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National Vaccine Advisory Committee (NVAC)

October 5-6, 2004 meeting

Draft Minutes

Meeting Overview

Several working groups provided reports and recommendations, three of which were accepted by vote of the full Committee.  

· As requested by Acting Assistant Secretary for Health Dr. Christina Beato during the June 1-2, 2004 NVAC meeting, a Pandemic Influenza Working Group was formed to prepare comments for NVAC on the Department’s Pandemic Influenza Preparedness and Response Plan, as issued to the public in draft form on August 26, 2004.  The full committee approved the Working Group’s comments and recommendations.
· In response to Dr. Beato’s challenging request made during the Committee’s February 2004 meeting, an Influenza Working Group was formed with three subgroups to identify high priority issues and recommendations for improvement of the national influenza immunization program.  A preliminary report of the working groups findings are expected shortly.
· The Working Group on Enhancing Public Participation in Vaccine Policy Deliberations, chaired by Ruth Katz, MPH, JD, held a meeting on September 13-14, 2004 to consider options for enhancing public participation in vaccine policy deliberations and to evaluate the proposal from the Wingspread Public Engagement Planning Group for the Vaccine Policy Analysis Collaborative (VPACE) demonstration project.  Responding to the Working Group’s charge, several recommendations developed by the Working Group, which were approved by the full Committee.

· In response to the IOM’s request, as presented in their report “Financing Vaccines in the 21st Century,” the Vaccine Financing Working Group held a 2-day stakeholder forum on June 28-29, 2004 to examine the administrative, technical, and legislative issues associated with a possible shift from vaccine purchase to a vaccine mandate, subsidy, and voucher financed strategy.  Attendees represented manufacturers, Federal agencies, public health agencies, and providers.  Insurers were invited to the table, but were unable to attend and have not provided a payer’s opinion.  As a result of that forum, the Working Group developed a number of recommendations they feel could contribute to the stabilization of the current immunization financing system, which were approved by the full Committee. 
· The Working Group on Public Health Options for Implementing Vaccine Recommendations has continued its work on the development of a decision making framework that could be utilized by state authorities in the implementation of vaccine recommendations.  This framework emphasizes the public process, the thorough consideration of public health, public policy, and operational environments, and a closer examination of exemptions, particularly the effects of non-medical exemptions and the process for obtaining such an exemption.
The Vaccine Safety & Communication Subcommittee received a presentation by Dr. Melinda Wharton, NIP, about the IOM review of the NIP Vaccine Safety Datalink data sharing program.  The IOM’s final reports are expected to be released in November 2004 (reviewing and presenting recommendations on the program) and in February 2005 (reviewing and presenting recommendations for the handling of preliminary data obtained by Datalink). While the Immunization Coverage & Future Vaccines Subcommittees held a joint meeting to begin the planning of a National Stakeholder Meeting on Strategies to Increase the Uptake of New Vaccines for Adolescents, currently proposed to be held in June 2005.  The goals of such a meeting would be to identify the strengths and weaknesses of key implementation strategies and issues; identify approaches that will effectively and efficiently increase the proportion of adolescents who receive vaccines; develop plans to implement these approaches; and to identify research initiatives in support of the successful introduction of these new vaccines and to accelerate the development of vaccines in the ‘pipeline.’

Other presentations of interest included the following: a review of the 2004-2005 Influenza Season (Drs. Steven Cochi, Eddie Wilder, and Alan Janssen, NIP), National Children’s Health Study (Dr. Peter Scheidt, NIH), an update of the READII program (Tamara Kicera, NIP), and an overview of project Bioshield (Monique Mansoura, OPHEP).

Agency and committee updates were presented by: NIP/ACIP (Dr. Steve Cochi - CDC), ACCV/DVIC (Dr. Geoff Evans - HRSA), FDA/VRBPAC (Dr. Gary Overturf – University of Mexico, VRBPAC Chair and NVAC liaison), NIH (Dr. George Curlin – NIAID).
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Day 1 – October 5, 2004

Welcome from the National Vaccine Advisory Committee Chair – Dr. Charles Helms
Dr. Helms thanked NVAC members and noted that Dr. Bruce Gellin was “putting out a fire” and would join them when he could. He suggested they begin the meeting to stay on schedule. Dr. Helms then introduced himself and asked the attendees to introduce themselves.

Dr. Helms gave a brief report to update the committee. He brought members’ attention to the solicitation for nominations for NVAC.  He noted that committees such as NVAC are ongoing because of the participation of expert individuals whose presence on such committees can increase productivity and improve advice offered to the government.

Dr. Helms noted that they have been very busy in response to Dr. Beato’s request for a preliminary report from the Influenza Working Group, as well as many other things that would be reported on during the meeting. The DHHS Draft Pandemic Influenza Preparedness and Response Plan is now publicly available and comments are being solicited. In addition, Dr. Alan Hinman, who chairs the Working Group on Pandemic Influenza, created to provide NVAC comments on the plan, will be presenting some of these comments for deliberation. The Influenza Working Group will give a presentation on its preliminary report and Dr. Hinman would also be reporting on the follow-up on the IOM report on vaccine financing.  Ruth Katz will also give an important presentation on a recent meeting held by the Working Group on Public Participation, which she chairs.

Dr. Helms noted that there would be a special joint meeting of the Immunization Coverage and Future Vaccines Subcommittees to discuss a possible stakeholder meeting on adolescent immunization. Upcoming Influenza Season

September -December 2002 Baseline NIS Data on Influenza Vaccine Coverage among Children Aged 6-23 Months – Dr. Steven Cochi

Dr. Cochi noted that he would be discussing the 2002-2003 influenza season baseline coverage data for 6- to 23-month-old children and CDC’s internal operational plan for the upcoming season, which was developed in collaboration with NIP and the National Center for Infectious Diseases (NCID). 

He noted that children under 2 years of age are at increased risk for influenza-related hospitalizations. Beginning with the 2002-2003 influenza season, ACIP recommended influenza vaccination of children 6 to 23 months of age, as well as for household contacts and out-of-home caregivers of children under 2 years of age. 

The 2002-2003 coverage estimates were published in MMWR on September 24, 2004 and were based on the 2003 National Immunization Survey (NIS). Beginning with the 2003 NIS, children’s complete influenza immunization histories were obtained from immunization providers. This was also the first year ACIP encouraged immunization of this age group. The study included only children who were 6 to 23 months of age during the entire span of September 2002 to December 2002.

Dr. Cochi discussed the limitations of the analyses. First, since analyses were limited to vaccinations obtained between September 2002 and December 2002 and 2003 NIS interviewing began in January 2003, vaccinations received later in the season were not counted, resulting most likely in a decrease in coverage estimates. Second, the results were restricted to children 6 to 23 months of age only during the entire September 2002 to December 2002 period, resulting most likely in an increase in the coverage estimates. There were also the usual NIS limitations, such as the fact that it is a telephone survey, it relies on provider-reported vaccination histories, and there is a larger sampling uncertainty for state and urban area estimates.

Dr. Cochi summarized the findings. Influenza vaccination coverage for children 6 to 23 months of age was very low during the first year of the ACIP encouragement (2002-2003 season). The ACIP recommendations should result in increased coverage for the 2004-2005 influenza season. Substantial work is needed to fully implement the recommendation for children 6 to 23 months of age and household contacts of children under 2 years of age to reduce the number of preventable influenza-related hospitalizations and deaths among these children.

Dr. Cochi then discussed their internal operational plan for the upcoming season. The Coordinating Center for Infectious Diseases, which coordinated the three infectious disease centers at CDC (NCID, NIP, HIV/AIDS/TB/STD Center) convened a working group to develop an operations plan for the 2004-2005 influenza season. The plan is a guide for integrated approach to activities that will improve coordination among the participating programs to foster a seamless response. The plan relies on a core strategy of partnerships with all participating centers and CDC’s partners.

The general categories of functional operations that they want to coordinate and collaborate more effectively include surveillance, vaccine supply, vaccine safety, and policy coordination. Surveillance involves monitoring virus activity, morbidity (ILI), and mortality (reported weekly) and pediatric hospitalizations (reported bi-weekly). Vaccine supply, involving monitoring vaccine supply among manufacturers and distributors, will be reported weekly. Vaccine safety, involving monitoring adverse events, will be reported daily. Policy coordination, involving consultation with key advisory bodies and stakeholders would also be included. Other functional operations include healthcare impact (i.e., conducting rapid assessments of the impact of influenza on healthcare delivery), the strategic national stockpile, and communications (i.e., providing timely, accurate, comprehensive, audience-tailored information about influenza activity, vaccine supply, and other topics of importance to the public).

2004–2005 National Influenza Season Response Operations Plan – Dr. Eddie Wilder

Dr. Wilder noted that he would be giving a brief overview of what the CDC is expecting in the upcoming influenza vaccination season, an update on influenza vaccine production and distribution, including the timing of the distribution, and an overview of the influenza vaccine stockpile. 

He began with an overview of the 2004 influenza vaccination season. There are three manufacturers of influenza vaccine. Aventis Pasteur and Chiron produce the inactivated vaccine, and MedImmune produces the live attenuated influenza vaccine. The manufacturers expect to produce approximately 13 million more doses of influenza vaccine this year than in 2003. The distribution of the influenza vaccine began in August for this season.

Mr. Wilder presented data on influenza vaccine production and distribution over the past four years and the projected production for 2004. Projected doses for this season are estimated to be approximately 100 million. Last year, a record number of doses were distributed.

Mr. Wilder then discussed the timing of distribution for the 2004-2005 influenza season. There was a notice to readers in the September 24, 2004 MMWR entitled, “Supplemental Recommendations for Timing of Influenza Vaccine for the 2004/05 Season.” The notice indicated that production was proceeding satisfactorily. However, it also indicated that Chiron, in conducting its final internal review release procedures for its inactivated influenza vaccine (Fluviron), identified a small number of lots that did not meet its sterility specifications and that those lots would not be distributed. Chiron indicated that the problem was localized and that all remaining lots meeting the sterility specifications would be available for distribution once the company completes its quality assurance testing. Chiron’s plans for distribution are pending until regulatory officials in the United States and the United Kingdom complete their reviews of the data from the company’s investigation. Mr. Wilder noted that some concerning information was just received that morning from Chiron regarding their distribution of the influenza vaccine and that the information is still pending. Chiron is expected to issue a press release in the near future.

As noted earlier, Aventis Pasteur began distribution in August and MedImmune will begin distribution in early October or as soon as release protocols are received by them. He noted that the bulk of this year’s influenza vaccine should be available in October and November, which according to ACIP, is the optimal time for vaccination against influenza.

Mr. Wilder discussed the 2004 influenza vaccine stockpile. The CDC has legislative authority to establish an influenza vaccine stockpile through the VFC Program. He noted that 4.5 million doses of influenza vaccine have been purchased for this influenza season to be held as national stockpile. Of these, half will be available for distribution in December 2004 and the remaining half will be available for distribution in January 2005.

Supply, Distribution, and Vaccine Timing Issues for the 2004–2005 Season - Mr. Alan Janssen

Mr. Janssen highlighted the logo for this year, which emphasizes protecting oneself and one’s loved ones by getting the influenza vaccine. He noted that throughout his presentation there would be emphasis on protecting the community by getting the flu vaccine.

Mr. Janssen noted that the primary objectives were to motivate people to receive timely influenza immunizations (particularly high risk individuals), to motivate parents to vaccinate children 6 to 23 months of age, to increase awareness of influenza immunization recommendations and benefits among African Americans and Hispanic Americans, and to provide the resources for healthcare providers to assume a leadership role in encouraging patients to get vaccinated.  He noted that the inclusion of pregnant women in all trimesters and parents of children ages 6 to 23 months is new this year.

Mr. Janssen discussed the series of activities undertaken to develop this campaign. There has been ongoing formative and concept research with the influenza target audiences. The research has shown that people are becoming more aware of what influenza is – that it is a virus that can be spread from person to person and may be airborne. However, there are still many individuals who believe that the flu vaccine can cause the flu. Materials are being developed to specifically address these issues.

A series of surveys are conducted annually. A survey with the Gallup Organization asked physicians, pediatricians and family practitioners what they most often heard from parents with respect to the flu vaccine. They indicated that parents questioned whether the flu vaccine was necessary. Materials were developed to help pediatricians and family practitioners encourage parents to get the vaccine.  Past focus groups indicated that people were not worried about the flu, but were worried about pneumonia because people die of pneumonia. However, the reported pediatric deaths in Colorado last year raised awareness that influenza can be deadly.

Mr. Janssen highlighted the key messages: influenza is a serious disease causing an estimated 36,000 deaths and 200,000 hospitalizations, annually; vaccination is the best protection against the flu; emphasizing the recommendations for children 6 to 23 months of age; the vaccine is safe and effective; October and November are the best months to get vaccinated, although December is not too late; and that getting vaccinated would protect others.  He noted that particularly among African Americans and Hispanic Americans, individuals would not get vaccinated themselves, but would consider getting vaccinated to protect their family. 

Their call to action for the public is that high risk people and their contacts should get vaccinated in October or November.  Parents of children 6 to 23 months of age should call now to make an appointment to discuss vaccinating their children.  There will be emphasis this year on household contacts and caregivers to protect themselves and people around them.

Mr. Janssen noted that the campaign consists of two parts – media and print materials. The print materials are in English and in Spanish and are written for low literacy audiences. The media campaign includes video news releases (VNRs) and audio news releases (ANRs) featuring Dr. Gerberding. He noted that one of these would go out this week emphasizing vaccinating children ages 6 to 23 months. The final VNR is scheduled to go out in December. There are Spanish language VNRs and ANRs. They have done a series of possible targeted radio advertisements which was put in with another component, the radio satellite news tour. He noted that each year there seems to be a new challenge and that they hope to have something in place to address such issues as they come up. They also did outreach at the UNITY conference for minority journalists which was held in Washington, D.C. They have news conferences linked with the MMWR articles. They do a series of “Matte Articles” which are articles containing a great deal of factual information about influenza and the influenza vaccine, and which can be tailored to local audiences. They participate in the NFID press conference and other media opportunities. There have also been a series of press interviews with Dr. Gerberding.

Mr. Janssen noted that with respect to print materials for the public and for patients, pediatricians and family practitioners are seen as a trusted source of information and CDC materials are being developed for them. The focus groups showed that people do not expect to see pretty, glossy brochures from the CDC, but they do look at the source of the information and the CDC continues to carry a great deal of weight with this particular audience. The CDC developed flyers, posters, brochures, buttons, and stickers. He noted that the buttons and stickers were for the leadership role they hope the physicians will take with the influenza vaccine.

One important finding from research on other vaccines, concerning healthcare workers especially, is that if the healthcare workers see the physicians taking the vaccine and promoting the vaccine, they are more likely to make the personal choice to get vaccinated themselves.

Mr. Janssen showed samples of the flyers where CDC is trying to dispel some of the myths about the vaccine, discuss the new target audiences, identify who is high risk, etc. He also showed examples of posters that have been developed with special emphasis on community aspects, children, and the value of the vaccine during pregnancy. The materials will be distributed through health departments, healthcare providers, and the CDC website. He noted that CDC has a website where people can download and print the posters.

With the call to action for healthcare providers, they are trying to emphasize the importance of the leadership role for physicians to set an example and get vaccinated, encourage staff and colleagues to get vaccinated, and recommend vaccination to all patients, particularly those at high risk. With respect to provider print materials, there are about 85,000 “Immunize Now” provider kits that include materials for doctors, nurses, administrators, and patients. In addition, there are articles in professional society journals and newsletters, as well as ads in medical journals they are co-branding with CMS.

Mr. Janssen showed examples of the campaign materials emphasizing that influenza is here, what to do to get the vaccinations, and the importance to others. Materials in English and Spanish are available for children, parents, and caregivers. Distribution of print materials will be through professional societies, the CDC website, health departments, and direct mail. In addition, NIP will exhibit at the major provider conferences in the fall and winter.

Mr. Janssen noted that there are several hundred thousand hits on their website for influenza and influenza immunization. Educational materials for the public and providers will be available for download from the CDC flu website: www.cdc.gov/flu/gallery.

Pandemic Influenza Preparedness and Response Plan - Dr. Benjamin Schwartz

Dr. Schwartz commented that after several months of giving presentations on the pandemic plan and saying that it would be released, he was pleased to be able to say that the Pandemic Influenza Preparedness and Response Plan has been released and that he appreciated the opportunity to discuss pandemic influenza preparedness and response with NVAC. The pandemic clock is ticking; we just don’t know what time it is.

He noted that the objectives of his presentation were to comment on the H5N1 threat in Asia and then summarize recent and ongoing pandemic preparedness activities, looking first at the HHS Pandemic Influenza Preparedness and Response Plan, and other activities implemented by the department.

Dr. Schwartz noted that H5N1 influenza in Asia, first identified in Hong Kong in 1997, is the greatest current pandemic threat.  Recently, in Thailand, there was a cluster of a 12-year old girl who had contact with infected poultry. The child went home to her mother, who did not have contact with infected poultry, and the mother became infected and died, as did the child. This would be the first evidence of human-to-human transmission of the H5N1 strain in the recent cluster and is particularly concerning in terms of the possibility of a pandemic.

When the next pandemic might occur and its severity is unknown.  The 1918 pandemic resulted in 675,000 deaths in the United States, making it the single most fatal even in U.S. history.  Projecting those deaths to the current U.S. population would result in 1 million to 2.2 million deaths.  He noted that the case fatality rate was 3 percent. Comparing this rate to the case fatality rates for avian influenza in the Asian countries, a catastrophic situation could result should it become a pandemic.

The HHS Pandemic Influenza Preparedness and Response Plan provides a road map for the critical activities that will help decrease the health impact, as well as the economic and social impacts of the next pandemic.  The plan was released for a 60-day public comment period on August 26, 2004 and a number of comments have already been submitted.  He added that the plan is a “living document” that will be revised periodically as needed and that comments are always welcomed.

There is a core plan with preparedness and response sections that provides an outline of the various activities that need to be undertaken before a pandemic, as well as the activities that would be undertaken as part of a pandemic response. The HHS Conops (Concept of Operations) plan for public health and medical emergencies is also included. Finally, 12 annexes provide guidance to health departments and other health care organizations and detailed information on critical issues (e.g., vaccines, antivirals, surveillance), as well as interesting comparative and historical perspectives.

Dr. Schwartz noted that there are also a number of outstanding issues including: the purchase and distribution of pandemic vaccine and whether it would be public, private or both; the development of a list of priority groups for vaccination; strategies for antiviral drugs approaches (e.g., therapy vs. prophylaxis); and the resolution of approaches to indemnification and liability protection.  There is also a need for additional specificity for issues such as determining strategies to decrease international and community transmission and how to implement them and frontline healthcare workers or essential community service providers, who may be target groups for vaccination and antivirals, need to be better defined.  Materials need to be developed to monitor vaccination coverage, recall people for a second dose if necessary, monitor for vaccine adverse events, and for communication and educational purposes.  CDC has developed working groups to address these issues and will provide important input for pandemic planning and preparedness, but more widespread involvement is still needed.

Dr. Schwartz highlighted the pandemic preparedness activities that are ongoing and were ongoing while the plan was being developed. In terms of vaccine, NIH is receiving H5N1 investigational lots for clinical testing and will explore the immunogenicity and safety of the vaccine. CDC has completed a contract with a vaccine manufacturer for a 2-million-dose stockpile of the H5N1 vaccine, and an RFD is being finalized to assure the security of the egg supply for vaccine and to produce annual investigational lots of pandemic-like vaccines that can be clinically tested. An RFD is entering its final stages that will lead to diversification of U.S. influenza vaccine production and an increase in surge capacity through cell-culture based vaccines produced in the United States. There are also a number of research projects underway to improve the development of reference strains for vaccine production, explore new vaccine production technologies, and increase immunogenicity of influenza vaccine.

With respect to antiviral drugs, oseltamivir has been added to the Strategic National Stockpile. Currently, approximately 1 million courses are included in the stockpile, and discussions are ongoing about acquiring more antiviral drugs. An interagency meeting (HHS, DoD, VA) was recently held to coordinate antiviral strategies and negotiations for stockpile purchases.

There are a range of activities for state health department and healthcare system preparedness. These include the addition of pandemic planning in the BT cooperative agreement as a critical benchmark where all states will be required to develop pandemic plans by the end of FY’05. Regional planning meetings are being set up for health departments. In addition, tabletop exercises are being developed and several field exercises are being undertaken in several states. HRSA is supporting a BT hospital preparedness program that was funded at about $500 million this year.

Dr. Schwartz then discussed international activities that are of increased importance given the H5N1 situation in Asia. CDC recently completed a cooperative agreement enhancing surveillance in 10 Asian countries. HHS provided support for the WHO that will help coordinate human and animal surveillance and will provide support to the Western Pacific Regional Office (WPRO) of the WHO for pandemic planning in Asia. Projects have been implemented through the APEC Health Task Force to assess pandemic planning, promote inter-sectoral involvement, and enhance preparedness in the Pacific Rim countries. Finally, NIH is providing support for activities to model the containment of an initial pandemic outbreak using public health measures and antiviral drugs.

In conclusion, Dr. Schwartz noted that during the past couple of years, there has been substantial progress in preparedness. However, many challenges remain, and many key decisions have to be made. Further planning has to be done at the state, local, and healthcare system levels, as well as in filling the important gaps, improving the specificity, and developing materials to support pandemic response activities. In addition, international surveillance and cooperation remains a priority. The release of the pandemic plan allows broader engagement and facilitates stakeholder involvement in planning and preparedness activities. Dr. Schwartz commented that they look forward to this and to NVAC’s comments on the pandemic preparedness plan.

NVAC Pandemic Influenza Working Group - Working Group Comments on draft HHS Pandemic Influenza Preparedness and Response Plan - Dr. Alan Hinman

Dr. Hinman noted that at Dr. Helms requested that a small working group (Dr. Hinman, Ms. Koslap-Petraco, Dr. Raymond, and Dr. Schaffner) review the proposed pandemic plan and propose some NVAC comments on it. They individually read through the plan and then had a conference call to discuss their primary observations.

He commented that the plan is an extraordinarily well-written document that outlines all of the issues that need to be considered at national, state, local, and institutional levels in addressing pandemic flu. However, it is incomplete in that it does not make specific recommendations for action. This is because several key policy decisions need to be made well in advance of the pandemic (i.e., now). These issues need to be addressed now, since we do not know when the next pandemic might occur.

They need to precipitate a discussion that is widespread, involves the public, and gets into the ethics. In addition, there needs to be something more active than publishing it in the Federal Register for public comment. Although recommendations may ultimately be given to the Department, the final decisions will be made in the political arena. If there is a commitment to purchase vaccine that is going to require legislative appropriation and if there is going to be indemnification that is going to require legislation, they must be prepared for the discussion to take place in public in the political arena.

Dr. Hinman then discussed the key policy decisions that need to be made now. First, the role of the Federal government in purchasing and distributing vaccine needs to be addressed, and they must take as implicit the role of the government in indemnifying vaccine manufacturers and providing protection for liability.  The identification of priority groups for vaccination needs to be addressed, particularly during the early phases of the program when there is going to be a limited supply of vaccine and great demand.  The potential need for stockpiling syringes and needles to support a mass immunization program should also be addressed.  Policy decisions also need to be made regarding the role of the Federal government in purchasing and distributing antiviral drugs and how they should be used, and identifying priority groups for antivirals, prophylaxis, or treatment.

In the inter-pandemic period, the emphasis is on the individual protection of those at highest risk of complication or of transmission to those at highest risk of complication.  However, in a pandemic situation, priorities may shift to trying to assure the protection and maintenance of the essential services of society (e.g., health services, fire, police).  This is a major shift in attitude and will require extensive discussion.  He noted that they may want to consider annual, universal influenza immunization as a means of reducing the impact of influenza and its transmission and as means to establishing a manufacturing capacity adequate to meet national needs for a pandemic.  They currently only produce about one-third of the vaccine that would be needed of a trivalent vaccine.

There will be state-to-state variations in the approaches that will be taken, but it is essential that national guidance is outlined now. States need to know what priorities will be taken at the national level. He commented that the plan would be greatly strengthened if there were specific examples of plans that have been developed for each level of activity. 

Dr. Hinman noted that though it is not highly likely that there would be a vaccine supply produced in other countries, it is possible and a reason to take aggressive steps towards regulatory harmonization to ease importation of vaccines manufactured abroad. FDA should review the legislative and regulatory changes that would be required to streamline the process without compromising safety, and make recommendations regarding these changes.

Finally, the pandemic plan needs to identify “go/no go” decision points and who would make the decisions.  For example, with respect to whether to continue should there be no transmission after the first outbreak needs to be considered.  Points at which to review and make decisions about whether to continue and who will make these decisions needs to be identified.

Dr. Hinman then discussed the Working Group recommendations based on these observations. The most important thing NVAC should do is propose a mechanism for full discussion of key policy and priority issues so decisions can be made before a pandemic occurs, and the discussion should include a wide range of stakeholders. Since we cannot predict when a pandemic will occur, the process should begin immediately and a target date should be set for making specific policy recommendations.  This should be the role of the Federal government in purchasing vaccines by June 30, 2005.  The NVPO staff should explore possible models for the kind of stakeholder involvement required to arrive at these recommendations and present options for this today.

Dr. Helms noted that it appeared that they have the makings of a statement and that the NVAC suggestion should be taken as independent of the response to the actual document. He saw two things: what would be a response to a request for input on the document (down to the last paragraph) and then a suggestion that NVAC consider a role to play in this.

Dr. Hinman responded that they might perhaps volunteer to play that role, but that the comments should go to the Federal Register or NVPO. He highlighted indemnification and liability to clarify that this is a key policy issue. 

Potential Strategies for Stakeholder Input into the Pandemic Plan - Dr. Benjamin Schwartz

Stakeholder input is critical to contribute to decisions that increase the specificity of the plan and to assure that proposed strategies are optimal and feasible.  Dr. Schwartz discussed strategies to obtain short-term input on the pandemic plan. In addition to soliciting public and organizational comments during the 60-day comment period, he has been making presentations to a number of stakeholder groups, including ASTHO, ACIP, and AAP.

One option for obtaining longer term and ongoing comments on the pandemic plan, is possibly a series of NVAC-sponsored stakeholder or town hall meetings. There could be ad hoc issue-specific meetings or working groups. Another option could be the consideration of relevant issues by existing advisory committees (e.g., ACIP can consider vaccine priorities for a pandemic). 

Dr. Schwartz discussed some of the possible aspects of a proposed pandemic influenza committee.  The membership might include representation from key public and private sector stakeholder organizations and perhaps representatives from the various advisory committees that are involved.  The objectives might include obtaining broad stakeholder input and developing recommendations on important issues that could then be shared with the Department.  The committee could also review progress and offer advice on preparedness activities.  In terms of organizational possibilities, there could be an NVAC working group that may include non-NVAC consultants.  There is an advantage to linking this with NVAC because NVAC has a role in the Department and a channel of communication with the Assistant Secretaries.

Dr. Hinman noted that notion of establishing a body to address the issue and formalizing it is important. With respect to the organizational aspects, a working group under NVAC is appealing in that they could very quickly get moving. 

Dr. Arvin commented that this is a very persuasive argument to keep the working group connected with an existing, authorized advisory group.

Dr. Schwartz noted that the really important issues are that this can happen quickly, and second, that this can be something that gets the attention of the Department where decisions ultimately will be made.  Third, it should include the key stakeholders, a number of which are Federal agencies.  For example, CDC is exploring how to operationalized different components of the plan and to add the specifics that it is currently lacking.  A working group from NVAC would be able to take that broad government stakeholder involvement and combine it with the private sector involvement and put that out there for the Department to look at. 

Dr. Guerra commented on the steps that would need to be taken to more closely connect this to overall efforts for preparedness. Many resources are being invested, staff are being trained, and capacity is being built (e.g., laboratory capacity).  He was unsure whether in the overall preparedness planning effort, they were trying to link it to local and state health departments.  He suggested that while recognizing that there is separate funding, there may a more efficient way to apply these resources in state and local health departments.

Dr. Schwartz responded that it would be helpful to add this to NVAC’s comments – a focus for pandemic preparedness that brings these different streams together.

Dr. Hinman then asked about next steps.  He could add to the list of points (indemnification and link to preparedness) and have a version to consider for submission by the next morning.

Dr. Helms questioned whether this was pushing them further than they needed to go and whether the group would be willing to take the recommendations of the group with the additions that Dr. Hinman noted.  He questioned whether they should take Dr. Hinman’s presentation down to the last paragraph to go in there as comments.

Dr. Hinman noted that he would appreciate this, but that a natural consequence of their comments is a statement that they volunteer to form a working group to undertake discussion of these tasks, the preparation of priority decisions, and recommendations for these decisions by June 30, 2005 as part of their comments.  He suggested that it would be better to recommend that these things be done and note that the group is prepared to do it, rather than merely making the recommendations.

Dr. Helms commented that they could appoint a working group and have the report ready in June or July.

Dr. Hinman agreed and noted that he would put some language together for the next morning. 

Welcome from the Acting Assistant Secretary for Health - Dr. Cristina Beato

Dr. Beato welcomed NVAC and the meeting attendees. She had been briefed on the committee’s activities and thanked everyone for their hard work and continuing efforts. She commended NVAC specifically for their work in responding to her request in February to make a critical assessment of the national influenza program. She looked forward to seeing the draft and to the ongoing discussion with the committees. The information is incredibly timely as the influenza season begins, and she assured the committee that the information would be carefully reviewed by her and others in the department to advise the Secretary. She was very interested to hear the committee’s assessment of the Pandemic Influenza Preparedness and Response Plan released for public comment in August. While they have already received some comments, they were eager for more critical feedback, particularly from NVAC. The events in Asia are concerning and reinforce the importance of the plan – it will be a central tool in assisting the department in preparing for a pandemic, should one occur. NVAC’s comments, as experts in the field, are greatly appreciated.

Although she was unable to hear the Committee’s comments from that morning, Dr. Gellin had updated her.  She recognized the people at NVPO and the departmental agencies for their work and their commitment.  They have not had a pandemic influenza plan for over 25 years, and that it was long overdue.  She was very glad that they took on this mission, and they were very proud of the product.  One of the key components is to share it with fellow state and territorial representatives and experts such as those in NVAC to try to incorporate the best possible feedback. 

NVAC Influenza Working Group—Report and Recommendations - Dr. Charles Helms

Dr. Helms noted that the Influenza Working Group had worked very hard and completed a report in response to Dr. Beato’s request. The report had been circulated to NVAC in advance of this meeting, and the committee had a draft report worthy of discussion within the timeframe requested by Dr. Beato. 

Dr. Helms noted that he would give a brief outline of the report and then would open the floor to discussion, questions, and comments. He began with background on the reasons for the effort and the report. This was the agenda of the February NVAC meeting, which was largely built around the National Influenza Immunization Program. There were insightful and helpful presentations from key players in the complex and multidisciplinary efforts who reviewed the previous year’s influenza experience and cited lessons learned. They learned much about the strengths and weaknesses of the system from that conference. Stimulated by that meeting, Dr. Beato requested NVAC to take a step back and look at NIP as a whole for ways to overcome hurdles and to improve it. She specifically asked that NVAC consult with NVPO, HHS agencies, and their advisory committees, as appropriate, in review of the program and in the preparation of the recommendations.

In response, Dr. Georges Peter put together a NVAC Influenza Working Group to evaluate the strategies and capabilities for reducing influenza disease impacts in the United States and to make recommendations for how to substantially improve prevention and reduce disease burden. Dr. Peter asked Dr. Helms to chair the working group. After input from NVPO and other agency staff, the working group was divided into three subgroups in order to better focus on and address the key issues. Members of NVAC and NVPO were assigned to the three subgroups. The Influenza Vaccine Research, Development and Production subgroup was chaired by Dr. Arvin and staffed by Dr. Gellin. The Vaccine Delivery, Financing and Demand subgroup was chaired by Dr. Guerra and staffed by Sarah Landry. The Influenza Vaccine Recommendations and Strategies subgroup was chaired by Dr. Klein staffed by Dr. Schwartz. 

Dr. Helms discussed the accomplishments thus far. The working group and subgroups have met at least 10 times in discussions and coordinative efforts, particularly around drafting. The working group made a presentation at the Influenza Summit in April 2004 and consulted with various stakeholders. They have had discussions with HHS agencies, advisory committees, industry, healthcare providers, and others. They had a preliminary report in June 2004 and subgroup reports were drafted after that. The subgroup reports were then assembled into a consensus that would be presented at this meeting.

Dr. Helms discussed the recommendations and noted that the report itself was entitled Strengthening the Nation’s Influenza Vaccination System: An NVAC Assessment.

The first recommendation was to develop a system for ensuring vaccine delivery in all settings or medical homes. Time and resources often limit the ability of providers to use office visits for immunizing adults. For example, the adult providers must often deliver care for acute and chronic conditions in an office visit. There may, as a result, be no opportunity for immunizations or other preventive services. For adults, as with children, it has long been recognized that contact with the healthcare system should be used as an opportunity to vaccinate. This has perhaps been less recognized with adults, but any contact should be seen as an opportunity. Alternative vaccination sites (e.g., emergency rooms, work site, pharmacies, shopping malls, detention centers) not always connected to the traditional medical home (e.g., office, hospital) where people can receive influenza vaccine under delegated standing orders need to be further expanded.

The second recommendation was to work with payers to make influenza vaccine purchase less of a burden and less of a financial risk for providers. Studies have shown that providers have concerns regarding the costs of administering vaccines and reimbursement for vaccine purchases. Health plan payment rates do not always adequately compensate for these costs, and for many providers, influenza vaccination is a financial loss. In addition, the current system requires that the provider order and purchase vaccine in advance and does not allow for return or reimbursement of unused vaccine. The provider, thus, has to assume the cost risk of unused vaccine. This is a good incentive to reduce waste, but is not an incentive to aggressively increase immunization rates.

The third recommendation was to consider expanded influenza recommendations. The current burden of influenza-related deaths and questions about the effectiveness and impact of the influenza immunization program have led to an evaluation of influenza prevention strategies and the possible need to expand vaccination recommendations. In February 2004, the ACIP influenza working group began an evaluation of whether influenza vaccination recommendations should be expanded. Expanding vaccination recommendations raises important issues, such as: the capability of our immunization system to implement a broader program and actually achieve high vaccination coverage; the capability of our vaccination supply system to reliably produce the increased doses necessary; and, the nation’s ability to finance vaccination and achieve equitable implementation among the economically disadvantaged. NVAC will continue to work closely with the ACIP anticipating that such issues will surface as ACIP considers influenza vaccine recommendations.

The fourth recommendation was to explore options for supporting comprehensive vaccination programs for adults. Financial barriers may prevent the successful implementation of expanded influenza vaccination recommendations in adults. For example, while the VFC program supports costs associated with vaccination of low-income, uninsured children and Medicare pays for vaccination of all persons over the age of 65 years, only Medicaid, which almost never covers all the costs of influenza vaccination, finances vaccination for poor, uninsured, or disabled adults between the ages of 18 and 65. Financing options that will improve program effectiveness need to be considered. Any changes in the financing will have to balance the nation’s public health goals with industry’s need for adequate pricing to ensure a rate of return that will encourage continued investment in vaccine research and development. 

The fifth recommendation was to better understand the burden of influenza illness in the United States. Annual vaccine use in the United States has reached about 80 million doses per year. Despite this, influenza continues to cause 36,000 deaths and over 200,000 hospitalizations per year. Efforts to accurately characterize the impact of the vaccination program on influenza disease and death are hampered by several factors: annual variations in influenza disease severity, which make tracking of disease trends difficult; the absence of a uniquely identified influenza syndrome; and, lack of an etiological diagnosis in most persons with febrile or respiratory illness. It is a concern, when trying to accurately estimate the contribution of influenza on exacerbating non-respiratory illnesses, such a acute myocardial infarction and congestive heart failure. Because of these factors, disease burden has generally been estimated using mathematical models that identify excess rates of specific illnesses during the influenza season. More precise metrics are needed to better estimate program impacts and vaccine effectiveness.

The sixth recommendation was to implement new surveillance systems to better assess program impacts and vaccine effectiveness on an ongoing basis. Influenza surveillance systems in the United States have been developed to monitor the annual spread, causative strains, and population burden of influenza disease. Defining overall program impacts and assessing annual vaccine effectiveness have not been primary objectives. New surveillance systems should be implemented to help fill the gap. A pilot program using this approach in children has been implemented in three metropolitan areas. Surveillance of pediatric populations is particularly important as new recommendations for universal vaccination of children between 6 and 23 months of age were adopted in 2004. Further expansions of the vaccination program are currently being considered.

The seventh recommendation was to reinforce the importance of influenza vaccination for healthcare workers. Although most patients and healthcare providers are aware of the value of influenza vaccine, many healthcare workers choose not to get vaccinated. According to the National Health Interview Survey for healthcare workers, only 38 percent of healthcare providers in this country receive influenza vaccines, annually. DHHS should work with professional medical organizations to strengthen influenza vaccination efforts among all healthcare workers.

The eighth and final recommendation was to conduct a comprehensive review of the influenza research program and identify gaps and areas for additional support. A wide range of influenza disease and prevention-related research is being supported and conducted by multiple agencies in the public and private sectors. An influenza research program review that describes ongoing activities, defines key objectives, and identifies gaps in the research portfolio is an important first step in strengthening the program and in assuring that innovations will occur in the future that will prevent the most common and the most deadly of all vaccine-preventable diseases in the United States.

Dr. Helms noted that this completed the report. He thanked the individuals who participated in this effort and asked any members of the working group who have caught errors to bring it to their attention now and to participate in the discussion.

NVAC Public Health Options Working Group Update - Dr. Don Williamson 

Dr. Williamson noted that NVAC had seen his slides before and that the working group had taken discussions as far as they could. The discussion began 5 to 6 years ago and came about because the cost of Prevnar was as much as the all the rest of the recommended immunization series combined. States were being confronted with whether they should require certain vaccines (i.e., hepatitis B, Varicella, Prevnar) and how they should make those decisions. Out of this issue, there was a need to quantify and clarify how they currently make immunization recommendations and how to better identify a framework for states to use to make these decisions. He clarified that this was not to give states a cookbook path that they had to take, but rather a framework of issues that states should consider to defend their decisions, recognizing that decisions can differ by state. As a result, ASTHO came to NVAC. A working group was convened, literature was reviewed, and hearings were held. 

Dr. Williamson noted that the working group agreed on some broad principles, but fundamental differences remained. Some members of the working group, such as himself, believed that immunization mandates have worked well and are an important tool of public health. Others would suggest that in today’s environment, strategies, which take into account more personal choice and philosophical exemptions should be given more weight. The working group crafted a list of broadly based recommendations that allow a lot of flexibility on a state-by-state basis, while still providing the framework that ASTHO was looking for at the beginning of the process. The working group’s intention is to give the recommendations to NVAC and let the committee decide what to do with them.

The first recommendation was that states should consider a variety of factors taking into account public health, public policy, and operational environments within their own jurisdiction. They should specifically focus on the nature of the disease – the risk of morbidity, disability, and mortality; population at risk; risk of transmission in specific settings (e.g., schools, hospitals, households); risk for outbreaks; cost of disease; etc. They should focus on vaccine-related issues for the individual and the community in terms of the efficacy of disease prevention, risks of vaccine-related adverse events, accessibility of target populations, how it fits in with national recommendations, and in some states, financial considerations because some states require that if you mandate a vaccine, you must also pay for it. States should also consider issues of personal choice such as: the degree of societal consensus around the vaccine; feasibility of enforcemen;, and some weighing of autonomy and the freedom to choose or refuse vaccine.

The second recommendation was that states should consider certain underlying principles. A variety of strategies are useful in implementing vaccine recommendations and there is no single strategy to achieve high immunization levels. Optimal approaches balance population protection and adverse events, while respecting personal choice. Requirements may be most appropriate for diseases with the highest associated morbidity, transmissibility, and potential for costly and socially disruptive outbreaks.

The third recommendation was that the development of state policies and programs is a public process and should incorporate appropriate participation from stakeholders and be consistent with the state’s regulatory and legislative environment. This process is very different from state-to-state and depends on the culture of state. The concept of stakeholder participation is important to ensure that while there is public access, there is not overrepresentation of minority opinions in the deliberative process.

It is not only important to identify the recommendations, but the implementation plan is important as well. The fourth recommendation was that state and local health officials should develop an implementation plan for state immunization recommendations and requirements, and that implementers should participate. He gave the example that public health officials have often implemented requirements without timing the recommendations to coincide with school years and effective implementation strategies for schools. The plan should address procedure for implementation enforcement, exemptions, and monitoring of disease, exemptions, and coverage. For example, it is better to enforce requirements on the front end rather than wait until children are in school since most schools are reimbursed by their educational organizations on per child per day attendance and they could lose money for enforcing immunization requirements after school starts.

The fifth recommendation was that stakeholders should be educated about benefits and risks. School officials and providers should be supported. The provider community should be worked with to get their active involvement and endorsement. They should work with consumers so that they affirmatively understand the benefits of the vaccination and if it is a mandatory vaccination, the consequences of not being vaccinated should there be an outbreak. 

The sixth recommendation was that exemption provisions should respect parental choice while maintaining high coverage. While all but two states have religious exemptions, most do not have a test for that religious exemption. Few states permit philosophical exemptions, but in almost all states, religious exemptions become philosophical exemptions because of the level of test that is applied for religious exemptions. They should develop and implement procedures to ensure that compliance with requirements through receiving vaccinations is at least as easy as obtaining exemptions. They should minimize economic and access barriers to get at states with fiduciary obligations to provide the vaccine. 

The seventh recommendation was that they should develop exemption procedures that facilitate informed decision-making. All parents considering non-medical exemptions should be educated on the risks and benefits of vaccination. People who choose to decline the vaccine or choose an exemption need to understand the consequences to their children if there is an outbreak and they have not been vaccinated. 

The eighth recommendation was that state health departments should work with school officials to remove financial disincentives for enforcement of school entry requirements. They need to find a way that school systems are not financially penalized for enforcing immunization requirements.

The ninth recommendation was that states should monitor and evaluate their implementation of requirements and revise them accordingly. While states know their school immunization rates and exemption rates, they can not differentiate between medical and non-medical exemptions. Exemption data need to be compiled at the state and local levels, and CDC should be engaged at the national level to improve reporting exemption rates by exemption category.

The tenth recommendation was that CDC should summarize and report exemption data submitted by the states and provide technical assistance. 

The eleventh and final recommendation was that, recognizing that there is still knowledge to be gained, research should be conducted to develop new knowledge on effective strategies other than requirements and aspects of requirements (e.g., effective implementation, effective enforcement, representative participation, and impact on public and professional attitudes).

Dr. Williamson noted that the recommendations were broad enough that they could reach consensus and were relatively non-controversial, and that they provide a framework for states and serve as a guide for decision-making. 

Discussion and Public Comment

Dr. Helms noted that Dr. Hinman had made changes to the Committee’s comments on the DHHS draft Pandemic Influenza Preparedness and Response Plan, based on the Committee’s discussion earlier in the day. 

1. A second bullet was added under the policy decisions that need to be discussed, saying that indemnification of vaccine manufacturers and those who administer vaccine and adequate compensation to those who experience serious adverse effects as a result of vaccination.

2. The change in the last bullet was that the plan should describe linkages to general health preparedness activities to bring together the related streams of activities.

3. The final paragraph was changed to say that based on these observations, NVAC feels the most important thing it can do is provide a mechanism for full discussion of the key policy and priority issues so decisions can be made before the pandemic occurs.  This discussion should involve a wide range of stakeholders.  Given that we cannot predict when the pandemic will occur, it is important to begin the process immediately.  Consequently, NVAC is establishing a pandemic influenza working group that will include NVAC members and other stakeholder representatives to carry out the widespread public discussions and make policy recommendations by June 30, 2005.  These recommendations will include recommendations for ongoing review of the plan and needed modification as the situation evolves.

Dr. Helms asked if members were comfortable with the changes. 

Dr. Guerra noted that they might lose something in the last bullet, although it did capture some of the earlier discussion.  He explained that he tried to put it into the context of the whole new system and infrastructure that is evolving related to preparedness with respect to other threats (e.g., bio-terrorism).

Dr. Hinman asked if Dr. Guerra was referring to overall preparedness activities.  He noted if approved, the next step would be to form a working group and a charge, etc. 

Dr. Klein noted that in light of the day’s events and though addressed in the document, he would like some of the emphasis to be that the third bullet on the first page is generically applicable to annual immunization as well as pandemic preparedness. He noted that this comes out in the top paragraph of the next page in the middle and that it would be preferable to put it at the beginning or the end that these recommendations would be valid for every year. These issues should be pushed not just for a pandemic but also for the entire influenza immunization program.

Dr. Hinman noted that they are responding specifically to the pandemic influenza preparedness plan. There is a qualitative difference between dealing with pandemic versus annual issues. 

Dr. Klein suggested putting it at the end rather in than in the middle so that there is the recognition that it is not just another bullet. Dr. Hinman responded that they could make it the last bullet.

Ms. Marcus Levine suggested that the working group be made up of exclusively NVAC members, but that people from the outside could be consulted and provide input.

Dr. Hinman noted that it was his understanding that NVAC subcommittees could only include NVAC members, but that working groups could include non-NVAC members. He noted that this has been the pattern in the past – the IOM financing immunization working group and the registry working group both contain non-NVAC members.

Ms. Levine responded that her recommendation was the safer approach because working groups are not specifically addressed under FACA – only subcommittees.

Dr. Helms noted that they are involved more as consultants.

Dr. Hinman agreed to make the change.

Dr. Curlin noted that NVAC was responding to a plan developed by the Department and asked whether Dr. Hinman had cleared this additional mission with the department. Dr. Hinman responded that this is completely contained in the existing NVAC charter.

Dr. Helms noted that there is nothing specific in the NVAC charter about pandemic influenza, that it is a vaccine-preventable disease, and that there are many issues regarding the plan that deal with use of vaccine. He did not see this as a stretch of the charter.

Ms. Levine noted that they are providing notice to the Department of their intentions and that the Department would communicate any concerns that they might have.

Dr. Hinman made a motion to adopt the NVAC’s Comments on the DHHS draft Pandemic Influenza Preparedness and Response Plan as amended.  Dr. Klein seconded the motion.  All members were in favor.

Dr. Hinman agreed to make the revisions and have copies for NVAC the following morning. 

Dr. Helms then adjourned the meeting for the day.

Day 2 – October 6, 2004

Dr. Helms began with some general topics.  He noted that the committee members should have a copy of the formal comments on the Pandemic Influenza Preparedness and Response Plan, which will be provided to Asst. Secretary Beato.  Based on a recommendation of the comments, Dr. Helms will be creating a working group.  Those that are interested in participating in the working group should contact Dr. Helms or Dr. Gellin.  The working group will need to produce policies and recommendations by June 30, 2005.

Dr. Helms noted that the minutes from the previous meeting are now available. Dr. Evans has reviewed and approved them. Dr. Klein motioned to accept the minutes, and Ms. Koslap-Petraco seconded. All voted in favor of approving the minutes.
He commented that it might be helpful to provide two-page summary on the supply issues to Dr. Beato.  The summary will be drafted by Dr. Klein.

Dr. Arvin noted that the summary to Dr. Beato could include specific information on the special issues about flu, including difficulty in stockpiling and increasing manufacturing. 

Dr. Gellin added that they have hired a consulting firm, PRTM, to look at the influenza vaccine industry to determine possible government incentives to diversify manufacturing technology, with a particular focus on domestic production.  

Subcommittee Updates and Reports 

Immunization Coverage Subcommittee and Future Vaccines Subcommittee – 

Dr. Patricia Whitley-Williams

Dr. Whitley-Williams noted that the joint subcommittee meeting discussed adolescent immunization. The reason for the meeting was that as future vaccines are being developed for use in adolescents, there are concerns about the capacity to reach and immunize the majority of adolescents. The purpose was to seek comment and collaboration in the planning of a National Stakeholder Meeting on Strategies to Increase the Uptake of New Vaccines for Adolescents. The future vaccines include MCV, Tdap, HPV, HSV, CMV, and HIV. 

There are four goals of the National Stakeholder Meeting. First, identify the strengths and weaknesses of key implementation strategies and issues. Second, identify approaches that will effectively and efficiently increase the proportion of adolescents who receive vaccines. Third, develop plans to implement these approaches. Fourth, identify research initiatives to support the successful introduction of new vaccines and to accelerate the development of vaccines in the pipeline.

There are also several key strategic areas and issues:

· Delivery systems and settings—in which combination of delivery systems and settings can the new adolescent vaccines best be implemented?

· Communications strategies—what communications strategies are most appropriate and effective?

· Research initiatives for future vaccines—what should the research agenda be for future vaccines for adolescents and what is the role of novel vaccine delivery systems (i.e., needle-less systems) for delivery of vaccines to adolescents?

· Integration with other adolescent health priorities—how can vaccination be integrated with other adolescent health priorities?

· Financing and other important barriers—how should adolescent vaccination efforts be financed?

· Immunization regulations and other mandates—when and how should immunization regulations and other mandates be used to increase the uptake of new vaccines?

· Consent—are there new approaches to obtaining consent?

· Appropriate roles and responsibilities (local, state, and federal)—what are the appropriate roles and responsibilities of local, state, and federal public health officials?

· Novel vaccine delivery systems

The stakeholders include:

· Provider organizations, including AAP, SAM, AAFP, AMA, NMA, ANA, etc.

· Non-pediatric provider organizations, including ACOG, STD clinics, etc.

· NGOs

· Vaccine manufacturers

· Federal, local, and state public health agencies

The two-day meeting is tentatively scheduled for June 2005 in Washington, DC. The meeting’s organizing committee is currently seeking volunteers and is considering a co-sponsor (e.g., Society for Adolescent Medicine). The participating stakeholders will include adolescent specialists from SAM, AAP, ACIP, CDC, etc.

Vaccine Safety and Communication Subcommittee - Dr. Jerome Klein

Dr. Klein noted that the subcommittee discussed an update, presented by Dr. Roger Bernier and Dr. Melinda Wharton, of the IOM Committee on Review of the National Immunization Program’s Research Procedures and Data Sharing Program. The program, promoted by NIH and CDC, will make data available to the public. 

Dr. Bernier noted that, because the program has been criticized, IOM has been asked by CDC to conduct an independent, third party review and to make recommendations about the data-sharing program. It was also asked to review and make recommendations about the handling of preliminary data from the Vaccine Safety Datalink (VSD). The IOM Task Order was signed on April 2004.

The program was the result of heightened public interest for giving independent investigators access to VSD data in order to replicate CDC analyses. There were several challenges in creating the VSD data-sharing program. 1) There was no formal CDC data-sharing program. 2) The program had to allow for transparency of VSD data, while maintaining privacy of personal medical records at MCOs. 3) Many datasets from previous published VSD studies had not been archived in a standard manner.  To resolve some of these challenges, the concept of de-identifying the data was introduced. To protect privacy within the VSD data-sharing program, the program was developed within the existing mechanism of the NCHS Research Data Center (RDC).  In August 2002, CDC issued guidelines for the data program.

The administration of the data-sharing program was moved from NIP to NCHS in Spring 2004. NCHS’s role in the application process is to verify that: 1) the proposals are complete; 2) the variables requested by external researchers to conduct new vaccine safety studies exist; 3) the requested final dataset for re-analysis of a VSD published study is available. If the proposal is complete and the data are available, the external researcher is provided with MCO IRB contact information for relevant sites for a second round of reviews.

The IOM committee is chaired by John Bailar, University of Chicago. There was a public meeting on data sharing held on August 23, 2004, including attendees from advocacy groups. Site visits, including RDC and MCOs, are underway, and a public meeting on the release of preliminary data is scheduled for October 21, 2004. The IOM report on the first part of the review is expected in November 2004; the second part is expected in February 2005.

NVAC Working Group on Public Participation – Ms. Ruth Katz

The members of the NVAC Working Group on Public Participation included Ruth Katz, David Johnson, and Mary Beth Koslap-Petraco. Charles Helms and Bruce Gellin served as ex-officio members. Ms. Katz thanked Sarah Landry for her help with the working group. 

About a year ago, there was increased interest in enhancing public engagement in national vaccine policy. In June 2003, the Vaccine Policy Analysis Collaborative (VPACE) was brought to the attention of NVAC as a model for involving the public in setting national vaccine policy. VPACE served as a catalyst for the formation of this working group last spring. The purpose of this group was to learn more about enhancing public participation and to report its findings and recommendations to the full NVAC.

To learn more about government public participation activities, the working group held a two-day meeting to hear from experts about various approaches to engaging the public in decision-making. The working group found the presenters to be knowledgeable, thoughtful, creative, and committed to the goal of getting the public more involved in government-related decision-making. The presenters discussed how to engage very large groups, as well as how small groups work in the decision-making process. They discussed the use of using modern technology, such as the Internet, as well as the value of small roundtable discussions. 

The working group reviewed the VPACE proposal as a mechanism to enhance public engagement in public policy. It also considered other potential models. The underlying premise for the working group was that the only issue before the group was how to, not whether to, better engage the public in national vaccine policy.

Ms. Katz, referring to the Executive Summary of the working group’s meeting, read the conclusions from the meeting:

· There is a need for enhanced efforts to engage the broad public in vaccine policy discussions.

· Both NVAC and NVPO have roles to play in supporting public engagement.

· The public must be adequately represented. 

· In order to ensure that public engagement activities are based on an understanding of a strong scientific foundation, training of public representatives may need opt be provided.

· A one-size-fits-all approach will not provide enough flexibility to address all vaccine topics. 

· The VPACE proposal is to be commended for drawing attention to the need for enhanced public engagement in vaccine issues.

The Wingspread Group, who put together the VPACE proposal, has received funding to look at issues related to the flu vaccine. The working group encourages them to move forward with this project and to provide NVAC with input.

The working group’s recommendations or next steps include:

· Ensure that there is at least one member of the public on the full NVAC.

· Continue to assess opportunities for public input in ongoing vaccine related activities.

· Actively solicit attitudes, concerns, and suggestions from the public, providers, and industry about their perspectives, experiences, concerns, and perceptions of vaccines. 

· Assemble and measure knowledge and attitudes towards and concerns about vaccines by the U.S. public, and use that information to guide selection of issues for discussion by the working group.

· Develop and promote communication with the general public through enhanced outreach activities (e.g., periodic reports and media releases, newsletters, hotlines, websites, and chat rooms.

· Encourage other advisory committees and agencies involved with vaccines (e.g., ACIP and ACCV) work to effectively engage the public.

· NVAC should work with the Deliberative Democracy Consortium in designing a broad-based public engagement program for vaccine policy. 

The last recommendation will require dedicated resources. The working group learned that several countries include a line item in their budgets for public participation activities. However, the working group was not charged with making recommendations on funding issues.

Dr. Bernier commented on three key points from the Wingspread Working Group. First, the need for public participation is very real and compelling. Using the framework of social capital, there is a need to build and expend social capital to sustain the immunization program. Second, though there is some public engagement, there is a need for a new type of public engagement that is more inclusive, interactive, and useful to decision-makers. Third, there are advantages to both small (representatives) and large (direct public) groups, and both methods should be utilized to enhance public participation. The VPACE proposal was designed to dialogue with both small and large groups.

He added that the VPACE pilot is considering looking at the pandemic flu issue and asked NVAC to consider actively participating in the pilot. 

Dr. Levin asked about the product of working with the Deliberative Democracy Consortium. Dr. Katz explained that the consortium would serve as a resource in providing access to various organizations that have different models for engaging the public. 

Dr. Levin asked who would then make the decision on which model to use. Ms. Katz responded the consortium would assist in determining the best model for various goals. It would also help in determining the method in which the public participates in setting the agenda for various public participation activities. The consortium, as an outside organization, would also provide added credibility to the process. In essence, the consortium would act as a consultant to NVAC by directing NVAC to the appropriate organization for specific questions. Dr. Katz added that, in working with the consortium, NVAC should develop a list of goals, including keeping certain decision-making responsibilities within NVAC. 

Dr. Guerra asked about how the public is defined and whether this initiative could promote better understanding of issues of disparity, in terms of race, class, ethnicity, culture, and tradition.

Dr. Bernier responded that the Wingspread Initiative included an examination of public diversity and had representatives from the minority groups. One Asian American participant noted that there is a fundamental issue of privilege, in terms of literacy and the ability to express your thoughts. These issues are barriers to creating a level playing field and a truly inclusive process. 

Ms. Landry added that the working group was very sensitive to this issue of diversity. For example, the AmericaSpeaks model went to great lengths to get even undocumented immigrants to the table.

Dr. Katz commented that the issue of defining the public dominated discussions of the working group. Once the group is defined, there are additional issues in getting them to participate. It was determined that the defined public was largely determined by the specific issue. This is why the working group did not recommend any one model. 

Dr. Helms noted that there were some concerns about the financial feasibility of working with the consortium. He asked the committee if it would approve the recommendations, while giving NVPO some flexibility in determining funding. 

Ms. Katz suggested that NVAC meet with the Deliberative Democracy Consortium before making a final decision to determine funding requirements. 

Dr. Whitley-Williams suggested that the final recommendation could be changed from “that NVAC work with” to “that NVPO explore with.” Ms. Katz concurred. Dr. Guerra suggested adding other groups, in addition to the consortium. Dr. Hinman suggested adding “on an ongoing basis” to the end of the fourth recommendation.

Dr. Guerra moved to accept the recommendations. The motion was seconded and all voted in favor.

NVAC Working Group on Vaccine Financing - Dr. Alan Hinman

The charge to the IOM Committee was to identify financial strategies designed to:

· Achieve an appropriate balance of roles and responsibilities in public and private health sectors.

· Integrate federal and state roles in supporting the purchase and administration of recommended vaccines.

· Develop a framework for identifying pricing strategies that can contribute to achieving national goals for children and adults. 

The Committee of 11 members held a series of meeting and commissioned papers, and came to the following conclusions.

· Conclusion 1—“Current public and private financing strategies for immunization have had substantial success, especially in improving immunization rates for young children. However, significant disparities remain in assuring access to recommended vaccines across geographic and demographic populations.”

· Conclusion 2—“Substantial increases can be expected to occur in public and private health expenditures as new vaccine products become available. While these cost increases will be offset by the health and other social benefits associated with these advances in vaccine development, the growing costs of vaccines will be increasingly burdensome to all health sectors. Alternatives to current vaccine pricing and purchasing programs are required to sustain stable investment in the development of new vaccine products and attain their social benefits for all.”

· Conclusion 3—“Many young children, adolescents, and high-risk adults have no or limited insurance for recommended vaccines. Gaps and fragmentation in insurance benefits create barriers for both vulnerable populations and clinicians that can contribute to lower immunization rates.”

· Conclusion 4—“Current government strategies for purchasing and assuring access to recommended vaccines have not addressed the relationships between the financing of vaccine purchases and the stability of the US vaccine supply. Financial incentives are necessary to protect the existing supply of vaccine products, as well as to encourage the development of new vaccine products.”

· Conclusion 5—“The vaccine recommendation process does not adequately incorporate consideration of a vaccine’s price and societal benefits.”

The committee identified two goals of financing strategies: 1) assuring access to recommended vaccines and 2) sustaining the availability of vaccines in the future. The funding strategy goals were to:

· Eliminate individual financial barriers to immunization.

· Increase incentives to the industry to invest in R&D and production capacity.

· Reduce provider burden and improve provider compensation.

· Minimize fragmentation of financing and delivery.

· Maintain existing community and provider relationships.

· Control escalation of costs and increasing fiscal burden on state budgets.

They considered the following seven alternative approaches to financing immunizations: 

1. Maintain the current system.

2. Expand the VFC program to include additional eligibility categories.

3. Provide universal coverage through federal purchase and supply of all recommended vaccines.

4. Provide a federal block grant to the states for vaccine purchase.

5. Use public vouchers to purchase recommended vaccines for disadvantaged populations.

6. Create an insurance mandate that would require public and private health plans to cover all recommended vaccines.

7. Combine features of the insurance mandate and voucher alternatives into a new funded mandate system.

Having considered these approaches, the IOM committee provided three recommendations:

· Recommendation 1—“The committee recommends the implementation of a new insurance mandate, combined with a government subsidy, and voucher plan, for vaccines recommended by the Advisory Committee on Immunization Practices (ACIP).” 

· Recommendation 2—“The Secretary of the Department of Health and Human Services should propose changes in the procedures and members of ACIP so that its recommendations can associate vaccine coverage decisions with social benefits and costs, including consideration of the impact of the price of a vaccine on recommendations for its use.”

· Recommendation 3—

a) “As part of the implementation of recommendations 1 & 2, the National Vaccine Program Office should convene a series of stakeholder deliberations on the administrative, technical, and legislative issues associated with a shift from vaccine purchase to a vaccine mandate, subsidy, and voucher finance strategy. In addition, the Centers for Disease Control and Prevention (CDC) should sponsor a post-implementation evaluation study (in 5 years, for example).”

b) “CDC should also initiate a research program aimed at improving the measurement of the societal value of vaccines, addressing methodological challenges, and providing a basis for comparing the impact of different measurement approaches in achieving national immunization goals.”

In response to the IOM Report, there were editorials in the New York Times and the Wall Street Journal. There was a briefing at the American Enterprise Institute. There was a forum at the National Partnership for Immunization. There was a pediatrics editorial comment. ACPM has issued a policy statement supporting the recommendations. There were a series of interviews with stakeholders and an NVAC workgroup was formed.

The initial environment scan of stakeholders was conducted between September 25 and October 3. Bruce Gellin, Alan Hinman, and Nicole Smith conducted informal interviews. They interviewed six vaccine companies, two federal government agencies, three public health agency organizations, three provider organizations, and one payer/insurer. 

The following is a summary of the primary findings of the interviews. 

· There was commendation for IOM for highlighting the value of vaccines; highlighting the need to vaccinate adults, as well as children; attempting to ensure access to vaccines by all children; and for identifying factors contributing to instability in vaccine research, development, production, and supply.

· There was skepticism that the recommended approaches would provide needed incentives to the manufacturers.

· There was a concern about a dramatic shift to an unproven, new system.

· There was concern about lack of detail on how the system would operate.

· There was concern about the cost of the new system.

· They questioned whether the system was broken enough to require this fix.

· They felt that improvements in current system might go a long way, such as expanding VFC, removing price caps, giving providers choice, regulatory harmonization, and encouraging expansion of plan benefits.

The working group held a public meeting on June 28–29, 2004 in Washington, DC. There were 61 participants representing the perspectives of large manufacturers and biotech firms; federal, state, and local health departments; distributors and purchasers; healthcare providers; and consumers—there was no representative from the insurance industry.

At the meeting, participants were posed with three questions: what are the pros and cons are of the different options considered by IOM; what additional options that should be considered; and which option they support and why.

There was widespread agreement on: 

· The importance of vaccines and immunization

· The exciting prospects for new vaccines

· The fact that vaccines are undervalued

· The need to assure access by everyone

· The need to assure providers are adequately reimbursed for giving vaccines

· The need to markedly improve efforts to vaccinate adolescents and adults

· The need for regulatory harmonization

· The need to strengthen liability protection

· The need for better understanding of insurance and health plan coverage

· The need for better understanding of factors responsible for low immunization coverage in adolescents and adults

No one felt that the IOM proposal for a mandate, subsidy, and voucher program was practicable. Many did not feel it would solve current problems and might be counterproductive. They were also concerned about how, and by whom, societal benefits would be calculated. Many favored improvements to the current system, including:

· Expanding VFC coverage for underinsured children

· Removing VFC price caps

· Vaccine for Adults entitlement

· Increased support for childhood immunization through Section 317

· Specific support for adolescent and adult immunization through Section 317

Based on the meeting discussions, the working group proposes the following as NVAC’s response to the IOM report. NVAC does not:

· Feel it is advisable to adopt the IOM recommendation to replace the current system with an insurance mandate and system of subsidies and vouchers.

· Support the recommended changes in composition or charter of the ACIP.

The working group proposes that NVAC make the following recommendations:

· Expanded and stable funding through Section 317 for program infrastructure and operations as well as vaccine purchase.

· Expanded funding through Section 317 to support adolescent and adult immunization programs and vaccine purchase.

· Rapid appropriation through Section 317 when new vaccines are recommended for universal use.

· The expansion of VFC to include underinsured children in all public health clinics, to remove price caps, and to give providers choice of vaccines.

· Regulatory harmonization to facilitate the introduction into the United States of vaccines licensed in other countries that comply with FDA-approved harmonized standards.

· A further exploration of regulatory and other factors impeding vaccine research and development to alleviate barriers.

· Increased communication between industry and FDA throughout the process of vaccine research and development.

· Promoting “first dollar” insurance coverage for immunization and promoting re-calculation of capitation rates when new vaccines are recommended.

· Assuring adequate reimbursement for administration of vaccines.

· Expanded discussion about need, desirability, and feasibility of a Vaccines for Adults (or Vaccines for All) program to ensure that adults have access to vaccines, regardless of whether they have insurance.

The next step is for NVAC to approve, endorse, or adopt the working group report (with any needed revisions based on discussion). The working group also needs guidance as to whether its report should be submitted for publication.

Dr. Johnson noted that he was one of the interviewed stakeholders. One thing emphasized in the presentation is the unanimous opinion of all of the stakeholders that vaccines have been undervalued. One industry concern continues to be about the single entity purchase power. As this purchase power increases, price tends to be artificially held down, further undervaluing the vaccines. He suggested ending the first bullet on page 10 of the working group report with “as well as for vaccine purchase within existing guidelines,” since there are limitations with contract with 317 funds.

Dr. Hinman responded that the working group would accept that suggestion. Dr. Johnson then suggested dropping the last three words (“and vaccine purchase”) on the second bullet. Though vaccine purchase is being expanded, the primarily goal is infrastructure support. Dr. Hinman noted that he is not sure if the working group, which included industry representatives, would agree. He suggested replacing it with “including vaccine purchase.” Dr. Johnson responded that this suggestion was reasonable.

Dr. Johnson suggested changing the fourth bullet to read, “expansion of VFC to include underinsured children in all public health clinics, removing price caps, and giving all participating providers and clinics a choice of vaccines.” Dr. Hinman accepted this suggestion. 

Dr. Gellin asked what they should do about the lack of representation from the insurance industry. Dr. Hinman commented that it should be noted that the report does not include input from insurance, though they were invited to participate. They were on the agenda for the public meeting, but the representative got ill and did not attend. The working group was informed that a statement would be provided, which it has not received. Additionally, there have been at least two failed attempts by NVPO to contact insurance.

Dr. Johnson suggested changing wording in the last bullet from “and feasibility of a Vaccines for Adults (or Vaccines for All) program” to “and feasibility of various initiatives (e.g., Vaccines for Adults program),” so as not to restrict what is considered in discussions. Dr. Hinman accepted this suggestion. 

Dr. Guerra noted that there are circumstances that require children to be updated with their immunization to comply with various rules and regulations. This has to be done in a way that is convenient and affordable. Dr. Hinman responded that they could add “assure easy access” to the recommendations. 

Dr. Hinman then moved to accept the report as amended, and all voted in favor.

Dr. Hinman asked if they should try to publish the report in a peer-reviewed journal. Health Affairs will be having an issue on vaccines in the spring and has asked Dr. Hinman to submit an article on NVAC’s position. Dr. Gellin noted that there should to be a written response. Dr. Hinman responded that he would work on turning the report into publication format and write a short piece for Health Affairs.

Dr. Whitley-Williams asked Dr. Hinman to consider providing some historical perspective in the article concerning prior NVAC activities, starting with the strategies white paper, so that it does not appear that this is in respond to the flu. Dr. Hinman agreed.

Unmet Needs Program Update - Dr. Benjamin Schwartz

The Unmet Needs Funding Program provides support for high priority vaccine and immunization projects, and accounts for the majority of the NVPO budget. The program priorities are based on the National Vaccine Plan (1994), as well as current DHHS, NVPO, and NVAC priorities. It provides “seed money” and “catalytic funding” to address new and emerging issues, and it also addresses needs that arise outside the normal funding cycle. 

Applicants include scientists and project officers from DHHS agencies, DoD, and USAID. Projects are funded for a maximum of two years, and about $5 million are distributed annually for new and continuation projects. Funding decisions are made competitively, based on a defined review process, and this year’s application deadline is November 19, 2004.

For FY 2005, Unmet Needs priority categories are: 

· Adolescent vaccination

· Future vaccines for emerging infections or with near term U.S. licensure

· Annual or pandemic influenza

· Vaccine supply, financing, and economic analysis

· Vaccine safety

To ensure the strongest possible review process (i.e., scientifically sound, fair, and transparent), the program proposed a scoring system based on the following specified criteria:

· Meets NVPO priority criterion (absolute requirement)

· Importance 

· Scientific quality and feasibility

· Interagency collaboration

The proposal review process is conducted via a review committee composed of agency representatives and NVAC members (to be identified). Dr. Schwartz asked NVAC members to participate in the review process and attend a two-day meeting in January to select and accept the proposals.

The next steps for the Unmet Needs Program include:

· Program review—identify accomplishments of projects funded between 1995 and 2001

· Process review—assess potential improvements in establishing priorities, soliciting proposals, and selecting projects for funding, in which there might be potential for a greater role for NVAC

Dr. Schwartz discussed the international focus of the Unmet Needs Program. He added that this funding is dedicated towards the priorities identified in the National Vaccine Plan, well as current DHHS, NVPO, and NVAC priorities. There is great concordance between the areas of discussion and the priorities. $5 million is very limited and is best used when targeted. There is substantial funding for global immunization, most notably from the Gates Foundation. While these international studies are important, there are other mechanisms to get those funded. Additionally, many of the priorities do include an international component. For example, vaccine safety, pandemic influenza, and future vaccines are not just issues for the United States.

READII Update - Ms. Tamara J. Kicera

READII (Racial and Ethnic Adult Disparities in Immunization Initiative) is an attempt to better understand the ongoing disparities in influenza and pneumococcal vaccination coverage among the African-American and Hispanic elderly in the United States.

Through the initiative, it has been indicated that disparities persist despite controlling for things such as socio-economic status, access to care, and insurance coverage. Data show that influenza coverage among African-American and Hispanic individuals 65 years of age and older lags significantly behind coverage among the white population, and that coverage even among the white population is well below the Healthy People 2010 goal of a 90-percent immunization rate. Findings are similar for pneumococcal vaccination.

This initiative began in mid-to-late 2002 and is scheduled to end December 31, 2004. Evaluation of intervention strategies implemented in the five demonstration sites will begin in January 2005. The demonstration sites were San Antonio, Chicago, Milwaukee, Rochester, New York, and 19 counties in the delta region of Mississippi. CDC leads the project in collaboration with CMS, HRSA, AoA, and AHRQ. Because the target population is the elderly, grantees in the five demonstration sites have been encouraged to work closely with their QIOs, CMS regional representatives, and others engaged in the aging services network.

The underlying principles of the initiative were to encourage local buy-in, have communities to engage critical partners and stakeholders, and encourage evidence-based interventions with providers and community groups. It was originally envisioned as a 2-year project, but was extended to three seasons. Almost each year, there has been a significant event or crisis that has challenged the demonstration sites and their immunization partners.

READII activities included developing community plans, engaging in communications research, local community roll-outs, implementation of a variety of interventions, and evaluation (which will begin after the project concludes at the end of the calendar year).

General programmatic strategies included focusing on improving provider vaccination practices (e.g., standing orders, reminder recall, and systems-based changes), increasing access for high risk populations, and increasing demand on the part of those populations. The targeted multiple provider groups included not only physicians, but also other healthcare personnel, pharmacists, and others. Specific interventions were based on local needs and capacities, so each of the five sites had unique aspects to their interventions. The key factors for implementing the interventions were feasibility, the expected impact on the target population, and sustainability.

Ms. Kicera then discussed some of the challenges of the initiative. Identifying and engaging adult providers in some communities was much more challenging than they had anticipated. Many sites found it very difficult to identify providers that serve minority, elderly populations. Another challenge was finding effective communications strategies for providers, who are very busy, and consumers, who have many myths and misconceptions about the vaccines. Evaluation of the project will look at not only the outcomes, but also the process.  In the short term, they are looking at lessons learned and in the long term, at successful models that can be replicated and sustained to reduce or eliminate disparities.

Some of the early findings and feedback show significant differences between pediatric and adult providers in terms of buy-in and engagement. While most providers acknowledge the importance of the vaccine, they do not always consider themselves the people who are in a position to provide the immunization services. Adult providers usually see individuals with an acute or chronic illness and focus on these conditions rather than on promoting preventive messages. Given the limited time in these situations, standing orders or systems-based changes may be very effective. Many of these providers assume that their high risk patients receive these services from their specialists. However, specialists are even less likely to be providing these preventive services.

Another surprising finding was the impact of the attitude of office nursing and support staff. Healthcare providers are themselves notoriously poorly immunized. In several sites, even in practices where the READII project was successful in getting cooperation, the attitudes of many of the nurses, administrative staff, office managers, and others were often very negative with respect to providing these immunizations. Ms. Kicera described a situation in Rochester where charts of elderly patients with high risk conditions were flagged and the staff were actually removing the flags from the charts and not promoting immunization, despite the fact that standing orders were in place. They need to make a better effort working with nursing and ancillary staff. 

She noted the tremendous level of disorganization in many sites. Some sites could not even identify patients 65 years and older or those with high risk conditions (e.g. diabetes and heart disease). While at the start of the project, many were under the impression that providers had electronic medical records or some type of electronic filing system, this was not the case. Many offices had very small budgets and were overwhelmed by the paperwork, billing processes, and just maintaining medical records for their patients. Similarly, there was much confusion and misinformation regarding the ACIP recommendations for the vaccines, particularly pneumococcal vaccine. The NIP is looking into ways to make the ACIP recommendations more understandable. 

Another finding was that there were cases where high risk populations were identified and the communities had no place to hold immunization clinics. Elderly people would have to travel outside of their communities to get immunized. Many supermarkets, pharmacies, senior centers, and other sites had closed because of economics, crime rates, and other reasons, creating a mismatch between where target populations lived and where vaccines were being offered. 

Rather than implementing new initiatives or efforts, many of the groups that worked with the demonstration sites were happy to partner with the health departments, QIOs, and others to promote these messages among their constituents. They encouraged integrating immunization and preventive health measures into activities that they were already engaged in (e.g., Meals on Wheels).

The level of success of the childhood program may never be replicated with adults. In terms of building capacity, they may need to consider other models such as collaboration between providers and mass immunizers. If there were a situation where a massive number of adults needed to be immunized, this would not occur in private provider offices. 

Much more research is needed with respect to, for example, universal flu recommendations and the attitudes of support staff. In Chicago, they are looking into providing the vaccines upfront. CMS has reimbursed for influenza and pneumococcal vaccines, as well as their administration, for many years. Because providers operate on modest budgets, they often do not have the budget to purchase vaccines upfront and risk not getting reimbursed for unused vaccines because of manufacturer no-return policies. Furthermore, there has not been a great demand for these vaccines in previous years. For these reasons, many providers have opted not to promote or purchase the vaccines. Recently, CMS increased reimbursement rates for administering these vaccines, and the impact remains to be seen.

Providers have also expressed concerns about HIPPA regulations when, for example, citing reasons for not sending out reminder postcards. This remains a concern even though providers have been educated that things such as remind/recall can be done in such a way that there are no HIPPA violations.

Project Bioshield - Dr. Monique K. Mansoura

Biodefense is recognized as a top priority. There is a dedicated commitment among the senior leadership of this administration and generous bipartisan support from Congress. They have a solid scientific foundation to build upon, in large part due to the research that has been developed over many years at DoD on medical countermeasures against biological, chemical, and radiological and nuclear threats and a strong private sector. With this, they have the opportunity to make a difference in reducing the nation’s vulnerability against weapons of mass destruction (WMD). 

BioShield is part of “Biodefense for the 21st Century,” which was unveiled on April 28, 2004 following a comprehensive evaluation of biological defense capabilities, and provides a blueprint for our future biodefense program. Dr. Mansoura noted that medical countermeasure development is part of a much larger strategy of potential interventions that the nation has to reduce our vulnerabilities. The pillars of this strategy include: threat awareness; prevention and detection; surveillance and detection; and response and recovery, should an event occur. While medical countermeasure development is part of response and recovery, vaccines also offer a prevention opportunity. HHS will take the lead in medical countermeasure development and will work closely with interagency partners.  The goals, with respect to medical countermeasures, are to develop, acquire, and stockpile the medical countermeasures needed to protect the U.S. population against bioterrorism; to coordinate stockpile acquisitions with response plans; and to make balanced investments in countermeasures commensurate with potential threats and response plans, within the limits of the budget.

The purpose of Project BioShield is to accelerate the process of research, development, purchase, and availability of effective countermeasures against agents of bioterrorism.  Project Bioshield is a three-pronged program that establishes a secure funding source for purchase of critical biomedical countermeasures; increases NIH/NIAID authorities and flexibility to expedite research and development of critical biomedical countermeasures; and establishes an FDA Emergency Use Authorization (EUA) for critical biomedical countermeasures to minimize the regulatory burden during a declared emergency and address serious and life-threatening conditions caused by biologic, chemical, and radiological/nuclear substances.  The EUA applicability for drugs, vaccines, and devices is for the use of approved products for unapproved indications, as well unapproved products.

In terms of funding sources for purchasing critical biomedical countermeasures, the first Department of Homeland Security (DHS) appropriations bill created a discretionary reserve of $5.6 billion to fund the program through FY2013.  An amount not to exceed $3.4 billion was made available to be obligated during FY2004-2008.  Although the funding sits in DHS, HHS will be the procuring authority, managing and executing contracts with the private sector to secure countermeasures.  The amounts appropriated become available only upon the approval by the President.

The path of countermeasure development is complicated and involves many partners – not just the government. Basic research is done in large part at NIAID, and work done by DoD, academia, and the private sector all come together to identify targets and move products through development. BioShield is at the end of the rainbow creating a polar incentives mechanism for these products to be developed.

The Office of Public Health Emergency Preparedness, under Assistant Secretary Simonson, has worked very cooperatively with NIH, FDA, and CDC to provide an environment where they are dedicated to the development of these products. Monthly risk-management meetings are held to talk about basic research, development of targets, expediting regulatory approval to the extent feasible, how the products will be stored and deployed (with CDC), how they are engaging state and local partners, and accountability for executing contracts within their Office of Research and Development Coordination (ORDC).

There is interagency coordination to identify targets appropriate for Project BioShield procurements. The WMD Medical Countermeasures Subcommittee is the focal point where deliberations across government occur to discuss priorities and optimal targets. Government stakeholders include HHS, DHS, DoD, CDC, FDA, NIH, Department of Agriculture, Department of Commerce, Department of Energy, VA, EPA, National Space and Aeronautics Administration, FBI, CIA, Homeland Security Council, National Security Council, Office of the Vice President, Office of Science and Technology Policy, and OMB.

The goals of the WMD Medical Countermeasures Subcommittee are to prioritize Federal initiatives (i.e., address immediate and long-term needs; recommend national requirements for vaccines, drugs, antitoxins, and diagnostics; and represent the needs of civilian and military communities); to coordinate research, development, and acquisition efforts of key Federal agencies (HHS, DHS, and DoD); and to accelerate the development of critical products.

Dr. Mansoura discussed some of the factors considered in developing and prioritizing requirements. The first consideration is the credibility and immediacy of the threat. While $5.6 billion is a large amount of money, there are 300 million people to protect and a long list of threat agents. Many difficult decisions will have to be made about which agents present the greatest threat and should be addressed. Other considerations include: who is targeted (e.g., civilian, military, or high risk groups); in what setting countermeasures should be used; the current and projected availability of alternative countermeasures (current and projected); the dosing schedule for prevention or treatment; feasibility of deployment in a public health emergency; and product shelf-life and ongoing requirements. While there are other factors, these are the most critical.

Dr. Mansoura then discussed evaluating the effectiveness of countermeasures – for example, whether the antibiotic stockpile is sufficient to protect the nation against the anthrax threat, or whether an additional vaccine needs to be considered for use pre- or post-event. These issues are heavily reliant on mathematical models to help estimate the extent of the threat and the relative value of response strategies. Mathematical models also help identify gaps in knowledge and assist in setting research and development priorities.

Many checks and balances are worked into the BioShield system. In addition to the interagency process, the approval of the President is required prior to any acquisition. Intermediate to the President’s approval are a number of determinations that have to be made by the Secretary of DHS and the Secretary of HHS. There must be a determination of a threat to the U.S. population made by the DHS Secretary. The Secretary of HHS must determine if countermeasures are necessary and the appropriateness of the countermeasure. Once all of criteria are met, it goes to OMB and then the President.

There are contract terms built in by statute that make acquisitions under Project Bioshield unique. First, no payment may be made until a portion of the total number of units contracted for has been delivered, creating a fair amount of risk on the part of both the government and the contractor. Discounted payment is allowed for products not licensed, cleared, or approved at the time of delivery, and delivery to the stockpile is contingent on the availability of sufficient data to support emergency use. Sufficient data will be determined on a case-by-case basis. There is a statutory requirement that the vendors seek approval, clearance, or licensure of the product, and additional payment will be made upon licensure, clearance, or approval. Contract duration will be 5 to 8 years.

Before the Secretary of HHS makes a determination that a particular countermeasure is appropriate, certain conditions must be met. A case must be made that the product will be approved or licensed within 8 years, and this is by no means a sure thing. There must be sufficient data to assure that there are no major obstacles to licensure. On a case-by-case basis, there will need to be toxicology studies, Phase 1 trials to show safety in humans, pharmacokinetics or immunogenicity, animal studies of efficacy, and a demonstration of manufacturing capability. Products in early development are ineligible, and products in early and mid-stage development must be funded by other government programs (DoD, NIAID) or industry to get them to the point of eligibility for consideration in Project BioShield. 

Dr. Mansoura used the example of the rPA Anthrax vaccine to demonstrate how this is not business as usual. The anthrax attacks took place in October 2001. A draft NIAID RFP was put out 4 months later (February 2002) for the accelerated development of a next generation vaccine. Comments were received from stakeholders, the RFP was published in April 2002, and contracts were awarded in September 2002. In March 2003, 2,000 doses were filled and finished. There was an RFP for advanced development contracts released in May 2003. Contracts were awarded 6 months later, and soon after they were looking into acquisition. They are moving forward aggressively in a high-risk environment, but the vulnerability to the nation dictates that they do so. The first major BioShield RFP was released in March 2004, and ORDC is moving forward to evaluate proposals and make an award.

Dr. Mansoura then went over details of the RFP released in March 2004 for which proposals were received in April 2004. She encouraged those interested in BioShield to read through the Statement of Work and the RFP (Solicitation Number: RFP-DHHS-ORDC-04-01 http://www.fedbizopps.gov/), which provide a lot of insight into the thinking behind how the program will be implemented. Deliverables include up to 75 million doses of rPA Anthrax vaccine, 25 million of which must be delivered within 2 years of the contract award. There must be licensure for the product in a pre-exposure prophylactic indication, as well as a post-exposure prophylactic indication. Stability is a critical issue – products should have some acceptable shelf-life. Final study reports are deliverable for evidence of special population trials, including pediatric and geriatric populations. Ensuring that there be a warm base that would maintain the capacity to manufacture the products if needed is critical.

The RFP for the acquisition of therapeutic products for treatment of inhalational Anthrax disease was issued on August 18, 2004, and proposals were due October 26, 2004 (Solicitation Number 2004-N-01385 http://www.fedbizopps.gov). Different therapeutic products to treat inhalational anthrax include immune globulin and polyclonal antibodies; monoclonal antibodies; and non-antibody toxin inhibitors (e.g., small molecular entities). There are multiple product classes and a larger pool of potential applicants. A process has been set up where the initial deliverables is a pilot lot for the government to do comparative testing to get a sense of the relative value of products that may be eligible for the acquisition and then to move forward with a subsequent acquisition of 10,000 to 200,000 therapeutic courses of treatment from one or more producers.

Dr. Hinman asked if these are the only proposals currently active.

Dr. Mansoura noted that there is a third – botulinum antitoxins. The first use of BioShield funds was in 2003 to help support the botulinum antitoxin program. 

Dr. Gellin noted that NVAC needs some expansion of its liaison members and that they had talked about having someone from DHS. He asked how NVAC might be helpful to the BioShield process. Now that BioShield is real, he asked if there is a role NVAC should have since much, though not all, of what is being done is vaccine-related.

Dr. Mansoura responded that they welcome input from all stakeholders and NVAC’s work is highly relevant. To the extent that there is information sharing, they welcome such opportunities, and she would think of more ways they can work together.

National Children’s Health Study - Dr. Peter Scheidt

Dr. Scheidt thanked NVAC for the opportunity to share information about the National Children’s Study (NCS). He noted that he would be speaking for Dr. Duane Alexander, the Director of the National Institute of Child Health and Human Development (NICHD). Dr. Scheidt serves as the Director of the Program Office of NCS at NICHD. He noted that he would also be speaking on behalf of the interagency coordinating committee comprised of the staff senior scientists from agencies supporting the planning and implementation of NCS – HHS, NICHD, CDC, the National Institute of Environmental Health Sciences (NIEHS), and EPA.

A longitudinal study of children’s health has been discussed for decades since the NINDS Collaborative Perinatal Project. The specific proposal for NCS began with the President’s Task Force on Environmental Health and Safety Risks, which is chaired by the Secretary of HHS and the Administrator of EPA with seven other Cabinet officers. It was charged with developing national strategies to reduce and control the risks of environmental influences on children’s health and development. As the task force, staffed by senior scientists in those agencies, grappled with their charge, they realized that the information they needed to inform those recommendations were not available. There are a number of models and examples in which children are much more vulnerable from environmental risks than adults, such as with lead and alcohol (fetal alcohol syndrome). There are known exposures of high frequency even at low levels, such as pesticides. There are also a number of conditions for which there is evidence, but no conclusive evidence, of the contribution of environmental exposures to conditions such as infantile autism, diabetes, asthma, birth defects, and premature birth. The convergence of these factors led the task force to be concerned about how to meet the charge and to realize that existing research was too limited in size and scope to provide guidance. They concluded that a study that could link exposures to outcomes was essential and had to be large enough to address concerns about relatively low prevalence conditions, although burdensome and important. In October 2000, Congress passed the Children’s Health Act of 2000, which authorized NICHD with a consortium of federal agencies interested and concerned about the health and development of children and environmental exposures to undertake the planning.

NCS is a longitudinal study of children, their families, and their environment. The study will be national in scope; be hypothesis driven; define “environment” very broadly (chemical, physical, behavioral, social, cultural, and biological); and study uncommon, but important and burdensome conditions (autism, diabetes, cerebral palsy, and others) requiring a sample size of about 100,000. The exposure period begins in early pregnancy and continues throughout childhood and into adulthood. It is essential to understand how environment influences genetic expression and to look at the ways environmental factors interact with genotype and genetic information. The study would be conducted using state-of-the-art technology to allow the most efficient and economical measures, to allow tracking with satellite technology and global positioning, and to enable the study to handle massive data sets. The study is a Federal consortium with over 40 entities, including all of the NIH institutes, CDC centers, and other Cabinet level agencies (e.g., Department of Education, HUD, Department of Agriculture). The study will be carried out with extensive public-private partnerships. It not only carries out a core federally-funded project, but would incorporate ancillary studies focusing in greater depth on sub-populations with additional in-depth studies funded through public-private partnerships. Finally, understanding that the study is hypothesis-driven and given the framework and boundaries for the study, a study of this size and complexity would serve as an extraordinarily valuable resource and should be planned and carried out in such a way to optimize that potential for future hypothesis testing.

As a guiding principle, the sample should be as generalizable as possible to the U.S. population and able to address the special concerns of special populations – such as the economically underserved populations, minority populations, rural or agricultural populations, and industrially exposed populations. He noted the importance of looking at early pregnancy risk factors and including women of child-bearing age in the sample. 

There has been considerable consultation with the NCS Advisory Committee and a special panel of experts and a series of detailed analyses and scientific reviews looked at how multiple factors affect sampling strategies.  After a great deal of work, they decided to use a national probability sample, not to obtain prevalence estimates (which can be obtained by more efficient methods), but to assure that the exposure-outcome relationships are applicable to the U.S. population and that they do not miss important exposures.  To be able to describe and understand what goes on in children’ environments, one must know what happens in their communities and where they live.  Multiple data points are necessary to be able to do this. For this reason and the feasibility and economics of carrying out the study, the sample will be fairly densely clustered.  In this multi-state sampling strategy, the first stage will be picked on a probability basis to ensure the best possible representation.  The feasibility of carrying out this sampling strategy will need to be tested with extensive pilot studies.  Although probability sampled, the study will be implemented through multiple centers around the country in a range of 40 centers.

The priority environmental exposures of special interest in the study are physical exposures, such as characteristic of housing, neighborhoods and communities, climate, and radiation; chemical exposures, such as air, water, soil, food, dust, industrial products, and pharmaceuticals; biological environment, including intrauterine factor, infection, nutrition, and inflammatory and metabolic response; genetic data; and psychosocial milieu, such as influence of family, socioeconomics, community attributes, and stress.

Priority outcomes include pregnancy and intrauterine growth, infection, nutrition, preterm birth, birth defects, and fetal influences on adult health; neurodevelopment and behavior, such as cognitive development (IQ), autism, learning disabilities, schizophrenia, depression, adjustment, normal variation, and resilience; injury, which is the leading cause of morbidity and mortality in children after 1 year of age; asthma, because of its importance as a major morbidity of children; and obesity and physical development.

Hypotheses are necessary for framing the study.  He noted that no single hypothesis would drive a study of this size and complexity, and that this should be thought of more as a program of research where multiple hypotheses provide the guidance and structure for the study.  It is necessary to work through hypotheses to assure the study is capable of answering the “big issue” questions that it is charged with.  Dr. Scheidt provided sample hypotheses in the handouts but did not review them all in consideration of the time. 

Several hypotheses related to vaccines have been proposed. For example, altered timing of early childhood immunizations will lead to no increased rate or severity of disease later in life, and the receipt of childhood vaccination is not linked to autism or other developmental disabilities identified in childhood and adolescence. While some of these have been answered by existing studies, testable data will still be collected and will have greater relative risks than other studies would have been able to afford.

Dr. Scheidt emphasized that the real strength of the study is not necessarily in single exposure outcome relationships, but in the ability to look at the interaction of multiple exposures that may result in multiple outcomes. For example, experience with certain infections early in life might place a certain subgroup at risk so that when they are exposed to a class of chemicals or other exposure, it may result in outcomes that might not otherwise be seen or measurable, unless there was a study that measures multiple outcomes and multiple exposures in the same cohort with a sample size large enough to see the relative risks from interaction analyses. 

The measures anticipated for exposures include direct environmental samples (e.g. air, water, and dust); bio-markers for chemicals (e.g. blood, breast milk, hair, and tissue); interview and history data; serology and medical data; housing and living characteristics; family and social experiences; and neighborhood and community characteristics.

The measures anticipated for outcomes include: fetal growth and outcome of pregnancy; birth defects and newborn exam; growth, nutrition, and physical development; medical conditions and history, for which they are looking into capturing electronic medical record data from various sources; cognitive and emotional development; and mental, developmental, and behavioral conditions.

In terms of how the data will be used to maximize output, there will be targeted hypotheses-guided analyses to ensure that the hypotheses will be answered and will be carried out by the investigators involved in the centers carrying out the study, along with the clinical coordinating center and the federal scientists involved in planning the study. In addition, they plan for successive waves of public-use data sets accessible to scientists around the country with anticipated RFAs funded to encourage creative analyses of the data to optimize the use of the data set. 

In terms of the projected timeline of the study, they are currently in the phase of carrying out multiple pilot studies, finalizing the plan and design of the study, and finalizing the hypotheses. In the next few months, they anticipate going forward with a clinical coordinating center, procurement of a clinical coordinating center, and the initial vanguard sites where the study will begin and the pilot testing and protocol will occur. They plan to begin the full pilot study and have enrollment in the study by the end of 2006. The preliminary results available from outcomes of pregnancy are anticipated in the 2009 to 2010.

Dr. Scheidt noted that status of the study, updates and newsletters, results of many workshops, review papers undertaken in the planning, and other materials are posted on their website (http://NationalChildrensStudy.gov). He added that they can be contacted with questions at ncs@mail.nih.gov.

ACIP/NIP Report - Dr. Myron Levin

Dr. Levin noted that he would be acting for the Acting Director, Dr. Stephen Cochi. He noted that he would only discuss the first two slides since they were the ones with he was most familiar and they give a preview of what would be happening at the upcoming ACIP meeting. 

Dr. Levin noted that the major issues to be discussed at the upcoming October 27-28, 2004 ACIP meeting would include a discussion of influenza vaccine supply, coverage, and effectiveness. They will also talk about any headway made in the redistribution of available vaccine and what might be available to deal with the influenza vaccine crisis this year. 

There would be a report on the Hospital Infection Control Practitioners Advisory Committee (HICPAC) joint meeting with ACIP on planning a program to improve influenza vaccination of healthcare workers. The documents and brochures for this would be final by the time of the meeting, and there probably would have been quite a bit of progress in this area had there not been a projected shortage. They will hear what plans will be in place to measure vaccine effectiveness for the coming year. He commented that there was some unhappiness last year about how well this was done in the short-run, and they will handle it differently this year.

A large element of the discussion will be the meningococcal conjugate vaccine. There will be a review of what has already been presented, in part, as the background for the use of the vaccine, and for the first time, there will be economic data on whether or not a catch-up program should be added to whatever recommendation is made. ACIP will make a decision on a recommendation for the use of the vaccine at the meeting. He noted, however, that the vaccine may or may not be licensed by the time of the meeting, so it was unclear whether they would be able to vote on it for VFC at the meeting. 

After many years, there will be a review of the document to be finalized on the use of the hepatitis B vaccine, and there will be a discussion on whether they will want to extend the recommendations. With respect to the Varicella vaccine, there will be a discussion on breakthrough Varicella and where they are in terms of the success of the vaccine in preventing hospitalizations and deaths in the target population, as well as further data on herd immunity. Since there is breakthrough disease and a proposal for the use of a second vaccine as a booster, there will be data on the immunogenicity, the persistence of the second dose, and the use of MMRV ProQuad, which will be available in the near future. There will also be information on how the working group is planning to make a decision on the use of a booster dose.

Another important element of the ACIP meeting is the proposed evidence-based format for ACIP recommendations. Dr. Dan Fishbein had been very helpful to the working group on this issue. He noted that there would be evidence-based recommendations in the future. The upcoming meeting will be the first introduction of this concept to ACIP and they will be instructed as to what will be available. He added that they may be in a position to make a decision in the spring or summer, that they would adopt this as a formal process at ACIP, and that it would be applied for the first time to one of the new vaccines.

Finally, they will be given an update on the cardiac adverse events of the old smallpox vaccine, as well as an update on the Acambis vaccine. ACIP will then make a resolution to put the smallpox working group aside.

NVPO Report - Dr. Bruce Gellin

The Pandemic Preparedness and Response Plan has been a major project for NVPO for some time, and Dr. Schwartz had taken the lead in working with the other agencies and pulling it all together. They were anxious to get input on the plan, which to date, has been very limited, and the comment period ends at the end of October 2004. He noted that there would be input in a number of ways beyond this comment period and that the plan is an ongoing document that will never be final. They were particularly looking for guidance in areas of the plan that were not as directive as people wanted them to be, as mentioned by Dr. Schwartz, such as the handling of vaccine and the use of antivirals.

There are two RFPs that will be awarded in the coming weeks – one for an egg supply for manufacturers to be able manufacture 24/7 and another to look for incentives to diversify influenza vaccine manufacturing, particularly cell culture. While they have a system in place that can produce influenza vaccine each year, a vaccine that would not require linking to an ongoing circulating strain and that would perhaps have broader protection against a number of different flu viruses would allow a totally different system. Consultants will be working with the vaccine supply group, and they will report on the global influenza vaccine supply industry at the February 2005 NVAC meeting.

Dr. Gellin commented that everything seemed to be about influenza, vaccine supply, or vaccine safety. He noted the previous day’s hearing about the thimerosal content in influenza vaccines and how that might be used. He noted that governor Schwarzenegger signed a bill into law in the last 2 weeks saying that by 2006, children under 3 years of age and women potentially pregnant should not receive vaccines containing anything more than trace amounts of preservative. Given the industry’s move towards this and the concerns about the pace of this, NVPO has been working with CDC and FDA and a long list of partners to understand and plan for transition in the supply. Recognizing that there will be flu vaccine contents with variable amounts of thimerosal over time, they need to think about how this would be best handled. Dr. Gellin noted that his idea of the worst case scenario with the California situation is that people will realize there are two vaccines and see one as clean and the other as dirty, creating an increasing strain on the limited amounts of thimerosal-free vaccines while other vaccines remain on the shelf unused. The management of this type of situation will be an interesting exercise, but they need to try to get everyone involved from the manufacturer to the healthcare community to the public. 

ACCV/DVIC Report - Dr. Geoffrey Evans

Dr. Evans noted that he had new and improved post-1988 monthly statistical (stat) reports. The monthly stat sheets would focus only on the post-1988 period for vaccines given after the program became operational in October 1988. The pre-1988 program was for anything before this and all claims have been adjudicated. The final payout for the pre-1988 program was $900 million. He noted that with all of that out of the way, what remains is the thimerosal/autism/MMR vaccine aspect of the litigation, which is now part of the program and categorized as autism thimerosal or non-autism thimerosal. 

Most of the activity is now with autism litigation and this is something that has been ongoing since 2002. There are currently all kinds of discovery proceedings going on and information specifically from CDC and FDA has been gathered. A hearing date will hopefully by set in 2005 that will address the merits of causation, and this would just be for autism, not for developmental disabilities or other kinds of neurological disorders; it will be for MMR and thimerosal allegations, and the target illness will be autism. They will hopefully have a result from these proceedings within the next year and a half that will be applied to the more than 4,300 clients. 

Dr. Evans then discussed adjudication and noted that 100 claims were dismissed. As reported last time, he was aware of about a couple dozen cases where the petitioners opted to leave and go into the tort system. Some may have left for other reasons, such as legal insufficiency. Several dozen have declared that they have gone on to exercise their right to go into the tort system, which they can do within 240 days. The post program has paid out over $600 million, most of which has been for petitioners’ awards, and all together, over 1,800 families have received compensation.

In June, ACCV has unanimously voted to add influenza vaccine to the program based on the fact that CDC now recommends it for the routine vaccination of children, and there is still discussion on whether there will be an injury or medical condition to go with that. 

Excise tax legislation is pending in both houses. A couple of bills were passed that contain excise tax legislation for influenza, trivalent influenza vaccines, as well as hepatitis A vaccine. If they get a bill signed by the President, they will be able to cover influenza vaccine and the effective date of coverage will depend on whatever version of the language is passed. 

With respect to the ACCV meeting on November 9-10, 2004, the first day will be the first time the Commission is going to sit in on a workshop put on by the U.S. Court of Federal Claims at their annual judicial conference. The workshop will be on vaccine causation. They will be listening to a vaccine epidemiologist, attorneys, DOJ officials, and the Chief Special Master. They will discuss how they approach the very challenging questions of how they legally make decisions about vaccine causation. They will be meeting for a half-day in Rockville, Maryland on the second day.

VRPBAC/FDA Report - Dr. Gary Overturf

Dr. Overturf noted that at the September 22-23, 2004 VRPBAC meeting, they recommended approval for the Aventis Pasteur meningococcal diphtheria conjugate vaccine, which has the same antigens that as the polysaccharide vaccine. The vaccine was approved only for individuals between 11 to 55 years of age based on data for 7,600 patients; of which, about half received the conjugate vaccine and based on non-inferiority in terms of immunological response.

The vaccine may not have been licensed because there were a number of issues. FDA asked for more information. There was considerable discussion about the need for post-licensure surveillance for adverse events. Furthermore, only a fairly small number of individuals had received the vaccine. A good deal of information is needed on immunological memory and boosting, which raises the issue of the vaccine’s safety and efficacy in boosting, particularly for those who had already received the polysaccharide vaccine. Much information is still not available. There are ongoing pediatric studies, and there is still a need for more pediatric data, minority data, immune deficiency data, and data on other special groups who may need protection from meningococcal disease. There are little or no data on compatibility with other vaccines that adolescents, young adults, or children might receive at the same time. Most of data will be reviewed by FDA staff and will not come back to VRPBAC unless there are specific questions.

Dr. Overturf noted that the second day of the meeting was a presentation of the U.S. Army sponsored HIV vaccine trial. This was a large study with a planned enrollment of 16,000. There has been a great deal of discussion between FDA, the U.S. Army, and the Thai government because this could lead to the possible licensure of the vaccine in Thailand. Because the study was not set up as an efficacy trial, it will not meet any of the requirements for licensure. It has now been changed to a “proof of concept,” the definition of which is currently unclear. It appears that it will evaluate immunological parameters which may yield some clues about the potential efficacy of the vaccine. This was probably not presented initially because it was not a vaccine trial that would lead to efficacy and because it involves another country and FDA has been involved along with the U.S. Army. They felt they needed additional support for opinions they had previously expressed. 

NIH Report - Dr. George Curlin

Dr. Curlin commented that influenza will be in the news for some time, but the good news is that it might get people to pay attention to the pandemic influenza planning. The initial media coverage was superb, and the officials did an excellent job stating the case. There has been very responsible reporting of the event thus far. The important message was picked up, and that was the potentially contentious issue of deferring vaccination of healthy people and how physicians or clinics will respond when a healthy person demands the vaccines. He added that the way the story plays out could generate a demand that completely outstrips supply even with the new priorities.

Dr. Curlin referred to a study in 2001 during the last influenza vaccine shortage. The study was put together by the Vaccine Treatment Evaluation Units (VTEUs) and the serology was done by CDC and FDA. The study looked at a half-dose of the recommended vaccine. This was a very robust study in that up to 20 percent reductions were statistically significant, and looking at the reverse cumulative plots, the study will provide on a scientific basis on which a rational decision can be made to offer healthy people a half dose of vaccines as an alternative.

In the conference call with ACIP on the previous day, someone commented that this would require an IND and that the study would have to be repeated with this year’s vaccines.  Dr. Curlin noted that some of the target groups are listed as healthy – healthcare personnel, child caregivers, and DoD. About two-thirds of the DoD vaccines were purchased from Chiron.

He made clear that he was not recommending things, but just presenting data. The study was very encouraging, but he was not promoting it.

Dr. Overturf noted that the problem is that without some kind of recommendation, especially with vaccines, physicians and infection control practitioners will be very reluctant to do this because of liability and indemnification issues.

Dr. Curlin agreed and noted that this is only if the issue evolves, they are backed into a corner, and there is a consensus. This would also require the close, enthusiastic participation with Aventis Pasteur.

Dr. Gellin noted that this falls into the theme of looking at every possible avenue to increase supply.

Public Comment

Dr. Helms asked if there was anyone wanted to make public comment. There were no additional public comments.

Adjournment

Dr. Helms adjourned the meeting.

