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THE NEXT FLU PANDEMIC: EVALUATING U.S.
READINESS

THURSDAY, JUNE 30, 2005

HOUSE OF REPRESENTATIVES,
COMMITTEE ON GOVERNMENT REFORM,
Washington, DC.

The committee met, pursuant to notice, at 10:05 a.m., in room
2154, Rayburn House Office Building, Hon. Tom Davis (chairman
of the committee) presiding.

Present: Representatives Davis, Shays, Burton, Gutknecht, Dent,
Waxman, Maloney, Cummings, Kucinich, Clay, Watson, and
Ruppersberger.

Staff present: Melissa Wojciak, staff director; David Marin, dep-
uty staff director/communications director; Keith Ausbrook, chief
counsel; Robert Borden, counsel/parliamentarian; Rob White, press
secretary; Drew Crockett, deputy director of communications; Susie
Schulte, professional staff member; Teresa Austin, chief clerk;
Sarah D’Orsie, deputy clerk; Kristina Sherry, legislative assistant;
Leneal Scott, computer systems manager; Phil Barnett, minority
staff director/chief counsel; Karen Lightfoot, minority communica-
tions director/senior policy advisor; Naomi Seller, minority counsel,
Josh Sharfstein, minority health policy advisor; Earley Green, mi-
nority chief clerk; and Jean Gosa, minority assistant clerk.

Chairman Tom DAviS. Good morning. The committee will come
to order.

I want to welcome everybody to today’s oversight hearing to
evaluate the U.S.” ability to respond to the threat of a global influ-
enza pandemic. This is the committee’s fifth hearing over the past
2 years on issues surrounding influenza and our public health sys-
tem’s preparedness levels.

The past few annual influenza seasons, as well as the recent
spread of avian flu across Asia, have raised the urgent question of
whether the United States is prepared to deal with the threat of
a flu pandemic. Today, we will assess our public health system’s re-
sponse capabilities at the Federal, State and local levels and deter-
mine what additional measures are needed in order to improve
][O)repﬁrations and reduce the risks imposed by an avian flu out-

reak.

The experts tell us the next flu pandemic is a matter of when,
not if. No one knows exactly when it might strike or whether the
next worldwide pandemic will be a version of the avian flu, which
you will hear today referred to as H5N1 or “avian influenza A,” or
a different influenza strain.
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What is not up for debate is what the stakes are in dollars, re-
sources and human lives. They are enormous. According to experts,
the next pandemic would be worse than the Spanish flu, which is
estimated to have caused the deaths of 40 million to 50 million peo-
ple worldwide in 1918 and 1919. Given the global integration of to-
day’s economic markets and the capacity for rapid travel from one
corner of the globe to another, a pandemic would move around the
world in the same amount of time it takes to fly from New York
to Tokyo.

This occurred in the case of the SARS outbreak 2 years ago. In
the estimation of several international scientists, including U.S.
public health officials, a flu pandemic is the largest public health
threat facing the world today. Flu pandemics generally occur three
to four times per century when novel flu strains emerge and are
readily transmitted from person to person. There is a strong feeling
among the public health officials that the next one is imminent.

Today, we will examine what actions and planning procedures
have been and still need to be taken at Federal, State and local lev-
els to adequately handle a global communicable disease outbreak.
Early detection of new strains and the rapid development of effec-
tive vaccines are important keys to protecting the public against
the flu and anticipating potential outbreaks.

The World Health Organization, the Center for Disease Control
Prevention and other public health organizations have been con-
ducting surveillances in Asia, where H5N1 is now circulating and
to date has infected and killed more than 50 people in Vietnam,
Cambodia and Thailand. The H5N1 flu strain is extremely virulent
and most humans lack immunity.

Why is this surveillance so important? As we have heard in pre-
vious testimony before this committee, flu vaccines become obsolete
following each season and require constant reformulation. Once the
next pandemic flu strain has been identified, a vaccine would take
at least 4 months to produce. Furthermore, only a few countries
have flu vaccine production facilities, and the United States is
home to just one of them. Anti-viral medications, which could help
alleviate symptoms of those who contract the pandemic flu virus
and help reduce mortality levels are considered a strong first line
of defense until a vaccine can be produced and administered.

But the United States has only contracted for or stockpiled in its
strategic national stockpile enough courses of the anti-viral
Tamiflu to cover 5.3 million people, significantly short of the World
Health Organization’s guideline of 25 percent of the population. So
let’s do the math. We are about 62 million under the WHO guide-
lines, and we can cover 5.3 million today.

These statistics are disconcerting and we will be asking our gov-
ernment witnesses today if we should be doing more to protect
Americans against the threat of avian flu. I understand some of
our witnesses this morning will express concerns about our pre-
paredness levels and Federal funding for States and localities.

I look forward to constructive dialog regarding those concerns. I
know we all share the same goal at the end of the day: a public
health system that is adequately prepared and equipped to deal
with an outbreak of a deadly and contagious disease. We must not
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only be preparing for the likely course of events, but we have to
be expecting and be able to adjust to the unexpected.
[The prepared statement of Chairman Tom Davis follows:]
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Opening Statement of Chairman Tom Davis
Commiitee on Government Reform
“The Next Flu Pandemic: Evaluating U.S. Readiness”
June 30, 2005

Good morning. I want to welcome everyone to today’s oversight hearing to evaluate the
United States’ ability to respond to the threat of a global influenza pandemic. This is the
Committee’s fifth hearing over the past two years on issues surrounding influenza and our public
health system’s preparedness levels.

The past few annual influenza seasons, as well as recent spread of avian flu across Asia,
have raised the urgent question of whether the U.S. is prepared to deal with the threat of a flu
pandemic. Today, we will assess our public health system’s response capabilities at the federal,
state, and local levels, and determine what additional measures are needed in order to improve
preparations and reduce the risks posed by an avian flu outbreak.

The experts tell us the next flu pandemic is a matter of when, not if. No one knows
exactly when it might strike, or whether the next worldwide pandemic will be a version of the
avian flu~ which you will hear today referred to as HSN1, or “avian influenza A” - or a different
influenza strain.

What is not up for debate is that the stakes — in dollars, resources, and in human lives —
are enormous. According to experts, the next pandemic could be worse than the Spanish Flu,
which is estimated to have caused the deaths of 40-50 million people worldwide from 1918-
1919. Given the global integration of today’s economic markets, and the capacity for rapid
travel from one corner of the globe to another, a pandemic could move around the world in the
same amount of time it takes to fly from New York to Tokyo. This occurred in the case of the
SARS outbreak two years ago.

In the estimation of several international scientists, including U.S. public health officials,
a flu pandemic is the largest public health threat facing the world today. Flu pandemics
generally occur three to four times per century, when novel flu strains emerge and are readily
transmitted from person to person. There is a strong feeling among public health officials that
the next one is imminent.

Today we will examine what actions and planning procedures have been, and still need to
be, taken at federal, state, and local levels to adequately handle a global communicable disease
outbreak. Early detection of new strains and the rapid development of effective vaccines are
important keys to defending the public against the flu, and anticipating potential outbreaks.

The World Health Organization (WHQ), the Centers for Disease Control Prevention
(CDC) and other public health organizations have been conducting surveillance in Asia where
H5N1 is now circulating, and to date has infected and killed more than 50 people in Vietnam,
Cambodia and Thailand. The H5N1 flu strain is extremely virulent, and most humans lack
immunity.
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Why is this surveillance so important? As we have heard in previous testimony before
this Committee, flu vaccines become obsolete following each season and require constant
reformulation. Once the next pandemic flu strain has been identified, a vaccine would take at
least four months to produce. Furthermore, only a few countries have flu vaccine production
facilities, and the U.S. is home to just one of them.

Antiviral medications, which could help alleviate symptoms of those who contract the
pandemic flu virus and help reduce mortality levels, are considered a strong first line of defense
until a vaccine can be produced and administered. But the United States has only contracted for,
or stockpiled (in its “Strategic National Stockpile™), enough courses of the antiviral Tamiflu to
cover 5.3 million Americans, significantly short of the WHO's guideline of 25 percent of the
population. Let me do the math for you: We’re about 62 million people under the WHO
guidelines.

These statistics are disconcerting, and we will be asking our government witnesses today
if we should be doing more to protect Americans against the threat of avian flu.

T understand some of our witnesses this morning will express concerns about our
preparedness levels and federal funding for states and localities. Ilook forward to a constructive
dialogue regarding those concerns. I know we all share the same goal at the end of the day: A
public health system that is adequately prepared and equipped to deal with an outbreak of a
deadly and contagious disease. And we must not only be preparing for the likely course of
events, but we have to be expecting, and be able to adjust to, the unexpected.

‘We have a great selection of witnesses to provide testimony this morning. Dr. James
LeDue, Dr. Anthony Fauci, and Dr. Bruce Gellin from the Department of Health and Human
Services will discuss efforts being taken at the federal level to plan and prepare for a flu
pandemic. They will also describe preparedness coordination efforts with state and local
authorities.

Joining us on our second panel will be Dr. Marcia Crosse of GAO who will discuss
lessons learned from previous annual flu seasons that can be applied to pandemic preparedness.
Ms. Mary Selecky, Washington State Secretary of Health, will be testifying today on behalf of
the Association of State and Territorial Health Officials to provide an assessment of state and
local public health departments” ability to respond adequately to a flu pandemic. Dr. Shelley
Hearne, Executive Director of Trust for America’s Health, which recently produced a
noteworthy report that provided an assessment of improvements to the public health system and
remaining vulnerabilities. We also invited the two companies who partnered together to research
and develop the antiviral Tamiflu, Gilead Sciences, Inc. and Hoffman-La Roche, Inc. to discuss
antiviral production capacities and pandemic planning. Dr. John Milligan, Executive Vice
President and CFO of Gilead, and Mr. George Abercrombie, President and CEO of Hoffman La-
Roche will be joining us to discuss a recent dispute over the Tamiflu license and what impact, if
any, it might have on pandemic preparedness. We welcome all the witnesses and their testimony
today.
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Chairman ToM Davis. We have a great selection of witnesses to
provide testimony this morning. Dr. James LeDuc, Dr. Anthony
Fauci, and Dr. Bruce Gellin from the Department of Health and
Human Services will discuss the efforts being taken at the Federal
level to plan and prepare for a flu pandemic. They will also de-
scribe preparedness coordination efforts with State and local au-
thorities.

Joining us on our second panel will be Dr. Marcia Crosse of GAO
who will discuss lessons learned from previous annual flu seasons
that can be applied to pandemic preparedness. Ms. Mary Selecky,
the Washington State Secretary of Health, will be testifying today
on behalf of the Association of State and Territorial Health Offi-
cials, to provide an assessment of State and local public health de-
partments’ ability to respond adequately to a full pandemic.

Dr. Shelley Hearne, executive director of Trust for America’s
Health, which recently produced a noteworthy report, will provide
an assessment of improvements to the public health system’s re-
maining vulnerabilities. We have also invited the two companies
who partnered together to research and develop the anti-viral
Tamiflu, Gilead Sciences, Inc. and Hoffman-La Roche, to discuss
anti-viral production and capacities and pandemic planning.

Dr. John Milligan, executive vice president and CFO of Gilead
and Mr. George Abercrombie, president and CEO of Hoffman-La
Roche will be joining us to discuss a recent dispute over the
Tamiflu license and what impact, if any, it might have on pan-
demic preparedness.

We welcome all the witnesses today and their testimony.

I would now recognize the distinguished ranking member, Mr.
Waxman, for his opening statement.

Mr. WAXMAN. Thank you, Mr. Chairman.

Today’s hearing comes at a time of high alert for the public
health system. Eight years ago, a lethal strain of influenza skipped
from chickens to humans and led to multiple deaths in Hong Kong.
The virus has continued to mutate and has become arguably the
most serious imminent threat to human health in the world.

From chickens in Hong Kong, the avian flu virus now infects wa-
terfowl species in 10 Asian countries. It infects ducks, domestic
cats and even wild tigers. Increasingly, it has skipped the species
barriers into humans. Over the last 18 months, more than 100 peo-
ple have been diagnosed with avian flu in Vietnam, Thailand and
Cambodia. Over half have died.

According to experts in infectious disease, this virus may be only
a few mutations away from becoming highly contagious and trig-
gering a global public health crisis. This hearing asks a simple
question: Are we ready? Unfortunately, we are going to hear the
answer: We are not. Our pandemic flu plan is still in draft form.
A vaccine against pandemic flu will take months to produce and
the global capacity to make such a vaccine falls far short of what
is needed. We have a fraction of the anti-viral medication we will
need to respond to a pandemic, and our public health system is un-
derfunded and straining.

Last year’s flu vaccine shortage exposed confusion and ineffi-
ciency in the delivery of key drugs. We have no stockpile of rou-
tinely recommended childhood vaccines. There are major shortages
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of qualified personnel around the country. If a global pandemic
were to start tomorrow, our country and the world would be in seri-
ous danger. According to experts, as many as 500,000 Americans
could die.

It is unlikely the pandemic will start tomorrow. We are now in
the window between the sounding of the alarm bells and the start
of an outbreak, so we need to act quickly. A key priority is to finish
the pandemic plan. This plan needs to be specific enough so that
the Federal Government, States, localities, businesses and private
citizens are ready to step into their roles immediately.

A second priority is to mend the gaps in our public health sys-
tem. We must ensure that our local and State public health depart-
ments have the resources to conduct surveillance, organize a local
response, and distribute scarce vaccines and anti-viral medications.
It is appalling that the administration is proposing to cut support
for these activities by $130 million this next year. We must ensure
that key vaccines for children are stockpiled so we are prepared if
production lines are needed to make a pandemic flu vaccine. We
must invest in public health training and infrastructure.

A third priority is to develop the vaccine to make a vaccine
quickly and in large amounts. This is a major scientific challenge
that will require significant resources. So far, we have spent $4 bil-
lion to prepare for a smallpox attack, which is very unlikely, and
an anthrax attack which would likely be contained geographically.
We have not yet made this type of investment in effort to counter
an imminent and catastrophic strain of influenza.

A fourth priority is to stockpile anti-viral medications. Today, we
will hear from two companies responsible for the drug Tamiflu,
which is the only therapy that is believed to be effective against
avian flu. These companies are fighting about who has the right to
make the drug. I expect that they will hear a bipartisan message
today not to let their dispute interfere with the drug’s supply.

The biggest obstacle we have is complacency. For years, public
health experts warned the Department of Health and Human Serv-
ices that it needed a better plan to address the fragility of our vac-
cine supply, and for years we have heard reassuring platitudes
from officials about how everything possible was being done. Yet
when we had an actual flu vaccine shortage last year, we learned
the truth. The executive branch was caught flat-footed because
warning after warning had been ignored.

We need to have a zero tolerance policy for complacency. We
need to demand action, not empty promises. Being prepared for
pandemic flu is not a Republican or Democratic issue. We need to
join together to direct both more attention and more financial re-
sources to this serious threat.

I thank the witnesses for coming and I look forward to their tes-
timony.

Thank you, Mr. Chairman.

[The prepared statement of Hon. Henry A. Waxman follows:]
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Statement of
Rep. Henry A. Waxman, Ranking Minority Member
Committee on Government Reform
Hearing on
The Next Flu Pandemic: Evaluating U.S. Readiness

June 30, 2005

Today’s hearing comes at a time of high alert for the public
health system. Eight years ago, a lethal strain of influenza skipped
from chickens to humans and led to multiple deaths in Hong Kong.
The virus has continued to mutate and has become arguably the

most serious, imminent threat to human health in the world.

From chickens in Hong Kong, the avian flu virus now infects
waterfowl species in ten Asian countries. It infects ducks,
domestic cats, and even wild tigers. And, increasingly, it has
skipped the speciés barrier into humans. Over the last 18 months,
more than 100 people have been diagnosed with avian flu in

Vietnam, Thailand, and Cambodia. Over half have died.

According to experts in infectious disease, this virus may be
only a few mutations away from becoming highly contagious and

triggering a global public health crisis.
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This hearing asks a simple question: Are we ready?
Unfortunately, we’re going to hear this answer: We aren’t.
Our pandemic flu plan is still in draft form.

A vaccine against pandemic flu will take months to produce,
and the global capacity to make such a vaccine falls far short of

what is needed.

We have a fraction of the antiviral medication we will need

to respond to a pandemic.
And our public health system is underfunded and straining.

Last year’s flu vaccine shortage exposed confusion and
inefficiency in the delivery of key drugs. We have no stockpile of
routinely recommended childhood vaccines. There are major

shortages of qualified personnel around the country.

If a global pandemic were to start tomorrow, our country and
the world would be in serious danger. According to experts, as

many as 500,000 Americans could die.
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It is unlikely the pandemic will start tomorrow. We are now
in the window between the sounding of the alarm bells ... and the

start of an outbreak. So we need to act quickly.

A key priority is to finish the pandemic plan. This plan needs
to be specific enough so that the federal government, states,
localities, businesses, and private citizens are ready to step into

their roles immediately.

A second priority is to mend the gaps in our public health
system. We must ensure that our local and state public health
departments have the resources to conduct surveillance, organize a
local response, and distribute scarce vaccines and antiviral
medications. It is appalling that the Administration is proposing to

cut support for these activities by $130 million this year.

We must ensure that key vaccines for children are stockpiled,
$o we are prepared if production lines are needed to make a
pandemic flu vaccine. And we must invest in public health training

and infrastructure.

A third priority is to develop the capacity to make a vaccine

quickly and in large amounts. This is a major scientific challenge
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that will require significant resources. So far, we have spent $4
billion to prepare for a smallpox attack (which is very unlikely)
and an anthrax attack (which would likely be contained
geographically). We have not yet made this type of investment
into efforts to counter an imminent and catastrophic strain of

influenza.

A fourth priority is to stockpile antiviral medications. Today,
we will hear from two companies responsible for the drug Tamiflu,
which is the only therapy that is believed to be effective against
avian flu. These companies are fighting about who has the right to
make the drug. 1 éxpect that they will hear a bipartisan message

today not to let their dispute interfere with the drug’s supply.

The biggest obstacle we face is complacency. For years,
public health expeﬁs warned the Department of Health and Human
Services that it needed a better plan to address the fragility of our
Vaccine supply. And for years, we heard reassuring platitudes
from officials about hox‘v-everything possible was being done. Yet
when we had an actual flu vaccine shortage last fall, we learned the
truth: the executive branch was caught flat-footed because

warning after warning had been ignored.
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We need to have a zero-tolerance policy for complacency.

We need to demand action, not empty promises.

Being prepared for pandemic flu is not a Republican or
Democratic issue. We need to join together to direct both more

attention and more financial resources to this serious threat.

I thank the witnesses for coming and I look forward to their

testimony.
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Chairman Tom Davis. Thank you very much, Mr. Waxman.

Mr. Shays.

Mr. SHAYS. Thank you, Mr. Chairman. Mr. Chairman, thank you
for holding this hearing.

I would just say to our witnesses that we are very grateful for
the work that they do. I have had a number of visits to the World
Health Organization. I think it is one of the world’s treasures. They
are unbelievable. I just appreciate as well the work that we do in
this country.

I would just end by saying that flu is a tremendous practice for
biological terror. If we are ready for the flu, we are practically
ready for anything. Mother nature gives us this practice, and we
should take advantage of it on that level, but obviously most impor-
tantly to save lives.

So it is great that we are doing this hearing, and I thank you.

Chairman ToMm DAvis. Thank you very much.

Any other opening statements? Mr. Gutknecht.

Mr. GUTKNECHT. Just real briefly. Again, thank you, Mr. Chair-
man, for holding this hearing. I think on behalf of all Americans
who are learning more about the potential of this pandemic, we
want to make certain that we at the Federal level and NIH and
others are doing all we can to not only prevent it, but to come up
with potential solutions.

So again thanks for this hearing.

Chairman ToMm DAvis. Thank you very much.

Mr. Cummings.

Mr. CUMMINGS. Thank you very much, Mr. Chairman. I thank
you for holding this critically important hearing to evaluate our
Nation’s preparedness to respond to pandemic influenza.

The Chiron Corp.’s inability to supply the United States with the
flu vaccine we anticipated for the 2004-2005 flu season exposed the
fragility of our Nation’s vaccine supply. This colossal failure to get
it right last flu season raised some serious questions about our Na-
tion’s preparedness to lessen the impact of a more destructive
strain of the flu that could trigger a global pandemic.

Avian flu is considered increasingly likely to cause a pandemic.
Experts estimate that a pandemic will result in the deaths of over
500,000 Americans and infect 25 percent of the world’s population.
The Baltimore Sun on June 12, 2004 reported in an article entitled
Fears of Flu Pandemic Spearheading Preparations, “The threat of
an avian flu pandemic from Asia could cause 12,000 deaths in the
1Sta‘ce of Maryland early on, with the possibility of many more
ater.”

The article continues by noting that, “More conservative esti-
mates from the U.S. Centers for Disease Control and Prevention
suggest 1,600 to 3,700 Maryland deaths and 16,000 hospitaliza-
tions.” Mr. Chairman, I ask that this article be included into the
record.

[The information referred to follows:]
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Fears of flu pandemic spurring
preparations

The threat of global influenza prompts research, but
critics say the efforts fall short.

By Frank D. Roylance
Sun Staff

June 12, 2005

They gathered around a hotel conference table in Howard County, planning for what
might be Maryland's worst public health crisis.

The public health and safety experts spun a shocking scenario arising from the threat of
an avian flu pandemic from Asia: 12,000 deaths in the state early on, with the possibility
of many more later.

More conservative estimates from the U.S. Centers for Disease Control and Prevention
suggest 1,600 to 3,700 Maryland deaths and 16,000 hospitalizations. But public health
leaders can't be optimists.

"We have to plan for the worst-case event,” said Dr. Jean Taylor, who heads Maryland's
pandemic-planning efforts at the state Department of Health and Mental Hygiene.

To safeguard Americans against a pandemic that scientists generally agree is inevitable,
federal, state and local officials are developing extensive plans encompassing needs such
as hospital and mortuary capacity and production of antiviral medication and vaccines.
Local health departments have begun identifying locations such as school gyms and
community centers that could accommodate temporary hospitals -- space that might be
needed for months.

This month, President Bush signed an executive order authorizing use of quarantines for
avian flu cases.

Despite the enormous efforts, critics are warning that the federal government hasn't done
enough. Among them are Andrew Pavia, chairman of the Infectious Diseases Society of
America’s task force on pandemic influenza. He told Congress late last month that "the
United States is woefully unprepared for a pandemic that might occur in the next few
years."”

Essential tools
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Much of the concern focuses on the nation's capacity to provide antiviral medications and
vaccines.

Antiviral drugs like Tamiflu are essential tools in slowing the spread of disease until a
vaccine can be developed to immunize people - a process that can take six to eight
months from the time a killer virus is identified. The United States has enough Tamiflu
on hand to care for 2.3 million people, significantly less than some other nations.

But federal authorities said substantial progress is being made:

o The Centers for Disease Control and Prevention have paid $13.9 million for the
manufacture and stockpiling of 2 million doses of an experimental vaccine for the H5SN1
virus, which has killed millions of chickens and a small number of people in Asia. The
vaccine is being tested at the University of Maryland School of Medicine in Baltimore
and two other sites. It is intended for research, shelf-life studies and, if approved, possibly
for limited human innoculations.

¢ To beef up the capacity of the only flu vaccine plant left in the United States,
authorities invested $41 million last fall to expand and maintain the chicken flocks used
by the company Sanofi Pasteur in Swiftwater, Pa. By September, that will allow year-
round production of the millions of fertile eggs vital to vaccine production.

¢ Sanofi Pasteur has also won a $97 million contract to develop a technology for vaccine
production in a line of human cells, which could reduce by months the time needed to
produce a new vaccine.

* A Swiss maker of antiviral medication has committed to producing it in a new U.S.
plant next year.

This summer, the National Vaccine Program Office will finalize a Pandemic Influenza
Preparedness and Response Plan. State health departments are expected to have their
plans ready by September.

But there's only so much the government can do to prepare.

Despite years of worry about an avian flu outbreak in Asia, virologists don't know for
sure which virus they would face in a pandemic, where it would evolve, how deadly it
will be or how easily it would be passed from person to person.

Pharmaceutical manufacturers can't begin making vaccines until that new virus emerges.
Even then, they'll need months, while the disease is spreading, to grow the vaccine
proteins in fertilized chicken eggs.

Also, public health authorities, elected officials, hospital managers and health care
providers can't be sure that what they'll face will amount to a very bad flu season -- or a
public health calamity that exhausts medical supplies, overwhelms mortuaries and brings
the economy to a crawl,



16

But scientists and public health officials are in substantial agreement on this much:
Sooner or later, the world will face a severe influenza pandemic, borne by a newly
evolved virus against which humanity has little or no natural immunity.

All that's needed to touch it off, scientists said, is a chance exchange of viral DNA inside
a single pig or human victim. That could produce a virus with the virulence of HSN1 and
the easy communicability of an ordinary flu bug.

If it ever happens, said Dr. John Bartlett, chief of infectious diseases at the Johns Hopkins
School of Medicine, "it's going to be awful.”

Bartlett said the United States needs to get ready now even if the HSN1 avian flu proves
to be a dud. Influenza pandemics have occurred with regularity, and new ones will arise
as new viruses evolve.

The "Spanish flu" pandemic in 1918-1919 caused more than 500,000 deaths in the United
States and more than 20 million worldwide. The "Asian flu" of 1957 killed 70,000
Americans, and the "Hong Kong" flu in 1968 left 34,000 dead.

Conservative CDC estimates of the toll from a future pandemic in the United States
predict up to 207,000 deaths and 734,000 hospitalizations. A virus as nasty as the 1918
flu bug would be expected to kill as many as 1.7 million Americans.

About 100 humans are known to have contracted the H5N1 virus from animals since
December 2003, with 54 deaths. Thai authorities reported one "probable” case of human-
to-human transmission within a family last year.

The Asian outbreak has focused the attention of public health officials worldwide on
finding an effective vaccine.

The University of Maryland and two other universities are testing 8,000 doses of HSN1
vaccine on 450 volunteers to see if it is safe and effective. The vaccine was produced by
Sanofi Pasteur under a contract awarded by the National Institutes of Health in March
2004.

Even if it proves effective, experts said there's no guarantee the vaccine will work should
a pandemic occur. All influenza viruses are constantly mutating, a process known as
"antigenic drift."

"Even one or two changes, if they occur in the right spot, can affect whether the virus
would be recognized by the immune system,” said John Treanor, a professor of medicine

at the University of Rochester and the principal investigator for the NTH trials.

An old technology



17

Vaccine production still relies on a 30-year-old technology based on millions of fertile
chicken eggs.

Sanofi Pasteur maintains flocks of millions of chickens. They produce eggs nine to 10
months a year -- all that's needed to make the vaccines to tackle the routine flu viruses we
face every winter.

But that would not be enough to take on an influenza pandemic. The new five-year, $41
million federal contract will help Sanofi expand and maintain its flocks to produce eggs
year-round.

The government is investing millions in Sanofi because it is the only remaining
manufacturer of influenza vaccines in the United States. Low and inconsistent demand
for the annual flu vaccines drove everyone else in the United States out of the business.

FluMist, a flu vaccine that is inhaled, is made in bulk in Britain and finished in the United
States. But it is based on a live, weakened virus that might not be safe for patients with
weak immune systems.

And in a global pandemic, officials said, the United States would probably not be able to
turn to other countries for vaccine supplies. They will be facing their own public health
crises.

Several European countries, as well as Japan, Australia, Taiwan, Korea and Brazil, are
also developing H5N1 vaccines or building manufacturing capacity.

"The biggest concern I have globally is Africa," said James T. Matthews, director of
external research and development at Sanofi. There is no vaccine in development on that
continent, and "they are very vulnerable.”

Expanding capacity

U.S. health authorities are planning campaigns to encourage more Americans to get
annual flu shots, hoping that will increase demand, attract more drug manufacturers and
expand the nation's domestic vaccine capacity.

In a pandemic outbreak -- an epidemic over a wide geographic area -- vaccines would
arrive late and slowly, officials said. Vaccination priority would go to critical services
personnel and to the most vulnerable populations. As more supplies arrived, distribution
would broaden to the wider population.

Scientists are also working to determine whether and how a flu vaccine could be
formulated or administered differently -- perhaps under the skin rather than into the
muscle -- to stretch limited supplies.

Meanwhile, Sanofi is trying to develop a new technology for vaccines that would grow in
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human cell lines instead of chicken eggs. The hope is that cell cultures would produce
vaccine in as little as a month after a novel influenza vaccine is isolated.

For now, the world is stuck with egg technology, and with the fact that, for months at the
start of a pandemic, most of the population will not have been vaccinated.

"If we assume that people will need two doses to be protected,” said Dr. Benjamin
Schwartz, senior science adviser to the National Vaccine Program Office, "a substantial
proportion of the population would not have access to vaccine during that first year” of a
pandemic that is likely to last two,

During that period, the United States would have to rely largely on antiviral medicines
and infection control to stem or slow the tide of illness.

Stopping it in Asia, or wherever it emerges, would be the first goal. If that fails, antivirals
and infection control would be used at home to protect as many vulnerable people as
possible until vaccines arrive.

Antiviral medicines can be used to prevent infection. They are also valuable as therapy.
Taken within 48 hours of the first symptoms of flu, they can limit the severity and
duration of the illness. That helps to slow the spread of an epidemic.

There are two types of antiviral drugs. But the HSN1 virus has developed a resistance to
one of them, called adamantines.

That leaves the neuraminidase inhibitors such as Tamiflu, made by the Swiss firm Roche.
But there are problems there, too, health officials said: Tamiflu is made in Switzerland, it
takes almost a year to produce, and supplies might be restricted in a global pandemic,

Britain and France have set about buying enough antiviral medicine to treat 25 percent
and 21 percent of their populations, respectively.

The U.S. government has set no such target. But it has gotten Roche to commit to
building a production plant in the United States. "They're anticipating that next year they
would begin making the drug here,” Schwartz said.

Other remedies

Public health officials said they won't be able to rely on drug remedies alone. In their
pandemic plans, experts are looking closely at how best to control the spread of infection
in the face of shortages of antivirals and vaccines.

Drawing on bioterrorism and disaster plans, and on their experience with severe acute
respiratory syndrome (SARS) and similar recent disease scares, federal and state agencies
have begun to work out their pandemic plans.
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They include procedures for screening airline passengers arriving from places with
pandemic flu outbreaks, educating health professionals to be alert for signs of flu and to
ask patients about their travels.

Plans are in the works for isolating sick people and placing people exposed to the virus in
quarantine -- at home or in public facilities.

In August, Maryland health officials will conduct a "table top" simulation with state and
local school officials to figure out when and how to close schools -- a decision that would
have enormous impact on the economy as working parents are forced to stay home with
their kids.

Hospitals, too, are hammering out plans for coping with high absenteeism and shortages
of empty beds, medical supplies and equipment. Of particular concern are mechanical
ventilators, vital for keeping alive flu victims with secondary lung infections.

The list of potential disruptions seems endless — absenteeism among prison guards and
ambulance crews; shortages of blood donors and refrigerated storage as mortuaries are
overwhelmed by the dead; a scarcity of volunteers needed to deliver meals and medicines
to people isolated at home.

Dr. Peter L. Beilenson, who announced last week his resignation as Baltimore's health

commissioner, said the city is better prepared to respond to a bioterrorism attack than a
flu pandemic. There are stockpiles of medicines for anthrax and smallpox, he said, but

Baltimore lacks the weapons for flu.

"There just aren't the vaccines and pharmaceuticals that we probably need," said
Beilenson.

Disturbing prospect

While many public officials have been working on the issue for years, some got their
wake-up to these kinds of issues at last year's exercise in Howard County.

"For the few participants who, for the very first time, heard about pandemic flu and what
it's implications were, it was stunning," said Jean Taylor, at the state health department.

Seated at the table were representatives from the governor's office, state and local
agencies for public health, transportation, public safety and emergency management, as
well as leaders representing hospitals, nurses, morticians and academia.

It wasn't just the deaths in the scenario that disturbed them. Medical supplies were in
short supply. Absenteeism was soaring. Police, firefighters, medical workers and air
traffic controllers were among the thousands of sick, dead or terrified. Hospitals and
mortuaries were overwhelmed.
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The first small batches of vaccine were arriving, but they were reserved for health care
and public safety workers. Crowds gathered, demanding vaccination, and small riots were
breaking out.

Planning for such events is valuable even if the HSN1 avian flu bug never mutates into a
pandemic virus.

"It's not a question of if, it's when," Bartlett said. "If we know how to respond to avian
influenza in terms of building a vaccine and being able to have antiviral agents fast and

have all the machinery in place, we'll be ready.”

Sun staff writers Jonathan Bor and Michael Stroh contributed to this article.

Copyright © 2005, The Baltimore Sun | Ger Sun home delivery
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Mr. CUMMINGS. One need not be an expert to comprehend the
magnitude of this loss of life and the disastrous impact a flu pan-
demic would cause to our economy and to our society. With this in
mind, we must agree to move forward in the best interests of the
Nation and achieve our ultimate objective of ensuring that our Na-
tion is capable of effectively and efficiently addressing a flu pan-
demic. This begins with having a plan, one that covers intergovern-
mental coordination, the use of the strategic national stockpile, and
a process for distributing anti-virals and vaccines.

While the administration took a step in the right direction when
it released the draft pandemic flu plan, this plan is unfortunately
silent on critical details and is not yet finalized. How the vaccines
will be distributed, purchased, prioritized, and what information
will be conveyed to the public remain unresolved.

In light of the fact that State and local health departments will
function on the frontlines of a flu pandemic, I am deeply troubled
that the administration proposed undermining State and local pre-
paredness by cutting $130 million in Federal support of those ef-
forts in fiscal year 2006, with the World Health Organization stat-
ing: “Everything suggests that the situation we are in now, there
is a greater risk for a pandemic than for many decades.” We should
increase Federal funding of our public health infrastructure instead
of attempting to restore fiscal sanity to the detriment of public
health and safety.

It is also critically important to our Nation’s readiness that we
have adequate supplies of vaccines and anti-virals. While vaccines
are considered effective, they are difficult and slow to produce. Re-
grettably, apparent global capacity to make a flu vaccine will po-
tentially leave billions of people in need during a pandemic.

Equally disturbing is the fact that the United States is particu-
larly vulnerable to a shortage due to limited vaccine manufacturing
facilities in the United States. While the Federal Government
works to improve our Nation’s access to a safe, affordable and effec-
tive flu vaccine, it seems prudent that we also obtain anti-viral
drugs deemed effective against pandemic flu. It should be noted
while the World Health Organization recommends that countries
purchase enough of an anti-viral drug called Tamiflu to treat 25
percent of their population, the United States only has enough of
this drug to treat 2 percent of the population.

With last year’s flu season fresh in mind, we must ensure that
no Americans needlessly suffer or die due to poor preparedness.
Our Nation must be ready to safeguard our citizens by providing
them with either the proper treatment or means to prevent infec-
tion in the event of an outbreak. Any less would be a gross abdica-
tion of our responsibility to protect citizens from threats both seen
and unseen.

I yield the balance of my time and I thank you.

[The prepared statement of Hon. Elijah E. Cummings follows:]



22
Opening Statement

Representative Elijah E. Cummings, D-Maryland
Full Committee Hearing: “The Next Flu Pandemic: Evaluating U.S. Readiness.”
Committee on Government Reform
U.S. House of Representatives
109™ Congress

June 30, 2005

Mr. Chairman,
Thank you for holding this critically important hearing to
evaluate our nation’s preparedness to respond to pandemic

influenza.

The Chiron Corporation’s inability to supply the United
States with the flu vaccine we anticipated for the 2004-2005 flu
season exposed the fragility of our nation’s vaccine supply. This
colossal failure to get it “right” last flu season raised some serious
questions about our nation’s preparedness to lessen the impact of a
more destructive strain of the flu that could trigger a global

pandemic.

The Avian flu is considered increasingly likely to cause a
pandemic. Experts estimate that a pandemic would result in the
deaths of over 500,000 Americans and infect 25% of the world’s

population. The Baltimore Sun on June 12, 2005 reported in an
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article entitled, Fears of Flu Pandemic Spurring Preparations, that
“the threat of an avian flu pandemic from Asia...[could cause]
12,000 deaths in the state [of Maryland] early on, with the
possibility of many more later.” The article continues by noting
that “[m]ore conservative estimates from the U.S. Centers for
Disease Control and Prevention suggest 1,600 to 3,700 Maryland
deaths and 16,000 hospitalizations.”

Mr. Chairman, I ask that this article be included into the

record.

One need not be an expert to comprehend the magnitude of
this loss of life and the disastrous impact a flu pandemic would
cause to our economy and society. With this in mind we must
agree to move forward in the best interest of the nation and achieve
our ultimate objective of ensuring that our nation is capable of

effectively and efficiently addressing a flu pandemic.

This begins with having a plan, one that covers
intergovernmental coordination, the use of the strategic national
stockpile, and a process for distributing antivirals and vaccines.
While the Administration took a step in the right direction when it

released a draft pandemic flu plan, this plan is unfortunately silent
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on critical details and is not yet finalized. How the vaccines will
be distributed, purchased, and prioritized, and what information

will be conveyed to the public remain unresolved.

In light of the fact that state and local health departments will
function on the front lines of a flu pandemic, I am deeply troubled
that the Administration proposed undermining state and local
preparedness by cutting $130 million in federal support of those
efforts in FY 2006.

With the World Health Organization stating, “Everything
suggests, that the situation we are in now, there is a greater risk for
a pandemic than for many decades” we should be increasing
federal funding of our public health infrastructure instead of
attempting to restore fiscal sanity to the detriment of public health
and safety.

It is also critically important to our nation’s readiness that we
have adequate supplies of vaccines and antivirals. While vaccines
are considered effective, they are difficult and slow to produce.
Regrettably, current global capacity to make a flu vaccine would
potentially leave billions of people in need during a pandemic.

Equally disturbing is the fact that the United States is particularity
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vulnerable to a shortage due to limited vaccine manufacturing

facilities in the United States.

While the federal government works to improve our nation’s
access to a safe, affordable, and effective flu vaccine, it seems
prudent that we also obtain antiviral drugs deemed effective
against pandemic flu. It should be noted, while the World Health
Organization recommends that countries purchase enough of an
antiviral drug called Tamiflu to treat 25% of their population, the
U.S. only has enough of this drug to treat 2% of the population.

With last year’s flu season fresh in my mind, we must ensure
that no Americans needlessly suffer or die due to poor
preparedness. Our nation must be ready to safeguard our citizens
by providing them with either the proper treatment or a means to
prevent infection in the event of an outbreak. Any less would be a
gross abdication of our responsibility to protect citizens from

threats both seen and unseen.

I yield the balance of my time and look forward to the

testimony of today’s witnesses.
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Chairman ToMm DAvis. Thank you very much.

Members will have 7 days to submit opening statements for the
record. We will now recognize our first panel: Dr. James LeDuc,
the Director, Division of Viral and Rickettsial Diseases, National
Center for Infectious Diseases at the Center for Disease Control
and Prevention; Dr. Anthony Fauci, Director, National Institute of
Allergy and Infectious Diseases, National Institutes of Health; and
Dr. Bruce Gellin, the Director of the National Vaccine Planning Of-
fice, Department of Health and Human Services.

As you know, it is the policy of this committee, we swear all wit-
nesses in, so if you would rise and raise your right hands.

[Witnesses sworn.]

Chairman ToMm DAvis. Thank you. Be seated.

Dr. LeDuc, we will start with you and we will move straight
down. Thank you very much.

STATEMENTS OF DR. JAMES W. LEDUC, DIRECTOR, DIVISION
OF VIRAL AND RICKETTSIAL DISEASES, NATIONAL CENTER
FOR INFECTIOUS DISEASES, CENTERS FOR DISEASE CON-
TROL AND PREVENTION; DR. ANTHONY FAUCI, DIRECTOR,
NATIONAL INSTITUTE OF ALLERGY AND INFECTIOUS DIS-
EASES, NATIONAL INSTITUTES OF HEALTH; DR. BRUCE
GELLIN, THE DIRECTOR OF THE NATIONAL VACCINE PLAN-
NING OFFICE, DEPARTMENT OF HEALTH AND HUMAN SERV-
ICES

STATEMENT OF DR. JAMES W. LEDUC

Dr. LEDuc. Thank you very much, Mr. Chairman and members
of the committee.

I would like to share with you some of the advances that we have
made on global surveillance. I will leave comments to the issues
surrounding anti-viral drug development and vaccine development
to my colleagues Dr. Fauci and Dr. Gellin.

Let me begin with a brief summary of the current situation in
Asia. As of yesterday, June 28th, the World Health Organization
had reported 108 cases of avian influenza in humans since January
28, 2004, with a case fatality rate of about 50 percent. The World
Organization for Animal Health, the OIE, had confirmed H5N1 in-
fluenza infections in animals in nine Asian countries during 2004
and 2005, with especially severe outbreaks in Vietnam and Thai-
land. Although the situation is very serious, there remains no evi-
dence for sustained human-to-human transmission.

We continue to work very closely with the World Health Organi-
zation to monitor the situation and indeed the Chief of our influ-
enza branch, Dr. Nancy Cox, is en route back from Vietnam even
as we speak, having just completed a mission to Hanoi as part of
a WHO team to investigate a cluster of human cases of influenza.

CDC is working closely with health officials in the region to
strengthen influenza surveillance capacity. In the last fiscal year,
the department provided $5.5 million to WHO and countries of the
region to establish or improve their national influenza centers and
to strengthen the WHO global network of collaborating labora-
tories. The goal of these investments is to ensure the earliest pos-
sible recognition of strains with pandemic potential to make certain
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that the viruses are isolated and made available to the global com-
munity for vaccine development, and to assist countries in local
control of efforts to prevent widespread transmission.

As part of these efforts, CDC staff are being assigned to the
WHO office in Geneva and the regional office in Manila and in the
country office in Vietnam. These investments are being leveraged
through collaborations with the U.S. Navy laboratories in Indo-
nesia and in Cairo, Egypt and with the CDC International Emerg-
ing Infections Program in Bangkok, Thailand. The fiscal year 2005
funding for this effort is $7.2 million. Recently, Congress passed
and the President signed a fiscal year 2005 emergency supple-
mental appropriation which included $25 million in assistance to
prevent and control the spread of avian influenza in Southeast
Asia. These funds will further support development of improved
disease surveillance, training of laboratory and medical staff, pre-
paredness activities, and enhanced communication capabilities.

Here in the United States, we are training laboratory staff in all
50 States to ensure their ability to diagnose avian influenza should
it arise. We are expanding our network of sentinel physicians to
more accurately monitor the spread of influenza during the flu sea-
sons. CDC has also taken the lead in revising the department’s
pandemic preparedness plan. The revision, which is scheduled for
release later this summer, will be significantly expanded and will
provide comprehensive guidance to our partners in State and local
health departments. The plan is being developed in cooperation
with the Advisory Committee on Immunization Practices and the
National Vaccine Advisory Committee, and will offer guidance on
prioritization for use of both anti-viral drugs and vaccines.

Finally, CDC is leveraging investments already made in bio-
terrorism preparedness to ensure that these resources that are al-
ready part of the strategic national stockpile are included in our
pandemic planning. Mass casualty and surge capacity planning for
hospitals is also underway in conjunction with HRSA.

Health and Human Services Secretary Mike Leavitt has made in-
fluenza pandemic planning and preparedness a top priority and
has chartered the Influenza Preparedness Task Force to prepare
the United States for this potential threat to the health of our Na-
tion. As a member of this task force, CDC is proud to undertake
these activities with our partners both domestically and globally.

Thank you for the opportunity to share this information with
you. I would be happy to answer any questions.

[The prepared statement of Dr. LeDuc follows:]
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Mr. Chairman and members of the Subcommittee, | am pleased to be here today
to describe planning and preparedness for an influenza pandemic, including the
potential threat posed by the H5N1 avian influenza virus currently circulating in
Asia. Department of Health and Human Services (DHHS) Secretary Mike Leavitt
has made influenza pandemic planning and preparedness a top priority.
Agencies within DHHS are working together formally through the Influenza
Preparedness Task Force that Secretary Leavitt has chartered to prepare the

United States for this potential threat to the health of our nation.

| will discuss steps the Centers for Disease Control and Prevention (CDC) is
taking as a member of this Task Force and with many other partners both
domestically and globally. The strength and flexibility of CDC and other
components of the public health system are vital assets as the U.S. sharpens its
readiness for an influenza pandemic. Although we have made significant
progress, more work is needed, particularly in the areas of surveillance capacity
and response, and in the develobment of potential vaccines. Increased public
awareness and understanding about infection control, community containment
and travel, and other actions also are important in preparation for an influenza

pandemic.

.

In discussing pandemic influenza, | want to emphasize that the issues of
pandemic influenza and inter-pandemic influenza (so-called “annual influenza”)

are inextricably linked. The same laboratories, the same health care providers,

Pandemic Planning and Preparedness June 390, 2005
House Government Reform Cominittee Page 1
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the same surveillance systems, and the same heaith department plans and
personnel will guide both responses. Making sure that these people and
organizations can address inter-pandemic influenza is our best overall hope for

making sure the U.S. is prepared for an influenza pandemic.

Pandemics in Perspective

Inter-pandemic influenza causes an avefage of 36,000 deaths each year in the
U.S., mostly among the elderly and nearly 200,000 hospitalizations. In contrast,
the severity and impact of the next pandemic, whether from H5N1 or another
influenza virus, cannot be predicted. However, modeling studies suggest that, in
the absence of any control measures, a “medium-level” pandemic in the U.S.
could result in 89,000 to 207,000 deaths, between 314,000 and 734,000
hospitalizations, 18 to 42 million outpatient visits, and another 20 to 47 million
people being sick if 15 percent to 35 percent of the U.S. population develops
influenza in a pandemic. The associated economic impact in our country alone
could range between $71.3 and $166.5 billion. A more severe pandemic, aé

happened in 1918, could lead to much greater damage.

There are several important points about influenza and pandemic influenza.
* A pandemic could occur anytime during the year and could last much
longer than inter-pandemic influenza, with waves of infection during the -

pandemic period.

Pandemic Planning and Preparedness June 30, 2005
House Government Reform Commiittee Page 2
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» At some point in a pandemic, the capacity to intervene and prevent or
control transmission of the virus can become extremely difficult because
the size of the population that is infected becomes too large.

« Right now, the H5N1 avian influenza strain circulating in Asia among birds
is considered the leading candidate to cause the next pandemic.
However, it is possible for another influenza virus, and not H5N1, to cause
the next pandemic. While we believe some viruses are more fikely than
others to cause a pandemic, we cannot predict with certainty the risks
from specific viruses.

+ We often look to history to try and understand how a modern pandemic
might affect us and how we might intervene most effectively. However,
there have been many changes since the last pandemic in 1968, including
changes in population and social Structures. medical and technological
advances, and the increase in international travel. Some of these
changes have increased our ability to handle pandemics, but other
changes have made us more vulnerable.

» Because pandemic influenza viruses will emerge in part or wholly from
among animal influenza viruses, such as birds, it is critical for human and
animal health authorities to coordinate activities such as survé:illancz; and

to share relevant information as quickly as possible.

The Current Avian H5N1 Influenza Situation in Asia

Pandemic Planning and Preparedness June 30, 2065
House Government Reform Committee Page 3
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For an influenza virus to cause a pandemic, it must (1) be a virus to which there
is little or no pre-existing immunity in the human population; (2) be able to cause
iliness in humans; and (3) have the ability for sustained transmission from person
to person. So far, the H5N1 virus circulating in Asia meets the first two criteria
but has not yet shown the capability for sustained transmission from person to

person.

Although the present avian influenza H5N1 strain in Asia does not yet have the
capability of sustained person-to-person transmission, at least 100 persons have
been infected, largely by having some form of contact with infected poultry,
primarily chickens. In addition, a limited number of persons have been infected
by very close contact with another infected person, but this type of transmission
has not led to sustained transmission or large outbreaks. As of June 17, 2005
the World Health Organization (WHO) had confirmed 107 cases of H5N1
influenza in humans since January 28, 2004, with a case fatality rate of 51
percent. The World Organization for Animal Health (OIE) confirmed, as of June
8, 2005, that H5N1 had been found in animals from nine Asian countries in 2004
and 2005, with especially large outbreaks among animals in Vietnam and
Thailand.v Millions of domestic birds have been culled in attempts t(; stop t-r;e
spread of the virus among animal populations. In addition to poultry, infections

among migratory birds may have also been found since 2002.

Pandemic Planning and Prepareduess June 30, 2005
House Government Reform Committee . Page 4
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At this point, the H5N1 strain now appears to be endemic in poultry and other
birds in a number of Asian countries. This situation poses a threat to humans
because H5N1 from such sources can continue to infect people and because
persistence of H5N1 in these populations provides the virus with chances to
mutate or reassort its genes with genes from other viral strains and create H5N1
viruses that can transmit easily among people. Recent studies also have found
that domesticated ducks can appear healthy but carry and shed the H5N1 strain,
allowing the virus to spread invisibly to other species. H5N1 also has been
shown to naturally infect mammals, which is a particular concern because this
increases the potential for H5N1 viruses to reassort with other influenza strains
that already have the ability to spread among humans and other mammals.

Studies have documented H5N1 infections of pigs, tigers, and leopards in Asia.

To monitor HEN1 viruses for changes indicating an elevated threat for people, we
must continue to strengthen and build effective in-country surveillance, which
includes enhancing the training of laboratorians, epidemiologists, veterinarians,
and other professionals, and promoting the comprehensive reporting that is

essential to monitor H5N1 and other strains of highly pathogenic avian influenza.

Responding to a Pandemic ' .
Although the current situation is very serious, it remains relatively localized to
Asia. However this situation could evolve into a pandemic, in which case the

entire world’s population would be at risk for developing pandemic disease. An
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effective response to an influenza pandemic requires highly collaborative
planning, implementation, and flexibility in resolving issues at many levels.
DHHS is leading the coordination of preparedness efforts through its Pandemic
Influenza Response and Preparedness Plan, which was released in draft form in
August 2004 for public comment and is under revision. In addition, states are
either developing pandemic influenza plans or revising existing plans to reflect
new information and data. Key elements of these plans include the use of
surveillance, infection control, antiviral medications, community containment
measures, vaccination procedures, communications, and an ability to sustain
essential services in times of widespread illness. To support the federal and
state planning efforts, CDC is developing detailed guidance and materials for
states and localities, and this guidance will be incorporated into the revised
DHHS plan. CDC also is taking a lead role in working with the Advisory
Committee on Immunization Practices and the National Vaccine Advisory
Committee to recommend prioritized target groups for use of antiviral

medications and vaccines during a pandemic when supplies are limited.

In the earliest pandemic stages, isolation precautions for persons who are ilf and
quarantine for persons exposed probably will be needed to try and I.imit tht;
spread of pandemic influenza and to obtain as much time as possible for
producing supplies of a pandemic vaccine. These control measures will require

interventions such as the evaluation of ill travelers. Certain steps have been

taken or will be takenrto facilitate such efforts. On April 1, 2005, the President
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amended Executive Order 13295, adding influenza caused by novel or
reemergent influenza viruses that are causing, or have the potential to cause, a
pandemic to the list of quarantinable diseases. CDC will implement travel
notices to minimize the potential for infection to rapidly spread. Recently, CDC
expanded the number and capacity of its quarantine stations at major ports of
entry into the U.S. As with any quarantine, such activities need to be undertaken

judiciously to minimize adverse effects on civil liberties.

Vaccination is the best overall, long-term strategy to reduce disease from inter-
pandemic influenza outbreaks and pandemics. Antiviral medications, which can
be used to prevent influenza and in some instances to treat influenza, provide
another line of defense. These types of measures, together with those such as
isolation of ill persons and quarantine of healthy exposed persons, help form a
comprehensive preparedness approach both to address inter-pandemic influenza

and to lay the foundation for responding to pandemic influenza.

Surveillance

Surveillance is critical for detecting and monitoring all infectious disease threats.
Because early detection means having more time to respond, it is critical for the
U.8. to work with domestic and global partners to expand and sti:engthe;n the
scope of early-warning surveillance activities used to detect the next paﬁdemic.

We do not know how |9ng it will take for pandemic disease in another country to

spread to the U.S., but it could be a matter of days to fnonths. And yet, months
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of time, at best, will be needed to develop, produce, test, and administer vaccine
to the entire U.S. population. Vaccine will be in short supply at the start of the
pandemic and u}nder the most favorable conditions, many will have become ill or
died by the time the first dose of vaccine would be available to be given to the
first person in this country. Global surveillance will also be used to monitor
ongoing changes in a pandemic virus and thus allow us to know when the

vaccine should be updated.

The outbreaks of avian influenza in Asia have highlighted several gaps in global
disease surveillance tr;at the U.S. must help address to improve our ability to
prepare for an influenza pandemic. These limitations include (1) a lack of
infrastructure in many countries for in-country surveillance networks; (2) the need
for better training of laboratory, epidemiologic, and veterinary staff; and, (3) the
resolution of longstanding obstacles to rapid and open sharing of surveillance
information, specimens, and viruses among agriculture and human health

authorities in affected countries and the international community.

In the past year, CDC and DHHS have made significant progress toward _
enhancing surveillance in Southeast Asia. However, this initiative needs to
continue at both national and intemational levels if we are to sus‘tai;'c our
progress, expand geographic coverage, and develop an adequate capacity to
conduct effective surveillance.\ These efforts at building international as well as

domestic surveillance are essential for detecting new influenza virus variants
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earlier and making informed vaccine decisions for inter-pandemic influenza. With
the ever-present threat of the emergence of a new pandemic strain, we need to
know what is happening in commercial poultry farms and the family backyard

flocks of Southeast Asia, as well as elsewhere throughout the world.

Recently, Congress passed and the President signed an FY 2005 Emergency
Supplemental Appropriations Act for Defense, the Global War on Terror, and
Tsunami Relief, which included $25 million in international assistance funds to
prevent and control the spread of avian influenza in Asia. These funds will
support disease surveillance among humans, laboratories, and training on avian
influenza laboratory and field techniques in Asia. Théy are being provided both
to the region of Southeast Asia and to six specific nations where human and/or
animal disease is greatest. ‘Funding will support the planning and preparedness
needed to enable each country to carry out a rapid response in a more organized
manner. National long-term planning is also necessary for these countries;
therefore they must also strategically apply to non-governmental organizations
for additional funds to complete their preparedness efforts. Funds are also being
provided for three countries, Cambodia, Laés, and Vietnam, to conduct active
case detection of human disease, and additionally to Burma, China,‘and ‘.
Indonesia for detection of animat diseaée. With respect to Burma, ahy avian flu
assistance activities would be channeled through international non-governmental
organizations or be conducted by international health organizations and not

through the Burmesé government. We will be happy to brief Congress on the
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specific activities that will involve Burma. Improved laboratories, including
addressing biosafety for animal and human specimens will be the initial focus.
Better in-country communications will be developed to assist these populations to
taking steps to prevent infection and disease. Direct assistance to Vietnam will
provide technical help for the safe development of an H5N1 vaccine. Finally,
rapid response teams for Vietnam, Cambaodia, and Laos will be organized and
trained to respond to a crisis by identifying disease and instituting quarantine,
isolation, and any other control measures that are necessary. These teams will
be supplied with materials to be stockpiled in Southeast Asia, so that they will be
equipped with proper personal protective equipment when they conduct case

investigations.

On the domestic side, during the past year, CDC has consjderably improved
surveillance in this country by working with the Council for State and Territorial
Epidemiologists (CSTE) to make pediatric deaths associated with laboratory
confirmed influenza nationally notifiable, and by implementing hospital-based
surveillance for influenza in children at selected sites. CDC will continue to work
with CSTE to make all laboratory confirmed influenza hospitalizations notifiable.
Since 2003, we have issued interim guidelines to states and hospite‘\ls for »
enhanced surveillance to identify potential H5N1 infections among travelers from
affected countries, and these enhancements continue. CDC also has been

holding special laboratory training courses to teach state laboratory staff how to
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use molecular techniques to detect avian influenza. CDC has trained

professionals from all 48 states that desired training.

In addition, we are working to: (1) ensure that states have sufficient
epidemiologic and laboratory capacity both to identify novel viruses throughout
the year and to sustain surveillance during a pandemic; (2) improve reporting
systems so that information needed to make public health decisions is available
quickly; (3) enhance systems for identifying and reporting severe cases of
influenza; (4) develop population-based surveillance among adults hospitalized
with influenza; and, (5) enhance mbnitoring of resistance to current antivirat

drugs, to guide policy for use of scarce antiviral drugs.

Managing the Vaccine Supply

During an influenza pandemic, the presénce of influenza vaccine manufacturing
facilities in the U.S. will be critically important. The pandemic influenza vaccines
produced in other countries are unlikely to be available to the us. market,
because those governments have the power to prohibit export of the vaccines
produced in their countries until their domestllc needs are met. The U.S. vaccine
supply would be particularly fragile; only one of three influenza vaccine
manufacturers selling' vaccine in the U.S. market makes its vaccine ‘enfirely in the

us.
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In the U.S., public demand for influenza vaccine varies on a yearly basis, but
having a steadily increasing demand would provide companies with a reliable,
growing market that would be an incentive to increase production. In FY 2006,
DHHS and CDC have provided $40 million in new funds for purchasing influenza
vaccine for the pediatric stockpile to protect against annual outbreaks of
influenza, and $30 million for contracts to expand the production of bulk single-
strain influenza vaccine for use if needed during annual influenza seasons or
possibly in a pandemic situation. In addition, the President is requesting

$120 million in FY 2006, an increase of $21 million, to encourage greater
production capacity that will enhance the U.S.-based vaccine manufacturing
surge capacity to help prepare for a pandemic and further guard against annual

shortages.

DHHS also appreciates the inclusion of $58 million in the FY 2005 Emergency
Supplemental to procure additional influenza countermeasures for the CDC
Strategic National Stockpile (SNS) in FY 2005. At present, the H5N1 viruses
isolated from people in Asia during the past two years appear resistant to one
class of antiviral drugs but sensitive to oseltamivir (Tamiflu). Accordingly, the
SNS has stockpiled enough oseltamivir (Tamiflu) capsules to treat épprox&natgly
2.26 million adults and oseltamivir (Tamiflu} suspension to treat nearly.110,000
children. With the increased funding, CDC plan§ to purchase an additional 2
million regimens of oseltamivir. In addition, SNS funds have been used to

purchase approximatély 2 miflion bulk doses of unfinished, unfilled H5N1
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vaccine. This vaccine has not yet been formulated into vials, nor is the vaccine
licensed. Clinical testing to determine dosage and schedule for this vaccine
began in April 2005 with funding from the National Institutes of Health.
Additionally,'DHHS also is supporting the development and testing of potential
dose-sparing strategies that potentially could allow a given quantity of vaccine

stock for use in more people.

One of the main efforts by CDC is to expand the nation’s use of influenza vaccine
during inter-pandemic influenza seasons. This increase will help assure that the
U.S. is better prepared for a pandemic. Influenza vaccine demand drives
influenza vaccine supply. Therefére, if we can increase annual vaccination
efforts, we will increase annual production efforts, which help strengthen our
capacity for vaccine production during a pandemic. Discussions are under way
to review the studies that would be needed to consider broadening
recommendations for influenza vaccination. CDC also is developing strategies to
increase influenza vaccine demand and access by persons who are currently
recommended to receive vaccine each year. For example, accordingto-a 2003
Institute of Medicine report, there are approximately 8.2 million uninsured adults
18-64 years with high-risk conditions warranting vaccination against‘inﬂuer;za. If
such persons receive influenza vaccine, it will help to increase a{mua! demand
for vaccine, because one of the best predictors of being vaccinated is having

been vaccinated in a previous season. This increase in annual demand will lead
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to increased production capacity, and thereby increase vaccine supply both

annually and during a pandemic.

Additionally, for planniﬁg purposes, CDC has identified influenza vaccine supply
scenarios that may occurin future influenza seasons. These scenarios range
from worst-case to best-case situations and are an important part of CDC
planning efforts. We areApreparing recommendations, plans, and communication

messages for each of these possible situations.

Conclusion

Although the present avian influenza H5N1 strain in Southeast Asia does not yet
have the capability of sustained person-to-person transmission, we are
concerned that it could develop this capacity. CDC is closely monitoring the
situation in collaboration with the World Health Organization and the affected
countries. CDC is using its extensive network of partnerships with other federal
agencies, provider groups, non-profit organizations, vaccine and antiviral
manufacturers and distributors, and state and local health departments to
enhance pandemic influenza planning. Our responses to the annual domestic
influenza seasons provide the core foundation for how the nation wil‘l face and

address pandemic influenza.

Thank you for the opportunity to share this information with you. | am happy to

answer any questions?
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Chairman ToMm DAvis. Thank you.
Dr. Fauci.

STATEMENT OF DR. ANTHONY S. FAUCI

Dr. Fauci. Thank you very much, Mr. Chairman and members
of the committee, for allowing me to discuss with you this morning
the role of the NIH research endeavor in the ultimate development
of countermeasures against pandemic flu in the form of diagnostics,
therapeutics and vaccines.

Very briefly to put this into perspective, this slide here on your
left shows the complementary roles within the Department of
Health and Human Services. You have just heard from Dr. LeDuc
about the CDC’s role in surveillance, detection, disease control and
prevention. The NIH, as I will outline briefly for you, conducts
basic and clinical research ultimately to develop vaccines and
therapeutics. There is an important role for the FDA in the regu-
latory process of the approval of these products. This is all coordi-
nated under the Office of Public Health Emergency Preparedness.

Next slide. The research enterprise at NIH is based fundamen-
tally as are all of our projects on sound basic research that we hope
to rapidly apply to the clinical setting of developing in this case
vaccines and therapeutics. We do a bit of surveillance and epidemi-
ology at the molecular level to look at the evolution of the virus,
but the surveillance is fundamentally the responsibility of the Cen-
ters for Disease Control and Prevention.

I am going to give you a couple of examples of some of the basic
and clinical research that is done, if I could have the next slide.
You may have heard of the terminology “reverse genetic system.”
This is a system of being able to much more accurately and consist-
ently develop seed viruses for vaccines.

It may appear to be somewhat complicated, but it really is very
simple. When we have a virus that we isolate, for example, in Asia
that we want to make a vaccine for, we generally co-grow it with
a strain that we know works well in eggs and that we have a great
deal of experience with. During that process, the genes re-assort
and ultimately give us a good growing, but nonetheless specific
virus.

Reverse genetics deliberately takes the appropriate genes from
each of those strains and re-combines them in a proactive way to
take away the uncertainty. In fact, the vaccine that I am going to
mention in a moment, the H5N1, was isolated and developed into
a seed virus using reverse genetics technique. Next slide.

In addition, we, together with the CDC and in collaboration with
several of the pharmaceutical companies, are working to make the
transition from the egg-based system of developing a vaccine for in-
fluenza to a cell-based culture. The reasons for that are several,
but the most important of which is the greater surge capacity of
the cell-based system to be able to make more doses on a shorter
notice, as well as to change direction if in fact we have a surprise
virus that comes upon us. Next slide.

Probably the most important component of what we do relates to
the actual clinical trials and testing of the vaccine in question. I
must say that in fact we have been the first and are still way
ahead of the rest of the world in the development of an H5N1 vac-
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cine that is taking place in our clinical trial sites in this country
to determine safety and the correct dose. Next slide. Very briefly,
the H5N1 inactivated virus trial was started on April 5, 2005. We
have completed the first two stages on 450 people. The dosage
data, it will be done in multiple doses and in a prime boost will
be available for analysis by mid-July. The safety data will be avail-
able for analysis by mid to end of August.

In addition, we are doing an attenuated vaccine trial that is
planned for late 2005 for the H5N1. We are also studying another
bird flu that is not as ominous as the H5, but nonetheless impor-
tant, and that is the HON2.

With regard to therapy, we have an anti-viral screening program.
There are two major classes of drugs. The amantadine group, un-
fortunately the H5N1, that is circulating in Asia now is resistant
to that. We can talk about why that might be the case during the
question period. The other is the group that is the neuraminidase
inhibitors, including Tamiflu. We are also looking for other alter-
native targets, as well as looking at how to use these drugs in com-
bination where there are resistant scenarios, in addition to how to
best use these drugs in different categories of patients.

On the final slide, let me just summarize that the NIH’s effort
is fundamental research, as I mentioned. It is all geared to the
rapid and expeditious development of the important counter-
measures that are needed to counter a pandemic flu.

I would be happy to answer questions during the question period.
Thank you, Mr. Chairman.

[The prepared statement of Dr. Fauci 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 preparing
the Nation for the next influenza pandemic. The Department of Health and
Human Services (DHHS) Draft Pandemic Influenza Preparedness and Response
Plan outlines a coordinated national strategy to prepare for and respond to an
influenza pandemic, and assigns specific roles to various Federal agencies; the
National Institute of Allergy and Infectious Diseases (NIAID) holds the primary

responsibility for carrying out those duties assigned to NiH.

In this capacity, NIAID provides the scientific input required to facilitate the
development of both new influenza vaccine technologieé and novel antiviral
drugs against influenza viruses. Under this Administration, we have made
extraordinary progress. DHHS has been investing in new technologies, securing
more vaccines and medicines, and preparing stronger response plans. Total NIH
funding for influenza research has grown more than five-fold in recent years,
from $20.6 million in FY 2001 to an estimated $119 million in FY 2005. This is
part of the Iargest investment ever made by the Federal government in prot_gacting

against influenza.

“

Influenza epidemics typically occur during the winter months in the United States
and other temperate regions of the world and cause significant morbidity and

mortality. On average, 36,000 people in this country die each year and 200,000
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are hospitalized due to influenza and influenza-related complications. Each year,
influenza viruses undergo small changes in their surface proteins as they
circulate through the human population. As these small changes accumulate,
the influenza virus gains the ability to overcome immunity created by prior
exposure to older circulating influenza viruses or by vaccination. This
phenomenon, called “antigenic drift,” is the basis for the well-recognized patterns
of influenza disease that occur every year, and is the reason that influenza

vaccines must be updated each year.

influenza viruses also can change more dramatically; viruses may emerge that
can jump species from natural reservoirs such as wild ducks to infect domestic
poultry, farm animals, or humans. This type of significant change in the antigenic

makeup of the virus that infects humans is referred to as “antigenic shift.”

In most instances when an influenza virus jumps species from an animal such as
a chicken to infect a human, the result is a “dead end” infection that cannot
readily be transmitted further from human to human. Mutations in the virus,
however, could increase the efficiency of human-to-human transmission.
Furthermore, if an avian influenza virus and another human influenza virus were
to simultaneously co-infect a person, the genés of the two viruses m‘igh‘t re;ssort,
resulting in a virus that is readily fransmissible between humans gnd against
which the population would have no natural immunity. Such a virus could

potentially cause an influenza pandemic.
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Historically, pandemic influenza is a proven threat. Three influenza pandemics
have occurred in the 20th century: in 1918, 1957, and 1968. The 1918-1919
pandemic was by far the most severe, killing over 500,000 people in the United
States and 20-40 million people worldwide—almost two percent of the global
population at that time. Worldwide, the pandemics that began in 1957 and 1968

killed approximately 2 million and 700,000 people, respectively.

HON2 and H5N1 influenza are two avian viruses that have jumped directly from
birds to humans and have significant pandemic potential. In 1999 and 2003,
HON2 influenza caused iliness in three people in Hong Kong and in five
individuals elsewhere in China, but the virus did not spread from human to
human. H5N1 influenza, often referred to as “bird flu,” appears to be a
significantly greater threat than HIN2. This virus was first detected in humans in
Hong Kong in 1997. Since January 2004. it has spread widely among wild and
domestic birds and has infected at least 107 people in Vietnam, Thailand, and
Cambodia; 54 of these people have died of the disease. Ominously, H5N1
viruses are evolving in ways that increasingly favor the start of a pandemic,
including becoming more stable in the environment and expanding their host
species range. Moreover, there have been 2 highly probable cases 9f humgn-to—
human transmission of the H5N1 virus, and it is possible that other such

transmissions have occurred recently.

The deadily experience with past influenza pandemics explains our current high

level of concern about the appearance of virulent H5N1 avian influenza viruses in
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Asia, which by a variety of mechanisms could adakpt themselves to efficiently
spread from human to human and result in the next pandemic. Given the poor
condition of public health systems in many underdeveloped regions and the
speed of modern air travel, the consequences of such an event, should it result in

an influenza pandemic, would be severe.

NIH Influenza Research Activities

Between influenza pandemics, when influenza activity occurs regularly on a
seasonal basis, the role of NIAID is to conduct basic research into the viral
biology, pathogenesis, and epidemiology of influenza viruses and to study host
immune responses to these agents. Concomitant with these basic research
studies, NIAID conducts applied research to develop new or improved influenza
vaccines and production methods; to identify new anti-influenza drugs; and to
support surveillance for previously unknown influenza viruses in animals and
characterize any that are found. When a new influenza virus begins to infect
humans (and thereby gains the potential to cause a pandemic), NIAID’s role is to
develop and clinically evaluate specific candidate vaccines against the emergent
strain, assess the virus's sensitivity to antiviral drugs, and, in some cases, supply
vaccine manufacturers and the research community with viral reference strains

and other reagents to speed vaccine development.

Basic Research
NIAID supports many basic research projects intended to increase our

understanding of how influenza viruses replicate, interact with their hosts,
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stimulate immune responses, and evolve into new strains. Results from these
studies lay the foundation for the design of new antiviral drugs, diagnostics, and

vaccines, and are applicable to seasonal epidemic and pandemic strains alike.

NIAID also supports two special research programs to better understand the
diversity of influenza viruses. The Influenza Genome Sequencing Project,
launched in the fall of 2004, is a collaboration between NIAID, the Centers for
Disease Control and Prevention (CDC) and several other organizations to
determine the complete genetic sequences of thousands of influenza virus
isolates and to rapidly provide these sequence data to the scientific community.
This program will enable scientists to better understand the emergence of
inﬂuénza epidemics and pandemics by 6bserving how influenza viruses evolve
as they spread through the population and by matching viral genetic
characteristics with virulence, ease of transmissibility, and other clinical
properties. As of June 8, 2005, 206 genomic sequences of influenza viruses had
been made available through this program to researchers via the NIH website,
and many more are in the pipeline.

NIAID also supports a long-standing program based in Hong Kong to detect the
emergence of inﬂuenia viruses with pandemic potential. This program,}ed by
Dr. Robert Webster of St. Jude Children’s Research Hospital in Memphis,
Tennessee, conducts extensive surveillance of influenza viruses in animals in

Hong Kong, analyzes new influenza viruses when they are found, and helps to
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generate candidate vaccines against them. In January 2005, the scope of this
surveillance program was expanded to include Vietnam, Thailand, and

Indonesia.

Vaccines .

Vaccines are essential tools for the control of influenza. NIAID supports
numerous research projects and other initiatives to foster the development of
new influenza vaccine candidates and manufacturing methods that are simpler,
more reliable, yield more broadly cross-protective products, and provide
alternatives to the egg-based technology currently used to grow the vaccine

viruses.

In the Fiscal Year 2006 budget request, DHHS has requested $120 miliion to
support pandemic influenza preparedness activities. These activities build on
previous initiatives that include making chicken eggs available year round to
provide for a secure supply and surge capacity for vaccine production and
supporting efforts to shift vaccine manufacture to new cell-culture technologies.
Moreover, a technique developed by NIAID-supported scientists called reverse
genetics allows scientists to manipulate the genomes of influenza viruses é—rId to
transfer genes between viral strains. This technique allows the r?pid generation
of vaccine candidate strains that precisely match a selected epidemic strain. By
removing or modifying certain virulence genes, reverse genetics also can be

used to convert highlypathogenic influenza viruses into vaccine candidates that
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are safer for vaccine manufacturers to handle. Other strategies for influenza
vaccines, including protein subunit and gene-based vaccines, also are being
actively pursued. For example, on the NIH campus in Bethesda, the NIAID
Vaccine Research Center (VRC) has initiated a program to develop gene-based
vaccines against influenza. Should proof-of-concept studies prove successful,
the VRC expects to expand and accelerate the development of gene-based and

recombinant influenza vaccines.

In addition to supporting the development of new vaccine strategies, NIAID
maintains an extensive capacity for evaluating candidate vaccines in clinical
trials. For example, NIAID's Vaccine and Treatment Evaluation Units (VTEUs)
comprise a network of university-based research medical centers across the
United States that conduct clinical trials to test candidate vaccines for many
infectious diseases. These units support both academic and industrial vaccine
evaluation, including safety, immunogenicity, and ultimately, efficacy of candidate

vaccines.

Although a pandemic alert has not yet been declared, NIAID has taken a humber
of steps to develop and clinically test vaccines against H5N1 and HON2
influenza, two specific avian viruses that, as noted above, have significant

pandemic potential. For example, in August 2004, NIAID contracted with Chiron

Corporation for the production of 40,000 doses of an inactivated HON2 vaccine.
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A Phase | clinical trial of this vaccine in adults began on March 31, 2005, and is

fully enrolled.

In January 2004, researchers at St. Jude Children’s Research Hospital obtained
a clinical isolate of the highly virtlent H5N1 virus that continues to be fatal to
humans in Vietnam and used reverse genetics to create an H5N1 vaccine
candidate from this strain. After NIAID received this vaccine candidate last June,
it was sent immediately to Sanofi-Pasteur (formerly Aventis-Pasteur) and shortly
thereafter to Chiron. These companies have NIAID contracts to manufacture
pilot lots of eight and ten thousand vaccine doses, respectively. The inactivated
H5N1 vaccines will be tested in Phase | and I clinical trials that will assess safety
and the appropriate vaccine dosage to optimize immunogenicity, as well as
provide information about how the immune system responds to this vaccine. The
Sanofi-Pasteur trial, which began on April 4, 2005, is testing the vaccine in
approximately 450 healthy adults between the ages of 18 and 64. This trial is
already fully enrolled. If data from this study indicate the vaccine is safe and able
to stimulate a potentially protective immune response, NIAID expects to test the
vaccine in other populations, such as the elderly and children, in late summer
2005. Trials of the Chiron-produced vaccines are expected to begin‘later tr;is

year.

In addition to these relatively small pilot lots, DHHS contracted with Sanofi-

Pasteur to produce twe million doses of its H5N1 vaccine, in order to ensure that
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the manufacturing techniques, procedures, and conditions that would be used for
large-scale production will yield a satisfactory product. Moving to large-scale
production of the vaccine in parallel with clinical testing of pilot lots is an
indication of the urgency with which we have determined that H5N1 vaccine
development must be addressed. Waiting for the results of the initial clinical
trials, which would be the normal procedure, would delay our ability to make
large quantities of vaccine by at least six months. These doses, which have now
been manufactured, could be used to vaccinate health care workers,

researchers, and, if indicated, the public in affected areas.

From the mid 1970s to the early 1990s, intramural and extramural NIAID
researchers developed a cold-adapted, live attenuated influenza vaccine strain
that later became the FDA-licensed influenza vaccine marketed as FluMist.
Building on their experience with attenuated influenza vaccines, researchers from
the same intramural laboratory involved in previous efforts recently made three
candidate attenuated H5N1 vaccine strains and an attenuated HIN2 vaccine
strain that are now in advanced development. NIAID plans to start the clinical
trial of the attenuated HON2 candidate vaccine this summer. These researchers
also hope to test one of the candidate attenuated H5N1 vaccines in a Phase |

study this year.

Antiviral Therapies
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Antiviral medications are an important counterpart to vaccines as a means of
controlling influenza outbreaks, both to prevent iliness after exposure and to treat
infection after it occurs. Four drugs are currently available for the treatment of
influenza, three of which are also licensed for prevention of iliness. NIAID
actively supports identification of new anti-influenza drugs through the screening
of new drug candidates in cell culture systems and in animal models. In the past
year, seven promising candidates have been identified. Efforts to design drugs
that precisely target viral proteins and inhibit their functions also are under way.
In addition, NIAID is developing novel, broad-spectrum therapeutics that might
work against many influenza virus strains. Some of these target viral entry into

human cells, while others specifically attack and degrade the viral genome.

Efforts also are underway to test and improve antiviral drugs to prevent or treat
H5N1 inﬂqenza. Last year, researchers determined that although H5N1 viruses
are resistant to two older drugs—rimantadine and amantadine—they are
sensitive to a newer class of drugs called neuraminidase inhibitors, including
oseltamivir, which is marketed as Tamiflu and is approved for use in individuals
older than one year. DHHS has deposited approximately 2.3 million treatment
courses of oseltamivir in the Strategic National Stockpile, to which more doses
will be added. Scientists are planning to conduct studies to furthfar characterize
the safety profile of oseltamivir for very young children; and studies are also in
progress {o evaluate novel drug targets, as well as long-acting next-generation

neuraminidase inhibitors. In addition, development and testing in animals ofa

The Role of NIH Biomedical Research in Pandemic Influenza Preparedness June 30, 2005
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combination antiviral regimen against H5N1 and other potential pandemic

influenza strains are under way.

Conclusion

In closing, Mr. Chairman, | would like to emphasize that although we cannot be

" certain exactly when the next influenza pandemic will occur, we can be virtually
certain that one will occur and that the resulting morbidity, mortality, and
economic disruption will present extraordinary challenges to public health
authorities around the world. We are working diligently in close coordination with
our colleagues at CDC, FDA, other federal agencies, and in industry to ensure

that we can meet these challenges in the most successful manner possible.

Thank you for this opportunity to appear before you today, and | would be

pleased to answer any questions that you may have.

The Role of NIH Biomedicaﬁl Research in Pandemic Influenza Preparednéss June 30, 2005
House C ittee on Gover t Reform ~ Page 11
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Chairman ToMm DAvis. Thank you very much.
Dr. Gellin.

STATEMENT OF DR. BRUCE GELLIN

Dr. GELLIN. Thank you, Mr. Chairman and members of the com-
mittee. I am pleased to have the chance to discuss with you this
morning the department’s involvement with avian influenza and
the steps we are taking to prepare for a pandemic.

As you have mentioned in your remarks and you have heard
from my colleagues this morning, many public health experts be-
lieve the threat of a pandemic is now greater than it has been in
decades. A report by the World Health Organization warns that the
H5N1 virus may be evolving in ways that increasingly favor the
start of a pandemic.

The thin silver lining on this otherwise darkening cloud is that
despite the wide geographic spread of the virus, despite its ability
to infect an expanding number of avian and mammalian species,
despite the small changes in the virus’ genetics, and despite the oc-
currence of small clusters among people where transmission may
have been person to person, this virus has not yet developed the
ability to efficiently transmit among people, a change that could
trigger a pandemic.

While we are all focused on the evolving H5N1 situation, as Dr.
Fauci mentioned, it is the nature of this virus to evolve. Therefore,
we need to be prepared for any of these viruses that could do a
similar thing.

Because the emergence of a pandemic anywhere could lead to a
pandemic everywhere, this indeed is a global issue. It is why the
department has made preparedness for an influenza pandemic one
of its highest priorities. It is why it is a critical component of Sec-
retary Leavitt’s 500-day plan. It is why Secretary Leavitt on his
first international trip in May gave a plenary talk at the World
Health Assembly, the annual meeting of the ministers of health
around the world, and hosted a meeting of more than a dozen min-
isters of health in the affected region, reinforcing the need for glob-
al transparency, strengthened surveillance and communications,
and timely sharing of information and clinical specimens.

It is also why Secretary Leavitt established a department-wide
Influenza Task Force to coordinate all HHS activities affecting the
public health preparedness for both seasonal influenza and pan-
demic. It is why HHS has made significant investments in adding
influenza-specific medicines and vaccines to our strategic national
stockpile, and why we are currently in active discussions with the
manufacturers of these drugs and vaccines to obtain more.

It is also why we have supported the World Health Organiza-
tion’s global influenza effort through both human and financial re-
sources, and why we provide technical assistance and other re-
sources through a number of bilateral agreements with countries in
the affected regions.

And it is why we have collaborative working relationships with
many other parts of the U.S. Government, including the Depart-
ment of Agriculture, the Department of State, the USAID, the De-
partment of Defense and the Veterans Administration, to name a
few.
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And it is why Secretary Leavitt has asked that the department
complete the updated 2005 pandemic preparedness and response
plan. This plan describes a coordinated strategy to prepare for and
respond to a pandemic. The updated plan will address the out-
standing policy issues and provide the guidance and specificity that
is needed by local and State health departments, the health care
community, the public and the international community. We antici-
pate that we will be regularly revising and reworking the plan that
incorporates evolving science and experience.

With the broad area of pandemic influenza, the department’s pri-
ority areas include public health preparedness, surveillance, stock-
piles of drugs and vaccines, vaccine development and advanced
product development, and basic and applied research. Drs. LeDuc
and Fauci have highlighted a number of these areas already, so in
the few minutes that remain I would like to spotlight our approach
to developing our armamentarium for pandemic antiviral drugs
and vaccines.

As you know, last year we began to include anti-viral drugs in
the strategic national stockpile. The bottom line is that today,
neuraminidase inhibitor drugs are the only class of anti-virals that
can take on this virus. It is worrisome that the other class, the M2
inhibitors or the adamantines are no longer effective. As recently
reported in the Washington Post, it appears that the use of these
anti-viral drugs in livestock feed are largely responsible for the
emergence of resistance to this virus, underscoring the critical im-
portance that these drugs be used appropriately so they will con-
tinue to work.

We are also exploring the potential to include other anti-viral
drugs in our strategic national stockpile, including zanamivir, also
known as Relenza. I would like to acknowledge our appreciation of
Congress’ inclusion of the $58 million supplement so that we could
procure these additional countermeasures for our stockpile.

In addition to anti-viral drugs for the treatment and prevention
of influenza, vaccination is one of the most important tools that we
have for pandemic preparedness. It is important to acknowledge
that the perfect vaccine cannot be prepared in advance and stock-
piled since the vaccine needs to be tailored to match the circulating
virus.

We have gone ahead, as Dr. Fauci mentioned, and created a vac-
cine and we have 2 million potential doses that have been made
in bulk waiting for the result of the NIH trial to know what dose
should be used. This provides us with some vaccine that has poten-
tial use and also provides at least one vaccine manufacturer with
significant experience working with this strain in commercial-scale
facilities.

HHS has developed several other influenza vaccine supply initia-
tives that are designed to secure and expand the influenza vaccine
supply, diversify our production methods such as cell culture, and
establish emergency surge capacity. To support these activities,
HHS received $50 million in fiscal year 2004, $99 million in fiscal
year 2005, and in the current President’s budget, we have an addi-
tional $120 million to strengthen this component of our prepared-
ness.
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Our pandemic efforts include beyond the cell cultured vaccine
that Dr. Fauci mentioned, efforts to improve the efficiency of the
manufacturing process and approaches that could -effectively
stretch the number of vaccine doses by decreasing the amount of
vaccine antigen in each dose. These dose-stretching strategies may
be affected by the use of an adjuvant or administration such as
interdermal administration.

While issuing the requests for proposals and completing the con-
tracts is only the first step toward development of an expanded, di-
versified and strengthened vaccine supply, as Dr. Fauci mentioned,
the United States is leading the global effort to develop vaccines
and vaccine technologies to meet this challenge.

Thank you for our attention to my remarks, and I look forward
to any questions you may have.

[The prepared statement of Dr. Gellin follows:]
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Mr. Chairman and members of the Commiittee, | am Dr. Bruce Gellin, Director of
the National Vaccine Program Office at the Department of Health and Human
Services and the Chair of the Secretary’s influenza Preparedness Task Force. |
am pleased to appear before you today to discuss avian influenza and the

measures the Department is taking to prepare for an influenza pandemic.

An influenza pandemic is a global outbreak of disease that occurs when a new
influenza A virus emerges in the human population, causes serious illness, and
then spreads easily from person to person worldwide. Three influenza
pandemics have occurred during the 20th century. The most deadly influenza
pandemic outbreak was the 1918 Spanish flu pandemic, which caused iliness in
roughly 20 to 40 percent of the world's population and resulted in at least

500,000 deaths in the United States and 20-40 million deaths worldwide.

Many public health experts believe the threat of a pandemic is now greater than it
has been in decades. A report issued by the World Health Organization warns
that the virus may be evolving in ways that increasingly favor the start of a
pandemic. In addition, the ecology of the disease and behavior of the virus have
changed and are creating multiple opportunities for a pandemic virus to emerge.
This is in large part because of the influenza H5N1 virus, the so-calléd “bird flu”

that is established and endemic in many different species of birds in.Asia. As

“

these avian viruses continue to evolve and spread in animals, the possibility
increases that an avian virus will recombine with a human virus to cause a novel

and easily transmitted jnfluenza virus strain in humans. Based on data that has

Pandemic Influenza Preparedness June 30, 2005
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been made available to the World Health Organization on the impact of the H5N1
virus in Asia, more than half of the people who are known to have been infected
with this virus have died from this infection. This is not an exact estimate of the
mortality rate for this disease because only people who have become sick
enough to go to the hospital have actually been diagnosed with the infection.

There may be many more people who were infected without being diagnosed.

While scientists in 1918 had very little idea of what was happening until it was too
late, we have time - and still have time - to prepére for the next global pandemic,
and we should consider ourselves warned. As Secretary Leavitt stated at the ‘
World Health Assembly in May, “We are working on pandemic preparedness on
borrowed time. When this event occurs, our response has got to be immediate,

comprehensive and effective.”

The Department has made preparedness for an influenza pandemic one of its
highest priorities and it is a critical component of Secretary Leavitt's 500-day
plan. In May, at the World Health Assembly - the annual meeting of Ministers of
Health from around the world -- the Secretary spoke of the Department’s
commitment in this area. He encouraged global transparency, strethheneH
surveillance and communications, and timely sharing of information and clinical
specimens as a critical component of our global preparedness. Secretary Leavitt
also urged international collaborations among developed and developing

countries to control the virus among humans and animals. Further, the World

Pandemic Influenza Preparedness Jane 30, 2005
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Health Assembly passed a resolution on pandemic preparedness that was

originally offered by the U.S. as a blueprint for global action.

We have expanded and enhanced the planning and preparedness activities that
are critical to improving the effectiveness of a national and worldwide response
that would decrease the impact of a pandemic should it occur. HHS has
increased support for pandemic influenza activities and is engaged in several
efforts to enhance the nation's preparedness for such an outbreak. HHS supports
pandemic influenza activities in several key areas including: public health
preparedness, research, vaccine development and production, antiviral

stockpiling, and surveillance.

In addition, on the national front, the Department has been actively revising the
draft Pandemic Influenza Preparedness and Response Plan that was issued last
year 2004. This Plan describes a coordinated strategy to prepare for and

respond to an influenza pandemic. The 2005 update of the plan will address
many of the outstanding policy issues and provide the guidance to state and local
health departments, the healthcare system, the public and the international
community. HHS will régularly be revising and reworking the plan irrorder to

provide current thinking and current science.

Earlier this month, Secretary Leavitt established a Department-wide Influenza

Task Force to coordinate all HHS activities affecting the public health

Pandemic Influenza Preparedness June 30, 2005
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preparedness for seasonal influenza outbreaks and an influenza pandemic. The
Task Force’s near term objective is to ensure completion of an updated
pandemic plan. Long term objectives include an effective and efficient global
surveillance network for outbreaks of influenza-like illness in humans and
animals, and interoperable local, state, and federal government response plans
for influenza outbreaks within the United States — including strategies and plans
for effective coordination with response partners, public and private, and timely

communication with the public.

To address the outstanding policy issues that will be incorporated into the
Department’s 2005 update of the Pandemic Preparedness and Response Pian, a
joint working group of the National Vaccine Advisory Committee (NVAC) and
Advisory Committee on Immunization Practices (ACIP) has been established to
provide guidance to the Department. In addition to representatives from each of
these federal advisory committees, working groups have had representation from
public health and heaith care organizations, industry, federal agencies and other
Departments. Next month, a joint meeting of NVAC and ACIP will review the
findings of the working group and develop recommendations for prioritizing the

use of pandemic vaccine and antiviral drugs.

<

In addition to the guidance embodied in the Department’s Pandemic Influenza
Preparedness and Respdnse Plan, HHS is taking many proactive steps to

prepare and plan for-a*pandemic. One of these critical elements is the inclusion

Pandemic Influenza Prepéredness ) June 30, 2005
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of antiviral drugs in the Strategic National Stockpile (SNS). Another component
of our preparedness is ensuring sufficient domestic surge capacity for influenza

vaccine production.

Influenza antiviral medications have long been used to limit the spread and
impact of institutional influenza outbreaks. These drugs may serve an important
role in stemming a developing pandemic and in treating patients early in their
influenza infection, with greatest effect if the drug is administered within 48 hours
of onset of symptoms. We plan to utilize antiviral drugs as one influenza
countermeasure to help mitigate influenza impact. Laboratory analyses
demonstrate that these drugs appear to have éctivity against the H5N1 influenza
strains in Asia; however, we have limited data to date about their effectiveness in
treating patients infected with this virus. To date, there are some anecdotal
reports of human H5N1 infections that have advanced despite early treatment,
but anecdotes are not data. We need better data from the field to guide our

decisions. .

It is worrisome that M2 inhibitors, one of only two classes of antiviral drugs for
influenza is not likely to be useful in fighting the H5N1 virus. As repdrted recently
in the Washington Post, i't appears that the use of the antiviral drug amantadine

(an M2 inhibitor) in livestock feed in Asia is responsible for the emergence of

resistance to the virus. This underscores the critical importance.that these drugs

Pandemic Influenza Preparedness June 306, 2005
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be used appropriately so as not to induce further resistance by the virus and

removing this drug from our armamentarium.

The bottom line is that today, neuraminidase inhibitor drugs are the only class of
antivirals available that can take on this virus. The United States has ordered
and received delivery of approximately 2.3 million treatment courses of the
antiviral, oseltamivir (Tamiflu®), a neuraminidase inhibitor, for the SNS and is
currently in active discussions with Roche, the maker of this drug, to increase our
national reserve. In addition, we are exploring the potential to include the other
antiviral drug in this class, zanamivir (Relenza®), in the SNS. The Department
also appreciates Congress’ inclusion of $58 million in the FY 2005 Emergency
Supplemental Appropriations Act for Defense, the Gtoba| War on Terror, and
Tsunami Relief to procure additional influenza countermeasures for our Strategic

National Stockpile.

In addition fo antiviral drugs for the treatment or prevention of influenza,
vaccination is one of the most important tools we have for pandemic
preparedness, as it is the primary means to prevent morbidity and mortality
during an epidemic. Because a pandemic is by definition the introddcﬁon éﬁd .
spread of a novel strain, there are major implications for vaccine peVelo_pment.
- First, the majority of the population is likely to be susceptible. NiH's
clinical studies on the H5N1 vaccine will be available in the coming weeks

and will providercritical information about the immune response and safety

Pandemic Influenza Preparedness June 30, 2005
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profile of this candidate vaccine. Because humans’ immune systems have
not encountered this novel virus before, we expect that two doses of a
vaccine might be needed for effective immunity, but we will let the science
speak for itself when the results of these clinical trails are available.

- In addition we need to ensure that we have adequate capacity to produce
a vaccine once its proof of principle has been established. To this end, we
recognize that modern transportation and trade are likely to rapidly
accelerate the global spread of influenza. Given our experience with the
infectiousness of influenza, we assume that an outbreak somewhere is
very likely to become a health threat anywhere...and potentially
everywhere. As a consequence, our planning assumption is that in the
setting of a pandemic emergency, there will be worldwide demand for
vaccine and therefore vaccine produced outside of the United States will

not be available for domestic use.

From a preparedness perspective, it is important to acknowledge that that the
perfect vaccine cannot be prepared far in advance and stockpiled, since the
vaccine has to be tailored to match the circulating virus. In addition to the
vaccine that has been developed for NIH's clinical vaccine trials, we have asked
Sanofi Pasteur develop 2 million doses of HGN1 vaccine based on the virus that
was in circulation in Asia last year. We don't yet know whether tr;e H5N1 vaccine

will provide protection against a pandemic strain that might emerge, but this

action provides us with some vaccine that has potential use, while also providing

Pandemic Influenza Preparedness June 30, 2005
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at least one manufacturer with significant experience working with this strain in
commercial-scale manufacturing facilities and is likely to translate into time saved
in the development of a pandemic vaccine should the need arise. It is possible
that the pandemic virus will continue to evolve (drift), such-that this vaccine could
be a poor match for and have limited effectiveness against the circuléting strain
but we chose to take advantage of the narrow window of opportunity in the
manufacturing cycle so that this vaccine could be made without interfering with

the production of the annual influenza vaccine that is made in the same facility.

Developing and producing a pandemic vaccine is further compounded by a
fragile vaccine supply system. This fragility was documented during the past
influenza season, when one of the two large fnﬂuenza vaccine manufacturers
could not supply vaccine to the U.S. market. While we are optimistic that there
are new influenza manufacturers coming to US market, these ongoing problems
with annual influenza production highlight the need for greater diversification of
the U.S. domestic production capacity and the parallel need to improve demand

for a life-saving vaccine that remains underutilized.

All U.S. licensed influenza vaccines are developed from viruses thatAare grawn in
embryonated eggs in a process unique for influenza vaccine. Influehza vaccine
manufacturing happens when a strain of the virus adapted to grow in eggs is
injected separately into millions of fertilized eggs, which are subsequently

incubated to allow the influenza virus to grow. These egg-grown viruses are

Pandemic Influenza Preparedness June 30, 2005
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inactivated, purified, tested for potency, blended into the trivalent vaccine, and
filled into syringes or vials. The number of influenza vaccine doses produced is
limited by the capacity of the production facilities, the availability of embryonated
eggs, the yield of influenza virus from each egg, and the length of time that

manufacturing takes.

HHS has developed several influenza vaccine supply initiatives to address
annual as well as pandemic influenza vaccine. The objectives of these initiatives
are to

- secure and expand U.S. influenza vaccine supply

- diversify production methods, and

- establish emergency surge capacity.
To support these activities, HHS received $50 million in FY2004 and $99 million
in FY2005. The President’s Budget for FY2006 includes an additional $120
million to further strengthen this component of the overall pandemic influenza

preparedness efforts.

Because influenza vaccine is produced to meet the seasonal demand in the fall,
production also is seasonal and embryonated eggs have not been availablé to
manufacturers year-raund. Moreover, afthougr; some excess supply may be
available to support additional influenza vaccine production or prc\wide security if
the flocks that produce eggs for vaccine production are affected by avjaﬁ

influenza or other iliness, this excess is limited creating vulnerability to supply

Pandemic Influenza Preparedness June 30, 2005
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disruption. To enhance influenza vaccine supply security, HHS issued a five-
year contract to Sanofi-Pasteur of Swiftwater, Pennsylvania, on September 30,
2004 for $40.1 million. - Under this contract, Sanofi-Pasteur has begun to change
its flock management strategy to provide a secure, year-round supply of eggs
suitable for influenza vaccine production at full manufacturing capacity. It also
will increase the number of egg-laying flocks by 20% to provide contingency
flocks in case of an emergency. These eggs may be used to support additional
production of annual influenza vaccine in the event of a vaccine shortage with the
doses being delivered later in the fall. Additionally, this contract provides for
production of annual investigational lots of prototype pandemic influenza
vaccines. For example, this summer, Sanofi-Pasteur will manufacture an H7N7
virus vaccine that will be evaluated through the National Institutes of Health

Vaccine Treatment and Evaluation Units.

Diversification of influenza vaccine production methods also will help strengthen
the system. Cell culture technology is a well-established vaccine production
method for other vaccines such as the inactivated poliovirus vaccine, and two
companies have registered their cell-culture based influenza vaccine technology
in Europe. This production technology does not require eggs as a substrate for
growth of vaccine virus, thereby avoiding the vulnerabilities asso\ciated vwiih an
egg-based production system. It also may be more amenable to surge capacity
production when influenza vaccine production will be needed to be expanded

rapidly, such as at the*time of a pandemic. Finally, the new celi-based influenza
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vaccines will provide an option for people who are allergic to eggs and therefore

unable to receive the currently licensed vaccines.

Earlier this spring, Secretary Leavitt announced that the Department of Health
and Human Services issued é five-year contract on March 31, 2005 to Sanofi-
Pasteur for $97.1 million to develop cell culture influenza vaccine technology and
conduct clinical trials, with the goal of obtaining an FDA license for this vaccine.
Under this advanced development contract, the company has also committed to
manufacturing this vaccine at a U.S.-based facility with a capaéity to manufacture
300 million doses of monavalent (single strain) pandemic vaccine over a one-
year period. However, given timelines for vaccine development and clinical trials,
and for construction and validation of manufacturing facilities, additional influenza

vaccine supply from this source is unlikely to be available for at least five years.

These important steps to strengthen our national influenza vaccine supply
through assuring the egg-supply and diversifying and expanding production
capacity will be followed this year by additional measures to increase influenza
vaccine production capacity and expand the number of influenza vaccine doses
made using that capacity. Supported by the pandemic influenza vaccine initiative
in the FY’06 budget request for $120 million, we posted synopses of thl:ee
additional areas where we believe strategic investments move us toward
achieving annual and pandemic influenza vaccine supply goals in the March 17,

2005 edition of FedBizOpps. On Aprit 29, 2005, the first of these requests for
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proposals was posted, providing support for the development of cell-culture
based and recombinant pandemic influenza vaccines. This contract, leading to
the licensure and U.S. production of a next-generation influenza vaccine, will
further increase production capacity and diversification of the manufacturing

base.

Whereas building new influenza vaccine production facilities is one approach to
expand the influenza vaccine supply, other strategies also can increase the
number of influenza vaccine doses produced. Influenza vaccine is manufactured
in a series of steps — developing an influenza virus master seed for vaccine
production, inoculating the virus into eggs, growing, harvesting, purifying,
splitting, formulatiﬁg, and filling it into vials or syringes. Improving efficiency at
any step in this process can increase the eventual yield and number of vaccine
doses produced. Thus, a second area of emphasis will be to support
improvements of the manufacturing process to increase overall influenza vaccine

production at current manufacturing facilities.

The third area of emphasis will provide support for research and development,
leading to licensure of strategies that will stretch the number of vacéine do;es
produced by decreasing the amount of influenza virus antigen that is needed in
each dose. The concept underlying these “dose-stretching” strategies is that by
changing either the influenza vaccine or the way it is administered, one can

improve the immune Tesponse to vaccination and provide protection while using -

Pandemic Influenza Preparedness June 30, 2005
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less of the vaccine antigen. By using less antigen in each vaccine dose, the
number of doses that can be made at any level of production capacity would be
multiplied. The two most promising antigen-sparing approaches are either to add
an adjuvant (a substance that stimulates the immune reéponse to-a vaccine
formulation), or administering the vaccine into the skin (similar to the approéch
used in a skin test for tuberculosis) where large numbers of potent immune cells
are located. Both strategies have been evaluated in several clinical trials and
have the potential to expand influenza vaccine supply several-fold if they prove

effective in further clinical trials and are approved for licensure.

The increase in the FY 2006 President’s Budget request will support ongoing
activities to ensure that the Nation will have an adequate influenza vaccine
supply to respond better to yearly epidemics and to influenza pandemics. While
issuing the requests for proposals and completing the contracts is only the first
step toward the development of an expanded, diversified, and strengthened
influenza vaccine supply, the U.S. is leading the global effort to develop vaccines

and vaccine technologies to meet this challenge.

Stemming the spread of the epidemic will require close coordination between the
agriculture and health.sectors and among affected countries, donor nati_ons and
international organizations dedicated to promoting the heaith of h‘umansb,
livestock and wildlife. The FY 2005 Emergency Supplemental Appropriations Act

for Defense, the Global War on Terror, and Tsunami Relief included $25 million

Pandemic Influenza Preparedness June 30, 2005
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to prevent and controf avian influenza in Southeast Asia. Detailed joint planning
is already underway with the Department of State (with HHS focusing on human
health) and USAID working (with USDA focusing on projects on animal health

and related issues). In this way, the two agencies’ plans will be complementary,

not duplicative.

With this funding, we will support activities with the following goals:

- Strengthening the capacity of affected countries to conduct disease
surveillance, prevention, and response, primarily in the most affected
countries —Vietnam, Cambodia, and Laos

- Limiting the spread of the H5N1 avian influenza virus among birds.

- Limiting the spread of the H5N1 avian influenza virus from animais to
humans.

- Reducing the potential economic consequences of avian influenza for

affected countries.

The threat of a pandemic is real, whether it comes in 10 days or 10 years from
now and whether it is HGN1 or another emerging strain. In anticipation of the
next pandemic, we are working along with the global health commur;ity on {his
public health threat. The US has taken a leadership role in this area. We
recognize the challenge before us, and know that we must all continue to be
diligent and prepare for a potential public health threat of unimaginable

magnitude.

Pandemic Influenza Preparedness June 36, 2005
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Thank you for your attention to my remarks this morning — and more importantly
to the attention that you have paid to pandemic influenza. | would be happy to

answer any questions from the Committee.

Pandemic Influenza Preparedness June 36, 2005
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Chairman ToMm DAvis. Thank you very much.

Dr. LeDuc, let me start. It is my understanding that we have two
medical interventions for addressing a pandemic: a vaccine, which
could take months to manufacture a sufficient quantity; or treat-
ment with an anti-viral such as Tamiflu for those who get sick. At
the moment, the United States has stockpiled only enough Tamiflu
for 2 percent of the population. What, in your professional judg-
ment, should be the level of the Tamiflu stockpile?

Dr. LEDuc. Clearly, Tamiflu has an important role to play in our
national preparedness for the threat of pandemic influenza. It,
however, is not our only resource. As you mentioned, vaccines are
critically important. I think our strategy currently is to use anti-
viral drugs through the early phase during which a vaccine would
actually be made. I think our efforts to actively engage in the glob-
al community to recognize early on the threat of pandemic influ-
enza and to shorten the timeline between getting access to that
virus and creating the new vaccine is also a factor in our consider-
ations.

I do not have a number to give you. I would probably get in big
trouble if I put forward a number anyway.

Chairman Tom DAvis. That is why I am asking. [Laughter.]

But let me ask you, do we have enough?

Dr. LEDuc. No, we do not have enough. Clearly, we would like
to have more. Perhaps Dr. Gellin or Dr. Fauci have better answers,
but clearly we do not have enough.

Chairman ToMm DAviSs. Dr. Fauci, do you agree with that?

Dr. Fauclt. Yes. We certainly do not have enough right now. We
are well aware of that, which 1s the reason why we are in the proc-
ess of negotiating to get more. What the right number is, Mr.
Chairman, it really is very difficult, if not impossible, to give that.
You have heard different groups who have estimated cover 50 per-
cent of the population, cover 25 percent of the population. It is very
difficult to determine what the right number 1s. I think the ques-
tion you asked and the important point is that 2.3 million treat-
ment doses is not enough and we have to get more, and that is the
direction we are heading.

What problem we have is that the actual capacity to make it in
a timely manner when you are having demands from other coun-
tries and other agencies throughout the world is also something
that is problematic.

Chairman Tom DAvVIS. Aren’t other countries now trying to get
moi"{e of this? That is I guess the point that you were trying to
make.

Dr. Faucrt. Yes. So it makes it important for us to get our bid
in now, yes.

Chairman ToMm DAvIS. Dr. Gellin, would you agree with that?

Dr. GELLIN. I agree. Let me add to that that as I mentioned, we
are in active discussions with all the companies that make all these
products, both vaccines and anti-virals, because we are concerned
about the capacity to manufacture surge capacity in the available
supplies. You will likely hear from the drug company Roche in the
second panel that they have recognized this, and after many dis-
cussions they have begun to develop a U.S. supply chain. So I think
that part of what we are hearing about are many countries order-
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ing in this case Tamiflu, but at the same time my understanding
is that there is expanding capacity to make that drug.

I also mentioned in my brief remarks that we are also exploring
the acquisition of the other neuraminidase inhibitor, zanamivir. It
is a similar molecule. It has a slightly different set of clinical indi-
cations. It has given as an inhalation rather than oral. We think
it is important to diversify that as well. It is more complicated to
deliver that drug, but it is also important because of the potential
emergence of resistance is that it potentially has a different resist-
ance profile, so it would give us some backup.

Chairman Tom DAvis. Dr. Fauci, currently FluMist, which is a
nasal flu vaccine, is only approved for healthy children and adults
from 5 to 49 years of age. As you know, we have talked about this
before. Is there any research underway to consider the broader use
of MedImmune’s FluMist beyond the currently approved groups to
help alleviate demand for injectable vaccines?

Dr. Fauct. The answer is yes. We are in active discussions with
the MedImmune people about trying to get the clinical information
available to expand the usages of FluMist because it really is quite
a good vaccine. It is a potent vaccine. It induces an even broader
range of immunity than the kill dose. So it would behoove us to go
in that direction and hopefully we will be able to do the appro-
priate studies to expand that usage beyond the current approval.

Chairman ToM Davis. Are there other anti-virals besides
Tamiflu that might be effective against avian flu? Is NIH research-
ing alternatives to Tamiflu or ways to speed up production of
Tamiflu?

Dr. Faucl. Currently, the neuraminidase inhibitors are the only
drugs, anti-virals that appear to be effective against the H5N1. I
mentioned in my statement just a few minutes ago of the resist-
ance to the amantadine sub-group of M2 inhibitors which is the
other class of anti-virals.

What we are doing in research, Mr. Chairman, is we are doing
studies to try and determine if combinations of Tamiflu plus the
amantadine in a resistant strain to amantadine might actually en-
hance the anti-viral effect. There is a good history in anti-viral
drugs that when you have drugs to which a particular microbe are
individually resistant and when you use them in combination, you
get a pretty good effect. We see that with HIV and we see that
sometimes in tuberculosis.

So we are doing those studies, and we are also doing studies to
look at alternative targets. The two categories of drugs that I just
mentioned are against two major targets: the M2 protein and the
neuraminidase. We are looking at inhibition of entry of the virus,
as well as other of the pathways in the replication cycle of the
virus.

Chairman ToMm DAvis. Thank you.

Mr. Waxman.

Mr. WAXMAN. Thank you, Mr. Chairman.

The three witnesses before us are the good guys. They are trying
to figure out what to do for our Nation against the threat of a pan-
demic flu, but I do not believe they are getting the support they
need. Last fall, we had a severe shortage in flu vaccines. Our na-



87

tional health officials were caught completely unprepared. There
were long lines for vaccines and widespread chaos and confusion.

When we examined what went wrong, we learned that the De-
partment of Health and Human Services had ignored warning after
warning that we were unprepared to cope with the vaccine short-
age. Instead of leadership, our planning was characterized by com-
placency and false assurances.

So my question today is: Can we prevent the same fiasco from
happening again? Dr. Gellin, in your testimony, well, you are the
Director of the National Vaccine Program Office and Chair of the
Secretary’s Influenza Preparedness Task Force. Are we as prepared
as we should be to face the threat of a pandemic?

Dr. GELLIN. Preparedness is not an absolute. I think it is clear
to say that the efforts that have gone on even on my watch in my
brief tenure as the Director of the National Vaccine Program Office
have put us in a much better situation of preparedness. Not that
I am responsible for those, but I think that it attests to much of
what is going on. So there are clearly many more things that we
can do and many things that we are doing, specifically around the
vaccine piece.

Mr. WAXMAN. Let me ask you some questions about the plan.

Dr. GELLIN. Sure.

Mr. WAXMAN. You stated in your testimony that the department
has been actively revising the draft pandemic preparedness and re-
sponse plan. This is something that has been going on for a long
time. As you acknowledge, the 2004 version of the draft contained
many holes in key policy areas. Are you actively working to fix
these key gaps? Will the new draft contain information on how vac-
cines will be purchased and distributed? Will the draft address
prioritization of scarce supplies of vaccine and anti-viral drugs?

Dr. GELLIN. The clear answer to all those questions is yes. I
think that it is important to recognize that the plan is not a
skimpy outline. It is a fairly substantial document that we have
put on our Web site for public comment last July. The areas you
highlighted are specifically areas that we wanted the public to
weigh-in on during the public comment period.

As Dr. LeDuc mentioned, we have involvement both from the Ad-
visory Committee on Immunization Practices and the National Vac-
cine Advisory Committee to provide recommendations so that those
critical policy issues can be answered. We cannot have a plan up-
dated without those being addressed.

Mr. WAXMAN. Can you tell us a date by which this report will
be released?

Dr. GELLIN. I cannot tell you a date. As mentioned before, it is
our expectation that it will be released this summer. There are
many moving parts to this and they are converging to the Sec-
retary, who wanted to see it in early August. Subsequent to that,
it is our hope to get that out shortly thereafter.

Mr. WaAXMAN. Well, the States have been saying they are not get-
ting adequate guidance from the Federal Government. I hope what
you finalize will be much more thorough than last year’s version.

Dr. GELLIN. As you mentioned in your introductory remarks,
what we will have here is the specificity that the States are looking
for so they can go on and make their own State-level plans.
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Mr. WAXMAN. Dr. LeDuc, I appreciate your observation that the
issues of pandemic influenza and annual influenza are linked. You
noted that the same laboratories, the same health care providers,
the same surveillance system and the same health department
plans and personnel will guide both responses.

I would add that these factors link pandemic flu to many other
public health issues, not just to annual flu epidemics. That is why
I am so concerned the administration is proposing to cut support
for local and State health departments by $130 million. The Sec-
retary of the Washington State Health Department will testify in
the next panel that these cuts are proposed at exactly the wrong
time.

Why are we reducing the ability of State and local health depart-
ments to respond to a potential pandemic when health care experts
say the risk of a pandemic are increasing? Given the threat of pan-
demic flu, would it be responsible for Congress to increase support
of State and local health departments? I know you are not setting
the funding priorities for the administration, but your concern over
the pandemic flu should translate into more support for public
health at HHS and in the White House.

In theory, public health is not a partisan issue. In practice, the
funding of public health is more contentious, unfortunately, than it
should be. What is your response?

Dr. LEDuc. Well, sir, I wholeheartedly support those comments.
I could not agree more with your observations. I would just offer
a hearty “yes, sir” that these are in fact very serious issues.

I think the threat of pandemic influenza, annual influenza, are
just a few examples of the broader issue of emerging infectious dis-
eases, many, many infectious disease threats that are facing the
Nation. Clearly, we need a strong capacity at the State and local
level to address these issues as a Nation.

Chairman Tom Davis. Thank you for your comments.

Mr. Gutknecht.

Mr. GUTKNECHT. Thank you, Mr. Chairman.

Let me just first of all disagree to a certain degree with my dis-
tinguished colleague from California, and let me make the point.
The last several years, we have heard every year of this impending
shortage of vaccine and the potential calamity that would follow
thereon. I think in the last several years in every case it has prov-
en not to be quite as serious as we thought.

I think we have to be careful of that. The reason I say that is
that more and more the public, if you cry wolf too many times, the
public does not take it very seriously. So I think we have to be
careful as public policymakers to essentially say that there is a
huge shortage out there; there is a huge public danger. I think
there is a serious problem and I think we have to deal with it.

Just for my benefit and I think for the benefit of the American
people, could you just in language that we can all understand ex-
plain the difference between an epidemic and a pandemic?

Dr. FAuci. There are technical explanations, but in plain
English, an epidemic is when you have a much greater than ex-
pected surge of cases within a particular defined geographic loca-
tion. You could have an epidemic in a particular State or an epi-
demic in a particular region.
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When you are talking pandemic, “pan” being “all,” it is essen-
tially all over the place, in plain English. That is really what a
pandemic is.

Mr. GUTKNECHT. Let me come back to some other basics, just
again so that I and others understand. What we are really worried
about here are viruses that mutate and go from pigs to poultry to
people or from poultry to pigs to people. Isn’t that right?

Dr. FAUCL. Yes.

Mr. GUTKNECHT. And I am wondering, and the reason I am going
to ask this question, I will tell you a little bit about two labora-
tories that I have in my district. One is a little medical practice
that was started by a fellow by the name of William Worrall Mayo
and his two brothers Will and Charlie. They have a pretty sophisti-
cated laboratory there and they are doing some amazing things.

In fact, I was there a couple of months ago and they have a
super-computer where they had taken the SARS virus and they
showed the three-dimensional representation of the SARS virus,
and they have actually tested using the computer the 10 most like-
ly vaccines against the SARS virus, and have determined what
they think would be the most viable.

The other is a little laboratory down in Worthington, MN run by
some veterinarians. It is called Newport Labs. I will tell you the
story, and the reason I tell the story is that what they do is they
test animals. People will send cotton swabs in from around the
country, and within 24 hours using very sophisticated, I think it
is called PCR technology, they will determine what virus it is. More
importantly, they will send back to them the right vaccine.

The reason I raise this question, and I think it is important that
we continue to develop the vaccines and the other things, but what
are we doing to try and, it seems to me if we could vaccinate the
pigs and the poultry in Asia, maybe it is just a layman’s view, but
if we could keep the disease from ever becoming a pandemic, it
would make some sense.

How much are we working with veterinarians and laboratories
like that to try and stop the thing before it starts?

Dr. LEDUC. Let me start commenting. Dr. Fauci, I am sure, will
have a lot to add.

First with regard to influenza in general, there are many strains
and they actually exist in nature in wild birds. So there is basically
a silent cycle and a silent reservoir of these strains. That is why
Dr. Fauci pointed out that while H5N1 influenza is the current hot
topic, we are also concerned about HIN2 and other strains. So
there is this silent reservoir of circulating virus that is completely
impossible to control.

The decision whether or not to immunize domestic animals as an
amplifying host and a link to human transmission is often made
on economic basis, in addition to the availability of an intervention
of vaccine.

Unfortunately, we do not have the kind of ongoing dialog that we
should have between the health sector and the agricultural sector.
In an attempt to resolve this problem, we have actually assigned
a person to WHO who comes from the agricultural sector. His sole
job is to focus on influenza issues and establish a more robust dia-
log with the FAO and the OIE and WHO to try to approach a co-
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ordinated response on how to integrate control both on the agricul-
tural sector as well as the human health sector. So we are trying
to work on this.

Dr. Faucl. Just to add to that, to make sure we emphasize that
is at the international level. We have good discussion and coordina-
tion. In fact, we just had a meeting yesterday at the White House
with all of the parties involved, the Department of Agriculture in-
cluded in that.

But from an international standpoint, I think the critical point
that Dr. LeDuc made is it is so tied to the economies of the country
that we are going to need a good deal of greater transparency in
what is going on in those countries, and a willingness to assume
some of the economic burdens and issues that will go along with
appropriate culling, appropriate vaccination, getting a good vaccine.

One of the things we are worried about is that if you vaccinate
some of the chickens, for example, with a partially effective vac-
cine, you may mask some smoldering infection. That is super-
imposed upon with what Dr. LeDuc said about the migratory birds
being infected, which is very difficult to get a handle on. It is a
very complex issue that at the level of WHO, working very close
with the CDC and with the international counterparts, we are try-
ing to address that. But it is a very difficult problem when you
have economic considerations very closely tied with that.

Dr. GELLIN. If I could add, what you have described and what
you have heard from my colleagues is really what is captured in
the phrase “emerging infectious diseases,” those that come out of
the human-animal interface.

In addition to what Dr. LeDuc mentioned about some of the spe-
cific activities, there is also a supplement to the tsunami relief bill
that is provided through the Department of State and HHS $25
million to focus on some of the strategic countries in Asia. One of
the underlying focal points of that is to do as you described, to
bridge the human and animal side so there is a common agenda.

Chairman Tom DAvis. Mr. Cummings.

Mr. CUMMINGS. Let me followup on what Mr. Gutknecht said. I
have a question, and something he said was chilling to me. Let me
ask you this, gentlemen. In 2001, we had shortages of vaccine for
children covering 8 of 11 others; 8 of 11 we did not have. Is that
correct? And children died, did they not? Say yes or no, so I can
hear you. I mean, it is for the record.

Dr. LEDuUC. I believe that is correct, sir.

Mr. CumMINGS. Children died.

In 2004, we had a shortage of flu vaccine and elderly people
waiting in lines. Some of them actually died in line, and 36,000
people die each year from flu. Is that accurate? Come on, gentle-
men.

Dr. LEDuC. That is correct, sir.

Mr. CUMMINGS. I am sorry?

Dr. LEDucC. That is correct, sir.

Mr. CUMMINGS. So my question is, do you think that we are cry-
ing wolf here? I mean, it is our responsibility as Members of the
Congress to protect our citizens. I am just asking you, do you think
we are crying wolf here?
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Dr. Fauclt. No, but let me just add to what I think you are say-
ing. We have discussed and we could reiterate, I certainly have at
this committee in the past, and I mentioned it to the chairman as
we were giving our statement, there is no doubt that the vaccine
enterprise certainly in this country, and you used the word “frag-
ile.” You are absolutely correct. It is not only fragile. It is sort of
broke, as it were.

The reason is that there is very little incentive to get vaccine
companies involved in vaccine. We discussed this in light of the
shortages. We have discussed this in the light of biodefense coun-
termeasures that we need. We have a serious problem. So in that
regard, I do not think you are crying “wolf.” We have to fix the vac-
cine enterprise and make it such that consistently each year we
have a predictable and supportable amount of vaccines.

Probably more broke than any of the vaccine sub-groups is the
vaccine enterprise associated with influenza because it adds the
seasonal uncertainty touch.

Mr. CuUMMINGS. Let me ask you this. Dr. LeDuc, the Baltimore
Sun recently reported “anti-viral drugs like Tamiflu are essential
tool in slowing the spread of disease until a vaccine can be devel-
oped to immunize people, a process that can take six to 8 months
from the time a killer virus is identified.” Listen to this, “The
United States has enough Tamiflu on hand for 2.3 million people,”
as you all have testified, “significantly less than some other na-
tions. The United Kingdom, for example, has enough Tamiflu to
treat 25 percent of their population, in accordance with the World
Health Organization’s recommendation.”

What is the CDC doing to ensure the United States has enough
anti-viral drugs to combat a pandemic and identify priority groups
who will be most in need of that treatment? And why is it that
other countries are able to cover a greater percentage of their peo-
ple than we are? We have 36,000 people dying a year, and nine
times as many people as who died on September 11th.

Dr. GELLIN. Let me get back to the heart of your question about
the supplies in the stockpile and some of these materials. As I
mentioned, and as Dr. Fauci mentioned, we have also been very ag-
gressive about vaccine development. We see the need for both vac-
cines and anti-virals in the stockpile. You have heard in some de-
tail about where we are going in the clinical trials, the going ahead
and manufacturing 2 million doses, the request with manufacturers
to make additional vaccine.

At the same time, we have actually bought and secured that
amount of anti-viral in the stockpile. There will be subsequent pur-
chases in the near future that are now under discussions with the
companies, and additional purchases beyond that.

So it is important to recognize that we are not stopping at 2.3
million. As a point of fact, the other countries have put these other
targets out there, not that it is a WHO recommendation per se, but
they do not have much of a vaccine strategy right now so they have
been putting more of their eggs in that anti-viral basket. We think
that we need a balanced strategy as well, but I want to summarize
by saying we are not stopping at 2.3 million. You will hear more
in the near future about more and subsequently about additional
purchases.
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Mr. CUMMINGS. Before my time runs out, let me just ask you all
this question. The Baltimore Sun recently reported about a pan-
demic flu simulation that occurred in my district, an affluent coun-
ty, Howard County. A wide range of participants included rep-
resentatives from the Governor’s office and State and local public
health officials.

The Sun reported, “It was not just the deaths in the scenario
that disturbed them. Medical supplies were in short supply; absen-
teeism was soaring; police, firefighters, medical workers and air
traffic controllers were among the thousands of sick, dead or terri-
fied; hospitals and mortuaries were overwhelmed; the first small
batches of the vaccine were arriving, but they were reserved for
health care and public safety workers; crowds gathered demanding
vaccination, and small riots were breaking out.”

I just want your reaction to that, when we talk about our State
and local folks, because they are on the front lines.

Dr. GELLIN. Indeed, they are on the front lines. I read that news-
paper when it was on the stand. I think that depicts a number of
the concerns about what a pandemic could do, which is why I be-
lieve that the plan will provide better guidance for the States as
far as how they go about this, and the subsequent purchases of ad-
ditional materials will help as well.

This all builds on the level of preparedness that has been encour-
aged by other funding, so I believe that these States are better pre-
pared than they were before all this started.

Mr. CUMMINGS. Thank you, gentlemen.

Mr. SHAYS. Mr. Chairman.

Chairman ToMm DAviS. Yes, Mr. Shays.

Mr. SHAYS. Thank you.

I thank our witnesses again, and I thank you for holding this
hearing.

I would like to know when does HHS propose to have a final ver-
sion of a epidemic preparedness plan? Let me just throw these
other questions out. Do you anticipate finalizing the plan before the
2005-2006 annual flu season? Are there practices and guidance in
epidemic planning that are relevant should we experience another
flu vaccine shortage this year?

Dr. GELLIN. Let me start with that. The plan, and I would be
willing to loan you my copy of our draft plan, will be finalized this
summer and it will include the specific guidance the States and lo-
calities are looking for. It will also include some of the strategic
policy issues such as priority-setting when there are short supplies
of vaccines and anti-virals. So all those will be done this summer
in advance of the flu season.

Dr. LEDuC. If I could just add to that, actually this afternoon the
ACIP is going to engage in discussions on the guidance on vaccine
and anti-viral drug prioritization and their comments will then roll
over to end back later on next month as well. So this really is a
very timely discussion and we hope to have the final draft to the
Secretary by the first of August. So we are moving along on this.

Mr. SHAYS. OK. Now, the draft plan only addresses HHS’s activi-
ties. Correct? Yes. Given the broad nature of a pandemic and its
impact on commercial agriculture, homeland security, and just soci-
ety in general, does the administration have plans for government-
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wide coordination and has anyone outside HHS been designated as
the lead for orchestrating this coordination?

Dr. GELLIN. As Dr. Fauci mentioned just a few minutes ago, this
coordination has been quite active. Within the Department of
Health and Human Services, Secretary Leavitt sort of influenced
the task force to deal with both pandemic influenza and annual in-
fluenza, given their relationships. There is a process that has really
been coordinated by the White House to assure that there is broad
input by all the departments that have a piece of this. I think in
part it will also follow on to the national response plan for which
there is likely to be a pandemic supplement.

Mr. SHAYS. One of the things that I am struck by is that Dr.
Fauci when you said we just really do not know how many vaccines
are the appropriate number. Is that correct?

Dr. Fauct. I was referring to drugs, Mr. Shays.

Mr. SHAYS. OK.

Dr. Fauci. I was asked what the right number of drugs was. We
have 2.3 million treatment doses, and the question was what is the
right number. I said clearly 2.3 million treatment doses is not
enough.

Mr. SHAYS. What I am struck by, it seems to me by now we
would almost have formulas that would come into play. First off,
clearly this is the reason it is a pandemic, in that it is worldwide.
Correct?

Dr. Fauct. Right.

Mr. SHAYS. And obviously then we have a great deal at stake in
what other countries do. The more vaccines that are out there
worldwide, the less people in the United States will contract it.
Correct?

Dr. Faucl. Right, yes.

Mr. SHAYS. But isn’t there a formula that tells you that?

Dr. Fauct. The answer, Mr. Shays, is yes there are. There are
mathematical models. The difficulty with the mathematical model
as in all mathematical models, they are totally based on what the
assumptions are that you put into the model. When you get pre-
dictions about how many people will get infected versus who will
get sick, the range is enormous. It goes from 89,000 to several hun-
dreds of thousands of people. If you are going to base who you are
going to treat, treat sick people.

So if you have such a variability, then the number of doses you
will need for sick people is going to be widely variable. Then you
make the decision about is there going to be enough for health
workers, and those formulas are easy because you know how many
health workers you have. Are you going to have treatment avail-
able to incentivize health workers to come to work in the middle
of a pandemic flu? That number is pretty easy to get.

The number that is the big variable is what is going to be the
infection burden among people in this country. We have looked at
those models. Obviously, it is greater than 2.3 million. Some say
it is as high, in our own group, as 20 million treatment doses.

Mr. SHAYS. How long does a vaccine last?

Dr. FAuct. Vaccine differs from therapy. Therapy shelf-life is
about 5 years for Tamiflu. A vaccine, if you store it well it can last
for a few years. The difficulty with vaccines is that the nature of
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flu is that it keeps changing, so it is not a shelf-life issue. It is an
effectiveness issue.

Mr. SHAYS. Thank you, Mr. Chairman.

Chairman Tom DAvis. Mr. Ruppersberger.

Mr. RUPPERSBERGER. Let me have 5 minutes. There are three
issues I would like to get into. No. 1 is planning. Congressman
Shays got into it. I want to get into a little more specifics, the issue
of injection devices, which I think are very relevant because it
might be a way for us to use less vaccine and it might even be bet-
ter. I think we need to look at that.

Also the issue of Tamiflu as it relates to children. Is there clini-
cal testing going on right now? Let me get to that real quick.
Where are we with Tamiflu and children?

Dr. FAuct. Tamiflu is approved for children greater than 1-year-
old for treatment and in individuals 13-plus years for prophylaxis.
We are in the process of discussions of clinical trials to gather more
information, particularly about the safety of Tamiflu in children 2
years of age and younger.

Mr. RUPPERSBERGER. I also understand that you are having prob-
lems with the industry as it relates to Tamiflu; that you are not
getting the support that you need. Is that still the case?

Dr. Fauct. I would say more that we are in active discussions
trying to get that.

Mr. RUPPERSBERGER. I think that is really something that we
need to deal with from an adversary point of view. If you want to
lay it out now, I think we should discuss it because if industry is
not cooperating, then we are putting everyone at risk, including the
children. Where are we with respect to that issue, other than just
saying “discussions?”

Dr. Fauct. We are just in discussions, sir. I am not trying to
evade the question. I checked with my staff yesterday and they
said we are in active discussions about how we are going to get
that information.

Mr. RUPPERSBERGER. It seems to me it should be aggressive dis-
cussions.

Dr. Faucl. We, the NIH, are in an aggressive discussions.

Mr. RUPPERSBERGER. OK. Let me get to planning. In August, the
administration released a draft, you probably have it there, you
talked about your being before the Commerce Committee or what-
ever, saying you will have the draft this summer. You just testified
to that.

Now, there were key elements in the first draft that were not ad-
dressed. I think we can all say that a key element of preparing for
a flu pandemic is having a plan. Would you agree with that?

Dr. Fauct. Absolutely.

Mr. RUPPERSBERGER. OK. Now, if that is the case, the areas that
we are missing were undecided questions including how vaccines
will be paid for and distributed; second, how scarce supplies of vac-
cines and drugs will be prioritized; and three, what messages will
be communicated to the public in different stages of the pandemic.

Will they be addressed in the plan that you are coming up with
this summer, those three elements?

Dr. GELLIN. Yes, to all.
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Mr. RUPPERSBERGER. OK. I want to ask this question, too. I do
not want to embarrass you because we want to move forward, but
it seems to me that why don’t we have a plan now? Canada final-
ized their plan in 2004. The United Kingdom finalized their plan
in March 2005. Why is it taking us so long to get from the draft
stage to the final plan?

Dr. GELLIN. We put out a draft last year and we left those areas
open honestly to engage public discussion. We are disappointed
with the lack of public input. We received few more than 50 com-
ments to the plan that was posted in a 60-day period, because we
thought that these areas, particularly the priority groups, were so
important because as a pandemic could likely affect everybody in
America, let alone everybody around the world, that we wanted to
hear what people had to say and what the stakeholders had to say.

When we did not get much from that, we set up a process
through the National Vaccine Advisory Committee and the Advi-
sory Committee on Immunization Practices to begin to process
that. There is a discussion this afternoon in Atlanta about that,
and there is a joint meeting which I believe is the first joint meet-
ing ever of these two Federal advisory committees in mid-July to
come up with these recommendations to provide the Secretary.

Mr. RUPPERSBERGER. When you are talking about the health,
safety and welfare of people, and then the media picks up on some-
thing, a lot of times the issue gets larger than maybe it is. But we
cannot take any risks. I mean, we cannot take it for granted that
there is not going to be a problem. I really think that it is impor-
tant for the mindset of the industry, which is part of you all, to
really start prioritizing and really do things quickly, and then com-
municate that to the public.

I can understand your answer about getting people to testify and
doing it right, but as it relates to what is happening with flu, and
now we hear about the bird issue, and that we really do not know
what to do until it happens, are we ready to go, do we have the
instrumentalities necessary.

With that, I want to get into injection devices. We talk a lot here
about how much inventory we are going to have as far as the vac-
cine, but where are we with respect to injection devices? First
thing, how many injection devices will be necessary to provide for
the pandemic flu vaccine for the U.S. population? Can you answer
that, anybody?

Dr. GELLIN. If it is the entire population, and we believe that
there is going to be a requirement for possibly two doses, that num-
ber would be 600 million.

Mr. RUPPERSBERGER. Do you have a plan you can provide this
committee on what these devices would be like? Do we have the
technology necessary to make sure that they will do the job? Are
we ahead of the curve as it relates to the rest of the world, as it
relates to injection devices? And finally, do they work? Is it going
to make it more efficient and using less of the flu vaccine if we use
these devices instead of the needles that we use now?

Mr. SHAYS [presiding]. That will have to be the last question an-
swered.
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Dr. GELLIN. OK. There are several questions in there. Let me get
to what I believe is the most interesting part of what you ask, and
I may ask Dr. Fauci to back me up on that.

There is a global capacity for vaccine production of about 300
million doses of the trivalent vaccine. If you are going to make a
single strain vaccine, so instead of three strains, a single strain,
that could give you globally in a year maybe 900 million doses.
That is the global industrial capacity.

Therefore, some of these devices that I think you are getting to
might allow us to actually use less antigen per dose, and effectively
stretch that global supply.

Dr. Fauci may want to get into some of this. The conversations
they are having with the companies now to do those studies. There
was one report in the New England Journal of Medicine last year
which are promising, but we need to make sure these things work
and provide the immune response that they need to.

Dr. FAuct. We are actually in discussions about doing trials with
different approaches, interdermal versus inter-muscular. Inter-
muscular is simple needle-use. Injected interdemal, you can make
it much more consistent if you have a needle.

Of course, it is not very difficult, but it requires some training
to get the injection into the skin, which is what we called intra-der-
mal. That requires a different kind of an approach. We are in nego-
tiations about doing a trial comparing one to the other. That does
not address directly the question of how many of these devices are
going to be available. It is more the proof of concept of whether or
not you can use them.

Mr. SHAYS. Thank you.

The gentleman is right. Five minutes is not much time, but he
had 7 minutes.

Mr. RUPPERSBERGER. Mr. Chairman, could I just ask for the
record, not a question, but put a question for the record?

Mr. SHAYS. Sure.

Mr. RUPPERSBERGER. Do you think that the intra-dermal delivery
of influenza vaccine has the potential to improve our preparedness
for a flu pandemic?

Mr. SHAYS. And right after we find the answer to that question,
we will throw it out, and before you leave we would like you to an-
swer that question.

Mr. Dent.

Mr. DENT. Thank you, Mr. Chairman.

Good morning. I represent an area very close by, the Aventis
plant up in Swiftwater, PA, and of course the flu issue is a big deal
where 1 live, as it was in many communities. It caused me to think
quite a bit about what lessons have we learned from this past sea-
son’s flu vaccine shortage as far as distribution, prioritization and
communication between State and local health officials, and what
can we do to be better prepared for when an actual pandemic oc-
curs, not just one that is naturally occurring, whether it be a flu,
but perhaps some genetically engineered pathogen that could be in-
jected by some non-state actor, from a homeland security stand-
point. Can you just tell us the lessons that you have learned?

Dr. LEDuc. Thank you very much for that question, sir. Clearly,
the challenges that we faced with the influenza vaccine availability
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last year brought home several lessons, one of which is the critical
importance of communication and active partnership with State
and local health departments and partners as the situation evolves.

Another lesson is the real need for real-time communications on
what is going on. Concurrently with that, a need for real flexibility
because these issues we really do not have control over a lot of the
situations that we are faced with. In that regard, we also learned
that it is important to have plans in place up front that look at a
variety of potential outcomes, especially with regard to delivery of
flu vaccine in this particular case.

The other issue that we learned was that if we try to use a non-
licensed product under an investigation of new drug application,
that becomes very problematic. It is difficult to implement those.

Finally, I think the other lesson we learned is that it is very,
very difficult to get the public to accept influenza vaccine beyond
December of the calendar year.

Dr. FAucl. There is another issue also, I just might add to that.
It has to do with a question that I answered in response to Mr.
Cummings’ question. That is the vaccine enterprise and how fragile
it is. What we do need is American companies making vaccine on
American soil. We have foreign countries making it in Swiftwater.
We have American companies making it in Liverpool. What we
need is to have a greater commitment on the part of our own in-
dustrial partners here in the United States so that we can have a
steady flow, and understanding of that each year.

Mr. DENT. What was your understanding as to why the vaccine
flu was not being produced up in Swiftwater where they have the
capacity to do so?

Dr. FAuct. No, no, Swiftwater is doing a terrific job. They were
our sole source this past year.

Mr. DENT. Correct.

Dr. Fauct. No, the point I'm making is that we need to
incentivize more companies to get involved in influenza vaccine
manufacturing and production. That is what we really need.

Mr. DENT. How would you incentivize those companies?

Dr. Fauct. Well, we have discussed again before this committee
and other committees a number of things. There are several issues
that have to do with financial incentives, and even stabilizing the
influenza market, as it were. The CDC and the department has
been trying over the past couple of years to get a greater number
of people each year to routinely get vaccinated. We used to do 50
million or 60 million. We got it up to 80 million. We tried to get
it to 100 million last year. We in fact probably need to go up to
150 million to 180 million.

Once we do that, then you have a stable pool of people who will
be getting vaccinated, which makes it much more attractive to in-
dustry to get involved in a stable market, as opposed to a market
where they do not know from 1 year to another whether they are
going to have to throw away 10 million doses.

There are other incentives regarding liabilities and things like
that we have spoken about in the past.

Mr. DENT. Thank you. No further questions.

Mr. SHAYS. Thank you.

Mrs. Maloney.
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Mrs. MALONEY. You are the guys trying to help us solve this
problem. I represented a city that really was in crisis when we did
n}fl)t have the vaccines. It was really terrible. We want to prevent
that.

I think, Dr. Fauci, you hit it on the head when you said we have
to produce it right here in the United States. One of the problems
is we had to fly over to England. Then there were these questions
about their standards, are they the same as ours, and all other
kinds of things.

I guess we need to figure out how to handle this better. I guess
I just want to hear any other ideas about how we can stockpile it
here in the United States, it you cannot manufacture it, and then
at least have the stockpile here. And do we have the budget in
place to make these purchases?

One of the problems we had in the last crisis is that we could
not buy it or we did not have the money to buy it, and there were
all kinds of problems about making sure that when we were buying
it overseas, it did meet the health standards of the United States,
and how can we plan that better? Obviously, it would be better to
manufacture it in the United States, but if we are not manufactur-
ing it in the United States, how can we guarantee that we are
going to have several people manufacturing it so that if one person
has a problem in maintaining certain standards, there is another
place we can go to.

I guess an important question is the budgeting. Do we have the
budget to buy a stockpile and to put in place the planning for it.

I would like to start with Dr. Fauci and anyone else who would
like to answer.

Dr. Faucl. Thank you, Mrs. Maloney. That is a lot of questions
there. Let me just take one of them to answer because it relates
to what I just mentioned a moment ago, is how are we going to get
these companies involved. That relates to the incentives that we
need. We need a stable pool of people. We need protections against
the liabilities that they face. We may even need things like tax in-
centives to build plants in the United States.

The issue of stockpiling, I will make a quick comment then I am
sure that Dr. LeDuc can comment on that since the CDC is in-
volved in small stockpiling issue each year.

Unlike other pharmaceuticals, it is very difficult to long-term
stockpile influenza vaccine because even in a non-pandemic situa-
tion, it changes a bit from year to year, so almost invariably we
have to deal with a small, sometimes moderate modification of the
vaccine from year to year. So stockpiling for influenza just does not
work in the big picture. You need a little stockpile the way the
CDC has for the emergency situations, but a broader stockpile is
just not tenable when you are dealing with a changing virus from
year to year.

Dr. LEDuC. I would just agree with those comments. Stockpiling
is not the solution to this particular problem for influenza. I think,
as Dr. Fauci and Dr. Gellin have both said, the real issue is the
f{lagility of our vaccine enterprise, and we really need to address
that.

Dr. GELLIN. If T could comment, I think it is important to look
at some of the changes in the marketplace. In 1990, as a Nation,
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we used less than 30 million doses of influenza vaccine. That has
been ratcheted up over time and there are a variety of reasons why
that has been the case, but as a Nation, we have never used more
than 83 million doses, while the CDC recommends that more than
twice that many people receive an annual flu shot for their own
personal health benefits.

Nevertheless, those numbers have increased dramatically. At the
same time, I do not have the pricing information, the price has
gone up; the reimbursement rates by CMS have gone up. It has be-
come a more interesting marketplace for many manufacturers. We
have seen this, and I think maybe it was last year that provided
an opportunity for many more manufacturers to come and discuss
with us. Dr. Fauci mentioned NIH working with GSK to produce
some of the data, so they have brought their license application.

So I am hopeful that we will have more manufacturers to the
marketplace in the near future.

Mrs. MALONEY. My time is almost up. I just would like to throw
out, obviously we do not have time to get manufacturing going in
our own country, so what are we going to do for next year? Last
time, we only had one manufacturer, as I recall, that we were
working with in England, and they were not up to our standards.

Are we contracting now with certain manufacturers in other
countries for just this coming year? This is a long-term problem.
We hear you and we are going to try to do something about it, but
this flu season will be coming quickly and we do not have time to
adjust in the United States. We are going to be dependent on for-
eign importation again, and how are we planning on that?

Dr. FAuci. We have Sanofi-Pasteur standard, which was success-
ful interaction with the last year. Chiron is getting back. It is a bit
unclear exactly how many doses they are going to be able to give
us, but there is a range of doses. We have been working with
GlaxoSmithKline from the previous year about trying to get them
in the market for X amount of doses, not exactly certain. So we
now have at least three companies, in addition to MedImmune with
their FluMist. So it is not just the single company for this coming
year.

Mrs. MALONEY. Thank you. My time is up.

Mr. SHAYS. I thank the gentlelady.

We will turn now to the former chairman of this committee, Dan
Burton.

Mr. BURTON. It is nice seeing you gentlemen again.

First of all, I want to congratulate you on addressing this issue.
I think it is very important. I think we are all concerned about a
major flu epidemic that might be started by radicals to try to de-
stroy this country, or at least a part of it.

The question I would like to ask you deals with another subject.
I know that you are aware that for about 4 or 5 years we held
hearings when I was chairman of this committee on the mercury
in the vaccines. I am very much in favor of the vaccine programs.
I think they have given us the highest quality of life in the history
of mankind. But we have gone from 1 in 10,000 children who are
autistic, and I know there are questions about how you define
somebody that is autistic and they split hairs on this, but we are
now, according to CDC, at 1 out of 166 children that are autistic.
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We had scientists and doctors before the committee when I was
Chair that told us that there was no doubt in their minds, and
these are not just fly by-night doctors and scientists, these are peo-
ple from all over the world that believe that one of the major con-
tributing factors of the autism and the epidemic of autism was the
mercury in the vaccines.

Recently, Robert F. Kennedy, Jr., wrote an article which talks
about meetings that took place in secret with our health agencies
and some of the pharmaceutical companies. I will be happy to get
you a copy of that. Have you seen that article? Do you know what
I am talking about?

So there is a great deal of concern among people in this country
about the mercury in the vaccines and the effect of that and what
it is going to do to people long term, especially the kids who are
going to live a long life and many of whom will be disabled because
of the autism or neurological disorders.

But we are here today to talk about the flu vaccine. Every Mem-
ber of Congress that I know of that is concerned about flu. At my
age, we get a flu vaccine shot. I have gotten mine this year, even
though I knew there was mercury in it. We still have thimerasol
in most of the adult vaccines. Many of the scientists that came be-
fore this committee told us that not only did the mercury in the
vaccines contribute to neurological disorders in children, but they
believed it also had an adverse impact on older folks and could be
a contributing factor in neurological problems such as Alzheimer’s
disease.

So I would just like to ask you, why don’t we get the mercury
out of all vaccines? It is not necessary. I know that they use be-
cause they use it in 10- or 20-shot vials for production purposes,
but we could go to single-shot vials and eliminate that. I would like
to know what our health agencies are doing about getting mercury,
which is a very toxic substance, out of all vaccines.

In my district, we had a small breakage of a container that con-
tained mercury. It was not much more than what would fill this
cup. They evacuated two square blocks of people and brought in the
fire department people to clean it up in uniforms that looked like
they were from outer space. It was because mercury is so toxic.

Here in Washington, DC, they spilled some mercury in a high
school laboratory and they burned all the children’s shoes and
clothes and everything else and got everybody out of the school
while they cleaned up the mercury in that room.

So we know mercury is one of the most toxic substances in the
world. It makes no sense to me to continue to have it in our vac-
cines. There is a growing body of evidence and scientists that be-
lieve that the mercury in the vaccines contributes to these neuro-
logical disorders in children and adults, and I would like for you
to tell me today you are going to get it out of all vaccines. So, can
you give me an answer, gentlemen?

Dr. LEDuc. Bruce might have more information, but you are
right, sir. The single-dose vaccines for pediatrics, for I think all
childhood vaccines, are free of mercury.

Mr. BURTON. There are three that still have mercury in them,
three children’s vaccines still have mercury.



101

Dr. LEDuC. I stand corrected then. I know at least the material
that we have purchased for the stockpile for influenza is free of
thimerasol.

The multi-dose vials, you are correct, continue to have a trace
amount of thimerasol as a preservative in it. I do not have an an-
swer as to how industry is going to work through that. Perhaps my
colleagues do.

Dr. Fauct. Certainly the ultimate goal is just what you are say-
ing, Mr. Burton, is to get it out of all of the vaccines. The difficulty
we are facing with influenza is the double problematic issue of try-
ing to rev up and make it in as efficient a manner as possible,
which really requires multi-dose right now. If to get it in a single
dose, it would really be very difficult to meet the goal. That is not
an excuse for forgetting about the issue of trying to get a
thimerasol-free vaccine ultimately, which is what we are ultimately
tryilng to do. But, unfortunately, it is not going to be for this year’s
cycle.

Mr. BurTON. If the Chair would bear with me for one more real
brief comment. Dr. Fauci, I have high regard for all of you. I know
that may seem insincere after all the hearings we have had, but
I really do have high regard for all of you and our health agencies.
I think you are doing the Lord’s work by trying to protect this
country. But we have been talking about getting mercury out of
vaccines for at least 10 years, and it seems to me that the health
agencies could put pressure on the producers to come up with an
alternative to what we are using to make sure these vaccines are
safe in multi-shot vials. Either that, or going to a production sys-
tem that will create single-shot vials. And if we did that 5 years
ago, 4 years ago, we wouldn’t be talking about, oh, we can’t do it
right now on the flu vaccine.

So I really hope and I pray for the health of these people that
are having these neurological problems—and the ones who will
have them in the future—that we get on with the program and get
mercury out of all vaccines as quickly as possible.

Thank you, Mr. Chairman.

Mr. SHAYS. I thank the gentleman.

Ambassador Watson.

Ms. WATSON. I want to thank the Chair and also the panelists
for coming here, talking about influenza and our preparation. What
I noticed last year is that we were scrambling around, and since
Chiron admitted that its supply was contaminated, that put us in
a very bad position and we saw people who really needed to get
their shots, not being able to access the shots, and had to wait in
long lines for hours, particularly our seniors.

So my question for Dr. Bruce Gellin is how are we planning if
we run into this situation again—and I have been listening very in-
tently. It seems like the supply is limited and we can’t keep a sup-
ply over a period of time, and we seem not to have been able to
buildup the capability to produce the solutions here for the shots.
So what are we doing? How are we planning to take care of those
in need? Who goes to the top of the list; where do they go; and
what are our plans if this occurs again? That is question No. 1.

Dr. GELLIN. You ask all the relevant questions, the same ques-
tions my mother asked me when she called me from a grocery store
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in Central Connecticut, asking how long the line was going to be.
As we have highlighted, this is clearly a fragile business, and the
disappointment we had last year when we lost half of our supply
forced us to redistribute it.

I think the good news in that story was when we look back over
the past year, we found that we actually did a pretty good job of
getting it to high-risk people, and the messages of if you are at
lower risk, step aside. I think there were some adjustments made
to allow that to happen. Clearly, a large part of this, as you men-
tion, is about communication, so should there be such an issue, it
is very clear who is prioritized and the need to better communicate
with both the health care community and the public health commu-
nity about the distribution.

So I think that the lesson last year has put that part of the oper-
ation—which is largely the CDC—in place. At the same time, we
have regular discussions with the manufacturers along the line so
we can keep track of where they are in their anticipated supply
over the year, and have mapped out just a few scenarios about how
we would adjust things and how priority groups might be deter-
mined based on those supply situations.

Ms. WATSON. I was quite amazed last year that we didn’t have
a plan in place. What is further amazing me is the reasons why—
and I think you were addressing those when I walked into the
hearing—we have not developed the capability in this country, why
we have not, decades ago, done the research to test the flu vac-
cines, and why we cannot manufacture. I understand that it is
Canada and Great Britain that do the majority. Correct me if I am
wrong. But we certainly have the ability to do that.

Is it a misplaced priority? Are we looking at other issues, rather
than the protection of our people? Flu can kill, and it kills tens of
thousand annually. And I don’t know why we are not on top of it.
Can someone enlighten me? What did I miss?

Dr. GELLIN. I can’t speak to the history, but I can speak to the
present. I believe that, in point of fact, the largest single manufac-
turer of influenza vaccine in the world is in Pennsylvania. There
are maybe a dozen or so companies. We have one, Sanofi Pasteur,
which is based in Pennsylvania, that I believe produces the single
most influenza vaccine in one facility.

Ms. WATSON. For our country or others?

Dr. GELLIN. For our country.

Ms. WATSON. Well, what is the problem, why do we run short?

Dr. GELLIN. Well, we have more needs than that one manufac-
turer can make, which gets me to where we are now and what we
are doing ahead. And I think it was the attention being paid to
pandemic influenza, or some strategic investments, and Dr. LeDuc
was mentioning about surge capacity. We have done a few things
to shore up our supply, particularly with pandemic in mind. We
have made sure that, in this case, Sanofi, has all the eggs that they
need 24 hours a day to make as much vaccine as they can in a
year. That was not a system they had in place beforehand. It is a
seasonal disease and it is a seasonal vaccine, and we filled in that.
So should they need, on any day of the year, to make vaccine at
full capacity, they now have the eggs in place to do that.
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But, more importantly, the next step is trying to think about the
kinds of capacity and the kinds of production technologies that may
improve where we are. Eggs have served us well, but they have
some limitations, and we have put significant funds to try to accel-
erate the development of new technologies that can allow what we
described as surge capacity and more vaccine to be produced.

And, finally, to that point, in addition to developing these vac-
cines, accelerating the development, getting them licensed, part of
the criteria to this funding stream is to develop facilities so that
ultimately these new vaccines will be produced in the United
States.

Ms. WATsON. OK, I am sorry, I am out of time. I was just going
to join with my friend, Congressman Dan Burton, on the mercury
issue and the slow movement that has taken place slowly in trying
to improve.

So there are other questions, too, but I know I am out of time,
Mr. Chairman.

Mr. SHAYS. Thank you.

Ms. WATSON. Thank you for the time.

Mr. SHAYS. We have another that is a rather large panel, so we
will get to that and just thank all of our witnesses. We will be fol-
lowing up with some questions. Mr. Burton may have some; I know
the committee does. Ambassador Watson may as well, and the
ranking member and others may. So thank you all very much.

We will announce our second panel. It is Dr. Crosse, Director of
Health Care Issues, U.S. Government Accountability Office; Ms.
Selecky, Washington State Secretary of Health, testifying on behalf
of the Association of State and Territorial Health Officials; Dr.
Hearne, executive director, Trust for America’s Health; Dr. John
Milligan, executive vice president and chief financial officer, Gilead
Sciences, Inc.; and Mr. Abercrombie, president and chief executive
officer, Hoffman-La Roche, Inc., accompanied by Dr. Dominick
Iacuzio, medical director, Roche Laboratories.

We have enough seats for everyone there? Stay standing, if you
would, because we are going to swear you in.

[Witnesses sworn.]

Mr. SHAYS. Note for the record our witnesses have responded in
the affirmative.

And we will start with you, Dr. Crosse, and we will just go right
up.
Dr. CrOSSE. Thank you.

Mr. SHAYS. Five minutes is the time allotted. Obviously, if you
go over a minute or two, we can live with that. But we have a large
panel and a busy schedule today. Thank you.

Dr. Crosse.
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CARE ISSUES, U.S. GOVERNMENT ACCOUNTABILITY OFFICE;
MARY C. SELECKY, WASHINGTON STATE SECRETARY OF
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A. HEARNE, EXECUTIVE DIRECTOR, TRUST FOR AMERICA’S
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INC.; AND GEORGE B. ABERCROMBIE, PRESIDENT AND
CHIEF EXECUTIVE OFFICER, HOFFMAN-LA ROCHE, INC., AC-
COMPANIED BY DR. DOMINICK IACUZIO, MEDICAL DIREC-
TOR, ROCHE LABORATORIES, INC.

STATEMENT OF DR. MARCIA CROSSE

Dr. CROSSE. Thank you. I am pleased to be here today as you dis-
cuss issues regarding our preparedness to respond to an influenza
pandemic. Shortages of influenza vaccine in the 2004—2005 influ-
enza season, as well as mounting concern about avian influenza ac-
tivity in Asia, have raised concerns about the Nation’s prepared-
ness to deal with a pandemic.

As we have heard, given the global nature of disease, a pandemic
that begins abroad could quickly spread to this country.

You asked us to provide our perspective on the Nation’s pre-
paredness for responding to an influenza pandemic, including les-
sons learned from the previous influenza season, that would be ap-
plicable for pandemic preparedness.

Although an influenza pandemic will differ from a routine influ-
enza season, experience during the 2004-2005 shortage illustrates
the importance of developing a workable distribution plan, identify-
ing priority groups in local populations, and developing plans for
mass vaccinations in advance.

The Nation faces multiple challenges to prepare for and respond
to an influenza pandemic. Key questions remain about the Federal
role in purchasing and distributing vaccines during a pandemic.
HHS’s current draft pandemic preparedness plan does not establish
the actions the Federal Government would take to purchase or dis-
tribute vaccine during an influenza pandemic, and leaves it up to
States to select among three options: public sector purchase of all
pandemic influenza vaccine; a mixed public-private system, where
public sector supply may be targeted to specific priority groups; or
maintenance of the current, largely private, system.

However, if States are to purchase vaccine, they may need to un-
dertake efforts in advance to establish the necessary funding
sources, authority, or processes. For example, during this past win-
ter, the State of Minnesota tried to sell some of its vaccine to other
States that needed additional vaccine for their high-risk popu-
lations. But some States lacked the funding or authority under
State law to purchase the vaccine when Minnesota offered it.

HHS’s draft pandemic plan indicates that, as information about
virus severity becomes available, recommendations on priority
groups for early vaccination will be developed at the national level.
However, during the past vaccination season, in some places there
was not enough vaccine to cover everyone in the priority groups,
so States set their own priorities. Maine, for example, initially ex-
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cluded healthcare workers because State officials estimated that
there was not enough vaccine to cover everyone in the nationally
designated groups.

In addition, clear communication will be a big challenge. State
health officials reported this past winter that mixed messages cre-
ated confusion. For example, when CDC advised those persons
aged 65 and over to get vaccinated, and some States, including
California, advised those persons aged 50 and over to get vac-
cinated.

Further, some individuals found themselves in a communication
loop that provided no answers on where to be vaccinated. CDC ad-
vised people to contact their local public health department. How-
ever, some public health departments told callers to contact their
physician. But when they called their physician, they were told to
call their public health department. This lack of a reliable source
of information led to confusion and much frustration.

Further challenges include ensuring an adequate and timely sup-
ply of influenza vaccine and antiviral drugs, which can help pre-
vent or mitigate the number of influenza-related deaths. As we
learned this past season, and as we have heard repeatedly today,
the vaccine supply is fragile; it takes many months to produce vac-
cine; and problems with even a single manufacturer can result in
vaccine shortages. Particularly given the length of time needed to
produce vaccines, influenza vaccine may be unavailable, in short
supply, or delayed, and might not be widely available during the
initial stages of a pandemic.

Further, our current stockpile of antiviral drugs is insufficient to
meet the likely demand in a pandemic. As was discussed earlier,
HHS is working to expand vaccine production capacity and to
stockpile vaccine and antiviral drugs, but it will be years before
these preparations are in place.

Finally, the lack of sufficient hospital and healthcare work force
capacity to respond to an infectious disease outbreak may also af-
fect response efforts during an influenza pandemic. Public health
officials we spoke with said that, at a minimum, a large-scale out-
break could strain the available capacity of hospitals by requiring
entire hospital sections, along with their staff, to be used as isola-
tion facilities.

In summary, important challenges remain in the Nation’s pre-
paredness and response should an influenza pandemic occur in the
United States. As we learned in the 2004—-2005 influenza season,
when vaccine supply is limited, planning and effective communica-
tion are critical to ensure timely delivery of vaccine to those who
need it. HHS’s current draft plan lacks some key information for
planning our Nation’s response to a pandemic.

It is important for the Federal Government and the State to
work through critical issues, such as how vaccine will be pur-
chased, distributed, and administered; which population groups are
likely to have priority for vaccination; what communication strate-
gies are most effective; and how to address issues related to vaccine
and antiviral supply, and hospital and work force capacity before
we are in a time of crisis.
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Until key Federal decisions are made, public health officials at
all levels may find it difficult to plan for an influenza pandemic,
and the timeliness and adequacy of response efforts may be com-
promised.

Mr. Chairman, this concludes my prepared statement.

[The prepared statement of Dr. Crosse follows:]
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INFLUENZA PANDEMIC

Challenges in Preparedness and
Response

What GAO Found

‘The nation faces multiple challenges to prepare for and respond to an
influenza pandemic. First, key questions about the federal role in purchasing
and distributing vaccines during a pandemic remain, and clear guidance on
potential priority groups is lacking in HHS's current draft of its pandemic
prepared plan. For le, the draft plan does not establish the actions
the federal government would take to purchase or distribute vaccine during
an influenza pandemic. In addition, as was highlighted in the nation’s recent
experience responding to the unexpected influenza vaccine shortage for the
2004-05 influenza season, clear communication of the nation’s response plan
will be a major challenge. During the 200405 influenza season, state health
officials reported that mixed messages created confusion. For example, CDC
advised vaccination for persons aged 65 and older, and at the same time a
state advised vaccination for persons aged 50 and older. Further challenges
include ensuring an adequate and timely supply of influenza vaccine and
antiviral drugs, which can help prevent or mitigate the number of influenza-
related deaths. Particularly given the length of time needed to produce
vaccines, influenza vaccine may be unavailable or in short supply and might
not be widely available during the initial states of a pandemic. Finally, the
lack of sufficient hospital and health care workforce capacity to respond to
an infectious disease outbreak may also affect response efforts during an
influenza pandemic. Public health officials we spoke with said that a large-
scale outbreak, such as an influenza pandemic, could strain the available
capacity of hospitals by requiring entire hospital sections, along with their
staff, to be used as isolation facilities.

United States Government Accountability Office
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Mr. Chairman and Members of the Committee:

1 am pleased to be here today as you discuss the nation’s preparedness to
respond to a worldwide influenza epidemic—known as a pandemic.!
Shortages of influenza vaccine in the 2004-05 and previous annual
influenza seasons, as well as mounting concern about recent avian
influenza activity in Asia, have raised concern about the nation’s
preparedness to deal with a pandemic. Pandemic influenza, which arises
periodically but unpredictably from a major genetic change in the
influenza virus, can lead to worldwide disease and death.? Although the
extent of the next pandemic cannot be predicted, modeling studies suggest
that its effect in the United States could be severe. According to the
Centers for Disease Control and Prevention (CDC), it has been estimated
that in the absence of any control measures such as vaccination and drugs,
a “medium-level” influenza pandemic in the United States could kill 89,000
to 207,000 people, affect from 15 to 35 percent of the U.S. population, and
generate associated costs ranging from $71 billion to $167 billion. In the
event of a pandemic, the nation will likely experience a vaccine shortage.
The nation’s experience responding to the unexpected shortage of annual
influenza vaccine during the 2004-05 influenza season—in which public
health officials sought to match available vaccine supply with demand—
underscores the challenges that federal, state, and local entities would
need to meet in the event of a pandemic. In addition, our recent work has
highlighted other challenges in responding to pandemic influenza.

You asked us to provide our perspective on the nation’s preparedness for
responding to an influenza pandemic, including the lessons leamed from
previous annual influenza seasons that would be applicable to pandemic
preparedness. In this testimony, I will discuss challenges we identified
related to (1) planning for the purchase and distribution of influenza
vaccine, including defining priority groups to be vaccinated;

(2) communicating information about the situation and the response plan
clearly and effectively among health officials, providers, and the public;

*An influenza pandemic is defined by the emergence of a novel influenza virus, to which
much or all of the population is susceptible, that is readily transmitted person to person,
and causes outbreaks in multiple countries.

!

can have ive “waves” of disease and last for up to 3 years.
Three pandemics occurred in the 20th century: the “Spanish influenza” of 1918, which
killed about 500,000 people in the United States; the “Asian influenza” of 1957, which killed
about 70,000 people in the United States; and the "Hong Kong influenza” of 1068, which
killed about 34,000 people in the United States,

Page 1 GAO-05-863T
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(3) ensuring an adequate supply of vaccine and antiviral drugs; and
(4) addressing hospital and workforce capacity to respond to large-scale
outbreaks of infectious disease, including pandemic influenza.

My testimony today is based on reports and testimony on influenza
vaccine supply, pandemic planning, emergency preparedness, and
emerging infectious diseases that we have issued since October 2000° and
on a review in progress for this committee on actions taken and lessons
learned at federal, state, and local levels to ensure that high-risk
individuals had access to vaccine during the 2004-05 influenza vaccine
shortage. Our prior work includes analysis of information provided by and
interviews with officials in the Departinent of Health and Human Services
(HHS), specifically from CDC, the Food and Drug Administration (FDA),
and the National Vaccine Program Office. We also interviewed public
health department officials, vaccine manufacturers, and vaccine
distributors; surveyed physician group practices; and reviewed HHS's
August 2004 draft Pandemic Influenza FPreparedness and Response Flan.
Since March 2005 we have reviewed documents and interviewed officials
from HHS, CDC, and the National Vaccine Program Office; national
organizations, including the Association of State and Territorial Health
Officials; organizations that conduct mass immunization clinics; a major
vaccine manufacturer; and a large purchaser of influenza vaccine. We also
conducted site visits at a judgmental sample of states and localities.’ We
conducted our work in accordance with generally accepted government
auditing standards. CDC and the National Vaccine Program Office
provided comments on the facts contained in this statement, and we made
changes as appropriate.

In summary, the nation faces multiple challenges to prepare for and
respond to an influenza pandemic. First, key questions remain about the
federal role in purchasing and distributing vaccines during a pandemic,
and clear guidance on potential priority groups is lacking in HHS's current
draft of its pandemic preparedness plan. In addition, as highlighted by the
nation’s recent experience responding to the unexpected influenza vaccine

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

“The states included California, Florida, Maine, Minnesota, and Washington, and the
localities inctuded San Diego and San Francisco, California; Miami~Dade County, Florida;
Portland, Maine; Stearns County, Minnesota; and Seattle-King County, Washington. We
selected these states and localities on the basis of geography, population size, and state
vaccination success rates.
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shortage for the 2004~05 influenza season, clear communication of the
nation’s response plan will be a major challenge. Further challenges
inciude ensuring an adequate and timely supply of influenza vaccine and
antiviral drugs, which can help prevent or mitigate the number of
influenza-related deaths. Finally, the lack of sufficient hospital and health
care workforce capacity to respond to an infectious disease outbreak may
also affect response efforts during an influenza pandemic.

Background

Influenza is more severe than some other viral respiratory infections, such
as the common cold. Most people who contract influenza recover
completely in 1 to 2 weeks, but some develop serious and potentially life-
threatening medical complications, such as pneumonia. People aged 65
and older, people of any age with chronic medical conditions, children
younger than 2 years, and pregnant women are generally more likely than
others to develop severe complications from influenza.

Vaccination is the primary method for preventing influenza and its more
severe complications. Produced in a complex process that involves
growing viruses in millions of feriilized chicken eggs, influenza vaccine is
administered annually to provide protection against particular influenza
strains expected to be prevalent that year. Experience has shown that
vaccine production generally takes 6 or more months after a virus strain
has been identified; vaccines for certain influenza strains have been
difficult to mass-produce. After vaccination, it takes about 2 weeks for the
body to produce the antibodies that protect against infection. According to
CDC recommendations, the optimal time for vaccination is October
through November, because the annual influenza season typically does not
peak until January or February. Thus, in most years vacecination in
December or later can still be beneficial.

At present, two vaccine types are recommended for protection against
influenza in the United States: an inactivated virus vaccine injected into
muscle and a live virus vaccine administered as a nasal spray. The
injectable vaccine—which represents the large majority of influenza
vaccine administered in this country—can be used to immunize healthy
individuals and those at highest risk for complications, including those
with chronic illness and those aged 65 and older, but the nasal spray
vaccine is currently approved for use only among healthy individuals aged
5 to 49 years who are not pregnant. Vaccine manufacture and purchase
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take place largely within the private sector: for the 200405 influenza
season, two companies {one producing the injectable vaccine and one
producing the nasal spray) manufactured vaccine for the U.S. market."

Although vaccination is the primary strategy for protecting individuals
who are at greatest risk of serious complications and death from influenza,
antiviral drugs can also contribute to the treatment and prevention of
influenza. Four antiviral drugs have been approved for treatment. If taken
within 2 days after symptoms begin, these drugs can reduce symptoms and
make someone with influenza less contagious to others. Three of the four
antiviral drugs are also approved for prevention; according to CDC, they
are about 70 to 90 percent effective for preventing illness in healthy adults.

HHS has primary responsibility for coordinating the nation’s response to
public health emergencies. As part of its mission, the department has a
role in the planning needed to prepare for and respond to an influenza
pandemic. One action the department has taken is to develop a draft
national pandemic influenza plan, titled FPandemic Influenza Preparedness
and Response Plan, which was released in August 2004 for a 60-day
comment period. Within HHS, CDC is the principal agency for protecting
the nation’s health and safety. CDC’s activities include efforts to prevent
and control diseases and to respond to public health emergencies. CDC
and its Advisory Committee on Immunization Practices (ACIP)
recommend which population groups should be targeted for vaccination
each year and, when vaccine supply allows, recommends that any person
who wishes to decrease his or her risk of influenza-like illness be
vaccinated. FDA, another HHS agency, also plays a role in preparing for
the annual influenza season and for a potential pandemic. FDA is
responsible for ensuring that new vaccines and drugs are safe and
effective. The agency also regulates and licenses vaccines and antiviral
agents.’

HHS has limited authority to control vaccine production and distribution
directly; influenza vaccine supply and marketing are largely in the hands of

°HHS also located and purchased about 1.5 million doses of vaccine from manufacturers
not licensed in the United States. Although this vaccine could be made available to be
administered under special protocols, according to HHS efficials, none of the vaccine was
used in the 2004-05 influenza season.

°In addition, FDA develops influenza reference strains and reagents and makes them
available to manufacturers for vaccine development and evaluation,
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the private sector.” Although the Public Health Service Act authorizes the
Secretary of HHS to “take such action as may be appropriate” to respond
to a public health emergency, as determined and declared by the
Secretary, it is not clear whether or to what extent the Secretary could
directly influence the manufacture or distribution of influenza vaccine to
respond to an influenza pandemic.’ The appropriateness of the Secretary’s
response would depend on the nature of the public heaith emergency, for
example on the available evidence relating to a pandemic. According to a
senior HHS official involved in HHS emergency preparedness activities,
manufacturers of vaccine for the U.S. market have agreed in principle to
switch to production of pandemic influenza vaccine should the need arise
and proper compensation and indemnification be provided; therefore, he
said, it would probably be unnecessary for the federal government to
nationalize vaccine production, although the federal government has the
legal authority to do so if circumstances warrant it.

For the 2004-05 influenza season, CDC estimated as late as September
2004 that about 100 million doses of vaccine would be available for the
U.S. market.” CDC and ACIP recommended vaccination for about

185 million people, including roughly 85 million pecple at high risk for
complications.” On October 5, 2004, however, one manufacturer
announced that it could not provide its expected production of

46-48 million doses—roughly half of the U.S. supply of expected vaccine."

"Under the Federal Food, Drug, and Cosmetic Act, FDA ensures compliance with good
manufacturing practice. FDA has limited authority to prohibit 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 “heaith care entity” does not include wholesale
distributors,

®According to the act, to declare a public health emergency, the Secretary must determine
that (1) a disease or disorder presents a public health emergency or (2) a public health
emergency, including significant outbreaks of infectious disease or bioterrorist attacks,
otherwise exists. Public Health Service Act § 319 (current version at 42 U.S.C. § 247d).

“See Centers for Disease Control and Prevention, “Supplemental Recormendations about
Timing of Influenza Vaccination, 2004-05 Season,” Morbidity and Mortality Weekly Report,
vol. 53, no, 37 (2004): 878-879.

*Not everyone in target populations receives a vaccination each year. See Centers for
Disease Control and Prevention, “Prevention and Control of Influenza Recommendations of
the Advisory Committee on Immunization Practices (ACIP),” Morbidity and Mortality
Weekly Report, vol. 53, no. RR-06 (2004): 1-40.

"The license for this manufacturer, with production facilities in Liverpool, England, was
temporarily suspended by British regulatory authorities.
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Because a large proportion of vaccine produced by the other major
manufacturer of injectable vaccine had already been shipped before
October 5, 2004, about 25 million doses of injectable vaccine for high-risk
individuals and others, and about 1 million doses of the nasal spray
vaccine for healthy people, were available after the announcement to be
distributed to Americans who wanted an influenza vaccination.

Preparing for and responding to an influenza pandemic differ in several
respects from preparing for and responding to a typical influenza season.
For example, past influenza pandemics have affected healthy young aduits
who are not typically at high risk for complications associated with
influenza, and a pandernic could result in an overwhelming burden of ill
persons requiring hospitalization or outpatient medical care. In addition,
the demand for vaccine may be greater in a pandemic.

Planning for Purchase
and Distribution of
Vaccine and Defining
Priority Groups

Challenges remain in planning for purchase and distribution of vaccine
and defining priority groups in the event of a pandemic. HHS has not
finalized planning for an influenza pandemic, leaving unanswered
questions about the nation’s ability to prepare for and respond to such an
outbreak. For the past 5 years, we have been urging HHS to complete its
pandemic influenza plan. The document remains in draft form, aithough
federal officials said in June 2005 that an update of the plan is being
completed and is expected to be available in summer 2005. Key questions
about the federal role in purchasing and distributing vaccines during a
pandemic remain, and clear guidance on potential groups that would likely
have priority for vaccination is lacking in the current draft plan.

One challenge is that the draft panderaic plan does not establish the
actions the federal government would take to purchase or distribute
vaccine during an influenza pandemic. Rather, it describes options for
vaccine purchase and distribution, which include public-sector purchase
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 largely private system. The draft plan does not
specifically recommend any of these options. According to the draft plan,
the federal government'’s role may change over the course of a pandemic,
with greater federal involvement early, when vaccine is in short supply.
Noting that several uncertainties make planning vaccination strategies
difficult, the draft plan states that national, state, and local planning needs
to address possible contingencies, so that appropriate strategies are in
place for whichever situation arises.
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If public-sector vaccine purchase is an option, establishing the funding
sources, authority, or processes to do so quickly may be needed. During
the 200405 shortage, some state health officials reported problems with
states’ ability, with regard to both funding and the administrative process,
to purchase influenza vaccine. For example, during the effort to
redistribute vaccine to locations of greatest need, the state of Minnesota
tried to sell its available vaccine to other states seeking additional vaccine
for their high-risk populations. According to federal and state heaith
officials, however, certain states lacked the funding or authority under
state Jaw to purchase the vaccine when Minnesota offered it. In response
to problems encountered during the 2004-05 shortage, the Association of
Immunization Managers proposed in 2005 that federal funds be set aside
for emergency purchase of vaccine by public health agencies and that cost
not be a barrier in acquiring vaccine to distribute to the public.”

Although an influenza pandemic may differ from an annual influenza
season, experience during the 2004-05 shortage illustrates the importance
of having a distribution plan in place ahead of time to prevent delays when
timing is critical:

Collaborating with stakeholders to create a workable distribution
plan is time consuming. After the October 5, 2004, announcement of the
sharp reduction in influenza vaccine supply, CDC began working with the
sole remaining manufacturer of injectable vaccine on plans to distribute
this manufacturer’s remaining supply to providers across the country. The
plan had two phases and benefited from voluntary compliance by the
manufacturer to share proprietary information to help identify geographic
areas of greatest need for vaccine. The first phase, which began in October
2004, filled or partially filled orders from certain provider types, including
state and local public health departments and long-term care facilities. The
second phase, which began in November 2004, used a formula to
apportion the remaining doses across the states according to each state’s
estimated percentage of the national unmet need. States could then
allocate doses from their apportionment to providers and facilities, which
would purchase the vaccine through a participating distributor. The state
ordering process under the second phase continued through mid-January.
Health officials in several states comumented on the late availability of this
vaccine; officials in one state, for example, remarked that the phase two
vaccine was “too much, too late.”

*The Association of 1 ion M isan ization that
territorial, and urban-area immunization programs funded by CDC.

33 64 state,
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Identifying priority groups in local populations also takes time.
Federal, state, and local officials need to have information on the
population of the priority groups and the locations where they can be
vaccinated to know how, where, and to whom to distribute vaccine in the
event of an influenza pandemic. During the 2004-05 influenza season,
federal officials developed a distribution plan to allocate a limited amount
of vaccine, but the states also had to determine how much vaccine was
needed and where to distribute it within their own borders. For example,
state health officials in Florida did not know exactly how many high-risk
individuals needed vaceination, so they surveyed long-term care facilities
and private providers to estimate the amount of vaccine needed to cover
high-risk poputations. It took nearly a month for state officials to compile
the results of the surveys, to decide how many doses needed to be
distributed to local areas, and to receive and ship vaccine to the counties.

Distributing the vaccine to a state or locality is not the same as
administering the vaccine to an individual. Once vaccine has been
distributed to a state or local agency, individuals living in those areas still
need to be vaccinated. Vaccinating a large number of people is
challenging, particularly when demand exceeds available supply. For
example, during the 2004-05 influenza season, many places giving
vaccinations right after the shortage was announced were overwhelmed
with individuals wanting to be vaccinated. Certain local public health
departments in California, including the Santa Clara County Public Health
Department, provided chairs and extra water for people waiting in long
lines outdoors in warm weather. Fear of a more virulent pandemic
influenza strain could exacerbate such scenarios. A number of states
reported that they did not have the capacity to immunize large numbers of
people and partnered with other organizations to increase their capacity.
For example, in 200405, according to state health officials in Florida,
county health departments, including those in Orange and Broward
Counties, worked with a national home health organization to immunize
high-risk individuals by holding mass immunization clinics and setting up
clinics in providers’ offices to help administer available vaccine quickly.
Other locations, including the local health department in Portland, Maine,
held lotteries for available vaccine; according to local health officials,
however, administrative time was required to arrange and publicize the
lottery.

HHS's draft pandemic plan does not define priority groups for vaccination,
although the plan states that HHS is developing an initial list of suggested
priority groups and soliciting public comment on the list. The draft plan
instructs the states to define priority groups for early vaccination and
indicates that as information about virus severity becomes available,
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recommendations will be formulated at the national level. According to
the plan, setting priorities will be iterative, tied to vaccine availability and
the pandemic's progression. Without agreed-upon identification of
potential priority groups in advance, however, problems can arise. During
the 200405 season, for example, CDC and ACIP acted quickly on

October 5, 2004, to narrow the priority groups for available vaccine, giving
the narrowed groups equal importance.” In some places, however, there
was not enough available vaccine to cover everyone in these narrowed
priority groups, so states set their own priorities among these groups.
Maine, for example, excluded health care workers from the state’s early
priority groups because state officials estimated that there was not enough
vaccine to cover everyone in CDC and ACIP’s priority groups.

Communicating
Information about the
Situation and

Response Plan Clearly

and Effectively

Another challenge in responding to a pandemic will be to clearly
communicate information about the situation and the nation’s response
plans to public health officials, providers, and the public, Experience
during the 2004-05 vaccine shortage illustrates the critical role
communication plays when information about vaccine supply is unclear

Communicating a consistent message and clearly explaining any
apparent inconsistencies. In a pandemic, clear communication on who
should be vaccinated will be important, particularly if the priority
population differs from those targeted for annual influenza vaccination, or
i the priority groups in one area of the country differ from those in others.
During the 2004-05 influenza season, health officials in Minnesota
reported that some confusion resulted when the state determined that

On October 5, 2004, CDC, in coordination with ACIP, issued interim recommendations for
influenza vaccination during the 2004-05 season that took precedence over earher
recomnmendations. The season’s priority groups for vacei with i

vaccine were considered to be of equal importance. They included all children aged 6-23
months, adults aged 65 years and older, persons aged 2-64 years with underlying chronic
medical conditions, all women who would be pregnant during the influenza season,
residents of nursing homes and long-term care facilities, children aged 6 months-18 years
on chronic aspirin therapy, heaith care workers involved in direct patient care, and out-of-
home caregivers and household contacts of children younger than 6 months. See Centers
Jor Disease Control and Prevcnnon “)menm Vi

200405 Season,” 4 idity ant lity Weekly Report, vol. 53, no. 39 (2004):
923-924.

According to CDC officials, as part of preparations for the 2005-06 influenza season, the
agency is preparing comniunication strategies with appropriate messages to respond to the
fluctuations in supply and demand anticipated throughout the season. CDC has developed
the communication plan but has not released the plan, as it is in the clearance process.
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vaccine was sufficient to meet demand among the state’s narrower priority
groups and made vaccine available to other groups, such as healthy
individuals aged 50--64 years, earlier than recommended by CDC. Health
officials in California reported a similar situation. State health officials
pointed out that in mid-December, local radio stations in California were
running two public service announcements—one from CDC advising those
65 and older to be vaccinated and one from the California Department of
Health Services advising those 50 and older to be vaccinated. State
officials emphasized that these mixed messages created confusion.

Communicating information from a primary source. Having a primary
and timely source of information will be important in a pandemic. In the
2004-05 influenza season, individuals seeking vaccine could have found
themselves in a communication loop that provided no answers. For
example, CDC advised people seeking influenza vaccine to contact their
jocal public health department; in some cases however, individuals calling
the local public health department would be told to call their primary care
provider, and when they called their primary care provider, they would be
told to call their local public health department. This lack of a reliable
source of information led to confusion and possibly to high-risk
individuals’ giving up and not receiving the protection of an annual
influenza vaccination.”

Recognizing that different communication mechanisms are
important and require resources. Another challenge in communicating
plans in the event of a pandemic will be to ensure that the communication
mechanisms used reach all affected populations. During the 2004-05
influenza season, public health officials reported the importance of
different methods of communication. For example, officials from the
Seattle-King County Public Health Department in Washington State
reported that it was important to have a hotline as well as information
posted on a Web site, because some seniors calling Seattle-King County's
hotline reported that they did not have access to the Internet. According to
state and local health officials, however, maintaining these c jication
mechanisms took time and strained personnel resources. In Minnesota, for
example, to supplement state employees, the state health department

®, ding to data coll d during D 1-11, 2004, on self-reported vaccination

during September 1 through November 30, 2004, among adults in priority groups who had
not yet received influenza vaccine, about 23 percent reported that they attempted to obtain
vaccination but could not. See Centers for Disease Control and Prevention, “Estimated
lnﬂuenza Vaccination Coverage among Adults and Children—United States,

1-N ber 30, 2004, idity and & ity Weekly Report, vol. 53, no. 49
(2004): 13147-1150.
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asked public health nursing students to volunteer to staff the state’s
influenza vaccine hotline.

Educating health care providers and the public about all available
vaceines. For the 2004-05 season, approximately 3 million doses of nasal
spray vaccine were ultirnately available for vaccinating healthy individuals
aged 5-49 years who were not pregnant, including some individuals (such
as health care workers in this age group and household contacts of
children younger than 6 months) in the priority groups defined by CDC
and ACIP, yet some of these individuals were reluctant to use this vaccine
because they feared that the live virus in the nasal spray could be
transmitted to others, State health officials in Maine, for example, reported
that the state purchased about 1,500 doses of the nasal spray vaccine for
their emergency medical service personnel and health care workers, yet
administered only 500 doses.

Ensuring Supply of
Influenza Vaccine and
Antiviral Drugs

Challenges in ensuring an adequate and timely supply of influenza vaccine
and antiviral drugs—which can help prevent or mitigate the number of
influenza-related deaths until an pandemic influenza vaccine becomes
available-—may be exacerbated during an influenza pandemic. Particularly
given the time needed to produce vaccines, influenza vaccine may be
unavailable or in short supply and may not be widely available during the
initial stages of a pandemic. According to CDC, maintaining an abundant
annual influenza vaccine supply is critically important for protecting the
public’s health and improving our preparedness for an influenza pandemic.
The shortages of influenza vaccine in 2004--05 and previous seasons have
highlighted the fragility of the influenza vaccine market and the need for
its expansion and stabilization.

In its budget request for fiscal year 2006, CDC reports that it plans to take
steps to ensure an expanded influenza vaccine supply. The agency’s fiscal
year 2006 budget request includes $30 million for CDC to enter into
guaranteed-purchase contracts with vaccine manufacturers to ensure the
production of bulk monovalent influenza vaccine. If supplies fall short,
this bulk product can be turned into a finished trivalent influenza vaccine
product for annual distribution.”® If supplies are sufficient, the bulk
vaccine can be held until the following year’s influenza season and
developed into finished vaccines if the bulk products maintain their

1 . T .
“Monovalent influenza vaccine protects against a single strain of influenza; trivalent
influenza vaceine protects against three strains of influenza.

Page 11 GAO-05-863T
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potency and the circulating strains remain the same. According to CDC,
this guarantee will help expand the influenza market by providing an
incentive to manufacturers to expand capacity and possibly encourage
additional manufacturers to enter the market. In addition, CDC'’s fiscal
year 2006 budget request includes an increase of $20 million to support
influenza vaccine purchase activities.”

In the event of a pandemic, before a vaccine is available or during a period
of limited vaccine supply, use of antiviral drugs could have a significant
effect. Antiviral drugs can be used against all strains of pandemic influenza
and, because they can be manufactured and stored before they are needed,
could be available both to prevent iliness and, if administered within

48 hours after symptoms begin, to treat it. Like vaccine, antiviral drugs
take several months to produce from raw materials, and according to one
antiviral drug manufacturer, the lead time needed to scale up production
capacity and build stockpiles may make it difficult to meet any large-scale,
unanticipated demand immediately. HHS’ National Vaccine Program Office
also reported that in a pandemic, the manufacturing capacity and supply
of antiviral drugs is likely to be less than the global demand. For these
reasons, the National Vaccine Program Office reported that analysis is
under way to determine optimal strategies for antiviral drug use when
supplies are suboptimal; the office also noted that antiviral drugs have
been included in the national stockpile. HHS has purchased more than

7 million doses of antiviral drugs for the national stockpile.

Nevertheless, this stockpile is limited, and it is unclear how much will be
available in the event of a pandemic, given existing production capacity.
Moreover, some influenza virus strains can become resistant to one or
more of the four approved influenza antiviral drugs, and thus the drugs
may not always work. For example, the avian influenza virus strain (H5N1)
identified in human patients in Asia in 2004 and 2005 has been resistant to
two of four existing antiviral drugs,

"The $20 million increase is for CDC’s Immunization Grant Program that provides vaccines
for children, adolescents, and aduits who present primarily at Jocal health departments but
are not eligible for CDC’s Vaceines for Children program.

Page 12 GAO-05-863T
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Hospital and
Workforce Capacity
to Respond to Large-
Scale Infectious
Disease Outbreaks

The lack of sufficient hospital and workforce capacity is another challenge
that may affect response efforts during an influenza pandemic. The lack of
sufficient capacity could be more severe during an influenza pandemic
compared with other natural disasters, such as a tornado or hurricane, or
with an intentional release of a bioterrorist agent because it is likely that a
pandemic would result in widespread and sustained effects. Public health
officials we spoke with said that a large-scale outbreak, such as an
influeniza pandemic, could strain the available capacity of hospitals by
requiring entire hospital sections, along with their staff, to be used as
isolation facilities. In addition, most states lack surge capacity—the ability
to respond to the large influx of patients that occurs during a public health
emergency. For example, few states reported having the capacity to
evaluate, diagnose, and treat 500 or more patients involved in a single
incident. In addition, few states reported having the capacity to rapidly
establish clinics to immunize or treat large numbers of patients. Moreover,
shortages in the health care workforce could occur during an influenza
pandemic because higher disease rates could result in high rates of
absenteeism among workers who are likely to be at increased risk of
exposure and illness or who may need to care for ill family members.

Concluding
Observations

Important challenges remain in the nation’s preparedness and response
should an influenza pandemic occur in the United States. As we learned in
the 200405 influenza season, when vaccine supply, relative to demand, is
limited, planning and effective communication are critical to ensure timely
delivery of vaccine to those who need it. HHS’s current draft plan lacks
some key information for planning our nation’s response to a pandemic. It
is important for the federal government and the states to work through
critical issnes—such as how vaccine will be purchased, distributed, and
administered; which population groups are likely to have priority for
vaccination; what communication strategies are most effective; and how
to address issues related to vaccine and antiviral supply and hospital and
workforce capacity—before we are in a time of crisis. Although HHS
contends that agency flexibility is needed during a pandemic, until key
federal decisions are made, public health officials at all levels may find it
difficult to plan for an influenza pandemic, and the timeliness and
adequacy of response efforts may be compromised.

Mr. Chairman, this concludes my prepared statement. | would be happy to
respond to any questions you or other Members of the Committee may
have at this time.

Page 13 GAO-05-863T
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Mr. SHAYS. Thank you very much for your statement, Dr. Crosse.
Ms. Selecky.

STATEMENT OF MARY C. SELECKY

Ms. SELECKY. Thank you, Mr. Chairman and distinguished mem-
bers of the House Government Reform Committee. I am Mary
Selecky, Washington State Secretary of Health, and I am testifying
in front of you on behalf of the Association of State and Territorial
Health Officials [ASTHO]. I would like to thank the Chair and the
committee for continuing to focus attention on our Nation’s pre-
paredness levels and our ability to respond to a flu pandemic.

In the last year, my colleagues from Virginia and Arkansas have
testified before this committee about the challenges public health
leaders across the Nation faced during this past year’s flu season.

My colleagues suggested three actions that the Federal Govern-
ment should consider to avoid a repeat of last year’s situation: first,
the development of a national plan to deal with vaccine shortages;
second, the establishment of a Vaccine for Adults Program; third,
the expansion of funding for the Centers for Disease Control and
Prevention’s National Immunization Program. These three actions
will help ensure that all our underserved citizens receive the vac-
cines they need and allow States and localities to enhance adult
immunization programs. ASTHO continues to strongly urge the
Congress and the administration to support these efforts.

I would like to focus my remarks on pandemic flu preparedness.

Lessons learned from last annual influenza season, the history of
influenza pandemics, and the 2001 anthrax attacks continue to un-
derscore the need for public health preparedness. Health officials
must have overall preparedness plans in place, an advanced under-
standing of our unique role during an influenza pandemic, and a
knowledge of the resources available to help us protect the public.
State health officials will be looked to as controlling health authori-
ties by Governors, legislatures, and the public they all serve. State
and local health officials will need to assert significant leadership
to mobilize and sustain private and public healthcare response dur-
ing an influenza pandemic.

It will take Federal, State, and local public health agencies work-
ing cooperatively to deal effectively and efficiently with a public
health concern of this magnitude. To date, the collaboration has
been good.

We do remain concerned, however, that public health agencies
have been asked to take on pandemic flu activities on top of exist-
ing priorities already established for the preparedness cooperative
agreements. If the Federal Government is truly committed to en-
hancing our pandemic flu response, we need significant increases
in resources for State and local efforts. All the preventive and
therapeutic measures in the world are useless without the ability
to get them to those who desperately need them.

Development of national guidelines is critically important to en-
sure consistent response. However, they must be flexible in order
to meet State needs.

There is already significant work going on. ASTHO, our organi-
zation, produced in 2002 a preparedness planning for State health
officials on pandemic influenza. States are required to have our
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pandemic flu plans completed in July 2005, and Washington State
completed ours in April. This has been very difficult because the
Federal plan hasn’t been completed, as you have heard.

Having a good plan is the first step. But exercising the plans to
see what works and what needs to be improved is just as impor-
tant.

In Washington State, we recently conducted a pandemic flu ta-
bletop exercise with our neighbors to the north in Vancouver, Brit-
ish Columbia. In addition, Public Health Seattle King County, our
largest local health jurisdiction, held a pandemic tabletop exercise
with major healthcare facilities in the community as well as other
county agencies.

We have unprecedented opportunity to improve the Nation’s re-
sponse to flu pandemic. This is an integral part of our overall pre-
paredness. It is impossible to predict when a pandemic will occur
and challenge us. But this is the wrong time for the Federal Gov-
ernment to cut State and local preparedness funding by $130 mil-
lion, when we are to address this national priority issue.

States have plans for potential public health threats, including
pandemic flu. We are exercising those plans. We will continue to
improve upon them. We are making progress. Are we fully pre-
pared? Absolutely not. We are more prepared today than we were
several years ago, but not prepared enough.

The new Trust for America’s Health report estimates that more
than half a million Americans may die in a pandemic. Our families,
our neighbors, and all the people of this country expect us to be
ready when the time comes. I have no doubt that the work we are
doing at the State and local level, as well as with our Federal col-
leagues, will help us save lives tomorrow. Please help us make sure
we have the resources to get the job done.

In closing, let me reiterate four important points: pandemic flu
preparedness is a critical issue for public health to address as part
of its overall prevention, detection, and response efforts to any nat-
ural or terrorist event; collaboration among all levels of govern-
mental public health is essential; reducing Federal funding for pre-
paredness is exactly the wrong thing to do at this time—a sus-
tained Federal commitment to preparedness is vital—and progress
has been made, but there is much more to be done.

The public health community stands ready to work with you to
address this threat, but we need your help and support.

I would be pleased to answer any questions you might have.
Thank you, Mr. Chairman.

[The prepared statement of Ms. Selecky follows:]



128

Statement of
MARY C. SELECKY
SECRETARY
WASHINGTON STATE DEPARTMENT OF HEALTH
Before the

UNITED STATES HOUSE OF REPRESENTATIVES

GOVERNMENT REFORM COMMITTEE

JUNE 30, 2005
Representing

THE ASSOCIATION OF STATE AND TERRITORIAL HEALTH OFFICIALS
(ASTHO)



129

Mr. Chairman and distinguished members of the House Government Reform Committee,
I am Mary C. Selecky, Secretary of the Washington State Department of Health, and I am
honored to be appearing before you today on behalf of the Association of kState and
Territorial Health Officials (ASTHO). I would like to thank the Chair and the Committee
members for continuing to focus attention on our nation’s preparedness levels and our

ability to respond to a flu pandemic.

In the last year, my colleagues from Virginia and Arkansas have testified before this
committee about the challenges public health leaders across the nation faced during this

past year’s flu season.

My colleagues suggested three actions that the federal government should consider to
avoid a repeat of last year’s situation ~ 1) development of a national plan to deal with
vaccine shortages; 2) establishment of a Vaccine For Adults Program; and 3) expansion
of funding for the Centers for Disease Control and Prevention’s (CDC) National
Immunization Program. These three actions will help to ensure that all our underserved
citizens receive the vaccines they need and allow states and localities to enhance adult
immunization programs. ASTHO continues to strongly urge the Congress and the

Administration to support these efforts.
1 would like to focus my remarks on pandemic flu preparedness.

Lessons learned from the last annual influenza season, the history of influenza

pandemics, and the 2001 anthrax attacks continue to underscore the need for public
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health preparedness. Health officials must have overall preparedness plans in place, an
advanced understanding of our unique role during an influenza pandemic, and a
knowledge of the resources available to us to protect the public. State health officials
will be looked to as a controlling health authority by governors, legislatures, and the
public they all serve; state and local health officials will need to assert significant
leadership to mobilize and sustain private and public healthcare response during an

influenza pandemic.

It will take federal, state and local public health agencies working cooperatively to deal
effectively and efficiently with a public health concern of this magnitude; to date, that

collaboration has been good.

We do remain concerned, however, that public health agencies have been asked to take
on pandemic flu activities on top of existing priorities already established for the federal
preparedness cooperative agreement funding. If the federal government is truly
committed to enhancing our pandemic flu response, we need significant increases in
resources for state and local efforts. Vaccines and antivirals are an important part of the
answer, but not nearly enough by themselves. All the preventive and therapeutic
measures in the world are useless without the ability to get them to those who desperately

need them.

Development of national guidelines is critically important to ensure a consistent response
across the country. However, these guidelines must be flexible enough to allow each

state to address its specific needs and essential services.
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There is already significant work going on at the state level. States are required to have
pandemic flu plans completed in July 2005. This has been very difficult because the
federal plan hasn’t been completed and is unavailable for use as a guide for state

planners.

Having a plan is a good first step. Exercising those plans to see what works and what
needs to be improved upon is just as important. In Washington State, we recently
conducted a pandemic flu tabletop exercise with our neighbors to the north in Vancouver,
British Columbia, Canada. In addition, Public Health Seattle King County, our largest
local health jurisdiction, held a pandemic tabletop exercise with major health care

facilities in the community, as well as other county agencies.

‘We have an unprecedented opportunity to improve the nation’s response to future
pandemics. Pandemic flu preparedness must be an integral part of overall preparedness.
It is impossible to predict when the next influenza pandemic will occur and challenge us
to respond. We must now devote significant time and resources to addressing this
priority issue. This is exactly the wrong time for the federal government to cut state and

local preparedness funding by $130 million.

States have plans for many potential public health threats including pandemic flu. We
are exercising those plans and will continue to improve upon them. We are making
progress. Are we fully prepared to respond to an influenza pandemic? Absolutely not!
We are more prepared-tetday than we were several years ago, but we are not preparéd

enough.
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The new Trust for America’s Health report estimates more than half a million Americans
may die in a pandemic. Our families, our neighbors, and all the people of this country
expect us to be ready when that time comes. I have no doubt that the work we do today
can save lives tomorrow. Please help us make sure we have the resources to get the job

done right.

In closing, let me reiterate four important points: 1) Pandemic flu preparedness is a
critical issue for public health to address as part of its overall prevention, detection, and
response efforts for any natural or terrorist event; 2) Collaboration among all levels of
governmental public health is essential for influenza pandemic preparedness; 3) Reducing
federal funding for preparedness is exactly the wrong thing to do at this time — a
sustained federal commitment to preparedness is vital; and, 4) Progress has been made,

but there is much more to be done.

The public health community stands ready to work with you to address this threat, We

need your help and your support.

I would be pleased to answer any questions you might have.
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Chairman ToMm DAvis. Thank you very much.
Dr. Hearne. Thanks for being with us.

STATEMENT OF DR. SHELLEY A. HEARNE

Dr. HEARNE. Thank you. Mr. Chairman and members of the com-
mittee, thanks for this opportunity to present our views on pre-
paredness.

Let me just say thank you again for being here to present our
views on the potentials of what a deadly and massive novel virus
could do if it hit this country. As a national organization that is
dedicated to preventing epidemics and protecting people, Trust for
America’s Health provides the independent oversight on our Na-
tion’s public health system, that is, the front lines in a pandemic.

What we have been talking about here today is that a pandemic
is actually potentially even more threatening than bioterrorism at-
tacks, and worse is experts believe it is inevitable. Yet, what we
do know is that with proactive coordinated actions, this Nation
could be taking lifesaving efforts today to mitigate the devastating
impact.

What I would like to do is submit for the record our just-released
report “The Killer Flu?” What this report does is provide a State-
by-State examination of how many people may die, how many may
be hospitalized during a pandemic. It also includes a review of the
United States and State preparedness, and a series of rec-
ommendations for improving readiness.

Chairman Tom DAvis. And, without objection, that will be put in
the record.

[NOTE.—The information referred to is on file with the commit-
tee.]

Dr. HEARNE. Thank you, Mr. Chairman.

Let me summarize. That report finds that there is a failure to
establish a cohesive, rapid, and, most importantly, transparent
U.S. pandemic strategy, which puts Americans needlessly at risk.
I would like to highlight three shortcomings for you and offer some
concrete suggestions on how we can actually improve the Nation’s
response capacity.

First, a final and operational pandemic plan must become a pri-
ority for this administration. The good news is, as was discussed,
HHS has released a draft plan last August. Bad news is it is draft
and with no formal deadline for completion. TFAH has actually re-
viewed the majority of State pandemic plans and found widely dif-
ferent stages of readiness.

It is no surprise, as we have discussed, since there isn’t Federal
guidance out there. What we have found is that most of these plans
are simply plans for plans. Some States are not making those plans
public, which many experts believe is going to harm our ability to
fully integrate and create trust with the public, healthcare provid-
ers, and the critical first responders that would be part of a pan-
demic response.

To ensure nationwide preparedness standards and to facilitate a
regional coordination, much like what Ms. Selecky was talking
about, we need to have CDC formally reviewing and approving all
State plans, and to require that these are public documents. All
these plans must have greater specificity, which also was discussed
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in terms of things like who are the high priority populations that
would get the limited medicines and vaccines during a pandemic.
Is it the healthcare workers and their families, utility operators,
police, firemen?

These are the kinds of issues that we need to determine prior to
an outbreak, not in the midst of crisis. Last year’s flu vaccine
shortage was an ugly glimpse into the lack of planning and pre-
paredness.

And the Federal pandemic plan cannot just be a game plan for
the health world. Unlike other nations, the United States does not
appear to have assessed or planned how a pandemic would actually
disrupt the economy and society with potential school and work-
place closures and travel restrictions. The President should des-
ignate a senior official—you should have an answer when you ask
who is in charge—that is responsible for ensuring that cabinet level
coordination of the Federal Government’s response to a pandemic.

The second issue I want to touch on is getting this Nation posi-
tioned to rapidly provide vaccines to all Americans. We are behind
the eight ball because of our Nation’s limited and antiquated capac-
ity. Most experts estimate on the extensive lag time that would be
existing for getting vaccines. First thing we should be thinking
about: the FDA needs to immediately begin work with potential
manufacturers of a vaccine to develop in advance the criteria for
a rapid response approval.

We are also concerned about the U.S. domestic production capac-
ity. With a projected stockpile of 40 million doses as a start, we
need to be able to vaccinate the entire U.S. population. What HHS
should be doing is investigating the value of creating a reserve
manufacturing capacity here in the United States, similar to what
Canada has done. This would be especially important if the pan-
demic is not this avian flu, which means that the current stockpile
that we have of H5N1 would be ineffective.

Third, we need to assure that our stockpile of medical supplies
and medicines—which many of these are being produced overseas,
and with a healthcare system that relies on a “just in time” inven-
tory—we need to be looking at how to make sure the stockpile is
built faster and is large enough to cover us in the time of need.

For example, the United States is very late and very short in
purchasing significant quantities of Tamiflu. Other countries have
followed the who estimates of a pandemic effecting at least 25 per-
cent of the population, and they have ordered that much. The
United States is somewhere below 2 percent.

Vaccines and antivirals are not the only stockpile needs. We need
to be talking about ventilators, masks, vaccines, even the vaccine
injection devices that were brought up earlier.

We are also deeply concerned about the current licensing dispute
that is going on between Gilead and Roche, and making sure that
this does not result in a reduction of the production of Tamiflu. We
urge the administration to aggressively step in and work with
these companies to make sure current capacity is maintained and
that we actually increase domestic operations in the immediate fu-
ture.

The administration and Congress must find the sufficient fund-
ing in the coming years to increase the stockpiles and create incen-
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tives for U.S.-based production. But I cannot emphasize more
strongly enough the point that ASTHO and others have raised,
that these pandemic activities need to be supported at all levels,
but not come at the expense of other preparedness efforts. The Na-
tion’s stockpile, the preparedness activities, the bioterrorism readi-
ness, these have to be done in a fully integrated fashion, not in sep-
arate silos and not syphoning off dollars to take care of each other.

In summary, there are several steps that we need to take today
to improve readiness. It can’t be a paper chase, it needs to be a pri-
ority. Thank you for the time.

[The prepared statement of Dr. Hearne follows:]
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Mr. Chairman and members of the Committee, thank you for the opportunity to provide our
views on The Next Flu Pandemic; Evaluating U.S. Readiness. As a non-profit, non-partisan
organization dedicated to saving lives by protecting the health of every community and
working to make disease prevention a national priority, Trust for America’s Health (TFAH)
maintains that proactive, coordinated public health actions can help mitigate the impact of a
pandemic influenza outbreak.

TFAH has just released a report, "The Killer Fly?,” that provides a state-by-state
examination of potential deaths and hospitalizations due to a flu pandemic based on model
estimates; a state-by-state examination of capacity to treat citizens with recommended
antivirals based on model estimates; a review of United States and state pandemic readiness,
including a comparison to other nations’ progress; and recommendations for improved
pandemic readiness. I would like to submit the report in its entirety for the hearing record.

Overall, the report finds that despite the health and economic implications of such an event,
pandemic planning efforts are lagging in the U.S., especially when compared to the United
Kingdom (U.K.) and Canada.

The report also points out that the U.S. has not assessed or planned for the disruption a flu
pandemic could cause both to the economy and society as a whole. This includes daily life
considerations, such as potential school and workplace closures, potential travel and mass
transit restrictions, and the potential need to close businesses resulting in complications in
the delivery of food and basic supplies to people. Daily life and economic problems would
likely emerge in the U.S. even before the pandemic flu hit the country due to the global
interdependence of the world economy.

An equally troubling finding establishes that aspects of the planning process, such as
ensuring vaccine and antiviral capabilities and surge capacity readiness, are incomplete or
fragmented.

Mr. Chairman, TFAH maintains that the failure to establish a cohesive, rapid, and
transparent U.S. pandemic strategy could prove a major weakncss against a virulent and
efficient virus -- putting Americans needlessly at risk.

That is why we believe that Congress and the Administration must take steps now to ensure
that the nation’s public health system and the health care delivery system will be able to
respond 1o a major health crisis -- even beyond some of our fears of bioterrorism or
chemical terrorism. While experts predict a pandemic flu may be “inevitable,” subsequent
death rates predicted to be in the millions are not. What will make the difference? We need
strong, directed and rapid federal leadership, we must convert national and state pandemic
influenza plans into operational blueprints, and we should increase vaccine production and
capacity, procure adequate vaccines and antivirals for treatment, and stockpile additional
medical supplies and equipment.
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Pandemic Readiness: Moving from Planning to Action

Mr. Chairman, simply put, U.S. pandemic influenza preparedness is inadequate. Both the
federal pandemic plan and various state pandemic plans are insufficient blueprints for an
effective national response to a pandemic influenza.

Although a positive first step, the federal pandemic flu plan issued last August by the
Department of Health and Human Services (DHHS) is still a draft. Moreover, the draft plan
lacks specificity in several key areas, which were enumerated in comments received by the
Department during the public comment period. TFAH believes that a final pandemic
influenza plan must become a priority for this Administration and should provide the
operational blueprint for the six pandemic phases as defined by the World Health
Organization (WHO).

At the state level, most public health agencies have developed draft pandemic response
plans, but they are in widely different phases of readiness. Many states have asked for
additional and more specific guidance from the DHHS. Some are refusing to make their
plans public even though many experts believe that public availability of plans is essential to
improve integration with other jurisdictions, health care providers, and first responders.

TFAH believes that the Centers for Disease Control and Prevention (CDC) should formally
review and approve state pandemic influenza plans in order to ensure nationwide
preparedness standards and to facilitate regional coordination. Further, we urge CDC to
require states to make approved plans publicly available. Perhaps most importantly, TFAH
believes that pandemic flu preparedness activities at the federal, state and local levels should
be supported with specific funding and not come at the expense of other preparedness
efforts.

At the beginning of a pandemic, there may be an insufficient supply of vaccines and
antivirals. A key element of pandemic planning is to determine protocols for allocation of
vaccines and medicines among high priority populations, such as health care workers and
public safety workers, prior to an outbreak.

As we learned last winter, prioritization is also important for the annual flu, when vaccine is
in short supply. With the rccent announcement by Chiron that its manufacturing capacity
for this year’s influenza vaccine will fall short, it would be prudent for CDC and. DHHS
officials to provide specific guidance now to states’ health agencies as to which sectors of
the population should receive antiviral medications and vaccines. In addition, CDC should
immediately put into place measures that would assure equal geographic access_to vaccines
so that the nation does not face a shortage of annual influenza vaccine, with some states
having excess supply and others unable to meet the demand for high-risk groups. This
would help prevent the widespread confusion, long lines of worried elderly Americans, and
the vaccine distribution issues that plagued last year’s flu season.

With respect to federal leadership, TFAH urges the President to designate a senior official,
whose primary responsibility is to assure Cabinet-level coordination of the federal
government’s response to a pandemic and also to ensure coordination between civit society
(non-governmental economic infrastructure) and government during a pandemic.

2
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Ultimately, there should be a government-wide pandemic preparedness plan, not just one
that centers on health-rclated matters and DHHS activities.

Further, we believe that the CDC, in consultation with other federal agencies, should
develop and implement a public education campaign about pandemic- influenza and
preparedness, including information on the potential need for general vaccination and
personal precautionary measures. The agency should also develop a plan for
communicating with the business community to provide information about the potential
economic consequences of a pandemic, including the possibility of mass absenteeism and
the potential need to convert certain facilities (e.g. hotels) as surge capacity treatment
centers.

Stockpiling Vaceines, Medicines, Medical Supplies and Equipment

Building a stockpile for a pandemic is a responsible public health measure and TFAH
maintains that adequate preparedness includes stockpiling both a vaccine and antivirals.
However, we remain deeply concerned that the stockpiles will not be built fast enough and
will not be large enough.

The U.S. is very late in entering the market for significant bulk purchase of Tamiflu, an
antiviral that can treat symptoms of influenza and reduce the severity of the infection. With
current production capacity, it could be sometime in 2007 before the stockpile ordered today
is available. Most Tamiflu is produced abroad and requires nearly one year to manufacture.
We believe that the Department should take immediate steps to work with industry to
increase domestic production capacity, to assure that the stockpile is built quickly, and to
assure that in the event of a pandemic Tamifiu will continue to be available to Americans.

It is also not clear that the amount of Tamiflu ordered is sufficient to address the demand in
a pandemic. Other countries are following WHO estimates of a pandemic affecting at least
25 percent of the population, and have ordered enough Tamiflu 1o treat all who might be
sick. This would translate to over 70 million courses in the United States. Some, such as
the Infectious Diseases Society of America, have called for stockpiling as much as 124
million courses of Tamiflu for treatment and prevention of avian flu.

TFAH remains even more concerned about vaccine production capacity. In a pandemic, we
can target antiviral treatment to those who are already sick, but must provide vaccines to all
who are at risk -- which in this case would be all Americans. It is not at all clear that U.S.
domestic vaccine producers could rapidly manufacture hundreds of millions of doses of a
pandemic flu vaccine. .
Most experts estimate there will be a lag time of six to nine months before a vaccine can be
produced in sufficient quantities to protect individuals against a pandemic strain of influenza
to which most people will have no natural immunity. While issues around vaccine
manufacturing, distribution, safety and access are complex, other nations are putting
protocols in place now-with respect to creating a rapid response approval process for a
pandemic flu vaccine. For example, regulators in the U K. are already working with vaccine
manufacturers to develop a mode! application for approval of a pandemic vaccine:

3
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TFAH believes that the Food and Drug Administration (FDA) should immediately begin
work with potential manufacturers of a pandemic flu vaccine to develop in advance the
specific criteria for rapid response approval of a pandemic vaccine, which might save a
month or two in the time it takes from identifying the flu strain and having the capacity to
vaccinate Americans.

We are also concerned about whether the U.S. has sufficient domestic production capacity
for a pandemic flu vaccine. While a projected initial stockpile of 40 million doses is a start,
we would need to be able to vaccinate the entire U.S. population against a pandemic strain.
Only about half of the U.S. annual flu vaccine supply is generated within the US.; in a
pandemic, products manufactured elsewhere may not be available to us. We believe DHHS
should investigate the value of creating a reserve production capacity to assure rapid ramp
up of production, something the Canadian government has contracted for in the event of a
pandemic. This would be especially important in the event the pandemic strain is not avian
flu, which means the current HSNI stockpile would not be effective.

Therefore, we hope the Administration will work with Congress to find sufficient funding in
Fiscal Year (FY) 2006 to increase stockpiles to true preparedness levels and create
incentives for industry to increase U.S.-based Tamiflu and vaccine production.

Vaccines and antivirals are not the only supplies that need to be stockpiled in preparation for
a pandemic. Federal officials should also address the need to stockpile medical supplies that
will be necessary to combat a pandemic. Currently, most health providers order and stock
supplies on a “just-in-time” basis. This means they often have only a few days of reserve
supplies, equipment, and medicines, including many basic protective items, such as masks,
gloves, gowns, and clean hospital linens, many of which are produced in Asia, which may
be the epicenter of a pandemic. That’s why we believe steps must be taken immediately to
stockpile additional supplies, particularly since during an outbreak, many production and
delivery systems for supplies will likely be stalled or even stopped.

Additional Recommendations

“A Killer Flu?” details a series of specific recommendations that would bolster U.S.
readiness to combat an influenza pandemic. In addition to the recommendations related to
operationalizing pandemic plans, government-wide coordination and leadership, vaccine
production and the need to stockpile vaccines, antivirals and medical supplies, TFAH
believes that Congress, the Administration and state health officials should take the
following actions:

* Define Roles and Responsibilities

A clearly-defined organizational structure and chain of command is essential for
rapid and efficient control and response, both in the federal government and at the
state and local levels. Immediate planning should be occurring at the federal level to
minimize disruption of the health care system and the overall economy. States must
define and agree upon leadership roles and responsibilities with respect to who is in
charge of a state’s public health and health care decisions. Plans must also designate
liaisons to work with other jurisdictions and federal officials.
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Outbreak Tracking

Plans should ensure adequate laboratory surveillance of influenza, including the
ability to isolate and subtype influenza viruses year round. Following federal
guidelines outlined by DHHS, states should report all necessary data and information
to federal and other health officials as soon as it becomes available. Congress should
provide additional support for CDC’s global surveillance activities, and the U.S.
should support the WHO’s surveillance program to assure as early a warning as
possible for U.S. preparedness purposes.

Vaccine Research, Development, and Production

The U.S. should continue to support and expand research into new technologies for
influenza vaccine and clinical trials for potential avian flu and other pandemic
vaccines. While the U.S. has issued limited contracts for stockpiling a potential
pandemic vaccine, the federal government should also explore the Canadian
approach of contracting for a reserve production capacity located in the U.S. A
vaccine stockpiling approach is successful if public health authorities have guessed
correctly on what the pandemic strain will be. A reserve production capacity can
assure quick turnaround for production of a vaccine for the actual pandemic strain,

Mass Vaccination and Treatment Systems

The federal government, in coordination with the states, must develop systems for
tracking and distributing antiviral medication and vaccines. A national system is
needed to assure targeted and/or equitable distribution of supply, so we do not have a
repeat of the 2004-2005 flu season distribution problems. State-level systems also
are needed to assure similar availability across a state. One of the best ways to
improve vaccination preparations for a pandemic outbreak may be to enhance annual
flu vaccination coverage for non-traditional high-risk groups (e.g. individuals with
chronic diseases or compromised immune systems) to facilitate access to these
populations.

Public Information Campaigns and Materials

Communicating with the public in 2 clear and efficient manner is essential during a
high-anxiety time. The federal government, in conjunction with the states, should
develop coordinated messages for various audiences (media, public, providers, etc.)
for each stage of a potential pandemic. States must identify and train spokespersons
in multiple languages and educate public health officials, politicians, community
leaders, partners, and the media about what information will and will not be available
during a pandemic. States should ensure clear and consistent messaging by creating
information templates in multiple languages ready for customization and distribution
during a pandenfi¢, '
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e Surge Capacity Capabilities

Plans must account for the-likelihood that hospitals will be quickly overwhelmed
during a pandemic, by developing auxiliary sites such as shelters, schools, nursing
homes, hotels, and daycare centers for surge capacity treatment and for treatment of
the “walking well.” States should be conducting surveys of potential sites and
obtaining agreements.

e Secure a Backup Workforce

States should conduct and maintain an inventory of healthcare professional residents,
including current and retired doctors, nurses, veterinarians, emergency medical staff,
and other potential volunteers. These workers could be an essential expanded
workforce during a pandemic. Pandemic survivors are also a population of potential
workers. States should plan for tracking and soliciting volunteer support from this
population, which is presumably immune to the virus.

* Ensure Availability of Food, Water, and Other Supplies

States must account for high demand for food, water, and other basic supplies, and
plan for distribution to general and hard-to-reach populations. Plans should factor in
potential complications that include: infected food and delivery workers, possible
infected store facilities, and limitations on public interaction both for those infected
and the general population at risk of exposure. Planners must also weigh the issue of
“Just-in-time” manufacturing of food and supplies, since reserves of supplies will not
be available. Additionally, planners must address the limitations of medical
equipment manufacturing, much of which Asia exports to the world.

* Quarantine Measures and Authority to Close Public Places

States must establish clear legal authority and emergency measures to effectively
contain the spread of disease. States must have powers to prohibit public gatherings,
close public facilities and schools, and restrict travel, if necessary.

¢ Measures to Manage Mass Death . .

Planning for worst-case scenarios is a critical component of effective planning.
States must corduct and maintain an inventory of facilities with sufficient
refrigerated storage to serve as temporary morgues in the event of a pandemic.

Such policies and investments will help stabilize the nation’s health and economy in the
event of a pandemic while ensuring that pandemic readiness preparations are
“commensurate with the scale of the threat we face.”

I thank you again for this opportunity to express TFAH’s views on evaluating U.S. readiness
for the next flu pandernic. -
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Chairman ToMm DAvis. Thank you very much.
Dr. Milligan, thank you for being with us.

STATEMENT OF DR. JOHN F. MILLIGAN

Dr. MiLLIGAN. Mr. Chairman, Congressman Waxman, and com-
mittee members, thank you for the invitation to present here today.
I am John Milligan, executive vice president and CFO of Gilead
Sciences. By way of background, I am a Ph.D. biochemist, and I
was a project team leader for the development of Tamiflu by
Gilead.

Gilead is a biopharmaceutical company headquartered in Foster
City, CA, the district of Congressman Tom Lantos. We also have
research facilities in Durham, NC; a manufacturing facility in San
Dimas, CA; and overseas offices throughout Europe and Australia.

Since Gilead was founded nearly 20 years ago, the company has
focused on advancing the care of patients suffering from life-threat-
ening diseases. Over the course of our company’s history, Gilead
has successfully developed, commercialized, and ensured broad ac-
cess to a portfolio of antiviral medicines in HIV and hepatitis.

Today, these important antivirals are improving the quality of
life for patients around the globe. Gilead does not achieve this
alone, but through a strong commitment to collaboration, working
in partnership within our industry, with governments, with
healthcare professionals, and with nongovernmental organizations.

As you know, Gilead is the inventor of Tamiflu, or oseltamivir
phosphate. Tamiflu is the first and only antiviral pill available for
the treatment and prevention of all common strains of influenza A
and B. The compound was shown to be active in animal models
against avian flu, also known as H5N1 strain of the virus. Tamiflu
was discovered by Gilead scientists in 1996, and Gilead conducted
all the initial characterization of the compound and developed the
manufacturing process for the product.

Also in 1996, Gilead entered into an exclusive agreement with F.
Hoffman-La Roche of Basel, Switzerland, providing for the develop-
ment and commercialization of Tamiflu worldwide. According to the
agreement’s terms, Gilead and La Roche collaborated on Tamiflu’s
clinical development, with Gilead successfully managing three out
of the four registrational trials leading to FDA approval. Since the
U.S. product launch in late 1999, however, La Roche has been sole-
ly responsible at its own expense for product commercialization, in-
cluding manufacturing, marketing, and distribution “in substan-
tially all markets of the world.”

While vaccination is the primary weapon in combating influenza,
we believe Tamiflu is a key component in addressing the poten-
tially devastating impact of the disease. The role of Tamiflu must
be better recognized, not just for pandemic planning, but also for
seasonal influenza outbreaks. It bears emphasis that Tamiflu is not
just effective for treatment of influenza, but also effective for influ-
enza prophylactic, meaning it can prevent transmission of the
virus.

Since at least 2001, we believe that our partner Roche has nei-
ther demonstrated acceptable commitment nor dedicated adequate
resources to Tamiflu.
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Chairman Tom Davis. Dr. Milligan, we are really not interested
in the corporate disputes. If we could move on. We are really inter-
ested in your product, and the fact that you and Roche can work
out your problems and make sure that we get this to market.

Dr. MILLIGAN. I agree. At the heart of this, this is a commercial
issue between the two companies, and not an action that we take
lightly. I want to underscore an important point, which is that this
action will not affect current arrangements or planning for the
manufacture and supply of Tamiflu.

Roche is responsible, and will be responsible, for ongoing manu-
facturing, until time such time as the termination of the agreement
becomes effective. The agreement also explicitly provides that in
the event of termination, Roche must continue to supply product
for up to 2 years and must transfer necessary manufacturing tech-
nology to Gilead.

Consequently, Gilead anticipates a coordinated and orderly proc-
ess for the transfer of manufacturing, should termination occur.
During any period of transition thereafter, Gilead will honor the
supply obligations undertaken by Roche.

I would like to be especially clear about Gilead’s commitment to
advancing the care of patients suffering from diseases. In the mid
and late—-1990’s, Gilead conducted extensive research on oral
neuraminidase inhibitors, the class of drug to which Tamiflu be-
longs. We moved Tamiflu into clinical evaluation because, among
the compounds we tested, it had the best potential safety and effi-
cacy profile.

In accordance with our 1996 contract with Roche, Gilead contin-
ued to conduct extensive research into various compounds that
showed activity against influenza A and B. Many structural classes
were identified; however, none of these were thought to have better
properties than Tamiflu, and none are currently being pursued as
viable options for the treatment and prevention of influenza. Any
of these compounds would be included in the 1996 agreement be-
tween Gilead and Roche, and Gilead would not be free to pursue
any of these on its own.

I also want to highlight that Gilead is a leader in the manufac-
turing of antiviral medicines at large scales. Our expertise drawn
from experience with HIV therapeutics is highly relevant to the sit-
uation surrounding the influenza pandemic. Gilead has and is con-
tinuing to manage the manufacturing of our HIV products in
amounts that well exceed 2004 and anticipated 2005 production
volumes for Tamiflu.

Comparable to the unpredictability of flu pandemics, the rapidly
growing global HIV epidemic has required a carefully structured
manufacturing plan for antiretrovirals, in absence of accurate fore-
casts estimating the number of patients to be treated for HIV re-
source-limited countries for years to come. Further, before issuing
the notice of termination, Gilead conducted a thorough internal as-
sessment of our capabilities. We determined that we can meet the
global pandemic and seasonal needs for Tamiflu and make signifi-
cant contributions in advancing manufacturing, supply, and medi-
cal education for this important antiviral medicine.

At Gilead, we believe that important lessons can be learned from
previous annual influenza seasons, particularly with regard to the
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administration of Tamiflu. If the effort is made to study the facts
and data available to us, and to engage with leaders in global pub-
lic health, these lessons can and should be applied to enhance re-
sponses to both seasonal and pandemic flu.

For instance, much attention has been drawn to the fact that in
order to be most effective for combating influenza, Tamiflu must be
taken within 48 hours of exposure to the virus. It is true that this
48-hour window is absolutely critical to ensure better outcomes for
the infected individuals and the existence of this window highlights
the importance of advancing education, securing supply, and break-
ing down the barriers to rapid access to the product. In order to
underscore this crucial point, I have made available to the mem-
bers of the committee a paper published by the Journal of Anti-
microbial Chemotherapy on the benefits of early administration of
Tamiflu.

Our role, should Tamiflu rights be returned to Gilead, will be one
of planning and partnership. We believe there is an urgent need for
increased education about and access to Tamiflu, not only for pan-
demic purposes, but as importantly for seasonal influenza.

Gilead looks forward to establishing partnerships with the distin-
guished committee members and government agency representa-
tives here today, and with governments and public health officials
around the world. We are prepared to enter into constructive dialog
about the important role of Tamiflu in global public health, which
we intend to fully support with appropriate, constructive action.
Thank you.

[The prepared statement of Mr. Milligan follows:]
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Mr. Chairman, Congressman Waxman, Committee Members — thank you for the invitation to be
here today. | am John Milligan, Executive Vice President and Chief Financial Officer of Gilead
Sciences. By way of background, | am a PhD biochemist by training, and | was the project team
leader for the development of Tamiflu® by Gilead.

About Gilead Sciences

Gilead is a biopharmaceutical company headquartered in Foster City, California — the district of
Congressman Tom Lantos. We also have research facilities in Durham, North Carolina, a
manufacturing facility in San Dimas, California, and overseas offices throughout Europe and
Australia.

Since Gilead was founded nearly 20 years ago, the company has focused on advancing the
care of patients suffering from life-threatening diseases. Over the course of our company's
history, Gilead has successfully developed, commercialized and ensured broad access to a
portfolio of antiviral medicines in HIV and hepatitis. Today, these important antivirals are
improving the quality of life for patients around the globe. Gilead does not achieve this alone,
but through a strong commitment to collaboration — working in partnership within our industry,
with governments, with health care professionals and with nongovernmental organizations.

Development of Tamiflu (oseltamivir phosphate) — Gilead’s Role

As you may know, Gilead is the inventor of Tamiflu, or oseltamivir phosphate. Tamiflu is the
first and only antiviral pill available for the treatment and prevention of all common strains of
influenza A and B. The compound has been shown 1o be active in animal models against avian
flu, also known as the H5N1 strain of the virus. Tamiflu was discovered by Gilead scientists in
1996, and Gilead conducted all the initial characterization of the compound and developed the
manufacturing process for the product.

Also in 1996, Gilead entered into an exclusive agreement with F. Hoffmann-La Roche of Basel,
Switzerland, providing for the development and commercialization of Tamiflu worldwide.
According to the agreement’s terms, Gilead and Roche coffaborated on Tamifiw's clinical
development, with Gilead successfully managing three out of the four registrational trials leading
to FDA approval. Since the U.S. product taunch in late 1999, however, Roche has been solely
responsible, at its own expense, for product commercialization, including manufacturing,
marketing and distribution “in substantially alt markets of the world.”

While vaccination is the primary weapon in combating influenza, we believe Tamiflu is a key
component in addressing the potentially devastating impact of the disease. The role of Tamiflu
must be better recognized not just for pandemic planning, but also for seasonal influenza
outbreaks. It bears emphasis that Tamiflu is not just effective as a treatment for influenza
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patients, but is also an effective influenza prophylactic, meaning it can prevent transmission of
the virus. Each year, influenza results in 3 to 5 million cases of severe illness and 250,000 to
500,000 deaths worldwide. In the United States alone, up to 40 million Americans develop the
flu, more than 200,000 people are hospitalized and 36,000 people die as a resuilt of the flu and
its complications during the average flu season.

Gilead’s Partnership with Roche — June 2005 Notice of Termination

Since at least 2001, we believe that our partner, Roche, has neither demonstrated acceptable
commitment, nor dedicated adequate resources to Tamifiu. This has led to a lack of awareness
of the product and its benefits by health care professionals.

On June 23, Gilead delivered to Roche a notice of termination for material breach of our 1996
Agreement. Gilead’s decision to terminate the agreement follows the communication of the
company’s concerns over a period of several years -~ concerns communicated repeatedly,
without results. We beliave our decision to provide notice of termination of the 1996 Agreement
is justified by the following material breaches: (1) Roche has failed to use best efforts to
commercialize Tamifiu by adequately promoting and marketing the product in a sustained
manner in all significant markets; and (2) Roche has failed to use best efforts to commercialize
Tamifiu, evidenced by past problems with the manufacturing process that led to recalls and
shortages in product supply; and (3) Roche has failed to pay all royalties fairly owed to Gilead.

At its heart, this is a commercial issue between two companies. This is not an action we take
lightly. Our actions — and | want to underscore this important point — will not affect current
arrangements or planning for the manufacture and supply of Tamiflu. Roche is responsible and
will be responsible for ongoing manufacturing until such a time as the termination of our
Agreement becomes effective. The Agreement also explicitly provides that, in the event of
termination, Roche must continue to supply product for up to two years and must transfer
necessary manufacturing technology to Gilead. Consequently, Gilead anticipates a coordinated
and orderly process for the transfer of manufacturing, should termination occur. During any
period of transition and thereafter, Gilead will honor the supply obligations undertaken by
Roche.

I'd like to be especially clear about Gilead’s commitment to advancing the care of patients
suffering from life-threatening infectious diseases. In the mid and late 1990s Gilead conducted
extensive research on oral neuraminidase inhibitors — the class of drug to which Tamiflu
belongs. We moved Tamiflu into clinical evaluation because among the compounds we tested,
it had the best potential safety and efficacy profile. In accordance with our 1996 contract with
Roche, Gilead has continued to conduct extensive research into various compounds that have
shown activity against influenza A and B. Many structural classes were identified, however,
none of these were thought to have better properties than Tamifiu and none are currently being
pursued as viable options for the treatment and prevention of influenza. Any of the compounds
would be included in the 1996 agreement between Gilead and Roche, and Gilead would not be
free to pursue these on its own.

Manufacturing Expertise

t want to also highlight that Gilead is a leader in the manufacture of antiviral medicines at large
scales. Our expertise drawn from experience with HIV therapeutics is highly relevant to the
situation surrounding a potential influenza pandemic. Gilead has and is continuing to manage
the manufacturing of our HIV products in amounts that well exceed 2004 and anticipated 2005
production volumes for Tamiflu. Comparabie to the unpredictability of fiu pandemics, the rapidly
growing global HIV epidemic has required a carefully structured manufacturing plan for
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antiretrovirals, in absence of accurate forecasts estimating the number of patients to be treated
for HIV in resource-limited countries in years to come. Further, before issuing the notice of
termination, Gilead conducted a thorough internal assessment of our capabilities. We
determined we can meet the global pandemic and seasonal needs for Tamiflu and make
significant contributions in advancing manufacturing, supply and medical education for this
important antiviral medicine.

Need for Ongoing Education

At Gilead, we believe that important lessons can be learned from previous annual influenza
seasons — particularly with regards to the administration of Tamiflu. If the effort is made to study
the facts and data available to us, and to engage with leaders in global public health, these
lessons can and should be applied to enhance responses to both seasonal and pandemic flu
events,

For instance, much attention has been drawn to the fact that, in order to be most effective for
combating influenza, Tamiflu must be taken within 48 hours of exposure fo the virus. It is true
that this 48-hour window is absolutely critical to ensure better outcomes for the infected
individuals and the existence of this window highlights the importance of advancing education,
securing supply and breaking down barriers to rapid access to the product. In order to
underscore this crucial point, | have made available to the Members of the Committee a paper
published by the Journal of Antimicrobial Chemotherapy {accepted on September 24, 2002) on
the benefits of early administration of Tamiflu.

Gilead’s Commitment to Partnership

Our role, shouid rights to Tamiflu be returned to Gilead, will be one of planning and partnership.
We believe that there is an urgent need for increased education about and access to Tamifiu —
not only for pandemic planning purposes, but as importantly for seasonal influenza.

Gilead looks forward to establishing partnerships with the distinguished committee members
and government agency representatives here today, and with governments and public health
officials around the world. We are prepared to enter into constructive dialogue about the
important role of Tamiflu in global public health, which we intend to fully support with
appropriate, constructive action. Thank you.
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Our ¢ tive was to the benefit of early treatment of influenza illness usmg oral
oseltamlvir This open-label, multicentre inter I study i igated the r
between the interval from iliness onset to first dose (time-to-treatment) and iliness duration in
the intent-to-treat infected population using d failure time (AFT) modelling. A total of
1426 patients (12-70 years) presenting within 48 h of the onset of influenza symptoms were
treated with oseltamivir 75 mg twice a day for 5 days during the 19992000 influenza season; 958
(67%) had laboratory-confirmed influenza virus infection. Earlier intervention was associated
withshorteriliness duration (P <0.0001). Initiation of therapy within the first 12 hafterfever onset
reduced the total median iliness by74.6h (3.1 days, 41%) morethaninterventionat48h.
intermediate inter ions reduced the iliness prop pared with 48 h. In addition,
the earlier administration of ir further reduced the tion of fever, severity of
symptoms and the times to return to baseline activity and health scores. Oseltamivir was well
b d. The most ts were and vomiting, which were transient
and generally occurred only with first dosing. When oseltamivir was taken with food, the toler-
ability was enhanced. The overall discontinuation rate was fow (1.8%). In conclusion, the
IMPACT study demonstrated that earlier initiation of oral oseltamivir therapy increased its

therapeutic effects, Whlch were seen at every time pom! of intervention and were progressive,

Thus, early pr and tr

benefits of oseltamivir thera py

t of pati with | ( d the
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Introduction

Annual influenza outbreaks lasting for 6-8 weeks result in

ir, treatment

society. Oseltamivir is the oral prodrug of oseltamivir car-
boxylate, a potent mhxbxtor of influenza A and B viral
neuramini Oseltamiviris well tolerated and effective for

illness in an average of 10% of the population.! Infl
disrupts the normal activities of individuals and, because of
the large number of people incapacitated by the illness, results
in a considerable burden to society.> Increases of up to five-
fold in consultations for influenza-like illness in general
practice intensifies pressure on primary healthcare services.4
There is a need for effective and well-tolerated treatments
that can reduce the impact of influenza on the individual and

the of acute influenza in previously healthy
adults.>¢ In influenza-infected patients treated within 36 h of
symptom onset, oseltamivir reduced the duration of clinical
illness by 30% (P < 0.001), when compared with symptom-
atic treatment alone.’

‘The pathogenesis of influenza illness suggests that inhibit-
ing viral replication as early as possible after infection will
reduce the duration and intensity of symptoms. In the study of

*Corresponding author, Tel: +1-204-789-3625; Fax: +1-204-789-3926; E-mail: nelsonak@ms.umanitoba.ca
‘tMembers of the IMPACT Study Group are listed in the Acknowledgements.
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Nicholson et al.,® patients starting oseltamivir within 24 h of
symptom onset had a 37% reduction in illness duration
compared with placebo. Studies with the inhaled influenza
neuraminidase inhibitor zanamivir have also suggested the
additional benefit of earlier treatment.”® These findings are
consistent with increased treatment benefits that result from
early antiviral treatment of other viral diseases. %!

The IMPACT (IMmediate Possibility to ACcess oseltami-
vir Treatment) study investigated the relationship between the
time to intervention and duration of iliness as a primary end-
point, plus other parameters of iliness, by treating with oral
oseltamivir as early as possible after the onset of influenza
symptoms.

Materials and methods

This was a prospective, open-label, exploratory, multicentre
international study conducted during the influenza season
1999-2000. During local influenza outbreaks, subjects aged
213-70 years presenting within 48 h of the sudden onset of
fever (237.8°C, 2100°F) with at least two of the following
symptoms: cough, sore throat, coryza, myalgia, headache,
fatigue and chills/sweats were enrolled and received oral
oseltamivir 75 mg twice a day for 5 days. Volunteers were
advised to take the study medication with a meal or snack, and
ingestion of the first dose was observed directly and the time
recorded. Those with uncontrolled chronic medical disorders
were excluded as were women who were pregnant, lactating
or not using a reliable method of contraception. Individuals
who had HIV infection, a transplant or a clinically relevant
history of abuse of alcohol or other drugs were excluded. Sub-
jects who had experienced an acute upper respiratory tract
infection (URTY), otitis media, bronchitis or sinusitis or who
had been treated with an antiviral drug, systemic steroids or
immunosuppressants within 2 weeks of the study start were
also excluded. Influenza infection was confirmed by virus
recovery from nose or throat swabs taken pre-dose and on
day 3 (in selected centres only), and/or a 2four-fold rise in
serum antibody titres to influenza virus. Nose and throat
swabs were transported to country-specific virology laborat-
ories either in chilled viral transport medium within 72 horin
ambient conditions within 24 h of collection from the patient.
The swabs were eluted and inoculated onto Madin-Darby
canine kidney (MDCK) cell monolayers and incubated for
up to 7 days. Cell-associated influenza A or B viruses were
identified using i fluc antibody techniques or

7195 (HIND), A/Sydney/5/97 (H3N2), B/Y amanashi/66/98;
the antigens used for CFTs were influenza A and B nucleo-
capsid.

Temperature and symptom scores were recorded twice
daily and a health scale questionnaire was answered daily for
21 days after the start of the study.

The primary endpoint was duration of illness as a function
of time to the first treatment dose, calculated from the time of
onset of fever (defined as the earliest time that the patient
either measured an elevated temperature or felt fevedsh) in
the laboratory-confirmed, influenza virus-infected population.
The duration of illness was defined as the time from symptom
onset to alleviation of all symptoms, Duration of illness was
measured from the onset of fever or when the patient felt
feverish until all symptoms were scored as mild or absent and
remained so for at least 24 h. Other endpoints included the
severity of the influenza illngss by measurement of area under
the curve of total symptom scores, the times to resolution of
fever (assessed as the time to return to an afebrile state, i.e. a
temperature of £37.2°C), and return to baseline health and
activity scores. Adverse events were recorded up to study
day 21 (24) and graded on a four-point scale (mild, moderate,
severe, life threatening).

The study was conducted in accordance with the principles
of the Declaration of Helsinki (amended) or with the laws
and regulations of the country in which the research was
conducted, whichever afforded the greater protection to the
individual. The protocols were approved by local or regional
ethics prior to impl ion and all partici-
pants gave written informed consent before enrolment.

Analysis of data

To determine the added value of early intervention, the rela-
tionship between time to treatment and illness duration from
fever onset was analysed. The results were compared descript-
ively by time-to-treatment groups and also by accelerated
failure time (AFT) modelling on the actual data collected.!!
The LIFEREG procedure in SAS (version 6.12) was used to
perform the AFT analysis, in a Unix environment. Estimates
were produced on the natural log scale, but were back-
transformed for presentation in all summary tables. The error
structure was modelled using the log-normal distribution, and
for all best fit models, normal probability plots of the residuals
were produced and examined for indications of lack-of-fit.
The median times of illness duration from illness onset are

the haemadsorption test.
Baseline and day 21 sera were assayed together by meas-
ment of the h glutinati on (HAT) antibody
or complement fixation test (CFT) antibody. The following
antigens were used for the majority of HAI assays: A/Bayern/

RN

also d for time-to-treat groups together with
95% confidence intervals.

Kaplan-Meier curves of the duration of illness data were
constructed for each time-to-treatment group in order to
estimate the median duration of illness and associated 95%
confidence interval along with other summary statistics.
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Table 1. Summary of the demographics of the safety
population

Oseltamivir 75 mg twice
aday (n=1426)

Female, n (%) 716 (50%)
Median age (range; years) 40.0(12--70)
Influenza virus infected, n (%) 958 (67%)
type A 944 (66%)
typeB 6(0%)
typeAandB 8(1%)
unknown 26(2%)
Influenza vaccinated, n{%) 121(8%)

Results

A total of 1428 patients entered the study. Of these, 1426 re-
ceived study treatment and comprise the intent-to-treat (ITT)
safety population (Table 1). Two 12-year-old patients, who
deviated from the age inclusion criteria, were included in the
ITT population. The intent-to-treat infected (YTTI) popula-
tion consisted of the 958 (67%) subjects with laboratory-
confirmed influenza, 955 of whom received study medication
and provided data permitting calculation of the clinical
endpoints. There were no major differences in infection rates
between the time windows. Of the ITTI population, 140

Table 2. Duration of illness observed in the intent-to-treat infected population (n = 955) per time-t

treated with oseltamivir 75 mg twice daily for 5 days

antiviral

(15%) subjects entered the study within 6 h of symptom onset,
240(25%) within the first 12 h and 573 (60%) within 24 h.

There was a correlation between the time of intervention
after symptom onset and the iliness duration, such that the
duration of illness was shorter the earlier treatment began
(Table 2). AFT modelling of the data confirmed that earlier
intervention was strongly associated with shorter illness
duration (P < 0.0001) (Table 3 and Figure 1). Intervention
within the first 12 h after fever onset reduced the median ill-
ness duration by 3.1 days more than if intervention was
delayed until 48 h (Figure 2). For every 6 h earlier that
oseltamivir was initiated, the predicted median illness dura-
tion was shortened by an acceleration factor of 1.09 (8%).
This corresponded to a benefit of ~10 h (range 8-15) shorter
duration of illness forevery 6 h earlier that treatment was initi-
ated. The outcomes based on the absolute time-to-treatment
group data and those produced by the use of AFT modelling
results were highly comparable.

As well as the additional benefit of early administration
on illness duration, benefits were also seen in other efficacy
endpoints. Earlier intervention was strongly associated with
a shorter time to return to normal health (P = 0.0001) and
baseline activity (P = (.0001) (Figure 4). Earlier intervention
also reduced the fever duration (P = 0.0115) (Figure 4) and
severity of illness (P = 0.0023) (Figure 3). The acceleration
factors for these parameters were 1.05, 1.07, 1.12 and 1.03,
respectively. Approximately 90% of all influenza-infected

group in pati

Duration of illness (h) between onset of symptoms and treatment start

0-6¢(n=140)

>6-12(n=100)

>12-24(n=332) >24-36(n=258) >36-48(n=123)

Median duration (h)*(95%Cl) 81.8(70.7-105.5) 110.2(93.0-123.5) 111.1(98.5-122) 127.8(111.8-151.5) 180.0(146.7-202.8)

“The time from the start of the illness to alleviation of all symptoms.

Table 3. Duration of illness predicted by the AFT model¢ in pati

treated with ¢

ivir 75 mg twice daily for 5 days

Time (h) from start of illness to treatment

4] 12 24 36 48
Predicted median illness duration (h) ~ 90.7 98.9 108 128.7 153.3 182.6
Reduction inillness duration (hY? 919 83.6 74.6 539 293 NA
(95%ChH (784~107.7) (722-96.8) (65.0-85.6) (47.2-61.5)  (25.3-33.9)
Acceleration factor® 2.01 1.85 1.69 142 119 NA

“Model contains sex, age, baseline total symptom score, vaccination status time-to-treatment, baseline total symptom score time-to-treatment interactions.

*Compared with initiation of therapy at 48 h after start of ilincss.
NA, not applicable; C1, confidence interval.
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Figure 3. The reduction in total symptom score AUC with earlier treat-
ment with oseltamivir 75 mg twice a day in comparison with delayed
treatment at 48 h. The data are median and 95% CI.

patients treated with oseltamivir had a reduction of fever,
<37.8°C, within 36 h of taking their first dose.

The duration of illness was seemingly shorter when inter-
vention occurred earlier in patients who were not infected
with influenza and treated with oseltamivir, but this was not
statistically significant (P = 0.3783) (Table 4). Thus, no thera-
peutic benefit was demonstrable as a result of oseltamivir
treatment in non-influenza virus-infected patients.

Figure 4. The median reduction in days of impaired activity and health
and duration of fever with earlier treatment with oseltamivir 75 mg twice
a day in comparison with delayed treatment at 48 h (intent-to-treat
infected population).

Oseltamivir was well tolerated. The incidence of adverse
event-related drug withdrawal was low, 25/1426 (1.8%), and
was similar to the number of patients who withdrew for
non-safety reasons (n = 21/1426, 1%). Most adverse events
were mild or moderate in severity. The most common adverse
events were gastrointestinal, mainly nausea (194/1426, 13.6%)
and vomniting (160/1426, 11.2%), which resolved with con-
tinued dosing; only 12 subjects (<1%) withdrew as a conse-
quence of these effects. The majority of these events occurred
between the first and second dose (~70%). The incidence
of nausea was further reduced when the first dose was taken
with food (8.6%) compared with no food (13.6%, P =0.009).
The overall incidence of vomiting was higher in patients with
influenza infection (9.9%) than in those without (6%,
P=0.012).

Discussion

The IMPACT study, designed to investigate the relationship
of time-to-treatment with the illness duration and other
efficacy parameters, has confirmed that greater and incre-
mental benefits can be gained from treating influenza as soon
as possible after the appearance of symptoms. The study
design was predicated on knowledge that influenza iliness
is associated with virus replication in the respiratory tract
that peaks 24-72 h after illness onset.”? Thus, drugs like
oseltamivir that would ameliorate illness solely by inhibiting
virus replication must be admini d in the first 48-72h of
illness, and preferably as early as possible. Early intervention
was shown to be strongly associated with a shorter duration
and a reduced severity of illness, a faster resolution of fever
and a faster return to normal health and activity. For the
primary endpoint, the data demonstrated that the total dura-
tion of illness could be halved if influenza patients were
treated early compared with intervention at 48 h. These data
complement the resuits from an earlier study with oseltamivir
in which subjects who started active treatment within 24 h of
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Table 4. Duration of illness observed in the population without laboratory-confirmed influenza (n = 461) treated with
oseltamivir 75 mg twice daily for 5 days per time-to-treatment group

Duration of illness (h) between onset of symptoms and treatment start

0-6(n=99) >6-12(n=70) >12-24(n=167) >24-36(n=93) >36-48(n=32)
Median duration (h) 83.0 714 1121 1245 196.0
(95%CD (75.5-107.0) (64.8~105.3) (97.0-133.9) (115.5-152.0) (133.8-250.8)

CI, confidence interval.

symptom onset had a 37% reduction in illness duration
compared with 25% in those who initiated therapy within 36 h
after onset of illness.

frequently prescribed drugs (45%), followed by antipyretics/
analgesics (22.5%).> Antibiotics are likely to be prescribed to
patients with influenza in all age groups.'%! Inappropriate

This is the first report to describe the h ical
relationship between illness duration and time to effective
antiviral intervention. The results based on the observed
time-to-treatment group data and those produced by AFT
modelling were highly comparable. The time-to-treatment
group data consisted of results for all subjects recruited within
specified mean 6 or 12 h windows, whereas AFT modelling
permitted us to predict the effect of intervention at any time as
well as the results of extrapolation to the limits of time stud-
ied. The observed effects and the values predicted by AFT
modelling were somewhat different even though they were
both derived from analysis of the study database.

The absence of a concurrent control group treated with
placebo in this study might raise the question of whether
the beneficial effects of early initiation of oseltamivir plus
symptomatic therapy in persons with influenza illness were
due to early initiation of symptomatic therapy alone. This is
unlikely given the previous observation in persons with
laboratory-confirmed influenza who were treated with the
same symptomatic therapy plus placebo,® in whom no differ-
ence was observed in the median duration of illness between
those persons treated at <36 h and those in whom therapy was
initiated within 24 h of illness onset.

The study confirmed that physicians can accurately dia-
gnose influenza in patients reporting soon after fever onset by
use of a clinical case definition and knowledge that influenza
virus is lating within the cc ity. There were no
major differences in the sensitivity of the clinical diagnosis
between the treatment time windows, and the 67% infection
rate was similar to that found in previous placebo-controlled
treatment studies with oseltamivir.*¢ The study also con-
firmed that influenza presents with characteristic sudden
identifiable and severe symptom onset,”® only 2/958 patients
having presented with mild symptoms in this study. Educa-
tion of potential volunteers about symptoms of influenza
illness made possible self-referral for diagnosis and the
implementation of antiviral therapy.

The proportion of individuals with influenza who receive
some form of drug treatment is 59%. Antibiotics are the most

antibiotic provides no medical benefit and increases
the risk of antibacterial resistance.' The results of this study
confirm that oseltamivir therapy would be more logical than
antibiotics for patients with uncomplicated influenza.

Translating the results of this study into clinical practice
will be challenging, but, it is argued, clinically important.
Strategies to do so must provide early diagnosis and access to
oseltamivir therapy without markedly increasing the work-
load for practitioners in the influenza season, This study has
d ated that early p ion is possible by public
education of influenza symptom characteristics, as approxi-
mately two-thirds of those who were infected presented to
their general practitioners within 24 h of symptom onset, and
a quarter within 12 h. One solution may lie in application of
the UK Department of Health guidelines to implement the
NICE recc dations for another neuraminidase inhibitor
drug. zanamivir.'® Telephone triage and walk-in centres for
specific patient groups organized by practice nurses or other
health professionals, e.g. community pharmacists, working to
a protocol of standard diagnostic questions will help address
the issues of overburdened GPs and facilitate timely initiation
of treatment.

The overall incidence and pattern of adverse events were
similar to those reported in previous studies.56 Nausea was
significantly reduced by taking the first dose of oseltamivir
with food, that the mech of action may be at
the local gastric level. The proportion of patients who discon-
tinued drug because of gastrointestinal events was small and
similar to previous studies, due to the fact that the majority of
these events were of isolated occurrence after the first dose
and did not persist with continued dosing.

Conclusion

The IMPACT study adds to our understanding of the benefits
of oral oseltamivir therapy of influenza, by demonstrating
that earlier intervention enhances treatment effects. Early
intervention can reduce the total illness duration by up to one
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half compared with later in faster recov-
ery and resumption of normal activities, The IMPACT study
demonstrated the value of early presentation, and diagnosis
of patients with influenza illness and their treatment with
oseltamivir,
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Chairman ToMm DAvis. Thank you. Thank you very much.
Mr. Abercrombie.

STATEMENT OF GEORGE B. ABERCROMBIE

Mr. ABERCROMBIE. Good morning. Good morning, Mr. Chairman
and members of the committee. I am George Abercrombie, presi-
dent and chief executive officer of Hoffman-La Roche, a research-
based pharmaceutical company. I am accompanied today by Dr.
Dominick Iacuzio, our medical director for Tamiflu. I want to thank
you for the opportunity to discuss the role of Roche and the
antiviral drug Tamiflu in pandemic influenza preparedness and re-
sponse, and I request that my full written testimony be submitted
for the record.

Chairman Tom DAvis. Without objection, everybody’s full written
testimony is in the record.

Mr. ABERCROMBIE. Since Roche licensed Tamiflu nearly 10 years
ago, we have acted in a responsible manner, consistent with the
public health role of this wonderful product and our commercial ob-
ligations. Roche remains committed to ensuring the availability of
Tamiflu to patients and governments around the world, and we are
opltinaistic that this unfortunate matter with Gilead will be re-
solved.

Let me now turn to the central office of this hearing, and that
pandemic influenza, which is one of our greatest public health
threats.

According to the Department of Homeland Security, the potential
consequences of even a limited influenza pandemic could result in
economic disruption, hospitalizations and deaths far in excess of
most terror attacks. It is widely recognized that Tamiflu is critical
and a critical tool in pandemic influenza preparedness. The Infec-
tious Diseases Society of America has recommended that the U.S.
stockpiles enough antivirals to treat up to 50 percent of the popu-
lation.

Based on Roche’s commitment to the product, Tamiflu is the
leading prescription antiviral medication for the treatment of influ-
enza type A and B in patients 1 year and older, and prevention of
influenza type A and B in patients 13 and older. Data to support
prophylactic use in children 1 year of age and older were recently
submitted to FDA for review.

The efficacy of Tamiflu against avian influenza has been dem-
onstrated by leading researchers and animal studies and in vitro
data, and is supported by practical experience during a 2003 avian
influenza outbreak in the Netherlands. In contrast to an antiviral
drug requiring inhalation, orally ingested Tamiflu has been shown
to be systemically active in humans. This is important because evi-
dence derived from infected humans and animals suggests signifi-
cant systemic involvement of the H5N1 avian virus.

Although the potential for resistance must be monitored care-
fully, no transmission of a Tamiflu-resistant virus in humans has
been detected to date. Accordingly, the World Health Organization
has recommended the use of Tamiflu to help control the avian flu
outbreaks in Asia.

Roche continues to work closely with public health officials, phy-
sicians, and other healthcare professionals around the world in a
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manner that is responsible and complimentary to seasonal flu vac-
cination programs. We have recommended against, and do not ad-
vocate for, indiscriminate uses which could lead to resistance, such
as Zhe prophylactic veterinary use of amantadine, recently reported
in Asia.

Given inherent complexities in Tamiflu production, surge capac-
ity to meet immediate, large-scale demand upon the outbreak of a
pandemic, simply does not and cannot exist. The manufacturing
process for Tamiflu takes 8 to 12 months from raw materials to fin-
ished product. The process involves many inputs and steps, includ-
ing a unique starting material and a potentially explosive produc-
tion step that can be carried out only in specialized and very costly
facilities. Despite these limitations, since 2003, we are increasing
total Tamiflu production capacity nearly eight-fold.

At the request of the U.S. Government, Roche has developed a
new U.S.-based supply chain that will be launched in the third
quarter of this year. Further, we have developed special U.S. pack-
aging for stockpiled Tamiflu to extend the shelf life and ease dis-
tribution and administration. In addition, Roche has also discov-
ered and developed a synthetic process for manufacturing the
chemical used in the initial production step. This will ultimately re-
duce reliance on natural sources.

Roche has received and is filling on schedule pandemic stockpile
orders for Tamiflu from 25 countries, and we have received letters
of intent from five additional governments. Countries such as the
United Kingdom, France, Finland, Norway, Switzerland, and New
Zealand are ordering enough Tamiflu to cover between 20 and 40
percent of their populations. And just this morning the country of
Portugal announced an order for 25 percent of their population.

Although discussions are underway with the U.S. Government to
purchase significantly greater amounts of Tamiflu, achieving do-
mestic stockpile levels comparable to other nations will require
firm, sustained commitments from the U.S. Government.

If T can leave you with three messages, they are the following:
first, there is a consensus by global health authorities that Tamiflu
is an important tool in pandemic influenza preparedness and re-
sponse; second, other nations are currently well ahead of the
United States in Tamiflu stockpiling. We urge the United States to
make expanded commitments now and over time to ensure an ade-
quate Tamiflu stockpile.

Finally, I want you to know, Mr. Chairman and this committee,
that the availability of Tamiflu as a part of a robust pandemic re-
sponse remains my top priority as chief executive officer of Hoff-
man-La Roche.

On behalf of Roche, thank you for highlighting this critical public
health issue. And Dr. Iacuzio and I will be pleased to answer any
questions you may have.

[The prepared statement of Mr. Abercrombie follows:]
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STATEMENT OF GEORGE B. ABERCROMBIE

PRESIDENT AND CHIEF EXECUTIVE OFFICER, HOFFMANN-LA ROCHE INC
BEFORE THE
COMMITTEE ON GOVERNMENT REFORM
UNITED STATES HOUSE OF REPRESENTATIVES
THE NEXT FLU PANDEMIC: EVALUATING U.S. READINESS

JUNE 30, 2005

Mr. Chairman and Members of the Committee, I am George Abercrombie, President and
Chief Executive Officer at Hoffmann-La Roche Inc. (“Roche”), a research-based pharmaceutical
company. I am grateful for this opportunity to discuss with you the roles of Roche and antiviral
drugs in pandemic influenza preparedness and response, and I commend the Committee for its
efforts to protect the American people against this very real public health threat.
THE PANDEMIC INFLUENZA THREAT

Every year, seasonal influenza causes an average of 36,000 deaths and 200,000
hospitalizations.' In addition to the annual influenza seasons, three influenza pandemics took place
during the 20" century. In 1918, approximately 500,000 people i the United States died from the
so-called “Spanish Flu,” and up to 50 million may have died worldwide. The 1957-58 “Asian flu”
killed 70,000 Americans, and the 1968-69 “Hong Kong flu” caused over 34,000 deaths in this
country.?

An influenza pandemic occurs when an existing influenza strain mutates. The emergence of

such a new viral strain, the lack of previous exposute and immunity to the virus, and the lack of a

! William W. Thompson et al., Infh Associated Hospitalizations in the United States, 292 JAMA 1333 (2004).

2 Centers for Discase Control and Prevention, Fact Skeet: Infornation About Infh Pandensics (March 8, 2005).
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vaccine that can protect against the new strain can ignite a global influenza epidemic, Ze, a
pandermic.

It now appears that the factors associated with a pandemic are moving into place. First, we
have a highly pathogenic strain of avian influenza circulating widely in Asia. Second, this avian
strain appears to be increasingly capable of causing deadly disease in humans and animals. In fact,
the avian virus has been fatal in approximately 50 percent of people infected by it.” While efficient
human-to-human transmission of the virus — the critical barrier to an influenza pandemic — has yet
to occut, it is possible — if not probable — that persons harboring both human and avian influenza
viruses could become “mixing vessels” from which a new virus emetges that is easily transmitted
among humans. Indeed, a recent World Health Organization (WHO) assessment noted that new
epidemiological findings in Asia indicate that the virus may be becoming more capable of human-to-
human transmission.*

Make no mistake: should an influenza pandemic occur, the threat to the U.S. public would
be great. In its draft Pandemic Influensa Preparedness and Response Plan (Plan), the U.S. Department of
Health and Human Services (HHS) recognizes an influenza pandemic as having “a greater potential
to cause rapid increases in death and illness than virtually any other natural health threat.”® Health
experts estimate that if the virus is passed efficiently between humans, avian flu could result in 2

pandemic causing over 50 million deaths worldwide.* Studies cited recently by the Centers for

* World Health Organization, Cumulative Number of Confirmed Human Cases of Avian Influenza Af (HSIN1) Reported 1o WHO
(June 17, 2005}, availablk at

hittp:/ /werwawho.dnt/csz/ disease/avian_influenza/ country/cases_table_2005_06_17/en/ printhtml.
*# World Health Organization, Inter-country Consuitation, Influensa A/ HSNT in Humans in Asia (May 6-7, 2005).

® Department of Health and Human Services, Draft Pandemic Inflenza Response and Preparcdness Plan, Excecntive Summary 3,
(Aug. 2004), availabl at http:/ /www.hhs.gov/nvpo/pandemicplan.

 World Health Organization, Estimating the Impact of the Next Influenza Pandemic: Enbancing P dness (Dec. 8, 2004),
availabl at http:/ /www.who.int/ cst/ disease/influenza/ preparedness2004_12_08/en/index html.
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Disease Control and Prevention (CDC) estimate that, without vaccines or drugs, 2 “medium level”
pandemic would kill between 89,000 and 207,000 Americans, and sicken another 20 to 47 million ~
causing up to 42 million outpatient visits and 734,000 hospitalizations.7 In fact, according to the
Department of Homeland Secutity, the potential consequences of even a limited influenza pandemic
could result in deaths, hospitalizations and economic disruption far in excess of most terror attack
scenarios.” In addition to the human toll, the economic cost of such 2 pandemic has been estimated
at $71 to $167 billion.” Without a doubt, planning for such a global health crisis must be a major
public health priority.

Both the HHS draft Plan and the WHO Global Influenza Preparedness Plan emphasize that
adequately addressing the threat of a pandemic influenza outbreak will require availability of both an
influenza vaccine and antiviral dmgs.m If available, vaccines, which typically are administered before
an outbreak of influenza, can provide an effective defense against developing seasonal or pandemic
influenza, as well as in slowing transmission among humans.

In our seasonal marketing of Tamiflu®, we have carefully calibrated our messages and
activities so they are complementary to, and do not undermine, efforts to promote broad seasonal
vaccination for influenza. However, vaccines have important limitations, particularly in the
pandemic influenza context. First, accurately predicting the specific vital strain ot strains that

ultimately may cause an influenza pandemic cannot be assured. Consequently, effective vaccines

7 Centers for Disease Control and Prevention, Influenza Pandemic Fact Sheet (Mar. 8, 2005), available at
http:/ /www.cde.gov/flu/avian/gen-info/pandemics.htm.

8 15 Nightrmares for Disaster Planning, N.Y. Times (March 16, 2005).
® CDC, Influenza Pandemic Fact Sheet.

3 Department of Health and Homan Services, Draft Pandemic Influenza Response and Proparedness Plan, Core Document 23
(Aug, 2004), arailable at htrp:/ /wrww.hhs.gov/nvpo/pandemmeplan/finalpandemiccore pdf, World Health Organization,

WHO Global Influenza Preparedness Plan 13 (2005), avarlalde at http / /woww who int/gse/resources/publications
/influenza/WHO_CDS_CSR_GIP_2005_5.pdf.
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may not be available at the time a pandemic outbreak is first detected. Second, the propensity of
viruses to mutate can lead to the rapid generation of new strains. Thus, there is a possibility that a
vaccine effective against the viral strain accountable for the outbreak may be impotent against the
virus’ mutated progeny. This is one reason why unique vaccines to guard against seasonal influenza
must be produced, licensed, and distributed each year, and thus, cannot be stockpiled for use against
multiple outbreaks. Finally, given the pace of an outbreak of pandemic influenza, initial reliance on
vaceines may not be feasible. For example, the WHO estimates it will take six to nine months to
develop a vaccine effective against the circulating pandemic virus strain.! Of course, producing and
distributing the vaccine on a large scale also will take considerable time, and a vaccine, once
administeréd, may take several weeks to trigger immunity, or require multiple administrations.

For all of these reasons, HHS and WHO have recommended that efforts to prepare for an
influenza pandemic not rely on vaccines alone. As stated in a recent WHO repott, “pending the
availability of vaccines, antiviral agents will be the principal medical intervention for reducing
morbidity and mortality, which becomes the most important priority once a pandemic is
underway.””® Notably, certain antiviral drugs can be used either to treat the flu or as a prophylactic
to prevent those at tisk from becoming infected. Recently published models suggest that an
influenza pandemic could be contained if 80 percent of those exposed to the virus used targeted

antiviral drugs prophylactically.”

1 World Health Organization (WHO) Global Influenza Preparedness Plan: The Role of WHO and Recommendations
for National Measures Before and During Pandemics (Apr. 2005), anailable at hitp:/ /www.who it
cst/resources/publications/influenza/WHO_CDS_CSR_EDC_99_1/en/print html.

2 World Health Organization, Avian Influenza: Assessing the Pandemic Threat (Jan. 2005), avaslable at
http:/ /www.who.int/cst/disease/influenza/H5N1 -9reduit.pdf.

'3 N.M. Ferguson et al,, A Population-Dynamic Mode! for Evaluating the Potential Spread of Drug-Resistant Influenza Virus
Infections During Community-Based Use of Antivirals, 51 Journal of Antimicrobial Chemotherapy 977 (2003); I.M. Longini et
al., G 1 Pandenic Infl with Antiviral Agenss, 159 Am. J. Epidemiology 623 (2004).
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Finally, antivirals have four additional characteristics that warrant their inclusion in any
influenza pandemic plan: (1) antivirals have a long shelflife ~ five years in the case of Tamiflu®
capsules — permitting them to be stockpiled and immediately available when an outbreak occurs; (2)
antiviral drugs begin to work immediately after they are administered; (3) certain antivirals wotk
against multiple types of influenza; and (4) utlization of antivirals does not interfere with
immunologic response, meaning that patients can still develop immunity to the virus while taking
Tamiflu® to protect them.

THE ROLE OF TAMIFLU® IN AN INFLUENZA PANDEMIC

Roche’s Tamiflu® (oseltamivir phosphate) is the leading prescription oral antiviral drag for
influenza. Roche licensed the product from Gilead Sciences, and accelerated development of the
product through Phase II and III studies, as well as the Food and Drug Administration (FDA)
approval process. Recently, Gilead Sciences sent to Roche a>no\ice seeking to revoke the license for
Tamiflu®. We at Roche are deeply disappointed by Gilead’s actions, and strongly disagree with
their public statements regarding Roche’s Tamiflu®-related efforts. However, we are also optimistic
that the dispute will be resolved, and committed to ensuring this matter does not disrupt or delay the
production and subsequent availability of Tamiflu®, or impinge upon supply commitments made to
governments around the wotld.

Tamiflu® was first approved by the FDA in 1999 for the treatment of adults with type A
and B influenza. Specifically, Tamiflu®, a neuraminidase inhibitor, works by attacking the influenza
virus and its ability to replicate, rather than simply addressing influenza symptoms. Currently,
Tamiflu® is indicated for treatment of patients one year and older, and, if taken within forty-eight
hours of the onset of symptoms, can help patients feel better faster. As a prophylactic, an indication
approved in 2000, Tamiflu® is labeled for use by adults and adolescents 13 years of age and older,

although data on children one year of age and oldet have recently been submitted to FDA for
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review. Tamiflu® has a low likelihood of clinically significant drug interactions and is generally well-
tolerated, with nausea and vomiting being the most frequently reported adverse events. Tamiflu® is
available in both capsule and oral suspension form.

In congtessional testimony delivered last month, CDC Director Dr. Julie Gerberding
reaffirmed that Tamiflu® “is the only antiviral at this time shown to be effective against the H5N1

: ; . : i ol
avian influenza virus in Asia.”

The efficacy of Tamiflu® against avian influenza has been
demonstrated in animal studies by leading researchers, i vi#m data, and practical experience during
an avian influenza outbreak in the Nethetlands.”” Further, evidence derived from infected humans
and animals suggests significant systemic involvement of the H5N1 avian virus. Importantly, in
contrast to an antiviral drug requiring inhalation, orally ingested Tamiflu® has been shown to be
systemically active in humans. Accordingly, the WHO has recommended use of Tamiflu® in those
potentially exposed to avian flu in Asia.*¢

Recent news reports have highlighted the resistance to the antiviral drug amantadine due to
veterinary use of the drug in China. To the best of our knowledge, no comparable vetetinary use
has occurred with respect to Tamiflu®, and we certainly do not advocate such use. While a

possibility exists for an influenza virus to emerge with decreased sensitivity to any antiviral drug, the

Tamiflu®-resistant viruses isolated in humans to date do not appear to be effectively transmissible."”

1 The Threat of and Planning for Pandensic Flu: Hearing Before the Subconm. on Health of the Flouse Comm. on Energy & Commercs
109th Cong. (May. 26, 2005) (Statement of Dr. Julie Gerberding).

LA, Leneva et al., The Newraminidase Inbibitor G54104 (O, ivir Phosphats) is Efficacions Against Af Hong Kong/ 156/ 97
(H5N1) and A/ Hong Kong/ 1074/ 99 (HIN2) Influenza Viruses, 48 Antiviral Res 101 (2000).

14 World Health Organization, WHO Interin Guidelines for Health Monitoring of Persons Involved in Culling of Animals Potentially
Infected with Fighly Pathogenic Avian Influenza Viruses (Maz. 22, 2004), available at http:/ /www.wpro.who.int/
avian_flu/docs/Health_monitor_person.asp.

¥7 Data collected from patients treated with Tamiflu®, at its approved dose and for the approved treatment duration,
demonstrate an overall incidence of resistant viras of only 0.4 percent in adults and four percent in children aged one to
12. All of the resistant virus strains were found unlikely to spread within a community, even under conditions of
widespread Tamiflu® use for both treatment and prevention of influenza. N. Roberts, Treatment of Influenza with
Neuraminidase Inhibitors: Virologal Implications, 356 Philosophical Transactions of the Royal Society 1895 (2001).
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Population sampling also indicates that resistance to Tamiflu® is very infrequent. To ensure
Tamiflu® remains effective against the influenza virus, Roche does not recommend strategies which
may utilize lowet doses or shotter duration of therapy compared with the recommended dose.

For the prevention of influenza in those 13 years or older, Tamiflu® can be administered
once a day for at least 7 days following close contact with an infected individual who demonstrates
characteristic symptoms of influenza. Tamiflu® can also be taken for up to 6 ;vecks for seasonal
prophylaxis if influenza is citculating in the community. However, the approved dose for the
treatment of influenza — 75mg twice daily for five days — is expected to represent the minitum
required for the management of an influenza pandemic.

If integrated into a strong pandemic preparedness and response plan, Tamiflu® could be
critical both as a stopgap intervention pending the availability of a vaccine, and to treat or prevent
further infections once a vaccine is available. During‘a pandemic, there will be heightened
awareness of influenza and — with a functioning infrastructure and appropriate prepositioning —

rapid treatment can be achieved.

ALTHOUGH ROCHE IS TAKING STEPS TO INCREASE TAMIFLU®
PRODUCTION, THE U.S. GOVERNMENT MUST MAKE CONTRACTUAL
STOCKPILE COMMITMENTS TO ENSURE A ROBUST U.S. ANTIVIRAL DRUG
SUPPLY

As noted, both HHS and the WHO include stockpiling of antiviral drugs as a central
component of their developing plans for influenza pandemic preparedness. The Infectious Diseases
Society of America (IDSA) and the WHO have recently acknowledged that Tamiflu®, in particular,
is uniquely suited to pandemic stockpiling, for several reasons: (1) its efficacy against influenza types

A and B; (2) the absence of a known Tamiflu®-resistant virus transmissible in humans; (3) the

product’s five-year shelf life; and (4) its capsule formulation.
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It is imperative that Tamiflu® be stockpiled in advance of the outbreak of a pandemic
because inherent complexities in production severely limit capacity to rapidly meet large-scale
demand arising once a pandemic occurs. The manufacturing process for Tamiflu® is complex, and
takes 8-12 months from raw materials to finished product. The process involves many intermediate
steps, including a unique starting material, and a potentially explosive production step that can be
carried out only in specialized and costly facilities. Given these complexities, significant lead time is
needed to increase production capacity and build stockpiles of the quantity required for an influenza
pandemic. The historical commercial, seasonal market for Tamiflu® has been modest in relation to
pandemic stockpiling needs and would quickly be depleted in the event of a pandemic.

Historically, Roche has produced enough Tamiflu® to meet the seasonal influenza demand.
We have worked diligently to educate health care professionals and patents on the appropriate use
of Tamiflu®, secking to expand the seasonal market while not undermining public health messaging
regarding vaccinations. This educational process has resulted in steady growth in Tamiflu®
prescriptions in the United States in recent yeats, from roughly 700,000 in the 1999-2000 flu season
to over 1.7 million in the most recent flu season. In contrast, the IDSA recommends that the
government stockpile enough antiviral drugs to treat up to 50 percent of the U.S. population, or
almost 150 million patents.

Roche has been proactive in recognizing and responding to public health needs. For
example:
® To achieve levels of production needed for stockpiling, Roche doubled production capacity at

our European facility from 2003 to 2004, and we are doing so again during 2005. Roche plans

additional expansion of production capacity for Tamiflu® in 2006.
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® We have also built a U.S.-based supply chain that, when launched later this year, will result in an
increase in total global Tamiflu® active pharmaceutical ingredient and capsule production
capacity of nearly eight-fold over production capacity in 2003.

*  Roche developed special U.S. packaging for stockpiled Tamiflu® in order to extend dating and
ease distribution and administration.

® We discovered and developed a synthetic process for manufacturing the chernical used in the
initial production step, which will ultimately greatly reduce reliance on natural sources.

. Roche has also been working with the WHO, providing supplies of Tamiflu® for the avian flu
outbreaks to date. We are now working with WHO to establish a rapid response stockpile in an
attempt to slow or halt the virus at its origin.

Roche has received and will fill — on schedule — pandemic stockpile orders and letters of
intent for Tamiflu® from 30 countries worldwide. In fact, countries such as the United Kingdom,
France, Finland, Norway, Switzerland and New Zealand are ordering enough Tamiflu® to cover
between 20 to 40 percent of their populations. In contrast, HHS stockpile purchases to date total
approximately 2.3 million courses of treatment — or enough to treat less than one percent of the U.S.
population. We are in discussions with the U.S. government regarding an expanded commitment to
procure supplies of Tamiflu® for the national stockpile. Based on such commitments, and as we
have done to date, Roche is more than willing to work with HHS to further increase capacity in
order to build a robust national stockpile.

Alerted to the pandemic threat, governments now have an unprecedented opportunity to
attempt to minimize the catastrophic loss of life, debilitating llness, and enormous economic costs
that a pandemic could wreak on the United States and the world. If I can leave you with three
messages from my testimony today, they are the following. First, there is a consensus by global

health authorities that Tamiflu® is an important tool in pandemic influenza preparedness and
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response. Second, other mnations are cutrently well ahead of the United States in Tamiflu®
stockpiling, and we urge the U.S. to make commitments now -~ and sustain these purchases over
time — to ensure an adequate stockpile. Finally, I want you to know that the availability of
Tamiflu® as part of a robust pandemic response remains my top priority as Chief Executive Officer
of Hoffmann-La Roche.

We at Roche want to continue to work closely with this Committee, HHS, and governments
around the world to assist in ensuring our pandemic preparedness. On behalf of Roche, thank you
for highlighting the impottance of this critical public health issue. Dr. Jacuzio and I will be pleased

to answer any questions you may have.

10



168

Chairman Tom Davis. Well, I thank all of you for your testi-
mony. As I noted, your entire testimony is in the record, and ques-
tions will be based on that. Let me start off.

Dr. Milligan, let me start with you. In your opinion, has the
United States stockpiled a sufficient amount of Tamiflu to prepare
against the threat of a flu pandemic?

Dr. MILLIGAN. If you compare the United States to governments
around the world, it is woefully inadequate and way below the lev-
els that would be recommended by not only U.S. health authorities,
but by world health authorities. So I believe it is far too low.

Chairman ToMm DAvis. If something were to occur here, how
quickly could we be able to get this out to the population? If the
United States were to come in and order millions of more doses to-
morrow, how quickly would it be before they could receive it? I will
ask either you or Mr. Abercrombie, if there is a consensus there.

Mr. ABERCROMBIE. Well, as I stated, Mr. Chairman, it takes 8 to
12 months to manufacture Tamiflu. It is a very complex multi-step
process involving, at one step, potentially explosive material. We
have done everything we can to accelerate that process; we have
increased production capacity eight-fold. So we cannot rely on the
ability to flip a switch and suddenly make large quantities in the
event that a pandemic breaks out. That is why it is crucial to
stockpile large quantities well in advance of a pandemic.

Chairman Tom DAvis. Do you agree with that, Dr. Milligan?

Dr. MILLIGAN. I actually disagree with that, because you can in
fact stockpile large amounts of the active pharmaceutical ingredi-
ent. So you can stockpile significant amounts, and this stores vir-
tually indefinitely at refrigerated conditions.

Chairman Tom DAvVIS. So the ingredients you can store sepa-
rately?

Dr. MILLIGAN. The ingredients you can store. The rate-limiting
step, then, becomes the capsuling process. And that would require
significant orders from governments in order to fill those, because
once you make a capsule, it starts to expire.

Chairman Tom DAvis. How long does it take to capsulize it, is
that pretty quick?

Dr. MILLIGAN. Depends on how many production lines you have
and your commitment to that. Making an individual capsule is very
fast, but making tens of millions or hundreds of millions would re-
quire multiple production lines.

Chairman Tom DAvIS. Yes, Mr. Abercrombie.

Mr. ABERCROMBIE. If I can just respond to that. In fact, we do
store large quantities of the raw materials, predominantly here in
the United States, because the United States is the primary site
of moving those materials into finished product. And even by stor-
ing large materials, it is about a 6-month process before you can,
from that point, have finished material on the marketplace.

Chairman Tom DAvis. The shelf life is what, at least 5 years?

Mr. ABERCROMBIE. The approved shelf life is currently 5 years.
We have worked with the Government to extend the shelf life. The
Government is working with the strategic national stockpile to de-
termine if that can be extended in the event of a security problem
with a pandemic.
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Chairman ToMm DAvVIS. You heard our first panel basically say
that we need to have more of this. This is the stopgap until you
develop your vaccine. OK.

Dr. Crosse, the GAO has previously reported that regional plan-
ning between States is inadequate to respond to bioterrorist at-
tacks. The response to an infectious disease such as influenza is
very similar to bioterrorism. Did we see effective regional coopera-
tion and information sharing during the flu vaccine shortage last
fall?

Dr. CrROSSE. We saw some. I think that there are some estab-
lished networks that were already in place. I think that has in-
creased. Last year, however, it was primarily something that was
centralized with CDC, so there was much greater centralized con-
trol of the distribution once the shortage was identified. I think
that we did see some cooperation. Minnesota already heads a
multi-State purchasing cooperative for the purchase of influenza
vaccine, so that is some regional cooperation that already exists.
Dr. Selecky talked a little bit about some regional activities in the
Northwest. But it is not something that is true in every part of this
country.

Chairman Tom DAvis. What States were most successful in deal-
ing with last season’s flu vaccine shortage?

Dr. Crosse. Well, in part it was States that had ordered from
Santa Fe, and so they were fortunate in that their supplies were
not as limited. But also it was States, I think, who had done more
prior planning.

In particular, we saw success in Minnesota, which had an ade-
quate supply and, in fact, had enough vaccine that they were able
to offer vaccine to other States. California had a pretty high suc-
cess rate in reaching populations. Some other States, though, had
much more difficulty. Both Maine and Florida, among the States
that we visited, had a lot of difficulty in covering their high-risk
populations and did not have the same sort of vaccination rates
that they had hoped to achieve.

Chairman Tom DAvis. Dr. Selecky, during last year’s flu vaccine
shortage, some States ended up having adequate supplies of vac-
cine to meet the demand from high-risk groups, and were even able
to offer vaccine to some lower risk. Other States couldn’t even meet
the demands of the high-risk groups. Now, Chiron has recently an-
nounced that their production rates may be short again this year.
Better than last year’s, but be short of what they had hoped.

Does ASTHO have recommendations about how distribution
among the States might be more evenly achieved?

Ms. SELECKY. Actually, ASTHO would recommend that Centers
for Disease Control and the Federal Government bring us into the
discussions as quickly as they know that there could be a shortage.
Last year I think we were all caught off guard on October 5th,
when we learned that we lost one of our manufacturers. And we
weren’t quite ready to address the question that was immediate
from the public: Where can I get mine today? Will it come to my
community?

When we did engage with the Centers for Disease Control, who
needed to work with the private manufacturers, I think that is one
of the issues that we face in this country; we have a private supply,
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a privately delivered product, but a public demand and a public
need. And I think that is what is certainly behind the ASTHO rec-
ommendation that we need a national adult immunization policy in
this country; we need to have incentives, as we mentioned before,
for vaccine manufacturing.

The States are ready to move into that action. Guidance from the
Federal Government is essential. A common message to the public
is very important. But particularly for those of us at States, we had
a sub-rosa network that was about finding out who needed, who
had, how we could get it across lines, as it were, because we don’t
control the sales, either, to release from our States. In the North-
west we paid attention to what recommendations by what age that
we would be giving the vaccine, so that we didn’t confuse our public
who hears the same media.

There is clearly work to be done, and I would suggest that the
Centers for Disease Control start working with us now about that
potential.

Chairman Tom DAvis. Thank you. Thank you very much.

Mr. Burton.

Mr. BURTON. Thank you, Mr. Chairman.

Mr. Abercrombie, do they produce Tamiflu in Indianapolis? Is
that your plant that you do production of that?

Mr. ABERCROMBIE. No, sir. The Indianapolis plant is from our
Diagnostics Division. We have Tamiflu production scattered across
other States in the United States, including New Jersey, South
Carolina, North Carolina, California, and Boulder, CO.

Mr. BURTON. OK. Your headquarters is there, though.

Mr. ABERCROMBIE. Headquarters for the Diagnostics Division is
in Indianapolis.

Mr. BURTON. Is that where you are located?

Mr. ABERCROMBIE. I am located in Nutley, NJ. Pharmaceutical
Division is different from the Diagnostics Division.

Mr. BURTON. You need to move to Indiana; it is a great State.

Mr. ABERCROMBIE. I visit there often.

Mr. BURTON. Good.

I think Mr. Milligan indicated—and I understand you guys have
a little difference of opinion right now—that you could open up
more production lines in order to speed up the production and get
more on the shelf quicker. Because the possibility of a pandemic
does exist, have you considered that, or is your company consider-
ing opening up more production lines to meet the potential demand
for this?

Mr. ABERCROMBIE. Yes, sir. In fact, since 2003 we have increased
the global production capacity eight-fold. We continue to work 24/
7 to do so. At the request of the Department of Health and Human
Services, we have building, have completed a supply chain dedi-
cated right here on U.S. soil that we expect approval from the FDA
in the third quarter.

The real issue, sir, is not capacity from a U.S. perspective; it is
we need firm orders. We are fulfilling orders around the world on
a first come, first serve basis, and the United States is woefully be-
hind the other countries I mentioned in my testimony in providing
orders. But the answer is we will provide whatever capacity is nec-
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essary to meet global demand for a pandemic. We have and will
continue to do so.

Mr. BURTON. Let me make sure I have this straight. You could
probably meet the demand that is necessary to protect a large seg-
ment of the American population if our health agencies gave you
the order to go ahead and produce the product.

Mr. ABERCROMBIE. If we had received a substantial order merely
a year ago, sir, we could have delivered tens of millions of courses
of therapy this year. Unfortunately, other countries have gotten in
line ahead of the United States.

Mr. BURTON. Have our health agencies given you any reason why
they have not placed the orders?

Mr. ABERCROMBIE. I can tell you, sir, that me, personally, and
other people from Roche have met with senior officials at HHS,
CDC, other Members of Congress, and they all agree we need a
stockpile, as you heard from the first panel. But I cannot answer
why the large order commitment has not yet come.

Mr. BURTON. Mr. Chairman, I would suggest that maybe it would
be a good idea for you and the vice chairman and myself and others
to sign a letter to our health agencies, HHS, and ask them why
they haven’t put in a request or an order for an adequate supply
of this. If the risk is as great as it appears to be, and it is uncertain
as to when this problem might occur, it seems to me that we ought
to be prepared for it. And I would like to join with you, if you see
fit, to send a letter of inquiry over there.

Chairman ToM Davis. Well, I think we will do that. With a 5-
year shelf life, I just think that it makes a lot of sense. And if you
heard from the first panel as well, from Federal experts, they seem
to agree with that, Mr. Burton. So we will try to do that.

Mr. BURTON. I would be happy to join you in that, Mr. Chair-
man.

Chairman ToMm DAvis. That would be great.

Dr. Tacuzio.

Dr. Iacuzio. Excuse me. I just wanted to add right now we have
FDA approved 5-year shelf life. But there is all indication by our
chemists that the product is stable longer. And with this shelf life
extension program, it could go beyond.

Chairman Tom DAvIS. And it can be used for other strains of flu.

Dr. Iacuzio. Yes.

Chairman ToM DAvis. Like for last year we could have used this.

Mr. BURTON. Mr. Chairman, I have no more questions. I just
think that would be a little stimulus to our health agencies to get
on the ball and make sure that we place the order so we will be
adequately protected. Thank you, Mr. Chairman.

Chairman Tom Davis. Thank you very much.

Mr. Shays.

Mr. SHAYS. Thank you.

Dr. Crosse, it is a bit reassuring that other States have further
developed important aspects of public health preparedness. How-
ever, it is a concern to know that we still have a lot of work left.
And I am not clear as to where the areas of work are.

Dr. CrossE. I think there are a number of areas of work. One
of the ones we highlighted today is in planning to deal with any
large-scale infectious disease outbreak, be it pandemic influenza or
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any other emerging infectious disease in terms of the hospital ca-
pacity and the healthcare work force capacity. This is something
that there has been a stream of Federal funding to assist in that
effort, but it is still not adequate to deal with a kind of pandemic
situation where we believe that hospitals would be overwhelmed.

The other efforts that have benefited from some funding from the
Federal Government are in planning for infectious disease out-
breaks. There has been some planning at the local level on how to
run mass immunization campaigns, but we realized this past win-
ter that there are still many locations that were not set up or not
staffed, or had not yet determined how they could run through the
public health department a mass immunization effort. That was
something that was supposed to have been worked out when they
were working on small pox vaccination campaign, but we realized
that there are still communities where this is a major challenge.

Mr. SHAYS. Ms. Selecky, has the dissemination of critical infor-
mation during previous flu seasons to State and local government
officials and health institutions been adequate, and how could it be
improved?

Ms. SELECKY. The Centers for Disease Control is just completing
a round of regional meetings with all of us in the States to learn
the lessons from the past and to prepare in better ways for the fu-
ture. So work continues to be done on that. There is always some-
thing new to learn, and whether it is our State plan, it needs to
be exercised and then revised.

And to pick up on a point made by Dr. Crosse, in the tri-cities
area, where Hanford is, actually, the local health department was
the only provider of flu vaccine in the community, in 3 days gave
out the 10,000 doses they were lucky to have, on October 7th, 8th,
and 9th, using mass vaccination and the plans that we had for any
kind of mass vaccination. The State of Arkansas did much the
same.

We continue to learn from those, but as I expressed in my testi-
mony, we are quite concerned that we get additional priorities
placed on us for use of the cooperative agreement for preparedness,
including the pandemic flu planning at, though, an Administrative
decision for a reduction. Clearly, the pandemic flu planning is abso-
lutely essential for the protection of our general public.

Mr. SHAYS. I am not quite clear what kind of guidance is being
provided by the Federal agencies and to State and local officials to
help prepare them to handle a significant outbreak. So let me ask
you this. How has the Federal Government supplemented your re-
sponse efforts in handling the various public health threats that
have surfaced in your jurisdiction?

Ms. SELECKY. Clearly, the work that has been done around the
strategic national stockpile is work that is new over the last sev-
eral years of public health preparedness, and particularly with all
the emphases since 2001. So the fact that there is stockpiling going
on, the number of stockpiles available to the Nation have in-
creased, the practice that we do with our Federal partners on that
distribution is additional help.

We are all waiting for the next draft of the Federal pandemic flu
plan so that we can revise our State plans as appropriate. But
States have not sat back and just waited for that to come out. So
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that is one where there is a pull me, push me relationship going
on, clearly.

The work that is done with our epidemiologists in our labora-
tories, being able to do surveillance and identify flu, has definitely
increased. However, we continue to be at the mercy of what is in
the stockpile, what is purchased, and that is clearly a Federal asset
and not a State or local asset.

Mr. SHAYS. Thank you.

Dr. Hearne, we have heard that some States are experiencing a
shortage of trained public health specialists and epidemiologists.
How serious is this crisis? First, is it a crisis? And, if so, how seri-
ous is it? And what steps can and should be taken to improve
training for healthcare workers?

Dr. HEARNE. Across the board we have found—whether it is epi-
demiologists, lab scientists, even some of the critical environmental
scientists who would respond in a chemical bioterrorist event—
there are huge work force shortages. It is perhaps one of the great-
est problems facing our public health systems from State to State.
A report that we put out last year, “Ready or Not,” identified those
gaps and identified some of the recommendations to go forward
with this.

I think it is an area that must be significantly addressed, par-
ticularly as we are talking about beefing up the stockpile, getting
supplies. You need to have those front line forces who would do the
distribution of those materials, or rapidly identify an outbreak and
hopefully contain it before you even need those materials. That is,
f}}rstl }e;nd foremost, job No. 1 that we need to focus on with public

ealth.

Mr. SHAYS. Let me ask you has vaccination as a primary strategy
for protecting individuals who are at greatest risk contributed to
the lack of antiviral production capacity in the United States?

Dr. HEARNE. With antiviral or vaccine? I am sorry.

Mr. SHAYS. Antiviral.

Dr. HEARNE. One of the issues is—as we have been looking at
just stockpiling—this is a very new effort that has been ramped up
in just recent years since September 11th. We have recognized that
we have critical materials missing. Antivirals have not been the top
priority, but it is now bouncing up to the top as we are starting
to recognize the seriousness and potential severity of a pandemic.

Mr. SHAYS. So the question, though, as we are looking to protect
the folks at the greatest risk, has that impacted our supply?

And I will allow others to respond.

In other words, we don’t stockpile it, we are out there using it
in anticipation because they are at risk, correct?

Dr. HEARNE. Well, one of the lessons we learned from the pre-
vious shortage in the flu vaccine is that we didn’t have those dis-
tribution systems in place. We had challenges of identifying who
was even most at high-risk, how to get them out there, and how
to assure that. This is, again, a balancing act of making sure that
we are creating sufficient demand for materials so that we can
have either ready-to-use materials and also stockpiles, and the dis-
tribution mechanisms to effectively reach those most at need.

Mr. SHAYS. The staff would like this question asked of Roche.
The CDC conducts a strong flu vaccine campaign in the early fall
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of every year. Does Roche actively market Tamiflu during this
time? How does Roche’s marketing strategy compliment CDC’s
strong immunization method? And do you believe that heavier mar-
keting by Roche during the annual flu season could have increased
demand and production capabilities for Tamiflu over the years?

Mr. ABERCROMBIE. Since launching Tamiflu, we have acted re-
sponsibly to ensure that we convey to physicians the role of both
vaccines and Tamiflu. We encourage that all patients who need to
be vaccinated be vaccinated. There is clearly a role for vaccines.
And then there is a role for Tamiflu, in case you are infected with
influenza. We usually, including last season, actually disseminate
the CDC guidelines so that we are very transparent and up-front
with that. We do not want to indiscriminately advocate Tamiflu
use, we want to make sure it is used consistent with the guidelines.
And there is a role for both in normal influenza, as well as a pan-
demic.

Mr. SHAYS. Let me ask is there any question that you all want
to put on the record? In other words, do you want to ask yourself
a question that you can then answer to put on the record? Is there
anything that the record would be incomplete without that answer
being asked? It is a serious question to ask, it is usually my best
question.

Yes, Ms. Selecky.

Ms. SELECKY. I would have you ask me the question as to what
intervention States are prepared to take should we be faced with
pandemic flu.

Mr. SHAYS. That is a great question. Why don’t you answer it?

Ms. SELECKY. And, if so, I think what we have to do is absolutely
look at it as a comprehensive approach. Yes, antivirals are impor-
tant. Yes, vaccine and routine every-year vaccine is essential. But
we must be able to do the enhanced disease surveillance. I recently
was at a global health summit in the Pacific Northwest with 16
countries from the Pacific Rim who were represented, including
those countries that have avian influenza in human populations.
The head of the World Health Organization and all of the leading
medical and governmental folks from those countries said you must
have public health infrastructure in place if we are going to even
think about addressing a pandemic of the proportion we are all
concerned about.

So it is about surveillance, it is about your State and local public
health system. It is also about community containment strategies,
making sure we use things like quarantine and isolation appro-
priately, or simple things like cover your mouth or stay home,
those basic public health things.

A third would be antivirals; a fourth would be vaccine; and clear-
ly the issue of healthcare system surge planning. We must be at
the table with our hospital partners. We must understand that we
may stop certain activities if we were ever hit with a pandemic.
But we have all got to deal with—every one of us, State, Federal,
local—good and important risk communication. The public expects
to tell them what they know in a way that they can figure out how
to protect themselves and their families.

Thank you.
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Mr. SHAYS. Thank you. Thank you for that question and thank
you for that answer.

Is there any other question that you need to ask yourselves here?
Anyone else want to put anything else in the record?

[No response.]

Mr. SHAYS. Well, let me just thank you. Let me just ask this last
question. What country does this the best, protects the public the
best? Who would be the best model around the world? And if you
choose a country, tell me why. Ms. Selecky?

Ms. SELECKY. Well, I will venture a guess. And it is only because
of our recent experience with British Columbia. Because we are
both a State and a province that have such international trade
from the east. And what we look at is the systems are so different.
When I sit with my colleagues from Canada and understand that
the healthcare system is the governmental system, and that a sin-
gular decision is then carried out in a way that is very different
with the suasion that we have to do with our private partners, the
private suppliers, etc.

It is a very different system. So I am not sure it is better, but,
indeed, when they were facing.

Mr. SHAYS. When it comes to dealing with an epidemic, a pan-
demic, they may be better able to deal with it, given that they have
a more public process throughout?

Ms. SELECKY. They are easier to get a common decision through
a number of partners, where I, as a State health official, need to
work with my public and private hospital systems and convince
them. They do it with us.

Mr. SHAYS. It just triggers a reaction from me. We are not going
to see that system in the United States, so it is incumbent on all
of us to find a way that we make the private and public sector
work better. And giving better direction to the private sector, pro-
viding financial incentives, dealing with some risk that you encoun-
ter, all of that, it seems to me, will play a role in our providing a
better service.

So let me end with that, if I could, and thank you all for this
hearing. Thank you for being here. Thank you for helping your
country do a better job.

With that, we will adjourn this hearing.

[Whereupon, at 12:38 p.m., the committee was adjourned.]

[NOTE.—The Association of State and Territorial Health Officials
November 2002 report entitled, “Preparedness Planning for State
Health Officials, Nature’s Terrorist Attack Pandemic Influenza,”
may be found in committee files.]

[The prepared statements of Hon. Dan Burton, Hon. Jon C. Por-
ter, and Hon. Diane E. Watson, and additional information submit-
ted for the hearing record follows:]
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Opening Statement
Honorable Dan Burton
Committee on Government Reform
Hearing: “The Next Flu Pandemic: Evaluating U.S. Readiness”
Date: Thursday, June 30, 2005

Mr. Chairman, thank you for convening this important and timely hearing to recognize the ever-
growing danger of a flu virus striking the United States, and whether or not the United States is
adequately prepared to handle a global communicable disease outbreak. I look forward to
hearing testimony from our witnesses and hope that by day’s end we will have a better idea of
how to address this potentially deadly outbreak.

As you know, U.S. health officials have warned us for years that the largest public health threat
facing the world today is a flu pandemic. In fact, many officials have estimated that an influenza
outbreak could lead to the deaths of more than a half-million people. The United States must
continue to do more in order to ensure that we will not be adversely affected by an influenza
pandemic. Unfortunately, the United States has experienced - over the recent year — major
vaccine shortages. With seasonal influenza deaths of 36,000 and 114,000 hospitalizations, we
must work together to address this growing concern.

As we all know, early detection and rapid development of effective vaccines is the best way to
defend the public against the influenza virus. One such company who is actively helping to
defend the public against a potential pandemic is Roche, Incorporated. As the Member of
Congress who has the distinct honor of representing the headquarters of Roche Diagnostics ~ and
its 3,500 employees — in Indianapolis, Indiana, I have had the opportunity to become familiar
with the tremendous contributions that Roche and its employees have made to healthcare and
diagnostics, and I am impressed with how Roche’s investments in research and innovation have
yielded inventions to help thousands of people throughout the world. As a result of these
investments, people suffering from numerous diseases can now successfully manage their
conditions, and doctors and hospitals can more accurately identify illnesses and effectively treat
their patients according to the patients’ individual needs.

One such investment in innovation is Tamiflu — the first oral medication effective against types
A and B of the influenza virus. AsIhave been informed, Tamiflu is the number one antiviral in
the U.S. for treatment and prevention of influenza. Roche has invested significant resources in
the development and approval of Tamiflu to bring this product to market as quickly as possible.
In fact, Roche has increased manufacturing capacity eightfold in recent years to meet
commercial and government pandemic stockpile goals. Moreover, I would like to personally
welcome Mr. George Abercrombie — Chief Execative Officer and President — from Hoffmann-
La Roche, Inc.

Once again Mr. Chairman, thank you for highlighting the importance of this critical issue. Ilook
forward to hearing the testimony of the Committee’s witnesses.
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CONGRESSMAN JON C. PORTER (R-NV-3)
COMMITTEE ON GOVERNMENT REFORM
“The Next Flu Pandemic: Evaluating U.S. Readiness”
June 29, 2005

Mr. Chairman, thank you for holding this hearing today. I would also like to thank the
witnesses for being here today.

As stated in the Government Reform Committee’s background memorandum for this
hearing, history indicates that flu pandemics can be expected to occur three to four times
each century. Pandemics can be devastating, as seen in the Spanish flu pandemic where
40-50 million died circa 1918, and the next pandemic could occur within the next five
years. The scary fact is that, with the advent of aircraft and the vast improvement of
various modes of transportation, the next flu pandemic has the potential of being even
more devastating if we are not properly prepared.

With the increase in technology we have seen in recent years has come an increase in
medical innovation. Flu shots have been able to keep many millions of people from
falling ill; however, vaccines alone cannot stop the flu from spreading. Furthermore, last
year, Americans witnessed a vaccine shortage where thousands of individuals were
unable to get a flu shot. As the flu vaccine shortage showed, our government needs to be
prepared on multiple levels with respect to having enough vaccines or anti-viruals to
sustain the American people should a flu, or other type of pandemic, occur.

Mr. Chairman, I am glad that we are holding this hearing before this year’s flu season
starts. Ibelieve that last year’s vaccine shortage was truly an exercise in our nation’s
ability to effectively produce and distribute flu vaccines. We should learn from these
mistakes and ensure that our country is not left in a vulnerable position when the next flu
pandemic hits.

Again, thank you for holding this hearing today, and I look forward to hearing the
testimony from the witnesses.

k%



178

Opening Statement
Congresswoman Diane E. Watson
Government Reform Committee

Hearing entitled “The Next Flu Pandemic: Evaluating U.S. Readiness”
6/30/05

Thank you Mr. Chairman. The Government
Reform Committee has an important public service to
perform in regards to the ever-present flu virus.
Biological preparedness is considered crucial in the
current world climate. Our government has limited
control over a natural phenomenon that will threaten
citizens every year. Flu pandemic has the ability to
cause death in catastrophic proportions.

In its cyclical nature, the annual flu epidemic is a
situation that our federal, state, and local health
officials try to plan for. Flu pandemic is a worldwide
event that is also cyclical. This government would be
remiss to not be properly prepared and informed
about options to protect the public.

With only two FDA approved vaccine
manufacturers (Chiron and Aventis) producing flu

1
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vaccines each year, Congress must consider what can
be done to strengthen the market and increase
domestic production capabilities. Is a stockpile of
antiviral drugs the best way to approach the absent
vaccine?

Mr. Chairman, I am concerned about our national
position in a very sensitive health care area. In the
future, should a flu pandemic occur, it can be
theorized that the UK could restrict Chiron's vaccine
supply, again resulting in the loss of half of the U.S. flu
vaccine supply. Currently, Aventis has the only U.S.
based flu vaccine production facility in operation. To
address the flu vaccine issue Congress must work to
reinvigorate the domestic manufacture of vaccines.

Mr. Chairman, I lopk forward to today’s
testimony, and the pesitive solutions that our witness
can provide. I am interested to hear their assessment
of the usefulness of antiviral drugs. I am encouraged
by the antiviral ability to stem the conditions of the flu.
Congress must weigh the feasibility of supplying the
suggested antiviral dosage for 25% of the population
or decide if the resources should be balanced or
directed to another proactive path. We need a much

2
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better system in place to accommodate flu vaccine
shortage or increased demand situations. I urge
Congress to move forward in the decision making
process. I again commend our Committee for a quick
response to a serious public concern.

I yield back the balance of my time.
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Sanoft pasteur is committed to working with the federal government to develop a safe and effective
vaccine to protect the American public in the event of an influenza pandemic. Our common goal is to
provide sufficient vaccine for 300 million Americans within the first 12- t¢ 18-month period of a pandemic,
and we welcome the chance to provide the committee with our perspective on this important public health

issue.

Sanofi pasteur, the world’s largest influenza vaccine manufacturer, also produces vaccines against
more than 20 different diseases. Worldwide, we produce almost 1 billion doses of vaccines annually. The
company, which employs more than 9,000 employees worldwide, is headquartered in Lyon, France. Sanofi
pasteur’s US operations are located in the Pocono Mountains in Swiftwater, Pa., at a site where vaccine has
been produced for more than 100 years. Influenza vaccine has been produced in this facility for more than
30 years and 95% of this vaccine is used exclusively to supply the United States. Sanofi pasteur also has an

influenza vaccine production facility in France that supplies other markets.

During the past decade, sanofi pasteur has reliably and consistently increased production of influenza
vaccine in the US. Last year, we produced 58 million doses for the US market. We continue to expand our
vaccine manufacturing capacity in Pennsylvania and have embarked on the largest infrastructure investment
in the company’s history, spending almost $80 million to build a new formulation and filling facility. We are
also in the final design phases of our influenza vaccine facility expansion, which will significantly increase

our US production capabilities.
Pandemic Overview

An influenza pandemic is a global epidemic that has the potential for severe morbidity and mortality.

e e et ey
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Three influenza pandemics occurred during the 20% century: the 1918-1919 Spanish flu pandemic, the
1957 Asian flu pandemic and the 1968 Hong Kong flu pandemic. The Spanish flu pandemic was the most

severe, causing over 500,000 deaths in the US and an estimated 20 to 40 million deaths worldwide.

The prospect of a pandemic is taking on increasing urgency because of the emergence of an H5N1
avian influenza strain in Southeast Asia 17 months ago. It continues to circulate and has the potential to
mutate and become a human pandemic strain. As of June 16%, it has infected at least 103 people and killed
more than half of its victims.! This is a completely new strain and epidemiologists believe the American

population would be at risk if it spreads between humans.

Many experts believe that if this HSNT virus sparks the next pandemic, it would most closely

resemble the 1918 pandemic in terms of morbidity and mortality.

According to the World Health Organization (WHO), the next pandemic is likely to result in 1 to 2.3
million hospitalizations and 280,000 to 650,000 deaths in industrialized nations alone. The US Centers for
Disease Control and Prevention (CDC) estimated that as many as 207,000 Americans could die and up to
734,000 could be hospitalized during the next pandemic. Other estimates are even higher. For example,
extrapolating from the 1918-1919 Spanish Flu, the US alone could face more than 1 million fatalities.
Studies have estimated certain costs of an influenza pandemic in the US as high as $200 billion (FY2005

dollars). These estimates include only direct costs of medical care and indirect costs of lost productivity and

'Cumulative Number of Confirmed Human Cases of Avian Influenza A/(H5N1) Reported to WHO. See
WHO site listing under Cc icable Disease Surveillance and Response (CSR).

? Osterholm MT. Preparing for the next pandemic. N Engl J Med. 2005 May 5;352(18):1839-42
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mortality rates. Some experts have predicted that a major pandemic could bring the global economy to a

halt.?

Sanofi pasteur recognizes the urgency of adequate preparation for a pandemic event and is taking

steps to be ready.

Progress to Date

We believe the expertise of vaccine manufacturers, particularly those with a track record in influenza
vaccine production and distribution, should be utilized early in the planning process. Vaccines, by their very
nature, are challenging to develop, produce and distribute. Manufacturers have a unique understanding of
these challenges and can provide valuable process and policy input. Our knowledge and experience with the
complexities of vaccine supply make industry an essential partner in pandemic planning and policy

formulation.

The enormous public health threat posed by a potential pandemic prompted sanofi pasteur to establish
an internal working group to examine pandemic planning. We formed a global working group to examine
preparedness, production, communications and distribution issues. In the US, we have worked in
cooperation with the US Department of Health and Human Services (HHS) to exchange ideas on how best to
prepare for and respond to a pandemic influenza outbreak, and have provided significant input into the initial

draft of its pandemic plan.

* Osterholm MT. Preparing for the next pandemic. N Engl J Med. 2005 May 5;352(18):1839-42
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We have moved forward with clinical research and vaccine production because of important funding
provided by Congress and the Administration. In May 2004, sanofi pasteur entered into the first of four
pandemic agreements with the US government. The National Institute of Allergy and Infectious Diseases
(NIAID) contracted with us to produce an investigational influenza vaccine based on the currently circulating
H5N1 avian influenza virus strain. On March 10, 2005, in accordance with that agreement, sanofi pasteur
delivered more than 8,000 investigational doses, which currently are being used in NIH-conducted clinical

trials.

In September 2004, the company was awarded a second contract by HHS to produce two million bulk
doses of an attenuated version of the same H5N1 avian influenza virus strain of vaccine. This contract
represents an important step in gaining experience producing pandemic influenza vaccine on a large scale.
This is critical because scale-up presents unique challenges in vaccine production. Part of our agreement is
to determine the stability of this vaccine, which is important for understanding our ability to establish an

H5N1 reserve.

Sanofi pasteur subsequently entered into a third agreement with HHS to establish and maintain flocks
of egg-laying hens and to maintain other essential supplies. The goal is to ensure our ability to manufacture
pandemic influenza vaccine at current full capacity levels on a year-round basis. Until now, egg availability
has existed only on a seasonal basis to support normal influenza vaccine production. The agreement also
calls for sanofi pasteur to manufacture, on an annual basis, investigational influenza vaccine of a candidate
pandemic-like strain. Each year, HHS will identify the strain to be used in the investigational lot and will
provide the reference virus on which each investigational lot will be based. This will enable us to gain
experience working with various viral strains that might be similar to the next pandemic strain.
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Finally, in April 2005, sanofi pasteur was awarded a fourth contract from HHS. This was to speed the
development process for a new cell colture influenza vaceine in the US and to deliver plans to establish a US-

based cell culture influenza vaccine manufacturing facility.

Regquired Action:

We are encouraged by the increased attention pandemic planning is receiving from the US government,
industry, international agencies and key stakeholders. However, unresolved critical issues remain. The
failure to address these challenges could adversely affect our country’s ability to respond to a pandemic

event,

1 would like to briefly outline steps that should be taken to help the country better prepare for a pandemic

and minimize the effects should one occur.

A first step is to steadily increase interpandemic influenza immunization rates. Manufacturers will

respond to increased and predictable demand by producing additional vaccine to fulfill this demand.

This is important because our ability to produce and administer large quantities of influenza vaccine
during interpandemic periods will enable a more rapid response during a pandemic. Increasing capacity in
dedicated influenza vaccine production facilities and establishing an infrastructure that can deliver vaccine
and immunize Jarge numbers of people in a short period of time is a key component of pandemic

preparedness.

To that end, Congress, industry and stakeholders need to work together to encourage higher influenza
immunization rates in accordance with HHS’ Healthy People 2010 immunization goals. The objective is to
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immunize approximately 180 million Americans. However, as a nation, we have never immunized more
than 85 million peoplé in any given year. This is unacceptable. A steady and sustained increase in
interpandemic demand would give current manufacturers the confidence to continue expansion plans and

new companies the incentive to enter the market.

Second. we need to ensure a proper combination of private and public sector distribution of vaccine in

the event of a pandemic. We believe that while it will be important to establish mechanisms for mass
immunizations and clinics, the private physicians’ offices will continue to play a vital role as well. During a
typical influenza season, the private sector distributes more than 85% of the nation’s influenza vaccine
supply. The private market provides maximum flexibility in vaccine distribution and allows us to reach large
segments of the US population in their “medical homes.” This includes the elderly, who should not stand in

long lines and may be more comfortable with their personal physicians,

Last year’s influenza vaccine shortage illustrated sanofi pasteur’s unique expertise in processing and
shipping product to virtually any location in the United States within 24-48 hours. We shipped vaccines to
end-users in accordance with the CDC’s recommendations and distribution plan, Further, the unprecedented
degree of collaboration between sanofi pastenr and the CDC underscores our willingness to work with public
agencies to protect America’s public health. This year, sanofi pasteur has modified our ordering process to
provide that, in the event of another shortage, available vaccine reaches high-risk people first. All of our
“pre-book” customers are being asked to estimate what percentage of the vaccine they are requesting will be
used for priority patients. The systems utilized to collect these data and the ability to easily identify priority
recipients, as specified by federal, state and local governments, will be key in protecting the public health in

the event of a pandemic. We also believe that there should be greater funding for coordinating
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communications between federal and state agencies and the private sector regarding vaccine allocation

issues.

Pandemic influenza vaccine liability protection is another critical issue in pandemic preparedness. A

special compensation and liability protection program will need to be established similar to the 1976 swine
flu and 2002 smallpox model. Liability protection for companies is essential to ensure that manufacturers are
able to fully participate in the development and licensure of a pandemic vaccine. This is of paramount
importance. The new program should be completely distinct and separate from the existing Vaccine Injury
Compensation Program (VICP). It should focus exclusively on liability protection for a monovalent
influenza pandemic vaccine, precisely the type of vaccine that will be produced in a pandemic event. The
failure to offer liability protection on a timely basis could have profound implications for the actual testing
and development of large-scale production of vaccine, leaving the nation unprepared. It is important to

address liability issues before a health emergency arises. This ensures that pandemic vaccines will be

developed, economic costs will be mitigated, and the potential for needless and costly litigation will be

curtailed.

We strongly urge Congress to consider -- and establish -- liability protections that are as strong as
those afforded providers of smallpox vaccine under the Homeland Security Act of 2002. Vaccine liability

provisions ensure that we can bring a pandemic influenza vaccine to market as quickly as possible.

Sanofi pasteur is committed to protecting America’s public health in the fight against influenza through
vaccinations. We want to commend Congress and the Administration for dedicating time and resources to

this critical area. Thank you for giving us the opportunity to express our views on this important issue.
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