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Acipimox only to be used as additional or altenwetreatment to reduce high
triglyceride levels

2.1.2014 | Circular Number P03/2014

I nfor mation on Medicinal Product

Acipimox is a substance closely related to nicotiacid that is available for the treatment of lipid
disorders. Nicotinic acid is a naturally occurriagbstance used in low doses as a vitamin (known as
niacin or vitamin B3). In higher doses, it redudks levels of fat in the blood. In the EU, acipimox
containing medicines are currently marketed in sdvamember states. In Malta, acipimox is on the
national formulary and is made available by thepitaBs Central Procurement and Supplies Unit
(CPSU).

I nfor mation from the European Medicines Agency about the safety concern

The Co-ordination Group for Mutual Recognition addcentralised Procedures — Human (CMDh) has
confirmed by majority that medicines containingpamiox should have their marketing authorisations
amended to ensure that they are used across tlopdaur Union only as an additional or alternative
treatment in type Illb and type IV hyperlipoprotenada. These are conditions involving
hypertriglyceridaemia (high levels of triglyceridestype of fat, in the blood), with or without neased
cholesterol. Acipimox-containing medicines shou&used when changes in lifestyle, including diet an
exercise, and treatment with other medicines aradequate.

The review of acipimox was originally conducted tine EMA’'s Pharmacovigilance Risk Assessment
Committee (PRAC) and was started due to HPS2-THRB/Earge study which looked at the long-term
effect of the combination of nicotinic acid (thebstance related to acipimox) and another medicine,
laropiprant, in treating lipid disorders. The stughowed that adding this combination to treatmeithh w
statins (another class of medicines used to tipat tlisorders) did not lead to additional benefits
reducing the risk of major vascular events sucheest attack and stroke, but did result in a higher
frequency of non-fatal but serious side effectsaAssult, the European Medicines Agency recomninde
the suspension of medicines containing the comibimatf nicotinic acid and laropiprant across the'EU
Because acipimox was related to nicotinic acidwad marketed for lipid disorders in the EU, its dfén

risk balance was also then reviewed.

After looking at the available data on acipimox¢liuding evidence from the literature, spontaneous
reports of adverse effects and advice from a gadugxperts in the treatment of lipid disordersyadl as
data from HPS2-THRIVE, the PRAC concluded that iaoix continues to have a role as an additional or
alternative treatment to reduce triglycerides insth forms of hyperlipoproteinaemia that involvehhig
triglyceride levels (with or without increased cbstierol), in patients in whom lifestyle changes asel of
other medicines such as fibrates and statins drademuate. The results from HPS2-THRIVE could not
be applied directly to acipimox since the studyesstigated the effect of the combination with lapsant,
whose effects were not establishadd possible differences between nicotinic acid acigimox were
also identified. However, findings from the HPS2RINE study were used to expand tlarnings in the

1. More information can be found on the EMA’s website: ema.europa.eu/Find medicine/Human
medicines/Referrals/Tredaptive, Pelzont and Trevaclyn.
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acipimox product information concerning a possiblereased risk of painful muscle damage when
acipimox is used together with a statin.

The CMDh endorsed the PRAC recommendations by magimd its position will now be sent to the
European Commission for the adoption of an EU-viedglly binding decision.

In Malta
For Healthcar e Professionals

Acipimox is indicated for the treatment of hypaglyceridaemia with or without
hypercholesterolaemia (Fredrickson type IIb or tiyéyperlipoproteinaemia).

Based on the available data, the indications fguimox should be restricted to alternative or adjun
treatment in patients who have not responded adielgua other treatments such as statin or fibrate
treatment. Patients receiving acipimox should hthedr treatment reviewed at their next regular
appointment.

The main role of acipimox is to prevent the nordaarascular complications of
hypertriglyceridaemia and acipimox should not bedutor the prevention of cardiovascular disease in
the absence of convincing LDL-C or outcome data.

Although the review of acipimox-containing medicgn&as originally triggered by concerns arising
from the HPS2-THRIVE study, the extended releasetmic acid/laropiprant combination used in
that study cannot be regarded as the same as mommeoent acipimox and the concerns can
therefore not be extrapolated to acipimox, in patéir due to the possible confounding effect of
laropiprant.

However, based on the results from HPS2-THRIVE #red chemical similarity of acipimox and
nicotinic acid, prescribers should be aware ofgbintial increased risk of myopathy when acipimox
is used in combination with a statin.

The review of acipimox was based on the limitedilalée efficacy and safety data on acipimox as
well as data from the scientific literature relgtito the structurally related compound nicotinicdac
In addition, the PRAC consulted an ad-hoc expextigrof European experts on the use of acipimox.

Based on the available data, the PRAC noted a nuofldinical differences between acipimox and
nicotinic acid, with acipimox having a longer duoat of action and non-clinical studies showing that
acipimox is consistently less potent than nicotagd as an agonist of the HCA2 receptor.

Acipimox was considered to be efficacious in redgcitriglyceride levels in patients with
hypertriglyceridaemia (Fredrickson type IV hypeolpoteinaemia) and significantly superior to
placebo in patients with hypercholesterolaemialaypertriglyceridaemia (Fredrickson

type lIb hyperlipoproteinaemia). It was noted thatpimox was of particular use in patients who
either do not tolerate statin or fibrates or whondo achieve triglyceride goals with statin or &ite
therapy alone and could therefore be used as emailive or adjunct treatment to reduce triglyoerid
levels in these patients.

Having reviewed the available safety data, inclgddata on nicotinic acid obtained from HPS2-
THRIVE, the PRAC considered the safety profile apanox to be well characterised. Flushing, rash
and gastrointestinal effects (nausea, dyspeps@rhdiea and upper abdominal pain) are the most
frequently reported adverse effects for acipimos are listed in the acipimox product information,
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together with pruritus, erythema, urticaria andiaedema. The PRAC considered that the available
data did not identify any new safety informationiethimpacts the benefit-risk balance of acipimox,
with the exception of a potential risk of musclittty associated with the concomitant use of
acipimox with statins, which was addressed by agldimarning to the product information.

Information to patients

« Acipimox is a medicine used to treat disordersteeldo high levels of fat in the blood. Its uses an
safety have been reviewed because of a study spothiex a related medicine, nicotinic acid,
increased the side effects and gave no additioeakfit when it was taken together with other
treatments for these disorders.

« The review has shown that acipimox can be usefanaadditional or alternative treatment to lower
high levels of triglycerides (a particular typefaf) in the blood of patients with high levels bkse
fats (with or without high cholesterol), who canbettreated by means such as diet, exercise, er oth
medicines.

+ Most patients taking acipimox are already using ithis way, but the product information is being
updated to clarify the recommended use.

« Patients taking acipimox should have their treatmermvaluated at their next regular appointment.

« Patients who have any questions should ask thetodor pharmacist.

For more information please visitww.ema.eur opa.eu

Reporting Adver se Drug Reactions

Healthcare professionals and patients are encadirégemaintain vigilance on acipimox containing
medicinal products name. Suspected Adverse DrugtiRea (side effects) may be reported using the
Medicines Authority yellow card scheme or onlinéhtip: //www.medicinesauthority.gov.mt/adr portal

or to the marketing authorisation holder or thegdl representatives.

Dr John J Borg PhD (Bristol)
Post-licensing Dir ector

Healthcare professionals and patients are encouraged to regularly check the Medicine Authority
website for product safety updates asthese are issued on an ongoing basis.
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