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Withdrawal of fusafungine-containing medicinal products 

Fusafungine-containing medicinal prod-
ucts (i.e. Locabiotal 1% solution) for 
oromucosal and nasal use will no longer 
be available in Ireland and across the 
EU as the marketing authorisations (i.e. 
licenses) for these products are be-
ing revoked. The European Medicines 
Agency (EMA) Pharmacovigilance Risk 
Assessment Committee (PRAC) recent-
ly completed a review of the available 
data for these products and concluded 
that the benefits of fusafungine did not 
outweigh the risks, particularly the risk 

of serious allergic reactions. The HPRA 
and Marketing Authorisation Holder 
(Servier Laboratories) communicated 
the outcome of this review and the 
regulatory recommendations in relation 
to withdrawal of the product in Ireland 
to healthcare professionals via a Direct 
Healthcare Professional Communication 
(DHPC) in April 2016.

The majority of the serious allergic re-
actions involved bronchospasm and oc-
curred soon after the use of fusafungine. 

Although the PRAC review found that 
serious allergic reactions were rare, they 
may be life-threatening, and no meas-
ures were identified that could suffi-
ciently reduce this risk. With regard to 
the benefits, the PRAC considered that 
the evidence for the beneficial effects 
of fusafungine is weak. Therefore, tak-
ing into account the mild and self-lim-
iting nature of upper respiratory tract 
infections such as rhinopharyngitis, the 
PRAC considered that the benefits of 
fusafungine did not outweigh the risks.
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• Withdrawal of fusafungine- 
containing medicinal products

• Updated advice on the risk of 
diabetic ketoacidosis during 
treatment with SGLT2 inhibitors

• Risk of pneumonia with inhaled 
corticosteroids for chronic 
obstructive pulmonary disease 
(COPD)

• Risk of hepatitis B reactivation with 
BCR-ABL Tyrosine Kinase Inhibitors 
(TKIs)

• Aflibercept (Zaltrap) – Minimising the 
risk of osteonecrosis of the jaw (ONJ)

• Direct Healthcare Professional 
Communications published on the 
HPRA website since the last Drug 
Safety Newsletter

Advice to Healthcare Professionals
• Fusafungine-containing products 

will no longer be available on the 
Irish market.

• Pharmacies and wholesalers have 
been advised as regards action 
to take in relation to outstanding 
stock supplies.

• A Direct Healthcare Professional 
Communication was circulated to 
healthcare professionals in April 
2016 and is available on the HPRA 
website (www.hpra.ie). 

Key Message
Due to concerns regarding the risk 
of rare but serious cases of hyper-
sensitivity, including allergic reac-
tions and life threatening anaphylac-
tic reactions, and limited evidence 
of benefit, the benefit-risk balance  
for fusafungine-containing medicines 
is no longer considered favourable 
and the marketing authorisation for 
Locabiotal is currently in the process 
of being withdrawn in Ireland.

Further information is available from www.hpra.ie and www.ema.europa.eu

http://www.hpra.ie/docs/default-source/default-document-library/important-safety-information---fusafungine-containing-medicinal-products.pdf?sfvrsn=0
http://www.hpra.ie
http://www.hpra.ie/docs/default-source/default-document-library/important-safety-information---fusafungine-containing-medicinal-products.pdf?sfvrsn=0
http://www.hpra.ie/docs/default-source/default-document-library/important-safety-information---fusafungine-containing-medicinal-products.pdf?sfvrsn=0
http://www.hpra.ie
http://www.hpra.ie
http://www.ema.europa.eu/ema/


Updated advice on the risk of diabetic ketoacidosis 
during treatment with SGLT2 inhibitors

The European Medicines Agency’s 
(EMA) Pharmacovigilance Risk 
Assessment Committee (PRAC) has 
completed an evaluation of the risk of 
diabetic ketoacidosis (DKA) associated 
with sodium-glucose co-transporter 2 
(SGLT2) inhibitors. In July 2015, infor-
mation highlighting the start of this re-
view was circulated to relevant health-
care professionals (via a DHPC). The 
recently finalised evaluation concluded 
that a small excess risk of DKA associ-
ated with SGLT2 inhibitors treatment 
could not be excluded and importantly 

DKA with an atypical presentation may 
occur. This atypical presentation, with 
only moderately increased blood glu-
cose levels, could delay diagnosis and 
treatment of DKA in diabetic patients. 
However the efficacy of these products 
has been adequately demonstrated 
in accordance with their currently ap-
proved indications (as listed in the 
SmPC) and therefore their benefit-risk 
balance remains favourable.

SGLT2 inhibitors are indicated in adults 
for the treatment of Type 2 diabetes. 
DKA is a serious, often life-threatening 

and even fatal condition which usually 
develops in diabetic patients when in-
sulin levels are too low, which switches 
the metabolic processing of glucose to 
that of fatty acids, in turn leading to the 
accumulation of acidic ketone bodies in 
the blood. 

The majority of patients treated with 
SGLT2 inhibitors who developed DKA 
required hospitalisation and most issues 
occurred during the first two months of 
treatment. Therefore healthcare profes-
sionals should be aware of the following:

Advice to Healthcare Professionals
• SGLT2 inhibitors should only be 

used be used in the treatment of 
Type 2 diabetes and are not author-
ised for use in Type 1 diabetes.

• Healthcare professionals should 
discuss the risk factors of DKA with 
patients being treated with SGLT2 
inhibitors. Risk factors include:

- A low beta cell function reserve 
(e.g. patients with type 2 diabetes 
who have low C-peptide levels, la-
tent autoimmune diabetes in adults 
or a history of pancreatitis),

- Conditions leading to restricted 
food intake or dehydration,

- Sudden reduction in insulin,

- Increased insulin requirements due 
to acute illness,

- Surgery,

- Alcohol abuse.

• Patients should be informed of the 
non-specific signs and symptoms 
of DKA and advised to seek medi-
cal attention immediately if any of 
the following are experienced:

- Anorexia,

- Nausea and vomiting,

- Abdominal pain,

- Difficulty breathing,

- Unusual fatigue or sleepiness,

- Confusion

- Sweet smelling breath,

- Metallic taste in mouth,

- Different odour to urine or sweat.

• Treatment with SGLT2 inhibi-
tors should be discontinued im-
mediately if DKA is suspected or 
diagnosed.

• Treatment with SGLT2 inhibitors 
should not be restarted in patients 
who experienced DKA during use, 
unless another clear precipitating 
factor for DKA is identified and 
resolved.

• Treatment with SGLT2 inhibitors 
should be interrupted in patients 
who are hospitalised for major 
surgery or acute serious illnesses. 
Treatment may be restarted once 
the patient’s condition is stabilised.

• A Direct Healthcare Professional 
Communication (DHPC) was circu-
lated to relevant healthcare profes-
sionals in March 2016 and is avail-
able from the HPRA website (www.
hpra.ie). 

• All suspected cases of DKA in asso-
ciation with SGLT2 inhibitors should 
be reported to the HPRA using the 
usual methods (www.hpra.ie). 

Key Message
Rare but serious, sometimes  
life-threatening, and fatal cases  
of diabetic ketoacidosis have  
been reported in patients in SGLT2 
inhibitor treatment for Type 2 
diabetes. In a number of the reports, 
the presentation of the condition  
was atypical.

Healthcare professionals should be 
alert to the predisposing risk factors 
along with the signs and symptoms 
of DKA and should counsel patients 
about these risks and the need to 
seek medical attention should they 
occur.

The product information (Summary 
of Product Characteristics (SmPC) 
and Package Leaflet (PL)) for these 
products will be updated shortly.

*SGLT2 inhibitors include Forxiga, 
Xigduo, Jardiance, Synjardy, Invokana 
and Vokanamet. Further details are 
available on www.hpra.ie and  
www.ema.europa.eu

2 Kevin O’Malley House, Earlsfort Centre, Earlsfort Terrace, Dublin 2, Ireland. 
T: +353 1 676  4971    E: medsafety@hpra.ie    www.hpra.ie       

http://www.hpra.ie/docs/default-source/default-document-library/important-safety-information---sglt2-inhibitors.pdf?sfvrsn=0
http://www.hpra.ie/docs/default-source/default-document-library/important-safety-information---sglt2-inhibitors.pdf?sfvrsn=0
http://www.hpra.ie
http://www.hpra.ie
http://www.hpra.ie
http://www.hpra.ie
http://www.ema.europa.eu


Risk of pneumonia with inhaled corticosteroids for 
chronic obstructive pulmonary disease (COPD)

Risk of hepatitis B reactivation with BCR-ABL  
Tyrosine Kinase Inhibitors (TKIs)

The European Medicines Agency’s 
(EMA) Pharmacovigilance Risk 
Assessment Committee (PRAC) has 
concluded its review of the known risk 
of pneumonia associated with inhaled 
corticosteroid (ICS) medicines when 
used to treat COPD. 

The PRAC review confirmed that COPD 
patients treated with ICS medicines are 
at increased risk of pneumonia; how-
ever the Committee’s view was that the 
benefits of ICS continue to outweigh 
their risks. The PRAC also considered 
whether there were any differences 
in the risk of pneumonia between 
these products and did not find con-
clusive evidence of such a difference. 
Pneumonia remains a common side ef-
fect for all ICS medicines.

Cases of reactivation of hepatitis B  
virus (HBV) have occurred in patients, 
who are chronic carriers of HBV, follow-
ing treatment with BCR-ABL tyrosine 
kinase inhibitors (TKIs)*. Some cases 
of HBV reactivation resulted in acute  
hepatic failure or fulminant hepatitis 
leading to liver transplantation or a  
fatal outcome. 

Advice to Healthcare Professionals

Advice to Healthcare Professionals

• Healthcare Professionals should re-
main vigilant for the possible devel-
opment of pneumonia in patients 
treated with ICS for COPD as the 
clinical features of such infections 
may overlap with the symptoms of 
COPD exacerbations.

• Risk factors for pneumonia in pa-
tients with COPD include current 
smoking, age, low BMI and severe 
COPD.

• The product information (SmPC 
and PL) for ICS medicines will be 
updated shortly to reflect the out-
come of this review.

• Any suspected adverse reactions 
should be reported to the HPRA 
using the usual methods (www.
hpra.ie). 

• HBV reactivation is considered a 
class effect of BCR-ABL TKIs, al-
though the mechanism and the fre-
quency of HBV reactivation during 
exposure is not known at this time.

• Patients should be tested for HBV 
infection before initiating treat-
ment with BCR-ABL TKIs.

• Patients who have been identified 
as carriers of HBV and require treat-
ment with BCR-ABL TKIs should be 
closely monitored for signs and 
symptoms of active HBV infec-
tion during treatment and for sev-
eral months following cessation of 
treatment.

• The product information (Summary 
of Product Characteristics (SmPC) 
and Package Leaflet (PL)) for these 
medicines will be updated shortly 
with this information.

• A Direct Healthcare Professional 
Communication (DHPC) was 
circulated by the Marketing 
Authorisation Holders (MAH) in 
March 2016.

• Any suspected adverse reactions 
should be reported to the HPRA 
using the usual methods (www.
hpra.ie). 

Key Message
The EU review confirmed the known 
risk that COPD patients treated 
with inhaled corticosteroids (ICS) 
medicines are at increased risk of 
pneumonia. 

This increased risk should be consid-
ered a class effect with ICS medicines.

Healthcare Professionals should be 
alert to the signs and symptoms of 
pneumonia, as clinical features may 
overlap with the symptoms of COPD 
exacerbations.

*Further details on ICS medicines 
are available on www.hpra.ie and 
www.ema.europa.eu

* BCR-ABL TKIs include imatinib, dasatinib, nilotinib, bosutinib and ponatinib. 
Further details are available on www.hpra.ie and www.ema.europa.eu
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Key Message
HBV reactivation is considered a 
class effect of BCR-ABL TKIs.

Patients who have been identified 
as carriers should be tested for hep-
atitis B virus (HBV) prior to initiating 
treatment with BCR-ABL TKIs. 

Patients treated with BCR-ABL TKIs 
should be closely monitored for 
signs and symptoms of HBV infec-
tion during treatment and for sev-
eral months following termination 
of therapy.

http://www.hpra.ie
http://www.hpra.ie
http://www.hpra.ie/docs/default-source/default-document-library/important-safety-information---bcr-abl-tyrosine-kinase-inhibitors-(imatinib-dasatinib-nilotinib-bosutinib-ponatinib).pdf?sfvrsn=0
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Key Message
ONJ has been reported in oncology 
patients treated with aflibercept. The 
risk should be considered particularly 
when aflibercept and intravenous 
bisphosphonates are administered 
concomitantly or sequentially.

The approved product information 
(Summary of Product Characteristics 
(SmPC) and Package Leaflet (PL)) has 
been updated with this information.

Further information on Zaltrap 
is available at www.hpra.ie 
and www.ema.europa.eu

PRODUCT SAFETY ISSUE 
 

Invokana (canagliflozin),  Risk of lower limb amputation. 
Vokanamet (canagliflozin,  
metformin) 
Locabiotal (fusafungine) Fusafungine-containing medicinal products for oromucosal and nasal use will no longer  
 be available on the market.
Imnovid (pomalidomide) Hepatitis B virus status to be established before initiating treatment with pomalidomide.
 
BCR-ABL Tyrsosine Kinase  The need to screen patients for hepatitis B virus before treatment due to risk  
Inhibitors (imatinib, dasatinib, of hepatitis B reactivation 
nilotinib, bosutinib, ponatinib)

Zydelig (idelalisib) Restriction on the use of Zydelig for the treatment of chronic lymphocytic 
 leukaemia (CLL) and relapsed follicular lymphoma (FL) following new clinical trial results.

Direct Healthcare Professional Communications published on the HPRA website since the 
last Drug Safety Newsletter
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Correspondence/Comments should be sent to the Pharmacovigilance Section, 
Health Products Regulatory Authority, contact details below.

Aflibercept (Zaltrap) – Minimising the risk of 
osteonecrosis of the jaw (ONJ)

Osteonecrosis of the Jaw (ONJ) is a 
known risk associated with use of some 
antiangiogenic medicines and bispho-
sphonates and cases of ONJ have also 
been reported in oncology patients 
treated with aflibercept. Aflibercept in 
combination with irinotecan/5-fluoro-
uracil/folinic acid (FOLFIRI) chemother-
apy is indicated in adults with meta-
static colorectal cancer (MCRC) that is 
resistant to, or has progressed after an 
oxaliplatin-containing regimen. A me-
ta-analysis of three phase III clinical tri-
als found an overall frequency of ONJ 
of 0.2% in patients treated with afliber-
cept and <0.1% in patients treated with 
placebo.

 

Advice to Healthcare Professionals
• Patients who have previously or 

concomitantly received an intrave-
nous bisphosphonate may be at 
particular risk.

• Before starting treatment, a den-
tal examination and/or any appro-
priate preventive dentistry needs 
should be considered. 

• Invasive dental procedures are an 
identified risk factor for ONJ and 
should, if possible, be avoided 
in patients treated with afliber-
cept and who have previously re-
ceived or are receiving intravenous 
bisphosphonates.

• During treatment, patients should 
be advised to maintain good oral 
hygiene, receive regular dental 
check-ups and to report any oral 
symptoms such as pain/swelling to 
their healthcare professional.

• A Direct Healthcare Professional 
Communication (DHPC) was circu-
lated by the Marketing Authorisation 
Holder in March 2016. 

• Suspected adverse reactions 
should be reported to the HPRA 
using the usual methods (www.
hpra.ie). 

http://www.hpra.ie
http://www.ema.europa.eu
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