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Meeting Overview

The Committee voted on and approved the recommendations of the Vaccine Safety Working Group (VSWG) on the draft research agenda of the Centers for Disease Control and Prevention’s (CDC’s) Immunization Safety Office (ISO) as well as the recommendations of the Adult Immunization Working Group. Representatives from several Department of Health and Human Services (HHS) agencies, State public health organizations, and HHS advisory groups offered a broad range of perspectives on addressing H1N1 influenza virus over the coming months in anticipation of a resurgence in the fall. The Committee debated the utility of establishing a working group on H1N1 but chose instead to institute monthly teleconferences throughout the summer for the entire Committee to receive updates from various government and advisory organizations on the status of planning and implementation efforts. Additionally, it will establish a subgroup on H1N1 vaccine safety monitoring within the existing VSWG.

Liaisons and ex officio members presented updates on their organizations’ efforts. Committee members discussed the value of public engagement workshops in the context of efforts aimed at gathering more input on the National Vaccine Plan. The RAND Corporation presented the preliminary findings from its evaluation of NVAC’s impact and effectiveness. The findings identified the barriers that have prevented implementation of NVAC recommendations. Specific suggestions were offered for leadership of HHS, the National Vaccine Program Office (NVPO), and NVAC to improve the likelihood that recommendations will be implemented.

A representative from the Office of the Assistant Secretary for Planning and Evaluation presented an analysis of the estimated effect on insurance premiums of implementing NVAC’s vaccine financing recommendations to cover all recommended vaccines. A CDC representative described how new Federal funds obtained through the American Recovery and Reinvestment Act (ARRA) would be used to spur expansion, innovation, education, and research in its Immunization Grants Program.
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Day 1—June 2, 2009

Opening Remarks, Introduction, and Report of the Chair—Guthrie S. Birkhead, M.D., M.P.H.

Dr. Birkhead welcomed the participants and invited the Committee members to introduce themselves. The minutes of the February 2009 meeting were approved as written. Although NVAC members Jaime Fergie, M.D., F.A.A.P.; Lance K. Gordon, Ph.D.; Sharon G. Humiston, M.D., M.P.H.; and Charles Lovell Jr., M.D., F.A.C.P.; completed their terms as of the February meeting, they agreed to continue serving until new members are appointed.

Dr. Birkhead pointed to NVAC’s new follow-up spreadsheet and said the Committee has done a good job so far of addressing most of the items on the list. 

Action Item

The status of grants awarded by NVAC to support unmet needs (now called the Strategic Issues in Vaccine Research program) will be added to the NVAC follow-up spreadsheet as a method for tracking grants and evaluating results. 

NVAC submitted its 2008 annual report to the Assistant Secretary for Health (ASH), and Dr. Birkhead hoped the report would be reviewed by the new ASH when he is confirmed. The Committee’s recommendations that provider-verified immunization history be included in the National Children’s Study (NCS) were conveyed in person to the Acting ASH by Bruce Gellin, M.D., M.P.H.

The NVAC charter expires July 30, 2009, and Committee members have offered some recommendations for revising the charter when it’s renewed, such as adding representatives from State organizations.

Dr. Birkhead summarized the agenda for the meeting. He anticipated that NVAC would be very busy for the next six months as efforts to address the H1N1 influenza virus ramp up. The next NVAC meeting will be held September 15–16, 2009.

Welcome of the P-DASH—Donald Wright, M.D., M.P.H.

Dr. Wright welcomed the members. Since the February meeting, Gov. Kathleen Sebelius was confirmed as Secretary, and the Department is awaiting the confirmation of Howard Koh, M.D., M.P.H., as ASH. The time required to confirm key personnel has contributed to the delay in confirming new NVAC members, said Dr. Wright. He noted that, despite these delays, the rapid Federal response to the identification and spread of the H1N1 influenza virus has been impressive.

Dr. Wright said vaccine safety is a high priority for the Department, and he looks forward to the recommendations put forth by NVAC’s VSWG. He empathized with NVAC’s frustration that its recommendations often do not seem to lead to change. He hoped the findings from the RAND Corporation’s in-depth evaluation of NVAC would provide useful information and ideas not just for NVAC but for all of the advisory bodies that serve the Office of Public Health and Science.

VSWG—Andrew T. Pavia, M.D., Chair

Dr. Pavia presented the final report and recommendations of the Working Group on the draft 5-year Scientific Agenda of the CDC’s ISO, which incorporate the comments received from the formal public engagement process, NVAC members, CDC, and the formal public comment process. Notably, the revised report emphasizes that there are additional research priorities beyond those identified by the ISO. Members offered some additional changes to the wording.

Recommendation

NVAC endorses the recommendations put forth by the VSWG and described in the document Recommendations of the Centers for Disease Control and Prevention Immunization Safety Office Draft 5-Year Scientific Agenda. 

Mark Feinberg, M.D., wondered who would take the lead on the recommendation to conduct a study comparing vaccinated and unvaccinated populations. Dan Salmon, Ph.D., M.P.H., clarified that the recommendation is to assess the feasibility of conducting such a study. Dr. Birkhead said the recommendation is distinct from vaccine safety research included in an ISO research agenda. Dr. Gellin would like further input from NVAC and the VSWG on how to implement the suggestion. Jim Moody of Safe Minds commented that he believes such a study is mandated by Congressional guidance to reduce the adverse effects of vaccines and that assessing the feasibility appears to be a way to delay conducting the study.

Action Item

The status of the proposed feasibility assessment for a study comparing vaccinated with unvaccinated populations will add to the NVAC follow-up spreadsheet.

Dr. Pavia said the Working Group will move on to its second charge of assessing the overall Federal vaccine safety system. He will be joined by two co-chairs to assist with the work load: Marie McCormick, M.D., Sc.D., and Tawny Buck. Three new members have been nominated to join the Working Group: Robert Beck, J.D.; Vicky Debold, Ph.D., R.N.; and Bill Raub, Ph.D. Additionally, Dr. Gordon was selected to transition from his role as an NVAC representative member to a VSWG member. The Working Group will meet July 15–16, 2009, for an information-gathering session that includes five panel discussions featuring subject matter experts from multiple fields and disciplines. The five panel themes are as follows:

· Principles and policy alternatives for a robust vaccine safety system 

· Identifying innovative ways of overcoming gaps in vaccine safety science infrastructure

· The ideal system to meet the needs of the public, public health, and health care professionals for confidence in vaccine safety

· Lessons from other safety arenas 

· Enhancing the adoption and implementation of the NVAC white paper on the findings 

Dr. Pavia detailed who had agreed to speak and the questions panelists would be asked to address. The timeline for delivering a white paper describing the VSWG findings has not been finalized and may be confounded by efforts to address H1N1 influenza. However, the handling of H1N1—for example, potential widespread administration of a novel vaccine—could offer important lessons on the functionality and capacity of the Federal vaccine safety system.

Dr. Gellin pointed out that the Institute of Medicine (IOM) reviewed the National Vaccine Plan goal of enhancing vaccine safety, and Dr. Pavia hoped the VSWG would build on the conclusions of the IOM. Drs. Gellin and Salmon both said the VSWG should advise NVPO on its efforts around H1N1 influenza. In terms of preparation for mass immunization, Christine Nevin-Woods, D.O., M.P.H., volunteered to give the VSWG the perspective of public health providers and suggested more representation from DoD and NACCHO. 

Magdalena Castro-Lewis suggested the panel on public health include representatives for the underserved and other special populations, including racial and ethnic minorities. Dale Morse, M.D., advocated for expanding the Vaccine Safety Datalink (VSD) to provide more information more quickly.

Drs. Birkhead and Gellin agreed that the roles of various Federal agencies in vaccine safety should be elucidated and that coordination among Federal entities is vital. Dr. Salmon noted that HHS published a comprehensive review of Federal vaccine safety programs that is available online (http://www.hhs.gov/nvpo/nvac/vaccinesafety.html.). 

Interagency Work Group to Address Content of the NCS—Ken Schoendorf, M.D., M.P.H., NIH, and Dan Salmon, Ph.D., M.P.H., NVPO

Dr. Schoendorf described the study and its broad scope of participants and hypotheses. The study includes a diverse, nationally representative sample of about 100,000 births. Children will be monitored up to age 21 years. Information from sample segments (e.g., clusters of households) will be collected by regional data collection sites. The study will roll out in three waves from 2011 to 2013. Two vanguard sites—Orange County, CA, and Salt Lake City, UT—began collecting data in January 2009. Data collection techniques include surveys, in-person contact, home visits, telephone follow up, and occasional physical examinations in a clinical setting. Dr. Schoendorf said the study will collect immunization histories beginning with the mother during pregnancy via medical care logs (completed by the participant or the provider) and standardized information from visits.

NVAC members commented on the two sample logs proposed for collecting immunization history. Dr. Schoendorf emphasized that accuracy and completeness are concerns; he hoped that phone calls and other contacts would be helpful in this regard. He noted that other avenues of contact, such as e-mail and text messaging, are under consideration. In the two vanguard sites, investigators will be able to compare the medical care logs with medical records from a corresponding “closed” health care system (Kaiser Permanente in Orange County and Intermountain Healthcare in Salt Lake City).

In response to a suggestion made by NVAC at its February 2009 meeting that the NCS consider incorporating provider-verified immunization histories into its standard data collection, the ASH created an Interagency Work Group on vaccine issues in the context of the study. The group includes representatives from NVPO, FDA’s CBER, CDC’s NCIRD, and NIH’s NCS. It seeks to identify what information the study will capture, whether the study meets the needs of the Federal immunization community, and what other methods the study could use to collect immunization information. The group has begun discussing the data elements captured in the medical care log and how to ensure study findings are reported and identified in the Vaccine Adverse Event Reporting System (VAERS). Dr. Salmon said the group is also considering whether the study should include frequent telephone surveillance for adverse events that occur within six to eight weeks of vaccination and studies of the validity of data provided by caretakers via the medical logs.

Dr. Salmon said the group will report its findings and recommendations to NVAC periodically. He noted that CDC also has a work group on immunization data collection procedures.

Action Item

NVAC/NVPO will continue to monitor the activities of the Interagency Work Group as it relates to the NCS and will provide feedback as appropriate.

Discussion

Dr. Pavia pointed out that Intermountain Healthcare has a direct interface with the Utah registry for immunization data. He felt the vanguard sites could identify gaps in completeness and problems with accuracy by comparing State registry and health care system data. He added that Intermountain provides parents with a printout of information reported to the State registry, which will help parents complete their medical care logs correctly.

In response a question, Dr. Schoendorf said adverse effects of vaccine were not part of the original study design, and that outcomes will require further development. He felt the sample size of the study would be sufficient to identify common adverse outcomes. Dr. Schoendorf noted that additional information from other sources would be used to assess outcomes, and investigators may conduct case–control studies or more detailed evaluation of medical records of study participants. The data collection forms include questions about use of herbal supplements or other alternative therapies. Lisa Jackson, M.D., M.P.H., recommended the study consider how to keep forms updated and standardized over time.

Adult Immunization Working Group Recommendations

Summary of Recommendations—Richard D. Clover, M.D.

Dr. Clover summarized the final recommendations of the Working Group, noting that the accompanying report touches on the need for funding for adult immunization but does not discuss financing in detail. The recommendations fall into the following nine categories:

· Assess adult immunization coverage.

· Support health services research to answer key adult-immunization-related questions.

· Include adult immunization in State and selected city public health grants and other Federal clinic sites.

· Update Federal guidance on adult immunization.

· Support quality assessment and quality improvement of adult and health care worker immunization service delivery.

· Identify meaningful incentives.

· Secure adequate Federal funding of adult immunization.

· Conduct outreach to promote adult immunization.

· Improve vaccine safety monitoring for adults.

Discussion

COL Renata Engler said DoD efforts to educate providers about the availability of the VICP and VAERS for adults have met with limited success, and Dr. Clover agreed with the challenge of raising awareness about adult immunization in general. Rosemary Johann-Liang, M.D., said 40 percent of VICP’s petitions come from adults seeking compensation, so adults do use the program, but more outreach is needed.

In response to a question, Dr. Clover noted that current health care reform proposals are referenced in the recommendations on funding. Dr. Nevin-Woods praised the inclusion of medical clinics that provide vaccinations for travelers in the recommendations; such clinics offer an ideal opportunity to encourage adult immunization. 

Dr. Clover said the recommendations do not discuss how to finance the needed improvements in immunization information systems (IIS). Discussion ensued about using IIS to track vaccine uptake among patients and health care workers and the need to link systems, especially those outside of traditional medical settings.

Recommendation

NVAC endorses the recommendations put forth by the Adult Immunization Working Group and described in the document Recommendations for Federal Adult Immunization Programs Regarding Immunization Delivery, Research, and Safety Monitoring.

Action Items

NVAC will pursue publication of the recommendations of the Adult Immunization Working Group in a peer-reviewed journal.

The NVAC Chair, Adult Immunization Working Group Chair and NVPO staff liaison will schedule a meeting to discuss the next steps for the Adult Immunization Working Group.

Financing Issues—CAPT Raymond A. Strikas, M.D., USPHS, NVPO

CAPT Strikas noted that consideration should be given to merging the Adult Immunization Working Group and the Vaccine Finance Working Group to address adult immunization financing issues. He said information is needed from AHIP on what insurance covers as well as exactly what Medicare covers through Part B and Part D. CAPT Strikas identified NVAC recommendations on vaccine financing for children and adolescents that apply to the adult immunization recommendations. He asked NVAC to identify additional expertise needed to assist in developing adult immunization financing recommendations.

Discussion

Dr. Humiston recommended adding an expert in business transformation to give input on how large organizations with entrenched systems accomplish major changes. Wayne Rawlins, M.D., M.B.A., cautioned that the vaccine financing issues cuts across so many fields that it would be difficult to find a consultant with relevant expertise. Several members noted that individual providers complain that they lose money providing vaccines for adults, so many do not even offer them.

It was suggested that health care reform efforts may make the financing details obsolete if adult immunization is linked to overall wellness and preventive care. Phil Hosbach of Sanofi Pasteur suggested NVAC focus less on financing and more on quality measures and assessment, support for State-level infrastructure to improve access, improving IIS, and increasing education of providers on counseling about and encouraging immunization.

Trish Parnell suggested more consumers be represented in the discussion of vaccine financing. 

Dr. Jackson said more data are needed on where adults get vaccines, such as young adults who do not see an internist regularly or women who get human papillomavirus vaccine from their gynecologists. COL Engler pointed to the lack of immunization education in medical schools and called for more investment in education. Dr. Birkhead suggested adding representation from a medical school to provide the perspective of the academic teaching environment on vaccine financing. Dr. Birkhead pointed out that the Federal stimulus package provides State-level funding for adult vaccination, so there may be lessons to learn from that effort.

Action Item

NVAC will seek out more information describing the status of adult vaccination uptake and reimbursement. A pilot study underway by the Infectious Diseases Society of America that is evaluating vaccine uptake and vaccine administration by providers (beginning with infectious disease specialists) may provide useful insights.

Novel Influenza A (H1N1) Outbreak and Response

Epidemiology and Response—RADM Anne Schuchat, M.D., USPHS, CDC

RADM Schuchat said that detection of the H1N1 virus was aided by use of an investigational device to identify rare strains of influenza, demonstrating a successful and fortuitous payoff from Federal investment in research. She noted that over 10,000 cases of H1N1 influenza have been confirmed in the United States, and despite enhanced detection abilities, she suspects the actual number of cases is higher. RADM Schuchat said cases have been confirmed in all 50 States, and, unlike in Mexico, there has not been a significant drop in cases since first identified.

In the United States, the virus seems to affect people ages 5–24 years the most. In contrast to seasonal influenza, the median age of those hospitalized is just 18 years. Three fourths of those hospitalized also have an underlying condition, such as asthma or pregnancy.

RADM Schuchat described the CDC’s response, noting that 11 million courses of antiviral medication from the Strategic National Stockpile (SNS) were sent out, and diagnostic kits went to over 400 laboratories. Candidate vaccine virus strains were sent to manufacturers at the end of May. At the peak of the event, the CDC website was receiving 8 million hits per day. CDC used the opportunity to test out new media outreach techniques.

Discussion

RADM Schuchat said CDC is evaluating the effects of school closings in the United States, Mexico, Japan, Australia, and elsewhere. It is also assessing the distribution of the antivirals. She was unable to say exactly when information from the influenza season in the Southern Hemisphere, which begins in June, would be available to guide decision-making in the Northern Hemisphere, but CDC is working with the World Health Organization (WHO) and others. CDC is already applying what it’s learned to expand its surveillance techniques. 

There are two hypotheses about why people over age 50 years have not been heavily affected by H1N1 influenza: 1) They have preexisting immunity as a result of a virus that circulated many years ago. 2) There has been a lag time in exposure. That is, many young people traveled to Mexico during spring vacations, brought back the virus, and circulated it among their peers, and it has not yet spread to older people. RADM Schuchat said CDC does not believe the lag-time hypothesis is applicable at this point. She added that one reason the death rate has been so low is that the virus tends not to attack older people. 

Vaccine Development—Robin Robinson, Ph.D., BARDA

Dr. Robinson explained that strategic planning for pandemic influenza focused on H5N1 virus. In addition, the development of adjuvants dramatically increases the number of people who could be vaccinated with the vaccine supply in the SNS, so efforts are underway to revise the pandemic vaccination strategy. To date, the Federal government has been applying the strategies it devised for an H5N1 epidemic, but several questions are under discussion: What kind of vaccine is needed for H1N1 virus? Will an adjuvant be available? Is the pandemic severe enough to require mass vaccination?

Dr. Robinson described the key issues that must be addressed in terms of the type of vaccine (including distribution, administration, and safety monitoring), development of the vaccine, and manufacturing efforts. He noted that plans are being developed for vaccines with and without adjuvants. He said $1 billion had been spent so far on pandemic influenza vaccine development.

Vaccine Planning—RADM Anne Schuchat, M.D., USPHS, CDC

RADM Schuchat pointed out that implementation planning using multiple potential scenarios must begin now. Much of the information needed on which to base decisions about whom to vaccinate and when will come from the experience in the Southern Hemisphere. She stressed that CDC is ready to engage with State and local programs on implementation planning.

Among the key differences between seasonal influenza and the H1N1 virus is that H1N1 vaccination may be geared more toward children than adults; will involve Federal, not private, procurement; and could require more doses per person over a shorter period. H1N1 vaccine may not be immediately available as the virus spreads, and supply shortages are likely. Furthermore, it will be challenging to distribute both seasonal and H1N1 influenza vaccines in the same timeframe. Notably, while seasonal influenza vaccine is mostly provided by private sector providers, most States are planning to disseminate H1N1 vaccine through large public clinics.

RADM Schuchat emphasized the importance of coordinated, integrated planning with Federal, State, and local public health programs. Timing, delivery strategies, and target groups must be determined. Communication is especially important to ensure effective delivery, safety monitoring, and risk management. RADM Schuchat described how CDC’s immunization planning team has subsets of teams dedicated to addressing various aspects, including scenario planning, communication, and public engagement. 

Planning Activities—CDR Tom Shimabukuro, M.D., M.P.H., M.B.A., USPHS, NCIRD, CDC

CDR Shimabukuro said the planning assumptions for H5N1 virus included a very high level of severity of disease, significant potential for economic and social disruption, and availability of a pandemic vaccine for 20 million people considered vital to maintain infrastructure and provide key services. Under these assumptions, production of seasonal influenza vaccine would be curtailed to facilitate production of pandemic vaccine, which would be available in about 4–5 months. The initial limited supply of vaccine would require prioritization, but eventually vaccine would be available for all who wanted it.

With the H1N1 virus, the Federal government is proceeding with planning without an official declaration of a pandemic. [Note: WHO declared a pandemic, phase 6, on June 11, 2009.] The potential economic and social disruption may not be as extensive as in the original planning scenarios, but current planning efforts include the possibility that the pandemic could be mild, moderate, or severe. The initial vaccine supply may be more than originally planned, and prioritization of target groups for vaccination may be informed by findings from epidemiologic data. It is possible that production of seasonal influenza would be minimally affected by H1N1 vaccine production. It may not be necessary to administer H1N1 vaccine to the entire U.S. population, and it is possible that seasonal influenza and H1N1 influenza vaccination will overlap.

CDR Shimabukuro described the current methods for distributing influenza vaccine to States. He pointed out that allocation and security are the responsibility of State and local health programs. It is anticipated that State and local health programs will provide vaccine in large, public clinical settings. In the early stages, vaccine use will be monitored via reporting to the CDC’s Countermeasure and Response Administration (CRA) system, then later by population-based surveys.

CDR Shimabukuro acknowledged the many resource challenges that State and local providers will face, including staffing and financial restraints, lack of cold storage capacity, difficulties transporting vaccine, and complicated coordination among key resources. He said CDC is expanding its implementation planning process, engaging with State and local immunization and preparedness programs, and planning for a range of potential scenarios.

Discussion

RADM Schuchat anticipated that CDC will want weekly updates on vaccination at the State and local levels and will use whichever surveillance tools achieve that goal. CDR Shimabukuro noted that providers should report H1N1 vaccine administration to the CRA system as they would for any other vaccine. Dr. Gordon raised concerns that the information may not be sufficiently detailed to monitor safety because of the novel circumstances. Some members said States may not be able to handle mass distribution under the current models, and CDR Shimabukuro responded that CDC is open to combining or revising distribution strategies as needed. Members described various concerns, many of which RADM Schuchat said CDC is taking under consideration in its planning process.

ASTHO—Paul Jarris, M.D., M.B.A.

As the outbreak of H1N1 virus was recognized, public health systems in the States and territories aligned as a national health care enterprise, said Dr. Jarris, and such efforts should continue. However, public health funding at the State level is dwindling, especially funding for preparedness. States did a good job addressing the first outbreak of H1N1 virus, but that level of effort cannot be sustained as States cut jobs, programs, and services. He called for a national response effort to prepare for a pandemic of H1N1 that focuses on vaccination, personal preparedness, and community-level mitigation. Dr. Jarris noted that public health providers must take the lead in prioritizing groups for vaccination because private providers cannot handle that task. Offering a conservative estimate of $15 per vaccination in administration fees alone, Dr. Jarris emphasized that significant funding is needed to enable States to address a pandemic.

NACCHO—Anne Bailowitz, M.D., M.P.H.

Dr. Bailowitz reiterated that many public health systems are understaffed. Both clinical and administrative staff are needed to address the complex tasks of transporting and storing vaccine, administering a new vaccine with a potentially complicated schedule, and tracking and reporting adverse events. Messaging and communication must address who needs both seasonal and H1N1 vaccine and how many doses are needed. Dr. Bailowitz pointed out the difficulties of convincing people to get seasonal influenza vaccine and stressed the importance of a coordinated media campaign across all levels of government.

AIM—Claire Hannan, M.P.H. 

Ms. Hannan described some lessons learned from immunization crises, particularly the shortage of seasonal influenza vaccine in 2004–2005:

· Government management of vaccine supply is critical to enforce prioritization and track vaccine supply and use.

· Shipping vaccine directly to providers has been the most efficient method of dissemination.

· Leadership and decision-making authority must be clear, and communication must be strong.

· States must have flexibility to address variations in vaccine supply and demand.

Ms. Hannan stressed that providers do not have the capacity to transport and store vaccine using the same distribution system that was used to ship antivirals from the SNS. AIM advocates either a central distribution system or shipment of vaccine directly from manufacturers to providers.

Private providers should have access to vaccine, so that children, those at high risk, and others can be vaccinated in their medical home, said Ms. Hannan. She added that the estimate of $15 per dose for administration of vaccine would not cover tracking and reporting. Additional funds are needed to support reporting to the CRA system. Those with existing registries and IIS will be challenged by the volume of reporting required, and those without robust IIS or registries will need support to get systems in place. Immunization managers need more information and training about the CRA system.

Discussion

Dr. Jarris said Congress is considering emergency war supplemental funding that would provide some money for public health efforts, but it is not nearly enough to meet the need. He advocated for more open communication and collaboration across government at all levels to ensure adequate planning and communication. Dr. Jarris said the CRA system is already insufficient to provide good data; Ms. Hannan said problems with the CRA system are well recognized but States must figure out how to put it to its best use now.

James Mason, M.D., Dr.P.H., asked how the lack of public health infrastructure to support mass vaccination could be addressed in such a short time with so few resources. Dr. Jarris suggested joint efforts over the next few months to prioritize needs and take action. An audience member asked whether Medicare could cover H1N1 vaccination for its beneficiaries. Dr. Jarris responded that it is very difficult to figure out how to bill Medicare or any other insurer when vaccinations are provided in a public clinic setting.

Vaccine Safety—Dan Salmon, Ph.D., M.P.H., NVPO

Dr. Salmon said the climate around vaccine safety has changed dramatically since the 1976 swine influenza vaccine experience, and maintaining public trust and confidence is critical to successful immunization efforts. In the event of a mass vaccination with a novel H1N1 vaccine, public health officials must quickly identify adverse events following immunization and distinguish them from conditions that would have occurred without immunization given the normal background rates. To illustrate his point, Dr. Salmon referred to spontaneous abortions. Given the current background rate of approximately 2,400 spontaneous abortions per day, it is likely that with 50 percent vaccine coverage of all pregnant women, there would be about 1,200 spontaneous abortions per day in women who were vaccinated recently. In the event of mass vaccination, an otherwise normal, random event will not be seen as normal or random, especially if adverse events occur in clusters.

The following information-gathering efforts are in place to support vaccine safety monitoring:

· VAERS is a passive surveillance system operated by the CDC and FDA that accepts reports from any source. Its limitations include likely underreporting and incomplete data. VAERS can be helpful in detecting signals or generating hypotheses but can not assess causality.

· VSD is a large database of information from eight managed care organizations, operated by CDC, that includes exposure data (including vaccine histories), lot numbers, and complete patient medical records. It is useful for testing hypotheses but is limited by the small numbers of patients represented.

· CDC’s Clinical Immunization Safety Assessment (CISA) Network is used to investigate pathophysiological mechanisms and biological risks for adverse reactions. It incorporates VAERS data and can be used to develop clinical guidance.

· The DoD uses a number of systems, including VAERS, that involve both passive and active surveillance. The Military Vaccine Reporting System provides an option that allows a health care provider to follow up on the report. 

· The VA monitors events through its Adverse Drug Events Reporting System and conducts active surveillance of influenza and pneumococcal vaccines in collaboration with FDA. It is developing rapid-cycle analysis techniques.

The NVPO’s summary document, Comprehensive Review of Federal Vaccine Safety Programs and Public Health Activities, is available online [http://www.hhs.gov/nvpo/nvac/vaccinesafety.html.]. 
With regard to monitoring of novel H1N1 vaccine, uncertainties remain about which vaccine(s) will be used, in what formulations, and with what adjuvants (if any); who will receive priority vaccination; how initial vaccinees will be monitored; and in what settings vaccine will be delivered. The vaccine strategy for H5N1 influenza prioritized the population into five tiers, but it was developed under assumptions that may not apply to the current pandemic. 

Public health officials will be challenged to link exposure and outcomes data, especially maternal vaccination records and newborn/infant medical histories. Other monitoring challenges include the possibility that vaccines from different manufacturers may be used, making it difficult to track vaccine lot numbers. To identify adverse events, it will be necessary to conduct active surveillance, especially for high-priority vaccine target groups; understand normal background rates of various conditions; and link State plans and databases with Federal systems.

FDA: Regulatory Process Overview: Norman Baylor, Ph.D., FDA 

Dr. Baylor reiterated FDA’s mandate to evaluate safety and effectiveness of a vaccine before it is deployed. FDA is currently in discussions with manufacturers about clinical studies needed to evaluate products, and no decision has been made about whether unlicensed products will receive emergency use authorization (EUA). FDA considers novel H1N1 comparable to a strain change and seeks to identify the appropriate vaccine dosages. FDA is working with NIH and BARDA to assess research areas that manufacturers may not be able to address rapidly, such as vaccinating special populations. Manufacturers have the reference strains they need to develop seeds; FDA is working with manufacturers on reagents that can be used to evaluate potency. 

Dr. Baylor said FDA is working closely with WHO and regulatory authorities around the world to share information and compare proposals. FDA has drafted a consensus proposal on clinical trials needed that it plans to share internationally.

Discussion

Dr. Baylor noted that the regulatory pathway differs for companies that do not already have a licensed seasonal influenza vaccine in the United States. FDA is evaluating the use of vaccine adjuvants to determine whether enough data are available to support either a license or EUA. At present, none of the vaccine adjuvants are licensed in the United States. FDA has not determined whether it will recommend studying vaccine adjuvants in pediatric populations. He added that some of the data from trials of H5N1 vaccines may be informative for H1N1 vaccines.

FDA: Vaccine Postlicensure Monitoring: Hector Izurieta, M.D., M.P.H., CBER, FDA

Dr. Izurieta said FDA is working with CDC to improve the efficiency of vaccine monitoring, including use of VSD for rapid-cycle analysis of adverse events. FDA has been working with Medicare for several years on using the Medicare database for vaccine safety surveillance. The Medicare database provides claims data on conditions such as Guillain-Barré syndrome (GBS) and anaphylaxis as well as specific information on vaccine exposure. To evaluate the concept, FDA looked at Medicare hospitalizations for cellulitis or urinary tract infections within 30 days of pneumococcal vaccination and identified a predicted spike in cellulitis following vaccination. FDA also used medical record review to evaluate cases of GBS following seasonal influenza vaccine. Both efforts proved successful in identifying adverse events related to vaccination.

Medicare data can be downloaded within a week of collection, although analysis may take longer. Dr. Izurieta said the Medicare population can be used to track vaccine uptake over time. However, in the evaluation studies, 30 percent of those vaccinated could not be accounted for. 

FDA is partnering with DoD to enhance surveillance of 1.5–1.8 million active DoD personnel that will identify and verify vaccine safety signals. It is likely that DoD databases can provide the necessary linkages between specific vaccination data and subsequent health events. 
Finally, Dr. Izurieta said FDA is working with manufacturers on tracking vaccine safety. FDA is exploring use of outside contractors to implement enhanced surveillance and collaboration with TRICARE and VA. Internationally, FDA is working with its counterparts in Europe and Canada, as well as WHO, on safety monitoring.

CDC ISO—CAPT Melinda Wharton, M.D., M.P.H., USPHS

CAPT Wharton pointed out that CDC is planning vaccine safety monitoring efforts but awaiting key decisions from the top levels of administration. Concerns about GBS related to the 1976 swine influenza vaccine led CDC to evaluate a possible association; analysis found the vaccine was associated with an increased risk of GBS in about one in 100,000 vaccinees. Subsequent studies have not found a consistent association between GBS and seasonal influenza vaccine; when associations have been identified, the attributable risk has been small. 

Vaccine safety monitoring seeks to identify adverse events in a timely manner and determine whether they are associated with vaccination. CDC is working to enhance surveillance through the VAERS and VSD systems. For example, CDC and FDA are determining how to manage the anticipated increase in reports to VAERS following H1N1 vaccination, how to make VAERS reporting more efficient and useful, and how to link VAERS reporting with medical records. CDC is undertaking comprehensive communication efforts about how to report adverse events to VAERS.

VSD investigators have developed a rapid-cycle analysis approach that allows for ongoing assessment of prespecified adverse events with a comparison group and the potential for medical record confirmation. The approach can identify high-priority events relatively quickly but requires accurate information from the participating managed care organizations. CAPT Wharton said that some local public health organizations use the IIS of the managed care organization that serves their area. 

For adverse events not specified in advance for rapid-cycle analysis, CDC will study immunization records linked with outcome records, compare observed with expected cases (i.e., background rates), and rely on field investigators at the State and local levels. CDC is seeking expert input on how best to evaluate the risk of GBS associated with novel H1N1 vaccine.

The role of VSD sites in State and local plans for vaccine administration remains unresolved. The setting in which vaccine is administered will affect the utility of the VSD for vaccine safety monitoring.

Discussion

David Salisbury, C.B., noted that GBS does not appear to be associated with the seasonal influenza vaccine, but there is an eight-fold increased risk of GBS associated with seasonal influenza viral infection. He suggested investigators look at weekly reporting from the Pan American Health Organization for cases of acute flaccid paralysis and look at adverse events in children for an uptick in GBS cases. Dr. Izurieta said FDA will pursue that suggestion, but underidentification of acute flaccid paralysis complicates comparisons. Dr. Baylor said FDA is working with WHO and others on improving and maximizing data collection efforts and sharing data. Dr. Salisbury called for less emphasis on minor vaccine reactions and more concentration on rare, serious events.

CAPT Wharton said CDC is focusing on how State and local vaccination efforts can be connected to VSD. Without that connection and a similar system in DoD, Dr. Wharton said, serious, unusual adverse events may be identified but difficult to interpret.
Role of Federal Advisory Committees

ACIP: Dale Morse, M.D., and Larry Pickering, M.D., CDC

Dr. Morse said ACIP provides recommendations to HHS on vaccines for the civilian population, typically following FDA licensure of a vaccine. Its criteria address the burden of disease; vaccine immunogenicity, efficacy, safety, and cost-effectiveness; and feasibility of vaccination. ACIP will evaluate the priority groups for vaccination determined by the H5N1 pandemic influenza. It will also consider how population susceptibility would change if the virus mutates. Dr. Pickering added that ACIP has 15 voting members representing diverse perspectives and works with 26 liaison organizations. ACIP makes recommendations for people of all ages.

Discussion

Dr. Pickering clarified that ACIP’s charter allows it to make recommendations on unlicensed products, but it has never done so. The agenda for ACIP’s June 23–26, 2009, meeting includes sessions on novel H1N1 vaccine, recommendation for use of antivirals for seasonal influenza, and use of pneumococcal vaccination during an influenza outbreak. 

VRBPAC—Norman Baylor, FDA

Dr. Baylor said VRBPAC, which advises the FDA Commissioner, includes 12 voting members, one of whom is a consumer representative, and one nonvoting representative of a pharmaceutical company. It makes recommendations on safety and efficacy data of new products, gives input on clinical trials, and identifies issues for manufacturers to consider. VRBPAC makes recommendations on the seasonal influenza strains that should be targeted by vaccine, but its role in advising on novel H1N1 vaccine is still being defined.

Discussion

Dr. Baylor could not confirm whether VRBPAC is meeting this summer but said if it did, the group would likely focus on the clinical issues that need to be evaluated for novel H1N1 vaccines and how clinical trials should proceed [Note: Subsequently, a meeting was scheduled for July 23, 2009]. FDA will seek input from VRBPAC on the draft proposal defining what manufacturers and government agencies should do in response to novel H1N1 influenza. Dr. Baylor added that in 1976, FDA had a panel that discussed clinical data, adverse reactions, and other concerns about the swine flu vaccine, but VRBPAC did not exist.

NBSB—CAPT Leigh Sawyer, D.V.M., M.P.H.
CAPT Sawyer said the National Biodefense Science Board was established by the Pandemic and All-Hazards Preparedness Act of 2006 to advise the HHS Secretary on matters related to current and future chemical, biological, radiological, and nuclear agents and on other public health emergency preparedness and response issues. The Board includes 13 voting members representing diverse perspectives and 21 nonvoting ex officio members representing agencies across the U.S. Government. The Board advises on a broad range of topics and has working groups on disaster medicine, medical countermeasures marketing, medical countermeasures research and development, pandemic influenza, and personal preparedness and a subcommittee on disaster mental health. 

Dr. Pavia, who sits on the Board and chairs its Pandemic Influenza Working Group, said the Board is more focused on strategy than tactical aspects of delivery and, as such, wants to engage in discussion with other advisory groups to determine the Board’s unique purview. The Board reviews issues such as overall strategy, decision points, and the availability of data to support decision-making. For example, Dr. Pavia said, the Board will make recommendations on whether to move forward with a strategy for vaccination against H1N1 influenza according to ACIP recommendations. It will also address strategic considerations around the use of adjuvants, such as how their use affects the timing and availability of vaccine, and to what extent use of unadjuvanted vaccine in the U.S. population diminishes the availability of vaccine in other countries. The Pandemic Influenza Working Group will meet on June 18–19, 2009, to gather more information about novel H1N1 vaccines, diagnostic techniques, and antivirals.

Defense Health Board—Michael Oxman, M.D.

Dr. Oxman said the Defense Health Board, the successor to the Armed Forces Epidemiology Board, advises the DoD Secretary through the Deputy Secretary for Health Affairs on all matters related to the health of warriors and their dependents. It has many subcommittees, including one on infectious disease, which has its own subgroup on pandemic influenza. The Board has made no specific recommendations on vaccines except to encourage collaboration between DoD and HHS on the development and evaluation of pandemic influenza vaccine.

NVAC—Guthrie S. Birkhead, M.D., M.P.H.

Dr. Birkhead noted that NVAC is the only advisory board that does not have a working group on influenza. He reiterated the charge of NVAC, pointing out that no other advisory group looks at coordination of government and nongovernment activities, such as vaccine distribution and implementation programs. In addition, no other advisory group appears to be active in issues related to vaccine safety monitoring. He added that NVAC and NVPO have a role in advising on the funding needs to support vaccination goals.

Dr. Birkhead proposed that NVAC establish a short-term working group to address novel H1N1 influenza, perhaps as a subgroup to the VSWG. He also proposed that NVAC coordinate the efforts of the various advisory committees around H1N1 vaccine.

Discussion

Dr. Gellin said the communication strategy for pandemic influenza does not appear to be addressed by any advisory group. RADM Schuchat responded that CDC has significant stakeholder input into its communications efforts; for example, a board of scientific counselors reviewed its communication plan on vaccine hesitancy. Dr. Birkhead said communication is part of implementation, so NVAC should be informed about communication strategy. Dr. Baylor said FDA has a communications group but no specific advisory group. He believes it would be helpful to identify what the various HHS divisions are doing and to ensure that the Department-level communications staff is part of any communications process.

Dr. Rawlins said NVAC has a unique skill set to address issues around vaccine financing. 

Dr. Feinberg supported the need for more coordination among entities. Dr. Baylor agreed that existing advisory committees function well but would benefit from more communication with each other. Dr. Gellin emphasized the need for clarity about the individual roles of the advisory bodies; he said the issue of H1N1 vaccine is the issue around which the entities can better define who does what.

Dr. Feinberg expressed concern about the imbalance between CDC’s vaccine planning and the capacity of State and local public health providers to implement those plans. He felt the lack of State and local public health resources should be a priority. Dr. Mason reiterated Dr. Feinberg’s concern, calling for NVAC to assist in resolving key operational issues. Dr. Birkhead agreed that State and local organizations must become much more involved in CDC planning efforts. RADM Schuchat replied that CDC had been meeting frequently with representatives of State and local providers (e.g., ASTHO, NACCHO, and AIM) and occasionally with manufacturers to discuss strategy. CDC recently initiated teleconferences three times per week to discuss implementation strategies with State and local public health providers. The goal of the meetings is to identify best practices in delivery and distribution; a separate effort is underway to address information technology integration.

As other NVAC members indicated support for addressing State and local public health needs, Dr. Birkhead suggested that the proposed working group on novel H1N1 address implementation (including communication and financing), safety, and general advocacy for funding. The group could be a subgroup of VSWG, would interact with other advisory groups, and could summarize the issues for the ASH. One option is to extend the July VSWG meeting to accommodate a discussion on H1N1. Dr. Birkhead agreed to draft a charge for a proposed working group on novel H1N1 influenza for consideration by NVAC on day two of the meeting.

Day 2—June 3, 2009

Agency, Department, Advisory Committee, and Liaison Reports

NVPO—Bruce Gellin, M.D., M.P.H. 

Dr. Gellin said the National Vaccine Plan and the findings of the NVAC evaluation will be critical to the new ASH. He said the IOM is holding its fifth and final stakeholder meeting June 4, 2009, to gather input on the National Vaccine Plan. The focus of the meeting will be on goal 5, which addresses global health. Dr. Gellin hoped the new NVAC members would be appointed in time for the fall 2009 meeting.

NCIRD—RADM Anne Schuchat, M.D., CDC

RADM Schuchat said that in the second year of use of the rotavirus vaccine, the number of rotavirus cases increased over the previous year (although there were fewer cases than before the vaccine was introduced). The variability in cases is an important issue for evaluating postlicensure effectiveness. She noted that a paper on the effectiveness of rotavirus vaccine in Nicaragua will be published soon.

RADM Schuchat anticipated that the shortage of haemophilus influenza type B vaccine will be fully resolved this year, but many children still need booster shots, and she was unsure whether supply would be sufficient to recall those who deferred booster shots earlier. CDC is actively managing the shortage, and the issue will be discussed with ACIP at that group’s June meeting.

ACIP—Dale Morse, M.D.

Dr. Morse said the group has eight votes scheduled for its June meeting. The agenda for June covers a wide range of issues, including Japanese encephalitis vaccine, reducing the number of rabies vaccine doses, updating some existing recommendations, measles-mumps-rubella (MMR) vaccine administration and proof of immunity, febrile seizure associated with MMR with and without varicella vaccine, and H1N1 influenza and vaccine [Note: The agenda for the June 2009 ACIP meeting can be found on the ACIP’s website at: http://www.cdc.gov/vaccines/recs/acip/meetings.htm].

HRSA/VICP—Geoffrey Evans, M.D.
Dr. Evans said the IOM will hold a workshop on June 24, 2009, to review biological evidence regarding adverse health events associated with specific vaccines covered by VICP (varicella zoster vaccine, influenza vaccines, hepatitis B vaccine, and human papillomavirus vaccine). More vaccines may be added to the contract if additional funding is obtained. He expects the complete review process to take two to three years. In response to a question, Dr. Evans noted that in February, the U.S. Court of Federal Claims decided in favor of the Secretary in the first set of three test cases in the Omnibus Autism Proceeding on the “combined theory” (i.e., both thimerosal-containing vaccines and MMR vaccine can cause autism).  Those decisions are now being appealed, with hearing dates scheduled in June and July. Decisions in the three test cases for the thimerosal-only theory are expected later this year or in 2010. 
Advisory Commission on Childhood Vaccines—Magdalena Castro-Lewis 
Ms. Castro-Lewis was recently elected Chair of the Commission. She reported that the Commission sent recommendations on issues relating to the operation of the VICP to the Secretary for her consideration. The Commission has created a working group on outreach with the purpose of increasing awareness about the program among health care providers and consumers. 
FDA—Norman Baylor, Ph.D.

Dr. Baylor had no additional information to report beyond the summary he provided on the previous day. In response to questions, Dr. Baylor said FDA will discuss with NIH areas of unmet need in clinical trials on H1N1 vaccine, including use of vaccine in pregnant women. He noted that postlicensure requirements include long-term assessment of the product by manufacturers to gather more data, such as the long-term effects of vaccine adjuvants on infants of vaccinated mothers. Dr. Gellin asked that the finalized study designs for long-term safety assessment be communicated to NVPO and NVAC so both can learn what will be evaluated.

VRBPAC—Jose Romero, M.D.

Dr. Romero said the strains identified for the 2009–2010 seasonal influenza include an H1N1 2007-like strain. The group has been discussing the need to develop a quadrivalent influenza vaccine with two B strains and, if a need were confirmed, whether separate vaccines would be needed for children and adults. It is also discussing the ethical considerations of testing for avian influenza candidates, especially in children, and the use of vaccine adjuvants in children.

NIH—Barbara Mulach, Ph.D.

Dr. Mulach said NIH is working with CDC, BARDA, FDA, and others to determine what clinical studies are needed to address novel H1N1 influenza. NIH is identifying its current clinical capacity and setting priorities. NIH has invested in pandemic influenza research on vaccines, diagnostics, and therapeutics (although most efforts assumed the H5N1 influenza would be the target). Investigators have been helping out in public health settings where needed. 

Two years ago, NIH created the Centers for Excellence for Influenza Research and Surveillance. This initiative has expanded animal surveillance efforts in the United States and in collaboration with international entities. The issue of animal surveillance sparked discussion. RADM Schuchat said the Department of Agriculture leads the effort in surveillance of animal-to-human transmission of disease and is working with Canada and Mexico. 

Action Item

NVAC will emphasize to the ASH the need to provide NVAC with all salient information on disease surveillance among humans and animals. In an attempt to be better informed on animal surveillance activities, NVAC will invite USDA to provide a liaison member to the Committee who can address this topic.

DoD—COL Renata Engler

COL Engler said DoD has vast cumulative experience with vaccines, including anthrax and smallpox vaccines. It has a memorandum of understanding with HHS to support data sharing and collaboration through DoD’s Pharmacovigilance Center for Drug, Vaccine, and Device Safety Surveillance. DoD is considering how to integrate the Pharmacovigilance Center’s efforts with those of the Armed Forces Health Surveillance Center (AFHSC). The AFHSC has a rich online repository of published information. COL Engler provided abstracts from two studies on the efficacy of the DoD surveillance system for vaccines. She noted that DoD identified a link between myocarditis and smallpox vaccine through reports from its Vaccine Healthcare Centers Network and VAERS reference cases.

VA—Ronald O. Valdiserri, M.D., M.P.H.

Dr. Valdiserri praised the utility of the information provided by the CDC during the initial outbreak of the H1N1 influenza, which VA used as the basis for much of its communication with staff and patients. He said VA’s liaison with HHS also proved very helpful. VA had comments and questions from staff members—many of whom are women of reproductive age—that it passed on to CDC, which then provided guidance for pregnant health care workers. VA held a series of teleconferences open to all of its health care providers to address, for example, questions about seasonal influenza and its relationship to the novel H1N1 influenza. Dr. Valdiserri emphasized the importance of messaging that distinguishes seasonal from novel H1N1 influenza. 

VA is developing an implementation plan to vaccinate about 200,000 high-priority employees against novel H1N1 influenza and has been asked by HHS and the Department of Homeland Security to create a plan for vaccinating about 180,000 high-priority, non-VA, non-DoD Federal employees. Dr. Valdiserri said VA staff would like more recommendations on respiratory protection or other methods to avoid transmission of H1N1 virus if they differ from recommendations for seasonal influenza. 

AHIP—Wayne Rawlins, M.D., M.B.A.

Dr. Rawlins said AHIP completed analysis of its 2008 survey on immunization practices among member plans, and the results will be published. More plans responded in 2008 than in 2005, and the results represent about 120 million covered lives. Dr. Rawlins said the 2008 Immunization Roundtable on Vaccine Financing was a successful, multistakeholder effort that AHIP hopes to repeat in 2009. AHIP is reaching out to member plans to identify and publicize best practices in immunization. It is also developing an online coding tutorial to assist plans in coding correctly for vaccine reimbursement. 

[Note: Submitted reports are located in the Appendix following the minutes]

Early Data on Influenza Vaccine Use—Katherine Harris, Ph.D., RAND Corporation

Dr. Harris said timely, accurate data are needed to expand uptake of seasonal influenza vaccine, but current data sources are insufficient. In March and April of 2009, RAND conducted three national, online surveys of seasonal influenza vaccine use. The sample included over 5,000 adults over age 18 years from ethnically diverse backgrounds. Surveys indicated that 47 percent of adults with a health, age, or occupational indication were vaccinated during the 2008–2009 season. Uptake rates among those with an ACIP indication for vaccination were highest among those over 65 years and lowest among people ages 18–49 years with a high-risk health condition.

The surveys assessed when people were vaccinated in the course of the influenza season and their intention to be vaccinated. About 37 percent of adults with ACIP indications were vaccinated by midseason. About 7 percent of indicated adults reported at midseason that they did intend to be vaccinated but were not by the end of the season. Dr. Harris said that this 7 percent would be an ideal target for increasing vaccination uptake. However, she noted, to improve uptake significantly, providers must reach the 44 percent with an ACIP indication who said at midseason that they had no intention to be vaccinated and were, in fact, not vaccinated as of the end of the season. About half of those people indicated they would be vaccinated if a health care provider recommended it. Dr. Harris said that contrary to conventional wisdom, people appear willing to be vaccinated at the end of the influenza season. She concluded that the survey methodology could be used to evaluate novel H1N1 vaccine uptake.

Action Item

Dr. Harris will be asked to address NVAC at a future date to provide additional details about the methodology used to obtain data in her study.

Discussion

Dr. Harris said RAND compared the results of its surveys with results from the National Health Interview Survey (NHIS) for 2007–2008 (and will do so again when 2008–2009 NHIS results are available). RAND’s findings show higher rates of vaccination than NHIS, which Dr. Harris attributed to a shorter recall period for RAND survey respondents. However, there may be differences in respondents who participate in an online survey versus a telephone survey, she added. Laura Riley, M.D., said the results underscore the need to better understand how people get medical information so that recommendations can reach those who don’t see a medical provider. Dr. Romero asked why so few health care workers (53%) were vaccinated. Dr. Gellin said low vaccine uptake among health care workers has been recognized for some time. Dr. Harris said health care workers’ beliefs about vaccines mirror those of the general population. She added that the survey sample is weighted to be representative of the U.S. population as a whole.

NVAC Discussion: Proposed Novel H1N1 Working Group—Guthrie S. Birkhead, M.D., M.P.H.

Dr. Birkhead provided a draft charge for consideration, as well as proposed membership and logistics. Some initial discussion focused on the need for another group to address coordination and implementation of an H1N1 vaccination program. RADM Schuchat stressed the need for a rapid, efficient mechanism for gathering input that takes into account the short time to implement programs. She added that the President submitted a request to Congress for additional supplemental funding for novel H1N1 influenza response. 

Dr. McCormick suggested assessing the gaps in planning, implementation, safety, and monitoring across the agencies and departments. Such an assessment would be particularly helpful for vaccine finance issues. Dr. Gellin and Dr. Baylor said Federal structures for safety and monitoring issues are sufficiently recognized, if not formally catalogued. Members differed on whether NVAC should focus on identifying gaps or take a more prominent role in coordinating efforts and advocating for funding of State and local public health providers. Dr. Pavia noted that advisory groups can bring to the Federal government the unvarnished opinions of people in the field. Dr. Valdiserri added that advisory groups can be a voice for vulnerable populations.

The discussion was temporarily tabled. [Note: See further discussion in final section of minutes.]

National Vaccine Plan

Status Update—CAPT Raymond A. Strikas, M.D., NVPO

CAPT Strikas reviewed the process for gathering public comment on the revised draft of the National Vaccine Plan. The comments will be collated and categorized according to the five goals of the plan. For each goal, a working group made up of representatives from various HHS agencies, DoD, and VA will assess the public comments. The working group for goal 1, develop new and improved vaccines, has already begun its task. It determined the comments reflect well-thought-out priorities. For example, comments suggest the Plan include more focus on implementation and the scope be less skewed toward pediatric populations. Commenters supported improving existing vaccines as well as developing novel ones and also supported basic research funding. Comments on goal 1 also addressed how to reach consensus, timelines for identifying candidates for novel vaccine research, and delivery systems for individuals to get vaccinated.

The next steps are to convene the other four working groups and get input from all five groups on how to incorporate public comments into the Plan. Comments will be disseminated to all Federal partners and NVAC. IOM’s recommendations are due in November 2009 and will also be incorporated into the Plan. 

Discussion

CAPT Strikas said the most efficient way for NVAC to weigh in on the public comments will be for members to review the detailed versions of the public comments posted on NVPO’s website along with the input of the goal working groups as available. Dr. Birkhead suggested VSWG focus on the Plan’s safety and monitoring goal.

Public Engagement—Michelle Schaur, Oak Ridge Institute for Science and Education

Ms. Schaur summarized the results of NVPO’s three public engagement efforts to determine citizens’ priorities in relation to the areas of activity proposed in the National Vaccine Plan (in addition to the written public comments solicited). Public engagement sessions took place between March and April 2009 in St. Louis, MO; Columbus, OH; and Syracuse, NY. Following background presentations and discussions, participants took part in exercises to identify their top values and the activities that best addressed those values. 

The key messages from the sessions include the need to improve public education about vaccines, increase public trust in vaccines, ensure vaccine safety, and make vaccines affordable and widely available. Ms. Schaur cautioned that it was difficult to ensure representative participation that included all diverse viewpoints or geographic differences. The recruitment process led to some self-selection bias. Also, following the background educational sessions, participants no longer represented the same knowledge level as the general population.

Participants’ top five values were as follows:

· Achieving equity

· Emphasizing safety

· Promoting education and awareness

· Protecting our homeland

· Protecting the most vulnerable

The five areas of activity that best fit those values were as follows:

· Make vaccines affordable and available to everyone.

· Maintain a high rate of vaccination of children.

· Improve monitoring of disease and vaccines.

· Improve vaccine safety.

· Ensure there is enough vaccine.

Discussion

Dr. Gordon attended the St. Louis meeting and said he was impressed by the process. He said safety was an issue but not the dominant concern. The community placed high value on vaccines and raised concerns about the health of the vaccine system. He said in the ranking exercise, values were not clearly defined. Ms. Schaur said the values were clarified for subsequent sessions, but individual interpretations always vary.

Dr. Gellin stated that this kind of public engagement is very expensive and asked members to comment on the value of the input provided. CAPT Strikas said he believes the process provides important and valid information that must be taken into account. Dr. Gordon appreciated hearing the perspectives of nonprofessionals and advocated for giving participants feedback to let them know their voices were heard and considered. Dr. Riley was skeptical that the process provides any new information or perspectives and questioned the utility of such efforts given the overall scarcity of health care resources. Dr. Pavia disagreed, saying that investing money to determine what the public values helps to validate the billions of dollars spent on public health programs, such as Vaccines for Children. Dr. Feinberg called for an objective evaluation of the validity of the methodologies used to reach conclusions. Ms. Parnell emphasized the need to continue public engagement, no matter what methodology is used.

NVAC Evaluation Status Report—Jeanne Ringel, Ph.D., RAND Corporation

Dr. Ringel presented initial findings from the evaluation of the impact and effectiveness of NVAC. She noted that RAND focused primarily on elements outside NVAC’s control, such as the environment in which it operates and its structure, processes, output, and impact. The evaluation included review of literature about advisory committees, review of NVAC recommendations, and interviews with 26 key stakeholders. 

Findings

NVAC’s broad mission may result in a lack of focus, and its efforts may overlap with those of other advisory bodies, especially ACIP. More coordination may be needed. For example, if ACIP makes a recommendation on a vaccine, it would be appropriate for NVAC to evaluate the financial resources and infrastructure needed to implement it.

The HHS governance structure hinders implementation of NVAC recommendations. Implementation of advisory body recommendations relies on many factors, including the enthusiasm, longevity, and influence of the ASH (to whom NVAC submits recommendations). High turnover in the ASH position has made it difficult to gain traction, and the ASH has no budgetary or line authority to compel agencies or stakeholders to act. Increasing NVAC’s influence would require more funding for research and analysis and more resources at NVPO to champion implementation. Dr. Ringel said NVPO’s fund for unmet needs could be used more effectively to facilitate NVAC recommendations.

While the membership of NVAC is highly skilled, some gaps remain. For example, one public member is insufficient to represent the diversity of viewpoints of the general population. However, some interviewees cited the difficulty of engaging public members. NVAC lacks specific expertise in policy and economics that could provide more practical insights into cost and infrastructure recommendations. Such expertise could come from NVPO, if needed. Finally, NVAC lacks expertise in communications to inform its recommendations on dissemination and implementation.

Inadequate funding limits the effectiveness of NVAC. NVPO, which supports NVAC, is underfunded and understaffed. As a result, it is challenged to support NVAC’s work processes, thoroughly assess NVAC recommendations, implement planning and follow-through efforts, and facilitate independent research and analysis.

NVAC receives little input on areas of interest to the ASH. Because the ASH does not ask for input from NVAC, he or she is less likely to respond to NVAC’s recommendations. NVAC would benefit from more input and strategic direction from the top levels of HHS, including NVPO leadership. The development of the National Vaccine Plan was thought to be a step in the right direction. Stakeholders felt NVAC addresses the issues of most importance, but more communication with leadership and more strategic consideration of issues would be helpful.

The use of temporary, topic-specific working groups has pros and cons. Temporary groups allow for flexibility to address topics in a timely manner. They can engage a broad range of stakeholders, which helps in crafting feasible recommendations. Some felt that engaging a broad spectrum of stakeholders leads to more acceptable recommendations, while others felt it can result in watered-down recommendations that focus on incremental change instead of big ideas. The working groups are time- and labor-intensive for members, and NVPO staff is challenged to provide support.

NVAC’s efforts to increase public engagement could increase its effectiveness. The literature indicates that public engagement is important and improves the relevance and feasibility of recommendations. VSWG’s initiative to gather public input on the CDC’s vaccine safety research agenda may be considered a model for other working groups. In response to concerns about the cost of public engagement workshops, Dr. Ringel suggested considering alternative mechanisms, such as social media.

In addition to recommendations, NVAC produces other materials that can affect policy and practice. For example, Dr. Ringel said NVAC’s standards for immunization practice filled a gap for clinicians. Its white paper on measles also represented a great achievement and was useful to decision-makers. Both the content of the measles paper and its dissemination contributed to its impact.

A number of factors hamper the implementation of NVAC recommendations. RAND reviewed over 213 unique recommendations made by NVAC between 1998 and 2008 and identified the following barriers to implementation: 

Lack of balance of competing considerations: The value of NVAC recommendations is limited by the difficulty of making policy recommendations that sufficiently balance scientific concerns with social, ethical, economic, and practical issues. Some stakeholders felt the recommendations tilted too heavily toward scientific considerations and not enough toward infrastructure and equity concerns. If recommendations are not feasible, their impact is limited.

Lack of focus, clarity: Effective recommendations are clear, focused, well defined, relevant, and practical. Many NVAC recommendations are not well focused, and they do not suggest actions that are practical and measurable. NVAC reports tend to be lengthy and include a lot of recommendations. Dr. Ringel suggested that recommendations be much more specific about what NVAC believes should be done and who should do it, clearly defining what the ASH should do to facilitate the recommendation. 

Reliance on parties outside of NVAC: Implementing recommendations requires action by parties outside of NVAC but, as recognized earlier, the ASH has not been strongly engaged in NVAC’s efforts. Lack of a champion in the ASH position combined with recommendations that are not specific, feasible, or clearly aligned with current HHS priorities prevent implementation.

Complex, difficult actions required: The more effort required to effect change—from additional funding to regulatory changes to statutory changes—the more NVAC needs to make a strong and compelling case for action.

Insufficient dissemination beyond HHS: More communication of NVAC priorities and recommendations can promote implementation by making health care providers, plans, and others aware of recommendations that target their concerns. Enhanced communication can provide a forum for NVAC to make a compelling argument to bolster the need for change. NVAC does not receive much media coverage, as ACIP does, and it may be helpful to find ways to broaden NVAC’s reach to generate support for its recommendations. Dr. Ringel noted that the ASH does have “the power of the pulpit,” which could be used to engage stakeholders, make the case for action, and demonstrate HHS’s attention to stakeholder concerns.

Lack of follow-through and accountability: Monitoring the results of recommendations fosters accountability and facilitates measurement of the impact of an advisory body. Until recently, little effort was made by NVAC to determine what happens to its recommendations. Recent improvements include the development of implementation plans to accompany recommendations and the follow-up spreadsheet for assessing the status of previous recommendations. 

Strategies for Improvement

HHS should:

· communicate its priorities to NVAC through the ASH;

· give feedback that addresses the usefulness of NVAC recommendations and explains which will be pursued, which won’t, and why;

· revise the composition of NVAC to include more public representation and more expertise in policy, economics, and communication;

· improve coordination between NVAC and other related advisory bodies; and

· provide NVPO with more resources to support staffing, research, and analysis.

NVPO should:

· provide NVAC more strategic direction;

· improve follow up with the ASH;

· leverage its unmet needs funds to support NVAC recommendations;

· develop guidance for NVAC on making effective recommendations; and

· improve NVAC’s website and make it more user-friendly, for example, by creating a searchable archive of recommendations.

NVAC should:

· actively seek input from the ASH and NVPO on high-priority issues; 

· think more strategically about how to reach its audience and effect change;

· make fewer, more selective recommendations;

· ensure recommendations clearly define the actions needed;

· make the case to support its recommendations and identify the value of implementation;

· make reports more accessible, user-friendly, and easy to find;

· explore new methods for disseminating recommendations to target audiences;

· identify and foster champions among stakeholders who will promote NVAC recommendations, such as ASTHO, NACCHO, State and local public health providers, and physicians’ organizations;

· increase follow up and monitoring by ongoing assessment of recommendations and by holding individuals accountable for fulfilling their roles; and

· seek specific feedback and updates from the ASH at least annually on NVAC recommendations.

Discussion
Dr. Ringel said RAND’s draft report with more details and support will go to NVPO for comments and revision, and the final version will be completed in time for the September 2009 meeting. She added that RAND will share with NVAC the information it found on crafting effective recommendations. Dr. Ringel noted that interviews with a former ASH revealed that NVAC could have more impact by providing recommendations that better align with current HHS priorities, offer specific actions, analyze the policy options, and make the case for the preferred policy option. In short, recommendations would benefit from more depth than breadth, she said.

Dr. Ringel said RAND had initially hoped to track which NVAC recommendations had been implemented and their impact, but this task proved far too complicated. Few recommendations were measurable, and even in areas where progress was made, it would be difficult to attribute the improvement directly to NVAC recommendations.

Dr. Gellin hoped the evaluation would be useful to other advisory committees who face similar frustrations. He also sees the report as an opportunity to engage the incoming ASH on improving the effectiveness of NVAC. Dr. Gellin called the report an important reality check and said its suggestions would inform NVPO’s efforts.

Vaccine Financing: Insurance Premiums for Routine Immunizations—Rose Chu, Office of the Assistant Secretary for Planning and Evaluation, Office of Health Policy

Ms. Chu presented her assessment of the estimated costs of insurance premiums if all recommended vaccines were covered by health insurance plans. Rates were based on the 2007 National Immunization Survey and estimated upward to reflect increased costs. (Ms. Chu used an estimate of 10% coverage for zoster vaccine and asked for feedback on that estimate.)

To calculate the total costs of vaccination, Ms. Chu added the cost of the vaccine to the administrative fee paid to Medicare providers, multiplied the result by estimated immunization rates, then multiplied that total by the number of insured at each age. The total vaccine cost was then multiplied by the insurers’ costs and then divided by the number of insured families to estimate the premium for each family. 

Assuming every child and adult received the full complement of recommended vaccines, the 2009 premium cost for families would be $108 for vaccine purchase plus additional administration fees of $49, totaling $157. Ms. Chu then revised that estimate with the assumption that not all people would receive all the recommended vaccines. With lower estimated utilization, cost of vaccines to families would be $68 for vaccine purchase plus $29 in administrative fees, totaling $97. Actual premiums would vary by the size of the health insurance plan: an additional 11 percent for large plans ($107), 38 percent for small plans ($133), and 49 percent for individual plans ($145).

Ms. Chu explained some factors that affect the calculations. Children typically have high immunization rates as a result of school requirements. Twenty-nine states require health insurers to cover most or all recommended childhood vaccines, and 18 of those require first-dollar coverage. Fifty-five percent of employees would not be subject to the state mandates because they have employer-sponsored health plans that self-insure. Vaccination is a popular health care benefit, and more than 85 percent of health plans cover childhood and some adult vaccinations, with low cost-sharing requirements. Some vaccines are available in public health settings or offered free by employers and so cost insurers nothing.

Ms. Chu concluded by noting that Medicaid pays for childhood vaccines, and 44 States cover influenza vaccination for adults under Medicaid. Medicare covers influenza vaccine fully under Part B; some other vaccines, such as zoster and tetanus are covered under Part D, and providers can charge beneficiaries a co-pay or attribute the cost to the deductible.

Discussion

Dr. Feinberg pointed out that the calculations do not account for the overall savings to the health plans that result from vaccine coverage. Ms. Chu replied that a study of childhood vaccination found a benefit-to-direct-medical-cost ratio of 5.3 and a benefit-to-cost ratio of 16.5 if productivity were also included. She said studies of more recent vaccines (e.g., annual influenza vaccine, hepatitis A or B for adolescents) have not found as high a benefit-to-cost ratio unless lost productivity was included. Dr. Feinberg added that ACIP performs a cost-benefit analysis as part of its recommendations. Dr. Birkhead noted that Ms. Chu’s analysis grew out of NVAC’s vaccine finance recommendations and sought to determine specifically the increase in insurance premiums if plans covered all recommended vaccines. He suggested these findings be applied to the recommendations for financing adult vaccines. 

Action Item

NVAC will follow up with Rose Chu from the Office of the Assistant Secretary for Planning and Evaluation to ensure that NVAC receives the finalized, written report of her estimates on the cost (in terms of insurance premiums) of covering all routine immunizations.

ARRA—Beth Bell, M.D., CDC

Dr. Bell explained that ARRA emphasizes transparency and accountability. The act provides funding over two fiscal years and requires merit-based selection of recipients. It includes $300 million for CDC’s Section 317 program, which will be awarded in four category areas:

· Reach more children and adults with recommended vaccines

· Explore innovative approaches to vaccination

· Augment communication and provider education efforts

· Strengthen the evidence base for immunization

Dr. Bell pointed to a 2007 article, “Gaps in Vaccine Financing for Underinsured Children in the United States,” that illustrated the proportion of Section 317 grantees that were not able to provide vaccines for all children. She cited NACCHO findings of the magnitude of budget and staff cuts in local health departments in the past two years. She noted three NVAC recommendations on vaccine financing that relate to ARRA funding for Section 317: the need for an annual report on the size and scope of the Section 317 program, a call for expansion of the program, and mechanisms for public health providers to bill insured children and adolescents who receive vaccines in public health settings. ARRA funding will help augment public health staff and purchase vaccines for more children and adults.

Since 2007, CDC has provided an annual estimate to Congress of optimal funding needed for Section 317 to support optimal operations at the Federal, State and local levels, known as the Section 317 Report. This report formed the basis of the plan for use of the ARRA Section 317 funds. The spending plan calls for $250 million for reaching more children and adults, including vaccine purchase and operations. Another $18 million is planned for innovative initiatives to improve reimbursement mechanisms in health departments and to develop new methods for school and community-based vaccination programs. Finally, $30.5 million will fund a national communication campaign, provider education, and projects to strengthen the evidence base for vaccination.

Dr. Bell described the activities that can be included as part of increasing vaccination among children, adolescents, and adults. She also described an innovative project for improving reimbursement in public health department clinics, which aims to enable grantees to develop the capacity for billing health insurance plans for services provided to health plan members in health department clinics. 

Dr. Bell quoted the Section 317 Report, which says, “It takes more than vaccine to fully vaccinate a population.” Efforts to reach more children and adults would be incomplete without communication and provider education components. Postlicensure monitoring and surveillance strengthens the evidence base for vaccination and is critical to vaccination policy and program monitoring and evaluation. These projects will include vaccine coverage and safety monitoring as well as vaccine effectiveness and impact evaluations, focusing on vaccines recently recommended and implemented.

Dr. Bell concluded that ARRA funding offers an historic opportunity to address current gaps in immunization programs.

Discussion

Dr. Bell noted that because of the short timelines for funding, CDC is planning to use existing mechanisms to the extent appropriate and possible. However, CDC aims for inclusiveness and hopes to identify flexible options. Ms. Parnell said she finds that approach “grossly unfair.” RADM Schuchat noted that CDC cannot give more information about its planning because the details are still under discussion and ARRA funding requirements prohibit certain discussions.

Dr. Bell clarified that funding for projects to reach more children and adults will be allotted via a formula, but programs may identify their own priorities and gaps to be addressed. Dr. Birkhead said he appreciated CDC’s approach but raised concerns about how public health providers would maintain their efforts once ARRA funding is used up. Jon Almquist, M.D., said that in light of Oregon’s success in billing private insurers, public health clinics should be required to institute such mechanisms.

Amy Pisani of Every Child by Two said several States are complaining that their State legislature feels comfortable cutting public health budgets because Federal stimulus money will cover the gaps. She asked CDC and NVAC to consider how to offset such budget cuts. Lance Rodewald, M.D., of CDC responded that CDC cannot prevent States from cutting public health budgets. He noted that long-term funding for immunization remains a concern.

NVAC Discussion: Proposed Novel H1N1 Working Group and Other Matters—Guthrie S. Birkhead, M.D., M.P.H.

Dr. Birkhead said that because of time constraints and the Committee’s desire not to get in the way of HHS efforts to address novel H1N1 influenza, instead of a working group, NVAC will convene monthly teleconferences throughout the summer. 

Action Items

NVAC will establish a monthly teleconference on H1N1 virus to get updates from consistent and reliable government sources and to identify issues of concern that NVAC wants to bring forward to the ASH.
In this effort, VSWG, which is already evaluating the broader Federal vaccine safety system, will focus on current mechanisms for monitoring safety of an H1N1 vaccine. A VSWG subgroup will be established to address this specific issue.
Dr. Birkhead will emphasize in the chair’s letter to the ASH the need to jumpstart rapid, coordinated planning across all levels of government for widespread administration of a pandemic vaccine; the importance of assessing and addressing funding needs at all levels; and the need to document individual vaccine administration and monitor vaccine safety.

Dr. Birkhead suggested that State and local public health providers use the NVPO email address (nvpo@hhs.gov) to communicate concerns to NVAC. 

Action Item

Dr. Birkhead will work with RADM Schuchat to ensure that a designated contact person at the NVPO receives surveillance information and other communication CDC sends out weekly and that all NVAC members receive the information.

Dr. Birkhead said he would schedule a meeting with the incoming ASH as soon as possible and emphasize NVAC’s unique expertise as an advisory body.

Public Comment

Katie Brewer of the American Nurses Association said her organization is becoming more involved in immunization issues. She appreciated NVAC’s attention to public health infrastructure concerns, noting that the nursing shortage affects both public health and private settings. She volunteered to become more involved with NVAC as a representative of her organization.

Closing Remarks and Adjournment

Dr. Birkhead said he anticipates NVAC will have more work to do around novel H1N1 influenza. He thanked the members and all the participants for their contributions to a productive meeting and adjourned the meeting. The meeting adjourned at approximately 1:15 PM.

I hereby certify that, to the best of my knowledge, the foregoing minutes are accurate and complete.

	         /Guthrie S. Birkhead/

Guthrie S. Birkhead, M.D., M.P.H.
Chair, National Vaccine Advisory Committee
	August 26, 2009
Date


These minutes will be formally considered by the Committee at its next meeting, and any corrections or notations will be incorporated in the minutes of that meeting.

Appendix

Agency Reports

Report to the National Vaccine Advisory Committee

From:


Department of Defense (DoD)

Date of Report: 
2-3 Jun 2009

Prepared by:

COL Renata J. M. Engler, DoD Ex-officio Representative

UPDATES and INFORMATION

1. Military Health System and TRICARE serving over 9 million beneficiaries and > 2 million service members worldwide with 50% of care in civilian network
· Anthrax Vaccine

· Cumulative experience since 1998 
· >13 million doses with over 1200 locations
· Smallpox Vaccine

· Cumulative experience since December 2002
· >1.7 million doses with over 400 locations
· Myocarditis as a causally related hypersensitivity reaction, genetic studies 
· Influenza Vaccine(s)

· Cumulative experience since 2004
· >6.4 million doses
· Publications relevant to efficacy of live attenuated intranasal vaccine (LAIV) versus trivalent inactivated vaccine (TIV): see abstracts at end of report
· All vaccines recommended for travel and optimized preventive medicine adhering to guidelines of the ACIP and FDA licensure
2. Platform Supporting DoD Immunization Programs

· United States Army Medical Materiel Agency/USAMMA at www.usamma.army.mil)
· Distribution of vaccines, cold chain quality assurance program
· Military Vaccine (MILVAX) Executive Agency at www.vaccines.mil
· Comparable to National Vaccine Program Office
· Supporting policy, program logistics, oversight and coordination 
· Immunization University and centralized information resources
· Vaccine Healthcare Centers Network and www.VHCinfo.org, Division of MILVAX 
· Clinical consultation 24/7 Call Center: 1-866-210-6469
· Online secure consultation service: https://AskVHC.wramc.amedd.army.mil
· Educational programs: 

· Project Immune Readiness (online interactive distance learning modules related to vaccines and standards for quality immunization healthcare in nontraditional sites (MMWR Mar 2000) – from NVAC subcommittee work

· Immunization Toolkit reference resource responding to user needs

· Collaboration with CDC-Clinical Immunization Safety Assessment (CISA) Centers in enhanced adverse events reporting (VAERS), clinical case management support, causality assessments 
· Armed Forces Health Surveillance Center (AFHSC at http://afhsc.army.mil/) 
· US Army Center for Health Promotion and Preventive Medicine (USACHPPM at http://chppm-www.apgea.army.mil/) 

· Navy and Marine Corps Public Health Center (NMCPHC at http://www-nehc.med.navy.mil/)
· Air Force Institute for Operational Health (AFIOH at www.brooks.af.mil/units/airforceinstituteforoperationalhealth/index.asp) 
· Naval Health Research Center (NHRC at http://www.nhrc.navy.mil/index.html)
· DoD Pharmacovigilance Center for Drug, Vaccine and Device Safety Surveillance under development to support drug, vaccine and device safety and efficacy surveillance
· FDA-Office of the Assistant Secretary of Defense (Health Affairs) MOU supporting data sharing and collaboration
· MOU at www.fda.gov/oc/mous/domestic/FDA-DOD-INFO.html  (MOU number: 225-07-8003) 
· The Food and Drug Administration (FDA) as part of the Department of Health and Human Services and the Office of the Assistant Secretary of Defense (Health Affairs) as part of the Department of Defense (DoD), both United States Federal Government entities and hereinafter also referred to as "Federal partners", agree to share information related to the review and use of FDA-regulated drugs, biologics, and medical devices, as defined by the Federal Food, Drug and Cosmetic Act (see 21 U.S.C. 321) and the Public Health Service Act (see 42 U.S.C. 262).
· The purpose of the MOU is to enhance knowledge and efficiency by providing for the sharing of information and expertise between the Federal partners. The goals of the collaboration are to explore ways to: 

a. Further enhance information sharing efforts through more efficient and robust inter-agency activities. 

b. Promote efficient utilization of tools and expertise for product risk identification, validation and analysis.

c. Build infrastructure and processes that meet the common needs for evaluating the safety, efficacy, and utilization of drugs, biologics, and medical devices.

REFERENCES: Influenza Vaccines (Live attenuated versus inactivated) and Efficacy
Wang Z, Tobler S, Roayaei J, Eick A. Live attenuated or inactivated influenza vaccines and medical encounters for respiratory illnesses among US military personnel. JAMA. 2009 Mar 4;301(9):945-53. Epub 2009 Mar 2. Comment in: JAMA. 2009 Mar 11;301(10):1066-9.

Armed Forces Health Surveillance Center, Suite 200, 2900 Linden Ln, Silver Spring, MD 20910, USA. zhong.wang@us.army.mil

CONTEXT: Since 2004, increasing numbers of military personnel have been immunized with the intranasal live attenuated influenza vaccine (LAIV) while most others received the trivalent inactivated vaccine (TIV). However, data about live virus vaccine effectiveness among healthy adults are limited. OBJECTIVE: To monitor the effectiveness of vaccines to better inform military vaccination policy. DESIGN, SETTING, AND PARTICIPANTS: Surveillance of population-based, propensity-matched, and/or vaccine-naive cohorts of more than a million active-duty, nonrecruit military service members aged 17 to 49 years stationed in the United States during the 2004-2005, 2005-2006, or 2006-2007 influenza season. MAIN OUTCOME

MEASURES: Incidence of health care encounters resulting in a primary diagnostic code consistent with pneumonia or influenza. Incident hospitalizations was a secondary outcome. RESULTS: In all 3 seasons, immunization with TIV was associated with lower incidence rates of health care encounters for pneumonia and influenza when compared with no immunization: 8.6 vs 19.4 for 2004-2005, 7.8 vs 10.9 for 2005-2006, and 8.0 vs. 11.7 per 1000 person-years for 2006-2007 (all P <.001). Similar estimates were obtained from propensity-matched and/or vaccine-naive cohorts. Consistently lower vaccine effect following LAIV immunization was only seen during the 2006-2007 influenza season in the total (10.7; 95% confidence interval [CI], 2.72 to 18.1; P = .03) and propensity-matched cohorts (11.8; 95% CI, 0.85 to 21.5; P = .04), and was less than effect from TIV (TIV vs LAIV, 19.8; 95% CI, 13.6 to 25.5; P < .001). Among vaccine-naive service members, however, estimates for LAIV effect were more robust for both the 2005-2006 and 2006-2007 seasons (P = .01) and were comparable with TIV (eg, LAIV, 30.2; 95% CI, 11.2 to 45.2; vs TIV, 35.3; 95% CI, 25.9 to 43.6; in 2005-2006). CONCLUSIONS: Vaccination with TIV was associated with fewer medical encounters related to pneumonia and influenza compared with LAIV or no immunization. In this annually immunized population, this effect was less apparent in those vaccinated with LAIV.

Eick AA, Wang Z, Hughes H, Ford SM, Tobler SK. Comparison of the trivalent live attenuated vs. inactivated influenza vaccines among U.S. military service members. Vaccine 27 (2009) 3568–3575.

Limited effectiveness data are available comparing live attenuated influenza vaccine (LAIV) to inactivated influenza vaccine (TIV) among adults. To compare the incidence of influenza-like illness following immunization of adults with LAIV vs. TIV, we conducted a retrospective cohort analysis of active component U.S. military personnel for the 2005–2006 and 2006–2007 influenza seasons. Recruits experienced a much higher burden of disease compared to non-recruits, with crude incidence rates of influenza-like illness 2–16 times higher than non-recruits depending on the season and cohort. For both seasons, a slightly greater protection from influenza-like illness was found for non-recruits who received TIV compared to LAIV (adjusted incidence rate ratio, 1.17 (95% CI, 1.14–1.20) and 1.33 (95% CI, 1.30–1.36), 2005–2006 and 2006–2007 influenza seasons, respectively). However, for Army and Air Force recruits, LAIV was found to provide significantly greater protection from influenza-like illnesses compared to TIV, with adjusted incidence rates of influenza-like illness 22–51% and 18–47% lower among LAIV compared to TIV recipients for the 2005–2006 and 2006–2007 influenza seasons, respectively.  Possible reasons for differences in recruit and non-recruit findings include differences in pre-existing influenza antibody levels, differing respiratory disease burden, and/or unmeasured confounding. Consideration of these findings should be made when developing influenza immunization policies.

Engler RJ, Nelson MR, Klote MM, VanRaden MJ, Huang CY, Cox NJ, Klimov A, Keitel

WA, Nichol KL, Carr WW, Treanor JJ; Walter Reed Health Care System Influenza

Vaccine Consortium. Half- vs full-dose trivalent inactivated influenza vaccine (2004-2005): age, dose, and sex effects on immune responses. Arch Intern Med. 2008 Dec 8;168(22):2405-14.

BACKGROUND: Optimal public health strategies for managing influenza vaccine shortages are not yet defined. Our objective was to determine the effects of age, sex, and dose on the immunogenicity of intramuscular trivalent inactivated vaccine (TIV). METHODS: Healthy adults aged 18 to 64 years, stratified by age (18-49 and 50-64 years) and sex, were randomized to receive full- or half-dose TIV. Hemagglutination inhibition titers against vaccine antigens were measured before and 21 days after immunization. A primary outcome of noninferiority was defined as a difference of less than 20% in the upper 95% confidence interval (CI) of the proportion of subjects with strain-specific hemagglutination inhibition antibody titers of 1:40 or higher after vaccination. Secondary outcomes included geometric mean titers, after vaccination side effects, and occurrences of influenza-like illnesses. RESULTS: Among previously immunized subjects (N = 1114) receiving half- vs full-dose TIV (age, 18-49 years, n = 284 [half] and n = 274 [full]; and age 50-64 years, n = 276 [half] and n = 280 [full]), CIs for proportions of subjects with hemagglutination inhibition antibody titers of 1:40 or higher excluded substantial reduction for all antigens in the 18- to 49-year age group and for B/Shanghai/361/2002 (B) and A/Fujian/411/2002 (A/H3N2) in the 50- to 64-year age group. Geometric mean titer in the female 18- to 49-year age group exceeded male responses for all strains: responses to half-dose TIV that were comparable with male full-dose responses for A/New Caledonia/20/99 (A/H1N1) antigen, 25.4 (95% CI, 20.9-30.9) vs 25.6 (95% CI, 21.3-30.9); A/H3N2 antigen, 60.8 (95% CI, 50.8-72.7) vs 44.1 (95% CI, 37.6-51.8); and B antigen, 64.4 (95% CI, 53.9-76.9) vs 60.7 (95% CI, 51.4-71.7) (findings were similar for the 50- to 64-year age group). Some injection site and systemic reactions (myalgias and/or arthralgias [P < .05], headache [P < .001], and impact

of fatigue [P < .05]) were significantly lower in men. The relative risk of medical visits and hospitalizations for influenza-like illnesses were similar in the half- and full-dose groups regardless of age. CONCLUSIONS: Antibody responses to intramuscular half-dose TIV in healthy, previously immunized adults were not substantially inferior to the full-dose vaccine, particularly for ages 18 to 49 years. Significantly higher geometric mean titer responses in women were identified for all ages, regardless of dose or influenza strain. Half-dose vaccination may be an effective strategy for healthy adults younger than 50 years in the setting of an influenza vaccine shortage.
U.S. Department of Veterans Affairs

Update on Vaccine-related Activities

June 2009

Submitted by Ronald O. Valdiserri, M.D., M.P.H.

The following actions were taken by the Department of Veterans Affairs in response to the recent novel H1N1 Influenza epidemic.

· On April 25, VHA activated its Operations Center to coordinate communications to and from the field.

· Instituted case reporting strategy for VA, based on CDC policies; initially daily, now it has gone to weekly (as of 5/13).

· Based on evolving CDC recommendations and input from VA subject matter experts, 7 clinical advisories were developed providing guidance on the following topics:



* General Overview of H1N1



* Case Identification



* Occupational Health Guidance



* Infection Control Guidance



* Safeguarding Antiviral Supplies



* Testing and Treatment—General



* Testing and Treatment for Pregnant Women

· Participation in a variety of interagency working groups and policy committees.

· Held a series of 5 VA wide teleconferences (over 3 weeks) to provide the field with updates as well as the opportunity to ask questions of subject matter experts.

Ongoing policy discussions related to occupational protection, tracking work force absenteeism, etc

Summary of AHIP Immunization Activities – June 2009 NVAC

 1. 2008 Immunization Survey – AHIP has completed data collection and analysis for the 2008 survey on the immunization policies and practices of health insurance plans. The survey elicited a 56% response rate, with 58 AHIP members responding on benefits that cover more than 121 million lives.  A similar survey in 2005 elicited a 44% response rate describing the immunization benefits of almost 58 million lives.  Pediatric and adolescent results will be published within the next few months. Results from the adult population will be available soon after that. 
 2. 2008 Immunization Roundtable Report on Vaccine Financing – In July 2008, AHIP convened a group of diverse stakeholders committed to improving immunization delivery, to discuss issues related to vaccine finance in light of recent recommendation by NVAC and related studies.  All participants reaffirmed their commitment to ensuring that all American’s receive the appropriate vaccines and identified opportunities for future dialogue and collaboration, including: identifying efficient practices in immunization delivery and working with providers to replicate those practices, supporting the vaccine delivery infrastructure, assessing the importance of vaccine financing as a factor in the timely delivery of immunization, working with all stakeholders to increase immunization rate. AHIP is planning to convene a Roundtable in 2009, building on themes identified at the 2008 Roundtable.  3. Best Practices: Health Insurance Plans and Immunization Providers – AHIP is reaching out to member plans and other immunization stakeholders to develop a publication on best health insurance plan immunization practices with a focus on communication with providers.  The goal is to identify health insurance plan practices and policies than enhance immunization delivery and encourage their replication. 
 4. Online Coding Tutorial – AHIP will make an online coding tutorial available to member health insurance plans and their providers that is designed to assist vaccine providers with correct CPT coding when they submit claims for reimbursement. 

Wayne Rawlins, M.D., M.B.A.
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