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Information for the 2008-09 Influenza Season

Although influenza activity is low in the United States to date, preliminary data from a limited number of
states indicate that the prevalence of oseltamivir-resistant influenza A (HLN1) virus strains is high.
Therefore, CDC is issuing interim recommendations for antiviral treatment and chemoprophylaxis of
influenza during the 2008-09 influenza season. When influenza A (H1N1) virus infection or exposure is
suspected, zanamivir or a combination of oseltamivir and rimantadine are more appropriate options
than oseltamivir alone. Local influenza surveillance data and laboratory testing can help with physician
decision-making regarding the choice of antiviral agents for their patients. The 2008-09 influenza
vaccine is expected to be effective in preventing or reducing the severity of iliness with currently
circulating influenza viruses, including oseltamivir-resistant influenza A (H1N1) virus strains. Since
influenza activity remains low and is expected to increase in the weeks and months to come, CDC
recommends that influenza vaccination efforts continue.

Background

Influenza A viruses, including two subtypes (H1N1) and (H3N2), and influenza B viruses, currently
circulate worldwide, but the prevalence of each can vary among communities and within a single
community over the course of an influenza season. In the United States, four prescription antiviral
medications (oseltamivir, zanamivir, amantadine and rimantadine) are approved for treatment and
chemoprophylaxis of influenza. Since January 2006, the neuraminidase inhibitors (oseltamivir,
zanamivir) have been the only recommended influenza antiviral drugs because of widespread
resistance to the adamantanes (amantadine, rimantadine) among influenza A (H3N2) virus strains. The
neuraminidase inhibitors have activity against influenza A and B viruses while the adamantanes have
activity only against influenza A viruses. In 2007-08, a significant increase in the prevalence of
oseltamivir resistance was reported among influenza A (HLN1) viruses worldwide. During the 2007-08
influenza season, 10.9% of H1IN1 viruses tested in the U.S. were resistant to oseltamivir.

Influenza activity has been low thus far this season in the United States. As of December 19, 2008, a
limited number of influenza viruses isolated in the U.S. since October 1 have been available for antiviral
resistance testing at CDC. Of the 50 H1N1 viruses tested to date from 12 states, 98% were resistant to
oseltamivir and all were susceptible to zanamivir, amantadine and rimantadine. Preliminary data
indicate that oseltamivir-resistant influenza A (HLN1) viruses do not cause different or more severe
symptoms compared to oseltamivir-sensitive influenza A (H1N1) viruses. Influenza A (H3N2) and B
viruses remain susceptible to oseltamivir. The proportion of influenza A (H1N1) viruses among all
influenza A and B viruses that will circulate during the 2008-09 season cannot be predicted, and will
likely vary over the course of the season and among communities. Oseltamivir-resistant influenza A
(H1N1) viruses are antigenically similar to the influenza A (H1N1) virus strain represented in 2008-09
influenza vaccine and CDC recommends that influenza vaccination efforts continue as the primary
method to prevent influenza.

Oseltamivir resistance among circulating influenza A (HLN1) virus strains presents challenges for the
selection of antiviral medications for treatment and chemoprophylaxis of influenza, and provides
additional reasons for clinicians to test patients for influenza virus infection and to consult surveillance
data when evaluating persons with acute respiratory illnesses during influenza season. These interim
guidelines provide options for treatment or chemoprophylaxis of influenza in the United States if
oseltamivir-resistant HIN1 viruses are circulating widely in a community or if the prevalence of
oseltamivir-resistant HIN1 viruses is uncertain.



Interim Recommendations

Persons providing medical care for patients with suspected influenza or persons who are candidates for
chemoprophylaxis against influenza should consider the following guidance for assessing and treating
patients during the 2008-09 influenza season (see attached Antiviral Guidance Table):

1

2)

3)

Review local or state influenza virus surveillance data weekly during influenza season, to determine
which types (A or B) and subtypes of influenza A virus (H3N2 or H1N1) are currently circulating in
the area. For some communities, surveillance data might not be available or timely enough to
provide information useful to clinicians.

Consider use of influenza tests that can distinguish influenza A from influenza B.

a) Patients testing positive for influenza B may be given either oseltamivir or zanamivir (no
preference) if treatment is indicated.

b) At this time, if a patient tests positive for influenza A, use of zanamivir should be considered if
treatment is indicated. Oseltamivir should be used alone only if recent local surveillance data
indicate that circulating viruses are likely to be influenza A (H3N2) or influenza B viruses.
Combination treatment with oseltamivir and rimantadine is an acceptable alternative, and might
be necessary for patients that cannot receive zanamivir, (e.g., patient is <7 years old, has
chronic underlying airways disease, or cannot use the zanamivir inhalation device), or zanamivir
is unavailable. Amantadine can be substituted for rimantadine if rimantadine is unavailable.

c) If a patient tests negative for influenza, consider treatment options based on local influenza
activity and clinical impression of the likelihood of influenza. Because rapid antigen tests may
have low sensitivity, treatment should still be considered during periods of high influenza activity
for persons with respiratory symptoms consistent with influenza that test negative and have no
alternative diagnosis. Use of zanamivir should be considered if treatment is indicated.
Combination treatment with oseltamivir and rimantadine (substitute amantadine if rimantadine
unavailable) is an acceptable alternative. Oseltamivir should be used alone only if recent local
surveillance data indicates that circulating viruses are likely to be influenza A (H3N2) or
influenza B viruses.

d) If available, confirmatory testing with a diagnostic test capable of distinguishing influenza
caused by influenza A (H1N1) virus from influenza caused by influenza A (H3N2) or influenza B
virus can also be used to guide treatment. When treatment is indicated, influenza A (H3N2) and
influenza B virus infections should be treated with oseltamivir or zanamivir (no preference).
Influenza A (H1N1) virus infections should be treated with zanamivir or combination treatment
with oseltamivir and rimantadine is an acceptable alternative.

Persons who are candidates for chemoprophylaxis (e.g., residents in an assisted living facility

during an influenza outbreak, or persons who are at higher risk for influenza-related complications

and have had recent household or other close contact with a person with laboratory confirmed
influenza) should be provided with medications most likely to be effective against the influenza virus
that is the cause of the outbreak, if known. Respiratory specimens from ill persons during
institutional outbreaks should be obtained and sent for testing to determine the type and subtype of
influenza A viruses associated with the outbreak and to guide antiviral therapy decisions. Persons
whose need for chemoprophylaxis is due to potential exposure to a person with laboratory-
confirmed influenza A (H3N2) or influenza B should receive oseltamivir or zanamivir (no
preference). Zanamivir should be used when persons require chemoprophylaxis due to exposure
to influenza A ( H1IN1) virus. Rimantadine can be used if zanamivir use is contraindicated.

Enhanced surveillance for influenza antiviral resistance is ongoing at CDC in collaboration with local
and state health departments. Clinicians should remain alert for additional changes in
recommendations that might occur as the 2008-09 influenza season progresses. Information on
antiviral resistance will be updated in weekly surveillance reports (available at
http://lwww.cdc.gov/flu/weekly/fluactivity.htm). Additional information for clinicians and patients is
available at http://www.cdc.gov/flu.



Antiviral Guidance Table

Interim recommendations for the selection of antiviral treatment using laboratory test results
and viral surveillance data, United States, 2008-09 seasont

This table is an attachment to HAN issued 12/19/2008, “CDC Issues Interim Recommendations for the
Use of Influenza Antiviral Medications in the Setting of Oseltamivir Resistance among Circulating
Influenza A (HIN1) Viruses, 2008-09 Influenza Season”

Rapid antigen or other Pr.edomlna'mt Preferred Alternative (combination
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laboratory test : Medications antiviral treatment)
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*Amantadine can be substituted for rimantadine but has increased risk of adverse events. Human data
are lacking to support the benefits of combination antiviral treatment of influenza; however, these
interim recommendations are intended to assist clinicians treating patients who might be infected with
oseltamivir-resistant influenza A (H1N1) virus.

**Positive A+B indicates a rapid antigen test that cannot distinguish between influenza and influenza B
viruses

¥ Influenza antiviral medications used for treatment are most beneficial when initiated within the first
two days of illness. Clinicians should consult the package insert of each antiviral medication for specific
dosing information, approved indications and ages, contraindications/warnings/precautions, and
adverse effects.




®
RELENZA (zanamivir) Inhalation Powder

This document contains important information about RELENZA (zanamivir) Inhalation Powder. The
information below is excerpted from the RELENZA Patient Labeling Information.

What is RELENZA?

RELENZA (ruh-LENS-uh) is a medicine for the treatment of influenza and for reducing the chance of
getting the flu in community and household settings. It belongs to a group of medicines called
neuraminidase inhibitors. These medications attack the influenza virus and prevent it from spreading
inside your body. RELENZA treats the cause of influenza at its source, rather than simply masking the
symptoms.

Important Safety Information about RELENZA

Some patients have had bronchospasm (wheezing) or serious breathing problems when they used
RELENZA. Many but not all of these patients had previous asthma or chronic obstructive pulmonary
disease. RELENZA has not been shown to shorten the duration of influenza in people with these
diseases. Because of the risk of side effects and because it has not been shown to help them,
RELENZA is not recommended for people with chronic respiratory disease such as asthma or chronic
obstructive pulmonary disease.

If you develop worsening respiratory symptoms such as wheezing or shortness of breath, stop using
RELENZA and contact your healthcare provider right away.

If you have chronic respiratory disease such as asthma and chronic obstructive pulmonary disease and
your healthcare provider has prescribed RELENZA, you should have a fast-acting, inhaled
bronchodilator available for your use. If you are scheduled to use an inhaled bronchodilator at the same
time as RELENZA, use the inhaled bronchodilator before using RELENZA.

Read the rest of this leaflet for more information about side effects and risks.

Other kinds of infections can appear like influenza or occur along with influenza, and need different
kinds of treatment. Contact your healthcare provider if you feel worse or develop new symptoms during
or after treatment, or if your influenza symptoms do not start to get better.

Who should not take RELENZA?
=People who have chronic lung disease such as asthma or chronic obstructive pulmonary disease
(RELENZA has not been shown to shorten the duration of influenza in persons with these
diseases. Some people have had serious side effects like bronchospasm and worsening lung
function)
=People who are allergic to zanamivir or any other ingredient of RELENZA

Also tell your healthcare provider if you have any type of chronic condition including lung or heart
disease, if you are allergic to any other medicines or food products, or if you are pregnant.

RELENZA does not treat flu-like illness that is not caused by influenza virus.

Who should consider taking RELENZA?

Adult and pediatric patients at least 7 years of age who have influenza symptoms that appeared within
the previous day or two. Typical symptoms of influenza include sudden onset of fever, cough,
headache, fatigue, muscular weakness, and sore throat.

RELENZA can also help reduce the chance of getting the flu in adults and children at least 5 years of
age who have a higher chance of getting the flu because they spend time with someone who has the
flu. RELENZA can also reduce the chance of getting the flu if there is a flu outbreak in the community.
The use of RELENZA for the treatment of flu has not been shown to reduce the risk of spreading the

virus to others.



How and when should | take RELENZA?

RELENZA is packaged in medicine disks called ROTADISKS® and is inhaled by mouth using a
delivery device called a DISKHALER®. Each ROTADISK contains 4 blisters. Each blister contains 5 mg
of active drug and 20 mg of lactose powder (which contains milk proteins).

You should receive a demonstration on how to use RELENZA in the DISKHALER from a healthcare
provider. Before taking RELENZA, read the “Patient Instructions for Use.” Make sure that you
understand these instructions and talk to your healthcare provider if you have any questions. Children
who use RELENZA should always be supervised by an adult who understands how to use RELENZA.
Proper use of the DISKHALER to inhale the drug is necessary for safe and effective use of RELENZA.

If you have the flu the usual dose for treatment is 2 inhalations of RELENZA (1 blister per inhalation)
twice daily (in the morning and evening) for 5 days. It is important that you begin your treatment with
RELENZA as soon as possible from the first appearance of your flu symptoms. Take 2 doses on the
first day of treatment whenever possible if there are at least 2 hours between doses.

To reduce the chance of getting the flu, the usual dose is 2 inhalations of RELENZA (1 blister per
inhalation) once daily for 10 or 28 days as prescribed by your healthcare provider.

Never share RELENZA with anyone, even if they have the same symptoms. If you feel worse or
develop new symptoms during treatment with RELENZA, or if your flu symptoms do not start to get
better, stop using the medicine and contact your healthcare provider.

What if | am pregnant or nursing?

If you are pregnant or planning to become pregnant while taking RELENZA, talk to your healthcare
provider before taking this medication. RELENZA is normally not recommended for use during
pregnancy or nursing, as the effects on the unborn child or nursing infant are unknown.

How and where should | store RELENZA?

RELENZA should be stored at room temperature below 77°F (25°C). RELENZA is not in a childproof
container. Keep RELENZA out of the reach of children. Discard the DISKHALER after finishing your
treatment.



