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Summary of Public Health Roles and Responsibilities for Antiviral Distribution and Use
During a public health emergency in the State of Georgia, public health activities will be coordinated as outlined in the Public Health Emergency Operations Plan (PH EOP).  The plan stipulates the Georgia Division of Public Health (DPH) as the lead in the Office of Homeland Security-Georgia Emergency Management Agency (OHS-GEMA) Emergency Support Function 8 (ESF8), as designated by the Department of Human Resources (DHR).  The plan also includes the role of DPH supporting DHR in OHS-GEMA ESF6.

Public Health procurement of medications for use or dispensing in local Public Health Department clinics in Georgia is performed at both the state and local level.  The State Public Health routinely purchases limited amounts of a variety of medications, to include antimicrobials.  A plan for procuring and maintaining local stockpiles of antivirals has not yet been determined.

The Division of Public Health has established a strong working relationship with various healthcare partners and other stakeholders to assist with distributing, delivering, and administering medications to designated groups through Strategic National Stockpile (SNS) planning throughout the state.  These partners will be contacted and mobilized when response plans are activated.

RATIONALE

The initial response to an influenza pandemic will include medical care, community containment and personal protective measures, and targeted use of antiviral drugs.  Drugs with activity against influenza viruses currently include the adamantanes amantadine and rimantadine, and the neuraminidase inhibitors oseltamivir and zanamivir (http://www.cdc.gov/mmwr/PDF/rr/rr5408.pdf ).  A huge and uncoordinated demand for antivirals early in a pandemic could rapidly deplete national and local supplies.  Preparedness planning for optimal use of antiviral stocks is therefore essential.  Appropriate use of these agents during an influenza pandemic may reduce morbidity and diminish the overwhelming demands that will be placed on the healthcare system.  Antivirals might also be used during the Pandemic Alert Period in limited attempts to contain small disease clusters and potentially slow the spread of novel influenza viruses.  

OVERVIEW

This document provides the Georgia State and District/local plan for distribution and use of antiviral drugs for treatment and prophylaxis during an influenza pandemic.  This plan focuses on procurement, rapid dispensing to recommended priority groups, tracking of drug supply, data collection of use, adverse events, and effectiveness, monitoring for the potential development of resistance, communications, legal preparedness, and training, including working with healthcare partners to implement the plan.  The plan includes the management and containment of cases and clusters of infection with novel strains of influenza, including avian influenza A (H5N1) and human strains with pandemic potential.

The Pandemic Period planning focuses on the local use of antiviral drug in three situations:  1) when pandemic influenza is sporadically reported in the United States without evidence of spread in the United States, 2) when there is limited transmission of pandemic influenza in the United States, and 3) when there is widespread transmission in the United States.  National recommendations for optimal use of limited stocks of antivirals will be updated throughout the course of an influenza pandemic to reflect new epidemiologic and laboratory data.  Interim recommendations will also be updated as an effective influenza vaccine becomes available.

INTERPANDEMIC AND PANDEMIC ALERT PERIODS
A. Use of Antivirals in Management of Cases of Novel Influenza

Influenza infections may be due to:

1) Interpandemic or typical seasonal strains of influenza

2) Novel strains of influenza that do not apprear to be easily transmissible, but could be precursors to human pandemic stains (ie, avian influenza A [H5N1] viruses)

3) Novel strains of influenza that demonstrate person-to-person transmission and therefore have pandemic potential (ie, a new human pandemic strain)

1. Use of Antivirals for Treatment

A patient with a suspected case of avian influenza A (H5N1) or another novel strain of influenza should be isolated and treated according to the earlier portions of this Plan for the Pandemic Alert Period.  As of Fall 2005, the recommendation for treatment includes the use of oseltamivir or zanamivir administered as early as possible, and ideally within 48 hours after onset of symptoms.  These neuraminidase inhibitors are preferred because the majority of avian influenza A (H5N1) viruses currently affecting humans are resistant to amantadine and rimantadine.  Resistance to these drugs typically develops rapidly when they are used for treatment of influenza.  Multiple passages in cell culture are usually required to produce neuraminidase inhibitor resistance, in contrast with adamantine resistance, which can develop after a single passage.  Because the neuraminidase inhibitors have different binding sites for the enzyme, cross-resistance between oseltamivir- and zanamivir-resistant viruses is variable.  Current U.S. recommended doses for antiviral treatment are provided in Prevention and Control of Influenza Recommendations of the Advisory Committee on Immunization Practices (ACIP), July 2005 (http://www.cdc.gov/mmwr/PDF/rr/rr5408.pdf ).

2. Use of Antivirals for Prophylaxis of Contacts

The Georgia Division of Public Health, in consultation with the Centers for Disease Control and Prevention (CDC), and the involved Public Health District(s) will consider whether it is necessary and feasible to trace the close contacts of a patient and provide them with post-exposure antiviral prophylaxis.  Close contacts may include family or household members, schoolmate, workmates, healthcare providers, and fellow passengers, if the patient has been traveling in a vehicle or airplane.  If deemed necessary by Public Health authorities, the close contacts may receive post-exposure prophylaxis with oseltamivir.  Zanamivir is not currently indicated for prophylaxis.  If the exposure to the novel influenza virus strain occurs during the regular influenza season, the healthcare provider for the patient should be vaccinated against seasonal influenza to reduce the possible risk of co-infection and re-assortment of seasonal and novel strains.

3. Use of Antivirals for Containment of Disease Clusters

In special circumstances, the Division and District(s) could consider “targeted antiviral prophylaxis” as a community-based measure for containing small clusters of infection with novel strains of influenza.  This measure could be implemented in small, well-defined settings such as the initial introduction of a virus with pandemic potential into a small community or a military base.  This measure should not be used once a pandemic is underway, as such a strategy would not be an efficient use of limited antiviral supplies.

Targeted antiviral prophylaxis would involve investigation of disease clusters, administration of antiviral treatment to persons with confirmed or suspected cases of pandemic influenza, and provision of drug prophylaxis to all persons in the affected community.  Such prophylaxis would require rapid delivery and administration of substantial stocks of antiviral drugs, and feasibility of this distribution should be evaluated in light of drug supply and current recommendations concerning administration during a pandemic (see S7-Interpandemic and Pandemic Alert Periods, B.).  The targeted prophylaxis would also require effective communication and intensive case-finding in the affected area.

B. Preparedness Planning for Use of Antivirals during a Pandemic

1. Use of Antivirals during a Pandemic

The Department of Health and Human Services (HHS) is working with private manufacturers to increase production of antivirals, and to procure additional stocks of antivirals for the SNS.  Despite these efforts, demand for the antivirals during an influenza pandemic is likely to exhaust available stockpiles and supplies from previously arranged sources.

A list of priority groups to receive antiviral treatment or prophylaxis and the rationale for prioritization are provided at the following website http://www.hhs.gov/pandemicflu/plan/appendixd.html.  Specific aspects of the circumstances will be considered during an actual pandemic, and plans may be modified for implementation, based on susceptibilities, geographic and age distribution, morbidity and mortality rates.

2. State-level Planning

The Georgia Division of Public Health and Public Health Districts will work with healthcare partners to develop state-based plans for antiviral need, procurement, distribution, and targeted use.  Materials of potential benefit in these efforts include:

· Strategies outlined in the July 2005 ACIP recommendations (http://www.cdc.gov/mmwr/PDF/rr/rr5408.pdf) for optimizing antiviral use in treatment and prophylaxis.  These strategies are based on scientific findings summarized in the July 2005 recommendations of the Advisory Committee on Immunization Practices (ACIP).

· Clinical treatment algorithms provided in other parts of this plan

· Interim recommendations developed by NVAC on priority groups for prophylaxis and treatment at the following website http://www.hhs.gov/pandemicflu/plan/appendixd.html
· Existing plans for emergency distribution of medical supplies in the State SNS Plan

The Division planning for antiviral use includes obtaining antiviral drugs from the federal government, and other sources at the time of need, and distribution to priority groups by healthcare providers; collection and maintenance of data concerning use, drug-related adverse events, and drug resistance; coordination with bordering states and jurisdictions; legal consideration and preparedness; training; and dissemination of public health information.

These activities will include coordination and collaboration between the Public Health and private healthcare providers who will administer antivirals during a pandemic, such as:

· Convening local community and state-wide pandemic influenza strategy committees to meet about the use of antivirals and to facilitate local planning and define public- and private-sector roles (ie, administering to priority groups and medical surge capacity)

· Involving the local medical community (critical care, infectious disease, emergency medicine, and other specialties) in refining national guidelines for treatment and prophylaxis, and providing information to the media and local populations about the appropriate use of antivirals and what actions to be taken

· Identifying contacts in tribal authorities and bordering states for coordinating distribution of antivirals

a)
Procurement

Planning steps for the Division of Public Health in procurement of antivirals include:

· Estimating the quantities of antiviral drugs that will be needed for treatment and prophylaxis of priority groups

· Identifying sources of antiviral drugs, such as federal supplies from the SNS, private sector supplies, potential state and local stockpiles, and other sources

The establishment of state and local stockpiles will take into account the expiration dates and storage conditions of products, and the necessary actions to be taken to maintain safe and effective supplies.

b)
Establishing Priority Groups

Based on interim recommendations on priority groups for antiviral treatment and prophylaxis at the following website http://www.hhs.gov/pandemicflu/plan/appendixd.htmlstate and local health authorities will determine how priority groups will be defined within each jurisdiction.

The Department of Defense (DoD) has purchased a supply of antivirals for by the use during a pandemic.  There is the potential for the DoD to require the national stockpile to be used to treat or protect personnel in order to continue current combat operations, and to preserve critical components of the military medical system, ensuring national defense or continued support to civil authorities as a priority.

c)
Distributing and Dispensing Antivirals to Priority Groups

Planning steps for distribution of antivirals to priority groups will include:

· Estimating the size and needs of priority groups in local jurisdictions, using interim recommendations

· Assessing antiviral stocks available at the state, local, and hospital levels

· Utilizing the mechanism for requesting the SNS as a method of requesting antivirals from the federal stockpile, followed by a decision made by HHS officials to deploy the assets

· Based on circumstances, utilizing routine methods of distributing medications or activating State and local SNS Plans for the transport, receipt, storage, security, tracking, and delivery of:

· Antiviral stocks for use in treatment to hospitals, clinics, nursing homes, alternative care facilities, and other healthcare institutions

· Antiviral stocks for use in post-exposure prophylaxis for direct contacts of infected individuals

· Antiviral stocks for use in prophylaxis, if recommended for priority groups

· Implementing the use of standing orders for treatment of specific priority groups, such as hospitalized patients and healthcare workers

· Implementing a communications plan to explain the rationale for establishing target groups

Federal supplies of antivirals will be delivered to a State-designated site.  The State and local SNS Plans will become activated for receipt of the antivirals.  Additional State-directed activities will provide logistical guidance of the assets to priority groups.

d)
Monitoring and Data Collection

To ensure optimal use of antiviral drugs during an influenza pandemic, the Division and Districts, and healthcare partners, will work with federal officials to collect data concerning:

· Distribution of state or federal supplies of antivirals

· Occurrence of adverse events following administration of antivirals

· Effectiveness of treatment and prophylaxis

· Development of resistance

1) Distribution – Allocation and distribution of antivirals from the Public Health Division and Districts to Points of Dispensing (PODs) or treatment centers will be established based on the State and local pandemic plans.  

2) Antiviral Effectiveness – Studies to evaluate the effectiveness of antiviral drug use during a pandemic will be conducted by federal agencies, in collaboration with the Division and Districts and other healthcare and academic partners.  The effectiveness of antiviral therapy and prophylaxis will be assessed by comparing rates of severe influenza-related illness and death among treated and untreated persons, and among persons who do and do not received prophylaxis.  Analyses of antiviral drug effectiveness will take into account individual characteristics.

3) Adverse Events – The Division will develop protocols and provide information to healthcare providers and hospitals encouraging them to download and complete MedWatch forms for serious adverse events associated with the use of antivirals for prophylaxis and treatment of influenza.  The completed forms will be submitted to the FDA and entered in the Adverse Events Reporting System (AERS) for collation and analysis.
Use of antivirals will be much greater during a pandemic than during a regular influenza season.  Detection of serious adverse effects will be enhanced, especially for rare effects or effects in vulnerable populations.  Additional efforts will be taken to encourage recognition and reporting of adverse events.  Such activities will include:

· State and District Public Health epidemiologists encouraging enhanced reporting of adverse events observed in emergency rooms

· Local campaigns to educate healthcare providers about the recognition and reporting of adverse events

· Wide distribution of MedWatch forms and descriptions of known adverse events to antivirals to providers throughout the state 

4) Antiviral Drug Resistance – The CDC will work with the Division of Public Health, the Districts, and local partners to monitor the development of resistance to antivirals.  Resistance to the antivirals may develop rapidly.  Global surveillance for neuraminidase resistance during a pandemic will also be conducted by the Neuraminidase Inhibitor Susceptibility Network (NISN).  The Network includes representatives of each of the four World Health Organization (WHO) global influenza reference laboratories and scientists from regions of the world where increasing use of antivirals is anticipated.  The purpose of the Network is to address public health and regulatory concerns regarding the potential emergence and consequences of drug resistance in influenza viruses following the introduction of the influenza neuraminidase inhibitor (NI) class of antiviral agents.

State and local health departments will encourage clinicians to obtain specimens form patients who develop severe disease while receiving treatment or prophylaxis.  The CDC will test the drug susceptibilities of viruses isolated over the course of the pandemic.

e)
Coordination with Bordering Jurisdictions

The Division of Public Health and District will review and coordinate antiviral drug distribution plans with state and local health authorities in bordering jurisdictions, including:

· States

· Districts

· Counties

· Tribal governments and other unique populations

f)
Legal Preparedness

The Division will ensure that appropriate legal authorizations are in place to facilitate implementation of plans for distributing antivirals, to include provision of blanket prescriptions for dispensing of antivirals as necessary.

g)
Training

The Division of Public Health and the Districts will enhance training and education efforts related to pandemic influenza planning and awareness, and information related to the use of antiviral drugs during a pandemic.  Multi-agency exercises concerning various aspects of pandemic influenza preparedness will occur with increased orientation, awareness, and planning.

h)
Public Health Information

State and local Public Health will develop and implement plans to educate the public, the medical community, and other stakeholders about:

· The role of antivirals in responding to pandemic influenza

· The need and rationale to prioritize use of limited antiviral supplies for treatment and prophylaxis of priority groups identified in the interim recommendations

· The importance and appropriate use (ie, completion of regimens) to minimize the development of resistance to the antivirals

i)
Contingency Planning for Investigational New Drug (IND) Use

The Division and Districts will distribute unlicensed antivirals under FDA IND provisions if necessary.  The requirement of inventory control, maintenance of records, obtaining of informed consent from patients, and reporting of specified types of adverse events will be fulfilled by expanded use of the Georgia Registry for Immunization Transactions and Services (GRITS), or use the CDC Countermeasure Response Administration (CRA) software when established, and manual forms for informed consent.  As an alternative to IND use of an unapproved antiviral, all requirements of Emergency Use Authorization (EUA) procedures as described by the FDA will also be fulfilled, if utilized.

PANDEMIC PERIOD

A. Pandemic Influenza Reported Abroad or Sporadic in United States, No Evidence of Spread

If an influenza pandemic has begun in other countries, the Division and Public Health Districts will:

· Use antiviral drugs in the management of persons infected with novel strains of influenza and their contacts, as described in Interpandemic and Pandemic Alert Periods Section A. of this document, or available updates.

· Work with healthcare providers and partners in providing antiviral prophylaxis to persons at highest risk for pandemic influenza.  Examples of such persons include healthcare providers, Public Health workers, and others who investigate suspected cases of pandemic influenza.

· Meet with partners and stakeholders to review the established antiviral drug distribution plans.  Included in these activities will be:

· Modification of the distribution plans to take into account possible updated recommendations for targeted groups and updated information concerning projected antiviral supplies.

· Notification of the medical community concerning the status of the distribution plan and the availability of antiviral supplies.

· Disseminate public health guidelines that encourage drug-use practices that help minimize the development of drug resistance, as recommended by the CDC and HHS.

· Provide the public with information on interim recommendations and the rational for the use of antiviral drugs during an influenza pandemic.

· Work with federal partners to monitor the safety and effectiveness of drugs and ensure that available antivirals are used in accordance with federal and state recommendations.

B. Limited Transmission of Pandemic Influenza in United States

When there is limited transmission of pandemic influenza in the United States, the Georgia Division of Public health and the Public Health Districts will:

· Activate State plans for targeting antiviral drugs to priority groups for prophylaxis and treatment (See S7-Interpandemic and Pandemic Alert Periods, B.2.)

· Request antiviral medications from identified sources, including the Strategic National Stockpile.

· Continue to work with healthcare partners to ensure appropriate use of antivirals in the medical management of early cases and contacts (See S7-Pandemic Period, A.).

· Assist hospitals in implementing procedures for early detection and treatment of influenza in healthcare workers.

· Work with federal partners to begin monitoring the safety and effectiveness of medications and ensure that available antivirals are used in accordance with federal and state recommendations.

C. Widespread Transmission in United States

When transmission of pandemic influenza has become widespread, the paramount goals of antiviral use will be to treat those at highest risk of severe illness and death, and to preserve the delivery of healthcare and other essential critical services through early treatment and limited prophylaxis.

After a vaccine becomes available, antiviral medications may be used to protect persons who have an inadequate vaccine response (e.g., the elderly and those with underlying immunosuppressive disease) as well as persons with contraindications to vaccination, such as potential anaphylactic hypersensitivity to the vaccine components.

Until the pandemic has waned, the Division and Districts will continue to work with federal partners and local healthcare providers to monitor the safety and effectiveness of antivirals and to encourage appropriate drug use practices that help minimize the development of drug resistance.
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