditory 
canal have been reported in patients 
taking bisphosphonates for both 
cancer and osteoporosis indications.

•	 Most	cases	were	associated	with	long	
term bisphosphonate therapy and 
the majority of cases had possible 
risk factors including steroid use, 
chemotherapy and/or possible local 
risk factors such as local infection, or 
trauma.

•	 Healthcare	professionals	should	be	
aware of the risk if patients taking 
bisphosphonates present with ear 
symptoms.

* Further details on bisphosphonates authorised in Ireland are available on www.hpra.ie and www.ema.europa.eu

http://www.ema.europa.eu/ema/index.jsp?curl=pages/about_us/general/general_content_000537.jsp&mid=WC0b01ac058058cb18
http://www.hpra.ie
http://www.hpra.ie
http://www.ema.europa.eu


Mycophenolate mofetil (CellCept) and Mycophenolic 
acid (Myfortic) – Risk of teratogenicity and new 
pregnancy prevention advise for women and men

Mycophenolate mofetil is an 
immunosuppressive agent indicated 
in combination with ciclosporin and 
corticosteroids for the prophylaxis of 
acute transplant rejection in patients 
receiving allogeneic renal, cardiac 
or hepatic transplants. The EMA’s 
Pharmacovigilance Risk Assessment 
Committee (PRAC) and the Committee 
for Human Medicinal Products (CHMP) 
recently completed an assessment 
of data related to mycophenolate 

mofetil and use during pregnancy. As 
part of this assessment, cumulative 
data on congenital abnormalities 
was considered and it was noted that 
medicines containing mycophenolate 
mofetil are associated with an increased 
rate of congenital malformations and 
spontaneous abortions in comparison 
with other immunosuppressive medicines. 
Following this assessment, the product 
information will be updated to highlight 
that mycophenolate mofetil should not be 

used during pregnancy unless no suitable 
alternative is available and that repeat 
pregnancy tests should be performed as 
clinically required.

The active pharmacological form of 
mycophenolate mofetil is mycophenolic 
acid and therefore the warnings regarding 
these risks applies to all products that 
contain mycophenolic acid as the active 
ingredient such as CellCept and Myfortic*. 

Key Message
•	 There	is	an	increased	risk	of	

congenital malformations and 
spontaneous abortions associated with 
mycophenolic acid and mycophenolate 
mofetil products in comparison with 
other immunosuppressive medicines.

•	 Mycophenolate-containing	medicines	
should not be prescribed during 
pregnancy unless no suitable 
alternative is available and repeat 
pregnancy tests should be performed 
as clinically required. 

•	 Healthcare	professionals	should	
report any serious adverse reactions 
suspected to be associated with 
mycophenolate-containing medicines 
to the HPRA via the usual methods.

* Further details on Cellcept and Myfortic products are available on www.hpra.ie
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Advice to Healthcare Professionals
•  Mycophenolate-containing medicines 

should not be prescribed to pregnant 
women however, in rare circumstances 
where alternative immunosuppressants 
are unsuitable (due to lack of 
tolerability/efficacy or contraindications) 
careful consideration is required.

•  Female and male patients should be 
informed of and understand the risks 
of becoming pregnant while taking 
mycophenolate-containing medicines 
and advised of the importance of using 
effective contraception.

•  Women of child bearing potential 
should not be commenced on 
mycophenolate-containing medicines 
unless they are using effective 
contraception.

•  Women of child bearing potential 
should use two reliable forms 
of contraception simultaneously 
before beginning treatment; during 
therapy and for six weeks following 
discontinuation of therapy.

•  A negative pregnancy test is required 
prior to commencing treatment with 
mycophenolate-containing medicines 
in order to exclude unintended 
pregnancy.

•  Repeat pregnancy tests should be 
performed as clinically indicated 
if, for example, there are concerns 
about contraceptive failure or gaps in 
contraception.

•  Patients should be instructed not 
to stop treatment but to consult 
their physician immediately should 
pregnancy occur

•  Sexually active men (including 
vasectomised men) are recommended 
to use contraception during treatment 
and for at least 90 days after cessation 
of treatment.

•  Female partners of male patients 
treated with mycophenolate mofetil are 
recommended to use highly effective 
contraception during treatment and for 
a total of 90 days after the last dose of 
mycophenolate mofetil.

•  Patients should not donate blood 
during therapy or for at least 6 
weeks following discontinuation of 
mycophenolate. Men should not 
donate sperm during therapy or for 
90 days following discontinuation of 
mycophenolate. 

•  The product information (Summary of 
Product Characteristics (SmPC) and 
Package Leaflet (PL)) will be updated 
shortly and a Direct Healthcare 
Professional Communication (DHPC) 
has been circulated by the Marketing 
Authorisation Holder to the relevant 
healthcare professionals.

•  Educational materials for healthcare 
professionals will be made available 
shortly.

http://www.ema.europa.eu/ema/index.jsp?curl=pages/about_us/general/general_content_000094.jsp
http://www.hpra.ie
http://www.hpra.ie/docs/default-source/default-document-library/important-safety-information---cellcept-(mycophenolate-mofetil).pdf?sfvrsn=0
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Correspondence/Comments should be sent to the Pharmacovigilance Section, 
Health Products Regulatory Authority, contact details below.

The starting dose of thalidomide should be reduced when 
combined with melphalan in patients over 75 years

Thalidomide is licensed for use across 
the EU since 2008, in combination with 
melphalan and prednisone as first-line 
treatment for patients with untreated 
multiple myeloma who are aged 65 years 
or older, or those who are ineligible for 
high-dose chemotherapy. Analysis of safety 
results from a phase 3 study 1, the results 
of which were supported by another study 
2, have led to a new recommendation to 
reduce the initial dose of thalidomide when 
combined with melphalan and prednisone 
in patients >75 years of age with untreated 
multiple myeloma. 

A review of the safety data from the 
phase 3 study 1 indicated that the overall 
frequency of serious adverse reactions 
and Grade 5 adverse reactions was higher 
in patients over 75 years compared with 
younger patients (56.5% versus 46.5% and 
10.3% versus 5.3%, respectively). 

The adverse reaction profile reported in 
patients >75 years of age treated with 
thalidomide 100mg daily was similar to 
the adverse reaction profile observed in 
patients ≤75 years of age treated with 
thalidomide 200mg  
once daily. 

In the phase 3 study, the melphalan 
starting dose was 0.1 to 0.2 mg/kg daily 
according to bone marrow reserve along 
with a further 50% dose reduction for 
moderate (creatinine clearance: < 50 mL/
minute) or severe (CrCl: < 30 mL/minute) 
renal insufficiency which should be taken 
into account in treatment of patients (> 75 
years of age).

Advice to Healthcare Professionals
•  A 100mg/day starting dose of 

thalidomide is now recommended in 
patients > 75 years of age.

 

•  When combined with thalidomide, a 
reduced starting dose of melphalan 
(see SmPC at www.hpra.ie) should be 
used in patients > 75 years of age.

•  Patients aged > 75 years are potentially 
at risk for a higher frequency of serious 
adverse reactions and should be 
monitored carefully. 

Key Message
•	 Patients	aged	>	75	years	are	potentially	

at risk for a higher frequency of serious 
adverse reactions when treated with 
thalidomide in combination with 
melphalan and prednisone. A 100mg/ 
day starting dose of thalidomide is  
now recommended for patients in this  
age group.

•	 When	combined	with	thalidomide	a	
reduced starting dose of melphalan 
should be used in patients > 75 years of 
age.

•	 The	product	information	(i.e.	Summary	
of Product Characteristics (SmPC) and 
package leaflet (PL)) will be updated 
shortly to include this information. 

•	 A	Direct	Healthcare	Professional	
Communication (DHPC) has 
been circulated by the Marketing 
Authorisation Holder (MAH) to the 
relevant healthcare professionals and  
is available from the HPRA website 
(www.hpra.ie). 
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* Further details on Thalidomide Celgene is available on www.hpra.ie and www.ema.europa.eu
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