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UN MEDICAL SERVICES

PANDEMIC (H1N1) 2009 FAQ FOR UN HEALTH CARE PROVIDERS
- ANTIVIRALS -
24 August 2009
[This information is based on the most reliable expert sources available to the Medical Services Division, i.e. WHO, CDC, and the New York City Dept. of Health.  When using this information outside of the USA, consultation with local health authorities, and adaptation for local conditions, is strongly encouraged. Additionally, as this is an evolving situation, the information presented here is therefore still subject to change. Please ensure that you are reviewing the latest version of this FAQ at all times.]
Where can I get more information about the types of antivirals, dosages, precautions and adverse effects?
Recommendations for use of antivirals may change as new information becomes available. Refer to Tables 1 and 2 at the end of this document for current dosing recommendations for oseltamivir and zanamivir. For updated information on dosages, precautions, adverse effects and other details regarding the use of antiviral medications please refer to WHO’s “Guidelines for Pharmacological Management of Pandemic (H1N!) 2009 Influenza and other Influenza Viruses”, 20 August 2009 (http://www.who.int/csr/resources/publications/swineflu/h1n1_guidelines_pharmaceutical_mngt.pdf).
What antivirals should I use to treat my patient?

The pandemic virus is currently susceptible to both neuraminidase inhibitors (oseltamivir and zanamivir) but resistant to a second class of antivirals, the adamantanes (amantadine and rimantadine). 
Is ANTIVIRAL treatment indicated for patients with mild flu-like illness?

Providers are encouraged to use good clinical judgment when making treatment decisions. Patients with mild/uncomplicated flu-like illness do not require antiviral treatment, unless the patient has underlying medical conditions that put them at higher risk for complications of any type of influenza. It should be noted that worldwide, most patients infected with the pandemic virus continue to experience typical flu symptoms and fully recover within a week, even without any form of medical treatment.
Who should be started on antiviral treatment?

The following patients should be started on antiviral treatment:
· Patients who initially present with severe flu-like illness or whose condition begins to deteriorate
· Patients with mild/uncomplicated flu-like illness who have underlying medical conditions that place them at higher risk for severe illness due to influenza

The above patients should be treated empirically with antiviral therapy as soon as possible, preferably within 48 hours after symptom onset. If influenza is ruled out by laboratory testing, empiric antiviral treatment can be discontinued.
Please note however, that according to WHO, the presence of underlying medical conditions will not reliably predict all or even most cases of severe illness. Worldwide, around 40% of severe cases are now occurring in previously healthy children and adults, usually under the age of 50 years.

Who IS CONSIDERED TO BE AT HIGHER RISK OF DEVELOPING SEVERE ILLNESS DUE TO INFLUENZA? 
· Infants and children less than 5 years
· The elderly (>65 years) 
· Nursing home residents
· Pregnant women
· Patients with chronic co‐morbid conditions such as cardiovascular, respiratory or liver disease, diabetes, and those with immunosuppression related to malignancy, HIV infection or other diseases
· Persons under 18 years of age who are receiving long-term aspirin therapy.
When should I initiate antiviral treatment?

Antiviral treatment should be initiated as soon as possible, preferably within 48 hours, after onset of symptoms. Recommended duration of treatment is 5 days. For patients with mild illness and underlying medical conditions, therapy should ideally be started within 48 hours of onset of illness. For patients with severe disease, treatment can be initiated at any point, even if after 48 hours, but is most effective earlier in the course of illness.
Who should be started on antiviral prophylaxis?

In general, WHO does not recommend either post-exposure and pre-exposure antiviral prophylaxis because the “opportunity cost and utilization of antiviral drugs that may be needed for treatment is not warranted”
. 

If considered, post-exposure antiviral chemoprophylaxis should be limited to persons with underlying medical conditions who are at high risk of severe illness due to influenza AND who have had close contact with patients with laboratory evidence of the pandemic virus.
Providers should take into account the patient’s infectious period when making decisions regarding antiviral prophylaxis for those defined above. The infectious period is typically one day before until 7 days after the patient’s onset of illness. If the contact occurred with a patient whose illness started more than 7 days before contact with the person under consideration for antivirals, then chemoprophylaxis may not be indicated.
Currently, we do not recommend pre-exposure antiviral prophylaxis to any staff member.

What is the chemoprophylaxis regimen for high risk close contacts?

For antiviral chemoprophylaxis of pandemic virus infection, either oseltamivir or zanamivir are recommended. Duration of antiviral chemoprophylaxis is 10 days after the last known exposure. Specific chemoprophylaxis guidelines can be found in WHO’s “Guidelines for Pharmacological Management of Pandemic (H1N!) 2009 Influenza and other Influenza Viruses”, (http://www.who.int/csr/resources/publications/swineflu/h1n1_guidelines_pharmaceutical_mngt.pdf) and in Tables 1 and 2 at the end of this document.
WHAT is THE UN MEDICAL services’ RECOMMENDATION CONCERNING EXTENSION OF TAMIFLU shelF-LIFE?

Please review page 70 of the UNMS’s Influenza Pandemic Guidelines (15 May 2008). It states that “the expiry date of UN held stockpiles of oseltamivir may…be extended by two years, provided that the storage conditions of the stockpile are known to have met the manufacturer’s recommendation”. Please note that this extension of shelf-life applies only to the capsule form of Tamiflu, and not to the powder form (used for oral suspension), which should be replaced at the end of its shelf-life.

How do we address the issue THAT it CAN BE CONSIDERED “illegal” in CERTAIN countrIES to use expired medication?  

The decision should be taken at the country level.  Each duty station should refer to its own legal advisers. In addition, organizations can also refer to their Headquarters for advice. 

Is the extension valid only for TAMIFLU manufactured BY Roche or can it be applied to generic products as well?

The extension is only valid for Roche products, since those were the products that were tested by the Food and Drug Administration, US Government, who showed that oseltamivir is a relatively stable medication when stored in the correct conditions.  

HOW SHOULD TAMIFLU BE STORED? 

Tamiflu (both capsules and dry powder for paediatric suspension) should be stored in a dry place, out of direct sunlight, and at temperatures below 25oC. Please review page 69 of the UNMS’s Influenza Pandemic Guidelines, 15 May 2008, for more detailed guidance.

SHOULD “STand-by“ ANTIVIRAL medication BE provided to TRAVELLING staff MEMBERS AND/OR Their RECOGNIZED DEPENDENTS? 

When deciding whether or not to provide "stand-by" antiviral medication to staff members and/or their recognized dependents, duty stations should consider the following factors, amongst others:
· Is the staff member and/or their recognized dependents considered to be at "higher risk" of severe flu illness?
· What is the standards of health care and the access to medical services in the location where he/she is travelling to?
· Is antiviral medication easily available in the location where he/she is travelling to?
· What is the level of antiviral stockpiles in that duty station and how easily is that replenished?
Based on these factors, each duty station will need to make their own decision, and sometimes, it might have to be on a case-by-case basis.
Please note that currently, majority of persons with the pandemic virus, and who do not belong to the above "high-risk" groups typically do not require any treatment. Antiviral medication is mainly indicated for persons with flu-like illness who are at higher risk of severe flu illness, including:
· Infants and children less than 5 years

· The elderly (>65 years) 
· Nursing home residents
· Pregnant women
· Patients with chronic co‐morbid conditions such as cardiovascular, respiratory or liver disease, diabetes, and those with immunosuppression related to malignancy, HIV infection or other diseases
· Persons under 18 years of age who are receiving long-term aspirin therapy.
Given the above and the limited supplies of antivirals within the UN, the UNMS recommends that, if an individual duty station takes a decision to provide “stand-by” antiviral medication to travelling staff members and/or their recognized dependents, it should be limited to staff members who are at higher risk of developing severe flu illness. Widescale pre-distribution of antiviral medication, could potentially lead to wastage and limit the UN’s antiviral supply for future treatment and prophylaxis needs, especially if there is an increase in severity of the pandemic.

Additionally, if “stand-by” antiviral medication is to be provided, these medications should not be returnable and duty stations are responsible to ensure that the following topics are covered in patient education before dispensing the medication:

· Clarification of the goal of prescription – treatment, not prophylaxis

· Contraindications and potential drug interactions

· Recommendations regarding use during pregnancy

· Known side effects

· What the trigger is to begin taking the medication and how the trigger will be recognized

· Dosing recommendation

· Hazards of sharing medication with others

· Storage requirements

· Shelf life

HOw much ANTIVIRAL medication should duty stationS stockpile? 

Please review Annex 8 of the UNMS’s Influenza Pandemic Guidelines (15 May 2008), which provides a comprehensive list of medical supplies to be procured in the event of a pandemic, including antiviral medications.
WHY ARE SOME DUTY STATIONS Stockpiling up to 100% of antivirals for their staff?

Under pg. 18, Para 58 of the UNMS’s Influenza Pandemic Guidelines (15 May 2008), it states that country teams should .... ensure a supply of oseltamivir to cover one treatment course for 40% of staff and dependants ....  Where it cannot be ensured that oseltamivir reaches those who need it, a larger stockpile (up to 100% if necessary, may be considered)".
WHERE CAN MY DUTY STATION PURCHASE TAMIFLU FROM?

In addition to any of the other procurement options available to your duty station, Roche has confirmed that it is able to supply all UN Agencies and affiliated NGOs with Tamiflu. Duty stations wishing to purchase Tamiflu via this option, can email Mr. Hanspeter Wälchli of Roche, Basel, Switzerland directly at hanspeter.waelchli@roche.com.
CAN ANTIVIRAL MEDICATION BE ADMINISTERED TO PREGNANT WOMEN?

Yes. Pregnancy should not be considered a contraindication to oseltamivir or zanamivir use. Pregnant women might be at higher risk for severe complications from novel influenza A (H1N1), and the benefits of treatment or chemoprophylaxis with zanamivir or oseltamivir likely outweigh the theoretical risks of antiviral use.  To date, no clinical studies have been conducted oseltamivir and zanamivir to assess the safety of these medications for pregnant women. Because of the unknown effects of influenza antiviral drugs on pregnant women and their fetuses, oseltamivir or zanamivir should be used during pregnancy only if the potential benefit justifies the potential risk to the embryo or fetus. Although a few adverse effects have been reported in pregnant women who took these medications, no relation between the use of these medications and those adverse events has been established. Because of its systemic activity, oseltamivir is preferred for treatment of pregnant women. The drug of choice for prophylaxis is less clear. Zanamivir may be preferable because of its limited systemic absorption; however, respiratory complications that may be associated with zanamivir because of its inhaled route of administration need to be considered, especially in women at risk for respiratory problems. 
WHAT ABOUT THE APPEARANCE OF PANDEMIC VIRUSES WHICH ARE RESISTANT TO OSELTAMIVIR? 

As of 21 August (WHO Situation Update, 21/8/09), 12 patients have been found to have oseltamivir-resistant (but zanamivir-sensitive) H1N1 viruses. Of these 8 have been associated with oseltamivir post exposure prophylaxis, one with treatment of uncomplicated illness, and two have been from immunocompromised patients receiving oseltamivir treatment. These isolated cases have arisen in different parts of the world (Japan 4, USA 2, China, Hong Kong SAR China 2, and 1 in Denmark, Canada, Singapore and China), and there are no epidemiological links between them. There is also no evidence of onward transmission from these cases.
Based on current information, these instances of drug resistance appear to represent sporadic cases of resistance. At this time, there is no evidence to indicate the development of widespread antiviral resistance among pandemic H1N1 viruses. Based on this risk assessment, there are no changes in WHO's clinical treatment guidance. Antiviral drugs remain a key component of the public health response when used as recommended. 

Table 1. doSAGE recommendations - TREATMENT
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‘Reduction in rimantadine dosage to 100 mg/day is recommended for persons who have severe hepatic
dysfunction or those with creatinine clearance <10 mlmin. Other persons with less severe hepatic or
renal dysfunctions taking 100 mg/day should be observed closely and dosage should be reduced or drug
discontinued if necessary.

‘Reduction in dose of oseltamivir is recommended for persons with creatinine clearance <30 ml/min.



 
Table 2. dosAGE recommendations  - CHEMOPROPHYLAXIS
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For contral of outbreaks in long-term care facilities and hospitals, CDC recommends chemoprophylaxis for
2 minimum of two weeks, and up to one week after the last known case was identified.

Reduction in rimantadine dosage to 100 mg/day is recommended for persons who have severe hepatic
dysfunction or those with creatinine clearance <10 mlmin. Other persons with less severe hepatic or renal
dysfunctions taking 100 mg/day should be observed closely and dosage should be reduced or drug
discontinued if necessary.

Reduction in dose of oseltamivir is recommended for persons with creatinine clearance <30 ml/min.
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