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FDA takes action against thousands of illegal Internet pharmacies

FDA News Release
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http://www.fda.gov/NewsEvents/Newsroom/PressAnnouncements/ucm322492.htm
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Meeting highlights from the Pharmacovigilance Risk Assessment Committee (PRAC) 1-3
October 2012
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* Review of codeine-containing medicines started (Codeine& A = 3DV E = —Bi4h)
http://www.ema.europa.eu/ema/index.jsp?curl=pages/medicines/human/referrals/Codeine_contain
ing_medicinal_products/human_referral_prac_000008.jsp&mid=WC0b01ac05805c516f
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- Announcement - Review of codeine-containing medicines started (Codeine& A 3 i LB = —
BARODFEFR)
http://www.ema.europa.eu/docs/en_GB/document_library/Referrals_document/Codeine_contai
ning_medicinal_products/Procedure_started/\WC500133297.pdf
- Referral notification Codeine (f76/m Hi &)
http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentld=
WC500133300
- PRAC list of questions (PRACERLD [EIREY AR)
http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentld=
W(C500133298
- Timetable for the procedure (Bt &I T A 22— L)
http://www.ema.europa.eu/ema/pages/includes/document/open_document.jsp?webContentld=
WC500133299
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Rare disease
designations Review of codeine-containing medicines started
Medicines under The European Medicines Agency has started a review of codeine-containing medicines
evaluation when used for post-operative pain relief in children.
Medicines for use Codeine is a widely used analgesic (a medicine for pain relief) which is authorised for
outside the EU use in adults and children. Codeine is converted into morphine in the body by an

enzyme called CYP2D6. It is well-known that some patients who are "CYP2D6 ultra-rapid
metabolisers’ convert codeine to morphine at a faster than normal rate, resulting in
higher than normal levels of morphine in their blood. High levels of morphine can lead
to toxic effects such as breathing difficulties. Up to approximately 6.5% of Caucasians
are CYP2D6 ultra-rapid metabolisers but prevalence differs according to racial or ethnic

group.

b Referrals
Veterinary medicines

Herbal medicines for
human use
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Review of codeine-containing medicines started
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http://www.ema.europa.eu/docs/en_GB/document_library/Referrals_document/Codeine_containing
medicinal_products/Procedure_started/WC500133297.pdf
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Antipsychotics learning module
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http://www.mhra.gov.uk/ConferencesLearningCentre/LearningCentre/Medicineslearningmodules/A
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3. Principal risks and risk-reduction measures

This leaming module discusses noteworthy nisks for antipsychobics. Summarnies of product charactenisic
and the BNF should be consulted for a fuller account of the adverse effects and wamings for ndividual
anfipsychotics.

The frequency of adverse effects often vanes between diffierent antipsycholics; more information is given in the
discussion on individual risks

» Gastrointestinal adverse effects—including constipation, dry mouth, nausea
# Central nensouws system adwerse effects
» Sedation and skeep dishwbances
» Extrapyramidal side efiects—acule dystonia, akathisia, parkinsonism, tardive dyskinesia
* Meurolepiic malignant syndrome
* Comwdsions
» Cardiovascular adverse effects
# Blood pressure changes
» Cerebrovascular events
# Cardiac rhythm disorders paricularly QT interval prolongation
* Venouws thromboembolism
Metabolic adverse efects—inchuding weight gain. dyslipidaemia, hyperglycaemia
Hypermprolacinasmia and sexual adverse effects—ncluding mensinual disturbances, sexual
dysfunction, osteoporosis
Blood disorders—including nevtropenia, agranubocyinsis
Temperature regulation—hypothermia and hyperthemmia
Adverse effects on the skin—indiuding rash, pruritus, photosensitvity
Adverse effects on the eye—including precipitation of glaucoma, mydriasis, and pigmentation
Antimuscarnnic adverse effiects—inciuding constipation, nasal stuffiness, and winary retention
Dependence and withdrawal reactions
Drug interactions—ncluding interactions which increase adverse effects (hypotension, sedation,
cardiac rhythm disturbances)

X 1: ERVRZEVRAIERE (87 a3 X0)
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3.2.1 Sedation and sleep disturbances

Sedative effects are common with some antipsychotics, especially those
with significant antihistaminic activity. Sedative effects include
drowrsiness and hypersomnia.

Factors which increase risk

Concomitant use of an antipsychotic and another sedative drug such as
an antihistaminic or a benzodiazepine increases the likelihood of effects
such as daytime drowsiness.

CHNS depressant effects can be considerably increased if elimination of the antipsychotic is substantially
reduced as could happen in patients with lver disorders or renal mpairment in the case of antipsychotics that
are excreted by the kidney. In sevene liver impaimment, the use of certain antipsychiotics induding
phenothiazines could kead to serious effects including coma.

Risk-reduction measures

As sedative effects are dose-related, starting treatment with a low dose and wsing the minimum effective dose
fior mamtenance treatment can minimise sedation.

Patients should be adwised that antipsychotic-related sedation may affect ability to drive and use machinery.

Treatment

Sedative effects generally diminish spontaneously with continuing treatment; if they do not, consider reducing
the dose and if this is not effective, consider using a less sedafing antipsychetic. f a benzodiazepine is also
being vsed, consider decreasing the dose or stopping.
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Antiandrogens and hepatotoxicity

Canadian Adverse Reaction Newsletter Vol. 22, No. 4, 2012
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