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COMBATING THE FLU: KEEPING SENIORS
ALIVE

TUESDAY, SEPTEMBER 28, 2004

U.S. SENATE,
SPECIAL COMMITTEE ON AGING,
. Washington, DC.

The committee met, pursuant to notice, at 10:04 a.m., in room
SD-628, Dirksen Senate Office Building, Hon. Larry E. Craig
(chairman of the committee) presiding.

Present: Senators Craig, Bayh, and Carper.

OPENING STATEMENT OF SENATOR LARRY E. CRAIG,
CHAIRMAN :

The CHAIRMAN. Good morning, everyone, and welcome to today’s
hearing, which deals with an especially appropriate topic, as we
find ourselves in the first days of the National Adult Immunization
Awareness Week. This year’s theme is building a path for a
healthier tomorrow. I suppose we could say that we are here this
morning to find out how that path-is being built and where it
leads, and just how safe is that path for today’s older Americans?

Last year’s vaccine shortages combined with an unusually early
flu season resulted in heightened awareness of the importance of
immunization. With news reports of people standing in line for
hours to be immunized, many of us questioned for the first time
whether we can assume that everyone who needs a vaccine can ob-
tain one.

Today’s hearing will focus on adjustments that have been made
to the public health system as a result of last year’s challenges. We
will hear testimony as to what announced delay in production
might mean for the flu season and the implications for America’s-
seniors as we move forward in pandemic preparedness planning.

I realize that flu does not limit its attacks to the aging popu-
lation exclusively. However, this potential killer certainly poses a-
high risk for this country’s seniors. Last year, 36,000 Americans
died from exposure to flu. Approximately 90 percent of them were
over age 65. I think there are those in the community who say this
is a killer of our old.

In my own state of Idaho, with the exception of one victim, all
of those who died were over the age of 50. Another 200,000 people
were hospitalized across the country. Influenza is a serious disease.
We cannot underestimate the danger it poses to the seniors of
today and the boomers of tomorrow.

Because of this concern for our citizens, I joined with Senator
Bayh, who I think will be with us in a few moments, and who cer-
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tainly was instrumental in encouraging this hearing today, I joined
with him in introducing Senate 2038, the Flu Protection Act of
2004. I look forward to hearing how elements of this legislation are
currently being addressed in the public health system and by vac-
cine manufacturers.

We are pleased to be joined today by experienced public health
officers or officials including one from my home state of Idaho and
the Government Accounting Office. We are also joined by the Presi-
dent and CEO of one of the few manufacturers who continue to
‘provide vaccines in the United States.

I believe many of you here are particularly interested in hearing
more about the announcement their company made earlier this
morning on the topic. .

We have two panels this morning. On our first panel we will
have Dr. Ostroff, deputy director for the National Center for Infec-
tious Disease at the Center for Disease Control and Prevention. We
will have also Dr. Pamela McInnes, deputy director of the Division
of Microbiology and Infectious Diseases at the National Institute of
Allergy and Infectious Diseases.

Our second panel, we will hear from Janet Heinrich, director of
Healthcare and Public Health Issues at the Government Account-
ing Office. She will be joined with a consultant from my home
state, or constituent I should say from my home state, Carol
Moehrle, district director of the North Central District Health De-
partment, located in Lewiston, ID. Finally, we will have Dr. How-
ard Pien, CEO and president of Chiron Corporation.

We want to welcome all of you this morning for taking the time
to be with us. I think you have an important and valuable message
to -America and especially to America’s seniors. So with that, Dr.
Ostroff, we will start with you.

STATEMENT OF STEPHEN M. OSTROFF, M.D., DEPUTY DIREC-
TOR, NATIONAL CENTER FOR INFECTIOUS DISEASES, CEN-
TERS FOR DISEASE CONTROL AND PREVENTION, WASH-
INGTON, DC;

ACCOMPANIED BY LANCE RODEWALD, DIRECTOR, IMMUNIZA-
TION SERVICES DIVISION, NATIONAL IMMUNIZATION PRO-
GRAM, CENTERS FOR DISEASE CONTROL AND PREVENTION

Dr. OsTROFF. Thank you very much, Mr. Chairman, and let me
thank you and this committee for their leadership on this and
many other important public health issues. Let me also introduce
Lance Rodewald, who is the director of our Immunization Services
Division in the National Immunization Program, who will be here
to answer questions.

The CHAIRMAN. Lance, welcome to the committee.

Dr. RODEWALD. Thank you. .

Dr. OSTROFF. Let me begin by thanking you for a very timely
hearing since we are now entering the new influenza season. Many
of our public health issues particularly strike older Americans, and
therefore we look forward to working jointly with you to find solu-
tions that impact this population. This is especially true for flu.

CDC analysts, as you pointed out, recently published a report in
the Journal of the American Medical Association updating data on
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the burden of influenza as measured by hospitalizations in the
United States. This analysis unfortunately revised upward the an-
nual number of hospitalizations to 200,000. .

As you mentioned, in addition we estimate that 36,000 Ameri-
cans die each year from the flu, and this is just during an average
flu year. The seeds of this bad news lie in the otherwise good news-
that today Americans live longer. Fully, 90 percent of deaths from
complications of the flu occur in persons over the age of 65 years,
as do about two-thirds of those hospitalizations.

Therefore, as Americans live into their eighties, nineties, and
even reach the century mark, the number of persons at highest
risk for severe consequences of the flu rises too. Far too many of
these hospitalizations and deaths are avoidable, even those that
occur among our oldest citizens.

The keys to prevention when it comes to flu are vaccination, vac-
cination, and vaccination. Let me explain. First, all senior citizens
should be vaccinated against the flu. This vaccine clearly reduces
the chance someone will get the flu. Even if they do get the flu,
their chances of having serious complications are much, much
lower.

Second, we need to make sure that older Americans get other
vaccines that work in concert with the flu. This is especially true
of the pneumococcal vaccine which many people commonly refer to
as the pneumonia vaccine.

Third, we need to make sure that the people who spend time
around older Americans during flu season are themselves vac-
cinated. When such persons themselves do not get the flu, they
cannot spread it to others who are around them. That is why we
target those who share the same household with, and those who
provide services to, older Americans.

When it comes to flu vaccine, the news is often good and bad at
the same time. As you can see on the poster here, without question,
we have made steady progress in getting flu vaccine to persons
over the age of 65. Today, about two-thirds of these persons get an
annual flu vaccine, but that also means that about a third of them
do not, and that we have a ways to go to reach our Healthy People
2010 goal of 90 percent..

We also see a clear equity gap. African American and Hispanic

seniors are far less likely to be vaccinated against flu than are the
others. As for healthcare providers who are not shown on -this
graph, our surveys show us that only about one in three get an an-
nual flu shot. So clearly, we have our work cut out for us.
_ As you know, last season was especially difficult. First, it came
on more rapidly and earlier than almost any recent flu season. Sec-
ond, several locations suffered from a series of very highly pub-
licized and tragic deaths in young children. Third, there was rising
concern about avian influenza, or bird flu, in Asia..

These factors drove an unprecedented demand for flu vaccine, a
demand that could not be met, resulting in a run on remaining vac-
cine and coast-to-coast shortages.

Unfortunately, last season came on the heels of several years of
fairly mild flu activity. As a result, as seen here on this graph, in
those years, vaccine supplies began to far exceed demand and
many doses went unused and had to be unfortunately thrown out.
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So in 2003, the two primary domestic manufacturers cut back their
production to balance the supply with the demand. At CDC, we
have been working to reduce the chance of a similar problem this
year.

First, we have improved our surveillance. In addition to having
better monitoring systems for flu itself, we are now working closely
with the manufacturers and distributors to better monitor the vac-
cine supply. This way we can be more certain we know how much
is out there, where it is, and can anticipate problems, and we have
created a buffer stockpile of 4.5 million doses should any shortages
arise.

The manufacturers have also responded by increasing production
to a record 100 million doses. As a result, the potential for similar
problems this season is much lower. But more needs to be done.
We would like to see more people get vaccinated against the flu.

Shown here are some of the posters we have used in this year’s
educational activity. This one targeting seniors and the next poster
targeting healthcare workers. Meeting our goals will require work
on all of our parts: policymakers, public health, the health care sys-
tem, and industry.

This is why for the past few years, we have been working
through a coalition known as the Influenza Summit. We have also
- partnered with CMS on a project to allow standing orders for flu
vaccine.

Before closing, let me just touch quickly on more issue which is
pandemic flu. Given the ongoing problems in Asia, many believe
today we are closer to the next influenza pandemic than we have
been in decades. These strains in Asia have already demonstrated
two of three requirements for a pandemic.

First, there are flu strains that have not been widely circulating
in humans, and second, they produce very high fatality rates. All
they now need to do is acquire the ability to easily spread from per-
son to person. HHS has been taking steps to address this threat.
We have expanded our monitoring systems in Asia and with WHO.
We have assured year-round egg availability for vaccine produc-
tion. We are stockpiling antiviral drugs, and we are developing and
purchasing pilot lots of vaccines against the strains of most con-
cern. In August, we published the draft HHS Pandemic Plan which
is now undergoing a 60-day comment period.

So, in summary, flu has been and will remain a very serious con-
cern to the health and well-being of all Americans but especially
older Americans. We look forward to working with the committee
and with Congress to meet this challenge.

Thank you very much and we will be happy to take questions.

[The prepared statement of Dr. Ostroff follows:]
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Good Moming, Mr. Chairman and Members of the Committee. | am Dr. Stephen
Ostroff, Deputy Director, National Center for Infectious Diseases, Centers for
Disease Control and Prevention (CDC). | am accompanied today by Dr. Lance
Rodewald, Director, Immunization Services Division of CDC’s National
Immunization Program. Thank you for inviting us to provide information on the
upcoming influenza season, especially with regard to older Americans. CDC has
been working hard for many years to raise awareness of the need for influenza
vaccinations, and we appreciate your interest in and support for preparedness for

this and future influenza seasons.

Introduction _ '

You may have heard of the recent CDC study published in the Journal of the
American Medical Association showing new estimates that more than 200,000
respiratory and circulatory hospitalizations and 36,000 deaths are associated
with influenza each year in the United States, substantially more than previous
estimates. The report notes that the aging of our population is an imponant'
contributor to the increasing numbers of influenza-associated hospitalizations
and deaths. Based on US census estimates, the numbers of very elderly people
(85 years and older) in the United States will continue to increase. Consequently,
the numbers of influenza-associated hospitalizations and deaths will also likely
increase over time unless we take action to strengthen our vaccination efforts.
According to the National Health Interview Survey, only about 64 percent of
those over age 65 were immunized for influenza in 2002. Although this is a
higher percentage of influenza vaccination than for other targeted groups, itis
still insufficient. Additional efforts are needed to ensure that current

recommendations for influenza vaccination for all high-risk individuals, those who

Combating the Flu: Keeping Senlors Alive September 28, 2004
Senate Special Committee on Aging :



live in households with high-risk individuals and health care workers that care for
these persons are fully implemented. Efforts to vaccinate older Americans and

their contacts annually must continue to be a priority for immunization programs.

The elderly population is steadily increasing worldwide due to improved
healthcare practices and advances in medical science. However, illnesses
caused by a number of infectious diseases are still high when compared with that
of younger individuals. This is due to a decline in immune function, which affects
both the ability to resist infectious diseases and the ability to generate protective
immune responses following vaccination. As a result, the incidence of severe
respiratory disease, not only due to influenza but also due to respiratory syncytial

virus (RSV) and pneumococcal pneumonia, increases in the elderly.

Surveillance and Vaccine Strain Selection

Protecting individuals who are at greatest risk of serious complications from
influenza through vaccination is the primary strategy for preventing.severe
complications from the disease, including associated deaths. CDC, in
collaboration with. WHO, FDA, and regulatory agencies from Australia, Japan,
and the United Kingdom, examines data to determine what, if any, vaccine strain
changes should occur each year to keep the vaccine well matched with the
currently circulating influenza strains. We know the vaccine works best when the
vaccine strains are closely matched to the strains that circulate. As part of the
vaccine strain selection process each year, CDC studies the immune response of
vaccinated volunteers to determine how well the current vaccine protects against
the currently circulating influenza viruses. Responses in young children, healthy

adults, and older persons are examined to help ensure that the vaccine

Combating the Flu: Keeping Seniors Alive September 28, 2004
Senate Special Committee on Aging
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strains selected are the best overall choice after taking all age groups into

consideration.

Although we cannot predict the timing or severity of the influenza season, we are
constantly monitoring influenza viruses worldwide for changes that might indicate
the need to change the vaccine strain. So far this season, very few influenza
viruses have been isolated from U.S. patients. However, the majority of strains
that CDC has characterized are well matched to the vaccine that has been

produced for the coming season.

influenza Vaccine Supply: Past, Present and Future

U.S -licensed influenza vaccine is produced by three manufacturers, two making
inactivated vaccine and one making a live attenuated vaccine delivered by nasal
spray. All vaccine is produced, and the vast majority distributed and
administered, by the private sector. Because of the time required to manufacture
vaccine and the need to obtain adequate supplies of embryonated eggs in which
influenza virus is grown for vaccine production, manufacturers must predict
demand and decide on the number of vaccine doses to produce 6 to 9 months -

before the onset of the influenza season.

Production of vaccine for the 2003-2004 influenza season was based on the
previous year's demand. During the 2002-2003 influenza season, supply
exceeded demand by approximately 12 million doses, which were not sold.
Therefore, the next year manufacturers produced about 83 million doses of the
inactivated vaccine, as well as about 4 million doses of the live attenuated

vaccine, for a total of approximately 87 million vaccine doses. Unfortunately,

Combating the Flu: Keeping Seniors Alive September 28, 2004
Senate Special Committee on Aging



last year the demand for influenza vaccine in the United States exceeded what

had been experienced in previous influenza seasons. We believe this shortage
resulted from the early onset of the influenza season, which occurred during the
months that vaccination usually takes place, and the widespread media reports

of influenza-caused deaths among children.

Based on information from influenza vaccine manufacturers, 100 million doses of
influenza vaccine will be available to Americans in 2004. This record number of
doses should be an adequate supply for the upcoming season. However,
demand is always difficult to gauge, and this year influenza vaccination is being
recommended for the first time for all children 6 months to 23 months of age by
CDC, the American Academy of Pediatrics, and the American Academy of
Family Physicians. In an attempt to foresee a shortage, CDC conducts weekly
calls with influenza vaccine manufacturers to monitor vaccine supply throughout

the influenza season.

In addition, in August, one of the two manufacturers of inactivated influenza
vaccine announced that some vaccine lots, amounting to approximately 2 million
doses of vaccine, were contaminated and cannot be used. The manufacturer is
retesting the remaining lots of vaccine for sterility, and this additional testing will

introduce a delay in the release their vaccine by approximately one month.

On the plus side, CDC has contracted for thefirst time ever for a stockpile of
inactivated influenza vaccine- (4.5 million doses) for the upcoming season. This
vaccine will become available early in December 2004. This stockpile should

work to cushion any concerns about potential shortfalls.

Combating the Flu: Keeping Seniors Alive September 28, 2004
Sepate Special Committee on Aging
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DHHS is currently working on long-range strategies to improve future influenza
vaccine supplies. The current egg—baséd system used to produce licensed
influenza vaccines — despite being reliable for more than 50 years — can be
improved. Challenges to the current system include: 1) a lengthy manufacturing
process; 2) the need to select which virus strains will be in the vaccine at least
six months in advance of the influenza season; and 3) the need to produce 100
million plus doses of a new influenza vaccine each year, the amount needed to
vaccinate all at risk people. The current production techniques cannot be scaled
up rapidly enough to provide additional doses of vaccine if demand outpaces .
supply in a regular influenza season. Despite these challenges, egg based
vaccines will continue to play an important role in the supply of influenza
vaccines. To address the issues presented by current technology, DHHS is
encouraging the development and U.S. licensure of influenza vaccines produced
with new technology, including the development of cell culture-based vaccines.
Resources have been made available in the FY 2004 budget, and requested in

the FY 2005 budget, for this important activity.

Influenza Vaccine Recommendations and Improved Vaccine Coverage
Each year, CDC works with the Advisory Committee on Immunization Practices
(ACIP) to review and update influenza vaccination recommendations. Relevant
highlights of these recommendations include annual influenza vaccinations forall
individuals 50 years of age and older, for individuals with medical indications
including chronic diseases, such as cardiovascular disease, asthma, diabetes,
and immunosuppression whether caused by medication or disease regardiess of

age, as well as for all persons in long term care facilities. Children between 6

Combating the Flu: Keeping Seniors Alive September 28, 2004
Senate Special Committee on Aging



11

and 23 months of age and close contacts of high-risk individuals should also get

vaccinated.

Workers in certain occupations, who are likely to transmit influenza to others,
should be vaccinated. This is especially true of health care providers. According
to the National Health Interview Survey for Health Care Workers, only 38 percent

of health care providers in this country receive influenza vaccine annually.

These annual ACIP recommendations are published before each influenza
season so that providers can become familiar with them and have time to
implement any re9ommended~ changes. Through our educational efforts for
providers and the public, we are stimulating increased demand for vaccine. To
achieve our Heaithy People 2010 targets of vaccinating 90 percent of adults 65
years and older and 60 percent of high-risk adults ages 18 to 64, we will need to
increase these efforts and address other barriers to vaccination. CDC and its

partners are working in many ways to improve influenza vaccine uptake.

1. CDC has continued its collaboration with the Centers for Medicare and
Medicaid Services (CMS) to encourage and promote “standing orders” to
improve influenza and pneumococcal vaccination levels in nursing homes
and other healthcare facilities throughout the country. A standing order
enables a facility to provide these vaccinations by appropriately qualified
personnel without an individual prescription. In 2002, CDC and CMS
completed a three year program to promote standing orders for Médicare
patients in nursing homes. Initial data showed that standing orders are

both more effective and more cost-effective than.other methods for

Combating the Flu: Keeping Seniors Alive September 28, 2004
Senate Special C: ittee on Aging
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increasing immunization coverage against influenza and invasive
pneumococcal disease among nursing home residents. Based on the
success of this work and recommendations from ACIP, CDC worked with
CMS to change Medicare’s regulatory structure to encourage the use of
standing orders for flu and pneumococcal vaccines in nursing homes,
home health agencies and hospitals.

2. CDC and the American Medical Association have co-sponsored the
annual National Influenza Vaccine Summit for the past four years. The
Summit includes over 90 partners and stakeholder organizations working
together year-round to address the challenges associated with production,
distribution and administration of influenza vaccine. Both the National
Council on Aging and the American Association of Retired People has
attended Summit meetings.

3. The Department of Health and Human Services (HHS) has made the
elimination of racial and ethnic disparities in influenza and pneumoccocal
vaccination coverage for people 65 years of age and older a priority. To .
address these disparities and to assist in reaching the 2010 national
health goal of 90 percent influenza and pneumococcal vaccination rates
among persons 65 years of age and older, CDC and other federal
partners faunched the Racial and Ethnic Adult Disparities Immunization
Initiative (READII) in July 2002. The five READII demonstration sites have
developed partnerships with public health professionals, medical providers
and community organizations to develop and implement community-based -
interventions and innovative approaches to increasing immunization

levels.

Combating the Flu: Keeping Seniors Alive . September 28, 2004
Senate Special Committee on Aging
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4. The SPARC initiative (Sickness Prevention Achieved through Regional
Coliaboration), established by the Berkshire Taconic Community
Foundation in 1994, represents a collaboration of 75 organizations and
businesses with an interest in disease prevention in a four-county region
at the junction of Connecticut, Massachusetts, and New York (regional
population: 636,000). SPARC has been working since 1395 to increase
the use of influenza vaccination among persons aged greater than or
equal to 65 years in each of the four counties through outreach and
marketing campaigns. To promote pneumococcal vaccination, in 1997,
SPARC's collaborators in two counties offered pneumococcal vaccination
along with influenza vaccination, which more than doubled the prevalence
of pneumococcal vaccination with only a modest increase in resources.

5. Beginning in 2001, CDC requested that states develop contingency plans
in the event of an influenza vaccine shortage and provided written
guidelines to assist them in planning. Should a shortage of influenza
véccine occur, CDC has plans for recommending tiered vaccination. The
recommendations would be for providers to vaccinate high risk patients,
which includes seniors, on a priority basis.

6. During the 2003-2004 influenza season, the American Lung Association
(ALA) implemented a web-based directory of influenza vaccination clinics
throughout the nation. There were a record-setting 150 miflion hits to the
Flu Shot Directory during October and November, 2003. The ALA hopes
to have even more participation during the 2004-2005 influenza season.

7. To prepare for this season the National Foundation for Infectious Diseases
released a call to action to address low influenza vaccination coverage

among health care professionals.

Combating the Flu: Keeping Seniors Alive September 28, 2084
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Communications for the 2004-2005 Influenza Season
CDC begins its annual national public-education campaign to promote the
benefits of influenza vaccine and the most current influenza vaccination
recommendations prior to the influenza season. Partnerships with health
departments, medical societies, social service organizations and the private
sector are important eléments in the influenza communication efforts: Those
aged 50 and older are a key target of the public education campaign. This
season COC is promoting.four key messages to providers and the public:

«» Influenza is a serious disease;

« Getting vaccinated every year is your best protection;

« Your vaccinatibn helps protect others;

» October and November are the best months to get vaccinated.
Based on formative research, printed materiails have been developed in both
English and Spanish and made available on the CDC website. Many of these
materials target seniors and use images and messages that resonate with this
audience. A national media campaign, consisting of press conferences,
teleconferences, news releases (video, audio and print), and radio

advertisements, was launched this month for the upcoming season.

CDC takes steps to communicate issues regarding influenza to all possible
audiences. We have a proactive campaign to keep health care providers and
states informed as the season progresses through the dissemination of a series
of CDC Health Updates and articles in CDC’s weekly publication, Morbidity and
Mortality Weekly-Report (MMWR). These publications provide updates on U.S.

influenza activity and address issues such as the importance of timely

Combating the Flu: Keeping Seaiors Alive September 28, 2004
Senate Special Cemmittee on Aging-
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vaccination, with priority placed on vaccinating persons at high risk for
complications from influenza. They also provide guidelines for infection control

and use of antiviral drugs.

Preparedness for 2004-2005 Influenza Season

Domestic influenza surveillance will be augmented this season with two new
components: surveillance for pediatric hospitalizations and pediatric mortality
reporting. In addition, we are expanding our capacity to identify new strains of
influenza viruses more rapidly and evaluating vaccine effectiveness annually
using prospective study methods so that reliable information is available on the

match of the vaccine to current circulating strains.

While domestic and international health are inextricably linked, the fulfillment of
CDC's domestic mission — to protect the health of the U.S. population - requires
increased global awareness and collaborations with global partners. To that end,
HHS and CDC recently undertook an initiative to build capacity for influenza
surveillance in Asia. By expanding intemational surveillance networks and
sharing of influenza virus isolates through the World Heaith Organization (WHO)
surveillance network, we will increase our ability to detect new variants earlier,
and thus generate more timely data with which to make vaccine decisions.- At
the same time, we will have the added benefit of early wamings of new viruses
with pandemic potential or other infectious diseases. The investment has
already proven fruitful as the surveillance network created for influenza played a

key role in detecting and characterizing the spread of SARS.

Influenza Pandemic Planning

Combating the Flu: Keeping Seniors Alive September 18, 2004
Senate Special Committee on Aging
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While preparing for the upcoming season, the possibility of an influenza
pandemic must also be considered. The National Vaccine Program Office
(NVPO) in the Department of Health and Human Services has responsibility for
coordinating and ensuring coltaboration among the many federal agencies
involved in vaccine and immunization activities. Significant progress has been
made in vaccinating America’s seniors. More needs to.be done. in August
NVPO published the pandemic influenza preparedness and response plan for
public comment in the Federal Register. This plan includes approaches for
improving annual influenza disease control, including vaccine production,

distribution, and administration.

Conclusion

Mr. Chairman, although the influenza season arrived earlier than usual last year,
associated diséase and death was on par with other recent years when influenza
A(H3N2) viruses predominated. However, the impact on the health of
Americans, especially seniors, remains far too high. Last season’s media
attention increased consumer awareness of the impact of this disease and
demand for vaccine late in the influenza season. The challenges oflast season
and the recent report in JAMA concerning the morbidity and mortality caused by
influenza during regular seasons highlights the urgency of improving the nation’s

capacity to respond to a catastrophic event such as an influenza pandemic.

To address the challenges we face, we need to be able to respond more rapidly
than current vaccine production methods allow. In addition, we need to enhance
our monitoring activities so we can detect virus variants earlier so they can be

incorporated into annual vaccine formulations. We must continue to strengthen

Combating the Flu: Keeping Seniors Alive September 28, 2004
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our promotional efforts to educate the public about the importance of routine
influenza immunization to create the demand to vaccinate high-risk individuals,
alleviate surges in demand, and develop a consistent market so manufacturers
can better gauge vaccine supply. We must convince our seniors and others at
high risk for complications from influenza to get vaccinated annually. Our
continuing collaboration with state and local public health partners, healthcare
providers, and private sector partners will improve our nation's ability to plan and

prepare for influenza.

Thank you again for holding this hearing on such an important public health
issue. | encourage you, if you are in one of the groups recommended to be
vaccinated, to get your own influenza vaccinations. Dr. Rodewald and | would be

happy to respond to any questions you may have.

Combating the Flu: Keeping Seniors Alive September 28, 2004
Senate Spectal Committee on Aging
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The CHAIRMAN. Well, Doctor, thank you very much for that testi-
mony. Now let us turn to Pamela McInnes, deputy director, Divi-
sion of Microbiology and Infectious Diseases, National Institute of
Allergy and Infectious Diseases. That is a great title, Pamela. Wel-
come to the committee.

STATEMENT OF PAMELA M. MCINNES, DDS, MSC, DEPUTY
DIRECTOR, DIVISION OF MICROBIOLOGY AND INFECTIOUS
DISEASES, NATIONAL INSTITUTE OF ALLERGY AND INFEC-
TIOUS DISEASES, BETHESDA, MD

Dr. McINNES. It is long. Thank you, so much. Mr. Chairman,
thank you for the opportunity to discuss with you and the com-
mittee the role of the National Institutes of Health in combating
influenza. The National Institute of Allergy and Infectious Dis-
eases, fondly known as NIAID, a component of the NIH, is the lead
Federal agency for conducting, supporting, and coordinating re-
source on influenza and other infectious diseases. ]

Influenza is a classic example of a reemerging disease. It is not
a new disease but it continually changes. In most years, flu viruses
that infect humans globally undergo small changes. If enough of
these changes accumulate, the virus is able to escape the human
immune response that resulted from prior exposure to influenza vi-
ruses or vaccination.

These changes are the basis of well-recognized patterns of influ-
enza disease that occur every year. One of the population groups
at risk of the serious complications of influenza is the group over
65 years of age.

Only three: types of influenza viruses routinely circulate amongst
humans. However, all known influenza A subtypes are common in
the gastrointestinal tract of wild ducks. Because. the replication
machinery of the influenza virus is prone to errors as the virus.
multiplies, avian flu viruses can emerge that may be able to jump
species into domestic poultry, farm animals and humans. H5N1
avian flu viruses made the jump directly from birds to humans in
1997 in Hong Kong, but because the virus did not acquire the abil-
ity to spread from human to human, only a limited number of
deaths occurred.

Currently, H5N1 avian influenza virus in Vietnam and Thailand
also have made the jump directly from bird to humans and has.re-
sulted in a 72 percent mortality rate. The fear is that the avian
H5N1 and a commonly circulating human influenza virus might re-
combine resulting in the global spread of a new deadly influenza
virus that can be spread among humans and to which the majority
of the world will be susceptible, referred to as a pandemic strain.

The overall goal of the NAIAD influenza program is to support
research that leads to more effective approaches for controlling in-
fluenza. This program has two major components, both of which
are specified in the nation’s draft Pandemic Influenza Prepared-
ness and Response Plan.

The first component reflects long-standing programs for inter-
pandemic influenza, including basic research, surveillance for the
detection of animal and bird influenza viruses with pandemic po-
tential, and the identification, development, and evaluation of rapid
diagnostics new antiviral drugs and vaccines.
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Because influenza is so easily transmitted, effective vaccines are
essential to the control of annual flu epidemics. Although the cur-
rent egg-based system used to produce licensed flu vaccines has
been reliable, there is room for improvement. NIAID is supporting
a number of research projects to develop flu vaccines that can be
manufactured more rapidly and are more effective.

Recently, NIAID supported a clinical trial in older adults of a
new influenza vaccine produced in a cell culture system as an al-
ternative to manufacturing the vaccine in eggs. The positive results
of this trial suggest that this new vaccine approach could be a via-
ble alternative to the traditional egg-based influenza vaccine.

Although vaccination in the elderly population is very effective in
preventing severe illness, complications and death, we know that
elderly individuals are protected less effectively by vaccination that
younger individuals. There is early research evidence that in-
creased doses of vaccine in the elderly result in a higher level of
protective antibodies against influenza virus.

NIAID is also supporting research to determine if a novel booster
vaccination strategy would improve the efficacy of flu vaccines in
the elderly.

The second component of NIAID’s influenza program is geared to
address the emergence of influenza viruses with pandemic poten-
tial in humans. NIAID has already begun to implement this care-
fully planned process in response to the H5N1 avian outbreak in
southeast Asia.

An NIAID contract investigator used reverse genetics technology
to generate a reference virus that has the characteristics of the
H5N1 wild type virus but is safe for researchers and manufactur-
ers to work with in the laboratory and in the manufacturing plant.

NIAID has provided this reference strain to the currently li-
censed and activated flu vaccine manufacturers, Aventis and
Chiron. Under contract to NIAID, both of these manufacturers are
developing pilot lots of the inactivated H5N1 vaccine. NIAID will
test this vaccine in people for safety and the ability to raise anti-
bodies. It is planned that one of the groups in the studies will be
older adults. These actions are critical steps which will help pre-
pare the Nation to respond to a pandemic influenza outbreak.

Mr. Chairman, thank you again for inviting me to discuss NIH’s
efforts to address the threat of influenza. In addition to the signifi-
cant toll exacted by flu each year in the United States, the risk of
pandemic influenza is significant and the consequences could be
very serious.

Influenza is one among many ever-changing infectious disease
threats confronting our nation and the world. Fortunately, much of
what we learn from the study of one pathogen can often be applied
to others. NIAID as the lead Federal agency for infectious diseases
research constantly strives to improve its ability to respond to any
infectious disease threat in concert with our colleagues at CDC and
FDA.

I would be pleased to answer your questions. Thank you.

[The prepared statement of Dr. McInnes follows:]
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Introduction

Mr. Chairman and Members of the Committee, thank you for the opportunity to discuss
with you the role of the National Institutes of Health (NiH) in combating influenza and
other emerging and re-emerging infectious disease threats. Responding effectively to
the challenges posed by diseases such as influenza, SARS, West Nile virus, or HIV
requires a multi-faceted, coordinated and focused approach with close collaboration
between public heaith authorities, health care delivery systems, the pharmaceutical
industry, and the biomedical research community. The National Institute of Allergy and
Infectious Diseases (NIAID), a component of NIH, is the lead Federal agency for
conducting, supporting, and coordinating reséarch on influenza and other infectious
diseases. As such, NIAID plays a key role in our national effort to prepare for and to

‘ respond rdbustly to the threat of influenza and other emerging infectious diseases.

Emerging and Re-emerging Infectious Diseases

Infectious diseases have afflicted humanity since ancient times, and they will continue
to oonfrbnt us as long as man and microbes oo;exist. Unfortunately, the viruses,
bacteria, and parasites that cause infectious diseases do not remain static, but
continually and dramatically change over time as new pathogens emerge and as
familiar ones (such as influenza) re-emerge with new properties or in unfamiliar settings.
Such emerging and re-emerging infections have shaped the course of human history

while causing incaiculable misery and death.
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QOur ability to respond effectively to new infectious disease threats, whether they are
emerging, re-emerging, or deliberately introduced, involves many different kinds of
activities and many different organizations. From a public health perspective,
surveillance and response are the key elements in controlling emerging and re-
emerging infections and depend upon rapid detection and containment of pathogens in
populations and the environment.. Globally, such efforts are coordinated by the World
Health Organization (WHO). In the United States, such efforts are led by the Centers
for Disease Contro! and Prevention (CDC), which along with state and local health
departments and other agencies recently have made significant strides in national
disease surveillance and response capacity. Physicians, nurses, other health care
workers and hospitals also must be integrated to respond in a coordinated manner to an
outbreak, and the phamaceutical industry must be fully engaged to develop and >
manufacture needed diagnostic tools, therapeutics, and vaccines. Within the
Department of Health and Human Services (HHS), NiH, CDC, the Food and Drug
Administration (FDA), and other agencies all have distinct but complementary roles to
play, and have a long history of oooperétion. The NiH concentrates on a strong and
focused research program that is critical to preventing and controlling these infectious

disease threats.

The conduct, support, and coordination of basic, transtational, and applied infectious
disease research is the primary responsibility of NIAID. First and foremost, NIAID

supports basic and cfinical research, which is needed to understand how pathogens
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cause disease. These research efforts include understanding how microbes replicate,
how disease spreads, and what factors lead them to cause serious illness or death. Of
particular importance is to understand how the body’s protective mechanisms, i.e. the
immune system, protect against the devastating effects of microbial invaders. In
addition, NIAID works closely with academic and industrial partners to translate basic
and clinical research findings into new diagnostic tools, therapeutics, and vaccines.
This translational and applied research effort also involves close coordination with FDA,
CDC, and other Federal agencies to ensure that new countermeasures move as

efficiently as possibl_e from the laboratory into general use.

Influenza Research Activities at NIAID

Influenza is a classic example of a re-emerging disease; it is not a new diseasé, but it
continually changes. In most years, influenza viruses that typically infect humans
globally undergo small changes in the properties of their surface proteins. if enough of
these changes accumulate, the virus is able to escape the humaf.immuae response
that resuited from prior exposure to influenza viruses or vaccination. This is referred to
as “antigenic drift” and it is the basis of well-recognized pattems of influenza disease
that occur every year and cause significant mortality and morbidity. According to new
estimates, influenza infections are estimated to result in an average of 36,000 deaths
and over 200,000 hbspitalizations each year in the United States, and the WHO
estimates that the annual average number.of deaths worldwide is approximately

500,000. One of the population groups at risk of the serious complications of influenza
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is the group over 65 years of age. The CDC recommends that this age group be
vaccinated against influenza each year, and the HHS has set a goal of 30% vaccination
coverage for them. However, we know that currently only two-thirds of this group is

vaccinated each year.

Aithough only three types of influenza virusesAroutiner circulate among humans, all
known influenza A subtypes are endemic in the gastrointestinal tract of wild ducks.
Because the replication machinery of the influenza virus is error prone, as the virus
muitiplies, avian influenza viruses can emerge that may be able to jump species into
domestic poultry, farm animals such as pigs, and humans. When an influenza virus
jumps species from an animal such as a chicken to a hup'ian, it usually is a “dead end”
infection in.that the virus cannot readily transmit further from human to human. Avian
influenza viruses made the jump directly from birds to humans in 1997, but because the
virus did not acquire the ability to spread from human to human, only a limited number
of deaths (6 out of 18 confirmed cases) occurred. Currently, H5N1 avian influenza
viruses in Vietnam and Thailand also have made the jump directly from birds to r;umans
and have resulted in deaths of 28 out of 39 confirmed cases (as of September 7)
representing a 72% mortality rate. The fear is that the avian H5N1 and a commonly
circulating human influenza virus such as H3N2 might recombine if they were to
simultaneously co-infect a person, resulting in the global spread of a new, deadly
influenza virus that can be spread among humans and to which the majority of the world

will be susceptible, referred to as a pandemic strain. This type of significant change in
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the antigenic makeup of the virus, which can result in a pandemic, is referred to as an

"antigenic shift".

Deadly pandemics are known to have occurred in 1918, 1957, and 1968. The
pandemic that occurred in 1918-1919 after an antigenic shift killed 20-40 million people
worldwide, including more than half a miilion in the United States. The pandemics that
occurred following other shifts in the virus in 1957 and 1968 killed approximately 2
million and 700,000 peopte worldwide, respectively. This explains our current high level
of concem about the appearance of new forms of virulent HSN1 avian influenza viruses
in Asia, which could subsequently recombine with human influenza viruses and resuit in
another pandemic. Given the poor condition of public health systems in many
underdeveloped regions and the speed of modem air travel, the consequences of such

an event, should it result in an influenza pandemic, would be severe.

The overall goal of the Influenza Program at the NIAID is to support research that leads
to more effective approaches for controliing influenza virus infections. This program has
two major components, both of which are specified in the nation's draft Pandemic
Influenza 'Prepamdness and Response Plan. The first component reflects longstanding
programs for interpandemic influenza—research to understand the pathogenesis,
transmissibility, evolution, epidemiology, and the immune response to influenza viruses.

These interpandemic research areas include:

NIH’s Bi dica! Resp to Infl September 28, 2004
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. ABasIc Research. NIAID supports many basic research projects
aimed at understanding how the influenza virus replicates; interacts with
the host, stimulates an immune response and evolves into new strains.
Resuits from these studies provide the information needed for the design

of new antiviral drugs, diagnostics, and vaccines.

. Antiviral Drugs. NIAID currently supp'orts the identification,
development and evaluation of new antivirals against influenza including:
the screening of new drug candidates to see if they are active-against the
virus both in laboratory cells and in animals. We also are developing
novel broad-spectrum therapeutics intended to work against many
influenza virus strains; some of these target viral entry into human celis,
while others specifically attack and degrade the viral genome.
Development and evaluation of a combination antiviral regimen against

potential pandemic influenza strains is also now under way.

. Diagnostics. NIAID supports the development of rapid, ultra-
sensitive devices to detect influenza virus infection. Although we are at an
early stage of development, these devices will allow detection of newly
emerging viral mutants and discrimination between different antigenic sub-
types. Other diagnostics in development will have the ability to -

discriminate between influenza and other pathogens that cause so-called
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“fludike symptoms”, such as SARS. A more rapid identification of the
disease-causing agent will aliow for faster and more effective treatment

and contro! measures.

o Vaccines. Because influenza is so easily transmitted, effective
vaccines are essential to the control of annua} influenza epidemics. The
current egg-based system used to produce licensed influenza vaccines—
despite being reliable for more than 50 years—can be improved.
Limitations of the current system include: (1) a lengthy manufacturing
process; (2) the need to select which virus strains will be in the vaccine at
least six months in advance of the inﬂuehza season; (3) the need to
produce enough new influenza vaccine each year to meet the continually
increasing demand (abouf 100 million doses in 2004); and (4) the
requirement of hundreds of millions of fertilized chicken eggs to
manufacture the vaccine. This early decision about which strains to
include in the influenza vaccine will not always be correct, and the long
lead time required to produce the vaccine makes mid-stream corrective
action impossible. Additional limitations could include allergenicity of eggs
in some individuals and inability to use eggs for propagation of viruses

lethal to chickens.
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NIAID is currently supporting a number of research projects aimed at
developing influenza vaccines that can be manufactured more rap-idly, are
more broadly cross-protective, and are more effective. The use of reverse-
genetics—a tool de\'/eloped by NIAID-supported scientists—holds the
promise for more rapid generation of high-yielding vaccine candidates that
match the anticipated epidemic strain. Reverse genetics also can be used
to turn highly pathogenic influenza viruses into vaccine candidates more
suitable for vaccine manufacturing by removing or modifying certain
virulence gene sequences; laboratories around the world have used this
technique to prepare vaccine candidates against the H5N1 viruses that

emerged in Asia in 2004,

NIAID also supports the development of new influenza vaccine
technologies. Recently, NIAID supported a Phase H clinical trial in older
adults of a new influenza vaccine produced in a cell culture system, as an
alternative to manufacturing the-vaccine in eggs. The resuits of this trial
suggest that this new vaccine approach could be a viable aitemnative to the
traditional egg-based influenza vaccine. Other studies have focused on
the development of broadly protective vaccines that induce protection
against multiple strains of influenza and, therefore, do not need to be

ﬁpdatgd yearly. -
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NIAID is supporting studies to improve the effectiveness of current
inactivated vaccines in elderly individuals, the population that frequently
accounts for up to 90% of the influenza deaths each year in the United
States. Although vaccination in this population is very effective in
preventing severe iliness, secondary complications, and-death, we have
seen that elderly individuals are protected less eﬂéotive|y by vaccination
than younger individuals. NIAID has recently supported a clinical trial in
the elderly to evaluate doses of the inactivated vaccine with increased
antigen content. The resuits of this trial suggest that increased doses of
vaccine in this. population resuit in a higher leve! of protective antibodies
against influenza virus. Another study is currently being supported to
evaluate the effect of exercise on the immune response to influenza .
vaccination in older adults. Theresuits suggest that oldér adults who
participate in regular exercise programs had a higher antibody response to
the vaccine than did their sedentary counterbarts. NIAID has recently.
supported a research grant to elucidate why the elderly respond less
effectively to vaccination and to determine if a novel booster vaccination

strategy would improve efficacy in the elderly.

Because NIAID has had remarkable success in the past with
groundbreaking vaccine research—including advances that led to hepatitis

B, Haemophilus influenzae b, pneumoccocal pneumonia, and aceliular
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pertussis vaccines, as well as the new live attenuated intranasal influenza
vaccine approved by the FDA last year—| am confident that one of the
approaches we are pursuing also will lead to a useful, “next-generation”

influenza vaccine that can easily be adapted to emerging influenza strains.

. Surveillance and Epidemiology. The threat from influenza, like
virtually all emerging and re-emerging infectit:;us disease threats, is global
in scope. For this reason, NIAID has expanded its activities in other
countries in recent years. Through a contract for pandemic influenza
preparedness, NIAID supports a long-standing program in Hong Kong to
detect the emergence of influenza viruses with pandemic potential in
animals. Under this program, Dr. Robert Webster of St. Jude Children's

'Research Hospital in Memphis, Tennessee, leads a group that detected
the re-emergence of highly pathogenic H56N1 avian strains in this area in
2002 and 2003, and was instrumental in the early detection and
characterization of the SARS coronavirus in 2003. This underscores the
concept that research on one type of infectious disease often supports or
can be applied to research on the other types of infectious diseases,

whether newly emerging, re-emerging, or deliberately introduced.

The second component of NIAID's Influenza Program is geared to address the

emergence of influenza viruses with pandemic potential in humans. The U.S. Pandemic
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Influenza Preparedness and Response Plan describes specific roles for NIAID, should a
pandemic influenza strain emerge and a Pandemic Alert be declared. Foremost among
these responsibilities is to help develop and produce an effective vaccine as rapidly as
possible. Under this plan, NIAID would assist in the characterization of the newly
emerging influenza strain, create vaccine candidates, develop investigational lots of
candidates, and produce and distribute research reagents fgr use by vaccine
researchers in academic and pharmaceutical industry laboratories. NIAID would also
work with industry to produce and conduct clinical studies on vaccine candidates.
NIAID-supported scientists will also evaluate the susceptibility of the newly emerging
virus to the currently available influenza drugs and new drug candidates. NIAID has
already begun to implement this carefully-blanned process in response to the avian

influenza outbreak in Southeast Asia.

NIAID utilized reverse genetics to generate a reference strain that has the antigenic
characteristics on the H5N1 avian influenza strain, but is safe for researchers to work
with in the'tab.. NIAID has provided the reference strain to currently licensed influenza .
vaccine manufacturers, Aventis Pasteur, Inc. and Chiron Corporation. Under contract,
both manufacturers are developing pilot lots of inactivated HSN1 vaccine. NIAID will
test this vaccine for safety and immunogenicity in humans; it is planned that one of the
groups in the study _will be older aduits. HHS recently awarded a contract to Aventis to
manufacture and store 2 million doses of this vaccine. These actions are critical steps

which will help prepare the.nation to respond to a pandemic influenza outbreak. All of
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this work is done in close coordination with CDC, FDA, and WHO. This coordination is

needed if a safe and effective vaccine is to be available to the public as soon as

possible.

Conclusion

Mr. Chairman, thank you again for inviting me to discuss NIH's efforts to address the
threat of influenza. In addition to the significant toll exacted by influenza each year in
the United States, the risk of pandemic influenza is significant and the consequences
could be very serious. Influenza, howevér, .is one among many ever-changing
infectious disease threats confronting our nation and the world that have serious
adverse health and economic impact. Fortunately, much of what we learn from the
study of one pathogen can often be applied to others. As | have described for you
today, NIAID, as the lead Federal agency for infectious diseases research, constantly

strives to improve its ability to respond to any infect_ious disease threat.

| would be pleased to answer your guestions.
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The CHAIRMAN. Pamela, thank you very much. But before I do
question either of you, let me-turn to my colleague Evan Bayh who
has joined us. I had mentioned in my opening statement that Evan
was instrumental in introducing S. 2038, the Flu Protection Act of
1904. I joined with him as co-sponsor.

Evan, any opening comments you would wish to make, and then
if you want to start, you can lead off with questions.

STATEMENT OF SENATOR EVAN BAYH

Senator BAvyH. Well, thank you very much, Mr. Chairman. Only
to say I appreciate your leadership on this issue and I appreciate
the time of the panelists, both on.this panel and panel two.

We are really here today because of some of the problems uncov-
ered as a result of the flu season last year. We want to encourage
those who are in at-risk populations to receive immunization and
to really ensure that the shortage that occurred and the ensuing
sort of mini-panic on the part of the public does not happen again.

So Mr. Chairman, I appreciated our opportunity to work together
and this hearing really before the advent of flu season to try and
encourage. Basically we have one message to people at home today.
It is go out and get immunized. Vitally important.

I would like to begin, I just have a couple of questions, Mr:
Chairman. You know the old adage, “fool me once, shame on you;
fool me twice, shame on me.” Can any of you assure us that we
have enough doses of vaccine to get us through this flu season after
the shortage we experienced last year?

Dr. OsTROFF. Well, the answer to that gquestion is that we ulti-
mately will not know until we are actually through the flu season.
As I mentioned in my statement, we feel that we are in much bet-
ter shape than we were last year, given that the amount of vaccine
that is being produced far exceeds what was produced last year,
and we know that. that vaccine is now being distributed.

Senator BAYH. Mr. Ostroff, forgive me. If everyone who we are
recommending were to receive the vaccine, how many vaccine doses
would that be in our country?

Dr. OsTROFF. Well, that would be 185 million.

Senator BAYH. How many doses are we estimating it will produce
this year?

Dr. OSTROFF. Currently 100 million.

Senator BAYH. So we know that we are 85 million short of the
number of doses needed to cover all the people we are encouraging
to get vaccinated?

Dr. OsTROFF. You are absolutely correct, Senator.

Senator BAYH. That seems to me to be a little cognitive dis-
sonance here.

Dr. OsTROFF. The difficulty is that there is always a conflict be-
tween supply and demand, and certainly with the current produc-
tion of the vaccine, the amount that is produced is the amount that
is anticipated to be demanded by the public.

We had several seasons in a row before last season where the
supply far exceeded the demand and unfortunately a lot of that
vaccine did not go into people’s arms.
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The CHAIRMAN. Yes. Could we put up that chart because Evan
asked a very important question, and you brought a chart along
that I thought was interesting. _

Dr. OsTROFF. Right.

The CHAIRMAN. That reflected the d1fference here.

Dr. OSTROFF. As you can see, for several years, there was an ex-
cess that was building up.

Senator BAYH. Sure. That is the tension, as I understand it.

Dr. OsTROFF. Correct.

Senator BAYH. The companies, of course, need to keep an eye on
the bottom line and if they have had an experience of producing too
many doses, then obviously they have learned from that, but then
you get a year like last where we are caught short and so the trick
is to either have better forecasting tools or to try to assure the pro-
ducers that they are not going to get left holding the bag if we have
a year like last year

That is why I thought the mechanism included in our bill, Mr.
Chairman, was the right way to approach this, to basically lend
some certamty to the producers. I gather that instead we have
gone down a different path of the government purchasing a fixed
number of doses——is that correct—to try and make up any short-
falls should one occur?

Dr. OsTROFF. That is correct.

Senator BAYH. How many doses did the government purchase?

Dr. RODEwWALD. We have a contract for eight million doses of vac-
cine through the routine program, and then as an insurance policy
in response to what happened last year, we have a contract for 4.5
million additional doses of influenza vaccine, half of which will be
available December 1 and half of which will be available before
January 1.

We think that will go a long way to help if there is unanticipated
emergency late season demand like we had last year. I think this
point about demand and supply is a very important one because I
believe the best way to increase the production of vaccine is to in-
crease the demand -of vaccine, but it has to be done in a way that
is orchestrated such that we do not outstrip the production by ex-
panding our recommendations and thereby, pushing too much de-
mand at one time.

For example, the new childhood recommendatlon will help raise
the demand for vaccine and ultimately we would like to weave in-
fluenza vacecination much more closely into the fabric of society. In-
creased demand will increase production and will not leave the
manufacturers with a lot of unused vaccine at the end of each sea-
son.

Senator BAYH. What was the reasoning behind choosing to pur-
chase a fixed number as opposed to purchasing the unused num-
bers of doses?

Dr. RODEWALD. I do not know the answer to the question wheth-
er it was presented as an optlon but we thought that a ﬁxed _num-
ber of—

Senator BAYH. It was the option in our bill.

Dr. RODEWALD. The fixed number was selected because we were
able to fund this through the Vaccines for Children program, which
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is an entitlement program to children, and this allowed us to buy
vaccine that we could guarantee to be distributed in December.

Senator BAYH. I am curious, Mr.—again, we all want the same
things here. We all want to ensure that there is enough supply to
cover people in years that are a little, hopefully, aberrant like last
year, and at the same time minimize the cost to the taxpayers.

I am just curious as to why the method of selecting or trying to
divine a fixed number to purchase was chosen over instead of en-
surin‘;)g the producers that we would purchase any unused quan-
tities?

Just curious as to why one was chosen over the other? We all
want to choose the right course, whatever that might be.

Dr. OSTROFF. Well, again, our ultimate goal is to make sure that
we do not have some of the same problems that we did last year.
We all want to make sure that there is an adequate supply of vac-
cine, and in response to your earlier comment, when we have a
goal of 90 percent coverage, we all want to be able to work together
to move toward that 90 percent or even 100 percent coverage, and
there is no question that that is going to take a concerted effort on
everybody’s part to encourage people to get vaccinated as well as
tg assure that there is vaccine available to be able to deliver to
them.

Senator BAYH. Mr. Chairman, you have been very gracious, and
I see the red light is on, so I would like to thank the panelists
again for your work in this area and your presence here today.

The CHAIRMAN. Evan, thank you very much. Let me turn to an-
other one our colleagues who has joined us, Senator Tom Carper.
Tom, . ;10 you have any opening comments and questions of this first
pane

Senator CARPER. I have a couple of questions, if I could.

The CHAIRMAN. Please proceed.

Senator CARPER. To our panelists, thanks very, very much for
joining us this morning and for your good work in this effort. I am
not sure who to direct this question to. Maybe I should direct it to
you, Ms. McInnes, and if I am wrong, then maybe one of your col-
leagues will take it on.

Could you just start off by talking to me about the nature of the
disease itself, the diseases, the viruses that we are trying to con-
tain here?

Dr. MCINNES. Sure. Influenza is one of the 1mportant respiratory
viruses. It is spread by a respiratory route. It is a disease that af-
fects the mucosal, the lining of the respiratory tract, and it rep-
licates when in human and it also has an unfortunate——

Senator CARPER. When you say it replicates, just explain to us.

Dr. McINNES. To multiply, copies itself and multiplies.

Senator CARPER. Once it is inside of a body?

Dr. MCINNES. Yes.

Senator CARPER. OK.

Dr. McINNES. It has an unfortunate part of its disease progres-
sion where it actually, in the cells that line your nose and your epi-
thelium and your tissues in your lungs, there are little hair-like fi-
bers that are called cilia, and they are very important in protecting
your body against infection, and one of the byproducts of influenza
1s that it actually paralyzes those cilia so you end up with a res-
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piratory system that is now vulnerable to so many things in addi-
tion to influenza, and many of the deaths associated with influenza
are started with flu and then you will have a secondary bacterial
infection that may come in on top of that influenza infection.

Classically, people have fevers, they have muscle aches, chills,
sort of almost bone-cramping kinds of muscle pains can happen.
The fever goes on for several days and then normally healthy peo-
ple who have normal immune systems will mount an immune re-
sponse to that and recover. .

People who do not have a normal and high functioning immune
system very often go on and develop secondary infections and have
a much harder time dealing with influenza as a disease.

Sg}nator CARPER. How does a vaccine work to combat the infec-
tion? :

Dr. McINNES. Most of the vaccine that is used in this country is
the inactivated vaccine, and that is a killed vaccine.

Senator CARPER. A what? .

Dr. McINNES. It is a killed vaccine.

- Senator CARPER. What does that mean?

-Dr. MCINNES. So we grow up the influenza virus in eggs, and
then it is taken out of the eggs, and it is inactivated with a proce-
dure whereby the virus is actually killed. .

So you have an inert virus and pieces of the virus in the vaccine,
and what that does is that it stimulates the antibody response
without itself causing an infection. So what you do is you hope that
you have—we know very well that antibodies are a very, very im-
portant protective mechanism against the live virus, and so by vac-
cinating you induce an immune response with good antibodies so
that if you encounter the virus, you then have a heightened way
to respond to the virus and hopefully not become ill.

Senator CARPER. The vaccine that was developed, for example, to
fight the flu last year—— : :

Dr. MCINNES. Yes. ' -

Senator CARPER [continuing]. Is it likely to work this year and
next year and the year after that? Do we have to continue to, I .
guess, are we looking for continuous improvement in our vaccine?

Dr. McINNES. Flu is one of those things where every year we
monitor for what we think may be the next viruses and, no, there
are subtle changes that happen in these influenza viruses every
year, and so very early in the year, we are looking at the data that
have come out from other parts of the world and we may make rec-
ommendations to change the virus a little bit. There are three virus
components in each annual year’s flu vaccine. Sometimes they stay
the same. Sometimes they are changed. Sometimes just one strain
is changed. This year actually.two of the strains will be changed
from last year’s vaccine. ) -

Senator CARPER. All right. To your colleagues and to you, Ms.
McInnes, what would be your take-away for us as we walk out of
this hearing knowing that we are going out and face the challenges
the world.poses for us and our country? What would you want to
be our take-away from this hearing? If we remember nothing else,
what would you want us to remember? : .

Dr. OSTROFF. My message as we sit here on September 28, is
that we need to roll up our sleeves. We need to roll up our sleeves
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and all work together to build the vaccine supply and we need to
roll up our sleeves and get vaccinated. Now is the time to get start-
ed.

Senator CARPER. All right.

Dr. RODEWALD. Influenza vaccination is the safest and most ef-
fective way to protect not only yourself from influenza disease but
also your loved ones from influenza disease.

Senator CARPER. All right. Thanks. Ms. McInnes?

Dr. McCINNES. I think those are wonderful.

Senator CARPER. Were you born in Delaware? Is that a Delaware
accent I hear or is that Idaho or is that Indiana?

Dr. MCINNES. Actually, no, I was born in a very small town in
South Africa.

Senator CARPER. No kidding. I thought you might be. How did
you end up here? _

Dr. McCINNES. I married an American.

Senator CARPER. So did 1. [Laughter.]

That is good. We are glad you are here. We are glad you are all
here. Thank you very much for your testimony and for your help.
Thank you.

The CHAIRMAN. Well, let me ask some questions because I think
the thing that is most profound, and I think both of my colleagues
and I realize this, that this is a killer of elderly -Americans. It
ought to be viewed like that, and I would wish that older Ameri-
cans would view it, that as they age, they develop a higher risk and
the statistics are just black and white when it comes to that issue.

Doctor, you stated that the majority of influenza strains that
CDC has characterized - this year are well matched to the vaccine
that has been produced for the coming season. What is the possi-
bility that an unmatched strain could still appear?

Dr. OsTROFF.- Well, Senator, in responseto that question, the one
thing that we always know about flu is-that it can be very unpre-
dictable. So predicting what might happen during the coming flu
season is always an imperfect science: when the flu season will
really get started, where it will occur first in the country, and
which strain is going to be causing the majority of disease.

The CHAIRMAN. When. that begins to appear, what do you do?

Dr. OsTROFF. Well, we work year-round monitoring for cases of
influenza. We used to just do it starting on October 1 and then we
would continue to monitor through May 1, but we've now been
moving towards year-round monitoring because we recognize: that
even up here in the temperate part of North America there is the
occasional case of flu that occurs during an unusual time--of the
year, so we need to know about that.

We need to know what the strain is that is causing the disease
and be prepared to respond to that. So we are constantly in this
country monitoring for influenza, and we are looking for just the
circumstances that you mentioned is the problem that we have is
that we need to let the manufacturers know so far in advance
which strains we predict are going to be circulating six to eight to
nine months later, so that they can go through the entire manufac-

turing process and end up with enough vaccine in the fall to be
able to vaccinate.
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The CHAIRMAN. From the time you discover or let us say you or
a discovery occurs that you have got a different form and you notify
the manufacturer, how long does it take for a vaccine to be able
to get to the street?

Dr. OsTROFF. Well, the short answer to that is it depends, and
so there is no single answer. It depends when during the season
that strain is recognized in relation to where the manufacturers
happen to be in the manufacturing process.

In general, it will take a good four to six months to make those
types of changes given the current system for vaccine production in
this country. However, I will point out that our predictive capacity
is much, much better than it used to be because the monitoring
systems, not only here in North America, but also especially in
Asia, are much, much better than they used to be, and so the pre-
dictions in virtually all years, and I say virtually because nothing
is 100 percent, between what strains should go into the vaccine and
what actually circulates have been extremely good essentially every
year. Last year, unfortunately, was one of the anomalies.

The CHAIRMAN. What is—I guess let me put it this way—how do
we deal with only 38 percent of our health care providers receiving
flu vaccinations? I mean the connectivity between a healthcare pro-
vider and his or her client, the senior citizen?

How do we address that?

Dr. OsTROFF. Well, I must confess all of us have been perplexed
about why we have such difficulty getting that number higher. I
certainly get my flu vaccine every year and have done so for years.
I am a healthcare provider and it is the appropriate thing to do,
not only to protect myself so that I do not have lost work time, but
in particular, to protect those around me that I care for, who are
at higher risk of developing the complications.

I myself find it in inexcusable that a healthcare worker would
not heed that message and do something to protect their patients
in that way. We know, I think from experience, that the more op-
portunities that there are, and the easier that we make it for
healthcare workers to get the vaccine, the more likely they are to
actually accept it. So having organized.vaccination campaigns in
healthcare facilities, particularly acute healthcare facilities, nurs-
ing homes, et cetera, is the way to boost coverage.

The CHAIRMAN. How many states have developed contingency
plans in light of the whole influenza issue; do you know?

Dr. OSTROFF. It depends what you mean by contingency plans
and I will ask Dr. Rodewald to amplify my answer. We have been
encouraging all states to develop plans to deal with shortages, yes.

The CHAIRMAN. By that, I mean obviously if we get into a short-
age environment and you have a limiting factor out there being the
availability of vaccines——

Dr. OsTROFF. Right.

The CHAIRMAN [continuing]. How do we deal with that more frail
or fragile or susceptible population, and what is being done in that
regard if we get caught once again?

Dr. OSTROFF. Right. Go ahead.

Dr.. RODEWALD. We have asked all the states to develop contin-
gency plans in order to handle vaccination and vaccine shortages
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and the states respond in their grant applications to-CDC for how
they are going to do this.

The CHAIRMAN. How many have done this to date?

Dr. RoDEWALD. I do not know the exact number, but I think pret-
ty much all of the states have- plans for how they will handle a:
shortage, but I think the other part of the equation is to recognize -
that about 95 percent of this. vaccine goes out through the private :-
sector, and so close collaboration between the private sector dis-
tributors for the vaccine and the vaccine manufacturers in the Pub-
lic Health Department and providers is essential, so we are work-
ing with the top 20 distributors to monitor how the vaccine is going
out and in the case of a shortage what we will end up.encouraging
to have happen is that the distributors will send some vaccine to
all the providers so that all the vaccinators can be working as best
they can rather than giving a few providers a lot of vaccine, and
some providers no vaccines.

So I think working collaboratively with the private sector has
been a key to this, and the lessons for how to meter out this vac-
cine were learned. in- the childhood program where we have had to -
deal with shortages over the past two to three years, and metering
out vaccine has been one of the more successful strategies there.

The CHAIRMAN. All of us are concerned about shortages or avail-
ability to a vulnerable population. So let me ask this of all of you
because this is a question where we probe a bit. Media reports of
influenza caused deaths seemed last year to be a significant factor
in the shortage because with that alarm sent off, people rushed
out. How can the media cover the seriousness of this issue without
causing undue panic because. elearly.it is my opinion that the seri-
ousness of it has to be understood or-we should try to have it un-
derstood?

Dr. OSTROFF. My answer to that would be to report responsibly
both information on flu as well as what people can do to reduce
their risk. You want to avoid having a large cohort of individuals
that did not heed the message to get flu vaccine at a time when
the flu vaccine was widely available, and then at the last minute
have a large deluge of individuals who then have to shop around
looking for a place that has remaining vaccine.

The CHAIRMAN. Sure.

Dr. OsTROFF. This is the time to start getting your flu vaccine.
The other important message is that not everybody has to get the
vaccine at the same time. So we strongly encourage that people
should be vaccinated well into the influenza season and one should
never think that it is-too late to get vaccinated.

The CHAIRMAN. Pamela, any additional comment to that?

Dr. McCINNES. No, I think if any message could go out about
heeding what happened last year and not waiting until too late
would be very, very welcome.

Dr. OsTROFF. Then one other message that I would get out there.

The CHAIRMAN. Yes.

Dr. OSTROFF. There is still a widespread belief that you can get
the flu from getting the vaccine. As was pointed out, this is not the
case. So we should not have anyone out there that has any con-
cerns about developing the flu after getting the vaccine.
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The CHAIRMAN. Well, that is a great lead-in to my next question,
and the question is of you, Dr. Mclnnes, the available literature in
this area raises the question of vaccine effectiveness for older peo-
ple. It concerns me that the population in greatest need responds
more poorly to the available vaccines, and I have heard it said in
elderly populations that I know, “Well, I don’t know that I want
that, it might cause me to get it,” type of thing. Can you tell us
more about new vaccines being produced that are especially for the
elderly?

Dr. MCINNES. Yes, I think we know very clearly that the more
antibody you can stimulate with the vaccine, the better will be your
chances of not becoming ill from influenza. You may become in-
fected, but the disease may not be as severe, and we know the big-
gest 1mpact from flu vaccine in the elderly is to prevent serious d1s-
ease, hospitalizations, and death.

We still get people who are vaccinated who become infected with
influenza, but one hopes that they have a more mild form of the
disease. Clearly, the efficacy of the vaccine in terms of preventing
any disease in the elderly is lower than in younger adults. We have
very nice data to show that if you increase the amount of the com-
ponents of the flu vaccine, you can stimulate more antibody in the
elderly, and this-is now a strong focus of ours in collaboration with
the manufacturers to look at alternative formulations of vaccine
that perhaps need to be twofold, threefold, fourfold in concentration
compared to what is currently delivered now. So that is something
that I think is quite practical and will probably have a good payoff.

‘The effect of adjuvants, which enhance the response, have been
somewhat disappointing with regard to influenza vaccine in gen-
eral, not just in the elderly. There is also the question on whether
one might need to give a booster dose of vaccine to the elderly, and
so instead of a one-dose regimen, could you do a two-dose regimen.

So both of those strategies are being explored currently.

The CHAIRMAN. I appreciate that, but we are still dealing with
the complication of getting the first vaccination.

Dr. MCINNES. Absolutely.

The CHAIRMAN. Let alone a second vacc1nat10n

 Dr. MCINNES. Absolutely.

The CHAIRMAN. Yes. If you have to choose the most promising
area of research, what are you most excited about? What shows the
greater promise at this point?

Dr. McCINNES. In terms of influenza, we are very excited about,
in fact, three areas, one of which is this tantalizing data about the
ability to mount an improved immune response in the elderly by
concentrating the vaccine, and that is something we will explore
very aggressively.

The live attenuated influenza vaccines which are on the market
now and last year were out for the first time, unfortunately do not
look that promising for the elderly. The response does not look that
promising, but shows great promise in the pediatric population
which might help alleviate some of the vaccine availability issue.
More of the inactivated vaccine could be available for the other
populations. '

Then third, in terms of new technologies, both in how we manu-
facture vaccines that might increase the amount of vaccine that is
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available, the speed of our ability to make vaccines by being able
to engineer the starting viruses will be probably critical, not only
in producing inter-pandemic vaccines, but certainly in being able to
respond to a pandemic situation.

The CHAIRMAN. Well, we thank you all very much, and Dr.
Ostroff, we are going to let.you have the last word, and ask you
to repeat. The most important part of your message to the public
today was?

Dr. OSTROFF. Roll up your sleeves and get vaccinated.

The CHAIRMAN. Repeat that, please, and louder.

Dr. OsTROFF. Roll up your sleeves and get vaccinated, and I will
add that hopefully we can encourage all Members of Congress that
fit into one of those high-risk groups to help us do that.

The CHAIRMAN. I thank you all very much for being here.

Dr. OsTROFF. Thank you, Senator.

Dr. McINNES. Thank you.

The CHAIRMAN. I will ask our second panel to -please come for-
ward. Well, again, welcome to our committee. As I said earlier, our
second panel, is comprised of Janet Heinrich, Director of
Healthcare and Public Health Issues at the Government Account-
ing Office. I am also pleased to welcome Carol Moehrle, one of my
constituents from Idaho, District Director for the North Central
District Health Department, located out of Lewiston, ID, in the
north end of our state. Last, and I think very importantly for this
committee and for our public to hear, from Dr. Howard Pien, CEO
and President of Chiron?

Dr. PIEN. Perfect.

The CHAIRMAN. Chiron Corporation. So again, to all of you wel-
come. Janet, would you please proceed? -

STATEMENT OF JANET HEINRICH, DIRECTOR, HEALTHCARE
AND PUBLIC HEALTH ISSUES, GOVERNMENT ACCOUNT-
ABILITY OFFICE, WASHINGTON, DC

Ms. HEINRICH. Mr. Chairman, it is a pleasure to be here today
as you discuss issues regarding the annual production and distribu-
tion of flu vaccine and preparedness for an influenza pandemic.
Each year, influenza viruses are associated with deaths and hos-
pitalizations, as we have heard, especially for persons age 65 and
over.

The best way to prevent influenza is to be vaccinated each year.
In the past, this country experienced periods when the demand for
flu vaccine exceeded supply. There has also been increased concern
about the prospect of an influenza pandemic which many experts
believe to be inevitable.

Experts have raised concerns about the ability of our public
health system to detect and respond to emerging infectious dis-
eases such as pandemic flu. You have asked us to comment on
these issues based on our previous work.

I will discuss issues related to supply, demand, distribution of flu
vaccine, and review the pandemic plan recently released. For the
current flu season, CDC is recommending that about 185 million
people receive vaccine. It is generally widely available in the fall,
and in the past about two-thirds of flu shots were administered in
healthcare settings such as doctors’ offices and clinics.
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About a third were given in other locations such as stores or
community settings. Most vaccine distribution and administration
are accomplished within the private sector, with relatively small
amounts being purchased by CDC or by state-and local health de-
partments.

Ensuring an adequate and timely supply of vaccine is a difficult
task that has become more challenging with only a few manufac-
turers. Problems at one or more companies can upset the fall deliv-
ery of and flu vaccine cause unnecessary fluctuations in who has
ready access to the vaccine.

Matching supply and demand is also a challenge For example,
in 2000-2001, when a substantial portion of flu vaccine was distrib-
uted much later than usual because of manufacturing problems,
temporary shortages were followed by decreased demand as more
vaccine became available later.

Last year’s shortages, as we have heard, were attributed to an
gnexpected severe flu season and concerns about the deaths of chil-

ren.

Our work has also found that there is no mechanism in place to
ensure distribution of flu vaccine to high risk individuals before
others when there is a short supply. For example, when the supply
was not sufficient in the fall of 2000, focusing distribution on high
risk individuals was difficult because all types of providers served
at least some high risk individuals. Some physicians and public
health officials were upset when the local grocery store was offer-
ing flu shots to anyone when they, the healthcare providers, were
unable to obtain vaccine for their high-risk patients.

While CDC has taken some steps to recommend targeting vac-
cine when there are shortages, the situation is no different today.

In regards to pandemic planning, the new plan describes Federal
roles and responsibilities in responding to a pandemic and provides
guidance to state and local health departments. Although the draft
plan is comprehensive in scope, it leaves some important decisions
about the purchase, distribution, and administration of vaccines
unresolved.

Consequently, states are left to make their own decisions, poten-
tially compromising the timing and adequacy of a response to a
pandemic. For example, the draft plan does not establish a defini-
tive Federal role in the purchase and distribution of vaccine. In-
stead, different options are discussed.

The plan delegates to the states responsibility for distribution of
vaccine. Among the current state plans, and there are only a few
of those, we found no consistency in terms of their procurement
and distribution of vaccine and the relative role of the Federal Gov-
ernment.

In addition, the plan does not identify priority groups to receive
initial doses of vaccine. According to HHS officials, prioritization
would be an iterative process and will be tied to vaccine avail-
ability in the progression of the pandemic. While recognizing that
there is a need for flexibility, state officials have consistently told
us that a lack of detailed guidance makes it difficult for states to
plan.

In conclusion, ensuring an adequate and timely supply of vaccine
to protect seniors and others from flu-related complications con-
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tinues to be a challenge. Despite efforts by CDC and others, there
remains no system to ensure that persons at high risk for complica-
tions receive flu vaccine first.

These vaccine supply and distribution problems may become es-
pecially acute in a pandemic. The absence of more detail in such
issues as purchase and distribution creates uncertainty for the
states with implications for adequate preparedness for a pandemic.

That is my statement. I am happy to answer any questions.

[The prepared statement of Ms. Heinrich follows:]
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Mr. Chairman and Members of the Committee:

T am pleased to be here today as you discuss issues regarding the annual
production and distribution of flu vaccine and preparedness for a
worldwide influenza epidemic—known as a pandemic, Each year,
influenza viruses cause outbreaks in the United States and elsewhere in
the world. Influenza is associated with an average of 36,000 deaths and
more than 200,000 hospitalizations each year in the United States. Persons
aged 65 and older are involved in more than 9 of every 10 deaths and 1 of
every 2 hospitalizati related to infh The best way to prevent
influenza is to be vaccinated each fall. In the 2000-01 flu season, and again
in last year's flu season, this country experienced periods when the
demand for flu vaccine exceeded the supply, and there is concern about
the availability of vaccines for this and future flu seasons.

There has also been increased concern about the prospect of an influenza
pandemic, which many experts believe to be inevitable. Pandemic
influenza, which arises periodically, but unpredictably, from a major
genetic change in the virus, results in a strain that can cause worldwide
disease and death. Three influenza pandemics occurred in the twentieth
century. The worst occurred in 1918 (Spanish flu) and killed more than 20
million people worldwide and about 675,000 people in the United States.
The pandemics of 1957 (Asian flu) and 1968 (Hong Kong flu) caused fewer
fatalities—70,000 and 34,000, respectively, in the United States. Some
experts believe that the next pandemic could be sp d by the recurring
avian flu in Asia.' They estimate that the pandemic could kill up to 207,000
people in the United States and cause major social disruption. Public
health experts have raised concerns about the ability of the nation's public
health system to detect and respond to emerging infectious disease threats
such as pandemic influenza.?

You have asked us to provide our perspective on flu vaccine availability
and preparedness for this year’s flu season and an influenza pandemic. In
this testimony, I will (1) discuss issues related to supply, demand, and

'Depa.mem of Health and Human Services, “HHS Orders Avian Flu Vaccine as Prevenuve
M hitp/iwww.os.dhhs. lahtrd Sept

26, 2004) i} )

*See GAO, SARS Outbreak: Improvements to Public Health Capacity Are Needed for
Responding to Biolerrorism and Emerging Infectious Diseases, GAO-03-769T
(Washington, D.C.: May 7, 2003).

GAD-04-1100T
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distribution of vaccine for a regular flu season and (2) assess the federal
plan to respond to an influenza pandemic.

My remarks are based on reports and testimony we have issued since
October 2000, as well as work conducted to-update key information. Qur
prior work on flu vaccine included interviews with and analysis of
information provided by Department of Health and Human Services (HHS)
officials, vaccine manufacturers, medical distributors and their trade
associations, companies that provide flu shots at retail outlets and work
sites, physician and other professional i and other purch

We also surveyed physician group practices and interviewed health
department officials in all 50 states about their experiences in the 2000-01
flu season. In September 2004 we updated this work with information on
the 2003-04 flu season, Centers for Disease Control and Prevention (CDC)
activities, including its responses to our prior recommendations for
prevention and control of influenza, and the status of this year's flu
vaccine. To learn about pandemic planning efforts, we interviewed HHS
officials in the National Vaccine Program Office and reviewed HHS's
August 2004 draft “Pandemic Influenza Preparedness and Response Plan.”
We conducted all of our work in accordance with generally accepted
government auditing standards.

In summary, challenges persist in ensuring an adequate and timely flu

vaccine supply. The ber of prod ins limited, and the
potential for manufacturing problems such as those experienced in recent
years is still p; .Ifa f: er’s production is affected, those
providers who ordered ine from that facturer could experience

shortages, while providers who received suppties from another
manufacturer might have all the vaccine they need. This potential for
imbal is what ituations in which some providers might not
have enough vaccine for persons at highest risk, while other providers
might have enough supply to hold mass-immunization clinics even for
persons at lower risk for flu-related complications. To help limit the
potential for such situations, CDC and others have taken such steps as
adding flu vaccine to federal stockpiles and more aggressively monitoring
the projected supply of vaccine. However, there is no system in place to
ensure that seniors and others at high risk for complications receive flu
vaccinations first when vaccine is in shert supply.

See “Related Products,” at the end of this testimony. for a list of our earlier work related to
flu vaccine and influenza pandemic planning.

GAOQ-04-1100T




. HHS's draft “Pandemic Influenza Preparedness and Response Plan”

provides a blueprint for the government's role but leaves some important
decisions about the government’s response unresolved. In addition to
describing the federal role, responsibilities, and actions in cotlaboration
with the states in responding to an influenza pandemic, the plan also
provides planning guidance to state and local health departments and the
health care system. The draft plan is comprehensive in scope, but it leaves
decisions about the purchase, distribution, and administration of vaccines
open for public comment and for the states to decide individuaily. In
addition, the draft plan does not make recommendations for how
population groups should be prioritized to receive vaccines in a pandemic.
Difficulties encountered during the annual flu season with the purchase,
distribution, and administration of flu vaccine highlight the importance of
resolving these issues for pandemic preparedness.

Background

In almost every year an influenza virus causes acute respiratory disease in

ic proportions so: here in the world. Influenza is more severe
than some of the other viral respiratory infections, such as the common
cold. Most people who get the flu recover completely in 1 to 2 weeks, but
some develop serious and potentiatly life-threatening medical

licati suchas p >nia. People who are aged 65 and older,

people of any age with chmmc medical conditions, children younger than
2 years, and pregnant women are more likely to get severe complications
from influenza than other people. Influenza and pnewmonia rank as the
fifth leading cause of death among persons aged 65 and older.

For the 2004-05 flu season, CDC is recommending that about 185 million
Americans in these at-risk populations and other target groups receive the
vaccine, which is the primary method for preventing influenza. Flu vaccine
is generally widely available in a variety of settings, ranging from the usual
physicians’ offices, clinics, and hospitals to retail outlets such as
drugstores and grocery stores, workplaces, and other convenience
locauons Mxlhons of individuals receive flu vaccinations through mass
paigns in dical settings, where orgammuom such
as visiting nurse agencies under contract administer the vaccine.' It takes

*Data collected by states through the CDC Behavioral Risk Factor Survetllance System
during 2002 indicate that among persons aged 18 years or older reporting receipt of flu
vaccine, about two-thirds reported getting their last flu vaccination at a heaith care facility,
such as a doctor's office, health center or health department, while abotit one-third

3 d getting i atawx ity center, store, or other location.

GAO-04-1100T
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about 2 weeks after vaccination for antibodies to develop in the body and
provide protection against influenza virus infection. CDC recommends
October through November as the best time to get vaccinated because the
flu season often starts in late November to December and peaks between
late Decernber and early March. However, if influenza activity peaks late,”
vaccination in December or later can still be beneficial.

Producing the influenza vaccine is a complex process that involves
growing viruses in millions of fertilized chicken eggs. This process, which
requires several steps, generally takes at least 6 to 8 months from January
through August each.year, so vaccine manufacturers must predict demand
and decide on the number of doses to produce well before the onset of the
flu season. Each year's vaccine is made up of three different strains of
influenza viruses, and, typically, each year one or two of the strains is
changed to better protect against the strains that are likely to be
circulating during the coming flu season. The Food and Drug
Administration (FDA) and its advisory committee decide which strains to
include based on CDC surveillance data, and FDA also licenses and
regulates the manufacturers that produce the vaccine,

In a typical year, manufacturers make flu vaccine available before the
optimal fall season for administering flu vaccine. Currently, two
manufacturers—one in the United States and one in the United Kingdom—
produce over 95 percent of the vaccine used in the United States.’
According to CDC officials, for the 2002-03 flu season, manufacturers
produced about 95 million doses of vaccine, of which about 83 million
doses were used and 12 million doses went unused. Production for the
2003-04 flu season was based on the previous year's demand and was
about 87 million doses. For the 2004-05 season, CDC estimates that about
100 million doses will be available.

Currently, flu vaccine production and distribution are largely private-
sector responsibilities. Like other pharmaceutical products, flu vaccine is
sold to thousands of purchasers by manufacturers, nurerous medical
supply distributors, and other resellers such as pharmacies. These

purch provide flu vaccinations at physicians' offices, public health
clinics, nursing homes, and less traditionat locations such as workplaces

*A third U.S. manufacturer produces a flu vaccine that is given by nasal spray and is only
approved for healthy persons aged 5 through 49 years, According to CDC, this
manufacturer is likely to supply about 1.5 million doses in the 2004-05 season.

GAO-04-1100T
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nnd vanous retail outlets. Most influenza vaccine distribution and

ion are accomplished within the private sector, with relatively
small amounts of vaccine purchased and distributed by CDC or by swate
and local health departments.

HHS also has a role in planning to prepare for and respond to an influenza
pandemic. Planning is key to bemg prepared t‘or and mitigating the
negative effects of the next i tudi nwor tﬂn&.
death, economic loss, and social disruption. A national
plan was first developed in 1978 and was revised in 1983. In 1993, efforts to
revise the national plan were initiated, and these efforts picked up
momentum in the late 1990s. In August 2004 HHS released a draft plan for
entitled, “Pandemic Infl Prepared and Response Plan.”

To foster state and local pandemic planning and preparedness, CDC first
issued draft interim planning guidance to states in 1997 and posted
guidance on its Web site for state and local health departments in 2001.
Since that time, states have been preparing pandemic response plans, and
many are integrating these plans with existing state plans to respond to
public heaith emergencies such as natural disasters and bioterrorist
attacks.

Challenges Exist in
Ensuring an Adequate
and Timely Flu
Vaccine Supply

Ensuring an adequate and timely supply of vaccine is a difficult task. It has
become even more difficult because there are few manufacturers.
Problems at one or more manufacturers can significantly upset the
traditional fall delivery of infl ine. These probl in tum, can
create variability in who has ready access to the vaccine.

Matching flu vaccine supply and di d is a chail b the
ilable supply and d d for vaccine can vary from month to month *
and year to year. For example,

- In 2000-01, when a substantial proportion of flu vaccine was distributed

much later than usual due to manufacturing difficulties, temporary
shortages in the prime period for vaccinations were followed by decreased
demand as additional vaccine became available later in the year. Despite
efforts by CDC and others to encourage people to seek flu vaccinations
later in the season, providers still d a drop in d d in Decemb
The light flu season in 2000-01, which had relatively low influenza
mortality, probably also contributed to the lack of interest. As a resuit of
the waning d d that year, fz ers and distributors reported
having more vaccine than they could seil. In addition, some physicians®
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offices, employee health clinics, and other organizations that administered
flu shots reported having unused doses in December and later.

For the 2003-04 flu season, shortages of vaccine have been attributed to an
earlier than expected and more severe flu season and to higher than
normal demand, likely resulting from media coverage of pediatric deaths
associated with influenza. According to CDC officials, this increased
demand occwred in & year in which manufacturers had produced about
the same number of doses as in the previous season and that supply was
not ad to meet the d d.

If production problems delay the availability of vaccine in a given year, the
timing for an individual provider to obtain flu vaccine may depend on
which manufacturer's vaccine it ordered. This happened in the 2000-01
season, and-it could happen again. This year, one of the two major
manufacturers recently announced a delay in its shipments of vaccine. On
August 26, 2004, one manufacturer. announced that release of its flu

" vaccine would be delayed because of production problems related to
sterility of a small number of doses at its manufacturing facility. The
company stated that it expected to deliver between 46 million and 48
million doses to the U.S. market beginning in October, and CDC issued a
notice on September 24, 2004, stating that some delays might occur for
customers receiving this manufacturer’s vaccine. Those customers may
receive their vaccine later than those who ordered from the other
manufacturer, which reported sending its vaccine on schedule beginning
in August and Septernber. As a result, one provider could hold vaccination
clinics in early October that would be available to anyone who wants a flu
shot, while another provider would not yet have any vaccine for its high-
risk patients. .

Shortages of flu vaccine can result in temporary spikes in the price of-
vaccine. When vaccine supply is limited relative to public demand for flu
shots, distributors and others who have supplies of the vaccine have the
ability—and the economic incentive—to sell their supplies to the highest
bidders rather than filling lower-priced orders they had already received.
When there was a delay and temporary shortage of vaccine in 2000, those
who purchased vaccine that fall—because their earlier orders had been
cancelled, reduced, or delayed, or because they siraply ordered later—
found themselves paying much higher prices. For example, one physician's
practice ordered flu vaccine from a supplier in April 2000 at $2.87 per-
dose. When none of that vaccine had arrived by November 1, the practice
placed three tler orders in Ny ber with a different supplier at the
escalating prices of $8.80, $10.80, and $12.80 per dose. On December 1, the
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practice ordered more vaccine from a third supplier at $10.80 per dose.
The four more expensive orders were delivered immediately, before any
vaccine had been received from the original April order.

Qur work has also found that there is no mechanism in place to ensure
distribution of flu vaccine to high-risk irdividuals before others when the
vaccine is in short supply. When the supply was not sufficient in the fall of
2009, focusing distribution on high-risk individuals was difficult because
all types of providers served at least some high-risk individuals. Some
physicians and public health officials were upset when their local grocery
stores, for example, were offering flu shots to everyone when they, the
health care providers, were unable to obtain vaccine for their high-risk
patients. Many physicians reported that they felt they did not receive
priority for vaccine delivery, even though about two-thirds of seniors—one
of the largest high-risk groups—generally get their flu shots in medical
offices.* In our follow-up work, we found no indication that the situation
would be different if there was a shortage today.

This raises the question of what more can be done to better prepare for
possible vaccine delays and shortages in the future. Because flu vaccine
production and distribution largely are private-sector responsibilities,
options are somewhat limited. While CDC can recommend and encourage
providers to i ize high-risk patients first, it does not have control
over the distribution of vaccine, ov.her than the small amount that is
distributed through public health departments.

Although HHS has limited authority to directly control flu vaccine
production and distribution,” it undertook several initiatives following the
2000-01 flu season. More specifically, CDC has taken actions that may

*Data collected by states theough the CDC Behavioral Risk Factor Surveillance System
during 2002 indicated that among persons z;ed 665 years or older reporting receipt ol
influenza vaccine, about 58 percent rep: ing their last i

physicians’ offices and health i by clinics or health
centers (12 percent); stores (8 percent); community centers (6 percent); health .
departments (6 percent); other locations (5 percent); hospitals (4 percent); and workplaces
{2 percent). Percentages do not add to 100 due to rounding.

*Under the Federal Food Drug and Cosmetic Act, FDA ensures corapliance with good
manufacturing practice and has limited authority to regulate the resale of prescription
drugs, including influenza vaccine, that have been purchased by health care entities such as
public or private hospitals. This authority would not extend to resale of the vaccine for
emergency medical reasons. The term health care entity does not include wholesate
distributors. CDC has a role in encouraging appropriate public health actions.
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encourage manufacturers to supply more vaccine because the action could
lead to increased or more stable demand for flu vaccines. Actions taken by
CDC and its advisory committee include the following:

Extending the optimal period for getting a flu vaccination until the end of
Noverber, to encourage more people to get vaccinations later in the
Season.

E ding the target population to include children aged 6 through 23
months and all persons who take care of chxldren aged 0 to 23 months.

Including the iy vaccine in the Vaccines for Children (VFC) stockpile to
help improve flu vaccine supply. For 2004, CDC has contracted for a
stockpile of approximately 4.5 million doses of flu vaccine through its VFC
authority,

an annual of the projected vaccine supply, and
making a determination if vaccination should proceed for all persons or if
a tiered approach should be used, targeting limited vaccine supplies to
seniors and other high-risk individuals first.

For both last season and the upcoming flu season, CDC announced that it
did not envision any need for a tiered approach. For the 2004-05 flu
season, CDC issued a notice on September 24 rec ding that
vaccination proceed for all recommended persons as soon as vaccine is
available.

HHS's Draft Pandemic
Influenza Plan
Defines Roles and
Responsibilities but
Leaves Some
Important Issues
Unresolved

HHS's draft pandemic influenza plan describes federal roles and
responsibilities in responding to an influenza pandemic and provides
planning guidance to state and local health departments and the health
care system. Although the draft plan is comprehensive in scope, it leaves
some important decisions about the purchase, distribution, and
administration of vaccines unresolved. In addition, the draft plan does not
make recommendations for how population groups should be prioritized
to receive vaccines ina demic. Conseq; ly, states are left to make
their. own decisions, potentially compromising the timing and adequacy of
a response to an influenza pandemic.
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Draft Plan Defines Roles
and Responsibilities

HHS" S d.raﬁ pandemic mﬂuenza plan describes HHS's rofe in coordinating
a ! resp: to an ind} pandemi andprovxdwgmdanceand
tools to promote di L} and coordination at
federal, state, and tocal Ievels mcludmg hoth the public and the private
sectors. Pandemic influenza response activities are outlined by the
different phases of a pandemic.’ The draft plan also provides technical
background information on preparedness and response activities such as
vaccine development and production.

‘The draft plan acknowledges that states and local areas have important
roles in the national response to a pandemic. To facilitate the state and
1ocal response, the draft plan provides guidance for state and local heaith
depamnen(s and the health care system. The draft plan states that

pl g for an infl demic will build on HHS-supported efforts to
prepare for other public heah.h emergencies such as infectious disease
outbreaks, bioterrorist events, or natural d!sasw's, and pmwdes unpomm
guidance on areas specific to an infh

surveillance, delivery of vaccine and other medications, and
communication. According to the Council of State and Territorial
Epidemiologists, currently i1 states have pandemic influenza plans. Six of
these states have final plans, and five states have draft plans.’

According to the draft plan, federal agencies are taking steps to ensure and
expand influenza vaccine production capacity; increase influenza
vaccination use; stockpile influenza medications; enhance U.S. and globat
disease detection and surveillance infrastructures; expand influenza-
related research; support public health planning and laboratory capacity;
and improve health care system readiness at the community level.
Although most of these activities have not been targeted specifically to
pandemic planning, according to HHS officials, spending in these areas
will help prepare for the next infl demic. The draft plan also
encourages states to allocate funding from the CDC Bioterrorism

'HHS describes five phases of a pnndemn: In phase 1, there is an outbreak i in ane country,

ion of efficient p and serious and
mortality. l.nphaseZ,!heremrepcmlambmnkswﬂh global disease spread. Phase 3 is
the end of the first pandemic wave; phne&re{enxonsecondsnsoml wave, In phase 5,
the jc ends as p has i

*California, Florida, Indiana, Maryland, Minnesota, and New Jersey have final plans, and
Massachusetts, New Hampshire, South Carolina, Tennessee, and Texas have draft plans.
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Cooperative Agr 1t and 2004 I jzation Conti ion Grants for

| & d: i [ e d pl i ®
Draft Plan Leaves Many Although HHS's draft pandemic inf} plan is comprehensive in scope,
Importam; Issues it leaves many important decisions about the purchase, distribution, and
Unresolved, Making It administration of vaccines unresolved. These decisions include
Difficult for States to Plan determining the public- versus the private-sector roles in the purchase and

distribution of vaccines; the division of responsibility between the federal
govertunent and the states for vaccine distribution; and how population

_ groups will be prioritized and targeted to receive limited supplies of

vaccines. As we have stated previously, until these key decisions are made,
states will find it difficult to plan, and the timeliness and adequacy of
response efforts may be compromised.

" The draft plan does not establish a definitive federal role in the purchasing

and distribution of vaccine. Instead, HHS provides options for vaccine
purchase and distribution that include public-sector purchase and
distribution of all pandemic influenza vaccine; a mixed public-private
system where public-sector supply may be targeted to specific priority
groups; and maintenance of the current largety private system. Currently,
approximately 85 percent of the influenza vaccine produced for annual
outbreaks is purchased by the private sector, and a majority of the annual
vaccinations are also delivered by the private sector. HHS states in the
draft plan that such a distribution method may not be optimal in a
pandemic.

Furthermore, the draft plan delegates to the states responsibility for
distribution of vaccine. The Iack of a clearly defined federal role in
distribution ¢ li ing for the states. Among the
current state pandemic mﬂuenza plans. there is no consistency in terms of
their procurement and distribution of vaccine and the relative role of the
federal government. States also approach annual vaccine procurement and
distribution differently. Approximately half the states handle procurement
and distribution of the influenza vaccine through the state health agency.
The remainder either operate through a third-party contractor for
distribution to providers or use a combination of these two approaches.

*Under the CDC's Public Health Pr dness nd R for Bi ism Program, all
50 states, the District of Columbia, the coun!ry 's largesx municipalities, and terTitories
receive funding to lete specific d to bujld public health and health
care capacities,
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in 2003 we reported that state officials were concemed that there were no
national recc dations for how poput groups should be
prioritized to receive vaccines. Identifying priority populations from
among high-risk groups and essential heaith care and emergency
personnel is likely to be a controversial issue. The draft plan does not
identify priority groups, but HHS indicates that it has separately developed

- aninitial list of suggested priority groups and is soliciting public commment

on this list. The draft pandemic plan instructs the states to prioritize the
persons receiving the initial doses of vaccine and indicates that as
information about the severity of the virus becomes available,

rec dations will be formulated at the national level, Prioritization
will be an iterative process and will be tied to vaccine availability and the
progression of the demic. While r izing that this is an iterative

process, state officiais have consistently told us that a lack of detailed
guidance makes it difficult for states to plan for the use of limited supplies
of vaccine.

Concluding
Observations

Ensuring an adequate and timely supply of vaccine to protect seniors and
others from influenza and flu-related complications continues to be
hallenging. Only two facturers currently produce flu vaccine for
seniors and others at high risk for flu-related complications, and
manufacturing problems experienced in recent years illustrate the fragility
of the current methods of production. Despite efforts by CDC and others,
there remains no system to ensure that persons at high risk for
complications receive flu vaccine first when vaccine is in short supply.

These influenza vaccine supply and distribution problems may become

pecially acute in a pandemic. We acknowledge the need for flexibility in
planning because many aspects of an influenza pandemic cannot be
known in advance. However, the absence of more detail in HHS's draft
plan creates uncertainty for the states regarding how to plan for the use of
hmn.ed supphw of vaccine. Until decisions are made about vaccine

ion, and administration, and priority populations are

daignated states wﬂl not be able to develop strategies consistent with
federal priorities.

Agency Comments

Officials from CDC provided technical comments that we incorporated as
appropriate.
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Mr. Chairman, this concludes my statement. I would be happy to answer
any questions you or other Members of the Committee may have.

taff For further information about this testimony, please contact Janet

Contact and S Heinrich at (202) 512-7119. Gigi Barsoum, Anne Dievler; Martin Gahart,

Acknowledgments Jennifer Major, Roseanne Price, and Kim Yamane also made key
contributi to this
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The CHAIRMAN. Janet, thank you very much. Now let us turn to
you, Carol. Please proceed.

STATEMENT OF CAROL M. MOEHRLE, DISTRICT DIRECTOR,
NORTH CENTRAL DISTRICT HEALTH DEPARTMENT,
LEWISTON, ID

Ms. MOEHRLE. Thank you. Good morning, Mr. Chair. It is my
pleasure to address you today with the prospective of a local public
health department as it relates to flu vaccinations and the elderly.
I am also honored to represent the National Association of County
and City Health Officials, NACCHO, our national organization rep-
resenting the nation’s nearly 3,000 local health departments.

As we all know, the old adage, says, “It’s at the local level where
the rubber meets the road,” when we talk about flu vaccine, it is
also the local level where that needle finally meets the arm of each
of those receiving that vaccine.

I am particularly proud to share with you some of our collabora-
tion that our health district has been doing with the Idaho Com-
mission on Aging. Our health district, along with two others in the
state, have joined with the Commission on Aging to develop out-
reach to our senior citizens in our most rural areas of Idaho.

The public health districts are providing information and often-
times flu vaccine clinics at the senior meal sites in these rural
areas. The commission is helping us by identifying certain home-
bound seniors that are not able to attend these flu clinics and we
are sending a public health nurse into those homes to give those
seniors their vaccine.

This joint effort is to increase the flu vaccination rate amongst
those very fragile, very elderly in our state of Idaho. However
skilled we are at locating these high-risk individuals and admin-
istering the vaccine, we cannot achieve optimal protection for our
communities unless the vaccines are available to us.

The nation’s local public health departments have experienced
distribution issues in four out of five of the last flu seasons. We do
not yet know what challenges await this year, but we are hopeful
that maybe we will not have to be as worried as we have been in
the past. _

In the five counties that my health district covers in north Idaho,
we are already hearing flu concerns, and receiving questions, and
dozens of phone calls each week from citizens wanting to know
about the flu vaccine for this year. Will there be shortages? Will
there be an ample amount?

I spoke with one elderly woman just recently who was quite dis-
tressed. She insisted that she get her vaccine first. She is elderly,
has frail health concerns, and wanted to receive it before the lines
start forming that oftentimes do in the clinics.

She was worried also about the safety of the vaccine given the
most recent media telling us about some of the vaccine being re-
called. She wanted to know if we had the good vaccine or the bad
vaccine?

I reassured her that even though we were hoping that we would
have ample doses, we were convinced that we would have enough
to serve the population, and all the doses that we had were safe
doses of vaccine. She did not leave that call very settled. She was
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quite disturbed still that I would not just let her have her vaccine
today when she called and that I could not give her more reassur-
ance that she wanted.

Those are some of the calls that we are already receiving. It is
clear to me that many elderly residents, do not trust the ability of
the public health system to deliver the vaccine when they need it,
where they need it.

We have a lot of work to do to rebuild that trust because of the
last few years and the issues that have happened. Idaho also expe-
rienced a flu shortage last year, as many of the health departments
in our nation did.

We didn’t receive the full amount of vaccine as that we ordered.
We knew that we would run out. So we early on started prioritizing
who the vaceine would be given to, and we used-the CDC’s guide-
lines for the high risk population. Many of the people that we cus-
tomarily give flu vaccine to were quite disturbed and panicked that
they were not among the highest risk that we were giving the vac-
cine to.

There was much emotion, confusion and even some anger in our
communities that they could not receive this. Some people were so
upset that they offered to pay more just so they could get a dose
of vaccine.

During some of the clinics that we held, we were actually turning
some people away that were not qualified in the high risk cat-
egories, only to find out that they showed up for the next clinic
with made-up diseases so that they would then be able to receive
their vaccine.

This pains me greatly -that we have placed people in a situation
where they have to lie about their health concerns in order to be
amongst that high risk population when we have people that want
to do the responsible thing to receive their flu vaccine.

It also demonstrates some of the most critical concerns we have
about the supply. We do not believe that anyone has a clear under-
standing of the reason for the supply and distribution problems
that we have seen in the recent years.

Every entity that gives flu shots, whether it is the large chain
stores, the physicians or public health, we all order the vaccine
from the same distributors and wholesalers. There does not seem
to be a discernable rhyme or reason why some who place orders re-
ceive it early and in a full amount while others receive partial ship-
ments sporadically throughout the flu season.

Two years ago, a local nursing home called me at the health de-
partment and said, “It is flu season, I-have no vaccine.”-This was
very concerning, a nursing home to call and not have received vac-
cine yet. I made more calls to other nursing homes and our senior
living centers in our five counties, and lo and behold, we had oth-
ers, other nursing homes that did not have flu vaccine.

We called a meeting with our local medical community. We had
physicians and healthcare providers arrive and voluntarily turned
over doses of vaccine to Public Health so we could redistribute to
the most at-risk, our elderly seniors in those living centers.

The cooperative spirit that we had with our medical community
helped us to address this distribution problem successfully, but on
the contrary, we had two large chain stores that had received their
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full amount of vaccine early on. When asked to come to the table,
they said that they were continuing to give the vaccine to anyone
who walked through their stores and could not spare.to give this
to the public health when we thought it needed .to be distributed
elsewhere. : .

In times of shortage, we all need to be working together with the
same guidelines and the same rules as we use the vaccine very re-
sponsibly. Public Health urges stronger Federal leadership to bring
all the parties together to find ways to rationalize the current cha-
otic distribution system, and to collaborate to assure optimal dis-
tribution of all the flu vaccine.

If a nightmare of a flu pandemic ever arrives, we believe that the
Federal Government will need to step in to take a strong hand in
vaccine distribution because only optimal distribution will be essen-
tial to stemming outbredks and to saving lives.

Senator Craig, thank you for holding this hearing and for your
support of public health: I will stand for questions.
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It is my pleésure, Chairman Craig and distinguished Senators, to address you
~ today conceﬁﬁng the perspective of local public health departments on flu vaccination for
the elderly. T am honored to represent the National Association of County and City
Health Officials (NACCHO), the organization representing the nation’s nearly 3000 local
public health departments.

As you know, it is at the local level where the rubber meets the road and the shot
meets the am. Local health departments play essential roles in preventing cases of
influenza. First, we organize and conduct flu immunization clinics. Second, we monitor
flu immunization rates in our communities and work with our community partners to get
flu shots -to those most in need, particularly the eiderly. Third, we address vaccine
shortages when they occur, working to gain voluntary cooperation from entities that have

vaccine supplies to reallocate vaccine to persons most at risk from influenza.

Local health departments have many decades of experience in immunization,
going back to the days when polio vaccine was first developed. We have developed

many ingenious strategies for getting flu shots to the community, particutarly to those-

who,are most vulnerable. We know that the easier we'can make it for people to get their
shots, the more likely it is that they will. We run public information campaigns and we
go into the community s much as we can to administer shots. We work with private
physicians, clinics and hospitals to enéourage them to offer flu vaccine to every elderly
person that they see, even if the person is visiting for other reasons. Some agencies are
organizing “drive-through” flu vaccination clinics, where people need not even leave

their cars to receive a shot.

I am particularly proud of my agency’s collaboration with the.Idaho Commission
on Aging. Our Health District, which covers five counties in North Idaho, and two other

Health Districts covering 14 other counties, have joined with the Idaho Commission on -

Aging to develop flu vaccine outreach to the senior populations in some of the most rural
areas of Idaho. We are working with the Commission to provide flu information and

vaccinations at rural senior meal sites. Commission staff are helping to identify the
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homebound elderly and the public health agencies then send nurses to their homes to
vaccinate them. In this way, we are increasing flu vaccination rates among the elderly, a

poﬁulation that is most at risk for complications from influenza.

However skilled we are at locating high risk individuals and administering
vaccine, we cannot achieve optimal protection for our communities unless vaccines are
available to us. The nation’s local health departments have experienced shortages of flu
vaccine in four of the last five flu seasons. We do not yet know what challenges await us

in the upcoming season, but we are worried.

In the five counties that my Health District covers in North Idaho, residents have
already begun asking how to get their flu shots. They are fearful that we will have a
shortage this season like we have had in the past. We have received many dozens of calls.
1 spoke with one elderly woman recently who was close to a state of panic. She insisted
that she should be among the first to receive her flu vaccination, due to her age and frail
health, because she was afraid about what might happen to her if she got sick from the
flu. Moreover, she was greatly worried about the safety of vaccines, due to the recent
press coverage about possibly tainted lots of vaccine. She demanded to receive the
“good” vaccine, not the “bad” vaccine. As much as I reassured her that we expected to
receive all the doses of vaccine that we needed and that it would all be safe, she remained
distraught. It is clear to me that many of our elderly residents don’t trust the ability of the
public health system to deliver the flu vaccines that they need, when they need it. We all
have work to do to rebuild that trust.

On a national level, NACCHO began systematically monitoring local problems
with flu vaccine supply and distribution last year. In early December, 2003, the nation
was hearing the news about childhood deaths from flu. As public demand for vaccine
escalated, CDC, physicians, and manufacturers were all advising people to contact their
local health departments to get a flu shot. By December 10, 2003, 71% of a large, diverse
sample of local health departments reported that they had no flu vaccine in inventory.
They could not get any more vaccine from distributors and none of their neighbors had
any, either. Where vaccine was available, heaith departments began to ration it according
to the guidelines of CDC’s Advisory Committee on Immunization Practices.
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Idaho experienced last year’s flu shortage and we took steps similar to those taken
by public health departments nationally. We did not receive the full amount of vaccine
that we ordered and our suppliers told us they could not obtain more. We knew that we
would run out of vaccine so we began prioritizing the vaccine for the high risk groups
early, using CDC’s guidelines. Many people that we customarily serve were truly
panicked about not being able to reccive flu vaccine. There was much emotion and anger
in our communitics. Some people, upset that they didn’t fit the high risk definition,
offered to pay more for a dose, and we had instances where people told us they had
extreme diseases in order to obtain the vaccine. It pains us greatly to have placed people

in the situation of needing to lie about their health in order to obtain vaccine. .

This demonstrates our most critical continuing concern about flu vaccine supply.
Even if manufacturers are able to provide enough vaccine, there is no guarantee that the
most vulnerable people, the elderly, will be able to receive it. We do not believe that
anyone has a clear understanding of the reasons for the supply and distribution problems
that have arisen so consistently in recent years. Every entity that gives flu shots, from
large chain stores to individual physicians to health departments, orders its vaccine from
wholesalers and distributors or from the manufacturers directly. There is no discernible
rhyme or reason why some who place orders receive ample supplies early, and why some

must wait, or receive partial shipments over a period of time.

At best, this level of uncertainty hampers our ability to make and carry through
firm plans to vaccinate the elderly in our communities. As we are seeing in Idaho, the

bad experiences of one season carry over into the next by causing great public concern.

At worst, the uncertainty about vaccine supply prevents the nation’s public health
system from filling its most essential role of reducing the toll of flu by getting vaccine to
the most vulnerable. At times when vaccine supply unexpectedly becomes low or
spotty, public health authorities have missed an opportunity to use earlier existing
su-pplies judiciously by giving priority to the elderly and other high risk groups. There
ha_ve been instances where large chain stores, who vaccinate everyone who comes
through their doors, have ample supplies, while health departments and nursing homes

who serve the frail elderly have little or none.
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This happened in northern Idaho two years ago, when we had a shortage. A local
nursing home called the health department to tell us that it had not received any flu
vaccine. We then made calls to the other nursing homes and senior liviﬁg centers to

- check on the status of their vaccine supplies. Several of them had not received any
vaccine at the beginning of the flu season. Our public health department then called a
meeting with our local medical community. Physicians and other health providers who
had received vaccine agreed that they would offer some doses to our agency to distribute
to the nursing homes in need. This cooperative spirit in the medical community is critical
1o our ability to address problems with flu vaccine distribution successfully. By contrast,
two large chain stores had plenty of vaccine, but they informed us that they would be
moving ahead with their plan to vaccinate anyone who came to their stores and would not
consider sharing with the rest of the community. We do not believe that vaccine
purchasers who find a way to get vaccine supplies early should be able to use it this

irresponsibly in times of shortage.

Tﬁe last few years have demonstrated how vulnerable the vaccine supply is to
unpredictable disruptions. At the local level, uncertainties and shortages have become
more the norm than the exception. Local and state public health departments have begun
developing systems to mom'tor_ and reallocate vaccine supplies when shortages occur.
This requires a large expenditure of time on identifying which physicians, hospitals,
health centers, and nursing homes have vaccine and which are in need. These providers
are asked to report doses on hand and to voluntarily return excess doses to a depository,
which then redistributes vaccine to those who need more doses. These activities can help
mitigate supply imbalances when the overall supply is adequate, but we have a long way

to go before they are functioning with full effectiveness in every state and locality.

1t is essential that the nation’s public health system, vaccine manufacturers and
distributoré, and health care providers, collaborate more closely to assure optimal
distribution of flu vaccine. We urge Str0nger, greater federal leadership to bring these
parties together and find ways to rationalize the current chaotic distribution system. If

the nightmare of a flu pandemic ever arrives, we believe that the federal government will
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need to step in to take a strong hand in vaccine distribution, because optimal distribution

will then be essential to stem outbreaks and save lives.

NACCHO is happy to support the Flu Protection Act of 2004. It includes many
steps that we believe will help improve flu vaccination rates. However, we also
recommend that the bill give greater attention to the roles of local public health
departments in flu vaccination and we will be happy to work with you to achieve this.

Thank you for holding this hearing and for your support of public health. I'll be
happy to respond to any questions you may have.
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The CHAIRMAN. Carol, thank you very much. Now let us turn to
Howard Pien, president and CEO of Chiron Corporation. Howard,
please proceed.

STATEMENT OF HOWARD PIEN, CEO AND PRESIDENT, CHIRON
CORPORATION, EMERYVILLE, CA

Mr. P1EN. Mr. Chairman, thank you for the opportunity to ap-
pear at this hearing. Today I would like to focus on three key mes-
sages. First, Chiron reiterates our expectation that we can deliver
between 46 and 48 million doses of flu vaccine this season as we
previously announced. We expect to make an announcement on our
shipment plans in the next few days. We profoundly regret that we
have caused uncertainties in this year’s flu vaccine supply. How-
ever, in considering all of the dimensions of our responsibility as
a vaccine supplier, we ultimately place the heaviest weight on the
preservation of the trust of Americans that when they get the flu
shot, the product is safe.

This is the reason that we have been deliberate, thorough and
extremely careful. The issues we encountered this year do highlight
some of the important and valuable principles.

First, the system in place to test flu vaccine does work. The prob-
lem was identified before release of a single dose of the vaccine to
the public. So to Ms. Moehrle’s comment and phone call that she
got, there is no bad vaccine. There is not going to be a recall be-
cause we will not release a single dose of the vaccine, until we are
certain that the quality issues have been put to bed.

But we also learned that when there is unexpected disruption in
supply, timely and transparent communication is most important.
We have benefited enormously from the guidance and the advice of
the men and women serving the public health interest at the FDA,
the CDC, and the other parts of Health and Human Services.

We pledge always to be open in our communication and to help
ensure that there are concerted efforts to coordinate communica-
tion to the public at large. Without that kind of communication,
there is every risk of misinformation, possible panic, and erosion of
public confidence in vaccines.

My second message today is that while significant advances have
been made in increasing immunization rates in older Americans,
greater enhancements are possible, particularly for individuals be-
tween 50 and 64 years of age and healthy adults in close contact
with people at high risk. The threat of flu to public health makes
the enhancement of vaccination rates one: of the clearest and most
accessible ways to improve the health of Americans, and we ap-
plaud this committee in holding this hearing.

Progress has been made in raising flu coverage rates, but as Dr.
Ostroff pointed out, we still have a long way to go. Only 65 percent
of the high-risk population over 65 are immunized. It is estimated
that only 34 percent of those between the age of 50 and 64 have
received vaccine, and the immunization of healthcare workers is
~ less than 40 percent as we heard.

Chiron believes that the following are paramount in importance
to expand the rate of immunization. Education is critical. Public/
private partnerships, such as that of National Influenza Vaccine
Summit, need to undertake substantial and innovative efforts to
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raise flu immunization coverage rates in any individuals over the
age of 50 as well as their contacts. We can and we should reduce
the disparities between geographic areas and between racial and
ethnic groups.

Also, vitally important is a recommendation for universal immu-
nization. Expanding today’s recommendations to cover more than
the 60 percent of the population currently covered will enhance our
pandemic readiness as a nation. The Canadian province of Ontario
has already done this and so can the United States.

Finally, we need better incentives for immunization when it
comes to flu and its terrible complications, the best medicine is pre-
ventive medicine. Therefore the best health economic policy is for
the CMS to continue to encourage physicians to actively immunize
against flu by setting adequate administration fees and reimburse-
ment rates.

My third message is that over the past year, collaboration be-
tween the public sector and industry has led to significant progress
in both flu vaccine supply and pandemic preparedness. It is imper-
ative that these efforts are sustained because they have led to im-
provements already and we should maintain the momentum.

Here are some of the examples:

The CDC has worked with flu vaccine manufacturers to establish
a reserve of over four million doses to be delivered at the end of
the flu season. Chiron will deliver two million doses to this buffer
stock.

The National Institute of Allergy and Infectious Disease with the
leadership that we have grown to expect from the NIH has sup-
ported the production and testing of candidate vaccines against
pandemic strains of avian flu that was described by Dr. McInnes.
Chiron is manufacturing pilot lots of H5N1 and HON2 vaccine to
enable NIH’s evaluation.

A draft pandemic influenza preparedness and response plan was
recently published by the National Vaccine Program Office. The
document will stimulate discussion and set priorities to enhance
our preparedness including distribution against the pandemic
threat. Chiron pledges to contribute to this important discussion.

Our recommendation on pandemic readiness has already been in-
corporated in our written testimony. Briefly, the tenets are:

Educating the public to increase the uptake of flu vaccine in the
aged and their contacts and caregivers;

Increasing research and development to enable higher certainty
of sufficient pandemic vaccine supply;

Proactively removing the obstacles in pandemic vaccine produc-
tion including indemnification to the suppliers and well-defined
government purchase, contractual arrangements and distribution
plans.

Finally, and perhaps most importantly, sustaining the political
will to address the threat that flu represents to America’s health
beyond this flu season and beyond this congressional session.

In summary, on behalf of Chiron Corporation, I respectfully sub-
mit the following thoughts:

First, Chiron expects to deliver between 46 to 48 million doses
of the vaccine this season. Second, increasing the willingness of the
public to be immunized this season and in the future is critical.
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Public-private partnerships are the best mechanisms for maintain-
ing the momentum. Third, the public sector and the industry have
the opportunity in the next Congress to build on progress that has
already occurred this year in both vaccine supply and in pandemic
pr:faredness. We should seize on that spirit of collaboration with
zeal. -

Thank you, Mr. Chairman, for the opportunity to represent
Chiron’s views.

[The prepared statement of Mr. Pien follows:]
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Introduction

Mr. Chairman, Members of the Committee: Thank you for the opportunity to provide a
statement to the Committee on Aging at today’s hearing. I am Howard Pien, president
and CEO of Chiron Corporation, a global biotechnology company headquartered in
Emeryville, California with 2003 revenues of $1.75 billion. Founded in California in
1981, Chiron is composed of three business units: BioPharmaceuticals, Blood Testing
and Vaccines. Chiron is dedicated to research and innovation addressing global public
health challenges. Through Chiron’s breakthrough research discoveries in the fields of
hepatitis B virus, human immunodeficiency virus and hepatitis C virus, millions of
potentially fatal infections have been prevented.

Overview of Chiron

Chiron is the fifth-largest vaccines producer in the world, with sales of $678 million in
2003. Chiron Vaccines produces pediatric and adult vaccines to prevent life-threatening
illnesses. These vaccines, which are sold throughout the world, have protected millions
of people globally from N. Meningitidis Group C, polio, measles and other potentially
fatal diseases. Chiron is a leading supplier of oral polio vaccine, producing more than
800 million doses annually to support global polio eradication efforts. Our rich heritage
in vaccines is traced to the three European manufacturers Chiron has acquired over the
past two decades, all of which were founded 100 or more years ago. The company has
production facilities in Liverpool, United Kingdom; Siena, Italy; Marburg, Germany; and
Ankleshwar, India; and it carries out research in Siena, Marburg and Emeryville. Chiron
has a successful record of product development, including the launch of the first
recombinant vaccine against pertussis, the first adjuvanted influenza vaccine and a
conjugate vaccine against N. Meningitidis Group C.

Chiron currently has two vaccines licensed in the United States: Fluvirin® influenza
vaccine, one of only two injectablé influenza vaccines approved by the U.S. Food and
Drug Administration (FDA), and RabAvert® rabies vaccine, approved by the FDA in
1997. Fluvirin® is indicated for immunization against the influenza vaccine strains
contained in the vaccine for persons of 4-years of age and older. Chiron also supplies
diphtheria and tetanus (DT) concentrate to GlaxoSmithKline for use in its DT-containing
vaccines licensed by the FDA.' In addition, Chiron has initiated Phase III studies in the
United States with the aim of licensing its conjugate vaccine against N. Meningitidis
Group C, Menjugate®.” . .

Chiron and Influenza Vaccines

Chiron’s $878 million acquisition of Powderlect Pharmaceuticals and its influenza
vaccine Fluvirin in July 2003 represents a major commitment to ensuring that an
adequate supply of vaccine is available to meet the needs of the United States. The
principle driver for the acquisition was Fluvirin, produced at the company’s FDA-
licensed facility in Liverpool. Approximately 90 percent of the production from the

' Infanrix (DtaP) & Pediarix (DtaP-HepB-IPV)
% Menjugate® has been licensed in Europe via the Mutual Recognition Procedure and is also approved in
other countries, including Canada and Australia.
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facility is delivered to the United States, with most of the remainder going to the United
Kingdom.

Prior to its acquisition of PowderJect, Chiron was the third-largest producer of influenza
vaccines globally and the second-largest supplier of influenza vaccine outside the United
States. Today, Chiron is the second-largest producer of influenza vaccines in the world,
with production of approximately 85 million doses annually. Chiron produces influenza
vaccines at its facilities in Liverpool, Marburg and Siena and offers a number of
influenza vaccines.

The acquisition of PowderJect represented a change in strategy for Chiron. Prior to this
event, Chiron was unable to commit the resources required to enter the U.S. influenza
market. However, over the last few years, significant changes in the-dynamics of the
U.S. influenza market have occurred. The key changes are:

e The recommendations of the Advisory Committee on Immunization Practices
(ACIP) on influenza immunization were broadened to include individuals
between 50 and 64 years of age and healthy children between 6 and 23 months of
age, significantly expanding the potential market for influenza vaccine.

» Pricing of influenza vaccines has reached a level that allows manufacturers to
invest in maintaining facilities to. meet FDA standards and in expanding
manufacturing capacity in order to meet increased demand.

e Reimbursement rates for providing influenza injections. have been increased to
levels at which physicians are encouraged to proactively immunize patients.

These changes in market dynamics were key factors in Chiron’s decision to acquire
PowderJect and expand its strong presence in the influenza market to include the United
States. The shift in dynamics has also had a significant impact on investment decisions
and capacity. Over the past five years, investments of approximately $70 million in both
primary (bulk) and secondary (fill/finish) manufacturing have been made to increase the
production capacity of the Liverpool facility. This investment was reflected in the
purchase price of PowderJect and it has:resulted.in a significant increase in the amount of
Fluvirin® supplied.to the United States. The amount of Fluvirin® supplied to the United
States on an annual basis more than quadrupled from 12 million doses in 2000 to- 46-48
million doses in 2004, in addition to a two million dose supply for the Centers for
Disease Control and Prevention (CDC) strategic reserve.

Building on recent investments to increase manufacturing capacity at the Liverpool.
facility, Chiron is committing an additional $100 million dollars to replace its existing
influenza bulk manufacturing facility with a new “state of the art” facility’ to
complement the secondary manufacturing facility opened in 1998. This commitment is
being made to-ensure that Chiron is in a position to continue to supply Fluvirin to the
United States and to add incremental capacity until: sufficient cell-culture production
capacity is available to meet the market needs in the United States.

3 A new fill/finish facility was completed a few years ago.
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It should be recognized that changes in market dynamics, specifically the increase in
price that has occurred over the past three years, have reversed the trend of decreasing
manufacturing capacity. Producers are investing in capacity increases, upgrading
facilities and licensing cutting-edge technologies for the U.S. market.  Chiron
manufacturing investments are not unique in the industry, suggesting that the growing
U.S. influenza market is an important public health priority that the private sector must
ensure is addressed. However, given the nature of biologics manufacturing there is
inevitably a lag between the decision to invest and improved capacity as a result of that
investment. The United States is only now beginning to see the impact of the positive
changes in market dynamics that occurred a few years ago with regard to expanded
investment in manufacturing capacity.

Influenza Vaccine Production
Currently, all influenza vaccines marketed 'in the United States are produced in -
embryonated hens’ eggs from designated chicken flocks. Individual lots of each of the
three virus strains are grown in the eggs and harvested. The harvested virus is inactivated
(killed), purified and separated from the egg proteins, usually by high-speed ultra-
centrifugation. The whole virus concentrates are then further purified and split (split
vaccine) or purified, as for Fluvirin, such that the vaccine contains predominately only
the hemagglutinin and neuraminidase virus coat proteins (surface antigen or sub-unit).
The monovalent (single-strain) antigen lots are sterile-filtered and quality control and
potency tested. The monovalent lots are then formulated into trivalent vaccine (following
FDA release), filled into the final containers and packed. The final run of primary
antigen production in eggs is usually completed by September to allow time for
processing, FDA potency assignment, vaccine formulation, packaging, quality assurance
release and shipping to have completed release of the product into the marketplace by
October or November, -

In addition to its conventional egg-based influenza vaccines, Chiron is pursuing
development of a cell culture-based subunit influenza vaccine using the Madin-Darby
Canine Kidney (MDCK) cell line. Chiron’s influenza cell-culture research program has
completed Phase 11 clinical trials, with licensure in Europe projected sometime during the
latter half of the decade. A Chiron influenza cell-culture production facility for full-scale
production of the vaccine exists in Marburg. Chiron has submitted an Investigational
New Drug Apphcatlon to the FDA and is committed to llcensure of its influenza cell-
culture vaccine in the United States.

While there do not appear to be significant clinical advantages to cell-culture vaccines as
compared with the current egg-based vaccines in terms of safety and efficacy, the cell-
culture production process offers several potential advantages. The overall process is
more flexible and can be more easily adapted to increases in market demand.
Additionally, the fermentation process is a closed system hlghly compliant with Good
- Manufacturing Practice (GMP).
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In the event of an influenza pandemic, the celi-culture production process offers the
promise of significant benefits compared to the conventional process, including:

e Cell culture production allows increased production capacity via faster initiation
of continuous manufacture.

e Cell culture production is not dependent on a supply of eggs, which could be a
key rate-limiting step in meeting an urgent public health crisis. Production can
start at any time and can easily be expanded to full-year production.

¢ Cell culture production can reduce lead-time by six to eight weeks.

e Cell-culture production, unlike egg-based production, is a closed process that can
be easily upgraded to Class III bio-safety standards that may be required for the
management of a pandemic strain.

e Cell-culture production is suited to producing vaccines for influenza of avian
origin, which will not grow on eggs without genetic modification.

Overview of Egg-Based Influenza Vaccine Production

Influenza vaccine usually contains three different influenza strains that are recommended
by the World Health Organization (WHO) and the FDA. The WHO and the FDA select
the influenza strains and industry’s role in the public health partnership is to manufacture
the designated product. From continuous surveillance by the WHO and the FDA, select
strains to match the families of influenza viruses expected to be circulating each winter.
The vaccine has a new composition each year, and the vaccine therefore cannot be
stockpiled but must be made to order annually. In addition, influenza vaccine is a
seasonal product, with the majority of immunizations occurring in the September-to-
November time frame in the United States. If there is surplus vaccine that is unused at
the end of the season, it cannot be reused the following year and must therefore be
destroyed. The requirement for Southern Hemisphere influenza vaccine in the January to
March season is comparatively small and usually of a different composition.

Vaccine manufacturers try to match annual supply and demand, ensuring enough doses
are available to meet demand while avoiding wasteful destruction of unused vaccine at
the end of the season. The inability to carry over inventory into the following season
means that the margin of error is much smaller than for other vaccines. Forecasting
demand accurately is complicated by the fact that it is not possible to assess the severity
of the epidemic and then adjust production volumes; additional capacity cannot be added
at short notice and must be planned at least one season in advance. In fact, almost all the
influenza vaccine manufacturing is completed before the influenza season begins. The
cycle time for vaccine production means that demand must be predicted based on
historical data, without an indication of the severity of the current influenza epidemic.

Supply of Influenza Vaccine for the 2004/2005 Influenza Season

On August 26", Chiron Vaccines announced that in conducting final internal release
procedures for its Fluvirin® influenza virus vaccine, our quality systems identified a
small number of lots that did not meet product sterility specifications. Chiron therefore
announced that it had delayed releasing any Fluvirin® doses until it had completed
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additional release tests, a process that will delay release until October. As of September
27", it remains Chiron’s expectation that between 46 million and 48 million Fluvirin®
doses will be delivered to the U.S. market beginning in early October as compared to the
50 million doses projected in July. Since the original announcement Chiron has worked
closely with key stakeholders® to keep them abreast of the status of the testing. The
planned late-season delivery of 2 million Fluvirin doses for a national stockpile held by
the U.S. Centers for Disease Control and, Prevention (CDC), not included in the totals
above, remains on schedule. The results of the tests are entirely in line with the
company’s expectations that the variance was confined to the initial scope identified.
Following compilation and formal sign-off of the test data, Chiron expects to report its
conclusions to regulatory authorities and, upon confirmation, proceed with releasing
Fluvirin® to the U.S. market in early October.

As October and November are the primary months when influenza vaccine is given, the
impact of the delay on the 2004-2005 influenza vaccination season should be minimal.
Furthermore, as in past years, CDC urges continuation of Influenza vaccination into
December and beyond if vaccine is available and therefore ample time will exist to
immunize individuals at risk from the disease. Chiron is extremely proud of the
dedication displayed by its staff in working continuously these past few weeks to develop
and execute the formal retest program making possible the delivery of a safe and
effective vaccine in time to for the influenza season.

It is important to note that the 46-48 million doses of Fluvirin® projected for delivery
during the 2004 /05 influenza season represents an increase of more than 25% compared
to the amount of influenza vaccine Chiron supplied to the United States last season.
Overall, the CDC estimates that there will be roughly 100 million doses of influenza
vaccine available® representing an increase of approximately 15% compared to the 87
million doses of influenza vaccine available last season. In addition, in response to the
supply shortage that occurred last year, the CDC has worked with influenza vaccine
manufacturers to establish a “strategic reserve” of over 4 million doses of influenza
vaccine delivered in November and December. Chiron, as mentioned previously, will
deliver two million doses to the late season stockpile. Chiron welcomed the opportunity
to work collaboratively with the CDC to develop the program securing a strategic reserve
that did not create the unintended consequence of detrimentally impacting the private
market. Therefore, despite the delay in availability of Fluvirin®, it does not appear that
there will be a shortage of influenza vaccine this season as manufacturers will be
supplying the United States with 13 million doses more than last year.

The key challenge for the 2004/05 influenza season will most likely not be managing a
supply shortage but, rather, ensuring that all of the doses of influenza vaccine produced
end up in the arms of individuals. Last year a milestone was reached: The estimated 83
million Americans immunized represented the highest immunization rate ever for

* Chiron has held regular updates on the supply situation via teleconference with representatives from the
CDC, National Vaccine Program Office, Advisory Committee on Immunization Practice, American
Academy of Family Practitioners, American Academy of Pediatrics and the American Medical Association
3 Inactivated influenza vaccine and live-attenuated vaccine
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influenza and almost all the injectable inactivated influenza vaccine was used. Prior to
2003, immunization rates had remained relatively static, and unused vaccine had to be
destroyed. For example, it is estimated that approximately 12 million doses were
destroyed in 2002. Therefore, despite the delay in availability of vaccine, ensuring that
demand exists for the additional influenza vaccine available this season is crucial in the
context of planned increased production capacity for future seasons. If demand this
season remains static, or returns to levels seen in 2002, supply will again exceed demand.
Depending on the magnitude of the shortfall in demand it may lead to a reduction in
supply in future years as supply of the vaccine is closely aligned with projected demand
based on historical trends. Influenza immunization stakeholders in both the public and
private sector are working together on activities to reassure the general population about
the availability of vaccine, encourage influenza immunization and attempt to extend the
influenza immunization season into December.

In summary, as mentioned previously, 2003 represented the highest number of people
ever immunized, and there is no guarantee that the same levels will be achieved in the
event of a less severe epidemic or a public perception of a supply shortage. We should
therefore not be complacent and assume that because excess demand existed in 2003, it
will automatically spill over and absorb the additional 13 million doses that will be
available this season.

Protection of the Aging Population Against Influenza

Vaccination of persons at risk from the complications of influenza is a key public health
strategy in preventing morbidity and mortality in the United States. The influenza
epidemic is an annual event, which was estimated during the 1990s to have caused an
average of approximately 36,000 deaths annually and 114,000 hospitalizations in the
United States with 90% of the mortality occurring in adults aged 65 years of age and
older®. A more recent study has suggested that the rate of hospitalizations related to
influenza may be even higher with over 200,000 hospitalizations occurring annually’.
Over the last decade the United States has had success in raising immunization coverage
rates for individuals above 65 years of age. Data-analyzed from the Behavioral Risk
Factor Surveillance System (BRFSS) in 1993 indicated that 50% of respondents reported
having received influenza vaccine compared to 66% in 2002, This represents significant
progress but is still below the 90% goal set for non-institutionalized adults in the Healthy
People 2010 Objectives’ and has remained level since 1997'°. Continued investment in
patient education and ensuring access to vaccine will be required if coverage rates are to
continue to increase for individuals 65 years of age and older. Achieving higher coverage
rates will increase in importance over the next few years as influenza is expected to have
an increasingly serious impact in the United States due to the aging population. Therefore

¢ Source: Morbidity & Mortality Weekly Report 2003, Vol. 52 RR8

7 Source: JAMA. 2004;292:1333-1340

® Source: Morbidity and Mortality Report 1996, Vol 45 No 40; Morbidity and Mortality Report 2003, Vol
52 No 4|

% Objective no 14.29 at www.health.gov/healthypeople/

" Source: Morbidity and Mortality Report 2003, Vol 52 No 41
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having effective strategies in place to prevent the disease through immunization will
become increasingly important if the burden of disease is not to increase.

In addition to strategies that increase awareness of the need for prevention and access to
the vaccine, setting appropriate reimbursement rates for vaccine purchase and
administration is important, particularly through Medicare. The majority of the
population 65 years of age and older receive vaccine from their primary health care
provider and therefore ensuring incentives are in place for providers to actively immunize
patients is important. The increases in the administration rates in 2003 by the Centers for
Medicare and Medicaid Services (CMS) by roughly 90% to between six and eight dollars
from less than four dollars has served to encourage physicians to actively seek out
immunization in their population.

In addition to adequate administration fees, maintaining reimbursement rates that
accurately reflect the acquisition cost of influenza vaccine creates an incentive for
physicians to acquire the vaccine. In recognition of this, the Senate provided leadership in
crafling the Medicare Modemization Act to ensure that influenza vaccine would be
reimbursed at 95 percent of the Average Wholesale Price (AWP) and, equally important,
that the Center for Medicare and Medicaid Services (CMS) continue its current practice
and update this reimbursement rate on a quarterly basis. We understand that CMS will be
sending a Transmittal to the Medicare Carriers reflecting this policy by the end of the
month. Any change to the current reimbursement system will have a negative impact on
coverage rates if it leads to a reduction in reimbursement for physicians. By setting
adequate reimbursement rates and administration fees CMS has created an incentive for
physicians to actively immunize their elderly patients against influenza. Any future
changes to MMA through legislation or regulation must not create a disincentive for
physicians to actively immunize their patients.

Individuals aged between 50-64 years old are another population that benefit significantly
from influenza immunization as this population has an increased prevalence of high-risk
conditions. In 2000, approximately 42 million persons in the United States were aged 50—
64 years, of whom 12 million (29%) had one or more high-risk medical conditions. In
2000 the Advisory Committee on Immunization Practices (ACIP) broadened the
universal recommendations for influenza vaccine to include individuals between 50-64
years of age because of the prevalence of high-risk conditions in this group. Influenza
vaccine was recommended for this entire age group to increase the low vaccination rates
among persons in this age group with high-risk conditions. Age-based strategies are more
successful in increasing vaccine coverage than patient-selection strategies based on’
medical conditions. In addition, individuals aged between 50 and 64 years without high-
risk conditions also receive benefit from vaccination in the form of decreased rates of
influenza illness, decreased work absenteeism, and reduced need for medical visits and
medication. For example a reduction in the use of antibiotics to which antimicrobial
resistance is an increasing problem. Furthermore, fifty is an age when other preventive
services begin and therefore the timing is appropriate.



79

Despite the universal recommendation being in place for several seasons only 36% of
respondents between 50-64 years of age in the 2002 BRFSS reported having received
influenza vaccine during the previous 12 months, well below the level of respondents
above 65 years of age. Significant efforts need to be invested in reaching this age group
for the following reasons. First, as stated in the previous paragraph, roughly one third of
the individuals in this age group are estimated suffer from conditions such as chronic
disorders of the pulmonary or cardiovascular systems, including asthma and metabolic
diseases such as diabetes that put them at higher risk of complications due to influenza.
Second, in the longer term, achieving high influenza coverage rates in this age group will
translate to future higher coverage rates in the 65 and older population. It is likely that an
individual who is in the habit of getting an annual influenza vaccine is likely to continue
to do so as they age.

Chiron believes that substantial and innovative efforts need to be undertaken to raise
influenza immunization coverage rates in individuals aged 50 and above, Specific efforts
should be targeted at reducing disparities between geographic areas and racial / ethnic
groups. For example, coverage rates are lower for Hispanics and non-Hispanic blacks as
compared to non-Hispanic whites'!. The variation in influenza vaccine coverage
observed among geographic areas suggests that opportunities exist to apply lessons from
high coverage areas such as the New England States to raise rates in low coverage areas.
These efforts can have the biggest impact through collaboration between the public and
private sector. Chiron believes that key stakeholders (manufacturers, distributors, the
public health community, providers and insurers) should form public private partnerships
to address the following:

» Raising awareness of the immunization recommendations among the medical
community and general population.

e Dispelling some of the myths about influenza vaccine that exist (I can get
influenza from the vaccine)

* Encouraging immunization by highlighting the benefits of immunization and
developing innovative programs for facilitating access to the vaccine. .

+ Extending the immunization season into December to ensure all doses are used

and to potentially increase the window in which vaccine could be supplied to the
market.

These efforts must not be limited to the coming influenza season but need to be continued
for the long term if the Healthy People 2010 goals of 90 percent coverage rates of non-
institutionalized adults 65 years of age and older and 60 percent coverage rates of high-
risk non-institutionalized adults 18-64 years of age are to be attained.'”> While these goals
are ambitious, they are achievable if both the public and private sector join forces in a
multi-year effort. The National Influenza Vaccine Summit organized by the American
Medical Association in collaboration with the CDC that brings together key stakeholders
in the private and public sector is a vehicle that is already working on these goals and
Chiron is actively involved in the Summit and believes it can provide the leadership

" Source: Morbidity and Mortality Weekly Report Vo, 52 no 41,
" The target rate for institutionalized adults aged 18 and older is 90 percent.
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required to champion initiatives aimed at raising coverage rates for influenza. The
success of such partnerships in raising immunization rates for pediatric vaccines
demonstrates how this approach can achieve positive results. It is recognized that there
are differences between influenza vaccination and the pediatric immunization situation,
where school entry mandates played an important role in raising coverage rates.
Nevertheless, it is felt that some of the lessons learned would be applicable.

Immunization of contacts of high-risk individuals represents an additional strategy for
protection of persons at high-risk for complications from influenza. Persons who are
clinically or sub-clinically infected can transmit influenza virus to persons at high risk for
complications from influenza. Decreasing transmission of influenza from caregivers and
household contacts to persons at high risk might therefore might cause a reduction in
influenza-related deaths and hospitalization among high-risk populations. Health-care
workers (HCWs), due to the nature of their occupation, are often in contact with high-risk
individuals- and therefore the ACIP and other major medical groups and nursing
organizations have recommended that HCWs should be vaccinated against influenza.
Despite the recommendations coverage rates among HCWs are less than 40%'*. Chiron
believes that significant efforts need to be devoted to increasing immunization coverage
rates in this group. First, improving coverage rates will protect health-care workers, their
patients, and communities. This will improve prevention, patient safety, and reduce the
disease burden. Second, health care workers are an important source of information on
immunization to the general population and must fead by example. An unvaccinated
healthcare worker is not a credible advocate for immunization and therefore a first step to
convincing the general public to get immunized against influenza is ensuring health care
workers are vaccinated.

In order to raise coverage rates among health care workers Chiron believes the following
is needed: !

¢ HCWs should be provided with easy access to influenza vaccine

e Resources should be committed to institutionalizing immunization of HCWs in
their workplace :

» Professional health care organizations should develop policies to support HCW
immunization and encourage constituents to educate HCWs about the benefits of
immunization

e Health-care workers' influenza immunization rates should be regularly measured
and reported.

In this context Chiron supports the recommendations made by the National Foundation of
Infectious Disease in its call to action Influenza Immunization Among Healthcareworkers
' and encourages professional health care organizations and institutions to follow them.

'3 Source: Morbidity & Mortality Weekly Report 2003, Vol. 52 RR8
* hup://www.nfid.org/publicationsthcwmonograph.pdf
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As Immunization of contacts of high-risk individuals represents an additional strategy for
protection of persons at high-risk for complications from influenza, Chiron was pleased
to see that the ACIP had added language to its Recommendations on Prevention &
Control of Influenza stating that «“ ACIP plans to review new vaccination strategies for
improving prevention and control of mﬂuenza mclua'mg the possibility of expanding
recommendations for use of influenza vaccines” 7 At present roughly 60% of the United
States population are covered by the recoramendations as it is estimated that 185 million
individuals fall into the required categories. Therefore moving to a universal
recommendation is not that great a leap. The experience of the. Canadian province of
Ontario in implementing a universal recommendation is encouraging as coverage rates
were increased in both the general population and in high-risk groups.

Pandemic Influenza

A universal recommendation for influenza immunization would offer significant benefits
for pandemic preparedness, as it would increase.demand and. therefore the supply of
influenza vaccine available in the event of a pandemic. An influenza pandemic occurs
when there is a-major change (shift) in the influenza virus such that the majority of the
world’s population has not been previously exposed to the strain and is therefore
extremely vuinerable to the virus. Influenza pandemic is a major public health threat with
the potentlal to cause a rapid increase in morbidity and mortality. Three pandemics
occurred in the 20" century, the first in 1918. It is estimated that approximately 500,000
deaths due to influenza occurred in the United States between September 1918 and April
1919 and that the pandemic caused 20 million deaths worldwide. The 1918-1919
pandemic was the worst pandemic recorded, and mortality in more recent pandemics has
been lower. The Asian influenza pandemic of 1957 is estimated to have caused
approximately seventy thousands deaths in the United States while the Hong Kong
influenza pandemic of 1968 is estimated to have caused 33,000 deaths.

Immunization of individuals with a pandemic strain specific vaccine is likely to be the
most important public health intervention for preventing morbidity and mortality from
pandemic influenza. Therefore during the inter-pandemic period it-is important to take
the required steps to ensure that a pandemic- vaccine can be developed as quickly as
possible in the event of an influenza pandemic. Chiron welcomes the steps the National
Institute of Allergy and Infectious Diseases (NIAID) has taken as part of the NIAID
Influenza Pandemic Preparedness Plan to support the manufacture and production of a
candidate vaccine against a pandemic strain of avian influenza. Chiron is contributing to
this effort through participation in two projects. It is producing pilot lots of
investigational H5N1 vaccine at its Liverpootl facility using the production process used
for its marketed flu vaccine, Fluvirin®. Chiron Vaccines will produce 8,000 doses of the
H5N1 vaccine for the NIAID, who will conduct clinical studies exploring the safety
profile and immunogenicity of two different. doses. It is also producing pilot lots of an
investigational vaccine based on an HIN2 at its Siena facility. Different dosages of the
vaccine, based on an inactivated strain of the virus developed by the CDC, will be
prepared. Some dosages will contain Chiron’s MF59 adjuvant—a substance designed:to
boost the vaccine’s protective effect. Chiron will first test the general safety of these

'* source: Morbidity and Mortality Weekly Report Volume 53
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different formulations in laboratory animals and, based on its findings, will then produce
4,000 single-dose syringes of each for clinical evaluation in healthy aduits. NIAID will
perform a Phase I trial, curmrently slated for early next year, to test the safety and
effectiveness of each formulation in humans. Chiron believes that these sorts of
partnerships are crucial to ensure the availability to the public of safe and effective
vaccines against avian influenza as soon as possible and that additional investments
should be considered once the results of these trials are available.

The draft Pandemic Influenza Preparedness and Response Plan recently published by the
National Vaccine Program Office addresses the issue of pandemic vaccine research and
development in the inter-pandemic period. Chiron supports the recommendations of the
report on the enhancements that can be made to the vaccine development infrastructure
during the inter-pandemic period particularly the creation of libraries of reassortant
influenza viruses suitable as reference strains for vaccine production, the use of new
molecular techniques such as “reverse genetics” to produce high growth reassortant
viruses, evaluation and licensure of an influenza vaccine that includes an adjuvant and
development of new technologies such as flu cell culture. In addition, Chiron believes
that support for the research priorities outlined in the report will encourage investigation
into the development of new influenza vaccines that are not based on the current antigens
or production techniques. This research may not only lead to a better pandemic vaccine
but may also lead to a vaccine that provides better or longer term protection in the inter-
pandemic period.

Vaccine Supply in a Pandemic

From the perspective of an influenza vaccine producer, planning for a pandemic
represents a significant challenge due to the nature of influenza vaccine production.
Essentially, the following factors limit the ability to rapidly expand supply in the face of a
pandemic under current circumstances:

¢ Production capacity—Influenza vaccine production capacity is aligned with
annual demand for vaccine under normal circumstances, i.e., between pandemics,
and therefore little or no surge capacity exists to meet pandemic demand.

+ Inability to stockpile—Stockpiling of vaccine in preparation for a pandemic is
not a viable strategy, as it is not possible to predict the vaccine strain that will
cause the pandemic.

e Supply of primary production material—Curently, vaccines are produced
using eggs, and ensuring an adequate supply of eggs to significantly increase
production during a pandemic represents a significant challenge.

¢ Specialized production facilities—Additional quantities of vaccine could not be
readily produced in facilities used for other vaccines, as production and

purification equipment and facilities are specifically desxgned for influenza
vaccines.

In the event of a pandemic, Chiron will strive to fulfill its responsibility to supply vaccine
to the United States and intemational markets. Chiron has plans to maximize production
of influenza vaccine at its Liverpool, Marburg and Siena facilities to help overcome these
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challenges in the event of a pandemic. The following steps would be undertaken to
increase vaccine production:

e Year-round production—Influenza vaccine production would be run
continuously over the whole-year as opposed to the current seasonal production
cycle. However, it should be noted that this assumes that additional egg supply
will be available to keep the facilities running year round.

e Monovalent vaccine—A monovalent vaccine containing the pandemic strain
only would be produced as opposed to the standard trivalent vaccine containing
three strains. Manufacturing capacity would therefore be increased by a factor of
three, assuming that the vaccine contains the same amount of antigen as:the
conventional influenza vaccine.'® Any increase in the antigen content of the
pandemic vaccine would result in a proportional reduction in the number of doses
that could be produced. At present, the clinical data available to support the
definition of the pandemic vaccine is limited.

Chiron estimates that implementing these two steps in the event of a pandemic would
more than triple its influenza vaccine manufacturing capacity, of which 50 percent would
be produced at its FDA-licensed facility in Liverpool, assuming the pandemic vaccine
contains the same amount of antigen as the normal vaccine. By the end of the decade,
under its current plan, Chiron anticipates being able to increase its pandemic vaccine
production by an additional 50 percent due to expanded production capacity in Liverpool
and the availability of a.cell-culture facility in Marburg producing its MDCK-based cell-
culture vaccine.

It is important to note that the current regulatory approval process would have to be
expedited in order for manufacturers to rapidly convert to producing a monovalent
pandemic vaccine in a timely fashion. Under the present system, obtaining regulatory
approval could be a bottleneck in supplying pandemic vaccine. Chiron believes that
discussions and planning should occur now between manufacturers and the FDA in order
to determine the regulatory pathway for approval of a vaccine, including any
amendments to official release requirements in the event of a pandemic. This would be
of significant value to expedite the availability of supply should the pandemic occur.

In the face of a potential influenza pandemic, switching production to a monovalent
pandemic vaccine imposes a significant financial risk: If the predicted pandemic failed to
materialize, there would be no demand for the monovalent vaccine, and Chiron would be
forced to destroy the vaccine. Therefore, Chiron would be unlikely to make the decision
to switch production from trivalent vaccine to a monovalent pandemic strain without a
guarantee that its production would be purchased whether or not the pandemic
materialized. Chiron would be unable to assume this risk without financial guarantees
being in place due to the severe consequences of losing an entire year's revenues

' 1t should be noted that studies of experimental vaccines produced in response to the:avian influenza A
outbreaks in Hong Kong suggest that a greater dosage or an adjuvanted vaccine may:be required.
Therefore, whether this assumption will tum out to be valid is open to question.
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generated from the production of influenza vaccine. Therefore, in order to trigger 2
switch to pandemic vaccine production as quickly as possible in the event of a potential
pandemic, governmental contract authority to purchase pandemic vaccine production by
an agreed-upon mechanism of compensation should be in place prior to a pandemic.
Such a contractual agreement between vaccine manufacturers and the government
implies a limited role for the private sector in the marketing of a vaccine in the event of a
pandemic. National governments will procure the vaccine, be responsible for its
distribution and determine the priority of immunization. Based on these considerations,
Chiron assumes that in the event of a pandemic, the market for influenza vaccine will be
almost exclusively a public-sector market, with national governments purchasing vaccine
from producers.

Chiron recommends that a mechanism for indemnifying manufacturers, similar to that for
smallpox and swine flu, be established in advance of a pandemic situation. The United
States Government must indemnify and hold harmless producers of influenza vaccine if
they are to manufacture the vaccine in the event of a pandemic. Under section 304 of the
Homeland Security Act of 2002, “covered persons,” including manufacturers, are deemed
to be PHS employees, so that the United States is the exclusively liable party under the
FTCA for any injury or death arising out of the administration of a “covered
countermeasure” against smallpox during an “effective period” defined by HHS
declaration.'” It is vital that Congress enact a similar provision for manufacturers -
producing influenza pandemic vaccines. '

Despite a potential increase in the supply of vaccine by a factor of greater than three,
there will be a global shortage of influenza vaccine in the event of a pandemic. Demand
for influenza vaccine would increase dramatically compared to normal circumstances due
to the need to immunize most of the global population and a potential increase in the
number of doses required per person to provide immune protection from one to two.
Current global influenza vaccine production capacity, estimated at roughly 300 million
doses in a typical year,'® will most likely be unable to cope with global demand, and
therefore a shortage of vaccine is expected to occur.

Chiron is committed to maintaining supply to the United States in the event of a
pandemic. However the current location of Chiron's influenza manufacturing facilities
outside of the United States imposes constraints on its ability to ensure this occurs, as it is
not clear how global allocation of the vaccine will take place in the event of a pandemic.
Where demand outstrips supply, it is possible that national authorities will impose
constraints on the allocation of influenza vaccine by manufacturers under their
jurisdiction. One of the constraints that may be imposed by national authorities is that
producers be required to give priority to meeting national demand before shipping
vaccine supply to traditional markets. For example, Chiron could be asked to give
precedence to the United Kingdom in allocating vaccine supply from its Liverpool
facility, as it is the only domestic source of supply for that country. Furthermore, once
the needs of the United Kingdom were met, priority might be given to other European

" See 42 US.C. § 233(p)(1)<2)s (7).
'® Chiron internal estimate.
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countries before allowing vaccine to be made available to the rest of the.world. In
addition, manufacturers with facilities located in European Union countries may be
required by their national authorities to give precedence to the needs of other EU member
countries once domestic needs have been met before vaccine can be exported outside of
the EU, particularly for those member states that do no not have domestic production
capacity. These variables are real and uncharted. Chiron believes it is important for the
United States, United Kingdom and EU authorities to engage in discussions on pandemic
influenza vaccine supply in advance of an outbreak in order to clarify supply priorities for
its Liverpool facility and would welcome the opportunity to participate in the discussions.

The draft Pandemic Influenza Preparedness and Response Plan recently published by the
National Vaccine Program Office also provides encouraging signs for increasing
capacity. Chiron fully supports the statement contained in the document that
“Implementing strategies to increase annual vaccine demand and use during the inter-
pandemic period will encourage manufacturers to respond with increased supply thus
increasing production capacity which will contribute directly to pandemic
preparedness”. Chiron is committed to investing to increase its production capacity if
demand for influenza vaccine in interpandemic years continues to increase. However,
investment in increasing the supply of vaccine will follow increased demand.

In conclusion, an influenza pandemic will represent a significant challenge to Chiron, as
it will need to rapidly expand influenza vaccine at the expense of other products in its
portfolio. Recognizing this challenge, Chiron is commitied to supporting global
pandemic preparedness efforts prior to the inevitable occurrence of a pandemic. Chiron
believes that over the past year the United States Government has taken significant steps
towards addressing some of the key issues identified below and recommends that the
Congress and the Public Health Service focus on the following critical priorities after the
November elections.

e Strategic public education programs to increase demand for influenza vaccine
during interpandemic years to assure increased supply of influenza vaccines from
year to year, thus increasing supply in a pandemic situation.

* Research and development efforts to determine whether or not pandemic vaccine
supply can be expanded by adjuvantation of the vaccine.

¢ Identifying the regulatory pathway for approval of a pandemic vaccine, including
any amendments to official release requirements in the event of a pandemic, as
well as assurance to manufacturers that there will be flexibility within the
regulatory process to rapidly advance clinical trials to coincide with the influenza
cycles so that clinical testing will not be delayed.

« Implementing mechanisms to trigger the switch to production of a.monovalent
pandemic vaccine, whether or not the pandemic materializes, through an agreed
process.

o Establishing in advance of a pandemic situation a mechanism to indemnify
influenza manufacturers and provide for a compensation program for recipients of
the pandemic vaccine should it prove necessary.
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In summary, Chiron has invested heavily in ensuring that the United States has a supply
of influenza vaccine in inter-pandemic years, which will contribute to protecting the
elderly against morbidity and mortality due to the disease. Chiron is committed to
providing leadership in the U.S. influenza market. Chiron is shouldering the necessary
risks to expand its ability to increase supply and is bringing cutting-edge technologies in
influenza cell-culture production to the U.S. market. Fundamental to Chiron’s success in
realizing its commitments is the ability to work collaboratively with Congress, the
Administration and public health officials to reach the immunization rates established in
Healthy People 2010 while incentivizing the private sector to transition to new
technologies in influenza immunization. These priorities are of critical importance if we
are to effectively protect the population as it against influenza as it continues to age and
position the United States for preparedness for a global influenza pandemic.

Thank you for the opportunity to present the views of Chiron Corporation. Iam happy to
answer any questions you may have for me.
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The CHAIRMAN. Howard, thank you very much, and again to all
of you I appreciate your presence here. I have several questions for
each of you. Janet, in regard to the gaps in the draft plan that you
have mentioned, which areas do you believe or area is most impor-
tant to address?

Ms. HEINRICH. There are several, and it really is settling the
issues of: is it the private sector or the public sector that will be
purchasing the vaccine, who will be distributing it, how, and then
the issue of prioritizing the populations that will be at risk know-
ing that there is going to be a short supply is absolutely critical.

The CHAIRMAN. Yes. Of those areas that you have identified or
expressed concern about, which would be the easiest to fix?

Ms. HEINRICH. I think that the discussions have been ongoing
about the public-private sector purchase and distribution, and I
know from health departments, state and local, there really is an
interest in having a Federal Government system in place or that.
could be used to distribute the scarce vaccine.

It would seem to me that with the growing cooperation between
manufacturers and the public sector that that would be the area
that probably could be determined.

The CHAIRMAN. Then let me ask this question. Do you believe
then that CDC should dictate which population should be
prioritized and make decisions for states on how they distribute
and administer vaccines?

Ms. HEINRICH. I do not think that approach would be welcomed
by the states or the localities. There has to be  dialog. There has
to be conversation, and what we are hearing, though, is that the
states want guidance, and in terms of setting priority populations,
there needs to be a discussion among all the stakeholders about
which populations would receive the vaccine.

The CHAIRMAN. Well, Carol, with that question, we will turn
right to you, and let me ask the same question of you. In your rela-
tionship or the relationship of states to CDC and how we make
these priorities, what would some of your recommendations be?

Ms. MOEHRLE. The priority I think that I would have personally
would be the distribution issue.

The CHAIRMAN. Yes.

Ms. MOEHRLE. There needs to be some bigger. oversight of where
that vaccine goes first or to make sure that those administering
vaccine to the highest risk, wherever that population is, has their
vaccine. The distribution seems to be an issue that is of most con-
cern at the local level.

The CHAIRMAN. Yes. It is disturbing to me that large chain store
might have it and you do not.

Ms. MOEHRLE. Or physicians do not.

The CHAIRMAN. Or physicians do not.

Ms. MOEHRLE. Or nursing homes do not. Yes, where those high
risk are.

The CHAIRMAN. I mean that is obviously tremendously frus-
trating for the public to call in and say, “I need help or I need to
be vaccinated,” you say, “I cannot,” and Wal-Mart is saying, “I
can.” That is an interesting juxtapose here.
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Do local providers usually order their entire supply from one
manufacturer or do they spread the risk and order from more than
one; do you know?

Ms. MOEHRLE. From my perspective and what we do at the
health districts in Idaho, we usually order from more than one. Be-
cause of the variations over the past years, where we get a partial
shipment from the manufacturer or our distributor, at different
times during the season, if we order from several companies or
both companies, we sometimes get a larger shipment right up
front, so we do not have to wait till the end to receive those doses.
Most of us in Idaho order from several or from both companies.

The CHAIRMAN. -Any reaction to what Howard has mentioned
today as it relates to supply?

Ms. MoOEHRLE. We are hopeful this supply will be there. I also
appreciated his comments about getting the message to the media,
that everything is safe, they didn’t take the chance. They are mak-
ing sure that things are safe before our public receives that dose.

The CHAIRMAN. That phone call that you got from that one elder-
ly person, bad versus good?

Ms. MoEHRLE. Right. I think there is a negative sentiment out
there——

The CHAIRMAN. Yes.

Ms. MOEHRLE [continuing]. In our communities, and then we
need to do some real hard media work to make sure that they un-
derstand how safe that vaccine truly is.

The CHAIRMAN. Yes, I think that is very important. I think you
are to be commended for your partnership efforts to expand your
outreach efforts in addition to the program you have mentioned.

Where are the hard-to-reach senior citizens most? In the ruralist
of populations?

Ms. MoEHRLE. Well, I am from very rural, as you know. The ones
that we see——

The CHAIRMAN. Actually we call that urban in Idaho.

Ms. MOEHRLE. Urban, yeah. [Laughter.]

I think it is frontier in a lot of areas.

The CHAIRMAN. I think you are right.

Ms. MOEHRLE. Some of them it is a transportation issue, which
you know in Idaho, they just cannot get to their physician or their
clinic in a timely manner. So by having some of our nurses go out
to them is very helpful. I think we have definite populations in our
cities that do not take advantage of the vaccine either, and it is a
personal choice sometimes as well as an option for them not to be
able to travel, but we are trying real hard.

This was a pilot in our rural areas, specifically, to see if we could
increase the flu availability to those that are in those very, very
rural areas. ,

The CHAIRMAN. How much authority does a local health depart-
ment have to reallocate vaccine supply when shortages occur?

Ms. MOEHRLE. Authority—partnerships, different. We have lots
of partners in our communities and are respected highly with our
medical partners, and I think that is why we have seen the willing-
ness for them to actually turn over doses to the public health dis-
trict to reallocate where they are needed most.
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I am sure that partnership is different state to state and jurisdic-
tion to jurisdiction.

The CHAIRMAN. Are you suggesting this is all largely done on a
voluntary basis then——

Ms. MOEHRLE. Totally voluntary.

The CHAIRMAN [continuing]. Or collaborative voluntary basis?

Ms. MOEHRLE. Exactly. Totally voluntary, based upon the respect
in the partnership.

The CHAIRMAN. It works?

Ms. MOEHRLE. It has worked well in Idaho.

The CHAIRMAN. Well, again, thank you very much for being with
us today, greatly appreciated.

Howard, again, thank you for being with us. Will you delay in
shipment the Fluvirin; is it?

Mr. PiEN. Fluvirin,

The CHAIRMAN. Fluvirin vaccine composed—let me see. Now I
understand what I am trying to say here. Will this delayed ship-
ment compromise the ability of older Americans to obtain the influ-
enza vaccine this year; do you think?

Mr. PIEN. We expect not. As you had heard from a gentleman
representing the CDC, there are guidelines and recommendations
out of there that says that vaccination, even as late as December,
will do good. We expect that in the next few days we can make our
distribution plans and shipment plans, in which case the majority
of the doses that I spoke of, 46 to 48 million doses, will be shipped
in the month of October. Most Americans do get vaccines in the
month of October and November.

I should say one more word about supply. This is only our second
year as a supplier of flu vaccine to the United States. Nonetheless,
" last year, our first year, we increased the output by 50 percent.
This year if our expectation proves true, as we currently expect
that it would turn true, 46 to 48 million doses, that would raise the
supply by yet another 20 or so percent.

Therefore, for the total industry, we expect this season we will
have about 20 to 25 percent more doses in the United States. So
while indeed there are reasons to be concerned about the pandemic
situation, as to whether or not enough vaccines will be made, the
truth of the matter is that, and a lot of work needs to be done
there, as we have already testified, but in the so-called normal flu
season, we certainly believe that a commitment of manufacturers
to step up to the plate and make more products. are clear and
present and well demonstrated.

The CHAIRMAN. Has a delay occurred in the delivery of Fluvirin
to the U.S. market previously and what guarantees do we have
that Chiron will not have a similar situation again next year? I say
that because it is obvious that you are a major player in the mar-
ket.

Mr. PIEN. I have said already in my testimony, we are greatly
pained by any disruption and uncertainty that we may have
caused. We hope that in due course and in the next few days when
we make an announcement, that that issue would no longer be.
But let me just say that since a year ago, we began to make the
investment to the tune of about $100 million for this year and next
to upgrade our manufacturing capacity, to obtain more equipment
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and machinery, to train our workforce even better, to increase the
state-of-the-art capacities of managing the process of making flu
vaccines.

It is our deep and unerring commitment that we are, going to do
better and be a reliable and consistent supplier.

The CHAIRMAN. Well, Howard, your presence here today probably
answers this question because you have heard it said—I have
asked the question as a result of what Carol has mentioned—but
out in the public, we have heard about people asking for the good
vaccine and their lack of confidence in the availability, and you
have expressed it very clearly as it relates to the safety of the vac-
cine.

I think for all to hear, it would not be bad to say it again.

Mr. PIEN. Thank you, Senator. Let me just go back a little bit
on what happened in this situation. The flu vaccine, as you heard,
is a different product every year.

The CHAIRMAN. That is right.

Mr. PIEN. To reflect the different patterns. -

The CHAIRMAN. In saying that, tell us what the shelf life is of
a flu vaccine?

Mr. PiEN. Theoretically, it could be longer than one season, but
as the virus mutates or drifts every year, the product is actually
different every year.

The CHAIRMAN. Obsolete.

Mr. PIEN. Obsolete. Reflecting the fact that the resistant pattern,
mutation pattern has changed. Now, it turns out of course that flu
vaccine is made up of three strains, so actually it is not one product
that is different every year, but three products that are different
every year. For that reason, the manufacturing process is complex,
and for that reason, there has to be robust consistent routine test-
in% procedures to ensure that the product that is made is indeed
safe.

In our situation, we detected some small number of batches of
the products that we made appeared to have had contaminated,
and the testing procedure and protocol calls for a program that has
three components. The first one of which is to retest all of the prod-
ucts that we have made. The second thing is to identify all of the
possible hypotheses as to why there might be contamination. The
third is to do all of the experiments to rule out all of the alter-
native explanations such that we lock in on a root cause, as it is
called in the trade. Root cause is what we now have come to, and
we are doing the documentation literally on thousands of pieces of
data and submitting in our final write-up of those testing results
to the regulatory authorities, and have the discussion with the reg-
ulatory authorities on what it is that we have looked at what we
had encountered early on these testing anomalies.

That is why it takes all this time, and that is why I think it is
critically important that Americans understand that there is a
huge amount of routine testing protocols and procedures and sys-
tem in place to ensure that there is not going to be any unsafe
product that is released. :

The CHAIRMAN. I appreciate your walking us through that. I
think the average person does not even begin to comprehend the
complication and the sophistication of arriving at that, if you will,



9

new designer vaccine literally every year that fits the circumstance
and the mutation of the change of the virus we are dealing
with.Thank you. '

Your testimony cites the importance of public-private partner-
ships in addressing the important policy issues surrounding influ-
enza and pandemic planning. Can you provide for the committee
some of your thoughts with regard to priorities that should be con-
sidered?

Mr. PIEN. We really think that the most important thing is be-
fore the pandemic arrives, that we increase the uptake for flu vac-
cine during the normal season. I think as that happens, the manu-
facturers are able to make more and more investments and in-
crease their manufacturing capacity. I think that is the first and
most important point.

The CHAIRMAN. Capacity in other words?

Mr. P1EN. Capacity to make more products. I think there are sev-
eral obstacles that are along the way before all of these invest-
ments are going to take shape, that is in the overall system. One
obstacle is indemnification or coverage from an insurance stand-
point. Another one is to define very clearly with the guidance of the
Centers for Disease Control and the FDA on how a pandemic vac-
cine can be made in a short period of time, and once it is made,
how the product will be purchased and therefore how it will be dis-
tributed.

I think that to wait until the pandemic is upon us, will be too
late. The reaction time will be too short. There are new tech-
nologies that we have heard descriptions of from NIH and the one
that is most promising is called cell culture, which mean that you
can make vaccines without a reliance on _eggs. Right now it takes
5 months to make vaccines because of the big amount of time it
takes to get the eggs and to grow the seeds in the eggs, so that you
can harvest the vaccine.

There is the potential that a cell culture vaccine can reduce the
reaction time from what is about 5 months now to maybe 2
months, and those kinds of research and development programs
need to take place. Chiron is one of the companies that is in this
field, and we hope that in a short period of time, we .will have
things to report on the progress in that area.

The CHAIRMAN. Well, you just mentioned indemnity, liability,
compensation programs that are necessary to establish in advance
of a pandemic. If these programs are not in place, will Chiron be
able to initiate production of the kind that we see necessary for the
pandemic flu vaccine?

Mr. PIEN. Senator, the fact is that we are committed in this field.
But our commitment right now is to come up with this new product
that I have just described, cell culture product that reduces the
amount of the manufacturing time to something that is more ac-
ceptable. That will cost to something in the range of $100 million
of R&D investment.

Beyond that, we have to make a capital investment. We need to
make sure that we have the facilities and the machinery and
equipment that will make this new generation of cell culture prod-
uct. That round number is another $100 to $200 million worth of
investment.
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Now, we are committed to coming up with a new product. If we
do not come up with a new product, then all of the questions about
incremental investment is theoretical. But certainly, as we get to
the point of being able to say with some high degree of certainty
that a cell culture product is in our hands, we can actually get reg-
istration, and get FDA approval, then it comes a time to make the
next chunk of significant commitment, and that is the time we
hope that would mature much of this policy discussion and advance -
many of the policy issues that- we have submitted in our testimony.
Once again, we think that with political will and with the leader-
ship that certainly this committee represents, what you have just
asked me, we would never have to confront.

The CHAIRMAN. Well, I hope that is the case. You heard Carol
express the frustration of local health officials that a seemingly
random order in which vaccine deliveries occur. Can you shed some
light i)lr?l this for us and how does this distribution process work for
you all?

Mr. PIEN. I am not sure that I have a clear answer. Let me give
you the background on why. We are still young at being a supplier
in the United States. What we do is we work through seven na-
tional distributors. We do not ship the products ourselves directly,
except in the case of CDC, CDC’s safety stock stockpile, as well as
CDC’s order, which is actually a competitive tender.

So with CDC, we do ship directly, but otherwise, we rely on the
distributors. It is the distributors that end up shipping the prod-
ucts to physician’s offices, to the public health clinics, or to the re-
tail outlets.

The CHAIRMAN. I see. :

Mr. P1EN. Generally, based on our relatively young experience,
we believe that we are getting the vaccines to the physicians’ of-
fices and I am distraught to hear that we are not getting it to im-
portant pockets in different parts of the country. It is possible that
there may have to be special consideration as to how we satisfy the
needs in areas that are not served well by the distributors. But I
would have to submit to you in later testimony as to what our
thoughts are. It is outside my range of expertise.

The CHAIRMAN. Well, thank you. Before I close out this panel,
are there any additional comments that anyone of you would like
to make? Janet?

Ms. HEINRICH. 1 just wanted to say something more about the
distribution——

The CHAIRMAN. Yes.

Ms. HEINRICH [continuing]. Of vaccine going to physicians’ of-
fices, clinics, health departments, and healthcare providers. We
know that the 65 and over population primarily gets their immuni-
zations through healthcare providers. But we also have heard that
because of the distribution through intermediaries, that vaccines do
not always go to healthcare providers first.

In fact, it was interesting, in today’s Post, in the Health section,
there was a little ad about finding a flu shot, and they talk about
the Maxim Health System, and how that is where to go, and they
are in fact supplying the Coscos and the large stores. So I just
want to reemphasize that distribution is currently a concern.

The CHAIRMAN. Carol, anything additional you would to make?
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Ms. MOEHRLE. From a public health perspective where we .do
prevention, flu vaccine is one of the most common-sense things we
can do for our citizens is help them realize what a preventive na-
ture that vaccine does in helping us stem outbreaks and death
from something that is preventable like the flu.

So, the push to get the vaccine, for people to roll up their sleeve
is a great public health message. We are here to protect the public,
so anytime that we can get more of that vaccine at the local level
where those people are, we need to let them know where those clin-
ics are and who is there to help protect them. Most of the citizens
that have a primary care physician, that is where they get their
vaccine. For those that cannot access that, we need other clinic op-
tions for them.

The CHAIRMAN. Thank you. Howard.

Mr. PiEN. I would just say even on the distribution issue that we
have identified and discussed, CDC in its characteristic way of
wanting to contribute has been conducting conference calls on a
weekly basis with ourselves and our distributors. As you heard in
the earlier testimony, I think that while this is true, that there is
more to be done. The men and women in public health service real-
ly need to be congratulated for the great advance and deep dedica-
tion that has already exhibited. This is not an issue that can be
addressed overnight.

It requires persistence and resolve and leadership that will ulti-
mately lead to a much more salubrious condition than what we -
have today.

The CHAIRMAN. Well, I thank you all, both our first and second
panelists, for being with us today. We will monitor this closely and
hope that not only in shaping public policy, this kind of record
helps. We think it does, but also importantly, it again expands the
exposure to our citizens of the need to get vaccinated. It is obvi-
ously critical, especially in certain vulnerable populations, and this
committee tries to be an advocate of a particular one.

We do appreciate it very much. The committee will stand ad-
journed. Thank you.

[Whereupon, at 11:37 a.m., the committee was adjourned.]
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Congressional Testimony before the Senate Select C ittee on Aging
Statement on Annual Influenza Vaccination among the Elderly
Submitted by Aventis Pasteur

Aventis Pasteur welcomes the opportunity to offer our perspective on important issues related to
influenza prevention, including how the nation can increase immunization among groups at increased
risk for complications of this serious illness. ~This is particularly important for seniors who have

disproportionate levels of complications, which could lead to hospitalization and-death from influenza.

About Influenza

Influenza causes significant levels of global morbidity and mortality. According to the U.S. Centers for
Disease Control and Prevention (CDC), in the United States influenza is responsible for an average of
200,000 hospitalizations and approximately 36,000 deaths per year. The National-Center for Health
Statistics reports that influenza, coupled with pneumonia infection, is the nation’s seventh leading killer.
Influenza-related deaths can resuit from exacerbations of cardiopulmonary conditions and other chronic

diseases.

Epidemics of influenza typically occur during the winter months. Influenza can bring a variety

of symptoms including high fever, chills, muscle and joint pain, and extreme fatigue lasting from a few
days to several weeks. It can also result in severe complications. Influenza viruses are spread from
person to person primarily through coughing and sneezing. Adults typically are infectious from the day
before symptoms begin through approximately five days after illness onset. Approximately 30% to 50%

of infected persons may remain asymptomatic, but they can still transmit the virus to others.

Influenza can be prevented through annual immunization. While influenza immunization has long been
considered a public health priority and is included in the U.S. Department of Health and Human '
Services’ (HHS) Healthy People 2010 goals, the nation has a-long way to go to achieving target
immunization levels.

Influenza and the Elderly
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Among the groups considered at greatest risk for developing influenza-related complications are the
elderly. Rates of serious illness and death are very high among person 65 years or older, with 90% of
influenza-related deaths among the elderly. A 2003 study by the CDC found that the primary reason for
the dramatic increase in influenza-related deaths in the U.S. since the 1970s is the nation’s growing

elderly population.

Prevention of infection and the reduction of influenza transmission in health care settings are best
accomplished through widespread immunization. The influenza vaccine can also be effective in
preventing secondary complications and reducing the risk for influenza-related hospitalization and death
among adults 65 years and older with and without high-risk conditions, such as heart disease and
diabetes.

Among elderly persons living outside of nursing homes or similar chronic-care facilities, influenza
vaccine is 30-70% effective in preventing hospitalization for pneumonia and influenza. Among those
residing in nursing homes, the vaccine is most effective in preventing severe illness, secondary
complications and death. Among this population, the vaccine can be 50-60% effective in preventing
hospitalization or pneumnonia and 80% effective in preventing death. The effectiveness in preventing

influenza illness often ranges from 30-40%.

In addition, according to a study in an April 2003 issue of The New England Journal of Medicine,
influenza immunization can reduce an elderly patient’s risk of being hospitalized for heart disease or
stroke by 19% and 23% respectively. The study also found that vaccinating the elderly reduces their risk

of death from any cause by nearly 50% during the influenza season.

While influenza immunization levels increased from 33% in 1989 to 66% in 1999 among persons 65 and
older, the nation must strive for continued steady and incremental increases in immunization rates among

this population.

Disparities in Immunization Rates
While adult immunization rates for influenza have improved over the past decade, substantial gaps

remain between races and ethnicities at the national level among those aged 65 and older. Rates for
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whites and African Americans in this age group also vary by state, with some states, such as Georgia

and Florida, having larger disparities than others.

Reducing racial and ethnic health disparities, including disparities in vaccination coverage, is an
overarching national goal. Although estimated influenza vaccination coverage for the 1999-2000 season
reached the highest levels recorded among older African Americans, Hispanic and white populations,
vaccination levels among blacks and Hispanics continue to lag behind those among whites. Estimated
influenza vaccination levels for the 2000-2001 season among persons aged 65 years and older were 70%

among non-Hispanic whites, 52% among non-Hispanic blacks and 47% among Hispanics;.

Poor Immunization Rates among Health Care Workers

One group that needs to significantly increase influenza immunization rates is health care workers.
They can spread influenza to high-risk patients, including the elderly, during influenza season, yet only
36% of all health care professionals get immunized each year, according to CDC. Health care workers
who may be infected with influenza come into daily contact with eiderly and chronically il patients.
Every effort must-be takento ensure that they receive influenza vaccine every year not only. to protect
themselves and their family, but also to prevent transmitting the virus to patients at high risk for

influenza-related complications.

Early in 2004, more thap 20 U.S. health care organizations issued a call to action encouraging a
comprehensive, concerted effort by health care institutions, employers, insurers and allied professional
organizations to improve health care worker influenza vaccination rates both to protect patients and to

lessen the burden of influenza on our health care system.

Aventis Pasteur and Influenza Vaccine

Aventis Pasteur is the largest and most experienced manufacturer of influenza vaccine in the United
States. Our experts partner with the government and the private sector to meet both routine and
emerging pandemic needs for national influenza immunization preparedness. We have a history of
proven, effective, licensed manufacturing processes for influenza vaccines and possess the ability and
the expertise to continue to produce influenza vaccines annually and respond to influenza vaccine supply
emergencies. Most recently on September 21, 2004 HHS awarded a contract to Aventis Pasteur to

produce influenza vaccine containing an attenuated version of the HSN1 influenza virus strain. H5N1 is
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an avian virus strain that recently emerged in Southeast Asia and other countries and continues to

circulate with the potential to become a human pandemic strain.

Additionally, Aventis Pasteur has made considerable investments in the development of cell

technologies and new alternative delivery methods for inter-pandemic influenza vaccine.

Qur continuing investment has made Aventis Pasteur the highest volume and most consistent manufacturer
for the U.S. market today. The company has consistently produced influenza vaccine at the highest
efficiencies in industry and has demonstrated its commitment to meet the health needs of the U.S. Our
facility in Swiftwater, Pa., has steadily increased production of influenza vaccine and this year will produce
more than 52 million doses of influenza vaccine, representing approximately half of the doses of influenza

vaccine sold in this country.

Increasing Demand for Influenza Immunization

Increasing interpandemic influenza vaccine demand is essential for improving public heaith today,
enabling predictable and steady vaccine supply, and preparing for pandemic influenza.

In 2003, the late season surge in influenza vaccine demand dramatically reinforced the need to develop a
national consensus in the U.S. about how to predictably increase the annual demand for influenza vaccine
immunization. Manufacturers will respond to increased stable and predictable demand by producing

additional vaccine to fulfill this demand.

The amount of influenza vaccine produced by Aventis Pasteur is determined by the numher of doses
pre-booked by immunization health care providers during the pre-booking period and an allowance for
unexpected demand. Due to the timeframe for producing vaccine, we must decide the total number of
influenza vaccine doses to produce for the upcoming influenza season prior to the end of July.
Traditionally, the company makes a 20% additional allowance above pre-book orders. 1n 2003, we
increased our previous allowance to 35%, or more than 43 million doses. The surge of demand for
influenza vaccine this past flu season is the first time the company ever sold out its supply. In all
previous years, we discarded 10% to 15% of our production, which represented millions of doses each

year.
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If orders for influenza vaccine are pre-booked and ordered early, all stakeholders will benefit. In
accordance with the poals set forth in Healthy People 2010, the objective is to significantly increase
immunization across all high-risk groups, including the elderly.

With respect to planning for the 2004-2005 influenza season, pre-booking orders once again drove vaccine
production levels, thus proving that demand drives supply. Health care providers prepared earlier than
usual for anticipated demand for the upcoming season resulting in an expected vaccine supply of

approximately 100 million doses.

The Government's Role
Federal and state government heaith planners recognize the value of immunizing senior citizens against

influenza and they have taken steps to increase immunization rates.

As HHS Secretary Tommy Thompson has acknowledged, by far the best way to achieve increased annual
supply of influenza vaccine is to increase the number of Americans receiving annual influenza
immunization from the current levels of 70-80 miilion people to at least the Healthy People 2010 goal of
150 million people vaccinated on an annual basis. Such planning also includes working with its Centers’
for Medicare & Medicaid Services (CMS) to ensure the eiderly and those who receive health care through
public assistance are adequately protected.

In 2002, HHS announced a new “standing orders” policy encouraging nursing homes, hospitals and home
heaith agencies that serve Medicare and Medicaid beneficiaries to make annual influenza and pneumonia
vaccination a routine part of patients’ health care. Standing orders help ensure permanent entries are placed
in patients’ medical charts, directing that the patient be told when it is time to get influenza and
pneumococcal vaccines. If the patient chooses immunization, appropriate health care professionals can
administer the vaccine, without the need for a physician to write a new order each year. Research sponsored

by CMS shows a standing order is an effective approach to increasing immunizations.

At the state level, New Jersey, Pennsylvania and Florida have enacted acute care legislation that requires
hospitals to inform patients that vaccination for influenza and pneumococcal disease is available and to
provide the opportunity to receive vaccination when they are admitted to a hospitat for more than 24 hours

for a condition unrelated to influenza or pneumococcal disease.
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Last year, Medicare increased reimbursement for the influenza vaccine from $8.02 to $9.95 and nearly
doubled average payments for vaccine administration from $3.98 to $7.72 per vaccination. The CMS,
CDC, the American Medical Association (AMA) and the National Foundation for Infectious Disease

(NFID) worked together to raise awareness of these new reimbursement allowances after leaming that

most providers were unaware of these increases.

Increased CMS and insurance reimbursement for vaccine administration will be crucial for continued
increases in vaccination rates and will help to encourage providers to play a key role

in encouraging patients, particularly those at high risk for complications of influenza, to be immunized.

Increasing Influenza Immunization Rates among the Aging

While these are all critical steps in decreasing the number of influenza cases, hospitalizations and
deaths, legislation alone is not sufficient to significantly raise immunization rates. Vaccination coverage
could also be increased if hospitals and other health care facilities were more proactive in administering
vaccine to persons during routine health care visits before the influenza season, making special visits to

physicians’ offices or clinics unnecessary.

Aventis Pasteur has called on the Federal government and DHHS leadership to engage the provider .
community to induce greater immunization demand and to assure that Medicare, Medicaid and private

health insurance encourage influenza immunization.

Congress should fully support these 2010 goals and the initiatives needed to meet them. While there is
no need for legislation to address this issue (since it is not a matter of lega! authority, but sil;xply one of
implementation), Congress should properly use its oversight responsibilities to ensure these goals are
achieved by 2010 or before.

Aventis Pasteur also urges Congress to encourage CMS to continue offering immunization in hospitals,
nursing homes, assisted living facilities and other centers for seniors. CMS should annually inform all
Medicare and Medicaid providers and other parties about influenza recommendations, coverage and

reimbursement and the importance of early pre-ordering.
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We encourage CDC to support annual widespread practitioner and public education and
awareness campaigns. The agency should add routine publication of adult and pediatric influenza

immunization rates by risk group and states to help target and measure specific improvements.

To further increase immunization rates, practitioners, managed care organizations, insurers, health care
institutions and community-based immunizers must develop, share and implement best practices to run
seasonal surge adult immunization campaigns. This begins with timely

pre-ordering and may include flexible scheduling of patients, periodic reminders from physicians and

implementation of standing orders to offer immunization to meet patient care quality objectives.

Aventis Pasteur is actively involved in the National Influenza Summit established by the AMA and
CDC. Comprised of organizations representing physicians, public health, nurses, pharmacists, industry,
managed care and community providers, the Summit’s message is consistent with the Healthy People
2010 goal to increase interpandemic influenza vaccination annually in order to immunize 150 million
U.S. citizens by 2010.

We must-support public-health authorities, the National Influenza Summit, national and local advocacy
organizations and coalitions to manage sustained, annual public awareness/education programs that are
targeted to the needs and preferences of senior citizens. These programs should convey consistent
information, articulate key influenza recommendations for the elderly and communicate information

regarding the influenza immunization season.

ACIP Recommendations for Children

Aventis Pasteur believes that expanding demand among the elderly is an essential step to promote public
health. Yet, it is also important to note that that the Center for Disease Control’s ACIP voted in October
2003 to recommend influenza vaccinations for all children 6-23 months of age. The recommendations
are intended to take effect with in the current 2004-2005 season. This is important because it will

reduce the high numbers of children hospitalized for influenza-related complications.

In support of the ACIP recommendations for a pediatric immunization, Aventis Pasteur has taken

significant steps since 1999 to reduce or eliminate the amount of thimerosal in our vaccines, in response
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to public health officials’ recommendations and to maintain public confidence. The company currently
has a preservative-free formulation of influenza vaccine that contains only trace amounts of thimerosal;
this is the third immunization season it has been available for use in young children. For this coming
influenza season, we increased production of preservative-free pediatric influenza vaccine more than
three- fold to 4.6 million doses. We anticipate having a maximum production capacity of 8 million doses

of preservative-free influenza vaccine beginning with the 2005-6 season and for several years thereafter.

Expanding production of preservative- free vaccine beyond the 8 million dose level wili require a
new facility for filling single-dose syringes or vials, which do not require the addition of
preservative as in the case of multi-dose vials. Aventis Pasteur began design of a new
Formulation and Filling Facility in 2001 and construction is currently well underway. This $80
million building, which is the largest capital expenditure ever made by the company, is expected
to go on-line in 2007 or 2008. Once this new filling capacity is available, an increasing

proportion of our existing influenza vaccine capacity is expected to be preservative-free.

It should be noted that for each of the three seasons the preservative-free formulation has been

available, customer demand has been less than the amount produced.
Aventis Pasteur is committed to protecting America’s public health in the fight against influenza

through vaccinations and we appreciated this opportunity te express our views on this important

issue.
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