


National Vaccine Advisory Committee (NVAC)

July 19, 2005 meeting

Meeting Overview

This joint meeting of NVAC and the Advisory Committee on Immunization Practice to the CDC (ACIP) was convened to discuss the role of influenza vaccine and antiviral medications in pandemic influenza preparedness and response.  During the first half of the meeting attendees received presentations on the work of the Pandemic Influenza Working Group, Background Information on Pandemics and Priority Groups, Ethical Considerations, the Public Engagement Process, and Vaccine Recommendations and Priority Groups.  After a period of discussion and public comment, both NVAC and ACIP voted unanimously to accept the vaccine priority groups proposed by the working group (Appendix 2, slide 14).  Members of both committees also voted to split Priority Group 2 into two groups: 2a and 2b.  The ACIP meeting adjourned at the conclusion of the morning session.  

In the afternoon, NVAC members received a presentation on vaccine purchase and distribution options.  This presentation led to a vote in favor of a recommendation for federal purchase of all vaccine with subsequent distribution with subsequent direction over its distribution.   Members also received a summary of the work of the antiviral subgroup.  After a period of discussion and public comment, NVAC members voted unanimously in favor of the subgroup’s proposed recommendations for antiviral drug use in a pandemic (Appendix 4, slides 11-17).  After concluding comments from the group, the meeting was adjourned.

A Web cast of this meeting will be archived at http://www.videocast.nih.gov. 
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Welcome from the National Advisory Committee Chairperson—Dr. Charles Helms

Dr. Charles M. Helms welcomed the meeting attendees and asked the both the NVAC and ACIP members to introduce themselves. Dr. Helms asked all members to declare conflicts of interest. 
Dr. Jaime Fergie noted he has been on the advisory board for RSV MedImmune. Dr. Lance Gordon mentioned that his employer, VaxGen, is engaged in vaccine production, but he has no manufacture or commercial conflicts. Dr. David Johnson is employed by sanofi pasteur. Dr. Andrew Pavia has speaking honoraria from GlaxoSmithKline but is not involved with influenza. Dr. Janet Gilsdorf is safety monitor for a comparative study on adult influenza vaccines. However, she receives no compensation. Dr. John Treanor is affiliated with MedImmune. Dr. Sharon Humiston is on the Physician Advisory Board for Fluarix and the flu speakers bureau for sanofi pasteur. 
Welcome from Health and Human Services—Dr. Bruce Gellin
Dr. Gellin recognized the first joint meeting of NVAC and ACIP.  On behalf of DHHS, he offered special thanks to the chairs of the two committees, the attendees, and the NVPO staff members who organized the meeting. 

Dr. Gellin stressed that the purpose of the meeting was to discuss the complementary roles of the two medical countermeasures against influenza, vaccines and antivirals, and to provide recommendations for the Pandemic Influenza Preparedness Response Plan to the Secretary’s office. The DHHS draft plan was released in August 2004 for a period of public comment. After the period of public comment, NVAC working groups engaged additional stakeholders in planning efforts. The plan is undergoing regular updates and revisions so that it provides the specific guidance necessary for individual agencies to devise their own preparedness plans. The joint NVAC ACIP recommendations on influenza vaccine and antiviral medications are some of many elements that will be incorporated into the final plan. 

Dr. Gellin noted that the secretary would like to have a plan upon which policy decisions can be based by August 1, 2004. 

Work of the PIWG and Process—Dr. Alan Hinman

Dr. Hinman began by reviewing the timeline of the Pandemic Influenza Preparedness and Response Plan development. In September 2004, the pandemic influenza workgroup reported to NVAC; they identified six key policy issues that the plan did not address:
1. Identification of priority groups of those who receive initial doses of vaccine in the scenario of a shortage

2. Identification of priority groups of those who receive initial doses of antivirals in the scenario of a shortage

3. The role of the Federal government in the purchase and distribution of vaccines

4. The role of the Federal government in the purchase and distribution of antivirals

5. The need to purchase and stockpile needles and syringes

6. The need to address indemnification of manufactures and providers in terms of compensation to participants suffering from adverse events

In October 2004, NVAC approved this workgroup report and formed a larger workgroup to provide recommendations on these six issues. This larger workgroup, which has representatives from a variety of stakeholders including manufacturers and ethicists, formed several sub-workgroups. A joint NVAC ACIP sub-workgroup was formed to address vaccine priorities (Co-chairpersons: Ben Allos, ACIP, Gary Freed, NVAC; Staff Person: Carolyn Bridges, NIP). Another sub-workgroup was formed to address prioritization of antivirals (Chairperson: Andy Pavia, NVAC; Staff Person: Ben Schwartz). This larger workgroup met twice; each meeting started with a full session and then split into individual sub-workgroup meeting. A third workgroup coming directly out of NVAC addresses purchase options (Chairperson: Walt Orenstein; Staff Person: Ben Schwartz). The Strategic National Stockpile (CDC) addresses the issue of stockpiling needles and syringes. The General Counsel will address the issue of liability and compensation. As manufacturers have stressed their unwillingness to proceed without protection, this item must be addressed. 

Dr. Hinman noted that vaccine shortage issues could be resolved by the development of adequate vaccine manufacturing capacity. The best incentive to develop that capacity is a strong, ongoing, annual influenza immunization program. NVAC has previously recommended expanded funding through Section 317 of the Public Health Service Act to support an adolescent and adult immunization program including vaccine purchase 

There will likely be 6-month delay between the identification of a pandemic virus and the availability of the first dose of vaccine. Once vaccine becomes available, the production capacity in the United States is 6 million doses per week; this is approximately enough to protect 1 percent of the U.S. population per week of production (assuming 2 doses are needed). More discussion will follow on how long it will take to produce enough vaccine to reach potential target populations. 

Dr. Hinman ended by cautioning the committee that very detailed recommendations regarding vaccination of target populations at the local level may imply a degree of control that is not present. 

Background Information on Pandemics and Critical Groups—Dr. Ben Schwartz
Dr. Schwartz presented “Defining Priority Groups for Pandemic Vaccine and Antiviral Drugs: Risk Groups and Critical Infrastructure” (Appendix 1). He reported that pandemic vaccine and antiviral drug supplies in the United States are limited. Therefore, high-risk target groups and critical infrastructure must be defined and prioritized. The Pandemic Influenza Preparedness and Response Plan highlighted three goals to help achieve the appropriate response:

· Decreasing pandemic health impacts

· Decreasing societal impacts 

· Limiting economic disruption

Dr. Schwartz presented an analysis of high risk groups for severe influenza disease and death in a pandemic; this analysis was designed to facilitate designation of priority groups. The analysis was based on influenza attack rates and mortality data from previous pandemics and interpandemic years. The number of persons in priority groups for pandemic vaccine and antiviral drugs is approximately 80 million. However, anticipated vaccine shortages early in a pandemic make it unlikely that there will be enough vaccine for all of these individuals, so the workgroup attempted to further stratify this group into the highest risk groups (Appendix 1, slide 21).

Dr. Schwartz also discussed critical infrastructures and presented estimates of the population sizes in these groups. He noted the difficulty in defining a specific group as critical because of the interdependent networks in the vaccine supply chain. He reviewed the working group’s approach to defining critical infrastructures and populations and highlighted the key issues and limitations in this exercise (Appendix 1, slides 24–25). The group identified the following critical infrastructures healthcare, public service (transportation, utilities, public safety, mortuary, and sanitation), and military and government. He presented a model that estimated the number of work days that would be lost due to illness in self or family during a pandemic. The model estimates that 10 percent of the workforce would be absent during the time of a pandemic, with 25 percent becoming ill overall. 
Discussion
After noting that there is an 8 week period when a flu epidemic might be coming through, but that it is hard to predict that period in a given community, Dr. Morse asked whether there is a suggestion to drop the number of pregnant women (considering those in their second and third trimesters only) in the priority group or to continue to include all pregnant women? 

Dr. Schwartz responded that since we do not know when a pandemic wave will hit a community and that there may be a second pandemic wave, all pregnant women need to be protected. 

Dr. D. Johnson clarified that the restriction on the recommendation for interpandemic flu vaccine has been lifted so that priority is given to all pregnant women, not just those in their second and third trimesters. 
Dr. Schwartz referred to a study that shows that pregnant women in their second and third trimesters are most at risk (Appendix 1, slide 20); however, the study also indicates that the risk is still very high for those within their first 6 months of pregnancy. The primary risk factors in pregnancy are increased blood volume and circulation; although these occur mainly later in pregnancy, we should consider all pregnant women as being at increased risk. 

Dr. Gellin asked Dr. Schwartz to share lessons from how other countries have taken on this particular aspect.
Dr. Schwartz has analyzed three pandemic plans, those from Canada, the United Kingdom (UK), and Australia. The UK’s recommendations focus primarily on using antivirals to treat those who become ill. The UK is planning to stockpile sufficient antivirals for 25 percent of their population, estimating that this is the portion of their population likely to become sick during a pandemic. The Australian pandemic plan focuses its antiviral recommendations on preventing infection among persons who provide critical infrastructures such as healthcare. The Canadian approach is similar to the approach presented today. They identify specific groups that are at high risk for disease and critical infrastructures and then they cantonize these groups based on estimates that were established in a working-group process. 

Patsy Stinchfield inquired about attack rates among school-age children and the role that schools would play in the critical infrastructure. 
Dr. Schwartz responded that school-age children have the highest attack rate and play a major role in the spread of influenza within communities. Mathematical modeling has suggested that closing schools would have significant impact on the spread of a pandemic within a community. We also know from other pandemics that school-age children are not primarily at risk for hospitalization and death, although they get sick and do transmit disease. Those who are in contact with children, such as teachers, may be at high risk for illness if they are older or have underlying diseases with higher rates of adverse outcome; however, he is not familiar with any studies that specifically look at people who have occupational contact with children. 

Dr. Humiston requested information about emergency medicine personnel both in the department and in EMTs [emergency medical technicians] who would not show up for work because of the fear factor rather than illness. The work on bioterrorist events indicates that no trainees would show up; however, the longer the person has worked in emergency medicine, the more likely they are to show up for work. Has parallel work been done for pandemic influenza? 

Dr. Schwartz commented that this work has not been done for pandemic influenza. He is not aware of data from previous influenza pandemics about absenteeism related to fear of illness. The Canadian experience with SARS might be useful in that some people did stay home from work. However, SARS was different because the healthcare setting was a particular focus for spread, and the case fatality rate was approximately 15 percent. This is greater than would be expected for an influenza pandemic where even in the 1918 pandemic influenza the case fatality rate was in the 1 to 3 percent range. The working group discussed this issue but was unable to determine how to predict rates of absenteeism, concluding that rates are likely to vary with the severity of the pandemic. The antiviral working group considered the possibility that emergency department workers and EMTs would need prophylaxis if there were sufficient antiviral supply. 

Ethical Considerations—Kathy Kinlaw presented by Dr. Ben Schwartz

Dr. Schwartz reviewed what he thought were the four most critical highlights of Ms. Kinlaw’s presentation and previous presentations and invited comments from others who attended Ms. Kinlaw’s presentation. 

1. “Maximize preparedness in order to minimize allocation needs.” The extent to which we can improve our preparedness and ability to make influenza vaccine and stockpile antiviral drugs will determine the need to prioritize.

2. It is very important to clearly define pandemic response goals. There are likely to be differences in priorities if one looks primarily to prevent health impact compared with trying to decrease economic impacts of a pandemic. 
3. Ms. Kinlaw presented several ethical frameworks that can be used to make decisions about priorities. The first was equity. In this framework, everyone has an equal chance for protection. If you have a limited amount of vaccine, everyone would get a lottery number, and those whose numbers were picked would be vaccinated. The second ethical framework is the fair innings approach. This framework is based on the belief that everyone should have an opportunity to live a full life. This approach might put children at a higher priority, giving them the opportunity to experience more innings. A third ethical framework through which priority groups may be considered is utility. The framework seeks to achieve the greatest good for the greatest number. The concepts of efficiency, cost effectiveness, and prevention effectiveness are closely related to the idea of utility. As we consider priority groups, we should also consider the ethical framework in which we are looking at these groups. 

4. Ms. Kinlaw mentioned several other critical principles. The first of those was procedural ethics. Procedural ethics require that the planning process be open, transparent, and based on broad public input. This issue of procedural ethics came up repeatedly during the antiviral working group’s discussions about potential target groups for antiviral drugs. Ms. Kinlaw also emphasized cultural sensitivity and consideration of marginalized populations or vulnerable groups as key principles. Planners should be particularly sensitive to the needs of populations that are not represented here.

Discussion

Dr. Gellin thanked Dr. Schwartz and noted that these discussions help to inform the working group. He announced the first public participation on this issue occurred last week at the Institute of Medicine (IOM). One of the presenters was a Harvard ethicist who shared a list of values designed to help identify people’s priorities about vaccines:

Social Justice—Vaccine should be available to individuals regardless of their ability to pay or access the vaccine. 

Social Order—Policies should minimize the risk of chaos in the event of a pandemic.
Nationalism—Policies based on what is best for the United States.
Compassion—Policies protect persons most in need, such as the sick and frail.
Freedom—Policies do not infringe on the personal freedoms of individuals to congregate, work, or travel. 

National Security—Policies ensure the security of the United States in the event of a pandemic.
Utilization—Policies should ensure the greatest good for the greatest number of people.
Equality—Everyone has an equal chance to the vaccine.
Social Contribution—Priority is given to those who contribute most to society.
Independence—Policies allow individuals to access vaccines without government restriction.
Dr. Hinman added that participants in last weeks’ session were asked to rank this list in order of individual preference. He noted many committee members had difficulty doing this and did not like the categories’ phrasing. He emphasized that each ethical framework described is a logical, defensible framework, but that there are tensions among the frameworks. The public health approach is typically utilitarian. On the other hand, it seeks to protect the most vulnerable, which mixes in elements of the social justice and compassion approaches. He concluded that there is no single ideal ethical framework. Rather, each prospective framework has strengths and weaknesses, and these values must be balanced 

Public Engagement Process—Kathleen Stratton
The public engagement pilot project was invited to address the topic of influenza vaccine priority. They set up a stakeholder group and a public group to provide input to committee members and to the secretary. The project is a joint effort among many financial and intellectual supporters, including the Lounsbury Foundation, the Keystone Center, the Study Circles Resource Center, NVPO, ACIP, and IOM. A list of stakeholder participants is included in the back of the handout distributed to attendees.
The stakeholder meeting was chaired by Drs. Roger Bernier (NIP) and Edgar Marcuse (ACIP). This project is novel because it enlisted a broad and novel group of national stakeholders. Approximately 13 of the 31 national stakeholders who were engaged last week and who will be engaged in September have not been significantly represented in ongoing committee activities. Ms. Stratton stated that these different organizations and different points of view are very valuable. 
In addition to the national stakeholders’ dialogue about priorities for pandemic influenza, this project includes two components involving broader input from citizens-at-large. On August 27, 2005, the Study Circles Resource Center in Atlanta will conduct a 1day dialogue with 100 citizens-at-large on pandemic influenza issues. The national stakeholders will reconvene in September to deliberate the Atlanta citizens’ dialogue among other issues. The results from this discussion will be presented to three citizens’ listening groups. The listening groups will be hosted by the Nebraska, Oregon, and Massachusetts health departments. 

Ms. Stratton summarized the stakeholders’ ethics discussion and requested that those on the National Stakeholders List who attended add to her summary of the ethics discussion. The stakeholders spent the first day in didactic discussions on influenza, influenza vaccine, pandemics, and public health law. The highlight was an exercise presented by Harvard University’s Professor Wickler. The exercise showed participants how priorities drove them to choose an action (or non-action) to achieve certain goals; it helped people to understand the values underlying their decisions. Dr. Arlene King from Health Canada presented the Canadian influenza plan. Many stakeholders were surprised that the plan ranks children sixth among priority groups. Dr. King shared some reactions to that decision and the process of explaining it to the public.

The second day of the stakeholders’ meeting was spent in five breakout groups. Each group talked about a specific aspect of influenza. Each group was charged with identifying goals for prioritization but not a priority group list. Some groups had a degree of convergence while others never came to agreement on a set of goals. The value of this exercise was the dialogue between different perspectives and very different views. Ms. Stratton noted that the success of the day was the rationality and fairness of discourse, the ideal results of any public engagement process. 

The breakout groups requested more technical information to help understand these issues; this information will be given to them in September. The Keystone Center will produce a report that describing the areas of agreement and disagreement. This report will be presented to the citizens’ listening sessions. Ms. Stratton noted that the Keystone Center can provide a report of the independent material from Atlanta, the integration of this material into the stakeholder group discussions, and a summary of the traveling sessions from September and October. 
Discussion
Dr. Marcuse inquired how the group in Atlanta will be selected.

Ms. Stratton explained that the Study Circles Resource Center (SCRC) has the primary responsibility of choosing the group. Members of the group will not be representative of the stakeholders. The SCRC will attempt to choose a sample that is nationally representative in age, race, and socioeconomic status. They are not soliciting public health or medical professionals or specific organizations. 

Dr. Marcuse offered further clarification of the discussion about children. The point was not that children should have vaccine priority but rather that any pandemic plan that does not specify how to manage children in a pandemic would be viewed as enormously incomplete. The response of the Canadian public and many of those at the stakeholders meeting when asked, “When faced with a pandemic, what would your first concern be” was almost universally, “my family.” There is a belief that a pandemic plan needs to address how to manage and safeguard children irrespective of their vaccine priority. 

Vaccine Recommendations and Priority Groups—Dr. Carolyn Bridges

Dr. Bridges presented a summary of the June 15 and 16, 2005, meeting of the Joint ACIP/NVAC Working Group on Pandemic Influenza Vaccine Prioritization (Appendix 2). The goals of the working group meeting were to review information on pandemic influenza impact and develop a list of priority groups, with sub-prioritization where possible. Dr. Bridges presented the working groups’ overall goals for pandemic planning, the goals for a pandemic influenza vaccination program, and the assumptions underlying these goals (Appendix 2, slides 4–11). She also presented the working group’s draft conclusions (Appendix 2, slides 12–13). 
The working group identified four tiers of priority groups for pandemic influenza vaccine, with Tier 1 subdivided into 4 groups (Appendix 2, slides 14–19). This tier system may require modification based on the epidemiology of a new epidemic. The group also identified groups who may be candidates for antiviral prophylaxis instead of vaccine (Appendix 2, slides 21–22).

Discussion

Dr. Fergie asked if there are specific recommendations on how to strengthen vaccine supply. 

Dr. Abramson commented that ACIP has been considering a recommendation for annual vaccination of all persons 6 months of age and older. There is a test case where a universal recommendation for vaccination of infants 6 to 23 months resulted in high uptake among that group in the first season. This type of test case is one of the most powerful tools available to build the infrastructure to support manufacturing capacity. Building capacity will not be enough unless there is a correct guess and decision to make a specific strain of vaccine before a pandemic starts. Those two things would have to occur, and then approximately 600 million doses would have to be made. There are recommendations to make various combinations of seed strains. There is also discussion around whether we should make 600 million doses against H5N1, for example. 

Dr. Hinman added that there are actions under way to increase production capacity and improve yield. Approaches include using cell cultures and dose-sparing strategies such as intradermal vaccination. NVAC made specific recommendations to have stronger annual influenza immunization for those 100 million persons currently prioritized. Six hundred million monovalent doses would need to be manufactured each year to vaccinate that population. If there were a need to divert production to another strain, there would be delays, but production capacity would be higher than the present situation. 

Dr. Gellin reviewed some strategies that are already in place to increase annual influenza vaccination rates and demand. He pointed out that the demand for influenza vaccine is increasing due in large part to expanded ACIP and NVAC recommendations and Medicare reimbursement. In fact, this country used 30 million doses of trivalent influenza vaccine in 1990. There are also incentives in place to build capacity and diversify manufacturing technologies to increase surge capacity for vaccine production. The plans in place have significant resources ($50 million in 2004, under $100 million last year, and a request for $150 million this year for longer term programs). 

Dr. Johnson noted that as supply increases, the capacity to distribute and administer vaccine over several months each fall also increases. 
Dr. Dekker asked whether the committee had considered transmission in closed populations other than nursing homes, such as dormitories and boarding schools. She also sought clarification on those groups that are targeted for both vaccination and antivirals, asking if these groups are intended to receive either vaccine or antivirals or both.
In response to the second question, Dr. Abramson explained that antivirals will be used for treatment while vaccine will be used for prevention. The goal is to create a complementary synergistic system with minimal overlap, unless there is capacity to overlap. He also commented that the issue of protection and herd immunity has been reviewed, but the data indicate that it is an ineffective strategy outside the nursing home. In fact, one of the most effective strategies for controlling infection may be to shut down schools and dorms while a wave of disease moves through the community.
Dr. Bridges added that the working group discussed a pediatric vaccination strategy. Data from the 1968 pandemic show that high vaccination rates of schoolchildren (over 85 percent) appeared to decrease overall attack rates in the community. However, this assumes that there are large amounts of vaccine available up front to vaccinate a high proportion of children for herd immunity. In a situation where small amounts of vaccine are available in the beginning, this strategy may not help decrease complication rates for influenza. Further, the data on the role of herd immunity in decreasing complication rates outside of the nursing home are limited. So, this strategy of vaccinating a low-risk group to protect those at high risk may not help to achieve the goal of reducing hospitalization and death. 

Dr. Gordon recommended strengthening the call for enhanced research and development to improve the influenza vaccine. He asked if the working group had considered multidose vial distribution in the event of a pandemic, taking into account the issue of preservatives in multidose vials. Dr. Gordon noted that producing single doses of vaccine increases packaging requirements and results in fewer usable doses from the same amount of bulk product than multidose vials. The production and use of single vaccine doses raises many issues, including the amount of material dedicated to quality control, the ability to release larger number of lots, distribution capability, and cold chain capacity. 
Dr. Johnson confirmed that the bulk of inactivated influenza vaccine currently produced in the United States comes in multidose vials with thimerosal as a preservative. The current plan, if faced with a pandemic, would be to use 10- or 20-dose vials, with preservative. 

Dr. Abramson added that although there are currently bills in front of Congress to prevent the delivery of any vaccine with thimerosal, they contain exceptions that allow the Secretary of Health to authorize the release of thimerosal-containing vaccine. 

Dr. Gellin noted that there will be severe supply constraints. In conversations with companies about the impacts of packaging on supply, many issues emerged. In addition to the factors that Dr. Gordon mentioned, other factors include the availability of individual materials, testing requirements, overfill, percentage loss, and how many people could be vaccinated. The difference between single-dose and multidose vials is extreme. Dr. Gellin invited Dr. Johnson and other companies to comment on this issue and the time it would take to reach the desired capacity. 

Dr. Johnson noted that producing single doses of vaccine would result in approximately 30 percent fewer doses than multidose vials. He explained that it is not simply a matter of overall capacity, but also one of slowing production. The process of filling 10 single-dose vials or syringes is much more time consuming than filling one multidose vial. So, a switch to single-dose vials or syringes would significantly decrease overall production capacity because of overfill issues and slow production.

Dr. Gellin requested that manufacturers provide information to explain these processes to the public. This would allow better preparedness for pandemic response. 

Dr. Gordon added that he did not know if it is possible to go from the number of available doses of trivalent vaccine to tripling that for a monovalent vaccine and producing individual doses.

Dr. Pavia referred to the recommendation to maximize and improve manufacturing capacity, pointing out that this recommendation implies that increasing interpandemic vaccination is one of the most powerful tools to do that. He asked Dr. Bridges if the group had thought about explicitly recommending increased interpandemic vaccination to rapidly develop capacity. This would shift the focus from routine vaccine recommendations to pandemic preparedness. 

Dr. Bridges responded that the issues of vaccine availability over the last 3 to 4 years have not helped. There are concerns that providers may stop providing vaccines directly. Potential remedies for this are to encourage further use of nontraditional settings for receipt of influenza vaccine and to track additional vaccine uptake in children. Pediatricians have started to use influenza vaccine in higher numbers. This will potentially increase coverage among previously unvaccinated high-risk children as well as their siblings and household contacts. The ACIP influenza working group delayed recommending universal vaccination due to the severe vaccine shortage. Dr. Bridges pointed out that a few years ago, the United States had five inactivated vaccine manufacturers, and now there is only one. In this precarious situation, identifying a stable vaccine supply will remain an issue. 

Dr. Finger asked Dr. Bridges if the month-to-month bar graph (Appendix 2, slide 11) assumes that when a pandemic is detected, the production of the usual flu vaccine stops immediately and switches manufacturing capacity to pandemic strain production. If so, does it matter what season it is? Is it harder to switch the strain being produced or to start making the flu vaccine in the off-season?

Dr. Bridges confirmed that the graph assumes that all manufacturing capacity for inactivated vaccine is switched to monovalent pandemic flu vaccine.  Dr. Johnson added that manufacturers plan to switch as rapidly as possible to production of the monovalent pandemic strain. 

Dr. Hinman noted that the recommendation for priority groups is for the settings of extreme shortages at the beginning of a pandemic. He encouraged the committee to remember that a pandemic could happen this month, next year, or 10 years from now and that most recommendations to increase production capacity and to develop newer vaccines and production are middle- or long-term solutions. Priority recommendations for future pandemics are still necessary. We need to find a solution for the current situation. Dr. Hinman proposed adding an explicit recommendation for a stronger, ongoing, annual influenza vaccine program to the draft as a preventive measure under “Other Recommendations.”  

Dr. Abramson suggested voting on prioritization first and then addressing decisions about prioritization. He clarified that giving one dose to everyone is not sufficient. The diagram indicates starting with 6 million doses and then repeating those 6 million doses to the same individuals 4 weeks later.
Dr. Morse noted that during the interval of time in the delay of vaccine production, there might be a first wave of people who are exposed, become ill, and develop immunity. He asked if there has been discussion concerning potential modification of the vaccine allocation on a community or individual basis to reflect this. Could decisions about who to vaccinate be based on geography, illness rate, and immunity of the pandemic wave?
Dr. Abramson stated that Dr. Orenstein’s presentation will address vaccine distribution.

Dr. Bridges stated that this scenario was discussed at the workgroup meeting in June. One of the concerns is that a non-influenza virus could continue to circulate at the same rates outside of the pandemic. This questions the reliability of using the history of an influenza-like illness to predict having actually had influenza.
Dr. Hull referred to Priority Group 1 (Appendix 2, slide 14), noting the small number of pregnant women but high mortality rates of the 1918 influenza pandemic. After pointing out that a pregnant woman who dies represents two deaths. He asked if there were data on the rate of premature delivery in pregnant women with influenza and whether the working group had considered our limited capacity for newborn intensive care. He asked if there had been any discussion of moving pregnant women to group 1B.

Dr. Abramson noted that the available data are limited. The studies presented do not include information on how many pregnant women were hospitalized during the pandemic versus those who were pregnant but did not require hospitalization. There are, however, data that indicate high rates of more serious hospitalization occurring during non-pandemic or epidemic years. This resulted in pregnant women being moved up the priority list to the current position. 

Dr. Bridges stated that vaccinating pregnant women and vaccinating household contacts less than 6 months old are linked because pregnant women will soon become household contacts to those less than 6 months old. For that reason, these two groups need to be together. Also, a small amount of new data shows that the vaccination of pregnant women decreases influenza complications in newborns. 
There was some discussion among attendees to clarify the use of antiviral medications in pregnant women and children.  Antivirals are not approved by the FDA for use in pregnant women or children less than 1 year of age. 

Dr. Pavia noted that antivirals remain category 1C in pregnant women. There are not adequate data on safety for oseltamivir. The antiviral workgroup recommended that zanamivir be stockpiled; because it achieves lower systemic levels, it would, in theory, be safer in pregnancy.

 Ms. Stinchfield recommended adding the stockpiling of pediatric and adult masks and hand hygiene products that can reduce transmission to the draft

Public Comment

Noel Harvey, representing BD, noted that his company has indicated their desire to work with the government and the vaccine industry to include syringes in the stockpile. He informed the committee that the device industry does not have a lot of excess capacity; they are rated on their ability to provide product that is used almost immediately. He asked the committee to remember that not all syringes are created equal and consider the issue of dead space when procuring syringes.  He cited studies that show that the use of a low-dead-space syringe for a standard intramuscular injection can extend the vaccine supply by 7 to 25 percent. He urged the committee to consider the adoption of this type of syringe for a pandemic vaccination campaign. Mr. Harvey also asked the committee to consider the other materials necessary to administer vaccines such as associated peripherals, swabs, masks, and sharp containers. BD and other companies are receiving requests from governments for tender of these materials. 

John Temte, from the American Academy of Family Physicians, referred to the working group’s recommendation to develop pre-pandemic communication tools (Appendix 2, slide 13). He emphasized the fact that clinical care personnel must have explicit practice guidelines to support their actions and to provide patient information. He encouraged the committee to develop a well-defined list of priority groups with specific recommendations. He explained that such a list can help clinicians identify patients and also limit workplace disruptions caused by certain clinic staff (receptionists, for example) being denied vaccine.
Stephen Gordon, Vaccine Adverse Event Reporting System, seconded Dr. Temte’s comments, noting that it is important to provide clinicians with clear guidelines for determining who should receive vaccine in the face of community fear and apathy. 
Vote on Vaccine Recommendations

ACIP—Dr. Abramson

Dr. Abramson clarified that today’s vote is on the vaccine prioritization table (Appendix 2, slide 14); therefore, there should be no conflict of interest. 
The ACIP members present voted unanimously to accept the proposed vaccine priority groups.

The ACIP members also voted 9 to 3 in favor of splitting Priority Group 2 (Appendix 2, slide 14) into 2 groups (2a and 2b).  In a shortage situation, individuals in Priority Group 2a would have priority over those in 2b.
NVAC—Dr. Helms

The NVAC members present voted unanimously to accept the proposed vaccine priority groups. 

NVAC members voted 6 to 4 in favor of splitting Priority Group 2. 

Discussion

There was some discussion among ACIP and NVAC members regarding how the working group’s suggestions will be reflected in the final draft of the plan. Several attendees re-emphasized the consensus for a strong recommendation in favor of strengthening interpandemic influenza vaccination. NVAC members opted not to vote on specific additional recommendations but to submit these suggestions to the Assistant Secretary of Health along with the draft. These suggestions will then be considered for inclusion in the final draft; where. When specific policy issues arise, they can be vetted internally. 

The ACIP meeting was adjourned.


Vaccine Purchase and Distribution Options—Dr. Walt Orenstein

Dr. Helms commented that the issue of whether the Federal government should be responsible for procuring vaccine stocks in the event of a pandemic had never been covered previously. This aspect of the plan may affect the limited number of companies that manufacture vaccines used for such a pandemic. NVAC members affiliated with vaccine manufacturers recused themselves from the discussion to avoid any appearance of possible conflicts of interest. Thus, Drs. Fergie, Johnson, and Humiston did not participate in the discussion.
Dr. Orenstein presented “Purchasing Options for Influenza Vaccines in the Setting of a Pandemic” (Appendix 3). Dr. Orenstein noted that while distribution is critical, it was not the focus of deliberations. However, the role of Federal government in vaccine purchase and control is critical for effective pandemic planning. 

The presentation focused on the Federal government’s role in vaccine purchase and allocation. Dr. Orenstein reviewed the working group’s guiding principles and underlying assumptions (Appendix 3, slides 7–11). He noted that the working group did not address Federal funding for the rapid purchase of vaccine or liability protection for manufacturers and providers. He then presented four options for vaccine purchase, allocation, distribution, and administration during a pandemic period (Appendix 3, slides 13–23) and identified the options preferred by key stake holders (Appendix 3, slides 24–25). 
Discussion 
Dr. Young requested further clarification on the role of Federal government in distributing vaccine during pandemic periods. She noted that Option 4 seemed the most effective because the Federal government would control and distribute vaccine to the target group. However, her concern is that it adds another step to the distribution process, which might decrease effectiveness. 
Dr. Orenstein responded that the Federal government would control allocation of the vaccine without physically storing vaccine and managing distribution. The manufacturers may hold the vaccine and be contacted directly by states and providers. 

Dr. Helms asked if the listed organizations (Appendix 3, slide 25) officially endorsed Option 4 or if the working group representatives from those organizations supported Option 4. 
Dr. Orenstein replied that these are organizational preferences but not official endorsements. After some discussion, it became clear that some organizations went through an official clearance process before responding to the working group, but many did not.
Dr. Dekker inquired whether the lessons of the failed Phase 1 smallpox vaccine program (health care workers and first responders did not follow CDC recommendations t receive smallpox vaccination) inform strategy for pandemic influenza recommendations.

Dr. Orenstein noted that while there are some similarities between the two pandemics, there are also many differences. He stated that he hoped there will be greater vaccine supply and broader private participation in administering the influenza vaccine. 

Dr. Gordon commented that the Federal government can and should provide for public health but cannot mandate an individual’s participation in a plan. He noted that there is a difference between the Federal government having a product, infrastructure, and priorities for vaccine and the Federal government actually purchasing and controlling all vaccine supplies. 
Dr. Hinman responded that the government also has a role in ensuring that there are no barriers to access for vaccine for eligible persons; the overall goal is to make vaccine available to everyone who wants it. 

Dr. Ray Strikas, CDC, asked if Chiron stated an option preference. 
A Chiron representative stated that the company would support the government’s decision. He explained that Chiron did not feel that it could state an option preference before the issues were answered (Appendix 3, slide 28). He emphasized that the company felt strongly that once a pandemic is over, the system should revert to normal distribution. 

Dr. Gordon asked if the working group considered having more than one plan in place so that decisions could me made based on the severity of the pandemic. 
Dr. Orenstein acknowledged that the working group realized that the plan for purchase and distribution might have to be revised at the time of an actual pandemic. However, the goal of the working group was to provide state and local health departments with an effective plan to explain their roles in administering vaccine to those who need it. 
Dr. Hinman emphasized the importance of having established Federal policy that provides manufacturers with a measure of assurance that there will be a market for their product once the pandemic strain is identified.

Clare Hannon, Association of Immunization Managers (AIM), stated that AIM supports Option 4. She noted that the biggest obstacle AIM had during the last influenza season was locating vaccine, she believes that implementing Option 4 provides a solution. 
There was some discussion about how to apply the lessons from the 2004 and 2005 influenza vaccine supply to these pandemic planning activities. Dr. Orenstein replied that the working group specifically distanced itself from supply issues in interpandemic years. 

Public Comment
Stuart Feldman, sanofi pasteur, emphasized the importance of preventing shortages by increasing interpandemic demand. He noted that manufacturers work closely with distributors and that whatever system is adopted must be efficient and flexible. 
A vaccine manufacturer consultant noted that under Option 3, the current interpandemic system may be used for a portion of allocation and distribution activities.

Amy Groome, Indian Health Service, explained that the group wants to work with the state and local health departments to distribute vaccine. 

Vote on Vaccine Purchase and Distribution Options
NVAC voted unanimously in favor of Option 4 (Appendix 3, slides 22-23). 

Antiviral Subgroup Findings—Dr. Andrew Pavia

Dr. Pavia presented “Pandemic Influenza Antiviral Strategies and Priority Groups” (Appendix 4). He reviewed the working group’s process, explained its guiding principles and underlying assumptions, and presented key data. He presented the working group’s recommendations for the use of antivirals in an influenza pandemic (Appendix 4, slides 11–17) and concluded by identifying ongoing issues to be addressed. 

Discussion
George Curlin, from NIH, asked if the working group discussed the role of specific diagnosis before initiating antiviral therapy, further clarifying that he was more concerned about the local and hospital level where a specific diagnosis is more likely to be found. 
Dr. Pavia explained that while the working group discussed this issue, there are not adequate rapid diagnostics in place given the current setting of unknown viruses. He agreed that antivirals could be more efficiently deployed if such rapid diagnostics were in place. The working group discussed the need for this capacity but, at the moment, we are dependent on viral culture for a novel strain. Viral culture is not practical in this situation because of the 2- to 5-day lag time.
Dr. Curlin asked whether there were potential conflicts between the recommendations for pregnant women and FDA regulations.

Dr. Pavia noted that antivirals are Category C drugs and therefore allowable; however, he recognized that the working group’s emphasis was on the medical and public health issues of the disease, and they might not be cognizant of regulatory issues.

Dr. Schwartz concurred that the drug is a Category C and that no harm has been documented to date, although no studies have been done. He noted that zanamivir is delivered by inhalation and does not reach the same blood levels as oseltamivir; thus, this agent may be preferable for pregnant women.

Dr. Fergie asked why healthcare workers were not being considered for prevention rather than treatment even though the drug will be available. 
Dr. Pavia noted that prophylaxis is a much higher priority in Canada. The working group considered recommending prophylaxis for healthcare workers, but decided that it would be a dramatically more efficient use of the drug to treat healthcare workers within 24 hours of symptom onset. 

There was a short discussion to clarify some of numbers from the slides (Appendix 4, slides 13–14) related to target groups and the number of healthcare workers who would be treated. 
Dr. Gellin raised the issue of identifying and tracking those who get sick with the flu—and are thus immunized by virtue of having had the disease—to ensure that the vaccine is not used unnecessarily for this group of people. The amount of serology available to verify infection would be limited by capacity; however, it would certainly be useful if the technology and capacity were in place to help redirect limited vaccine. 

Dr. Helms noted that this problem cannot be solved at the national level. 
Dr. Pavia commented that this issue becomes most important in the high-risk outpatient population and comes back to the question of diagnostic capability.

Dr. Temte, American Association of Family Physicians (AAFP), commended the group on prioritizing treatment above prophylaxis but questioned the assumption of a self-contained epidemic lasting 8 weeks. He cited data from Wisconsin that suggests that influenza persists in communities for around 14 weeks once it is recognized. 

Dr. Pavia noted that many of the data are based on earlier pandemics and therefore may or may not apply. The working group discussed the fact that the risk for young adults in the 1918 pandemic was very high and that a risk-based strategy might not be appropriate. The group assumed that if mortality turned out to be disproportionate in healthy people who are not in recognizable risk groups, then the priority groups would have to be reshuffled. Dr. Lovell pointed out that the United States does not have the technology, infrastructure, or data management systems available from the private suppliers or the Federal government to apply the necessary rapid analyses to the serological data.

Public Comment
A member of the audience asked whether the antiviral stockpile recommendations include a recommendation for the inclusion of pediatric formulations to cover children who fall into the risk groups. 
Dr. Pavia responded that this is one of the workgroup’s unresolved issues. Children are included in many of target group categories, so there is no need to isolate them from the larger group. However, there is a need to determine how much of the stockpile should be in an oral formulation.
Dr. Schwartz noted that there are problems with stockpiling the oseltamivir suspension. Its shelf life is only 2 years compared with 5 years for the capsule. Additionally, the manufacturing process is slower for the suspension; therefore less of the drug can be produced. Other options for treating children are being considered, including opening the oseltamivir capsules and sprinkling the contents on apple sauce, as is currently done with some other drugs for children. There have been talks with the manufacturers about producing lower dose capsules for this use. 
A committee member asked for information about the capacity to produce antivirals for stockpiling. Dr. Pavia quoted some numbers provided by Roche at a congressional hearing (5 million doses by the end of 2005 and up to 75 million treatment courses by the end of 2006). These numbers represent the amount that they plan to be able to make available to the United States for stockpiling. In 2.5 years, production will be dramatically increased because a new facility is expected to come on line. Because no one from Roche was available to comment on these numbers, Dr. Schwartz noted that the issues of manufacturing capacity and orders from other countries and commitments that were already in place need to be considered. He stated that oseltamivir is currently made at a single licensed facility in Switzerland and validated the numbers provided by Dr. Pavia  Roche is establishing a U.S. supply chain that they hope to have licensed by late 2005. They then expect to be in production in the United States with an estimated 15 million courses per year. Given current commitments, they could provide about 10 million courses to the U.S. stockpile this year and perhaps another 12 million by the end of 2006. After that, the amount available could jump dramatically. 
Andrew McKnight, from GlaxoSmithKline (GSK), indicated that the company is currently limited in the supply of zanamivir but that their global capacity could increase to 41 million doses by 2008. GSK is listed as a secondary supplier of antivirals.

Dr. Helms suggested that instead of using the numbers being quoted at this meeting, NVAC asked each manufacturer to provide their estimates in writing.

Vote on Antiviral Recommendations 
NVAC voted unanimously in favor of the working group’s recommendations on antiviral drug use in an influenza pandemic.

Note: Dr. Humiston was invited to vote on the recommendations not related to stockpiling (Recommendations 3 through 6) but opted not to vote.
Concluding Comments and Next Steps—Dr. Alan Hinman

Dr. Hinman restated that 1 year ago, committee members listed six issues not addressed by the draft Pandemic Influenza Preparedness and Response Plan. Today’s meeting addressed four of those six issues. DHHS will address the remaining two issues.   Dr. Hinman commended the workgroups for their work on these issues and suggested that summary reports from these three working groups be submitted for journal publication. He also recognized NVPO staff members Emma English and Elizabeth Falconi for their work on this meeting. Potential next steps for the pandemic influenza working group include identifying appropriate distribution strategies for vaccines and antivirals. He pointed out the important role immunization registries could play during pandemic influenza. In the event of vaccine shortage, the prioritization list would be implemented, and there would be a need to track vaccine recipients. The need to keep records of who has vaccine and who needs to return for a second dose is important for influenza prevention. Dr. Hinman thanked committee members for their work and devotion over the last year to develop the Pandemic Influenza Preparedness and Response Plan, offering special recognition to Dr. Schwartz. 

Dr. Gellin recognized Dr. Hinman’s efforts. He also recognized Ms. Emma Levine for her support in matters of conflict of interest. 

Dr. Helms thanked the committee members and also recognized Dr. Schwartz. He noted that data management and information distribution are especially critical issues to examine next. The Pandemic Preparedness document will be taken back to the working group for revision, and it will be available by the summer. The secretary will see the work-in-progress in August. Dr. Helms reiterated that the issues raised, particularly those concerning distribution, must be addressed.

The chairperson of the subcommittee on communication stated that, in any plans for publication, thought should be given to utilizing not only professional journals but also publications that are more likely to be read by the general public.

The meeting was adjourned.
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