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Welcome from the National Advisory Committee Chairperson—Dr. Gary Freed and the 

Executive Secretary—Dr. Bruce Gellin
Dr. Freed called the meeting to order at 9:00 a.m. on Tuesday, September 26, 2006. As his first act, he introduced three new Committee members—Dr. Mark Feinberg, Vice President for Policy, Public Health, and Medical Affairs at Merck & Co., Inc.; The Honorable Dr. Calvin Johnson, Secretary of Health at the Pennsylvania Department of Health; and Dr. Laura E. Riley, Medical Director of Labor and Delivery at Massachusetts General Hospital.

Dr. Freed asked all Committee members and attendees to introduce themselves, following which he recognized Dr. David Johnson for his significant contribution to the Committee since Dr. Johnson will no longer serve as a member. Dr. Freed then requested a vote on the previous meeting’s minutes.

Once the June meeting minutes were approved, the Committee discussed the binder packets received ahead of time for the meeting. Several members agreed that the tabulated agenda provides a user-friendly format. Dr. Young commented that there is still a delay obtaining the binders and suggested that the binders be sent well in advance to ensure timely receipt. The Committee also noted the constraints of the current meeting space and Dr. Freed responded by stating that the NVPO is working to secure a larger venue for future meetings.

Action: The Committee voted unanimously to accept the corrected minutes of the June 6–7, 2006, meeting.

Unmet Needs Program—Dr. Benjamin Schwartz, NVPO

Dr. Schwartz reported on the NVPO Unmet Needs Program by providing a program overview, describing the process used to evaluate program outcomes, discussing last year’s projects, and detailing two priority categories—vaccine supply and finance and vaccine economic studies.

In review of the overall program, Dr. Schwartz stated that scientists and project officers from Health and Human Service (HHS) agencies, the Department of Defense (DoD), and the U.S. Agency for International Development (USAID) apply for funding annually. The Federal government generally allocates $4 to 5 million per year to new and continued projects. Those seeking funding must have a project proposal that is aligned with the following goals established by the National Vaccine Plan:

(1) Develop new and improved vaccines;

(2) Ensure the optimal safety and effectiveness of vaccines and immunization;

(3) Better educate the public and members of the health professions on the benefits and risks of immunization; and/or

(4) Achieve better use of existing vaccines to prevent disease, disability, and death.

Dr. Schwartz indicated that projects addressing adolescent and adult vaccination, new and future vaccines, and pandemic and annual flu are the most successful at obtaining funding. He went on to state that the NVPO has had difficulty receiving project submissions addressing vaccine supply and finance and vaccine economic studies. In fact, no funding was allocated to these categories last year due to a lack of proposal submissions. Dr. Schwartz expressed his concern regarding the lack of proposals in these priority areas and he also addressed additional program concerns.  For instance, several projects were funded for continuing activities based on new proposals that were submitted after funding for a prior project period had ended. Furthermore, one funded project was not completed because the PI left the agency.

Upon addressing these concerns, Dr. Schwartz commented that the Unmet Needs Program can move forward in the next year by improving the selection process for projects seeking funding and by encouraging applicants to prepare proposals that respond to HHS and NVAC issues; e.g., priority categories. He also stated that the program can be improved by acknowledging that current priority categories are broad and by recognizing that funded projects may not be closely linked with current HHS and NVAC objectives.

In response to the concerns articulated, Dr. Schwartz said that the NVPO Working Group—tasked to improve the program focus, propose fiscal year 2007 priority categories, and suggest changes to improve the review process—has the following recommendations:

(1) Narrow program priorities to align more closely with current HHS and NVAC priorities;

(2) Obtain input from NVAC Subcommittees on priority issues to address; and

(3) Consider a multi-agency collaborative research focus for the 2008 fiscal year.

In conclusion, Dr. Schwartz urged the Committee members to comment on proposed priority categories for fiscal year 2007, including vaccine financing, vaccine safety, adolescent vaccination, public engagement (targeted to vaccine financing, safety, and adolescent vaccination), and method improvement for vaccine-preventable disease (VPD) detection. He also asked the members to suggest modifications to the review process and to volunteer in proposal reviews. Dr. Schwartz also asked the Subcommittees to propose questions and/or issues for research within the priority categories.
Discussion

In response to Dr. Schwartz’ presentation, the Committee discussed the limited amount of money available to promote the NVPO initiative. Dr. Brandes asked how the NVPO could balance the Unmet Needs Program with available funding. In response, Dr. Schwartz stated that the NVPO should let Principal Investigators (PIs) know what the NVPO is looking for so that proposals received will reflect priority categories. Dr. Gellin suggested that some funds be withheld for priority projects and Dr. Birkhead suggested that Committees and Working Groups provide proposal ideas for PIs. Dr. Schuchat concluded the discussion by recommending that the Committee begin thinking of fiscal year 2008 objectives well ahead of time; e.g., this year.

Welcome from the Department of Health and Human Services (HHS)—Dr. John O. Agwunobi
Dr. Agwunobi stated that vaccine safety is critical and that the nature of the problem must be addressed first so that public policy can respond accordingly. He went on to say that in light of emerging infections, there needs to be a strategy in place for the evolution of vaccine safety.  After proclaiming his own commitment to vaccine safety, Dr. Agwunobi commented on the Committee’s contribution to vaccine safety by noting the Food and Drug Administration’s (FDA) recently released drug safety report.

Presentation of Certificate of Appreciation to an Outgoing Committee Member
Dr. Agwunobi presented an HHS certificate of appreciation to Dr. David Johnson in acknowledgement of his exemplary service to NVAC.

Oath of Office to New NVAC Members
Dr. Agwunobi administered the oath to Dr. Calvin Johnson and Dr. Riley. (Dr. Feinberg had been sworn in previously.)

CMS and Vaccine Financing—Dr. Jeffrey A. Kelman, CMS

Dr. Kelman’s presentation focused on changes in the Medicare system. He noted that physicians and pharmacists are now able to charge Medicare directly for vaccines. This change has positively affected access to many vaccines, including the influenza vaccine. A major area of discussion centered on the revised Medicare Part D plan, which was unveiled in 2006. This program is slated to cover all of the preventable vaccines not covered under the current Medicare Part B plan by 2007.

Dr. Kelman stated that there are many ways—in and out of network—that will enable people to get reimbursed for vaccines. The key challenge is communicating information about these new programs. Dr. Kelman noted that some of the best penetration of healthcare information is perpetuated by religious organizations, so this must be an area of focus.

In conclusion, Dr. Kelman added that another benefit of the Medicare Part B program is the ability to monitor morbidity and mortality (M&M) rates by studying the short-term and long-term effects of vaccine interactions.

Discussion
Dr. Gordon inquired about vaccine administration policies under Medicare Part D. Dr. Kelman responded by saying that Medicare Part D is not authorized to pay for vaccine administration costs, while adding that many vaccines are administered at pharmacies.

Vaccine Financing Working Group Discussion—Dr. Guthrie Birkhead

Dr. Birkhead’s discussion focused on the efforts that the Working Group has made to decipher between vaccine safety elements that are functioning properly and those that require revision. Dr. Birkhead acknowledged members of the Working Group, which is composed of individuals from NVAC, CDC, AHIP, and NVPO (among others). He then discussed the many background papers written on the subject of vaccine financing and noted that much thought had gone into this topic. He also addressed the results of the 2004 NVAC Vaccine Financing meeting, where it was stated that vaccines are undervalued and that there needs to be a better understanding regarding the reimbursement structure of these drugs.

After discussing the 2004 NVAC Vaccine Financing meeting, Dr. Birkhead focused on the present day. He indicated that Section 317 immunization grant programs are essentially the same today as they were in 2004, while stating that the Vaccines for Children (VFC) program expansion has been proposed but not passed. He also noted that the stresses of vaccine financing are increasing, as prices continually go up for newer vaccines. The remainder of his presentation centered on vaccine reimbursement, where he purported that reimbursement is a risky proposition for healthcare providers, as they are forced to tie up capital in expensive vaccine inventories and then wait for repayment.

Dr. Birkhead provided a slide that illustrated the true costs of vaccination, from laboratory creation to disposal efforts, and indicated his desire for more stakeholders to become involved in this area. He said that from the Working Group discussion, it was noted that vaccine manufacturers could ease the burden of vaccine costs by financing initial inventory expenses through deferred payment options. This process would be beneficial to providers—especially those that fall under VFC—as providers are not permitted to turn away a child for an inability to pay for vaccines.

In closing, Dr. Birkhead noted that future steps should include a closer examination of reimbursement costs through the American Academy of Pediatrics (AAP) Vaccine Finance Task Force. He further stated that the government should consider establishing a minimum administrative fee for vaccinations, while ensuring that Section 317 expansions come to fruition.

Discussion
Dr. Gary Freed commented that this topic cuts across all Working Groups and stated that vaccine finance concerns should be directed to Dr. Birkhead. A brief question and answer session followed, whereby one member asked whether or not the vaccine financing effort addresses seniors. Dr. Birkhead responded by stating that although the Working Group has not dealt with the senior population yet, the growing number of seniors in the United States will greatly impact vaccine distribution and usage. Finally, there were questions regarding distinctions about reimbursement rules for children and infant vaccinations. Dr. Freed responded by saying that additional information is required regarding reimbursement regulations for this population. Dr. Birkhead closed the discussion by stating that although the current system is functioning, there is room for improvement.
UK’s Biannual Survey of Parental Options on Immunization—Ms. Joanne Yarwood

Dr. Humiston introduced Ms. Yarwood by saying that the benchmark for the U.S. vaccination system and corresponding communication research is the United Kingdom. Ms. Yarwood then provided a presentation on how the United Kingdom conducts communication research with regard to vaccines and how vaccine immunization operates in the United Kingdom compared to the United States. She indicated that one of the key differences between the United States and the United Kingdom is cost, as immunization is free in the United Kingdom and thus there are no payments. Although vaccines are free in the United Kingdom, there are no mandates required regarding immunization and consequently, there are no tools to enforce delivery. Rather, most of the information regarding vaccines is passed via communication programs; e.g., the use of leaflets.

Ms. Yarwood stated that although these programs occupy only a small part of the budget, it is important to note that ineffective communication methods can negatively impact a program’s success. She then discussed a variety of advertising methods used to persuade people in the United Kingdom to obtain immunizations, especially for their children. Ms. Yarwood specifically focused on awareness and understanding of the measles, mumps, and rubella (MMR) vaccine. Her research found that although many people question their doctors in the United Kingdom, they generally do not question vaccines because they believe that the government would not deliberately harm them. Furthermore, research indicates that citizens in the United Kingdom believe that the government does not want to risk litigation as that could jeopardize a chance for reelection. As a result of these beliefs, those residing in the United Kingdom consistently vaccinate their children.

According to Ms. Yarwood’s survey, 71 percent of MMR immunization information was provided via leaflets. Additionally, only 68 percent of people (approximately) remember being asked for consent to vaccinate, despite the fact that consent is mandatory for all patients. Ms. Yarwood made the point that the media and the Internet operate independently and that messages regarding different products may be misinterpreted or even deliberately skewed. Despite this, communication remains a vital and important part of vaccine delivery. In this respect, Ms. Yarwood noted that actions (i.e., getting vaccinated and having your children vaccinated) speak louder than words.

AHIP Emerging Vaccines Chart—Ms. Savolia Spottswood

Ms. Spottswood provided an overview of the AHIP Emerging Vaccines Chart, which is a tool to track the status of emerging vaccines as they go through various stages of development, FDA approval, and AHIP recommendation. This tool enables healthcare planners to see the array of vaccines in the development pipeline, so that they can gauge when these vaccines will be available on the market. The grids on the chart present information in four major groupings as follows:

1) Pediatric Vaccines;

2) Adolescent/Adult Vaccines;

3) Immunotherapeutic Vaccines/Pharmacies; and

4) Bioterrorism Agents.

The information in the chart is updated several times per year, and is based on information retrieved from both the NIH (www.clinicaltrials.gov) and pharmaceutical company Web sites.

Discussion

The question was raised about whether or not the Committee could receive updates. Ms. Spottswood replied by saying that updates are publicly available on the Internet. However, the primary purpose of the Emerging Vaccines Chart is for AHIP members.

Implementation of New Vaccines and Vaccine Recommendations—Dr. Lance Rodewald

Dr. Rodewald discussed the topic of implementing new vaccines and vaccine recommendations through the CDC’s Advisory Committee on Immunization Practices (ACIP) and the VFC initiatives. The Advisory Committee has a unique relationship with the VFC, as it retains the sole authority to add vaccines to the VFC program. Overall, about 89% of childhood vaccine doses are distributed by either the private sector or the VFC program, whose budget will probably reach $2 billion by fiscal year 2007. Federal vaccine contracts are negotiated only after the VFC resolution, and the timeliness of their establishment is a CDC priority. On the other end, private sector financing is largely independent of government purchase policies. Unfortunately, according to the Institute of Medicine (IOM), 5 to 14 percent of children have insurance that does not cover vaccines. With the cost of universally recommended vaccines for children and adolescents increasing from $155 per child (in 1995) to $894 (in 2006) due to biotechnology advances, the need for effective programs has become even more apparent.

Currently, State vaccination policies create a two-tiered policy system. Underinsured children are only able to get vaccinations through the VFC program at Rural Health Centers (RHCs) or Federally Qualified Health Centers (FQHCs), which may be far removed from State and local centers. Unfortunately, due to inadequate State or Section 317 funding (which has historically been much lower than VFC funding), many States cannot provide vaccinations for underinsured children at their facilities.

Dr. Rodewald stated that an effective solution to this problem would be the President’s proposed extension of access to VFC vaccines. Such an extension would enable State and local public health clinics to provide underinsured children with vaccines. However, until this legislation passes, the emphasis will remain on groups, such as the American Academy of Pediatrics’ (AAP) Immunization Task Force and NVAC’s Vaccine Financing Working Group, to help determine other effective methods with which to vaccinate underinsured children.

Local Health Department Perspectives on HPV Vaccine Implementation—Dr. Poki Namkung, NACCHO

Dr. Namkung’s presentation began with an overview of the NACCHO, a non-profit organization that serves over 3,000 city, county, district, and tribal public health agencies. Dr. Namkung noted that on the topic of HPV, the NACCHO did the following activities this year:

(1) Hosted two partner meetings;

(2) Developed a Web page dedicated to HPV vaccinations;

(3) Created a special issue of the NACCHO Exchange dedicated to HPV vaccines and cervical cancer;

(4) Worked with C-Change;

(5) Liaised with the Partnership to End Cervical Cancer; and

(6) Surveyed a sample of NACCHO’s members regarding issues and concerns related to implementing HPV vaccines.

Dr. Namkung stated that the first partner meeting focused on communications. Attendees included vaccine manufacturers, academics, provider groups, professional organizations, faith-based leaders, and governmental public health representatives. The purpose of the meeting was to collaborate so that individual organizations and the collective group could provide a consistent and aligned message to inform the public on the dangers of cervical cancer, the prevalence of HPV, the ability to get vaccinations, and various other issues. As a result of this meeting, Dr. Namkung indicated that media coverage has been favorable since all participants were able to come to a common understanding, even though a consensus was not reached.

The second partner meeting focused on implementation, and it included a wider array of partners who were committed to combating HPV by employing effective vaccination programs. The goals of the conference were to discuss costs/financing, school mandates, and information-sharing techniques among stakeholders. The outcome of the meeting was to identify barriers and the strategies necessary to navigate around such obstacles.

Several key issues emerged from the partner discussions, such as those related to the vaccination costs for local health departments. The limitations of VFC and Section 317 funding were discussed, as were the vaccination prospects of girls who are underinsured. From the discussion, it became clear that methods must be devised to incorporate the HPV vaccine into the spectrum of “adolescent-recommended vaccines.” Barriers to this process include the following:

· Educating providers on vaccine usage, storage, and handling;

· Distributing and prioritizing processes for vaccine stocks;

· Ensuring effective school vaccination programs; and

· Collecting and reporting on HPV vaccination data.

Dr. Namkung noted several action items on the NACCHO list regarding HPV vaccinations. These items include working together and dialoguing with partners, developing an integrated information technology network to share information quickly and easily between public health institutions, and effectively advocating for public patient assistance programs that include vaccinations.

Implementation of HPV Vaccine—Ms. Claire Hannan, AIM

Ms. Hannan reported on AIM, an organization that represents 64 immunization projects and receives funding from the CDC’s Section 317 Immunization Grants. The program operates in all 50 States and is involved in every aspect of vaccine implementation, from distribution to consumer education.

Ms. Hannan provided a detailed overview of how HPV vaccine financing is arranged for underinsured females. Although females between the ages of 9 to 18 years are typically covered under VFC, States often have to use public funding to provide the underinsured with adequate vaccination coverage. Ms. Hannan cited a September 2006 HPV implementation survey that illustrated that despite funding efforts, it is still a challenge to get this population vaccinated.  Interestingly, as age increases, grantee plans for HPV implementation decreases.

For example, 21 of 25 grantees have no plans to purchase HPV vaccination coverage for 19- to 26-year-olds. Therefore, AIM is seeking funds from multiple sources—not just Section 317. As a result, programs are forced to make difficult prioritization decisions in order to target key “trouble spots.”

In conclusion, Ms. Hannan stated that HPV vaccination success has been largely attributed to collaboration with schools. She went on to say that AIM believes that schools requirements should be used to implement new vaccines after the vaccines have been proven safe and following a sufficient implementation period. When relying on schools to implement new vaccines, the following must be considered:

(1) Supplies; e.g., are they adequate?

(2) Registries; e.g., are they sufficient?

(3) Burden on Schools; e.g., has an assessment been taken?

(4) Safety

(5) Acceptance by Population

Ms. Hannan noted that implementation in schools must be conducted with a respectful view toward the personal beliefs of students, parents, faculty members, and the community.

State Health Agency Perspectives on the Implementation of New Vaccines—Dr. Calvin Johnson, Pennsylvania Department of Health

Dr. Johnson discussed ASTHO, which is a national nonprofit organization representing 57 State and territorial public health agencies in the United States. One of ASTHO’s key issues is immunization, as the funding, supply, and purchasing requirements of vaccines makes the implementation process lengthy. Dr. Johnson noted that for States, funding is the primary concern.

Dr. Johnson also said that flat funding for the CDC’s Section 317 grant program is a key problem for States trying to locate and allocate resources to ensure adequate vaccinations for their populations. Given that costs to immunize a child continue to increase, Dr. Johnson emphasized that two principles must be considered—the role of the State health agency in formulating sound public health policy and the possible unintended consequences of exemptions when enforcing vaccinations. Dr. Johnson noted that States might not be able to enforce any type of mandatory vaccination in schools, for example, if exemptions are made for areas such as personal beliefs.

Dr. Johnson closed his presentation by illustrating the useful data that ASTHO provides on its Web site regarding HPV and cervical cancer.

Discussion with Dr. Lance Rodewald, Dr. Poki Namkung, Ms. Claire Hannan, and Dr. Calvin Johnson

Dr. Namkung began the discussion by stating that if a young woman is not educated on the dangers of cervical cancer and HPV, an opportunity is missed. Dr. Gordon then inquired as to how the vaccination goal can be achieved in light of insufficient funding. In response, Dr. Almquist suggested that NVAC consider prioritizing vaccinations so that funding can be optimized. Ms. Hannan interjected, stating that prioritization is done at the State level and not at the Federal level. She went on to add that the Committee should not legitimize vaccine prioritization. After further discussion regarding whether or not the implementation of vaccines should be a Federal matter or State dependent, the panel concluded that there were too many variables to reach a consensus, as each State has a slightly different public health infrastructure.

Day 2—June 27, 2006

Agency, Department, Advisory Committee, and Liaison Reports

Representatives from several Federal agencies reported on vaccine-related activities. Their reports are summarized below.

ACIP/NCIRD—Dr. Anne Schuchat

Dr. Schuchat gave updates on four items:

· The September 15 issue of the MMWR reported the National Immunization Survey (NIS) data on vaccination coverage in the 19- to 35-month-old age group. The findings indicate that coverage with the recommended vaccines remained at, or near, all-time-high levels, with substantial increases in PCV coverage
· At the next ACIP meeting on October 25 and 26, there will be votes on the Herpes zoster (shingles) vaccine and rabies vaccines, as well as a vote on the childhood immunization schedule. There will also be updates on influenza vaccines, vaccine financing, and immunization safety.

· There have been 15 cases of Guillain-Barré syndrome occurring within 6 months of Menactra administration. The absolute magnitude of the risk is not clear, though a minimal estimate of the incidence rate is 1.7 per 100,000. The CDC is in dialogue with the FDA regarding this matter.

· As of September 9, 2006, there were 5,900 mumps cases in the United States. The highest attack rate is among 18- to 24-year-olds. The data to date are consistent with an effective, if imperfect, vaccine.

ACCV/VICP—Dr. Geoff Evans

Dr. Evans provided the following update on the VICP. As of September 1, 2006, over 5,000 claims have been filed with the Vaccine Injury Compensation Program (VICP) alleging autism from thimerosal-containing vaccines. In 2002, the Chief Special Master of the U.S. Court of Federal Claims ordered a process for adjudicating such claims. Phase I, during which petitioners’ attorneys are involved in discovery, will be completed soon. The next step will be the submission of medical expert reports. Petitioners will file expert reports by February 16, 2007, and HHS will have 60 days after that in which to file its experts’ reports. A hearing on entitlement is currently scheduled for June 2007, following which the Court will make a determination as to whether vaccines can cause autism and the Court will then apply this determination to individual cases.

He noted that the Advisory Commission on Childhood Vaccines (ACCV) will hold its sixty-fourth quarterly meeting on October 24, 2006, and updated the Committee on the status of Congressional activity (H.R.5970, H.R.5135, S.1008, S.Amdt.5003) concerning the taxation of vaccines.

VRBPAC/FDA—Dr. Norman Baylor

Dr. Baylor reviewed the August 2, 2006, FDA announcement of its approval of influenza vaccines for the 2006–2007 season. Vaccines include the following: Fluvirin (Chiron), Fluarix (GlaxoSmithKline [GSK]), FluMist (MedImmune), and Fluzone (Sanofi Pasteur). He reported that there is one new manufacturer this year whose application is still under review. He is hopeful that this manufacturer’s vaccine will also be available for the upcoming flu season.

In June 2006, the FDA hosted a meeting with foreign regulatory authorities to develop strategies for harmonizing regulatory pathways to facilitate the development and production of pandemic influenza vaccines.

NIH—Dr. Barbara Mulach

Dr. Mulach announced the National Institute of Allergy and Infectious Diseases (NIAID) award recipient for the HIV/AIDS Clinical Trials Network leadership. In June 2006, the Vaccine Trials Network was awarded to Dr. Lawrence Corey of the Fred Hutchinson Cancer Research Center in Seattle, Washington. The Clinical Trials Units will be awarded shortly.

Dr. Mulach reported that the Vaccine and Treatment Evaluation Unit solicitation is out and that NIH is preparing for its next round of vaccine trials unit (VTU) awards.

Discussion
A participant asked whether the number of influenza vaccine trials would necessitate the expansion of the VTU network. Dr. Mulach responded that this question would be examined in the next round of awards. She went on to state that, at present, subcontracting through the existing VTUs allows access to more sites.

NVPO—Dr. Bruce Gellin

Dr. Gellin reported that the NVPO staff is increasing; two people, Angela Shin and Kent Forty, have been added since the last NVAC meeting. Angela comes from the FDA and will be focusing on vaccine supply and financing issues. Kent was a public health officer in the Air Force serving in Iraq and will serve as a staff assistant in the NVPO office.
He recounted NVPO efforts to ensure that information is disseminated across the government on issues pertaining to influenza preparedness and science, including vaccines, vaccine research, trials, supplies, and distribution networks.

Dr. Gellin then asked Dr. Freed to introduce a new NVPO staff member, Jenny Salesa, who is housed in Ann Arbor, Michigan, and will help the Subcommittees write and advance “products” for NVAC.

Discussion

A Committee member asked who would be in charge in the event of a pandemic. Dr. Gellin responded by stating that the Secretary of HHS would be in charge of the medical aspects of the emergency and that the Secretary of Homeland Security would be in charge of national security aspects. 

DoD—Dr. Renata J.M. Englar

Dr. Englar reported that the DoD has vaccinated 1 million service personnel against smallpox. She observed that this is a mark of successful standardized screening—for, by this time, one might have expected 10 to 15 cases of eczema vaccinata, yet there have been none. Furthermore, there has been no progressive vaccinia and healthcare workers have not been furloughed across the DoD. Dr. Englar went on to report that there have been no cases of contact vaccinia (with regard to patient care delivery) and that the DoD’s myopericarditis registry continues to grow. She stated that she could make the myopericarditis publications available to the Committee.
VA—Dr. Lawrence Deyton

The VA continues to emphasize healthcare worker influenza vaccination. The Department anticipates administering approximately 2.4 million doses of influenza vaccine to patients and staff in the upcoming season. In the 2005–2006 season, the Veterans Health Administration vaccinated 52.9 percent of its employees and volunteers. The target this year is for a vaccination rate of 60 percent at each facility.

The VA has developed a pandemic influenza plan that is in concert with the national plan. The Department maintains active programs in pneumococcal, hepatitis A, and hepatitis B vaccination. It is developing system-wide plans for the use of varicella zoster vaccine for shingles in appropriate patient groups and for HPV vaccinations for young female veterans. The VA will add percent vaccination as a performance measure throughout the various VA facilities. Facility directors’ performance bonuses are directly proportional to how well they meet the various health performance measures.

USAID—Dr. Carter Diggs

The USAID malaria program collaborates with a broad array of groups, including the DoD, HHS, industry, and universities. Work is under way on blood-stage antigens with these partners. Dr. Diggs reported that Phase II trials are in progress and that initial efficacy data may be available in the next year.

Subcommittee Updates and Reports

The Chairs of the four NVAC Subcommittees summarized their previous day’s meetings and reported on the status of work in progress. An account of their reports appears below.

Subcommittee on Vaccine Development and Supply—Dr. Jerome Klein and Dr. Cornelia Dekker

Dr. Klein stated that the focus of the Subcommittee’s discussion on vaccine supply was the availability of the influenza vaccine. The Subcommittee heard presentations from representatives from Sanofi Pasteur, GSK, MedImmune, and Novartis to help them gain insight into the expected availability of vaccine—particularly for children.

Dr. Klein observed that the only thimerosal-free influenza vaccine that will be available for children under the age of 5 is the Sanofi Pasteur product, Fluzone. The manufacturer will have eight to nine million doses available. Dr. Klein estimated that there is a potential market of 18 million children, most of whom would require two doses for appropriate immunization.

Dr. Santoli outlined the numbers of doses, in various dose forms and for various ages, available from each manufacturer of influenza vaccine. Dr. Klein observed that, due to anticipated changes in recommendations, the market for influenza vaccine will probably expand substantially over the next several years and that there will be a need, not only for more vaccine, but also for more thimerosal-free vaccine.

Dr. Dekker discussed vaccine development. She recounted presentations made by several manufacturers and provided historical background on adjuvant development.

The Subcommittee will produce an article for JAMA to bring this information to the general medical public’s attention.

Discussion
Dr. Dekker was asked what provisions have been made in case the best prevention is offered by a combination of vaccines from different manufacturers. She answered that, while the Subcommittee did not directly examine that issue, the manufacturers who spoke to the Subcommittee expressed willingness to investigate issues of cross licensing.

A question for Dr. Klein concerned the availability of thimerosal-free vaccines. Dr. Klein noted that thimerosal-free vaccines are more expensive; therefore, budget considerations may drive the discussions. A member of the audience pointed out that pending legislation may provide an impetus in the opposite direction.

Subcommittee on Communication and Public Engagement—Dr. Sharon Humiston

The Subcommittee discussed changing its name to the Subcommittee on Public Communication, Consultation, and Participation.

The name change was motivated by the Subcommittee’s discussion of the following three types of public engagement:


Public Communication:

Sponsor → Public


Public Consultation:

Sponsor ← Public


Public Participation:

Sponsor ↔ Public

The Subcommittee will ask for a Web site of its own, on which it will post its agenda and minutes, an executive summary of current Federal research, and executive summaries of key references. The Web site will also contain a participant-only section.

Dr. Humiston showed examples of materials developed by the Health Resources and Services Administration (HRSA) to address a need for better communication about childhood immunization.

Lastly, Dr. Humiston reviewed several communication topics that the Subcommittee would like the unmet needs working group to consider.  These included:
· Creating a cooperative agreement between a non-Federal agency and CDC; 
· Asking adolescent females living in poverty about HPV vaccine; and 
· Asking pediatricians & family physicians how financing affects vaccination decisions.
Action: The Committee will vote on the name change at the next meeting, following a circulation regarding the rationale for the change.

Subcommittee on Immunization Coverage—Dr. Alan Hinman

Dr. Hinman reported on the Subcommittee’s discussion of progress in immunization information systems (IISs), also known as immunization registries. He reviewed the history of NVAC’s involvement with registries, beginning with the 1997 NVAC Registry Initiative. In 2000, NVAC made recommendations to foster the development and implementation of State- and community-based IISs.

From 2000 to 2005, the number of children under the age of 6 with two or more doses recorded in an IIS rose from 21 percent to 56 percent. Public provider sites reporting to a registry rose from 38 percent to 75 percent and reporting from private provider sites rose from 19 percent to 44 percent. Twenty-seven States currently authorize an IIS; 14 States mandate reporting.

Dr. Hinman discussed the Healthy People 2010 goal of increasing the proportion of children under the age of 6 years who participate in fully operational, population-based immunization registries to 95 percent. He noted in his discussion of Section 317 and VFC grant awards for IISs that an expenditure of $70 million will be required to reach the 2010 immunization goals.

As an example of what registries can do, Dr. Hinman outlined the activities of the Michigan Care Improvement Registry and the District of Columbia Immunization Registry.

Dr. Hinman also reported that the Subcommittee needs to do more work on the formulation of new recommendations, but that such recommendations should achieve the following:

· Ensure appropriate protections of privacy and confidentiality for individuals and security of information included in registries;

· Ensure participation of all immunization providers and recipients;

· Ensure appropriate functioning of registries;

· Promote the expansion and utility of IISs; and 

· Ensure sustained funding for registries.

Dr. Hinman asked that Committee members provide suggestions as to how these goals may best be met by November 1, 2006. The Subcommittee will have a final list of fully detailed recommendations for approval at the February 2007 NVAC meeting.

Discussion
Dr. Hinman was asked the difference between opt-in and opt-out plans for IISs. He responded that in opt-in plans, participants have to specify that they want to be included in the registry. There are only a few opt-in States (e.g., Texas and New York). Legislation is pending to modify this procedure in Texas.

A participant asked how the costs of upgrades to IISs should be handled. Dr. Hinman noted that State registries have requirements to formulate business plans, which should include the cost of upgrades. He observed that pandemic preparedness funds are logical sources for IIS funding and that NVAC can encourage the use of preparedness funds for this purpose. An audience member pointed out that bioterrorism funds are starting to shrink and that pandemic flu funds may be expected to shrink as well.

A question was raised about Health Insurance Portability and Accountability Act (HIPAA) issues arising from schools that access children’s vaccination or other registry records. Dr. Hinman said that some States have instituted a process whereby parents give their consent in advance.

Subcommittee on Vaccine Safety—Dr. Andrew Pavia

The draft of the paper outlining progress in vaccine safety over the last 8 years is in its final stages of review. It will be available for the next NVAC meeting and the Subcommittee will use the publication as a starting point for future action items.

The Subcommittee discussed the IOM recommendation that the CDC institute a process to involve the public in discussions regarding vaccine safety. Furthermore, the Safety Subcommittee will participate in an upcoming meeting sponsored by the CDC.

Dr. Pavia went on to discuss the IOM report, The Future of Drug Safety, commissioned by the Center for Drug Evaluation and Research (CDER). He noted that there is a perception among the public that there is a crisis in drug safety; e.g., the media coverage of Vioxx.

Dr. Pavia said that although there is no crisis in vaccine safety at present, the study could still serve to highlight important issues. He observed that vaccine prelicensing studies are small in number but that followup studies are extensive.

Some IOM findings cited by Dr. Pavia included:

· Stable organizational leadership is important in maintaining the morale of researchers;

· The use of administrative databases is important;

· Regulatory tools to ensure enforcement of post-marketing surveillance are important; and

· Problems can arise from shortage or misdistribution of resources.

The Subcommittee will look at actions that NVAC can take and will have specific recommendations regarding the strengthening of vaccine safety for the Committee at the next NVAC meeting.

Seasonal Influenza Vaccine Update—Dr. Jeanne Santoli, CDC

There are, at present, approximately 100 million doses of seasonal influenza vaccine available, with the possibility of another 15 million. The majority of doses will be distributed by the end of October, and virtually all doses will be distributed by the end of November. The 75 million doses expected to be delivered in October represent a 25 percent increase over last year’s figure. The goal will be to provide some vaccine to all who ordered it by the end of October.

Beginning with the 2006–2007 season, annual vaccination recommendations have expanded to include children aged 24 to 59 months.

The CDC anticipates that providers may be unable to obtain sufficient vaccine for 3-year-olds because there is a single supplier of vaccine for this age group and because the expanded recommendation was made after the pre-booking period. The CDC recommends that providers without sufficient vaccine for all 6- to 59-month-olds consider prioritizing 6- to 23-month-olds as the target population, due to the higher risk of hospitalization for this group.

Weekly updates of influenza vaccine distribution data are available via the CDC’s Secure Data Network. In fact, the Flu Vaccine Finder was up and running as of September 8, 2006.

Dr. Santoli discussed the elements of the CDC’s communication campaign, which includes media outreach in both English and Spanish.

Dr. Santoli then went on to discuss The Second National Influenza Vaccine Summit Meeting, which was held in June 2006. Attendees included representatives from over 100 organizations, all of whom have an interest in influenza vaccine. As a result of the meeting, six teams were formed to develop plans for the short-term goal of increasing vaccine utilization in the upcoming season. The teams’ objectives are as follows:

· Team 1: Targeting healthcare workers;

· Team 2: Targeting children aged 6 months through 18 years;

· Team 3: All contacts of high-priority populations, with an eye toward universal coverage;

· Team 4: Extending the vaccination season;

· Team 5: Creating a Provider Tool Kit; and

· Team 6: Using partnerships to improve education, reduce barriers, and share fiscal risk.

Discussion

Dr. Santoli was asked whether anyone has looked at the public’s perception regarding the purpose of influenza vaccination. The participant who inquired provided the illustration of a recent football game in which a coach had run off the field while the announcer reported that he had stomach flu—the point being that, because of the language commonly used (e.g., “stomach flu” for any short-term digestive distress), people may not know the actual definition of “influenza.”

Dr. Santoli responded that there has been a discussion at the CDC about always using the term “influenza.” An attendee from the CDC stated that members of a focus group were asked what they thought of when they heard the terms “influenza” and “flu.” While most people know the terms are synonymous, they still may not understand influenza in its entirety. There was mention of a radio spot that made the point that influenza is not a cold. Another participant observed that this confusion might be the reason why some people question the vaccine’s effectiveness.  It was also noted that incidents—like that of the football game—might furnish opportunities for public education.

Referring to certain Team 2 activities (i.e., to reach children through grandparents with an AARP tool and with flashcards and other educational materials for providers) a participant asked why no plan had been mentioned for reaching children through parents. Dr. Santoli replied that the Team took advantage of existing organizations and observed that healthy adults do not form a single, easily reachable group.

A participant asked whether an effort was being made to target providers of high-risk groups (e.g. obstetricians, pulmonary specialists, and cardiologists). Dr. Santoli said that the CDC is working internally and with its partners to target these audiences.

Pandemic Influenza Research Activities—Dr. Barbara Mulach, NIAID

Vaccines are one part of NIAID’s influenza program, which also includes surveillance and epidemiology, basic research, efforts to expand research capacity, diagnostics, and therapeutics.

Dr. Mulach briefly discussed NIAID-supported basic research, which includes efforts to understand the mechanism of pathogenicity of pandemic influenza viruses, the development of animal models, and the Influenza Genome Project.

NIAID’s Pandemic Preparedness in Asia contract includes animal influenza surveillance and the generation of vaccine candidates. In 2004, this program generated an H5N1 vaccine reference virus, which was provided to both Sanofi Pasteur and Chiron.

A Broad Agency Announcement was released on October 18, 2005, for “NIAID Centers of Excellence for Influenza Research and Surveillance.” Applications were received in March of 2006; the review is still ongoing and awards are anticipated in December 2006.

Current and planned NIAID influenza antiviral projects include the following:

· Evaluation of novel drug targets;

· Development and testing of neuraminidase inhibitors (e.g., peramivir);

· Antiviral screening program;

· Combination therapy studies;

· Clinical trials of oseltamivir in southeast Asia; and

· Assessments of oseltamivir in young infants.

Challenges to pandemic vaccine development and availability include the need to:

· Expand production of the current egg-based vaccine;

· Accelerate development of non-egg vaccines;

· Evaluate dose-sparing technology (e.g., adjuvants, intramuscular versus intradermal route); and

· Target new antigens.

Dr. Mulach reported preliminary results from a study of Sanofi Pasteur’s inactivated H5N1 vaccine. She stated that in tests with 451 healthy young adults, the vaccine was tolerated well overall. Two 90 microgram doses induced an immune response predictive of protection. These results were published in The New England Journal of Medicine in March 2006. A trial was initiated in elderly subjects in October 2005 and a pediatric study was begun in January 2006 to test the H5N1 vaccine on these groups.

In June 2006, testing began on MedImmune’s live, attenuated, intranasal H5N1 vaccine.

Strategies to enhance immunogenicity include the following:

· Comparison of intradermal versus intramuscular administration (not promising, according to Dr. Mulach);

· A third dose of vaccine given at 6 months; and

· Evaluation of adjuvants (MF59 appears promising; results to be published in November 1 issue of Clinical Infectious Diseases).

Discussion

An attendee asked Dr. Mulach about NIAID’s plan for translating basic science to the clinical level. She responded that much depends on the perceived need. She also added that as much information as possible must be collected about a product before a clinical trial begins. She observed that, especially in the case of influenza, there are an increasing number of industry and private partners, thereby making research more feasible.

Dr. Mulach was asked about interdepartmental crosstalk. She observed that HHS’s Influenza Matrix has brought many people together. In fact, NIAID grantees are working with the CDC and with the U.S. Department of Agriculture (USDA).

It was noted that investors might view influenza research as “overcrowded.” Dr. Mulach stressed that much work remains in order to improve existing technology. A participant observed that there are now distinct clades of H5N1 and that investigators are chasing mutations (as with seasonal influenza).

Influenza Vaccination for Healthcare Workers—Dr. Patricia Kurtz, JCAHO
Dr. Kurtz updated the Committee on recent efforts by JCAHO to limit influenza transmission to healthcare workers.

Epidemiologic evidence has confirmed a link between unvaccinated healthcare workers and influenza transmission. Approximately one-third of healthcare workers receive annual vaccination. The CDC has recommended annual influenza vaccination for healthcare workers since 1981. This recommendation is supported by organizations such as the National Foundation for Infectious Diseases, the Association for Professionals in Infection Control and Epidemiology, and the Society for Healthcare Epidemiology of America.

JCAHO has established a new infection control standard—IC 4.15—which states “Immunization against influenza is offered to staff and licensed independent practitioners.” The new standard will be effective as of January 1, 2007. This new standard includes five elements of performance (EPs).

EPs 1 through 3 (applicable in 2007) are as follows:

· EP1: The organization has a plan to vaccinate staff and licensed independent practitioners;

· EP2: The organization provides access to vaccination on site; and

· EP3: The organization educates staff and licensed independent practitioners about flu vaccination, non-vaccine control measures and the diagnosis, transmission, and impact of influenza.

EPs 4 and 5 (applicable in 2008) are as follows:

· EP4: The organization annually evaluates vaccination rates and reasons for nonparticipation; and 

· EP5: The organization implements enhancements to the program to increase participation.

Dr. Kurtz also discussed new medical management EPs aimed at the promotion of healthcare worker vaccination.

Discussion

A participant expressed doubt that the new standards will be more effective than those currently in place, stating that hospitals may “ramp up” standards before a JCAHO visit and then proceed with “business as usual” upon JCAHO’s departure. Dr. Kurtz said that the Commission is aware of such practices and that a new survey methodology will allow JCAHO surveyors to go throughout the hospital and talk directly with staff.

A participant expressed a desire to see the establishment of numerical goals. For instance, will JCAHO aim for 60 percent participation or for 80 percent participation? Additionally, will there be penalties for a failure to improve? Dr. Kurtz said that the surveyors will look at the statistics and they will want to see improvement in subsequent years. This could become a performance measure or a patient safety goal.

Other NVAC members also expressed a desire to have a definite percentage specified as a goal for participation. Dr. Kurtz said that she would take the Committee’s concerns back to JCAHO’s leadership, but that a number would probably not be available before 2008.

A participant observed that a potential problem with the proposed tracer methodology is that employees who have been offered vaccination may not remember the offer at a later date.

Request for Additional Public Comment

Dr. Freed opened the floor to additional public comment. There being none, the meeting was adjourned.
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Subcommittee on Immunization Coverage—Chair: Dr. Alan R. Hinman

Information Immunization Systems (IISs)—Alan Hinman, NVAC

Dr. Hinman noted that in 1997, NVAC was charged with identifying barriers to the development and implementation of IISs and defining milestones for the implementation of State- and community-based IISs. He outlined NVAC recommendations arising from a review of progress in 2000 and noted the Healthy People 2010 goal of increasing “the proportion of children [under] 6 years of age who participate in fully-operational population-based immunization registries” to 95 percent.

IIS Progress Report—Gary Urquhart, NCIRD

Mr. Urquhart reported that national coverage for children under 6 years of age having two or more vaccinations recorded in an IIS is 56 percent—a 35 percent increase from 2000. Some States (e.g., Arizona, Alabama, Arkansas, Louisiana, North Dakota, Michigan, Oregon, and Wisconsin) and cities (e.g., New York City and Philadelphia) have participation rates above 95 percent. Challenges (mostly administrative problems) in some States have kept participation rates low.

Twenty-seven States authorize an IIS and 14 States mandate reporting. Twenty-one percent of grantees report that they record information from birth through the age of 23. Sixty-three percent report that they include all ages.

Mr. Urquhart commented on the following to demonstrate the need for IISs:

· 4 million births per year (11,000 daily);

· Population mobility;

· Few providers send reminders;

· Parents and providers overestimate coverage;

· New vaccines continue to be recommended; and

· Public health emergencies may destroy local records.

Furthermore, he observed that IISs do the following:

· Inform clinical practice (e.g., they provide forecasts of what will be needed);

· Interconnect physicians;

· Help to personalize care; and

· Improve population health.

He went on to say that the CDC’s plans for IISs include the following:

· Achievement of the Healthy People 2010 goals;

· Promotion of IIS data use to support immunization program activities;

· Conduction of independent, objective analysis of IIS operations and data to certify readiness and measures of data quality; and 

· Continuation of efforts to improve IIS accountability and performance measures.

Michigan Care Improvement Registry (MICR)—Therese Hoyle, Michigan Department of Community Health

Ms. Hoyle, President of the American Immunization Registry Association (AIRA), invited meeting participants to visit AIRA’s Web site (www.immregistries.org) to find registry information specific to their area of focus.

Ms. Hoyle began her discussion by saying that MICR used to stand for “Michigan Childhood Immunization Registry.” The name was changed in response to a law that expanded the role of the Registry.

MICR is a Web-based life-span registry that includes over 50 million immunization records. The State has a 68 percent coverage rate and some counties have over a 90 percent coverage rate. To be accredited by the State, local health departments must have a 70 percent immunization coverage rate.

Ms. Hoyle discussed health plan initiatives in which insurers reimburse providers for participating in MICR. She went on to say that the Registry has developed a clinical record. In fact, MICR will have all data providers (as required) when the organization moves to electronic records.

When addressing adverse events, Ms. Hoyle stated that the Vaccine Adverse Event Reporting System (VAERS) reports stay with patients across providers. She went on to say that MICR provides automatic recall reports, providers set their criteria, and letters are generated.

In conclusion, Ms. Hoyle said that children’s immunization histories are available to schools and that coverage (by school) can also be seen. In the future, AIRA plans to implement a high-risk flag, share data between States, and provide a vaccine ordering system through the Registry.

In response to an attendee’s question, Ms. Hoyle noted that not all users have the same rights. For example, individual lead test data will not display to schools; however, physicians can access such data.

District of Columbia (DC) Immunization Registry—Rosemarie McLaren, DC Department of Health

The Registry began in 1992 and was linked to the DC Birth Registry in 2000. Currently, it contains approximately 400,000 records. The Registry includes data on travel clinics and links to organizations.

The DC Immunization Registry does the following:

· Supports vaccine management;

· Collects Vaccines for Children (VFC) data on individual patients;

· Captures lot number and manufacturer;

· Provides reports of doses administered;

· Generates reminder/recall lists;

· Provides online and monthly reports to Medicaid, Medicare, managed care organizations, schools, Women, Infants, and Children (WIC) Program, Head Start programs;

· Provides immunization records for patient visits (e.g., shows school-required immunizations and ACIP-recommended immunizations);

· Prints official immunization records; and

· Sends faxes to agencies enrolled in health alert system.

Disease investigators access the Registry, vaccine adverse events and specific populations can be tracked, and all assessment activities are done solely through the Registry.

Ms. McLaren noted that only 40 percent of public school children were immunization compliant in 2001. However, that figure has now increased to over 96 percent.

Future activities will include the integration of inventory and ordering with the Vaccine Management Business Improvement Project (VMBIP). In addition, plans are being made to increase the number of electronic medical records systems linked to the Registry.

Proposed NVAC Recommendations—Alan Hinman, NVAC

Dr. Hinman led a discussion of recommendations that NVAC could make to further the progress of IISs. There was general agreement on the broad goals, but much discussion regarding how these goals could best be met and what language should be used to convey the Subcommittee’s intent.

Issues raised in discussion included the following: (1) Financial incentives for participating providers, (2) the need for language specifying (for each point detailed) the parties responsible for implementation, and (3) the additional workload for providers (as a barrier to participation).

The Subcommittee came to the consensus that the objectives should do the following:

· Ensure appropriate protections of privacy and confidentiality for individuals and security of information included in registries;

· Ensure participation of all immunization providers and recipients;

· Ensure appropriate functioning of registries;

· Promote the expansion and utility of IISs; and

· Ensure sustained funding for registries.

Given that there was insufficient time to resolve all issues, the Subcommittee decided to postpone its recommendations to the full Committee. Dr. Hinman will circulate a revised copy of the proposed recommendations among members of the Subcommittee. Members are urged to provide their views regarding the most effective mechanisms and language for achieving the Subcommittee’s agreed-upon goals. Specific actions will then be discussed at a future Subcommittee meeting and recommendations to the full Committee will follow.

Coverage of New Vaccines—Alan Hinman, NVAC

The Subcommittee will discuss new vaccine coverage issues at its next teleconference.

Subcommittee on Vaccine Development and Supply Report—Cochairs: Dr. Cornelia Dekker and Dr. Jerome Klein
Dr. Dekker welcomed members and introduced Dr. Jeanne Santoli from CDC who delivered a presentation on the “supply” side of the Subcommittee’s scope of responsibilities.

Childhood Influenza Vaccination: Now and in the Future—Dr. Jeanne Santoli
Dr. Santoli began her presentation with an overview of the 2006–2007 influenza vaccine supply, products, and recommendations. As of September 2006, there are four manufacturers, seven presentations, and approximately 100 million influenza doses. CDC anticipates an additional presentation and approximately 15 million more doses by the start of influenza season. Although ACIP has not expressed a preference regarding the use of thimerosal-free versus thimerosal-containing vaccine for children under 3, approximately 8 to 9 million doses of thimerosal-free vaccine and approximately 41 to 42 million doses of thimerosal-containing vaccine are licensed for children under 3. ACIP’s recommendation to expand routine vaccination of children to include those 24 to 59 months and their caregivers was based upon increased risk of clinic and emergency department visits within this age group and begins with the 2006–2007 season. For providers without sufficient vaccine for all 6- to 59-month olds, CDC recommends that providers consider prioritizing 6- to 23-month olds. After outlining ACIP plans for expanding routine vaccination of children, Dr. Santoli gave an overview of State laws regarding the thimerosal content of vaccines. As of August 2006, seven States have passes laws related to thimerosal content of vaccine. Four of these States have laws with effective dates during the 2006–2007 season and all seven include an exemption clause for a potential public health emergency or for epidemics. Lastly, Dr. Santoli acknowledged that there are critical factors that need to be assessed and addressed in the areas of surveillance, vaccine effectiveness and safety, feasibility, and vaccine supply before the existing recommendations are further expanded. The potential timeframe for modifying the annual influenza vaccination recommendations start with the 2008–2009 season, considering expanding recommendation to include all school aged children, 5- to 18-years old. Caregivers and household contacts would be added to the recommendation for the 2010–2011 season and universal vaccination would be recommended, if necessary, for the 2012–2013 season. Dr. Santoli ended her presentation and gave the manufacturers that were present an opportunity to give their perspective for production of vaccines over the next 2 to 5 years.

Manufacturer Updates

GSK

Peggy Rennals from GlaxoSmithKline indicated that that GSK has invested $2 billion to expand influenza vaccine production capacity. They have recently purchased a plant in Canada and will have the capacity to produce 7.5 million doses per year. They expect that FluLaval, which contains trace amounts of thimerosal, will be available this fall and plan to produce a thimerosal-free product in the future.

Sanofi Pastuer 

David Johnson reported that they have 50 million doses targeted to be provided to the U.S. market. Thirty to thirty-eight million doses will go out by the end of the October and the remaining supply will go out during the month of November.  The level of responsiveness based on demand will depend on FDA approval of a new influenza production facility, which will enable them to produce additional vaccine during the 2008-2009 season. This new facility will yield approximately 100 million doses through egg-based production. Phase 1 trials have been initiated for cell culture-based influenza vaccines that are being conducted in several centers in the United States. The cell line has been shown to produce large quantities of vaccines. Mr. Johnson indicated that changes in formulation and delivery mechanisms are major areas of investment for the company since they tie heavily to pandemic production.

Following the updates from Sanofi Pasteur and GSK, Mark Twyman gave a presentation on MedImmune’s influenza vaccines.

MedImmune
Mark Twyman stated that MedImmune currently produces two products (Flumist® and CAIV-T). Flumist is licensed in the United States for person aged 5 to 49 at a dosage of 0.5 ml and all doses will be released for distribution before the end of September 2006. The second product, CAIV-T, has been submitted to FDA for use in children 12 to 59 months (without a history of asthma/wheezing) and anyone ages 5 to 49. The dosage will be 0.2 mL, and it is expected that it will be available for the 2007–2008 season, pending approval. Mr. Twyman also addressed the impact of the expanded recommendations for vaccination of school-aged children. He noted that MedImmune has the capability to produce up to 35 million doses of vaccine assuming the recommendations are expanded to 5- to 8-year olds in 2007 and 9- to 18-year olds in 2008. Mr. Twyman stated that MedImmune is prioritizing production capacity to pediatrics; however, future supply will be dependent on policy recommendation and market demand. The company’s key objectives are to move from frozen FluMist to liquid CAIV-T, expand label in young children, and launch CAIV_T for 2007–2008 season. Mr. Twyman also indicated that they are beginning a cell culture production Phase 1 study in November 2006 and that they are prepared and committed to meeting the demands of the expanded recommendations.

Novartis

The last update by the manufacturers was given by Dr. Jeanne Santoli on behalf of Novartis. Dr. Santoli indicated that Novartis currently produces Fluvirin™, which is indicated for children 4 years of age or younger. They will increase production as demand warrants, but they currently do not have any plans to expand the age indication. They are also looking at cell culture as well as exploring production of p-free vaccines.

Background to Adjuvant Presentation—Dr. Corry Dekker

Following the presentations by the manufacturers on supply and production, Dr. Dekker gave some background information to lead up to the rest of the presentation on adjuvant research. She stated that the Subcommittee met in June to discuss adjuvants. They heard several presentations and felt that it was important to hear from manufacturers about their ongoing adjuvant research and dose optimization strategies. She then noted that the committee was preparing a paper on adjuvants that they plan to submit to JAMA.

Improved Vaccines using Immunostimulatory DNA Sequence (ISS) Adjuvants—Dr. Gary Van Nest
Dr. Van Nests’ presentation focused on Dynavax’s work using Immunostimulatory DNA sequence (ISS) adjuvants to improve vaccines. Dynavax has several ISS-adjuvanted vaccine programs. They have two programs in late stage clinical trials (HEPLISAV and TOLAMBA). Dr. Van Nest then discussed two preclinical programs being funded by NAID grants. One program is investigating an influenza vaccine using conserved influenza antigens linked to ISS, which provides protection against divergent, potentially pandemic strains and enhances the immunogenicity of standard trivalent inactivated vaccines. The other is investigating an anthrax vaccine that also utilizes ISS technology. Dr. Van Nest then discussed Dynavax’s work on making broadly protective influenza vaccine using ISS-conjugated conserved antigens. The conserved components can be added to standard vaccine to reduce dependence on antibody response to high variable HA and NA. The ISS conjugated conserved antigens will provide cross-protective immunity against a wide range of influenza A virus strains and potent adjuvant effect to HA and NA components when added to standard influenza vaccine. The Dynavax conjugate vaccine could be added to an HA/NA-containing vaccine from any manufacturer, stockpiled for further pandemic use, and reduce the need for annual vaccination due to the induction of potent, broadly reactive immune response. Lastly, Dr. Van Nest gave a summary of the progress with ISS conjugate influenza vaccine. He stated that preclinical studies with NP-ISS have demonstrated that it induces strong Th1-type cell-mediated immune responses in mice; induces NP-specific MHC class I IFNand cytolytic activity in mice; provides protection from challenge with drift and shift influenza viruses in mice; and enhances the antibody response to co-administered split vaccine in mice and primates.

Vaccine Development: Considering New Technologies—Dr. Laura York
Dr. York started her presentation by reviewing the factors that influence vaccine development for Wyeth. These included disease burden, knowledge of pathogens, technology platforms, and the overall vaccine environment. Societal adversity to risk along with advances in technology has resulted in more stringent guidelines driving up costs of development, manufacturing, maintenance, and time to licensure. Since liability is still an issue, companies must balance resources between established vaccine strengths and novel technologies (such as adjuvants) to ensure their future commercial viability. Next, Dr. York reviewed some of the issues with product development. She noted that enhanced products still require a full development program to enter an existing market and that superiority claims are difficult to get, especially based on immunogenicity. For new products, companies must pursue development programs of selected novel vaccine formulation that extend time of development and are high risk. However, if they pursue parallel programs, they further extend time and cost of development but at lower risks. Additionally, Dr. York noted two regulatory considerations in vaccine/adjuvant development. Since the licensed product is the vaccine antigen(s)/adjuvant combination, if studies of adjuvants alone as well as vaccine formulations are requested, agreement on relevant models for preclinical studies may be difficult. Wyeth is continuing cautious clinical evaluation using dose escalation and evaluation of plasmid-based adjuvants in addition to vaccine formulation. In summary, Dr. York stated that vaccine manufacturers recognize that new technologies such as adjuvants are promising. However, clinical experience with novel adjuvants is slowly accumulating and attitudes regarding risk-benefits of vaccination affect the ability to conduct clinical trials of vaccine/adjuvant formulations.

Toward the Rational Design and Development of Improved Vaccine Adjuvants—Dr. Nick Valiente
Dr. Valiente’s presentation focused on the design and development of improved vaccine adjuvants. He provided insight into how the formulations that Novartis is using can increase the therapeutic index of vaccines. He reviewed a study published in Lancet in 2001 by Nicholson et al. that showed that MF-59-adjuvanted H5 vaccine induces protective levels of antibodies against the HK 1997 H5N1 influenza virus. Dr. Valiente reviewed four public policy actions that would assist in adjuvant development. He noted that clear guidance on licensure paths from regulatory agencies was a key component. Encouraging translational medicine that has benchmarking candidates, novel clinical trial designs, early biomarkers of adjuvant activity /toxicity, and T cell-mediated immunity are all important measures. Lastly, increase in funding and a firmer grasp on mechanistic definitions of adjuvants will be critical. Dr. Valiente ended his presentation by stating that although empirical studies are still being conducted, more rational approaches to adjuvant research will capitalize on new knowledge of innate immunity, although separating immuno-toxicity (reactogenicity) from efficacy is still major hurdle.

Discussion

Many participants felt that a separate licensure for adjuvants was an important step in vaccine production, especially for pandemic influenza. Many felt that from a regulatory perspective, it was highly unlikely that adjuvants would be licensed separately from vaccines, except in the event of a pandemic. Ms. Rennals stated that GlaxoSmithKline has licensure for ASO4 adjuvant in Europe.

A second question was raised to the manufacturers about whether companies would be willing to make their adjuvants available for general use. Ms. Rennals stated that GSK would be willing to discuss that option.

The Committee then discussed what the next steps should be for NVAC in the field of adjuvant research and agreed that NVAC must define their needs. Some ideas of possible research included efficacy in high-risk individuals, duration of immunity, and range of cross-strain protection. Dr. Gus Birkhead stated that a broader approach would be to identify areas that would benefit from basic research and approach questions that could get basic scientists conducting the studies and supporting FDA. He noted that conducting studies on the subject of adjuvants and forward research, including vaccine delivery mechanisms for diseases like HIV and influenza, would be of great benefit.

Ultimately, the Committee noted that NVAC could help shape the environment around adjuvants by providing parameters; however, manufacturers will have to decide whether they are willing to take the risk.

Dr. Dekker and Dr. Klein thanked all of the industry representatives and adjourned the meeting.

Subcommittee Communication and Public Engagement—Chair: Dr. Sharon Humiston

HRSA Project on Childhood Immunization Communication—Sharon Humiston, NVAC

Dr. Humiston presented materials developed by HRSA for the childhood immunization communication project. The materials included a poster and a book entitled The Baby Shot. The childhood vaccine information was easy to read and colorful with the content based on questions answered by healthcare professionals. The information was derived from developmental research. Furthermore, the information was revised and tested on the target population in two Louisiana clinics. Reading material that would not fall apart in a diaper bag was one of the main criteria requested by parents. The communication project’s efforts resulted in an increase in parent satisfaction.

HRSA learned that the unmet needs research was instrumental to both the development of effective communication methods and as a research tool. The childhood immunization communication project’s research, revisions, and testing resulted in material for five other publications.

Dr. Humiston mentioned the need for the Committee to be more efficient. Ms. Emma English suggested using the Web site as a catalyst to increase efficiency. It was noted that the Web site could post the agenda for meetings, detail the time of phone calls, maintain a history of the Subcommittee, and list articles recommended by Committee members. The executive summaries and the PDF format of the article would allow Subcommittee members to access and discuss relevant topics related to immunization, communication, and public engagement. Ms. English noted that the Web site would need to be password protected as Subcommittee members’ personal information and upcoming calls would be listed. Dr. Humiston volunteered to list the details of what would go on the Web site and present the draft for group consensus.

Dr. Humiston encouraged input concerning the question of how NVAC thinks and defines communication and public engagement. The term “public consultation” refers to a sponsor asking the public questions on how a group feels about a subject. The term “public participation” refers to how the sponsor and public communicate with one another. In practical terms, public consultation was compared to a focus group, whereas public participation was compared to a town hall meeting. “Public engagement” was defined as involving experts and the public together for input on policy. The forum for public engagement involves experts who can facilitate discussion on a specialized topic and answer the public’s questions. There is opportunity for both sides to discuss their opinions, agree or disagree, and reach a consensus together.

After the terms were defined, Dr. Humiston asked if the Subcommittee title should be changed from the Subcommittee on Communication and Public Engagement to the Subcommittee on Public Communication, Consultation, and Participation. Ms. Koslap-Petraco offered to draft the recommendation to change the title of the Subcommittee for charter revision. Dr. Humiston stated that she would present the name change recommendation at the September 27, 2006 meeting for approval by NVAC.

Action: The Subcommittee voted unanimously to accept the title change to the Subcommittee on Public Communication, Consultation, and Participation.

Discussion of United Kingdom’s Biannual Survey of Parent Opinions—Joanne Yarwood, U.K. Department of Health

Ms. Yarwood reported on how the U.K. Department of Health did research to develop their immunization material. She mentioned that the material was based on a cross sectional survey financed by the government on a budget of U.S. $300,000. A Subcommittee member noted that this figure could help determine a budget for research design and implementation in the United States.

There was an open dialogue between the Subcommittee and Ms. Yarwood regarding how to create a large-scale immunization survey. Ms. Yarwood provided her expertise, based on her experience working for the U.K. Department of Health. Dr. Humiston noted that if the NVPO were to write a Request for Proposal (RFP), the proposal would have to address unmet needs and prioritize them. Ms. Yarwood noted that the United Kingdom’s on-going survey was intended to evaluate public opinion trends, which ultimately provided insight to prioritization for immunization coverage and risk management communication. Ms. Yarwood stated that surveys should be created so that they can accomplish the above goals. She also stressed the importance of including a publication plan during survey development to ensure that collected results could be published.

Subcommittee on Vaccine Safety—Chair: Dr. Andrew Pavia

Welcoming Remarks—Andrew Pavia, NVAC

Following introductions, Dr. Pavia stated that the Subcommittee would participate in an upcoming CDC-sponsored meeting. This meeting is in response to an Institute of Medicine (IOM) recommendation that a process be devised to involve the public in vaccine safety discussions.

Review of Inventory Report—Kenneth Bart, NVPO

Dr. Bart discussed the Inventory Report, which provides information regarding vaccine safety progress that has occurred over the past 8 years following the implementation of the National Vaccine Plan—a strategic framework for pursing infectious diseases. The Inventory Report represents a compilation of Federal agencies’ specific efforts to ensure safety. Although the report is still in clearance and is not yet available for distribution, Dr. Bart claimed that many agencies and audiences would benefit from this resource.

Dr. Pavia interjected to voice his concern about the clearance turnaround time, stating that the report should have been available for review at this September NVAC meeting. He went on to clarify that the report is not intended to provide information on vaccines, nor is it considered an official vaccine review.

The Subcommittee plans to discuss the approved Inventory Report in greater detail during the next NVAC meeting.

Review of “The Future of Drug Safety: Promoting and Protecting the Health of the Public” Report—Kathleen Stratton, IOM

Dr. Stratton discussed the IOM’s report entitled, The Future of Drug Safety: Promoting and Protecting the Health of the Public. This report, completed on September 22, 2006, was commissioned by the Center for Drug Evaluation and Research (CDER). Dr. Stratton stated that the report is “forward looking”—meaning that the Committee charged with preparing the report did not focus on specific drugs of the past; e.g., Vioxx. Rather, the Committee’s vision was to encourage the active reassessment of risk and benefit to drive regulatory action and authority.  Specifically, Dr. Stratton stated that the report intends to promote the same high-level quality currently in place for the postapproval process to that of the pre-approval process.

One of the attendees asked Dr. Stratton about the methodology used to obtain information for the drug safety report. Dr. Stratton replied by saying that information was collected through academic literature reviews, open meetings (to obtain individual’s policy positions), confidential interviews (with FDA staff), and Institutional Review Board inquiries (at national academic institutions).

Following Dr. Stratton’s response, Dr. Pavia said that a drug safety crisis does not exist presently, despite the public’s perception otherwise; (i.e., response to the Vioxx issue. He further stated that the report is meant to inform the Federal agencies—it is not intended to affect drugs that are currently on (or off) the market. Dr. Pavia then went on to say that the drug safety report invokes the following noteworthy questions:

· Are safety signals recognized and addressed in a timely fashion?

· Is the public informed about safety problems in a timely manner?

· Do interactions between pre- and postmarketing CDER staff facilitate effective action on drug safety?

· Does CDER have the expertise, technology, scientific capacity, authority, and resources to achieve FDA’s mission to protect and advance the public’s health?

· Do the political, social, and economic aspects of the external environment and the expectations of other stakeholders affect the FDA’s function?

After the Subcommittee acknowledged the above questions, Dr. Pavia addressed the most salient points derived from the IOM’s twenty-five recommendations. These significant recommendations—captured in the report—are as follows:

1. Organizational Culture

A stable organizational culture serves to maintain the morale of researchers; thus, a commissioner should be appointed for a 6-year term and an external management advisory board should be appointed to advise the commissioner. By giving joint authority to these two offices and by introducing specific safety-related performance goals, a stable environment will ensue.

2. Science and Expertise

CDER should: (1) Conduct a systematic scientific review, (2) increase intramural and extramural programs that access data from healthcare databases, (3) assume timely and valid performance of Risk Minimization Action Plans, (4) build internal epidemiologic and informatics capacity to improve post marketing assessment, and (5) ensure that trial registration and posting of summaries be mandatory. Furthermore, review teams should regularly evaluate all post-marketing studies and make their assessments available to the public.

3. Regulation

Congress should: (1) Provide oversight to agency/industry and provide enforcement tools, (2) ensure that the FDA has the ability to require post-marketing risk assessment, and (3) ensure that the FDA has the necessary tools to make drug distribution conditional. Additionally, the FDA should have a formal data review of all molecular entities (not more than 5 years following approval).

4. Communication

A new FDA communication advisory committee should be established, with a focus on patients and consumers.

5. Resources

The administration should request—and Congress should appropriate—substantially increased resources; e.g., funds and personnel.

* Note: These resources should not come from Prescription Drug User Free Act (PDUFA) funding.

 Discussion
The Subcommittee acknowledged the above recommendations by stating that although progress is being made, improvement is still possible. Furthermore, the attendees agreed that reviewing the report was a worthwhile exercise during the session.

Action: Based on the IOM’s report, the Subcommittee will determine specific actions that NVAC can take to improve drug safety and they will present their recommendations at the next full Committee meeting.
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