
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

The aim of the Newsletter is to 

disseminate information on the 
safety and efficacy of 

pharmaceutical products, 

based on communications received 

from our network of "drug 
information officers" and other 

sources such as specialized 
bulletins and journals, as well as 

partners in WHO.  The information 
is produced in the form of résumés 

in English, full texts of which may 
be obtained on request from: 

 

Quality Assurance and Safety: 
Medicines, EMP-HSS,  

World Health Organization, 

1211 Geneva 27, Switzerland, 

E-mail address: pals@who.int 

 

This Newsletter is also available on 

our Internet website: 

http://www.who.int/medicines 

 

Further information on adverse 
reactions may be obtained from the 

WHO Collaborating Centre for 
International Drug Monitoring 

Box 1051 
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REGULATORY MATTERS 

Azithromycin  

Risk of potentially fatal 

cardiac arrhythmias 

Canada.  Pfizer Canada Inc., 
in collaboration with Health 
Canada, informed of revisions 
to the Product Monographs for 
azithromycin (Zithromax® and 
Zmax SR®) regarding the risk 
of potentially fatal cardiac 
arrhythmias.  

A small absolute increase in 
the risk of cardiovascular 
deaths was observed in 
patients taking azithromycin as 
compared to those who took 
no antibiotics and those who 
took amoxicillin in a recent 
study. This risk mainly affected 
patients who were at a higher 
baseline risk for cardiovascular 
events. 

Pfizer completed a review of all 
relevant available data, and 
has decided to update the 
Precautions section of the 
product monographs to include 
additional instructions. 
• There have been rare 
reports of QT prolongation 
and torsades de pointes in 
patients receiving 
therapeutic doses of 
azithromycin. 

• Caution is required when 
treating patients with 
congenital or documented 
QT prolongation; with 
electrolyte disturbance, 
particularly in cases of 
hypokalaemia and 
hypomagnesemia or with 
clinically relevant 
bradycardia, cardiac 
arrhythmia or cardiac 
insufficiency. 

• Caution is also required 
when treating patients 
currently receiving 
treatment with other active 
substances known to 
prolong QT interval such as 
antiarrhythmics of classes 
IA and III, antipsychotic 
agents, antidepressants and 
fluoroquinolones. 

• Elderly patients may be 
more susceptible to drug-

associated effects on the QT 
interval. 

Health care practitioners 
should consider the risk of fatal 
cardiac arrhythmias with 
azithromycin when prescribing 
antibacterial treatment for 
patients who are already at 
risk for cardiovascular events. 

 (See WHO Pharmaceuticals 
Newsletter No. 2, 2013 for risk 
of potentially fatal heart 
rhythms in the US). 

Reference: 

Advisories, Warnings and 
Recalls, Health Canada, 
 14 May 2013 (www.hc-
sc.gc.ca). 

Cilostazol-containing 
medicines 

Restricted use in the 

treatment of intermittent 

claudication 

Europe. The European 
Medicines Agency’s Committee 
on Medicinal Products for 
Human Use (CHMP) 
recommended that the use of 
cilostazol-containing medicines 
(Pletal® and Ekistol®) in the 
treatment of intermittent 
claudication should be 
restricted with a range of new 
measures aimed at targeting a 
patient population in which 
there are clinical benefits, and 
at the same time minimising 
important risks. 

The recommendations follow a 
review of current evidence 
which indicates that the 
modest benefits of these 
medicines, i.e. their ability to 
increase the distance patients 
are able to walk, are only 
greater than their risks, in 
particular the risks of side 
effects affecting the heart or 
serious bleeding, in a limited 
subgroup of patients. 

The Committee recommended 
that cilostazol should only be 
used in patients whose 
symptoms have not improved 
despite prior lifestyle changes 
such as exercise, healthy diet 

and stopping smoking. In 
addition, cilostazol-containing 
medicines should not be used 
in patients who have suffered 
severe tachyarrhythmia (fast, 
abnormal heart rhythm), or 
recent unstable angina, heart 
attack or bypass surgery, or 
who take two or more 
antiplatelet or anticoagulant 
medicines such as aspirin and 
clopidogrel. 

Doctors are advised to review 
their patients at their next 
routine appointment and 
assess the continued suitability 
of cilostazol treatment. 

Cilostazol is a 
phosphodiesterase type 3 
inhibitor indicated for the 
improvement of walking 
distances in patients with 
intermittent claudication, who 
do not have rest pain and who 
do not have evidence of 
peripheral tissue necrosis 
(Fontaine stage II). The effects 
of cilostazol include antiplatelet 
activity and vasodilation. 

Reference:  
Press release, EMA,  
22 March 2013 
(www.ema.europa.eu). 
 

Denosumab 

Severe hypocalcaemia 

Australia. The Therapeutic 
Goods Administration (TGA) 
reminded health professionals 
to closely monitor patients 
being treated with denosumab 
(Prolia® and Xgeva®) for 
signs of severe hypocalcaemia, 
which in some cases can be 
fatal. Pre-existing 
hypocalcaemia must be 
corrected before initiating 
therapy with denosumab. 

Denosumab is available in 
Australia as two brands which 
have different indications. 
Prolia (60 mg) is given once 
every 6 months for the 
treatment of osteoporosis in 
postmenopausal women, and 
for the treatment of men with 
osteopenia who are receiving 
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androgen deprivation therapy 
for nonmetastatic prostate 
cancer. Xgeva (120 mg) is 
given once every 4 weeks for 
the prevention of skeletal-
related events in adults with 
bone metastases from solid 
tumours. 

Denosumab is a fully human 
monoclonal. 

Hypocalcaemia is a known risk 
with denosumab, especially in 
patients who: 
• are predisposed to 
hypocalcaemia (for 
example, those with a 
history of 
hypoparathyroidism, thyroid 
surgery, parathyroid 
surgery, malabsorption 
syndromes and excision of 
small intestine) 

• have severe renal 
impairment (creatinine 
clearance < 30 mL/min) 

• are receiving dialysis. 

Signs and symptoms of 
hypocalcaemia include altered 
mental status, tetany, seizures 
and QTc prolongation. 

The precaution in the Xgeva 
Product Information (PI) 
regarding hypocalcaemia has 
been updated to advise health 
professionals that severe 
symptomatic hypocalcaemia 
has been reported in the 
postmarketing setting. Similar 
text has also been added to 
the adverse effects section. 

The adverse effects section of 
the Prolia PI has been updated 
to advise health professionals 
that rare events of severe 
symptomatic hypocalcaemia 
have been reported in patients 
at increased risk of 
hypocalcaemia. The PI was 
also updated to specify that 
atypical femoral fractures have 
been reported in patients being 
treated with Prolia. 

 (See WHO Pharmaceuticals 
Newsletter No. 6, 2012 for 
fatal cases of severe 
symptomatic hypocalcaemia 
and No.2, 2013 for Rare cases 
of atypical femoral fracture 
with long-term use in the UK).  

Reference: 

Medicines Safety Update Vol 4, 
No. 2, April 2013 
(www.tga.gov.au). 

Lapatinib ditosylate 

Updated Information on 

Efficacy 

Canada.  GlaxoSmithKline 
Inc., in consultation with 
Health Canada, informed that 
there have been results 
reported from two comparative 
studies of lapatinib ditosylate 
(Tykerb®) in combination with 
chemotherapy versus 
trastuzumab (Herceptin®) in 
combination with 
chemotherapy in HER2+ 
metastatic breast cancer 
patients: 
•EGF111438/CEREBEL, 
lapatinib/capecitabine 
versus 
trastuzumab/capecitabine in 
HER2+ metastatic breast 
cancer patients who have 
progressed on 
anthracyclines or taxanes 

• EGF108919/COMPLETE, 
lapatinib/taxanes (paclitaxel 
or docetaxel) versus 
trastuzumab/taxane in 1st 
Line HER2+ metastatic 
breast cancer. 

Based on the results of pre-
planned interim analyses of 
these two studies, 
GlaxoSmithKline advised the 
following: 
• In patients with HER2+ 
metastatic breast cancer 
who have not received prior 
trastuzumab, comparative 
data have shown that 
lapatinib-based regimens 
are less effective than 
trastuzumab based 
treatment regimens. 

• Prescribers are reminded 
that lapatinib ditosylate 
should not be prescribed in 
combination with 
capecitabine unless patients 
have progressed on prior 
trastuzumab therapy in the 
metastatic setting. 

• Product Monograph was 
updated to include a 
statement that lapatinib-

based regimens are less 
effective than trastuzumab-
based regimens in certain 
settings. 

Although no new safety 
information or changes in the 
established safety profile of 
lapatinib for the market 
authorized indications has 
been reported as a result of 
these analyses, the Canadian 
Product Monograph was 
recently revised to provide 
more comprehensive guidance 
on the successful management 
of lapatinib associated 
diarrhea, and to highlight the 
association between lapatinib-
induced ALT elevation and 
severe liver injury with the 
highly correlated HLA alleles 
DQA*02:01 and DRB1*07:01. 

Reference: 

Advisories, Warnings and 
Recalls, Health Canada, 20 
March 2013 (www.hc-
sc.gc.ca). 

Proton pump 

inhibitors 

Risk of bone fractures 

Canada. Health Canada 
informed of the potential risk 
of bone fractures associated 
with the use of drugs known as 
proton pump inhibitors (PPIs). 
Health-care professionals are 
advised to closely monitor 
patients with risk factors for 
osteoporosis who use PPIs, 
and to report any adverse 
reactions to Health Canada. 
Health professionals are also 
reminded that PPIs should be 
prescribed at the lowest dose 
and shortest duration of 
therapy appropriate to the 
condition being treated. 

According to Health Canada, 
several scientific studies 
suggest that PPI therapy may 
be associated with a small 
increased risk for fractures of 
the hip, wrist, or spine related 
to osteoporosis, a disease 
resulting in the weakening of 
bones. The risk of fracture was 
higher in patients who received 
multiple daily doses of PPIs 
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and therapy for a year or 
longer. Additional risk factors 
for osteoporosis, such as age, 
gender and the presence of 
other health conditions, may 
also contribute to the 
increased risk of fractures. 

At Health Canada’s request, 
manufacturers of all PPIs 
marketed in Canada have 
updated the drug labels for 
their products to include 
information on this risk. 

PPIs are drugs used to reduce 
stomach acid and are widely 
used to treat conditions such 
as acid reflux and stomach 
ulcers.  
(See WHO Pharmaceuticals 
Newsletter No. 2, 2009 for 
possible risk of fracture in 
Australia and No.4, 2011 for 
class labelling change due to 
possible increased risk of 
fractures of the hip, wrist, and 
spine in the USA). 

Reference: 

Advisories, Warnings and 
Recalls, Health Canada, 4 April 
2013 (www.hc-sc.gc.ca). 

Strontium ranelate 

Risk of serious cardiac 

disorders—restricted 

indications, new 

contraindications, and 

warnings 

UK. The Medicines and 
Healthcare products 
Regulatory Agency (MHRA) 
announced that strontium 
ranelate (Protelos®) is 
restricted to second-line 
treatment of severe 
osteoporosis in 
postmenopausal women at 
high risk of fracture and in 
men at increased risk of 
fracture. 

A review of available safety 
data for strontium ranelate has 
raised concern about its 
cardiovascular safety beyond 
the already recognised risk of 
venous thromboembolism. An 
analysis of randomised 
controlled trial data has 
identified an increased risk of 

serious cardiac disorders, 
including myocardial infarction 
(relative risk compared with 
placebo was 1.6 [95% CI 
1.07–2.38]). 

The European Medicines 
Agency will fully evaluate the 
benefits and risks of strontium 
ranelate in the coming months. 
In the meantime, in order to 
help minimise these risks, it is 
advised: 

• Treatment should only be 
initiated by a physician with 
experience in the treatment 
of osteoporosis, and the 
decision to prescribe 
strontium ranelate should 
be based on an assessment 
of the individual patient’s 
overall risks 

• Strontium ranelate should 
not be used in patients 
with: ischaemic heart 
disease, peripheral arterial 
disease; cerebrovascular 
disease; a history of these 
conditions; or in patients 
with uncontrolled 
hypertension 

• Prescribers are advised to 
assess the patient’s risk of 
developing cardiovascular 
disease before starting 
treatment and thereafter at 
regular intervals 

• Patients with significant risk 
factors for cardiovascular 
events (eg, hypertension, 
hyperlipidaemia, diabetes 
mellitus, smoking) should 
only be treated with 
strontium ranelate after 
careful consideration 

• Treatment should be 
stopped if the patient 
develops ischaemic heart 
disease, peripheral arterial 
disease, cerebrovascular 
disease, or if hypertension 
is uncontrolled 

• Health-care professionals 
should review patients at a 
routine appointment and 
consider whether or not to 
continue treatment 

Reference: 

Drug Safety Update, March 
2013, Volume 6, issue 9, S1 
MHRA, (www.mhra.gov.uk). 

Tetrazepam-

containing 
medicines 

Recommendation to 

suspend tetrazepam-

containing medicines 

endorsed by CMDh 

Europe.  Following the recent 
recommendation by the 
Pharmacovigilance Risk 
Assessment Committee 
(PRAC), the Coordination 
Group for Mutual Recognition 
and Decentralised Procedures 
– Human (CMDh) has endorsed 
by majority the PRAC 
recommendation to suspend 
the marketing authorisations of 
tetrazepam-containing 
medicines across the European 
Union (EU). The CMDh, a body 
representing EU Member 
States, is responsible for 
ensuring harmonised safety 
standards for medicines 
authorised via national 
marketing authorisation 
procedures across the EU. 

Tetrazepam, a medicine of the 
benzodiazepine class, is used 
in several EU Member States 
to treat painful contractures 
(such as in low back pain and 
neck pain) and spasticity 
(excessive stiffness of 
muscles). 

The review of tetrazepam was 
triggered by the French 
National Agency for the Safety 
of Medicine and Health 
Products (ANSM), following 
reports of serious skin 
reactions with this medicine in 
France. Having assessed all 
available data on the risk of 
skin reactions, including post-
marketing data in the EU and 
the published literature, the 
PRAC concluded that, 
compared with other 
benzodiazepines, tetrazepam is 
associated with an increased 
risk of serious skin reactions 
(including Stevens-Johnson 
syndrome, toxic epidermal 
necrolysis and drug-rash-with-
eosinophilia-and-systemic-
symptoms [DRESS] 
syndrome). The Committee 
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also noted that, in the light of 
the risks identified, the 
available data on the 
effectiveness of tetrazepam 
were not sufficiently robust to 
support its use in the 
authorised indications. 

The CMDh agreed with the 
PRAC conclusion that the 
benefits of these medicines do 
not outweigh their risks, and 
adopted a final position that 
the marketing authorisations 
should be suspended 
throughout the EU. 

It is recommended that, in 
light of the unfavourable 
benefit-risk balance, doctors 
should review their patients’ 
treatment at their next 
appointment, and may 
consider an appropriate 
alternative 
treatment.Pharmacists should 
refer patients on a new or 
repeat prescription for 
tetrazepam to their treating 
physician. 

(See WHO Pharmaceuticals 
Newsletter No. 2, 2013 for 
review started because of 
concerns over serious skin 
reactions in Europe). 

Reference:  
Press release, EMA, 29 April 
2013 (www.ema.europa.eu). 

Thalidomide 

Risk of arterial 

thromboembolic events 

Canada (1).  Celgene Inc., in 
consultation with Health 
Canada, informed that new 
safety information regarding 
arterial thromboembolic events 
have been added to the 
Product Monograph for 
thalidomide capsules 
(Thalomid®). 

Thalidomide is an 
immunomodulatory agent 
indicated for the treatment of 
patients who are 65 years of 
age or older with previously 
untreated multiple myeloma, in 
combination with melphalan 
and prednisone. 

The following points 
summarize the updated 
Product Monograph safety 
information: 
• Cases of arterial 
thromboembolic events 
(ATEE), sometimes fatal, 
have been reported in 
patients treated with 
thalidomide. Events reported 
included myocardial 
infarction, cerebrovascular 
accident and transient 
ischemic attack, among 
others.  The risk of 
thromboembolism (including 
ATEE) appears to be greatest 
during the first 5 months of 
therapy. 

• Risk factors associated with 
ATEE (in addition to the 
underlying malignant 
disease, age ≥ 65 years, and 
being male) include 
hyperlipidemia, hypertension, 
diabetes, obesity, renal 
disease and tobacco use. 

• Health-care professionals are 
advised to be observant for 
the signs and symptoms of 
ATEE. Patients should be 
instructed to seek medical 
care if they develop 
symptoms related to stroke 
or heart attack. 
Thromboprophylaxis should 
be recommended especially 
in patients with additional 
thrombotic risk factors.  The 
decision to take 
antithrombotic prophylactic 
measures should be made 
after careful assessment of 
an individual patient's 
underlying risk factors. 

This new information is in 
addition to information 
regarding the established risk 
of venous thromboembolic 
events, which was already 
reflected in the THALOMID® 
Product Monograph. 

An increased risk of 

second primary 
malignancies  

Canada (2).  Celgene Inc., in 
consultation with Health 
Canada, informed of important 
new safety information which 
has been added to the Product 

Monograph for thalidomide 
capsules (Thalomid®). 

The following points 
summarize the updated 
Product Monograph safety 
information: 
• Second primary 
malignancies, in particular 
acute myeloid leukemia 
(AML) and myelodysplastic 
syndrome (MDS), have been 
observed in an on-going 
clinical trial in patients with 
previously untreated multiple 
myeloma receiving the 
combination melphalan, 
prednisone and thalidomide 
(MPT). AML and MDS have 
been rarely reported in the 
post-market setting. 

• The risk of AML and MDS 
must be taken into account 
before initiating treatment 
with MPT. Physicians should 
carefully evaluate patients 
before and during treatment 
using standard cancer 
screening for occurrence of 
second primary malignancies. 

Reference: 

(1) Advisories, Warnings and 
Recalls, Health Canada,  
26 April 2013 (www.hc-
sc.gc.ca). 
(2) Advisories, Warnings and 
Recalls, Health Canada,  
16 May 2013 (www.hc-
sc.gc.ca). 

Tolvaptan 

Restrictions due to 

possible liver injury 

leading to organ 

transplant or death 

USA. The U.S. Food and Drug 
Administration (FDA) 
determined that tolvaptan 
(Samsca®) should not be used 
for longer than 30 days and 
should not be used in patients 
with underlying liver disease 
because it can cause liver 
injury, potentially leading to 
liver transplant or death. The 
US FDA has worked with the 
manufacturer to revise the 
drug label to include new 
limitations. 
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Tolvaptan is a selective 
vasopression V2-receptor 
antagonist indicated for the 
treatment of clinically 
significant hypervolemic and 
euvolemic hyponatremia, 
including patients with heart 
failure and Syndrome of 
Inappropriate Antidiuretic 
Hormone (SIADH).  

The US FDA recommended 
that tolvaptan treatment 
should be stopped if the 
patient develops signs of liver 
disease. Treatment duration 
should be limited to 30 days or 
less, and use should be 
avoided in patients with 
underlying liver disease, 
including cirrhosis. Patients 
should be made aware that 
tolvaptan may cause liver 
problems, including life-
threatening liver failure, and 
should contact their health-
care professional to discuss 
any questions or concerns 
about the drug. 

(See WHO Pharmaceuticals 
Newsletter No. 2, 2013 for new 
warning regarding a potential 
risk of liver damage in Canada 
and No. 1, 2013 for potential 
risk of liver injury in the USA). 

References: 

FDA Drug Safety 
Communication, US FDA  
30 April 2013 (www.fda.gov). 

Valproate sodium, 

divalproex sodium, 

valproic acid 

Contraindicated in 

pregnant women for 

prevention of migraine 

headaches 

USA. The US FDA advised 
health-care professionals and 
women that valproate sodium 
and related products, valproic 
acid and divalproex sodium, 
are contraindicated and should 
not be taken by pregnant 
women for the prevention of 
migraine headaches. 

These valproate products 
include valproate sodium 

(Depacon®), divalproex 
sodium (Depakote®, 
Depakote® CP, and 
Depakote® ER), valproic acid 
(Depakene® and Stavzor®), 
and their generics. Valproate 
products are approved for the 
treatment of certain types of 
epilepsy, the treatment of 
manic episodes associated with 
bipolar disorder, and the 
prevention of migraine 
headaches. They are also used 
off-label for other conditions, 
particularly other psychiatric 
conditions. 

This alert is based on the final 
results of the 
Neurodevelopmental Effects of 
Antiepileptic Drugs (NEAD) 
study showing that children 
exposed to valproate products 
while their mothers were 
pregnant had decreased IQs at 
age 6 compared to children 
exposed to other anti-epileptic 
drugs. 

Stronger warnings about use 
during pregnancy will be added 
to the drug labels, and 
valproate’s pregnancy category 
for migraine use will be 
changed from "D" (the 
potential benefit of the drug in 
pregnant women may be 
acceptable despite its potential 
risks) to "X" (the risk of use in 
pregnant women clearly 
outweighs any possible benefit 
of the drug). Valproate 
products will remain in 
pregnancy category D for 
treating epilepsy and manic 
episodes associated with 
bipolar disorder. 

 (See WHO Pharmaceuticals 
Newsletter No. 4, 2012 for risk 
of impaired cognitive 
development in children 
exposed in utero in the USA)  

References: 

FDA Drug Safety 
Communication, US FDA 6 May 
2013 (www.fda.gov). 
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SAFETY OF MEDICINES 

Ado-trastuzumab 

emtansine 

Potential medication 

errors resulting from 

name confusion 

USA. The US FDA notified 
health-care professionals that 
the use of the incorrect 
nonproprietary name for ado-
trastuzumab emtansine 
(Kadcyla™) in some 
medication-related electronic 
systems poses a risk of mix-up 
with trastuzumab (Herceptin®) 
and may result in medication 
errors. The dosing and 
treatment schedules for those 
drugs are quite different, so 
confusion between these 
products could lead to dosing 
errors and potential harm to 
patients. 

The US FDA-approved 
nonproprietary name for 
Kadcyla, ado-trastuzumab 
emtansine, should be used. 
However, some third-party 
publications, compendia 
references, health information 
systems (e.g., electronic 
health record systems and 
systems used for pharmacy 
prescription processing, 
wholesaler ordering, pharmacy 
ordering, etc.), and sites on 
the Internet are incorrectly 
using the United States 
Adopted Name (USAN), which 
is “trastuzumab emtansine,” 
and omitting the “ado” prefix 
and hyphen. Use of this 
truncated version of Kadcyla’s 
nonproprietary name may 
cause confusion with Herceptin 
(trastuzumab). 

The US FDA emphasized that it 
is important for drug 
information content publishers 
to identify drug products by 
the US FDA-approved 
proprietary (brand) and 
nonproprietary names that are 
used in the US FDA-approved 
drug labels. This will help 
prevent medication errors and 
ensure adverse events are 
reported for the correct 
product. 

It is also recommended that 
health-care professionals 
should use both the US FDA-
approved proprietary name 
Kadcyla and its nonproprietary 
name (ado-trastuzumab 
emtansine) when 
communicating medication 
orders, on preprinted order 
sets, and in computerized 
order entry systems. Such 
redundancy may help to 
reduce the potential for 
medication errors. Additionally, 
strategies should be employed 
to warn against confusion 
between ado-trastuzumab 
emtansine and trastuzumab in 
medication-related computer 
systems. 

Ado-trastuzumab emtansine is 
used to treat HER2-positive 
breast cancer that has spread 
to other parts of the body in 
patients who have received 
prior treatment with 
trastuzumab and a taxane 
chemotherapy. References: 
FDA Drug Safety 
Communication, US FDA  
6 May 2013 (www.fda.gov). 

Aqueous cream 

May cause skin irritation, 

particularly in children 

with eczema 

UK. The MHRA announced that 
aqueous cream may cause 
local skin reactions, such as 
stinging, burning, itching, and 
redness, when it is used as a 
leave-on emollient, particularly 
in children with atopic eczema. 
The reactions, which are not 
generally serious, often occur 
within 20 minutes of 
application but can occur later. 
However, patients and their 
carers should be warned of this 
risk during an eczema 
treatment consultation. 

The causative agent may be 
sodium lauryl sulfate (SLS), 
contained in emulsifying wax 
which is one of the ingredients 
of aqueous cream. SLS 
functions as a stabiliser and 
cleansing agent, and is a 
known skin irritant. However, 

aqueous cream products often 
contain other ingredients such 
as chlorocrescol, cetostearyl 
alcohol and parabens, which 
may also cause or contribute 
to adverse skin reactions.  

On the basis of the review, 
aqueous cream labelling and 
information leaflet will be 
updated with a warning on the 
potential of local skin 
reactions, and SLS will be 
listed as an ingredient.  

It is also advised that if a 
patient reports skin irritation 
(burning, stinging, itching or 
redness) after the use of 
aqueous cream, they should 
discontinue treatment, and an 
alternative emollient that does 
not contain sodium lauryl 
sulfate should be tried. 

Reference: 

Drug Safety Update, March 
2013, Volume 6, issue 8, A2 
MHRA, (www.mhra.gov.uk). 

Bevacizumab 

Cases of necrotizing 

fasciitis reported 

Canada.  Hoffmann-La Roche 
Limited (Roche), in 
consultation with Health 
Canada, informed that 
necrotizing fasciitis, including 
fatal cases was reported in 
patients receiving bevacizumab 
(Avastin®) in both clinical 
trials and in the post-
marketing setting. It is 
recommended that 
bevacizumab is discontinued 
and appropriate therapy 
initiated promptly upon 
diagnosis of necrotizing 
fasciitis. Roche will be working 
with Health Canada to 
implement appropriate 
revisions to the Product 
Monograph. 

Necrotizing fasciitis is a rare 
but life-threatening infection of 
the soft tissue, characterized 
by rapidly spreading necrosis 
of superficial fascia and 
subcutaneous tissue. 
Immunocompromised and 
diabetic patients are at a 
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higher risk of developing 
necrotizing fasciitis. 

Bevacizumab is a recombinant 
humanised monoclonal 
antibody that  is currently 
authorized for use in the 
treatment of metastatic 
colorectal cancer (mCRC) and 
locally advanced, metastatic or 
recurrent non-squamous non-
small cell lung cancer (NSCLC). 
Roche also holds a Notice of 
Compliance with Conditions 
(NOC/c) for use as a single 
agent in the treatment of 
patients with glioblastoma 
after relapse or disease 
progression, following prior 
therapy. 

Reference: 

Advisories, Warnings and 
Recalls, Health Canada,  
29 April 2013 (www.hc-
sc.gc.ca). 

Botulinum  
toxin type B 

Serious risks such as 

toxin spread reported 

with off-label use  

UK. The MHRA announced that 
cases of the known rare risk of 
toxin spread have been 
reported with all botulinum 
toxin products. Importantly, 
the cases with botulinum toxin 
type B were mostly reported 
with its off-label use. Therefore 
the agency recommended that 
prescribers adhere to the 
licensed indication as its safety 
outside these circumstances 
has not been established. 

All patients receiving any 
product containing botulinum 
toxin should be warned of the 
signs and symptoms of toxin 
spread, such as muscle 
weakness and breathing 
difficulties, and advised to seek 
medical attention immediately 
if they experience breathing 
difficulties, choking, or any 
new or worsening swallowing 
difficulties, as such side effects 
may be life-threatening.  

Botulinum toxin type B 
(Neurobloc®) is indicated only 

for the treatment of cervical 
dystonia (torticollis) in adults. 
The safety of botulinum toxin 
type B has not been 
established outside this 
licensed indication.It is also 
advised that Botulinum toxin 
type B should not be used in 
children, or in patients with 
known neuromuscular disease 
or neuromuscular junction 
disorders.  

(See WHO Pharmaceuticals 
Newsletter No. 3, 2009 for 
Warnings to be strengthened 
about distant spread of toxin 
effects in the USA and No.2, 
2009, No.1, 2009 and No. 2, 
2008 for similar information 
issued in Australia, Canada and 
the USA, respectively). 

Reference: 

Drug Safety Update, March 
2013, Volume 6, issue 8, A3 
MHRA, (www.mhra.gov.uk). 

Domperidone-

containing 

medicines 

Review started 

Europe. The EMA started a 
review of domperidone-
containing medicines used to 
relieve symptoms of nausea 
and vomiting, fullness, 
abdominal discomfort and 
heartburn. Domperidone-
containing medicines have 
been authorised in several EU 
Member States via national 
procedures since the 1970s 
and are widely available as 
over-the-counter or 
prescription-only medicines. 
They are available as tablets, 
oral suspension and 
suppositories under various 
trade names (such as 
Motilium®). 

The review was triggered by 
the Belgian medicines agency, 
the Federal Agency for 
Medicines and Health Products 
(FAMHP), over concerns about 
its adverse effects on the 
heart. Adverse heart effects, 
including QT prolongation and 
arrhythmias, have previously 

been evaluated by the 
Pharmacovigilance Working 
Party (PhVWP). In 2011, the 
PhVWP recommended that the 
product information for 
domperidone-containing 
medicines be updated to 
reflect the risk of these 
adverse effects and that 
domperidone should be used 
with caution in patients with 
certain heart conditions, 
including heart failure, a 
previous heart attack, angina 
and heart rhythm disorders. 

Since then, new reports of 
heart effects have been 
received in Belgium and the 
Belgian medicines agency has 
come to the view that 
domperidone should no longer 
be used in some patients, such 
as those with QT prolongation 
or other underlying heart 
problems. 

The EMA will now review all 
available data on the benefit-
risk balance of domperidone-
containing medicines, and 
issue an opinion on whether 
their marketing authorisations 
should be maintained, varied, 
suspended or withdrawn across 
the European Union (EU). 

While the review is on-going, 
the EMA advised that patients 
should speak to their doctor or 
pharmacist if they have any 
questions or concerns. 

(See WHO Pharmaceuticals 
Newsletter No.2, 2012 and No. 
2, 2007 for association with 
serious ventricular arrhythmias 
and sudden cardiac death in 
Canada and No.1, 2013 in 
Australia). 

Reference:  
Press release, EMA, 8 March 
2013 (www.ema.europa.eu). 

Ezogabine 

Retinal abnormalities 

and blue skin 

discoloration 

USA. The US FDA warned the 
public that ezogabine 
(Potiga®) can cause blue skin 
discoloration and eye 
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abnormalities characterized by 
pigment changes in the retina. 
The US FDA does not currently 
know if these changes are 
reversible. The US FDA is 
working with the manufacturer 
to gather and evaluate all 
available information to better 
understand these events and 
will update the public when 
more information is available. 

Ezogabine is approved as 
adjunctive treatment of 
partial-onset seizures in adult 
patients 18 years and older. 
The skin discoloration in the 
reported cases appeared as 
blue pigmentation, 
predominantly on or around 
the lips or in the nail beds of 
the fingers or toes, but more 
widespread involvement of the 
face and legs has also been 
reported. Scleral and 
conjunctival discoloration, on 
the white of the eye and inside 
eyelids, has been observed as 
well. The skin discoloration 
generally occurred after four 
years of treatment with the 
drug, but has appeared sooner 
in some patients. In some 
cases, retinal abnormalities 
have been observed in the 
absence of skin discoloration. 

It is recommended that all 
patients taking ezogabine 
should have a baseline eye 
exam and periodic eye exams 
that should include visual 
acuity testing and dilated 
fundus photography, and may 
include fluorescein angiograms 
(FA), ocular coherence 
tomography (OCT), perimetry, 
and electroretinograms (ERG). 
Patients who are taking 
ezogabine and develop any 
changes in vision or any 
discoloration of skin, including 
of lips and nail beds should 
contact their health-care 
professional right away. 
Patients should not stop taking 
the drug without talking to 
their health-care professional.  
Stopping such treatment 
suddenly can cause serious 
and life-threatening medical 
problems such as recurrence of 
seizures. 

References: 

FDA Drug Safety 
Communication, US FDA  
26 April 2013 (www.fda.gov). 

Flupirtine-containing 

medicines 

Review due to reports of  
liver problems 

Europe. The EMA started a 
review of flupirtine-containing 
medicines due to concerns 
over liver problems associated 
with the use of these 
medicines for short- and long-
term pain relief. Flupirtine is 
an analgesic used to treat 
acute and chronic pain, such 
as pain associated with muscle 
tension, cancer pain, 
dysmenorrhoea and pain 
following orthopaedic surgery 
or injuries. 

The review was triggered by 
the German medicines 
regulatory agency, the Federal 
Institute for Drugs and Medical 
Devices (BfArM) following an 
increasing number of reports 
of liver problems associated 
with the use of flupirtine, 
which ranged from the 
asymptomatic increase in liver 
enzymes to liver failure. In 
Germany, 330 reports of liver 
problems have been recorded 
in the database of adverse 
drug reactions, 15 of which 
had a fatal outcome or resulted 
in liver transplantation. The 
German agency also noted a 
lack of data supporting the 
effectiveness of flupirtine in 
long-term pain. 

The European Medicines 
Agency will review all available 
data on the safety of flupirtine-
containing medicines, 
particularly liver reactions, in 
order to assess any impact on 
the benefit-risk balance of 
these medicines. 

While the review is on-going 
patients should speak to their 
doctor or pharmacist if they 
have any questions or 
concerns. 

Reference:  
Press release, EMA,  
8 March 2013 
(www.ema.europa.eu). 

Insulin degludec  

Available in additional 

higher strength than 

existing insulins—care 

needed to minimise risk 

of error 

UK. The MHRA announced that 
insulin degludec (Tresiba®) is 
available in prefilled pen 
devices (known as 
FlexTouch®) in two strengths: 
100 units/mL; and 200 
units/mL. The 100 units/mL 
strength is also available in 
cartridge form (called 
Penfill®). The 200 units/mL 
strength is higher than that of 
other existing basal insulin 
products in the UK. The agency 
advised to ensure the correct 
insulin product and strength is 
prescribed and dispensed. 

Patients should be trained on 
the correct use of Tresiba® 
products, and always visually 
verify the dialled units on the 
dose counter of the prefilled 
pen device (irrespective of 
strength). Patients should be 
advised to seek medical advice 
immediately if they think they 
have administered an incorrect 
dose of insulin degludec. 
Patients should be aware of 
the different strengths. 

Insulin degludec has been 
developed as a once-daily 
basal insulin for the treatment 
of glycaemia in adult patients 
with diabetes mellitus. While 
administration at the same 
time of day is preferable, 
Tresiba® allows for some 
flexibility in the timing of 
insulin injections. A minimum 
of 8 hours between injections 
should always be ensured. 

Reference: 

Drug Safety Update, April 2013, 
Volume 6, issue 9, A1 MHRA, 
(www.mhra.gov.uk). 
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Montelukast 

Neuropsychiatric risks 

Australia. The TGA reminded 
health professionals of the 
possibility of neuropsychiatric 
adverse events, including 
suicidal ideation, in children, 
adolescents and adults treated 
with montelukast, particularly 
when initiating therapy and 
increasing the dose. This is 
especially important if the 
patient is a child. Health 
professionals should be aware 
of these potential adverse 
effects and advise patients and 
parents to seek medical advice 
should they occur. 

Montelukast is a leukotriene 
receptor antagonist approved 
for the prophylaxis and 
treatment of chronic asthma in 
adults and children aged 2 
years and older, and for the 
symptomatic treatment of 
seasonal allergic rhinitis. It is 
available on the 
Pharmaceutical Benefits 
Scheme (streamlined 
authority) as a 'first-line 
preventer medication, as the 
single preventer agent for 
children aged 2 to 5 years with 
frequent intermittent or mild 
persistent asthma, as an 
alternative to sodium 
cromoglycate or nedocromil 
sodium' in Australia. 

The PI for montelukast 
contains a precaution 
describing the possibility of 
multiple neuropsychiatric 
adverse events, including 
suicidal ideation, depression, 
agitation, aggressive 
behaviour, hallucinations, 
insomnia, somnambulism and 
tremor, as well as others. 

Between 1 January 2000 and 1 
January 2013, the TGA 
received reports of 
neuropsychiatric adverse 
events in 58 children and 
adolescents being treated with 
montelukast. According to the 
TGA, although the number of 
reports is small, the inherent 
difficulty in establishing 
psychiatric diagnoses in 
children could contribute to 

under-reporting of related 
effects to the TGA. 

It is also advised that health 
professionals should consult 
the PI for further information 
on potential neuropsychiatric 
adverse events and carefully 
evaluate the risks and benefits 
of continuing treatment with 
montelukast if such events 
occur. In the case of children, 
caregivers should also be 
made aware of these potential 
adverse effects and instructed 
to seek medical advice if they 
have any concerns. 

(See WHO Pharmaceuticals 
Newsletter No.5, 2009 for 
revisions to the prescribing 
information and No. 4, 2009 
for previous information on 
neuropsychiatric events with 
leukotriene inhibitors in 
Canada and the USA). 

Reference: 

Medicines Safety Update Vol 4, 
No. 2, April 2013 
(www.tga.gov.au). 

Nicotinic acid, 

acipimox and 
xantinol nicotinate 

Review of nicotinic acid 

and related substances 

started 

Europe. The EMA started a 
review of nicotinic acid and its 
related substances acipimox 
and xantinol nicotinate used to 
treat lipid disorders. 

The review follows new data 
from a large study called 
HPS2-THRIVE (Treatment of 
HDL to Reduce the Incidence 
of Vascular Events), which 
looked at the long-term effect 
of the combination of nicotinic 
acid and laropiprant. The new 
data failed to show that the 
combination reduces the risk of 
major vascular events (such as 
heart attack and stroke), and a 
higher frequency of non-fatal 
but serious side effects was 
seen in patients taking the 
combination. As a result, the 
EMA recommended the 

suspension of medicines 
containing the combination of 
nicotinic acid and laropiprant 
across the European Union 
(EU). 

As the data from the HPS2-
THRIVE study may have 
implications for medicines 
containing only nicotinic acid 
or related substances, the EMA 
will now assess the impact of 
the new data on the benefit-
risk balance of these 
medicines, and will issue an 
opinion on whether the 
marketing authorisations for 
these medicines should be 
maintained, varied, suspended 
or withdrawn across the EU. 

Nicotinic acid is a naturally 
occurring substance used in 
low doses as a vitamin (known 
as niacin or vitamin B3). In 
higher doses, it reduces the 
levels of fat in the blood. 
Nicotinic acid was also 
authorised in combination with 
laropiprant. Laropiprant has no 
effect on cholesterol but it 
reduces flushing, which is a 
known side effect of nicotinic 
acid. 

Reference:  
Press release, EMA, 8 March 
2013 (www.ema.europa.eu). 

Nilotinib  

Possible risk of 

atherosclerosis-related 

conditions 

Canada. Novartis 
Pharmaceuticals Canada Inc. 
(“Novartis”), in collaboration 
with Health Canada, informed 
that cases of atherosclerosis-
related diseases have been 
reported during clinical trials 
and post marketing experience 
with the use of nilotinib 
(Tasigna®). 

Nilotinib belongs to the 
pharmacological class of 
protein-tyrosine kinase 
inhibitors. It has received 
conditional marketing 
authorization for the treatment 
of adult patients with newly 
diagnosed Philadelphia 
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chromosome positive chronic 
myeloid leukemia (Ph+CML) in 
chronic phase. It is advised 
that patients should be 
monitored for signs of 
atherosclerosis-related 
diseases during treatment with 
nilotinib. Monitoring of lipid 
and glucose profiles should 
also be performed before and 
frequently during treatment 
with the drug and as clinically 
indicated. 

It is also recommended that 
health-care professionals 
follow current clinical 
guidelines for the diagnosis 
and management of patients 
with signs and symptoms of 
events due to atherosclerosis. 

Reference: 

Advisories, Warnings and 
Recalls, Health Canada, 9 April 
2013 (www.hc-sc.gc.ca). 
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A signal is defined by WHO as reported information on a possible causal relationship between an adverse 
event and a drug, the relationship being unknown or incompletely documented previously. Usually more than 

a single report is required to generate a signal, depending upon the seriousness of the event and the quality 
of the information. A signal is a hypothesis together with data and arguments and it is important to note that 

a signal is not only uncertain but also preliminary in nature.  
 

The signals in this Newsletter are based on information derived from Individual Case Safety Reports (ICSRs) 

available in the WHO Global ICSR database, VigiBase™. The database contains over 7 million reports of 

suspected adverse drug reactions, submitted by National Pharmacovigilance Centres participating in the WHO 
Programme for International Drug Monitoring. VigiBase is, on behalf of the WHO, maintained by the Uppsala 

Monitoring Centre (UMC) and periodic analysis of VigiBase data is performed in accordance with UMC’s 
current routine signal detection process. 

More information regarding the ICSRs, their limitations and proper use, is provided in the UMC Caveat 

document available at the end of SIGNAL (page 19). For information on the UMC Measures of 

Disproportionate Reporting please refer to WHO Pharmaceuticals Newsletter Issue No. 1 2012. 

 
UMC, a WHO Collaborating Centre, is an independent foundation and a centre for international service and 

scientific research within the field of pharmacovigilance. UMC’s vision is to improve worldwide patient safety 
and welfare by reducing the risk of medicines. For more information, visit www.who-umc.org.  To leave a 

comment regarding the signals in this Newsletter, please contact: the Uppsala Monitoring Centre, Box 1051, 

SE-751 40 Uppsala, Sweden. E-mail: info@who-umc.org.  

Fluoxetine and Deafness 

Dr. Emilio J. Sanz and Dr. Carlos de Las Cuevas, Spain 

 

Summary 

VigiBase™ contains 122 individual case safety 
reports (ICSRs) of deafness, 324 ICSRs of tinnitus 
and 24 ICSRs of hyperacusis associated with the 
use of fluoxetine. These reactions are included in 
the US Product Information (PI)1 and the number 
of cases reporting a positive de- and rechallenge 
strengthens the likelihood that there is a causal 
relationship. 

Introduction 

The drug-ADR combination of fluoxetine and 
deafness was highlighted during testing of a new 
quantitative method for detecting potential signals 
at the UMC in 2012.2 Fluoxetine is a Selective 
Serotonin Reuptake Inhibitor (SSRI) used for 
major depressive illness, obsessive-compulsive 
disorder and bulimia nervosa.3 Besides deafness, 
the hearing disorders tinnitus and hyperacusis (an 
increased sensitivity to sound) were also 
considered. 

Reports in VigiBase 

The WHO Global ICSR database, VigiBase™, 
contains 122 reports, from the 1980s to 2 
December 2012, in which deafness is associated 
with the use of fluoxetine. There are also 324 
reports of tinnitus and 24 reports of hyperacusis 
related to the same drug. Most of the reports of 
deafness are from the US and the rest are from 

Canada, UK, Netherlands and France. The 
distribution of reports for tinnitus and hyperacusis 
is also multinational although most are from the 
US. Approximately 20% of these reports contain 
enough information to calculate a time to onset 
and in a third of these the time to onset is the 
same day as the beginning of the treatment. There 
are also reports with delays of several days or 
months and a few reports with time to onset over 
one year. 

Most of the case reports lack sufficient information 
(such as dates for use of the medication and onset 
of the reaction, medical history and other data 
that could be included in free text fields) to make 
a reliable assessment. For deafness with fluoxetine 
there are three positive rechallenges and 20 
positive dechallenges and the IC value (IC025) is 
0.20 (-0.07). In the case of tinnitus with fluoxetine 
there are seven positive rechallenges and 54 
positive dechallenges and the IC is 0.75 (0.59). 
The 24 cases of hyperacusis with fluoxetine 
include one positive rechallenge and six positive 
dechallenges, 

and the IC is greater than 1 (IC: 1.04; IC025: 
0.40). 

Other SSRIs reported with the investigated 
hearing disorders included sertraline, paroxetine, 
citalopram, escitalopram, fluvoxamine and 
zimeldine. 
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Literature and Labelling 

The US PI lists tinnitus as a frequent adverse 
event and deafness and hyperacusis as rare 
adverse events.1 The UK Summary of Product 
Characteristics (SPC) lists tinnitus although 
frequency is not known.3 

Discussion 

Serotonin is an important neurotransmitter in the 
auditory system, with both excitatory and 
inhibitory actions in different levels of the 
processing of sensory information of the acoustic 
signal. It has been hypothesized that the primary 
functions of the 5-HT system in the brain are to 
facilitate motor output and concurrently inhibit 
sensory information processing.4 The location of 
serotonin receptors in the cochlear nucleus and 
the inferior colliculus of the brainstem is well 
established, and it is postulated that serotonin 
may have a modulatory effect in the processing of 
the acoustic signal producing a tonic inhibition of 
the acoustic pathways.5 

Nevertheless, a correlation between the level of 
serotonin neurotransmitter in the auditory system 
and the hearing capacities has not been 
established, nor the changes in auditory 
processing related to drugs that might modify 
those levels. In fact, the underlying disease, 
depression, has been associated with several types 
of hearing impairments, which might be related 
both to the basic molecular mechanism and to the 
adaptive processes of the patient.6 

Tinnitus, for example, has been described either 
as a symptom of depression that abates when the 
patient improves, or as a problem that is 
susceptible to be treated with antidepressants. 
Several research projects have studied the 
possible association between depression, tinnitus 
and the therapeutic use of SSRIs on the treatment 
of tinnitus in both depressed and not depressed 
patients, including a double-blind clinical trial.7 
Currently there is insufficient evidence to say that 
antidepressant drug therapy improves tinnitus and 
if so, it might be confined to patients having 
tinnitus associated with both depression and 
anxiety.6,8,9,10 

The cases of deafness and hyperacusis are difficult 
to evaluate. There are a number of reports of 
deafness associated with fluoxetine (122), and for 
some (20) the data indicates that the audition 
recovered when the drugs were stopped, but 
almost all cases lack information on an objective 
measurement of the audition (audiometry). 

Some researchers tried to associate changes in 
several objective determinations of the hearing 
system (from otoscopy to the measurement of the 
central component of audition as brainstem 
responses) to the use of antidepressants in both 
depressed patients and non-depressed controls. 
Results showed significantly smaller transient 

evoked emissions, higher SCAN-A (auditory 
processing test) composite scores, and smaller 
amplitude growth functions for auditory brainstem 
response peak V and auditory late response peak 
N(1)P(2) while on SSRI medication.11,12 
Nevertheless, there is not a direct clinical 
correlation between the changes in those 
parameters and the clinical level of hearing, and 
the results must be taken with caution. 

Conclusion 

Despite the clear involvement of the serotonin 
transmission in the hearing processing and the 
physiopathology of depression, there is no 
evidence in the literature that antidepressants 
would cause deafness, tinnitus or hyperacusis, and 
the use of antidepressants for the treatment of 
tinnitus has been widely studied but with 
inconclusive evidence. However, the substantial 
number of case reports documenting a positive de- 
and rechallenge support a possible causal 
relationship between the administration of 
fluoxetine and the investigated hearing disorders. 
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CAVEAT DOCUMENT 

Accompanying statement to data released from the Uppsala Monitoring Centre, WHO 

Collaborating Centre for International Drug Monitoring 

Uppsala Monitoring Centre (UMC) in its role as the WHO 

Collaborating Centre for International Drug Monitoring 

receives reports of suspected adverse reactions to medicinal 

products from National Centres in countries participating in the 

WHO pharmacovigilance network, the WHO Programme for 

International Drug Monitoring. Limited details about each 

suspected adverse reaction are received by the UMC. The 

information is stored in the WHO Global Individual Case Safety 

Report database, VigiBase. It is important to understand the 

limitations and qualifications that apply to this information and 

its use. 

 

The reports submitted to UMC generally describe no more than 

suspicions which have arisen from observation of an 

unexpected or unwanted event. In most instances it cannot be 

proven that a specific medicinal product (rather than, for 

example, underlying illness or other concomitant medication) is 

the cause of an event. 

 

Reports submitted to National Centres come from both 

regulated and voluntary sources. Some National Centres accept 

reports only from medical practitioners; other National Centres 

accept reports from a broader range of reporters, including 

patients. Some National Centres include reports from 

pharmaceutical companies in the information submitted to 

UMC; other National Centres do not. 

 

The volume of reports for a particular medicinal product may 

be influenced by the extent of use of the product, publicity, the 

nature of the reactions and other factors. No information is 

provided on the number of patients exposed to the product. 

 

 

 

Some National Centres that contribute information to VigiBase 

make an assessment of the likelihood that a medicinal product 

caused the suspected reaction, while others do not. 

Time from receipt of a report by a National Centre until 

submission to UMC varies from country to country. 

Information obtained from UMC may therefore differ from 

those obtained directly from National Centres. 

For the above reasons interpretations of adverse reaction 

data, and particularly those based on comparisons 

between medicinal products, may be misleading. The 

supplied data come from a variety of sources. The 

likelihood of a causal relationship is not the same in all 

reports. Any use of this information must take these 

factors into account. 

Some National Centres strongly recommend that anyone who 

intends to use their information should contact them for 

interpretation. 

Any publication, in whole or in part, of information obtained 

from UMC must include a statement: 

(i) regarding the source of the information, 

(ii) that the information comes from a variety of sources, 

and the likelihood that the suspected adverse reaction is 

drug-related is not the same in all cases, 

(iii) that the information does not represent the opinion 

of the World Health Organization. 

Omission of this statement may exclude the responsible 

person or organization from receiving further information 

from VigiBase. 
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