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Avandia (rosiglitazone)–Risk of
Cardiovascular Adverse Reactions

Avandia is a medicinal product authorised
for use across the European Union

through the European licensing process for
the treatment of type II diabetes. Its active
substance, rosiglitazone, is also available in
combination with metformin as Avandamet,
and in combination with glimepiride as
Avaglim.

Rosiglitazone is contraindicated in patients
with cardiac failure or a history of cardiac fail-
ure and this contraindication has been in
place since it was first authorised in the EU in
2000. The product information for rosiglita-
zone also includes warnings on the risk of car-
diac failure.

Since the time of first authorisation, rosigli-
tazone has been closely monitored, including
its cardiovascular safety profile. In May 2007,
the European Committee for Human Medici-
nal Products (CHMP) considered new informa-
tion on the possible risk of ischaemic heart
disease in patients taking rosiglitazone and
information on possible risk of bone fractures
in women and as such carried out a full re
assessment of the benefits and risks of rosigli-
tazone.

In October 2007, the European review con-
cluded that the benefits of rosiglitazone con-
tinued to outweigh its risks, but recommended

that rosiglitazone should only be used in
patients with ischaemic heart disease after
careful evaluation of each patient’s individual
risk factors. In addition, the CHMP recom-
mended that the product information should
be updated as follows:

• Inclusion of a new contraindication stat-
ing that rosiglitazone must not be used in
patients with an acute coronary syn-
drome, such as angina or some types of
myocardial infarction, because the medi-
cine has not been studied in controlled tri-
als in this patient group.

• Inclusion of a warning regarding the use
of rosiglitazone in patients with peripheral
artery disease.

The CHMP recently confirmed its previous
position that the benefits of rosiglitazone in
the treatment of type II diabetes continue to
outweigh its risks and that it will continue to
carefully monitor its safety.

In the meantime, the IMB would like to
take this opportunity to remind healthcare
professionals to closely adhere to the approved
recommendations for use, warnings and pre-
cautions and contraindications when using
rosiglitazone and to report all suspected
adverse reactions associated with its use, par-
ticularly any cardiovascular adverse reactions,
to the IMB in the usual way.
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Isotretinoin – Pregnancy
Prevention Programme

Isotretinoin is a medicinal substance
approved for oral use in the treatment of

severe forms of acne resistant to adequate
courses of standard treatment with systemic
antibacterials and/or topical therapy.
Isotretinoin should only be prescribed by or
under the supervision of a physician with
expertise in the use of systemic retinoids for
the treatment of severe acne.

The conditions of use for all isotretinoin-
containing medicines for oral use were har-
monised in the European Union in 2003
and at that time a risk management pro-
gramme to prevent pregnancy in women of
child-bearing potential treated with
isotretinoin was introduced. The IMB would
like to take this opportunity to remind
healthcare professionals that isotretinoin
should only be used in women of child-
bearing potential when all of the conditions
of the Pregnancy Prevention Programme
are met as follows:

• The patient has severe acne resistant to
adequate courses of standard treatment
with systemic antibacterials and/or top-
ical therapy.

• The patient understands the teratogenic
risk.

• The patient understands the need for
rigorous follow-up on a monthly basis.

• The patient understands/accepts the
need for effective contraception, without
interruption, 1 month before starting
treatment, throughout the treatment
and 1 month after the end of treatment.
At least one and preferably two comple-
mentary forms of contraception includ-
ing a barrier method should be used.

• The patient understands that even if she
has amenorrhoea she must follow all of
the advice on effective contraception.

• The patient is capable of complying
with effective contraceptive measures.

• The patient is informed and under-
stands the potential consequences of
pregnancy and the need to rapidly con-
sult her healthcare professional if there
is a risk of pregnancy or pregnancy is
suspected.

• The patient understands the need and
accepts to undergo pregnancy testing
before, during and 5 weeks after the end
of treatment.

• The patient has acknowledged that she
has understood the hazards and neces-
sary precautions associated with the use
of isotretinoin.

Medically supervised pregnancy tests with a
minimum sensitivity of 25 mIU/mL are rec-
ommended to be performed in the first three
days of the menstrual cycle prior to starting
therapy, at follow-up visits at twenty eight
day intervals and five weeks after stopping
treatment to exclude pregnancy.

Healthcare professionals are reminded
that prescriptions for isotretinoin for oral
use are limited to thirty days treatment for
women of childbearing potential, that con-
tinuation of treatment requires a new pre-
scription and that each prescription is only
valid for a seven day period.

Finally, healthcare professionals are
requested to report serious adverse reactions
observed in association with the use of
isotretinoin, including those adverse reac-
tions that occur in pregnancy, to the IMB in
the usual way.
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BCG Vaccine SSI –Update

Further to previous articles on BCG Vac-
cine SSI,1 including the outcome of a ret-

rospective review of suspected adverse
reactions associated with its use, this article
provides an update on experience of
adverse reactions reported during 2007,
compared with data for the preceding years.

BCG Vaccine SSI [Danish 1331 strain]
was first authorised in Ireland in 2001 for
immunisation against tuberculosis and has
been used in the immunisation programme
since the withdrawal of the Evans BCG vac-
cine from the market in July 2002. As
detailed in the graph below, a significant
increase in the number of suspected adverse
reaction reports notified to the IMB was
observed between 2002 and 2004. A retro-
spective review of these reports and follow-
up questionnaires carried out by paediatric
experts and IMB staff suggested that the
increased reporting rate, although within
the expected frequency of adverse reactions
expected for the product, appeared to be
associated with a combination of factors
including heightened awareness surround-
ing use of the newly available BCG Vaccine
SSI following publicity associated with the
withdrawal of the previously used product, a
change in vaccine potency and reactogenic-
ity [the Danish 1331 strain is known to be
more potent than the previously approved
Copenhagen 1077 strain] and administra-
tion errors due to incorrect dose or route of
administration.

Following publication of a series of arti-
cles in MIMS Ireland1 and in the IMB’s Drug
Safety Newsletter2 highlighting the issues
identified above, the rate of reporting to the
IMB decreased significantly in 2005. While
the figure was consistent in 2006, there was
a further decline in the number of reports
submitted to the IMB during 2007, with a
total of 36 cases reported. The majority of
these cases continued to involve severe local

reactions, some of which involved abscess
formation, lymphadenopathy and/or sec-
ondary infection and some of which also
required treatment with antibiotics or refer-
ral to paediatric experts for further evalua-
tion and/or surgical intervention (i.e.
excision/drainage).

While the overall rate of reported reac-
tions is consistent with the expected inci-
dence of reactions, because of the severity of
some cases and the issues associated with
follow up, referral and further intervention,
when necessary, the IMB wishes to again
highlight the potential for serious adverse
reactions associated with BCG Vaccine SSI
e.g. lymphadenopathy, abscess formation
etc., particularly if the vaccine is inadver-
tently given subcutaneously or intramuscu-
larly rather than intradermally. As such,
prescribers are reminded to administer this
vaccine intradermally in order to minimise
the occurrence of severe local reactions and
to report suspected adverse reactions to the
IMB.

References:
1. MIMS Ireland, April 2003, September 2004,

February 2005, March 2006 & March 2007.
2. IMBDrug Safety Newsletter Editions 17, 21 & 24
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Octaplex & Octaplas – Potential for
confusion

Octaplex and Octaplas are medicinal
products which are authorised for use

through European assessment procedures
and which carry the same names through-
out the EU. In view of the name similarities
between the above two medicinal products,
healthcare professionals are reminded to be
vigilant when both prescribing and admin-
istering Octaplex and Octaplas. The
National Coagulation Centre at St James’s
Hospital hosted a meeting on current issues
and treatments in relation to haemophilia
and prothrombin complex deficiencies last
autumn. One of this meeting’s recommen-
dations was that the generic term ‘pro-
thrombin complex concentrate’ be used
when referring to the Octaplex product.

The differing presentations and indica-
tions for the two medicinal products are
described below:

Octaplex is presented as a powder and
solvent for solution for injection which must
be reconstituted before administration. It is
indicated for:

• Treatment of bleeding and perioperative
prophylaxis of bleeding in acquired defi-
ciency of the prothrombin complex
coagulation factors, such as deficiency
caused by treatment with vitamin K
antagonists, or in case of overdose of
vitamin K antagonists, when rapid cor-
rection of the deficiency is required.

• Treatment of bleeding and perioperative
prophylaxis in congenital deficiency of
the vitamin K dependent coagulation
factors II and X when purified specific
coagulation factor product is not avail-
able.

Octaplas, solution for infusion is presented
as a blood bag containing 200ml of a sterile
clear to slightly opalescent aqueous solu-
tion. Its indications are identical to those for
fresh frozen plasma (FFP):

• Complex deficiencies of coagulation fac-
tors such as coagulopathy due to severe
hepatic failure or massive transfusion.

• Substitution therapy in coagulation fac-
tor deficiencies, in emergency situations,
when a specific coagulation factor con-
centrate, e.g. factor V or factor XI, is not
available or when a precise laboratory
diagnosis is not possible.

• Reversal of the effect on fibrinolysis and
rapid reversal of effects of oral anticoag-
ulants (coumarin or indanedione type),
when vitamin K is insufficient due to
impaired liver function or in emergency
situations.

• Thrombotic thrombocytopenic purpura
(TTP), usually in conjunction with
plasma exchange.

• In intensive plasma exchange proce-
dures, Octaplas should only be used to
correct the coagulation abnormality
when abnormal haemorrhage occurs.

Any suspected adverse reactions associated
with use of these products and particularly
any related to possible confusion with the
product names should be notified to the IMB
in the usual way.

Reminder
On-line reporting of adverse
reactions

In November 2007 the IMB launched an
on-line system for adverse reaction report-

ing for healthcare professionals & con-
sumers, providing a convenient electronic
mechanism for direct reporting of adverse
reactions to the IMB

To avail of the on-line system, log on to
www.imb.ie and follow the link to ‘On-line
Reporting’ where further instructions on
how to complete an individual case report
are available.
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Bisphosphonates & Osteonecrosis of
the Jaw

Bisphosphonates are a class of medicinal
substances approved for various indications

related to their inhibitory effect on bone resorp-
tion in certain malignant and benign diseases,
including osteoporosis. Detailed information
on the approved indications for use, warnings
and precautions etc. are described in the prod-
uct information for the individual products
concerned (Fosamax, Fosavance, Osteomel,
Bonefos, Didronel, Bonviva, Bondenza, Bon-
dronat, Aredia, Actonel, Zometa & Aclasta).

A safety review of the bisphosphonates in
2005 concluded that the occurrence of ONJ
with these medicines was positively associated
with the potency of the bisphosphonate and
was strongly related with use in malignant dis-
eases and with intravenous administration
forms. However, there was also concern regard-
ing orally administered bisphosphonates and
usage in non-malignant indications. As such,
the product information for all bisphospho-
nates was updated to include additional infor-
mation and advice regarding ONJ and
bisphosphonate use. The IMB, as well as some
professional societies, communicated this
updated information to healthcare profession-
als with the aim of improving the safe use of
bisphosphonates.1

As indicated in a recent IMB MIMS article,2

reports of ONJ continue to be reported in asso-
ciation with bisphosphonates and the numbers
of reports appear to be increasing, especially
for the most potent bisphosphonates and as
such, the EU scientific committee for drug
safety has initiated a further class review. An
update on the outcome of the European review
and any further recommendations will be
communi- cated as soon as available.

In the meantime healthcare professionals
are reminded that suspected adverse reactions,
including suspected cases of osteonecrosis asso-
ciated with use of any bisphosphonate-con-
taining products should be reported to the IMB,
either on-line on the IMB website at
www.imb.ie or using a downloadable version
of the adverse reaction report form also avail-

able from the IMB’s website or by completing a
post paid ‘Yellow card’. Completed forms can
be sent to the IMB at “Freepost”, Pharmacovig-
ilance Section, Irish Medicines Board, The
Earlsfort Centre, Earlsfort Terrace, Dublin 2.

References:
1. IMB Drug Safety Newsletter, October 2006.
2. IMB MIMS Article, February 2008

Use of Cough/Cold Medicines* in
Children

Recent advice from the Food and Drug
Administration (FDA) in the US and the

Medicines and Healthcare Products Regula-
tory Agency (MHRA) in the UK highlighted
concerns regarding the use of cough and cold
medicines in children, particularly those
under two years. These concerns related to
reports of serious adverse reactions including
isolated fatalities that occurred mainly in the
US. Available post-mortem data identified
high levels of the cough/cold medicine used,
suggesting possible errors in dosing and/or
concomitant use of more than one product.

The IMB has never recommended use of
these products for cough/cold symptoms in
children under two years of age, except on the
specific advice of a doctor or pharmacist and
none of the products withdrawn from sale in
the UK were available in Ireland.

The use of cough and cold medicines in
older children is currently under review in
Europe and pending completion of the review,
the IMB recommends that parents/care-givers
be advised as follows:

• The advice of a healthcare professional
should be sought before giving
cough/cold medicines to children aged 2-
6 years.

• The recommended dosing schedule should
be followed and the maximum daily dose
should not be exceeded.

• Other cough/cold medicines should not be
taken at the same time.
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• If symptoms persist beyond 2-3 days, med-
ical advice should be sought.

The IMB recommends that children who have
a cold and an associated temperature should
be treated with paracetamol or ibuprofen.
These products can improve the child’s symp-
toms and can be used in conjunction with
cough syrups such as glycerol, honey or
lemon. Parents and care-givers should be
reminded to carefully read the package leaflet
and strictly administer the correct dosage as
specified. Special attention should be given to
reading the label and ensuring that the max-
imum dosage level and frequency are not
exceeded.

* medicines containing brompheniramine,
chlorpheniramine, dextromethorphan,
diphenhydramine, ephedrine, guaifen-
esin, ipecacuanha, oxymetazoline, phen-
ylephrine, pholcodine, pseudoephedrine or
xylometazoline

Important Information Regarding
Heparin Containing Products
including Low Molecular Weight
Heparins

Heparin is an anti-coagulant agent con-
tained in many intravenous medicinal

products authorised in Ireland and in some
medical devices available on the Irish mar-
ket. These include heparin sodium solutions
for injection and infusion and also the low
molecular weight heparins, enoxaparin
sodium, bemiparin sodium and tinzaparin.

In February 2008 an increasing trend in
adverse reactions reported in the US with cer-
tain heparin sodium multi-dose products was
observed. These adverse reactions involved
allergic/anaphylactoid type symptoms
including profound hypotension, bron-
chospasm and gastrointestinal symptoms.
Some of these cases were extremely serious,
and a small number resulted in a fatal out-
come. The products associated with the occur-
rence of these adverse reactions were recalled
from the marketplace in the US.

Similar adverse reactions have also been
reported in Germany, resulting in the recall of
relevant products there.

Investigations have shown that the
batches associated with these adverse reac-
tions contain an impurity which has been
identified as over-sulphated chondroitin sul-
phate (OSCS). This impurity is similar in
structure to heparin but it does not occur nat-
urally or as a result of any manufacturing
processes. Manufacturers of intravenous
heparin products have been testing their
products for the presence of this OSCS and a
small number of units, which were supplied
to Ireland through the exempt medicinal
product route have been recalled as a pre-
cautionary measure.

Recently, the IMB has learned that some
batches of the enoxaparin-containing prod-
uct marketed as Clexane contain low levels of
OSCS. There is no evidence that these low lev-
els are associated with any increased risk to
patients and as such, it was considered that
enoxaparin products should continue to be
used where required. Healthcare profession-
als are advised to avoid intravenous/intra-
arterial administration where possible, and
to closely monitor patients during and after
treatment, particularly for signs of allergic or
hypotensive reactions.

Healthcare professionals are advised that
intravenous heparin sodium and other low
molecular weight heparins can continue to
be used as appropriate, with this issue high-
lighted primarily for information and to rec-
ommend vigilance when administering any
heparin containing products. Any suspected
adverse reactions observed during or after
administration should be reported to the IMB
in the usual way.

In addition, as heparin is used in the man-
ufacture of some medical devices e.g. medical
devices coated in heparin and some in vitro
diagnostic devices, the IMB has advised Irish
manufacturers of Medical Devices of the
issue. To date, there have been no reported
incidents relating to such medical devices.

The IMB is continuing to closely monitor
this issue and any further recommendations
will be communicated, as appropriate.
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