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Background

As with most medicines with recently granted marketing authorisation (often referred
to as recently-licenced medicines), the antiviral medicines oseltamivir (Tamiflu) and
zanamivir (Relenza) have not been studied sufficiently from the point of view of
safety and efficacy to achieve a licence for use in these patient groups.

Existing limited information on use in these groups was previously considered by the
Department of Health scientific advisory group on pandemic influenza and the
working group on influenza in pregnancy.

These groups found no evidence of harm to the fetus or to children in those known
cases where antiviral medicines had been taken by pregnant women or by children
under the age of one year.

Both groups recommended that in a pandemic situation, the use of antiviral
medicines provides benefits which significantly outweigh any theoretical risks in
these patient groups, and that antiviral medicines could be given, in appropriate
doses, to treat pregnant women and children under the age of one year with clinically
diagnosed influenza.

The Royal College of Paediatrics and Child Health has also developed a consensus
statement on the use of oseltamivir in infants under one year of age, taking into
account the use of the agent in Japan in recent outbreaks.

The situation regarding use by women who are breastfeeding was less clear, owing
to very scanty scientific information, though animal studies suggested that the use of
treatment doses in lactating animals did not cause harm to offspring.

The opinion of the European Medicines Agency (EMEA)

The licences for both oseltamivir and zanamivir were granted by the European
Medicines Agency (EMEA) under the Central European Licencing Procedure, which
licences a medicine for use in European countries. The EMEA has considered the
latest available information on the use of these medicines in pregnancy, in women
who are breastfeeding and in children under the age of one year.

They have based their opinions on:
Pregnancy and lactation:

e areview of over 200 case-reports of exposure to oseltamivir and just under
100 case-reports of exposure to zanamivir in pregnant women

e reports of effects on pregnancy and the offspring in other animal species
during the initial investigational studies of both drugs.

e knowledge of the concentrations of the two medicines in blood, tissues,
placenta and the fetal compartment in investigational studies



¢ limited data on the concentration of the two drugs in the breast milk of
lactating animals

e data on the safety of oseltamivir in children under the age of one year (see
below).

There was no evidence of adverse effects on pregnancy or offspring; only the
expected rate of events related to the progress of pregnancy, and the expected rates
of congenital abnormality were seen in the relevant populations.

Children under the age of one year:

e data from ongoing studies of the use of oseltamivir treatment in children aged
less than 24 months, including data on children aged below 12 months

e retrospective case-analyses of children aged below 12 months, treated with
oseltamivir

e a prospective survey of the use of oseltamivir in children aged below one year
in Japan.

Altogether, the cases of around three thousand children have been examined. EMEA
found no evidence of adverse effects of treatment other than those already reported
in the product literature. There was evidence of effectiveness of the treatment in this
age group.

A summary of the opinions of EMEA, published on 8" May 2009

For seasonal (normal winter) influenza:

e the precautions indicated in the licence and in the Patient Information Leaflet
for use of these medicines in pregnancy, by breastfeeding women and for
children under the age of one remain valid.

In the context of a novel influenza virus in a pandemic situation:

e for pregnant or breastfeeding women: the benefit of using (Tamiflu or
Relenza) outweighs the risk, for both treatment and prophylaxis

o for treatment of children under the age of one year: oseltamivir should be
used, in a dose of 2 - 3 mg/kg twice daily for five days

e post-exposure prophylaxis for children under the age of one year requires very
careful consideration: if it is decided to prescribe Tamiflu to prevent influenza
for children below one year of age the appropriate dose should be 2 — 3 mg/kg
once daily for 10 days.

The EMEA considers that children under one year of age should be treated under
medical supervision and that, at least for children below three months of age, this
should be in hospital; however they realise that hospital resources may be under

severe pressure.



Recommendations

The Department of Health’s recommendations on the use of
antiviral medicines in a pandemic situation for pregnant women,
women who are breastfeeding and children under the age of one
year:

Treatment of pregnant women

Pregnant women with symptoms of influenza should be treated with an antiviral
medicine. Relenza (zanamivir) is the recommended medicine, as it is inhaled and
reaches only very low concentrations in the blood. However, if a pregnant women
has a contraindication to Relenza, or requires a medicine which is systemically
active, Tamiflu should be used.

Post exposure prophylaxis of influenza in pregnant women exposed to a novel
pandemic virus strain

If it is decided that a pregnant woman requires prophylaxis because of family or other
contact with a novel pandemic virus strain, the preferred antiviral medicine is
Relenza.

Treatment of women who are breastfeeding

Women who are breastfeeding and have symptoms of influenza should be treated
with an antiviral medicine. The preferred medicine is Tamiflu, as for other adults.
However, if a woman’s baby is born and breastfeeding is started while the woman is
taking Relenza, she should complete the course of Relenza; it is not necessary to
switch to Tamiflu.

Post exposure prophylaxis for women who are breastfeeding

If it is decided that a woman who is breastfeeding requires prophylaxis because of
family or other contact with a novel pandemic virus strain, the preferred antiviral
medicine is Tamiflu.

Treatment of Children under the age of one year

Children under the age of one year who have symptoms of influenza should be
treated with oseltamivir. In the UK, two preparations are available for this purpose:
Tamiflu suspension 12 mg in one ml (manufactured by Roche and licensed for use in
children over 1 year of age); and oseltamivir solution 15mg in one ml.

DH policy is not to stockpile the manufactured suspension because of its limited shelf
life. Instead, the raw ingredient powder of pharmaceutical grade has been purchased
from Roche to manufacture into a solution by designated licensed hospital pharmacy
manufacturing units.



Children in this age-group with influenza symptoms will be assessed by a GP or
other healthcare worker experienced in assessing children. At this assessment, the
correct dose of antiviral medicine will be determined, and any other medical
management requirements will be identified.

GPs will be available to review these children in the community, and will have a low
threshold for referring children to hospital clinics for further management decisions if
severe or complicated influenza, or adverse effects of treatment are suspected.

Post-exposure prophylaxis for children under the age of one year

The balance of benefit and risk for using Tamiflu for the prophylaxis of influenza in
children under the age of one year who are not currently suffering from influenza
symptoms is not clear. A decision on whether prophylaxis with Tamiflu should be
recommended should be taken by an expert in the care of young children.
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