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EXAMINING H.R. 3299, STRENGTHENING
PUBLIC HEALTH EMERGENCY RESPONSE ACT

THURSDAY, MAY 19, 2016

HOUSE OF REPRESENTATIVES,
SUBCOMMITTEE ON HEALTH,
COMMITTEE ON ENERGY AND COMMERCE,
Washington, DC.

The subcommittee met, pursuant to call, at 10:00 a.m., in room
2123, Rayburn House Office Building, Hon. Joseph R. Pitts (chair-
man of the subcommittee) presiding.

Members resent: Representatives Pitts, Guthrie, Shimkus, Mur-
phy, Burgess, Lance, Bilirakis, Ellmers, Brooks, Collins, Green,
Engel, Capps, Schakowsky, Butterfield, and Pallone (ex officio).

Also present: Representative Eshoo.

Staff present: Rebecca Card, Assistant Press Secretary; Carly
McWilliams, Professional Staff Member, Health; Graham Pittman,
Legislative Clerk; Chris Sarley, Policy Coordinator, Environment
and Economy; Heidi Stirrup, Policy Coordinator, Health; John
Stone, Counsel, Health; Sophie Trainor, Policy Advisor, Health;
Waverly Gordon, Democratic Professional Staff Member; Tiffany
Guarascio, Democratic Deputy Staff Director and Chief Health Ad-
visor; Samantha Satchell, Democratic Policy Analyst; Andrew
Souvall, Democratic Director of Communications, Outreach, and
Member Services; and Kimberlee Trzeciak, Democratic Health Pol-
icy Advisor.

Mr. PrrTs. Ladies and gentlemen, if our guests will take their
seats, the subcommittee will come to order. The Chair will recog-
nize himself for an opening statement.

OPENING STATEMENT OF HON. JOSEPH R. PITTS, A REP-
RESENTATIVE IN CONGRESS FROM THE COMMONWEALTH
OF PENNSYLVANIA

Today’s hearing will take a closer look at bipartisan legislation
introduced by our Energy and Commerce Committee colleagues
Representative Brooks and Eshoo, H.R. 3299.

This bipartisan bill builds upon our previous work to modernize
our biodefense systems, ensuring that we are well equipped to han-
dle current and emerging biothreats.

The biothreat is not new. Pandemics have occurred throughout
history. There have been four flu pandemics in the United States
since 1918, each with different characteristics such as the HIN1 flu
most recently in 2010. Even more worrisome is the threat of bio-
logical weapons or infectious diseases employed as weapons of ter-
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ror, such as the use of salmonella in Oregon in 1984 by the
Rajneeshee cult or the anthrax scare in 2001.

Science has made significant advances in genomics and genetics
and biotechnology that hold tremendous promise for those affected
by illness and disease. However, that same technology could theo-
retically be used to biologically engineer superbugs that are more
virulent, more lethal, more difficult to treat than their naturally oc-
curring counterparts.

Imagine a weaponized and bioengineered version of the Ebola
virus or polio or smallpox, and the devastating effect that would
have on an American city.

Since the terror attacks on September 11, 2001, Congress took
steps to build our Nation’s health infrastructure and foster a devel-
opment of medical countermeasures, MCM, in the event of a future
chemical, biological, radioactive, or nuclear, CBRN, attack.

In 2004, Congress enacted the Project BioShield Act, and later,
in 2006, enacted the Pandemic and All Hazards Preparedness Act,
PAHPA, which was authorized through 2011. In addition to estab-
lishing a strategic plan to direct research, development, procure-
ment of MCMs, PAHPA also established the Biodefense Advanced
Research and Development Authority, BARDA, within the Depart-
ment of Health and Human Services.

BARDA was charged with coordinating and accelerating the de-
velopment of MCMs. BARDA was created from the understanding
that most MCMs needed by the Nation did not yet exist, and their
development is a risky, expensive, and lengthy process. There is lit-
tle to no demand in the private market for vaccines and thera-
peutics that protect against bioterror agents.

BARDA bridges the funding gap between early stage research
and the ultimate procurement of products for the National Stock-
pile under Project BioShield. By partnering with private industry,
using money from the Biodefense Advanced Research and Develop-
ment Fund, BARDA, can reduce the development risk entailed in
MCM research, thereby helping to mitigate the disincentives asso-
ciated with countermeasure development and ultimately improving
our national readiness with regard to a CBRN attack.

The bill before us today reforms our Nation’s medical counter-
measure acquisition process, incentivizes research to combat the
next generation of deadly diseases, and increases accountability of
preparedness spending. Such improvements will go a long way to-
ward helping our preparedness for future public health emer-
gencies, such as Ebola, by creating new incentives for developing
necessary medicines and vaccines and streamlining the contracting
process for medical countermeasures.

Incentives are necessary to attract private investment in product
development, and so too must the contracting processes be efficient.
We must get this right. The stakes are too high, the cost of failure
too dire. And I look forward to our discussion today about how to
best protect our country from biological threats.

[H.R. 3299 appears at the conclusion of the hearing.]

[The prepared statement of Mr. Pitts follows:]
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PREPARED STATEMENT OF HON. JOSEPH R. P1TTS

Today’s hearing will take a closer look at bipartisan legislation introduced by our
Energy and Commerce Committee colleagues, Reps. Brooks and Eshoo, H.R. 3299.
This bipartisan bill builds upon our previous work to modernize our biodefense sys-
tﬁms, ensuring that we are well-equipped to handle current and emerging bio-
threats.

The biothreat is not new. Pandemics have occurred throughout history. There
have been four flu pandemics in the United States since 1918, each with different
characteristics, such as the HIN1 Flu most recently in 2010. Even more worrisome
is the threat of biological weapons or infectious diseases employed as weapons of
terror, such as the use of salmonella in Oregon in 1984 by the Rajneeshee cult or
the anthrax scare in 2001.

Science has made significant advancements in genomics, genetics, and bio-
technology that hold tremendous promise for those afflicted by illness and disease.
However, that same technology could theoretically be used to biologically engineer
“superbugs” that are more virulent, more lethal and more difficult to treat than
their naturally occurring counterparts. Imagine a weaponized and bioengineered
version of the Ebola virus, or polio, or smallpox and the devastating effect that
would have on an American city.

Since the terror attacks on September 11, 2001, Congress took steps to build our
Nation’s health infrastructure and foster development of medical countermeasures
(MCMk) in the event of a future chemical, biological, radioactive, or nuclear (CBRN)
attack.

In 2004, Congress enacted the Project Bioshield Act and later in 2006, enacted
the Pandemic and All-Hazards Preparedness Act (PAHPA) which was authorized
through 2011. In addition to establishing a strategic plan to direct research, devel-
opment and procurement of MCMs, PAHPA also established the Biodefense Ad-
vanced Research and Development Authority (BARDA) within the Department of
Health and Human Services. BARDA was charged with coordinating and accel-
erating the development of MCMs.

BARDA was created from the understanding that most MCMs needed by the Na-
tion did not yet exist and their development is a risky, expensive and lengthy proc-
ess. There is little to no demand in the private market for vaccines and therapeutics
that protect against bioterror agents.

BARDA bridges the funding gap between early-stage research and the ultimate
procurement of products for the national stockpile under Project BioShield. By
partnering with private industry using money from the Advanced Research and De-
velopment Fund, BARDA can reduce the development risk entailed in MCM re-
search, thereby helping to mitigate the disincentives associated with counter-
measure development, and ultimately improving our national readiness with regard
to a CBRN attack.

The bill before us today reforms our Nation’s medical countermeasure acquisition
process, incentivizes research to combat the next generation of deadly diseases, and
increases accountability of preparedness spending.

Such improvements will go a long way toward helping our preparedness for future
public health emergencies, such as Ebola, by creating new incentives for developing
necessary medicines and vaccines and streamlining the contracting process for med-
ical countermeasures. Incentives are necessary to attract private investment in
product development. And so too must the contracting processes be efficient.

We must get this right. The stakes are too high and the cost of failure too dire.
I look forward to our discussion today about how best to protect our country from
biological threats.

Mr. PrrTs. Mrs. Brooks, do you seek time?

Mrs. BROOKS. Yes, Mr. Chairman.

Mr. PiTTs. The Chair will recognize Mrs. Brooks for her time.

Mrs. BROOKS. Thank you, Mr. Chairman.

I want to thank you and the leadership of the Energy and Com-
merce Committee so much for holding this important hearing today
on our bill. Congresswoman Eshoo and I and our staffs have
worked very hard over the course of this Congress to craft this
piece of legislation that now enjoys significant support from both
sides of the aisle. And I commend the chairman for understanding
the urgency of this matter.
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Last Congress, I served as chairman of the Homeland Security
Committee’s Subcommittee on Emergency Preparedness and Re-
sponse, where I was amazed to learn of truly what I thought was
the dire straits our biodefense capabilities are in as a result of
more than a decade of neglect. I wish I could sit here today and
tell you that I think things have improved dramatically over the
last couple of years. And I appreciate from your written testimony
that some of you believe they have.

Mr. PrrTs. If you will suspend, I will recognize you for the chair-
man when he comes in. You will have more time.

Mrs. BROOKS. Oh, I am sorry.

Mr. PirTs. The Chair now will recognize the ranking member of
the subcommittee, 5 minutes for an opening statement.

OPENING STATEMENT OF HON. GENE GREEN, A
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS

Mr. GREEN. Thank you, Mr. Chairman, and to our witnesses for
joining us this morning.

The Federal Government has undertaken many initiatives, espe-
cially since the anthrax attacks of 2001, to fortify our biodefense
capabilities to address the threat of a biological outbreak or attack.
With stockpiling medical countermeasures, MCMs, to build public
health capacity, we are better prepared today than we were a dec-
ade ago.

But the fact is we still are dramatically underprepared to re-
spond to biological event of disaster proportions. The current Zika
virus epidemic underscores our need for a robust pipeline of vac-
cines and treatments effective against current and emerging
threats. Over the last decade, the amount of cooperation between
Government and the private sector has improved and our level of
preparedness has increased, but we must do more in order to meet
the new challenges we face.

Currently, the Federal Government’s biodefense initiatives span
across a number of agencies and vary in scope and approach. De-
partment of Homeland Security, Department of Health and Human
Services, and Department of Defense each play a role.

For example, HHS operates the Biomedical Research and Devel-
opment Authority, or BARDA, which was created to advance capa-
bility to develop, manufacture, and distribute medical counter-
measures, like vaccines, during public health emergencies. BARDA
is housed within the Assistant Secretary for Preparedness, or
ASPR, the agency responsible for leading prevention, preparations,
and response to the adverse health effects of public health emer-
gency disasters.

H.R. 3299, Strengthening the Public Health Emergency Response
Act, offers a range of ideas to move our biodefense and medical
countermeasures development and procurement capacities forward.
I want to thank the bill’s sponsors for their leadership. Medical
countermeasures are essential to our Nation’s health and security.
There is a clear and vital role for the Federal Government to play
in order to contribute to a greater public health security and en-
sure preparedness against biological threats.

We need meaningful countermeasures, research incentives,
transparency, and predictability, and flexible contracting mecha-
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nism in order to shore up our ability to respond to biological
threats and infectious disease outbreaks. Without strong commit-
ment from the Federal Government, public-private partnerships,
predictable processes and incentives, this market arguably could
not exist.

The Government is the only market for most of the medical coun-
termeasures. Unlike other drugs and vaccines, these products are
not sold or distributed within the healthcare system. To incentivize
companies to develop and produce these critical products, Congress
created the Project BioShield Special Reserve Fund in 2004. The
Special Reserve Fund was a market for medical countermeasures
and was originally funded through the advanced appropriations at
$5.6 billion over 10 years to procure successful product candidates.

The availability and certainty this 10-year fund offered had a
positive impact on the Government’s ability to attract innovative
companies into this space. Twelve MCMs against several national
security threats were delivered to the National Stockpile under this
program. Unfortunately, in fiscal year 2014, we shifted to annual
appropriations for the Special Reserve Fund, which created an un-
certainty where there was once confidence that there would be a
markup for urgently needed new vaccines and treatments.

The market guarantee for successful MCM candidates is much
weaker, and funding has dropped significantly. While Congress has
many levers and options to incentivize development, many of these
simply nibble around the edges and fall short of making up with
the lack of long-term sustained funding. This Congress, I cofounded
the Public Health Caucus to evaluate the conversation around pub-
lic health and emergency preparedness.

We need to break the cycle of lurching from crisis to crisis, out-
break to outbreak, and invest in public health infrastructure and
medical product development that protects us against current fu-
ture threats. H.R. 3299 puts forth a range of reforms to improve
MCM development and procurement response to emerging infec-
tious diseases and hospital preparedness.

While I have some concerns about the aspect of the legislation,
I believe we can find common ground and strike the right balance
to protect the health and welfare of our Nation. And I want to
thank the stakeholders for their willingness to work with us and
look forward to learning more about their proposals in today’s hear-
ing.

And I want to thank, again, our panel and the chairman for call-
ing this. I think sometimes we are not topical, but with Zika and
2 years ago Ebola and no telling what is coming next, this is a very
important hearing.

And, Mr. Chairman, I will yield back my time.

Mr. PrrTs. The Chair thanks the gentleman.

I now recognize the gentlelady, Mrs. Brooks, for 5 minutes for
opening statement.

OPENING STATEMENT OF HON. SUSAN W. BROOKS, A REP-
RESENTATIVE IN CONGRESS FROM THE STATE OF INDIANA

Mrs. BROOKS. Thank you, Mr. Chairman.
I want to thank you so very much and the leadership of Energy
and Commerce for holding this hearing today.
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This legislation now enjoys significant bipartisan support from
both sides of the aisle, including 21 members of Energy and Com-
merce, and I commend the chairman for understanding the urgency
of this matter.

Imagine for a second if the weapons used in San Bernardino,
Paris, or Brussels were not guns and bombs, but instead aero-
solized smallpox. And this isn’t farfetched. In fact, I learned last
week at a simulation at the McCain Institute in Washington that
this easily weaponized, highly contagious disease could result in
the death of upwards of 1 million people if dispersed in Madison
Square Garden alone.

That number is not just for New York City. But in reality, those
expose individuals would have returned home infecting every per-
son with whom they came into contact along the way. And for a
disease with a 30-percent kill rate, responsible for the deaths of
300 million people in the 20th century alone, the fallout would be
global and catastrophic.

So I have been working with my good friend from California,
Congresswoman Eshoo, one of the original architects of Project Bio-
Shield, to develop a set of policy changes that could make a dif-
ference in the next outbreak or, God forbid, a terrorist attack. H.R.
3299 was developed in collaboration with leading experts in bio-
defense, academia, first responders, and the private sector.

Among other things, this bill would reform contracting proce-
dures at BARDA to ensure faster development of critical medical
countermeasures and create a limited priority review voucher for
diseases on DHS’ material threat list. Returning this negotiating
authority to BARDA will alleviate the bureaucratic red tape, make
an immediate impact on the development of vaccines and treat-
ments, and the new PRV program will spur development in an ef-
fective vaccine to stockpile against threats like Ebola, anthrax, or
smallpox, which often take more than a decade and cost hundreds
of millions of dollars.

So when you think about how we can improve our system, we
could have possibly saved lives if we had an Ebola vaccine—thou-
sands of lives—had it been deployed to West Africa. Or the Zika
vaccine could have possibly already last spring have been in proc-
ess and saved pregnant women in Brazil. The impact can be im-
measurable if we make improvements and acknowledge that the
system can be improved.

And so these are commonsense reforms. But they are not just
coming from Congress. This Blue Ribbon Study Panel, the National
Blueprint for Biodefense, listed 33 recommendations to improve our
biodefense. It was authored by experts, some of whom have testi-
fied before our committee. It includes leaders such as former Sen-
ators Tom Daschle and Joe Lieberman; former Governor Ridge;
Donna Shalala, the former HHS Secretary under President Clin-
ton.

Now, a similar version of our bill has been authored by Senators
Burr and Casey, and it has already passed out of the Senate
Health Committee by a wide bipartisan margin. Preparedness is
not a partisan issue. It has never been, and it shouldn’t be treated
as such again. And so I assure my colleagues that any concerns we
might have with this legislation can be addressed in a bipartisan
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manner because it is our duty to really support and protect the
American people. I think that is Federal Government’s top priority
and must be our first priority.

I look forward to hearing from our witnesses, working with my
colleagues to pass H.R. 3299.

And at this point, I would yield the remainder of my time to Dr.
Burgess.

Mr. BURGESS. I thank you for yielding.

I thank the chairman for holding this hearing.

And recognizing the topic of this hearing is strengthening public
health response, I hope we will spend some time visiting the recent
past and expanding upon whether or not we have learned any les-
sons from what has happened to us in the past few years.

Almost in a twist of cruel irony, President Obama went to the
CDC in Georgia and gave a talk that Ebola has not come—this was
in September of 2014. He made the statement that Ebola has not
come to this country, but if it does, we will be ready. Well, less
than 2 weeks later, Ebola did come to our country. It came at the
back door of a hospital in the middle of the night, wasn’t recog-
nized, the patient was sent home, eventually came back, eventually
died, infected two other people in the hospital. So the second part
of his statement was not operative. We were not ready.

And then I saw, with this problem literally in my backyard for
the section several months, just how that not being ready, how that
was manifest. We didn’t have the type of direction for people. And
the first responders in our emergency rooms, they didn’t have the
type of protective equipment. What was posted on the CDC Web
site was woefully inadequate, as we unfortunately learned later,
when two nurses were infected at the hospital.

When people were looking for the type of protective clothing that
they would need, if someone showed up in the middle of the night
of their emergency room, how can they get an additional moon suit
or two? Do they call a hospital across town? Are they going to be
willing to give up their moon suit because they could have a pa-
tient coming in within the hour with the same set of symptoms?

I hope we have explored these situations. I hope we have learned
from them. One of, I think, the biggest weaknesses from 2 years
ago was the lack of a single repository, a single place that a hos-
pital administrator or manager or doctor could call to be able to ac-
cess the equipment from the National Stockpile.

So, Mr. Chairman, thank you for calling the hearing. I look for-
ward to the testimony of our witnesses, and I think this is a timely
topic. I yield back.

Mr. PirTs. The Chair thanks the gentleman.

I now recognize the ranking member of the full committee, Mr.
Pallone, 5 minutes for an opening statement.

OPENING STATEMENT OF HON. FRANK PALLONE, JR., A REP-
RESENTATIVE IN CONGRESS FROM THE STATE OF NEW JER-
SEY

Mr. PALLONE. Thank you, Mr. Chairman.
Since the attacks of September 11, Congress has worked in a bi-
partisan manner to increase our efforts to combat and respond to
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biological threats. However, experts have repeatedly warned that
our ability to respond to biological threats must be improved.

Earlier this year, the Subcommittee on Oversight and Investiga-
tions heard from another member of the Blue Ribbon Panel on Bio-
defense and other experts about the U.S.” biodefense preparedness.
According to this report, the Unites States, quote, “does not afford
the biological threat the same level of attention as it does other
threats,” unquote. The report notes that we lack a centralized lead-
er for biodefense, a comprehensive national strategic plan, and a
dedicated budget for biodefense. And this review also offered 33
recommendations about how Congress and the administration can
improve our preparedness.

H.R. 3299, the Strengthening Public Health Emergency Response
Act, includes a number of provisions that would make progress in
improving our readiness. While I support the intent of this legisla-
tion, I do have some concerns that I am interested in discussing
with our panel today.

One area is related to the hospital preparedness program. This
legislation would limit the amount of funding that the Assistant
Secretary for Preparedness and Response can use to operate this
program to 3 percent of the program’s total funding. And I am con-
cerned that this limitation, while well-intended, could limit the
ability of ASPR to effectively oversee and evaluate the hospital pre-
paredness program. And this limitation also would eliminate fund-
ing for other efforts that support our healthcare preparedness, re-
sponse, and recovery ecosystem. So this is one thing we need to
look at.

I am also concerned about the delegation of contract authority to
the Biomedical Advanced Research and Development Authority, or
BARDA. Like other HHS divisions, ASPR operates the contracting
office for all divisions and programs under its authority. This struc-
ture ensures that Federal investments are made through a fair and
open process that is free of any conflicts. Removing ASPR oversight
could lead to some influence on the contracting process by the
BARDA Director, another program officer and outside source.

Then, finally, I want to express some concern about further ex-
panding the Tropical Disease Priority Review Voucher Program.
This program, created in 2007, was intended to incentivize re-
search and development of drugs to treat tropical diseases that dis-
proportionately affect poor and marginalized populations. Once a
qualifying drug is approved, the sponsor receives a priority review
voucher that entitles the sponsor to a second 6-month review of any
other human drug application, and the sponsor is also able to sell
this voucher.

Recently, a priority review voucher sold for $350 million. Since
creation of the Tropical Disease PRV Program, three PRVs have
been awarded, and there has been a significant interest from in-
dustry and others in expanding the program as a way to encourage
development of medical countermeasures.

While I believe we should explore additional ways to incentivize
medical countermeasure development, I do not believe expanding
the Tropical Disease PRV Program is necessarily the answer. Not
only could expansion decrease the value of a PRV and the incentive
to develop drugs under such programs, but it also increases the
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burden on FDA to expedite review of additional applications that
may not otherwise qualify for expedited review.

I am concerned that expansion would only exacerbate known
flaws in the current program. For example, current law requires
FDA to award vouchers to sponsors even if a drug was previously
approved in other countries. Additionally, there is no requirement
that a sponsor market a product approved under the program;
therefore, there is no guarantee that these drugs are actually help-

g.

So I look forward to hearing from our Government witnesses on
these issues. And as the committee moves forward, I hope there
will be an opportunity for members to hear from additional stake-
holders.

I would like to yield the minute I have left to Mr. Butterfield.
Oh, he left, OK.

Then I yield back.

[The prepared statement of Mr. Pallone follows:]

PREPARED STATEMENT OF HON. FRANK PALLONE, JR.

Thank you, Mr. Chairman. Since the attacks of September 11th, Congress has
worked in a bipartisan manner to increase our efforts to combat and respond to bio-
logical threats. However, experts have repeatedly warned that our ability to respond
to biological threats must be improved.

Earlier this year, the Subcommittee on Oversight and Investigations heard from
members of the Blue Ribbon Panel on Biodefense and other experts about the U.S.’s
biodefense preparedness. According to this report, the United States “does not afford
the biological threat the same level of attention as it does other threats.” The report
notes that we lack a centralized leader for biodefense, a comprehensive national
strategic plan, and a dedicated budget for biodefense. This comprehensive review
also offered 33 recommendations about how Congress and the administration can
improve our preparedness.

H.R. 3299, the Strengthening Public Health Emergency Response Act, includes a
number of provisions that would make progress in improving our readiness.

While I support the intent of this legislation, I do have some concerns that I am
interested in discussing with our panel of witnesses today. One such area is related
to the Hospital Preparedness Program. This legislation would limit the amount of
funding that the Assistant Secretary for Preparedness and Response can use to op-
erate this program to three percent of the program’s total funding. I am concerned
that this limitation, while well-intended, would limit the ability of ASPR to effec-
tively oversee and evaluate the Hospital Preparedness Program. This limitation also
would eliminate funding for other efforts that support our health care preparedness,
response, and recovery ecosystem. This change may harm rather than strengthen
our health system preparedness.

am also concerned about the delegation of contract authority to the
BiomedicalAdvanced Research and Development Authority or BARDA. Like other
HHS divisions,ASPR operates the contracting office for all divisions and programs
under itsauthority. This structure ensures that Federal investments are made
through a fair andopen process that is free of any conflicts. Removing ASPR over-
sight could lead toundue influence on the contracting process by the BARDA Direc-
tor, another programofficer, or an outside source.

Finally, I want to express serious concerns about further expanding the tropical
diseasepriority review voucher program. This program, created in 2007, was in-
tended toincentivize research and development of drugs to treat tropical diseases
thatdisproportionately affect poor and marginalized populations. Once a qualifying
drug isapproved, the sponsor receives a priority review voucher that entitles the
sponsor to asecond six-month review of any other human drug application. The
sponsor is also ableto sell this voucher. Recently, a priority review voucher sold for
$350 million. Sincecreation of the tropical disease PRV program, three PRVs have
been awarded.

There has been significant interest from industry and others in expanding this
programas a way to encourage development of medical countermeasures. While I be-
lieve weshould explore additional ways to incentivize medical countermeasure devel-
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opment, Ido not believe expanding the tropical disease PRV program is the answer.
Not only could expansion decrease the value of a PRV and the incentive to develop
drugs undersuch programs, but it also increases the burden on FDA to expedite re-
view of additionalapplications that may not otherwise qualify for expedited review.
This undermines theagency’s public health mission.

I'm concerned that expansion would only exacerbate known flaws in the
currentprogram. For example, current law requires FDA to award vouchers to spon-
sors even ifa drug was previously approved in other countries. Additionally, there
is no requirementthat a sponsor market a product approved under the program.
Therefore, there is noguarantee that these drugs are actually helping the people
Congress intended to help.

I look forward to hearing from our Government witnesses on these issues. And,
as the committee moves forward with this legislation, I hope there will be an oppor-
tunity forMembers to hear from additional stakeholders about these concerns and
how they can best be addressed.

Thank you.

Mr. PirTs. The Chair thanks the gentleman.

Mr. PALLONE. Mr. Chairman, could I ask, I had three letters I
would like to, unanimous consent, to enter into the record, one
from Kids v Cancer, regarding added medical countermeasures to
the Tropical Disease PRV Program; a letter from David Ridley, the
architect of the Tropical Disease PRV Program and his Health Af-
fairs article regarding the impact of expanding the program; and
a third from Trust for America’s Health.

Mr. PrrTs. And I would like to add to that one letter from the
Blue Ribbon Study Panel on Defense.

So, without objection, these are put into the record.

[The letters appear at the conclusion of the hearing.]

Mr. PiTTS. As usual, all members’ opening statements will be
made a part of the record. And we will now introduce the panel.
We have one panel today, and I will introduce them in the order
of their presentation.

First, we have Dr. Richard Hatchett, Acting Director, Biomedical
Advanced Research and Development Authority, BARDA, and Act-
ing Deputy Assistant Secretary in the Office of the Assistant Sec-
retary for Preparedness and Response, ASPR, U.S. Department of
Health and Human Services. Secondly, we have Mr. Michael Mair,
Director of Strategic Operations, Office of Counterterrorism and
Emerging Threats in the Food and Drug Administration; finally,
Colonel Russ Coleman, Ph.D., Joint Project Manager, Medical
Countermeasures Systems, Department of Defense.

Thank you for coming today. Your written testimony will be
made part of the record. You will each have 5 minutes to summa-
rize your written testimony.

So, Dr. Hatchett, you are recognized for 5 minutes for your sum-
mary.
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STATEMENTS OF RICHARD J. HATCHETT, M.D., ACTING DEP-
UTY ASSISTANT SECRETARY, OFFICE OF THE ASSISTANT
SECRETARY FOR PREPAREDNESS AND RESPONSE, ACTING
DIRECTOR, BIOMEDICAL ADVANCED RESEARCH AND DE-
VELOPMENT AUTHORITY, DEPARTMENT OF HEALTH AND
HUMAN SERVICES; MICHAEL MAIR, DIRECTOR OF STRA-
TEGIC OPERATIONS, OFFICE OF COUNTERTERRORISM AND
EMERGING THREATS, FOOD AND DRUG ADMINISTRATION;
AND COLONEL RUSSELL E. COLEMAN, PH.D., JOINT
PROJECT MANAGER FOR MEDICAL COUNTERMEASURES
SYSTEMS, JOINT PROGRAM EXECUTIVE OFFICE FOR CHEM-
ICAL AND BIOLOGICAL DEFENSE, DEPARTMENT OF THE
ARMY, DEPARTMENT OF DEFENSE

STATEMENT OF RICHARD J. HATCHETT

Dr. HATCHETT. Chairman Pitts, Ranking Member Green, Mrs.
Brooks, Ms. Eshoo, distinguished members of the House Energy
and Commerce Committee, thank you for the opportunity to testify
today regarding biosecurity issues and H.R. 3299, the Strength-
ening Public Health Emergency Response Act.

I am Dr. Richard Hatchett, the Acting Director of BARDA, and
I will focus on steps taken by ASPR to strengthen our Nation’s
health security and the contributions of my own office toward that
end.

We have made substantial progress in the past 10 years to ad-
vance the state of our national biodefense. Thanks to the support
of this committee and others in Congress, we have established
ASPR and BARDA and made critical investments in biodefense and
our healthcare system. However, as highlighted by recent chal-
lenges, such as Ebola and Zika, there remain gaps in our prepared-
ness.

Where the civilian public health and medical response to such
events is concerned, the ASPR is charged by statute to play a
strong leadership role. The ASPR serves as a principal adviser to
the Secretary of HHS on all matters related to Federal medical pre-
paredness and response for public health emergencies.

The ASPR is the author and custodian of the National Health Se-
curity Strategy, which focuses on protecting public health during
an emergency. The ASPR chairs the Public Health Emergency
Medical Countermeasures Enterprise, or PHEMCE, which coordi-
nates medical countermeasure development efforts across the inter-
agency. And the ASPR oversees the Hospital Preparedness Pro-
gram, or HPP, which enhances medical preparedness and resiliency
at the community level through its support of healthcare coalitions,
which incentivize diverse and often competitive healthcare organi-
zations to work together.

The health of communities is deeply intertwined with the abili-
ties of its institutions to provide care to all populations. And invest-
ments in HPP are critical to limiting the cascade of negative health
effects caused by disasters. The PHEMCE promotes the develop-
ment and acquisition of medical countermeasures for chemical, bio-
logical, radiological, and nuclear threats, pandemic influenza, and
emerging infectious diseases. And it has achieved a record of suc-
cess that is now being studied as a model for global preparedness.
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The strong and direct incentives we have put in place to support
the development of medical countermeasures work. The PHEMCE
has achieved technical success. BARDA has achieved technical suc-
cess. Twenty three products that BARDA has supported have re-
ceived FDA approval, licensure, or clearance. And the pace of suc-
cess is accelerating. Fourteen of these approvals have occurred
since 2011, and five have occurred in the last 14 months.

Seventeen products, ranging from anthrax antitoxins to an array
of products for the management of thermal burns, have been pro-
cured for the Strategic National Stockpile under Project BioShield,
with another seven anticipated between now and the end of fiscal
year 2018. Over the last decade, we have honed a model of public-
private partnership that works. It depends on combining push-and-
pull incentives in the form of nondiluted funding and guaranteed
market commitments with access to subject-matter expertise and
product development services. We thank you for your continued
support and sustained commitment to these programs.

To support BARDA’s activities, ASPR has established a separate
Office of Acquisitions, Management, Contracts, and Grants, or
AMCG. AMCG is an award-winning and innovative contracting of-
fice that has led the Department in meeting contracting timelines,
and its independent line of reporting mitigates potential conflicts
of interest and ensures the highest standards of program integrity.

AMCG can work fast. While the departmental benchmark for
contract actions is 180 days, 70 percent of our Ebola contract ac-
tions were awarded within 60 days. And the median time for recent
Project BioShield and other major acquisition awards was 90 days
from the publication of the RFP. And AMCG is fair. Last year, over
95 percent of ASPR’s contract actions were competed, ensuring a
level playing field for businesses capable of meeting HHS require-
ments. Fifty-one percent of eligible contract dollars were awarded
to small businesses.

These investments in preparedness have already paid dividends.
Because of the workforce in capabilities ASPR has developed over
the last 9 years, we and our Nation’s communities are much better
prepared to respond quickly to disasters and emerging threats.

Thank you again for the invitation to speak with you, and I look
forward to addressing your questions.

[The prepared statement of Dr. Hatchett follows:]
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Chairman Pitts, Ranking Member Green, and distinguished Members of the House Energy and
Commerce Committee, thank you for the opportunity to testify today regarding biosecurity
issues and H.R.3299, the Strengthening Public Health Response Act. [ am Dr. Richard Hatchett
and [ serve as the Acting Director of the Biomedical Advanced Research & Development
Authority (BARDA) and as an Acting Deputy Assistant Secretary for Preparedness and
Response. BARDA is a component of the Office of the Assistant Secretary for Preparedness and
Response (ASPR). The ASPR, Dr. Nicole Lurie, serves as the principal advisor to the Secretary
of Health and Human Services (HHS) on all matters related to federal medical preparedness and

response for public health emergencies.

Securing our nation against biological threats is a challenging endeavor. The array of threats for
which we must be prepared is vast. Such threats include bioterrorist agents such as anthrax,
smallpox, and botulism; evolving and emerging threats causing substantial regional disruption
such as Ebola and Zika; and highly communicable diseases with pandemic potential such as
influenza. In the last fifteen years, the world has experienced the first influenza pandemic in 40
years, devastating outbreaks of foot-and-mouth disease, anthrax attacks, the re-emergence of
cholera in the Western Hemisphere, the largest Ebola epidemic ever recorded, and the global

dissemination of vector-borne viral diseases such as chikungunya and Zika.

Thanks to lessons lfearned from previous responses, biomedical breakthroughs, and sound
strategic investments, we have improved our preparedness for and capability to respond to a
wide-range of threats regardless of their origin and properties. We have read with interest the

report and recommendations of the Blue Ribbon Study Panel on Biodefense, which | know to be

[
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of interest to this Committee. With that in mind, I would like to update you on some of the areas

in which ASPR and BARDA have progressed in recent years.

ASPR has made numerous improvements to ensure national health security and to protect the
American people. One such improvement is the development and continued refinement of the
National Health Security Strategy (NHSS), which unified a patchwork of public health and
medical preparedness, response, and recovery strategies. The NHSS works to ensure that the
nation is prepared for, protected from, and resilient in the face of public health threats. The
NHSS is the first strategy specifically focused on protecting public health during an emergency.
It envisions resilient and strong communities with sustainable health and emergency response
systems. The NHSS, with its accompanying implementation plan, lays out actionable goals and

objectives to achieve these ends.

Among her many responsibilities, the ASPR serves as the chair of the Public Health Emergency
Medical Countermeasures Enterprise (PHEMCE), The PHEMCE is a standing virtual enterprise
that coordinates the entire life cycle associated with the development and procurement of
medical countermeasures. It was created explicitly to improve coordination and collaboration
within the Department and with our external stakeholders, including nonprofits, other federal

departments, the private sector, and the international community.

The PHEMCE is comprised of ASPR, the National Institutes of Health (NIH), the Centers for
Disease Control and Prevention (CDC), and the Food and Drug Administration (FDA), as well as

the Departments of Homeland Security (DHS), Defense (DoD), Veterans Affairs, and
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Agriculture. It has been uniquely successful in promoting the development and acquisition of
medical countermeasures for chemical, biological, radiological and nuclear (CBRN) threats,
pandemic influenza, and emerging infectious disease threats. PHEMCE activities are governed
by the PHEMCE Strategy and Implementation Plan (SIP). The PHEMCE SIP is updated
annually and describes the PHEMCE's governance and decision-making structure. One of the
most important functions of the SIP is to provide clarity and guidance about PHEMCE objectives

to our external partners and stakeholders.

PHEMCE coordination and decision-making encompass all stages of the medical
countermeasure life cycle from identifying requirements and developing target product profiles
through product development to distribution and dispensing. Agencies take responsibility and
are held accountable for activities within their mission space and PHEMCE coordination
establishes common priorities, facilitates joint decision making and information sharing, and
ensures the smooth transition of products through development. The PHEMCE has an
outstanding record of success and is now being studied as a model for global preparedness
against emerging infectious diseases. It was established in 2007 and its processes have been

iteratively refined and improved over the last 9 years.

Operationally, the PHEMCE establishes product-specific requirements for CBRN medical
countermeasures based on Material Threat Assessments developed by DHS. NIH and DoD
support discovery and early stage development of product candidates, often in collaboration with
academic and industry partners, and prepare them for the transition to BARDA. In turn,

BARDA supports and assists product candidates through advanced research and development,
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including preparation for FDA review, until they are ready for acquisition under Project
BioShield. After procurement, medical countermeasures are maintained at CDC’s Strategic
National Stockpile (SNS) locations or within virtual stockpiles maintained by commercial
vendors (in so-called vendor-managed inventory). If advanced development data lead to FDA
approval of a marketing application, the financial responsibility of purchasing medical
countermeasures for stockpile and delivery transfers from BARDA under Project BioShield to
SNS. Items that have not yet received FDA licensure can also be procured for the stockpile if

they are eligible for use during an emergency under an Emergency Use Authorization.

During evolving public health emergencies, NIH, BARDA, and DoD may shift into response
mode, interfacing with other federal agencies and manufacturers to develop, produce, and test
products for FDA review and approval and (where necessary) distribution by CDC to state and
local health departments. Our investments in preparedness have already paid dividends in this
regard. Because of the workforce and capabilities we have developed over the last nine years,
we are much better prepared to respond quickly to emerging threats. The PHEMCE, for
example, advanced multiple vaccines and therapeutics and an innovative lateral flow diagnostic
into clinical trials during the response to the Ebola epidemic and more recently has mobilized to
support the development of vaccines, diagnostics, blood donor screening tests, and pathogen

reduction technologies for Zika virus.

Within the overarching framework provided by the PHEMCE, BARDA supports the advanced

research, development and procurement of medical countermeasures—vaccines, therapeutics,
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antiviral and antimicrobial drugs, diagnostics, and medical devices. Advanced development
includes critical steps needed to transform a candidate to a product that is ready to use. These
steps include optimizing and validating commercial scale manufacturing processes; optimizing
product formulations, storage, product longevity, and effectiveness; creating, optimizing, and
validating assays to assure product integrity; conducting late-stage clinical safety and efficacy

studies; and carrying out pivotal animal efficacy studies.

BARDA’s considerable success with making available CBRN medical countermeasures derives
from a business model that depends on a set of supporting incentives that can be likened to a
three-legged stool. Each leg of the stool has proved critical to BARDA’s success, and it was
only after all three legs were firmly established that BARDA truly began to deliver on its

promise.

The first leg is provided by Project BioShield funding, which serves as a market guarantee {(or
advanced market commitment) for products that otherwise might have no or very limited
commercial prospects. Maintaining the integrity of this market guarantee has been critical to
maintaining the confidence of our private sector partners as they undertake high-risk
development programs. Project BioShield funding represents the government’s bipartisan
commitment to support private sector innovators who are willing to address unmet public health
preparedness needs. With our private sector partners, we are building capacities to maximize a
flexible, nimble response. We are also working across the government to ensure threats are
identified, requirements are established, and the medical counter measures are in place to protect

the nation’s health. The need for medical countermeasures against threats is regularly assessed
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and informed by DHS’s Material Threat Determinations, to which threat information provided

by the Intelligence Community contributes.

The second leg is provided by the classic push incentive of BARDA’s advanced research and
development contracts, grants, cooperative agreements, and other transactions. These funding
vehicles provide firms with access to the substantial amounts of funding required to navigate the
“valley of death” represented by late-stage clinical development. Small to mid-size
biotechnology firms have found it virtually impossible to obtain funding from traditional capital
markets for inherently non-commercial biodefense projects. Absent the push incentives that
BARDA provides, these firms would not be able to advance their products to regulatory end

points; they would simply die on the vine, victims of the market failure that underlies biodefense.

The third leg of the stool is the direct product development support that BARDA provides. Since
most of BARDA’s partners have been small to mid-size biotechnology firms that have gaps in
their product development expertise and capabilities, BARDA has established an array of core
services that it can bring to bear in support of its partners® product development efforts. These
core services facilitate access to subject matter experts in a variety of disciplines germane to
product development (such as clinical trial design, regulatory affairs, process engineering, etc.)
as well as access to animal models and preclinical laboratories, a clinical studies network, a fill-
finish manufacturing network, and BARDA’s Centers for Innovation in Advanced Development
and Manufacturing. These latter assets, which support BARDA’s core mission of promoting
biodefense product development, also enhance BARDAs response capability and collectively

constitute BARDA’s National Medical Countermeasures Response Infrastructure, which was



20

mobilized for the first time during the Ebola epidemic to accelerate the development of Ebola
vaccines and therapeutics and is being engaged now to expedite the development of vaccines

against Zika.

Since its creation, BARDA has built a comprehensive and formidable advanced development
product pipeline that has supported close to 200 medical countermeasure development projects.
To date, at least 23 medical countermeasures that BARDA has supported have been approved,
licensed or cleared by FDA. Of these, 15 have been approved since 2011 and five have been
approved in the last 14 months. Seventeen products, ranging from anthrax antitoxins and
smallpox vaccines to anti-neutropenia cytokine therapeutics for radiation illness and an array of
produets for the management of thermal burns, have been procured under Project BioShield with
another seven anticipated between now and the end of FY 2018, To better serve the needs of
special populations, BARDA has funded the development of a smallpox vaccine (Modified
Vaccinia Ankara) suitable for use in immunocompromised individuals as well as pediatric
formulations of drugs like Prussian Blue (a treatment for internal radiation contamination) and
solithromycin (an antibiotic candidate under investigation). BARDA has also supported the
development and manufacturing of 18 influenza vaccines, antiviral drugs, and diagnostics that
were either used in the 2009 HINT pandemic or stockpiled to enhance preparedness for HSN1

and H7N9 influenza viruses with pandemic potential.

To provide contracting support to BARDAs activities, ASPR has established a separate and
specialized Office of Acquisitions Management, Contracts and Grants (AMCG) whose

contracting authority is delegated from the HHS Senior Procurement Executive (SPE). This
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independent line of reporting to the ASPR and the SPE mitigates potential conflicts of interest
and maintains the highest standards of program integrity. AMCG is an award winning and
innovative contracting office, having received the HHS Secretary’s 2015 Hubert H. Humphrey
Award for Service to America, the 2012 HHS Small Business Award, and the 2010 HHS Project
Team Award for is contribution to the HIN! Influenza Virus response. It introduced
competitive solicitation procedures known as Broad Agency Announcements which streamline
the acquisition process for basic and applied research, and initiated the use of Other Transaction

Agreements to further engage industry.

AMCG has led the department in meeting contracting time lines. While the federal government
and Department standard time line for awarding contracts is 180 days, AMCG awarded the
majority of its Ebola contract actions within 60 days. In the same time frame (FY2014-FY2015),
Project BioShield contracts were awarded within an average of 128 days from the publication of
a Request for Proposals. In summary, ASPR awarded 91 grants totaling $212,649,385.67 in FY
2015. During that fiscal year, 90 percent of ASPR’s contract actions were competed, thereby
ensuring that there is opportunity for businesses capable of meeting the needs of HHS to
compete on a level playing field. Exceeding targets under the President’s Small Business
Initiative, ASPR awarded 51 percent of eligible contract dollars to small businesses. This also

exceeded our own 35 percent small business goal.

The Federal Acquisition Regulation (FAR) provides flexibility in the event of an emergency to
expedite contract award by the contracting officer. This emergency authority was recently put to

use by AMCG in what U.S. News and World Report on March 18, 2016 called ““an
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unprecedented relief effort, [by] the federal government and blood banks in the United States. ..
to provide the entire territory of Puerto Rico with safe blood to protect recipients from the Zika
virus,” AMCG was notified on February 24, 2016 that FDA guidance recommended that—
among other things—whole blood and blood components for transfusion be obtained from areas
of the United States without active transmission and that blood collection in affected areas such
as Puerto Rico would have to stop no later than March lunti! donor screening measures could be
put in place to prevent transfusion transmission of Zika virus. Working closely with BARDA to
define the actual requirement, conduct market research, obtain legal advice, and draft the
contract document, the contracting officer awarded a $4.6 million contract on March 3, 2016 to
transport blood products from the U.S. mainland to Puerto Rico, six business days after being
notified of the impending shortage. On March 5, 2016, Chris Hrouda, Executive Vice President
of Biomedical Services for the American Red Cross, announced that nearly 5,000 units of blood
and other products per week had commenced, enough to meet the whole territory's needs. These
efforts by AMCG and BARDA prevented a public health crisis from becoming a medical crisis
by demonstrating the flexibility, speed, and coordination with which the two offices can operate.

As a result, a solution was eventually reached with the Roche blood screening.

ASPR strives to preserve health, mitigate suffering due to illness and injury, and expedite
recovery through the development of resilient communities before, during, and after events
ranging from bioterrorism attacks to natural disasters that impact public health and well-being.
To achieve this goal, ASPR supports building preparedness capabilities and resiliency at the
community level before disasters or public health incidents occur. ASPR’s flagship program in

this regard, the Hospital Preparedness Program (HPP), has provided approximately $5.6 billion
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to state, local, and territorial health departments since 2002 to better prepare the nation’s health

care systems and hospitals for man-made or natural disasters.

While hospitals remain at the center of a prepared health care system, events of the last decade,
including the 2009 pandemic, the Joplin, Missouri tornado, and Superstorm Sandy, have
highlighted how important it is for hospitals to work with one another and with other community
health care entities, such as EMS and skilled nursing facilities, to prepare and execute a health
care system response. Consequently, since 2012, HPP has emphasized the importance of
regional health care coalitions to save lives during emergencies that exceed the day-to-day
capacity of the health and emergency response systems. Health care coalitions (HCCs)
incentivize diverse and often competitive heaith care organizations with differing priorities and
objectives to work together. They ensure that each HCC member has the necessary medical
equipment and supplies, real-time information, communication systems, and trained health care
personnel to respond to an emergency, so that each patient impacted by a disaster receives the
right care at the right place at the right time. The health of communities is deeply intertwined
with the ability of its institutions to provide care to all populations and investments in HPP are

critical to limiting the cascade of negative health effects that disasters can have on a community.

HCCs have already proven beneficial. For example, even as emergency crews were still onsite
searching for survivors and victims of the 2015 Amtrak train derailment in Philadelphia, local
health care facilities, emergency medical services, and emergency management agencies, all
members of HPP-supported HCCs, were already in action, working together to facilitate a swift,

coordinated response. Systems funded by HPP were able to send out notifications of emergency
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room capacity to HCC members a full 30 minutes prior to the official city alerts. This enhanced
communication provided responders real-time information on resources and capacity throughout
the region. HCC members immediately activated another HPP-funded response platforn to
track and triage patients, facilitate the proper distribution of patients, and prevent any single
hospital from being overburdened. The operational response of HCC members, along with their
systems and training, allowed for an effective response within an organized incident command

structure, thus saving lives, improving care, and increasing accountability.

ASPR has supported a number of recent initiatives to enhance the HPP program. In 2010, ASPR
led an effort to ensure that HPP funding and its health care preparedness mission was better
aligned with CDC’s Public Health Emergency Preparedness (PHEP) cooperative agreement and
its public health preparedness focus. This alignment reduced bureaucracy and administrative
workload for both programs’ awardecs, and ensured the programs could leverage one another’s
work and avoid duplication. Alignment of the exercise requirements for both cooperative
agreements and the integration of annual awardee meetings are just two examples of efficiencies
that have been achieved through this process. Further, ASPR’s and CDC’s alignment efforts for

HPP and PHEP also serve to ensure the programs are complementary.

Over the last several years, HPP has evolved from an individual health care facility capacity-
building program to a health care system capability-development program. In 2012, ASPR
identified eight national health care preparedness capabilities that awardees, health care
coalitions, and health care facilities and organizations strive to achieve. These capabilities are

sufficiently flexible to enable all-hazard planning for natural disasters, terrorist events, infectious
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discase outbreaks, and industrial accidents. The capabilities are designed to facilitate and guide
preparedness planning and to serve the needs of communities in every-day local emergencies as
well as disasters eliciting state and federal disaster declarations. HPP awardees use the health
care preparedness capabilities to identify gaps in their preparedness efforts and target
investments to ensure that their communities are safer, more resilient, and better prepared. Ina
recent survey, HPP awardees indicated overwhelmingly that the Program’s support—including
funding, guidance, and technical assistance—is critical to developing, implementing, and
maintaining health care preparedness capabilities. For example, 100 percent of awardecs agreed
or strongly agreed that HPP was critical to health care system preparedness, and 92 percent

agreed or strongly agreed that HPP was critical to health care worker safety.

The HPP appropriation funds a health care preparedness, response, and recovery ecosysten that
extends from day-to-day emergency department improvements to recovery from major disasters.
Funding supports HPP cooperative agreements as well as a set of supporting federal efforts that
help HPP awardees, coalitions, and health care facilitics and providers prepare for and respond to
emergencies. These include:

o The Technical Resources, Assistance Center, and Information Exchange (TRACIE),
which ASPR launched in September 2015 to serve as a one-stop interchange for HPP
awardees, health care coalitions, and other health system partners to gain access to best
practices, guidance documents, and technical assistance as well as to share ideas and to
collaborate with stakeholders on matters pertaining to healthcare emergency
preparedness, response, recovery, and mitigation. TRACIE has responded to nearly 500

training and technical assistance requests in the eight months since the program launched;
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the vast majority of those requests came from HPP awardees and coalition members.
TRACIE has received more than 35,000 visitors to the website, its listserv has nearly
5000 recipients, and more than 1300 individuals have registered as members of the
program’s Information Exchange.

o The Emergency Care Coordination Center within ASPR strengthens the day-to-day
emergency care system so that the nation’s emergency departments are better prepared in
times of crisis.

o ASPR’s Critical Infrastructure Protection for the Health Care and Public Health Sectors
leads a public-private sector partnership focused on protecting the essential goods,
services, and functions of health care and public health that, if destroyed or compromised,
would negatively affect the nation. This program served a coordinating function during
the Ebola outbreak to ensure that hospitals that served as Ebola Treatment Centers had
the personal protective equipment they needed despite a national shortage. The program
also leads the Department’s health care cybersecurity work.

o ASPR’s Division of Recovery advances the nation’s ability to recover from the health
and social services impacts of emergencies and disasters. ASPR’s Recovery experts not
only assist HPP awardees during and after emergencies, but they also promote pre-
disaster health and social services recovery planning. Currently, ASPR’s Recovery team

is leading efforts to respond to the health and human services crisis in Flint, Michigan.

Infectious disease threats manifest in myriad forms and present unique challenges for
preparedness and response. Fortunately, many of the lessons learned in responding to emerging

infectious disease threats can inform our preparedness for acts of bioterrorism, while many of the
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capabilities we have developed to promote preparedness for bioterrorism simultaneously enhance

our preparedness for and ability to respond to natural threats.

What is required to respond effectively may differ substantially from agent to agent and over
time within a given event, as recent crises demonstrate. To meet such threats, our nation requires
an array of response capabilities, the ability to adapt in real time to changing circumstances, and
robust mechanisms for coordination and communication. In the less than ten years that it has
existed, ASPR and its component programs have made signal contributions in each of these areas
and today play a critical role in preparing for public health and medical emergencies, whether
natural or deliberate in origin. Through concerted effort over many years, ASPR has brought
closer to realization the aspiration articulated in the NHSS of *National health security [as] a
state in which the nation and its people are prepared for, protected from, and resilient in the face

of incidents with health consequences.”
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Mr. Prrrs. The Chair thanks the gentleman.
I will recognize Mr. Mair, 5 minutes for your summary.

STATEMENT OF MICHAEL MAIR

Mr. MAIR. Good morning, Chairman Pitts, Ranking Member
Green, and members of the subcommittee. Thank you for the op-
portunity to discuss FDA’s perspective on H.R. 3299, the Strength-
ening Public Health Emergency Response Act, which contains pro-
visions intended to help improve preparedness for a response to
chemical, biological, radiological, and nuclear, or CBRN, threats.

FDA plays a critical role in protecting the United States from de-
liberate CBRN threats and naturally incurring infectious diseases,
such as Zika virus and pandemic influenza. FDA is responsible for
ensuring that medical countermeasures, including drugs, vaccines,
and diagnostic tests, to counter these threats are safe and effective.

We work closely with our interagency partners, including our
partners seated here with me today, as well as with product devel-
opers to facilitate to the development and availability of medical
countermeasures. This collaboration has been extremely successful.
For example, since 2000, FDA has approved 89 medical counter-
measures for CBRN threats and pandemic influenza, as well as 17
supplemental changes to already approved applications and 71
modifications to diagnostic devices. This success is in part due to
the continuing support provided by Congress in establishing the
programs and authorities necessary as well as providing the fund-
ing needed to create and sustain a robust Medical Counter-
measures Enterprise.

As you know, H.R. 3299 contains a provision intended to help
incentivize medical countermeasure development by enabling prod-
uct developers to receive a priority review voucher, or PRV, under
FDA’s Tropical Disease PRV Program provided certain criteria are
met. The PRV may be used by the product developer who receives
it or sold to another product developer who may then use it to ob-
tain priority review for a product application that otherwise would
not receive priority review.

When a marketing application receives a priority review designa-
tion, FDA’s goal is to take action on that application within 6
months, as compared to 10 months under standard review. Thus,
the PRV enables the product developer to potentially bring a prod-
uct to market sooner than it would under standard review time,
which is valuable to product developers.

While FDA fully supports the intent in H.R. 3299 to further
incentivize the medical countermeasure development, we do not be-
lieve that adding CBRN threats to the Tropical Disease PRV Pro-
gram is likely to achieve that goal. Only three PRVs have been
awarded to date under the Tropical Disease PRV Program since its
inception in 2007, and these were for products that had been in de-
velopment prior to the creation of the PRV program. Thus, it re-
mains unclear at this time how effective this program is in spur-
ring product development, particularly for new product develop-
ment.

And even if PRV has ultimately proved successful in
incentivizing product development, expanding the Tropical Disease
PRV Program to CBRN threats has the potential to increase the
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number of PRVs that are issued over time, which could negatively
affect the sales value of PRVs and thus the ability of the PRV pro-
gram to do what it is intended to do: incentivize product develop-
ment.

As Dr. Hatchett noted, the U.S. Government already provides
significant incentives to help facilitate medical countermeasure de-
velopment, including funding for research and development, clinical
trial costs, and procurement contracts, and extensive technical as-
sistance throughout the development process. These incentives
have been highly successful in facilitating the development of med-
ical countermeasures required for emergency preparedness and re-
sponse. Therefore, it is unclear that extending PRVs to CBRN
threats is sufficient or even necessary to incentivize additional
medical countermeasure development.

FDA is also very concerned that adding CBRN threats to the
Tropical Disease PRV Program will have a negative impact on
FDA'’s ability to support product development. PRVs are redeemed
for products that would not otherwise qualify for priority review,
such as drugs to treat conditions for which safe and effective thera-
pies often already exist: for example, elevated cholesterol or diabe-
tes.

The clinical trials for these applications are typically more nu-
merous, involving thousands more patients, and more complex than
for the types of products that would normally qualify for priority
review. Reviewing such applications within the target 6-month pri-
ority review timeframe is very challenging and requires many more
person-hours and a larger review team. Thus, managers and re-
viewers must refocus time and resources away from other impor-
tant public health work.

If there are more PRVs being issued and redeemed as a result
of the proposed expansion of the Tropical Disease PRV Program,
FDA will have fewer resources available to review other marketing
applications, including for serious diseases for which no available
therapies exist.

These resource constraints will also undermine FDA’s ability to
conduct its portfolio of public health work from providing advice
and guidance in the early stages to help facilitate product develop-
ment, including for medical countermeasures, as well as to moni-
toring safety and approval. Given the uncertainty related to the
utility of extending PRVs to CBRN threats and the potential nega-
tive unintended consequences associated with doing so, FDA be-
lieves Congress should approach the expansion of the PRV program
to CBRN threats with caution.

We suggest that it would be advantageous to conduct a full as-
sessment of U.S. Government medical countermeasure programs to
determine if additional incentives are needed, and if so, bring to-
gether key experts and stakeholders to explore the most appro-
priate incentives to add.

Thank you, and I will be happy to answer any questions you may
have.

[The prepared statement of Mr. Mair follows:]
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INTRODUCTION

Good morning Chairman Pitts, Ranking Member Green, and members of the Subcommittee. |
am Michael Mair, Director of Strategic Operations in the Office of Counterterrorisin and
Emerging Threats (OCET) at the Food and Drug Administration (FDA). Thank you for the
opportunity to appear today to discuss H.R. 3299, the Strengthening Public Health Emergency
Response Act of 2013, which contains provisions intended to help improve preparedness for and

response to chemical, biological, radiological, and nuclear (CBRN) threats.

FDA Role in the CBRN Mission
FDA plays a critical role in protecting the United States from deliberate CBRN threats and

naturally occurring infectious diseases, such as Zika virus and pandemic influenza. FDA is

responsible for ensuring that medical countermeasures—including drugs, vaccines, and
diagnostic tests—against these threats are safe, effective, and secure. It is the mission of OCET

to facilitate the development and availability of these life-saving products.

FDA works closely with interagency partners—including the Office of the Assistant Secretary
for Preparedness and Response (ASPR) and its Biomedical Advanced Rescarch and
Development Authority (BARDA), the National Institutes of Health (NIH), the Centers for
Disease Control and Prevention (CDC), and Department of Defense (DoD)—as well as with
medical countermeasure developers and international partners to facilitate the development and
availability of the medical countermeasures necessary to respond effectively to public health
emergencies and to support the unique needs of the warfighter. FDA supports medical
countermeasure development and availability by providing subject matter expertise and technical
assistance in medical countermeasure development, as well as by providing scientific and
regulatory input to inform medical countermeasure stockpiling and deployment decisions. In

2
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addition, FDA employs its authorities, such as Emergency Use Authorization (EUA), to facilitate
access to available medical countermeasures to respond to public health and military
emergencies, even when products are investigational or not yet approved for that particular use

provided certain criteria are met.

In 2010, FDA faunched its Medical Countermeasures initiative (MCMi), focusing increased
resources on identifying and resolving regulatory challenges to medical countermeasure
development and availability, The MCMi mission is to promote the development of medical
countermeasures by establishing clear regulatory pathways for the development of medical
countermeasures, instituting effective regulatory policies and mechanisms to facilitate timely
access to available medical countermeasures, and advancing medical countermeasure regulatory

science to create the tools that support regulatory decision making.

This interagency collaboration has been extremely successful in facilitating the development and
availability of medical countermeasures to respond to CBRN and emerging infectious disease
threats. For example, since 2000, FDA has approved 89 medical countermeasures for CBRN
threats and pandemic influenza, as well as 17 supplemental changes to already approved
applications and 71 modifications to diagnostic devices. This success is in part due to the
continuing support provided by Congress in establishing the programs and authorities
necessary-—as well as providing the funding needed—to create and sustain a robust medical

countermeasure enterprise.

The Tropical Disease Priority Review Voucher Program
In 2007, in an effort to incentivize the development of new drug and biological products for the
prevention and treatment of tropical diseases that affect millions of people throughout the world,

3
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Congress created the Tropical Disease Priority Review Voucher (PRV) Program at FDA. Under
the Tropical Disease PRV program, FDA awards PRVs to the sponsors of approved tropical
disease product marketing applications for specified tropical diseases provided certain criteria
are met. The PRV may in turn be used by the sponsor who receives it, or sold to another sponsor
who may then use it, to obtain priotity review for a product application that would otherwise not
receive priority review. When a marketing application receives a priority review designation,
FDA’s goal is to take action on that application within 6 months as compared to 10 months under
standard review. Thus, a PRV enables a product developer to potentially bring a product to
market sooner than it would under the standard review time, which is valuable to product

developers.

The legislation that created the Tropical Disease PRV Program listed sixteen tropical diseases—
including tuberculosis, malaria, and Dengue—that would qualify the developer of an approved
product to prevent or treat the listed tropical disease to receive a PRV under the Tropical Disease

PRV Program.

The legislation also authorized the Secretary of the Department of Health and Human Services to
add an infectious disease to the list of tropical diseases that would qualify the developer of an

approved product to prevent or treat an identified tropical disease to receive a PRV if: (1) there is
no significant market in developed nations for that disease; and (2) the disease disproportionately
affects poor and marginalized populations. This authority is delegated to FDA, and in 2015, FDA

added Chagas disease and neurocysticercosis to the PRV-cligible tropical disease list.
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In 2014, Congress passed S. 2917, which added filoviruses, which includes Ebola virus and
Marburg virus, to the PRV -eligible tropical disease list; and in 2016, Congress passed S. 2512

which added Zika virus disease to the PRV-eligible tropical disease list.’

Section 8 of H.R. 3299 would add any disease or other agent that is determined to be a material
threat (under section 319F-2(c)2)(A)(ii) of the Public Health Service Act) to the PRV -eligible
tropical disease list. There are currently material threat determinations (MTDs) for eleven

biological agents, two classes of chemical agents, radiological materials, and nuclear detonation

effects.

FDA is concerned that extending the Tropical Disecase PRV program to CBRN threats may not
effectively incentivize medical countermeasure development and may have negative unintended

consequences.

Medical Countermeasure Development

Many of the sponsors that are developing medical countermeasures for CBRN threats already
receive significant incentives from the U.S. Government, such as funding for research and
development and clinical trial costs, procurement contracts for government stockpiling, as well
as extensive technical assistance throughout the development process. For example, in Fiscal
Year 2013, FDA's medical product review centers held 84 formal meetings with medical
countermeasure sponsors or applicants to provide technical assistance and clarify regulatory

requirements (in addition to having significant interactions with medical countermeasure

"The 2014 legistation that added (filoviruses to the PRV -¢ligible tropical disease list (S. 2917: PL: 113-233) also changed he

requirement for a sponsor to notify FDA of its intent to submit a marketing application with a tropical disease PRV from 356

days 1o 90 days. cnabled the Scerctary of HHS to add discascs to the list of PCR-cligible discases by issuing an order as opposed
it d clarified that tropical disease PRVs can be resold an unlimited number of times. The 2016 legislation that

1 virus disease to the PRV-cligible tropical discase Hst (8. 2512; PL: 114-146) also changed filoviruses to filovirus

disease.
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sponsors and applicants outside of the formal meeting process to address issues and provide
assistance).” As noted above, these incentives have been highly successful in facilitating the
development of medical countermeasures. Therefore, it is uncertain whether extending the
Tropical PRV Program to CBRN threats is necessary to incentivize additional medical

countermeasure development.

Moreover, there has been no analysis of the Tropical Disease PRV program to assess whether the
program is effective in incentivizing product development for the listed neglected tropical
diseases. Only three PRVs have been issued to date under the Tropical Disease PRV Program
since its inception in 2007 (for products that had been in development prior to the
implementation of the Tropical Discase PRV Program) and thus it {s not clear at this time how
effective this program is in spurring product deve!opmcm.3 Given this uncertainty, FDA

believes Congress should approach additional expansion of the PRV program with caution.

Potential Consequences to the Tropical Disease PRV Program

In addition to awarding PRVs under the Tropical Discase Program, FDA also awards PRVs
under the Rare Pediatric Disease PRV Program that was established by Congress in 2012 to
incentivize the development of products to prevent or treat rare pediatric diseases. Adding all of
the CBRN threat agents with MTDs to the list of qualified tropical diseases under the Tropical
Disease PRV Program has the potential to increase the number of PRVs that are issued over

time, which could negatively affect the sales value of PRVs, and thus, the ability of the PRV

L MCME Program Update - Fiscal Year 2015, Washington DC: Food and Drug Administration. May 2016.

htip:www fda. govidownloads: EmergencyPreparedness/Counterterrorism/MedicalCountermeasures/About MCMi7UCM494658.
pdf.

* In 2016, the Government Accountability Office (GAO) released the findings of an assessment of the effectiveness of FDA’s
Rare Pediatric Disease PRV Program (htip:/Awww.gao.gov/assets/680/675544 pdf). {The Rare Pediatric Discase PRV Program
was cstablished by Congress in 2012 to incentivize the development of products to prevent or treat rare pediatric diseascs by
awarding the developers of approved marketing applications for rare pediatric disease products PRV provided certain criteria are
met.} The GAO assessment found that insufficient time had passed to as the effectiveness of the three-year-old Rare Pediatric
Disease PRV Program given that the six drugs for which rare pediatric disease PRVs have been issued had been in development
prior o the implementation of the Rare Pediatric Discase PRV Program.

6
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program to incentivize product development. David Ridley, one of the architects of the PRV
concept, recently published an analysis of the commercial market for PRVs that included an
examination of how the PRV price is affected by the availability of additional PRVs.* He found
that the expected value of a PRV could be as high as $234 million if only one PRV is available in
one year, but that if four PRVs are available in one year the value could fall to as low as

$39 miltion. Thus, Dr. Ridley found that continuing to add more diseases and conditions to the
list of qualified tropical diseases runs the risk of reducing the sales price of PRVs, which
ultimately will undermine the ability of the PRV program to achieve what Congress intended it
to do: incentivize the development of medical products to treat or prevent the diseases or

conditions on the tropical disease PRV list.

Potential to Impact FDA’s Capacity to Support Product Development

PRVs are redeemed for products that otherwise would not qualify for priority review, such as
drugs to treat conditions for which safe and effective available therapies often already exist (e.g.,
elevated cholesterol, diabetes). The clinical trials for these applications are typically more
numerous involving thousands more patients making the reviews more complex than for
products that would normally qualify for priority review. Reviewing such applications within the
target six month priority review timeframe is very challenging and requires many more person-
hours and a larger review team. Thus, managers and reviewers must refocus time and resources

away from other important public health work.

While FDA receives additional fees for the review of products that redeem a PRV, these funds

are unpredictable and one-time, and thus do not translate into additional staff or resources for the

¢ Ridley DB, Régnicr SA. The Commercial Market For Priority Review Vouchers. Health Aff (Millwood). 2016 May
1:35(5):776-83. hup:/icontent healihaffairs.org'content’35/5/776.full
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division that ultimately is called upon to review the product linked to the PRV. FDA cannot
predict which review divisions will need additional staff to support PRV-related reviews, and the
notification that product applicants must provide FDA of their intent to use a PRV prior to the
submission of a marketing application is insufficient to enable FDA to staff up as needed.
Product reviewers are highly specialized scientists and doctors who typically cannot be hired this
quickly or on an as-needed basis. Additionally, trained product reviewers are not interchangeable
and cannot be moved from one review division to another. Thus, FDA must review an

application linked to a PRV with existing resources within the affected review division.

Extending the Tropical Disease PRV Program to CBRN threats will significantly increase the
number of PRV-¢ligible diseases, which will eventually result in more PRVs being issued and
redeemed. This will ultimately result in FDA having fewer resources available to review other
marketing applications for serious diseases, including for CBRN threats. These resource
constraints also have the potential to undermine FDA’s ability to conduct its entire portfolio of
public health work, from providing advice and guidance in the carliest stages to help facilitate

drug development (including for medical countermeasures) to monitoring safety after approval.

CONCLUSION

FDA is fully committed to sustaining our deep engagement in facilitating the development and
availability of medical countermeasures to prepare for and respond to CBRN and emerging
infectious disease threats. While we support the intent in H.R. 3299 to further incentivize the
development of medical countermeasures for CBRN threats, we are concerned that adding the
MTD threats to the PRV-eligible tropical disease list may not achieve that goal. We suggest that
it would be advantageous to conduct a full assessment of U.S. Government medical
countermeasure programs to determine if additional incentives are needed to improve medical

8
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countermeasure development and, if so, bring together key experts and stakeholders to explore

what are the most appropriate incentives to add.

Thank you. I am happy to answer your questions.
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Mr. PrrTs. The Chair thanks the gentleman.
I recognize Colonel Coleman, 5 minutes for your summary.

STATEMENT OF RUSSELL E. COLEMAN

Colonel COLEMAN. Good morning. Chairman Pitts, Ranking
Member Green, and distinguished members of the subcommittee,
thank you for the opportunity to testify on Department of Defense
efforts to partner with industry on the development of medical
countermeasures that threaten our deployed military forces. I am
%alking about chemical, biological, radiological, and nuclear agents,

BRN.

As the DOD Joint Project Manager for Medical Countermeasures
Systems, my mission is the advanced development, procurement,
and sustainment of FDA-approved diagnostics, vaccines, and thera-
pealtics needed to protect the warfighters from these deadly haz-
ards.

I am one of five Joint Project Managers within the DOD’s Joint
Program Executive Office for Chemical and Biological Defense,
which is the material developer for the Department of Defense
Chemical and Biological Defense Program, providing full-spectrum
capabilities against CBRN attacks. Today, available economic and
regulatory incentives have not succeeded in encouraging the indus-
try to partner with the Department of Defense on the development
of medical countermeasures against CBRN hazards.

In general, medical countermeasures against these threats for
the military would be used in rare emergency situations. And the
military market is small. We are talking, you know, a couple hun-
dred thousand forces, not tens of millions or hundreds of millions.
This market is small so that it is unlikely to yield an acceptable
return on investment for our industry partners. And industry per-
formers, in my talks with them, have indicated that return on in-
vestment is their top priority, and there is simply little or no ben-
efit in targeting these low-likelihood, high-impact threats.

I personally believe that incentives are needed to inspire addi-
tional innovation in this market. There are a variety of potential
incentives that could be used to encourage this investment, and the
Department of Defense recognizes that the development of incen-
tives will require a careful assessment of the risks and benefits
that extend well beyond just the Department of Defense.

Please recognize that we are not idle in the face of the challenges
we have. My organization is taking steps to increase the Depart-
ment of Defense’s ability to more rapidly develop and field medical
countermeasures for the Joint Forces.

We have recently announced the award of an other transaction
authority consortium specific for the development of medical coun-
termeasures in order to make it easier for nontraditional defense
contractors, such as pharmaceutical industry, to partner with the
Department of Defense. The OTA is a special contracting vehicle
that has flexibility that is appealing to the pharmaceutical compa-
nies.

Additionally, my office is standing up the DOD Medical Counter-
measures, Advanced Development, and Manufacturing Capability,
a dedicated and enduring capability to conduct advanced develop-
ment and manufacturing of products for the warfighter. This facil-
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ity will make it easier and more likely that small biopharma-
ceutical companies, with which the DOD already engages but who
lack the necessary experience with the FDA and with manufacture
and production, to actually succeed at filling our DOD role.

The bottom line is that the DOD is determined to field and fully
fulfill those validated warfighter requirements that will provide
those urgently required capabilities against CBRN threats. I ap-
plaud the conversation now ongoing as to which incentives can best
meet those requirements and generate innovation in this area.

Thank you again for the opportunity to provide my perspective.
I look forward to continued congressional efforts to achieve results
for the warfighter and the taxpayer.

[The prepared statement of Colonel Coleman follows:]
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Chairman Pitts, Ranking Member Green, and distinguished members of the
Subcommittee, thank you for the opportunity to testify on Department of Defense
(DoDj efforts to partner with industry to develop medical countermeasures to
prevent or mitigate the health effects of chemical, biological, radiological, and
nuclear {CBRN) threats to the Armed Forces. For the last three years, | have led the
Joint Project Management Office for Medical Countermeasure Systems (JPM
MCS), the organization within DoD’s Chemical and Biological Defense Program that
is ultimately responsible for the advanced development, procurement, and
sustainment of Food and Drug Administration (FDA) approved diagnostics,
vaccines, and therapeutics needed to protect warfighters against CBRN threats on
the battlefield. JPM MCS is one of five joint project managers within DoD’s Joint
Program Executive Office for Chemical and Biological Defense (JPEO-CBD).
During my tenure at JPM MCS, we have instituted a range of improvements
intended to enhance our ability to deliver capabilities to the force; however, there
are some fundamental challenges that require assistance which the DoD cannot
provide. | therefore greatly appreciate the opportunity to discuss incentives that will
improve the ability of the DoD to deliver medical countermeasures against CBRN

hazards.

Available economic and regulatory incentives have not succeeded in
encouraging industry to partner with DoD on the development of medical
countermeasures against CBRN threats. In general, medical countermeasures
against CBRN hazards will be used in rare, emergency situations. The market for
these medical countermeasures is small and is unlikely to yield an acceptable
return-on-investment (ROI) for our industry partners. Industry performers have
indicated that ROl is their top priority and there is simply little or no benefit to
targeting these low-likelihood, high-impact CBRN threats. Further narrowing the
potential ROI for industry is the limited size of the military population versus the
entire U.S. population. Accordingly, | believe incentives are needed to inspire
additional innovation in this market. There are a variety of potential incentives that

could be used to encourage this investment, and DoD recognizes that the

Page 1
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development of incentives will require a careful assessment of risks and benefits
that extend beyond DoD.

Make no mistake, however, we are not idle in the face of this challenge. JPM
MCS is taking steps to increase DoD's ability to more rapidly develop and field
medical countermeasures against CBRN hazards. For instance, in order to make it
easier for non-traditional defense contractors such as pharmaceutical companies to
partner with DoD, we recently announced the award of an Other Transaction
Authority (OTA) consortium for the development of medical countermeasures
against CBRN threats. An OTA is a special contracting vehicle with flexibility
regarding certain procurement regulations and statutes and is available to federal
agencies for the purpose of obtaining or advancing their research and development
priorities. On behalf of JPM MCS, the U.S. Army Contracting Command has
entered into an OTA with the National Chemical and Biological Defense Consortium
for a period of 20 years.

Additionally, JPM MCS is establishing the DoD Medical Countermeasures
Advanced Development & Manufacturing Capability (MCM ADMC), a dedicated and
enduring capability to conduct advanced development and manufacturing of
medical countermeasures for distribution to meet warfighter needs. In coordination
with the Department of Health and Human Services Centers for Innovation in
Advanced Development and Manufacturing, the DoD MCM ADMC will promote
competition and incentivize businesses to compete by making it more likely small
innovator biopharmaceutical companies that lack the FDA regulatory and
production experience can and will succeed at fulfilling DoD requirements. This
broadens the community of potentially capable and potentially interested
performers.

DoD depends on small contractors to address our requirements for medical
countermeasures, because, as noted, large pharmaceutical companies have been

unwilling to join in ventures with the Government to address the DoD requirement

Page 2
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given the limited market potential for the resulting end products. DoD's MCM ADMC
effort will be a place where small innovators can access expertise and technology to
navigate the complex processes and challenges of medical countermeasure
development and production. This $205 million project was undertaken in response
to a directed requirement from the White House in 2010.

DoD is determined to fulfill validated warfighter requirements for medical
countermeasures against CBRN threats, | applaud the conversation now ongoing
as to which incentives are best to generate innovation and resuits. DoD is an
essential participant in the discussion and is well positioned to take advantage of
improvements in this challenging market. The National Chemical and Biological
Defense Consortium OTA and the Medical Countermeasures Advanced
Development & Manufacturing Capability are just two examples of actions we are
taking now to remain as ready as possible in an uncertain world. Thank you again
for the opportunity to provide my perspective. | look forward to continued
Congressional efforts to achieve results for the warfighter and taxpayer.

' Brennan, John 0. (2010, December 29) Medical Countermeasures Against Biological and Other Public
Health Threats [Memorandum]. Washington, DC: The White House.
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Mr. Prrrs. The Chair thanks the gentleman.

We are voting on the floor. We still have time to begin ques-
tioning, so I will begin the questioning. I recognize myself 5 min-
utes for that purpose.

Colonel Coleman, the Department of Homeland Security has
identified 13 material threats to U.S. national security. Would a
PRYV for threats on the material threat list help develop new MCMs
for DOD? And why is it so important that we make sure these
products are developed?

Colonel COLEMAN. Thank you, sir. There is a Department of
Homeland Security threat list, the material threat list, and a DOD
threat list. They have many commonalities. So I believe that the
availability of PRVs for agents on that material threat list would
be of value to the Department of Defense.

As to the second part of your question, why is this necessary for
the Department of Defense? We face a myriad of threats on the
battlefield. Our environment is fundamentally different from that
face defending the homeland. We deploy our military forces to re-
mote areas of the world where we have an austere environment,
limited resources, difficult situations. And so the situation for the
military is not the same as for the homeland.

There are a myriad of threats that we face, and we don’t have
capabilities against many of them. We recognize the need, and we
have ongoing problems and programs. The best example I can high-
light is Ebola virus in the recent outbreak that is so fresh in our
minds. I deployed to Zaire in 1995 as part of a small team dealing
with an Ebola outbreak. At that time, I was given a thermometer.
This was the medical countermeasure available. Take your tem-
perature, and we will throw you in the isolation ward.

Flash forward 20 years, and while the Government has been ac-
tively involved in developing countermeasures for Ebola virus,
what did we have? We did not have FDA-approved products. Yes,
we had experimental compounds that all of us worked to make
available to help save lives, but we had not been able to get them
over the finish line. From my personal perspective, again, for the
military, it is the lack of industry interest just because of the lack
of return on investment.

We wish that, for our military needs, we would have a large
enough guarantee that we would buy enough product to make it
worthwhile. That is just not the case for the military. So alter-
native incentives, in my mind, could replace the return on invest-
ment. Now, I have to caveat, these are my personal perspectives
and not a Department of Defense position. There is no real position
from the Department of Defense on the value of priority review
programs, but there is great interest in better understanding the
incentives that could be made available.

Thank you, sir.

Mr. PrrTs. Thank you.

Mr. Mair, you said, in 2009, in an article that you authored,
quote: “Priority review vouchers are an innovative, high-impact,
low-cost mechanism for encouraging the development of new medi-
cines and vaccines for infectious diseases,” end quote.

In your testimony, you say that concern that extending the Trop-
ical Disease PRV Program to CBRN threats may not effectively
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incentivize medical countermeasure development. Have you
changed your position? Explain, you know, the change there.

Mr. MAIR. Thank you. So back when I wrote about the value—
potential value of PRVs for CBRN threats, I initially got—it was
initially not even a program that was anything but an idea back
in 2007 when I initially published on that. And at that time, PRVs
were only an idea, and then since that time, Congress created the
Tropical Disease PRV Program, and then we also have now a pedi-
atric rare disease PRV program.

So both of those programs now exist, and they have a lot of prod-
ucts that you could get through under that. So my concern at this
point is twofold: One is that to continue to increase the program
will reduce the value of the vouchers. And so it is unclear that to
keep growing the program is going to undermine the program. And
so there is that problem and also the issue of the effect on FDA’s
ability to conduct its work. At the time, I didn’t appreciate that be-
cause I was not in Government. And it sounded at the time like
it was reasonable that FDA could charge an extra user fee and
they would be able to bring on extra staff to do the extra work as-
sociated with those PRV reviews. But it turns out that it doesn’t
work that way because we can’t just staff up quickly because those
fees are one time and unpredictable.

And so the effect on FDA’s ability to do its other work is sort of
balanced against the value of the PRV. And also, at this time, it
is not even clear that these PRVs are really valuable to the devel-
opers who might get them, especially if we continue to grow the
program and they become less valuable.

Mr. PrrTs. Thank you.

I have a question for you, Dr. Hatchett, but my time is expired
for now, so I will recognize the ranking member.

Mr. Green, 5 minutes for questions.

Mr. GREEN. Thank you, Mr. Chairman.

Dr. Hatchett, thank you for joining us today. I think it is impor-
tant to understand each element of H.R. 3299. I would like to focus
on the provision which would give BARDA its contracting author-
ity. When BARDA was created in 2006, Congress gave the agency
sole authority to negotiate and execute medical countermeasure
contracts to ensure that it would react quickly to the development
of vaccines and appropriate solutions.

My understanding is that the contracting was moved from
BARDA to AMCG in 2009 in order to streamline ASPR’s internal
process. However, I heard from stakeholders that this transition
has several unintended consequences which serve to slow down the
procurement process for medical countermeasures. For example,
companies often respond to BARDA requests to submit proposals
with a 24 to 48-hour turnaround only to have these proposals lan-
guage in the AMCG’s review process for multiple weeks or months.

Countermeasure and development is critical to our national secu-
rity and requires a more urgent and efficient contracting process
than traditional grants at HHS. Though I am sure AMCG is well
intended, they do not appear best suited to deal with the complex-
ities of vaccine or medical countermeasures development the way
BARDA does.
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Dr. Hatchett, I know you have only been on a job for a couple
of months, but do you believe that we could achieve more effi-
ciencies in the contracting process? If so, what recommendations
would you have for this committee?

Dr. HATCHETT. Thank you, Mr. Green. Thank you for the ques-
tion.

Let me address the major part of the question first, which is
whether I think that we should move the contracting activity with-
in ASPR back into BARDA. And I actually do not think that we
should do that. There were good reasons of policy, as opposed to
just streamlining ASPR’s contracting activity, that underlay the de-
cision to move that contracting activity out of BARDA and to have
it provide a separate line of reporting directly to the Assistant Sec-
retary for Preparedness and Response.

Having the independent contracting authority provides checks
and balances, obviously. It helps ASPR conduct its business with
autonomy, without either the perception or potentially the reality
of undue influence by the BARDA Director. And it allows the As-
sistant Secretary, which is a Senate-approved Presidential appoint-
ment, to provide direct oversight of the contracting activity within
ASPR.

Mr. GREEN. I have got some other questions. And I understand
the separation of powers and the checkpoints, but I also know that,
if it is an emergency, you know, for the companies to submit the
contract within 48 hours, why would it take months to do it if we
actually had an emergency that we needed? And a good example
is Zika, which we are experiencing right now.

Dr. HATCHETT. So Zika is a good example. Thank you for that
question. When it is an emergency, our AMCG, our contracting of-
fice can act very, very rapidly. In fact, during the Zika crisis, there
was an incident that was potentially going to turn into a medical
crisis where FDA issued guidance about the collection of blood in
areas where ongoing Zika transmission was occurring, and it was
going to require blood collection in areas with active Zika trans-
mission to be stopped.

We learned about the impact that this was going to have on
Puerto Rico, which could potentially produce a medical crisis there,
on February 24, and within 6 business days, our contracting office
had issued contracts to support the emergency delivery of blood to
Puerto Rico. And 1 day after the contract was issued, blood sup-
plies began to be moved to Puerto Rico. That was in Zika.

During

Mr. GREEN. And I appreciate that, you know, but, again, we all
have to be on our toes. Two years ago, it was Ebola, and now it
is Zika. And, you know, where I come from in Texas, we have a
lot of other challenges that—but I appreciate it.

What other serious infectious disease threats is ASPR and
BARDA monitoring and is concerned about the potential impact on
public health? And what sustained approaches and questions and
steps can be taken to prepare for emerging threats before they
reach? the level of being immediate and urgent public health con-
cerns?

Dr. HATCHETT. So we are constantly scanning to act proactively
if we detect emerging threats. We are, for example, paying very
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close attention to the yellow fever outbreak in Angola at present
and monitoring the manufacturing capacity in status of yellow
fever vaccine stockpiles. We certainly are continuing to monitor
Ebola. We are working very closely with the international commu-
nity. There is an ongoing effort right now to prioritize known
emerging pathogens in terms of the potential threat they face.

Mr. GREEN. OK. Mr. Chairman, thank you. I would like to ask
unanimous consent to place in the record a letter from the Doctors
Without Borders.

Mr. PrrTs. Without objection, so ordered.

[The letter appears at the conclusion of the hearing.]

Mr. PrrTs. We are voting on the floor. We still have a couple of
minutes left to vote. There are 11 votes, so we are going to stand
in recess until the conclusion of those votes. It should be around
11:30.

So, without objection, the committee stands in recess.

[Recess.]

Mr. PrrTs. All right. Thank you for your patience. The time of re-
cess having expired, we will reconvene the hearing.

And the Chair now recognizes the gentlelady from Indiana, Mrs.
Brooks, for 5 minutes of questions.

Mrs. BROOKS. Thank you, Mr. Chairman.

And I would ask unanimous consent to provide to the record five
letters of support for a bill, H.R. 3299: one from Douglas Bryce,
Joint Program Executive Officer for Chemical and Biological De-
fense from the Department of the Army; one from the Alliance for
Biosecurity; one from the California Life Sciences Association; one
from the Biotechnology Innovation Organization; and one that is
categorized from a number of venture capital firms.

Mr. PrrTs. Without objection, so ordered.

[The letters appear at the conclusion of the hearing.]

Mrs. BROOKS. Thank you.

Dr. Hatchett, I realize that you have only taken over very re-
cently as the BARDA Director, as recently as last month, but I am
curious, and I would like to share with you some statements that
your predecessor, Dr. Robin Robinson, told this committee under
oath last year in November of 2015.

He was asked the question if he believed that additional incen-
tives were needed to get the private sector involved in the medical
countermeasures development, and he answered yes.

He also, when asked if he believed that creation of a priority re-
view voucher limited to the material threats identified by DHS
would be a useful incentive for the private sector, he answered yes
to that as well.

And when asked if he believed Congress gave BARDA the unique
contracting authority based on its unique national security mission,
he answered originally yes.

When asked if it would be helpful to further expedite the medical
countermeasures contracting process, he answered yes.

And, finally, he asked if it would be helpful, most directly, for
BARDA to have direct control over its advance development and
procurement contracts as it has in the past. And he indicated,
whatever would be helpful, whatever we could do, yes.
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And so could you please explain the agency’s and the leader of
the agency’s dramatic shift in thinking? And I appreciate your
praise of, you know, ASPR’s contracting authority and so forth, but
how is it that the leader of BARDA previously has a 180-degree dif-
ferent view than you do?

Dr. HATCHETT. Thank you for giving me the opportunity to ad-
dress that. Would you like me to address the question about incen-
tives in the priority review voucher first, or would you like me to
tackle the contracting?

Mrs. BROOKS. Whichever you prefer.

Dr. HATCHETT. OK. Let me start with the incentives question.

We are very concerned about ensuring that we have appropriate
incentives in place to support medical countermeasure develop-
ment. As you and the members of the committee know, most of the
medical countermeasures do not have viable commercial markets
that can justify their existence. And in the absence of an appro-
priate set of incentives—and I do think it is important that we
have a set of incentives—that development just will not take place.
And it has taken us over a decade to get a set of incentives in place
that have begun to show results, as I mentioned in my original tes-
timony.

I believe, with respect to the priority review vouchers, that—I
certainly also hear from our partners in industry about their inter-
est in seeing the priority review voucher being extended into this
space. My perception is that the reason they are interested in see-
ing a priority review voucher extended into this space—a priority
review voucher is what we call a pull incentive. It is a prize for de-
livering, you know, the goods. It is not to help them perform re-
search, but it is something that we give them when they succeed.
We

Mrs. BROOKS. But just, if I could clarify

Dr. HATCHETT. Yes, ma’am.

Mrs. BROOKS [continuing]. This involves no taxpayer dollars. Is
that correct?

Dr. HATCHETT. The priority review voucher does have costs. They
are distributed differently. It is not a direct taxpayer-dollar-funded
incentive.

But it is a pull incentive, because if a company can receive a pri-
ority review voucher, then they have this prize which they can
trade on the open market, and it provides potentially a great deal
of value to the company.

My perception is that the companies that have expressed support
for this are expressing support for a new pull incentive because of
their concern about our collective commitment to the biodefense en-
terprise. Without a sustained, substantial commitment to sup-
porting medical countermeasure development, they, I believe, view
the addition of a new incentive as potentially valuable.

I believe that the incentives that we have in place, if they are
sustained and fully supported, are demonstrating that they can
work. And that is why I differ with my predecessor about the value
of a priority review voucher. I understand the interest in the pri-
ority review voucher. I am not denying that it serves as a pull in-
centive. But I believe there are more direct and less deleterious
ways that we can achieve success.
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Mrs. BROOKS. But would you agree with me, though, it is cer-
tainly not just the private-sector companies who engage in this
space. It also was endorsed in a significant way by the National
Blueprint for Biodefense by the blue-ribbon panel. And so a num-
ber of experts for a long period of time believed that this would be
the way forward. In fact, it is a number of their recommendations.

Dr. HATCHETT. We are very interested in looking at all potential
incentives that can be brought to the table.

And the one other thing that I would say is that, in the various
spaces that we work in, for CBRN threats, for pan flu, for anti-
microbial resistance, and now for emerging diseases, the market
failures for each of those areas differ, and I believe that they will
require potentially different sets of incentives to achieve success
against each of those threats.

Mrs. BROOKS. Thank you.

Mr. Chairman, I failed to also ask if we could submit for the
record—I know that you, I believe, in your questioning, mentioned
prior articles written by Dr. Mair. And I have two articles with re-
spect to the priority review vouchers and the value that I would
like to submit for the record written, in part, by Dr. Mair.

Mr. Prrrs. Without objection, so ordered.

[The articles appear at the conclusion of the hearing.]

Mrs. BROOKS. Thank you. My time has expired. I yield back.

Mr. PirTs. The Chair thanks the gentlelady.

I now recognize the vice chairman of the subcommittee, Mr.
Guthrie, for 5 minutes.

Mr. GUTHRIE. Thank you.

Thank you all for being here and your patience. We appreciate
it.

Mr. Mair, I know that you have claimed that when a priority re-
view voucher is redeemed, FDA has a harder time reviewing other
priority review applications on time. However, in its most recent
PDUFA performance report to Congress, the FDA stated that it
met review goals for 100 percent of the 29 priority review applica-
tions it received. And it appears, from FDA’s own data, the use of
priority review vouchers has not had any impact on review times
for other priority applications.

If the FDA doesn’t support the priority review voucher incentive,
then what other kind of incentives could be appropriate for devel-
oping countermeasures? I know you are not going to endorse any
or ask for any, but what are other incentives that we could look
at?

Mr. MAIR. Thank you for the question.

So, with respect to the effect, I think—with respect to the effect
of the vouchers, potential effect on our ability to do other reviews,
I think our concern we are raising here is expanding the program.
Well, there will be more vouchers out there that will eventually
come in. And so this has the potential to affect our ability to do
more of our other work down the road, especially if we continue to
expand the program.

So while, you know, one or two might by doable, if we end up
getting, you know, 5, 10, 15 vouchers out there, it, you know, has
the potential to grow to a point where it is
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Mr. GUTHRIE. Are there other incentives that might be workable
if we need priorities to move forward?

Mr. MAIR. You know, it is a difficult question and something we
should look at, but there are—you know, it is a question of, you
know, the incentives we currently have, can we treat them, can we
hone them in some way, can we improve what is currently avail-
able, or can we add new incentives to the mix, and what is most
valuable, and what can get us there in the best possible way with
the most value to the taxpayer in terms of getting us there most
efficiently. So it

Mr. GUTHRIE. OK. Thanks. I am going to try to get through a
couple more questions. I appreciate that. Thanks a lot. I wasn’t cut-
ting you off to be rude, just to get to a couple more questions in
my 5 minutes.

Colonel Coleman, do you believe the Department of Defense has
the requisite number of medical countermeasures developed, li-
censed, and available to protect our warfighters from biological
agents? And, in your opinion, should Congress be doing more to en-
courage the development of medical countermeasures against these
threats, like creating priority review vouchers for the medical coun-
termeasures?

Colonel COLEMAN. Yes, sir. Thank you for that question.

So I can unequivocally say that we don’t have the full array of
medical countermeasures needed to combat weapons of mass de-
struction. Ergo, we have a robust program with funds provided by
Congress for this express purpose. So, clearly, the needs continue,
and we are a long way from where we ultimately need to be.

In terms of any Department of Defense position, there is no posi-
tion, as I stated earlier—I mean, there is a clear belief that we
need an array of incentives. Personal opinion, which I think you
asked, regarding priority review vouchers, I believe they could po-
tentially be of great value.

I will refer back to the Ebola virus outbreak. Post-outbreak, I
have engaged with conversations with many of the pharmaceutical
companies that chose to engage at the time of the outbreak, and
their interest is waning. And some of the companies have indicated
that, when they choose to stay in, it is really for the priority review
voucher, which was added to that neglected tropical disease threat
list. So I am getting the feedback from commercial enterprises that
they see the value to this.

Mr. GUuTHRIE. OK. Thank you.

And, Dr. Hatchett, some claim that it is important that BARDA
does not have contracting authority because of potential conflicts of
interest or undue influence of the BARDA Director. Why was your
contracting authority taken away? And did the BARDA office lack
program integrity?

Dr. HATCHETT. Thank you for asking about the contracting au-
thority again because I didn’t get to answer Mrs. Brooks’ ques-
tion

Mr. GUTHRIE. OK.

Dr. HATCHETT [continuing]. And would like to address her ques-
tion as well.

The contracting authority was removed from BARDA, I believe,
in 2009, which was prior to—I joined BARDA in 2011.
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Mr. GUTHRIE. Yes. There was no implication on you in there.

Dr. HATCHETT. Yes. And I believe the concern was legitimately
that contracting is such an important activity, it manages the tax-
payers’ dollar, that it was extremely important that it be inde-
pendent and that it represent the business function of Government
independently in terms of negotiations with companies.

Our contracting office is right down the hall from my office. The
head of our contracting authority, retired Brigadier General Jeff
Scarborough, is—you know, his office is less than 100 yards from
mine. We talk every single day. Our staff interact with the con-
tracting officer staff every single day. So, you know, there are no
barriers to our working together. We work together on all con-
tracting actions.

And in point of fact, to answer Ms. Brooks’ question about why
I have a different opinion than my predecessor, I have looked at
the data. I have looked at the data as to the timelines for indi-
vidual contracting actions as well as aggregate timelines. And it is
quite impressive that we are well below Federal and departmental
benchmarks in terms of our performance. There are outliers, some
that are large outliers that result in, you know, the average times
being actually being lower than the median times. That happens.

But, overall, I think our contracting office is providing a service
to the American citizen by ensuring the integrity of our procure-
ment process. And I am very comfortable with the system as it cur-
rently exists. I just have a different opinion than my predecessor.

Mr. GUTHRIE. Thank you, Mr. Chairman. My time has expired,
so I yield back.

Mr. PrrTs. The Chair thanks the gentleman.

Without objection, we have a member of the Energy and Com-
merce Committee, not a member of the subcommittee, here, one of
prime sponsors of legislation. I would like to yield to Ms. Eshoo 5
minutes for questioning.

Ms. EsH0O. Thank you very much, Mr. Chairman, for your legis-
lative courtesy.

And I would like to thank the witnesses for their testimony
today.

I am very proud of the legislation that former Congressman Mike
Rogers and myself shaped and shepherded to create the law that
led to BARDA. We are both members of the Energy and Commerce
Committee, but, very importantly, both members of the House In-
telligence Committee. And we viewed this issue in many ways as
the tip of the spear, that our national security is a portfolio that
contains many items that must be addressed.

And so it is a pleasure to work with Congresswoman Brooks to
update BARDA, but the principles, the underlying principles still
remain, and that is that we be effective, that we be limber, that
we be timely, that we be able to identify, that we be able to attract
those who are actually going to produce the stockpiles for our coun-
try so that we are indeed prepared.

And I hear some back and forth here, the innards and some of
the weeds and the whatever. I think we have to raise our vision
and keep in front of us exactly what I just said.

So, Mr. Mair, the FDA claims that allowing biodefense medical
countermeasures to qualify for a priority review voucher would dra-
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matically increase the number of PRVs awarded. Now, DHS has
identified only 13 material threats to U.S. national security, and
since the creation of BARDA in 2006, 12 years ago, there have been
3 medical countermeasures.

Now, it has been stated before, it is worth stating again, that
this program is privately funded. There are no taxpayer dollars in
it.

How many medical countermeasures are you aware of in the
pipeline that would qualify for a PRV under this bill?

Mr. MAIR. Thank you for the question. I might defer that to Rich-
ard to speak to

Ms. EsSHOO. Yes, let’s go quickly, because I only have 5 minutes.

Mr. MAIR. Sorry—to Richard, what is in the BARDA pipeline.

Ms. EsHOO. How many countermeasures are you aware of in the
pipeline that would qualify?

Dr. HATCHETT. Ma’am, I don’t have a specific number available
to me. I would be happy to provide that information

Ms. EsHOO. That would be great.

Dr. HATCHETT [continuing]. To you and will do so.

Ms. EsHOO. And would you please provide the committee with a
list of those medical countermeasures, the candidates that you be-
lieve would qualify? All right?

Dr. HATCHETT. Uh-huh.

Ms. EsHOO. Dr. Hatchett, how long does your average vaccine
procurement take from solicitation to award?

Dr. HATCHETT. The most recent numbers that I have looked at
are actually aggregate numbers of major acquisition programs. And
so those include Project Bioshield procurement actions, the most re-
cent four procurement actions, as well as three additional major ac-
quisition

Ms. EsHOO. Yes, I just want to know how long does your average
vaccine procurement take from solicitation to award.

Dr. HATCHETT. Sure.

Ms. EsHOO. Because timeliness is of the essence in all of this. If
we can’t be timely—identify, target, be timely, bring it up, have
these measures in place, then this is just a piece of paper with good
ideas on it.

Dr. HATCHETT. So the four actions that I have data for imme-
diately available, three of them took 90 days from solicitation to
award.

Ms. EsHOO. I am asking about vaccine procurement.

Dr. HATCHETT. OK. I will have to get back to you with definitive
data.

Ms. EsHo0. OK. I would appreciate that.

Dr. HATCcHETT. OK.

Ms. EsHOO. I really don’t get your reason, your thinking, and
what you have testified today, Dr. Hatchett, about contracting au-
thority under BARDA. It is the way the legislation was written
originally. The Commission—I mean, if there was ever a bipartisan
commission of some of the most highlyregarded individuals in pub-
lic service—they don’t agree with you.

How did you arrive at your thinking? I mean, does it make it
faster? More effective? What is it that you don’t like about it?
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Dr. HATCHETT. First, in terms of how the Department of Health
and Human Services handles contracting throughout the operating
divisions——

Ms. EsHO0. No, I am asking you. I am asking you.

Dr. HATCHETT. So I am trying to address your question, ma’am.

The contracting activity at NIH, at FDA, at CDC report directly
to the director of those agencies and provide services to the compo-
nents of those agencies. The contracting activity within ASPR re-
ports directly to the ASPR and provides

Ms. EsHoo. I think you are talking about an organization chart.
I want to know, in terms of our national security and the import
gf ?What this law is about, why do you take the position that you

07

Dr. HATCHETT. I take the position that I do because I understand
the complaints that have been articulated by our private-sector
partners, and they have gone on to propose a solution, which is to
move the contracting authority back into BARDA.

Their complaints relate to concerns about the length of time it
takes, about their interactions with the contracting authority. I be-
lieve there are other ways to address the complaints that they have
articulated that preserve the integrity of our procurement process
in a way that would be more effective than moving the contracting
authority back into BARDA.

Ms. EsH00. Thank you.

Thank you, Mr. Chairman.

Mr. PiTTs. The Chair thanks the gentlelady.

Dr. Hatchett, I didn’t get to ask my question of you, so I would
like to do that and let the ranking member or anyone else ask a
followup if they would like.

I would like to read from a letter sent to Congress by a group
of venture capital investors who have experience with MCMs. And
they say, quote, “We have watched the biodefense enterprise strug-
gle to attract and sustain investment and participation from com-
panies and financial partners. The lack of sustainable and predict-
able incentives for companies who have promising technologies for
biodefense applications is the primary driver of this struggle. Quite
simply, the decision to invest in the biodefense sector is infinitely
more risky than any other portion of the biotech sector,” end quote.

So, Dr. Hatchett, I would like—and I will enter into the record
this letter, without objection.

Mr. GREEN. No objection.

Mr. PrrTs. With no objection, so ordered.

[The letter appears at the conclusion of the hearing.]

Mr. Prrrs. Multiple developers have indicated that investors ac-
tually devalue the biodefense work they do with the U.S. Govern-
ment because it is so risky and unpredictable. So my question is,
if this is the case, why would anyone oppose this limited incentive
for MCMs? What are your thoughts on this issue?

Dr. HATCHETT. Well, thank you, Mr. Chairman, for the question.

I think you are actually making the same point that I was mak-
ing earlier, which is that, in the absence of predictable and sus-
tained incentives, it does become an extremely risky business to be
in because of the absence of the commercial markets for the prod-
ucts at the end of the day.
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I believe if the administration, whatever that flavor is, and Con-
gress agree to provide the sustained incentives and strong support,
that we have demonstrated that the system can work technically.
We can bring countermeasures forward; we can address the tech-
nical challenges.

In terms of it being a risky and unpredictable business to be in,
in 2010 we undertook an interagency review of the entire medical
countermeasures enterprise specifically to address areas of risk
that the Government had some control over that could reduce that
risk and make the Government better partners with our private-
sector partners.

And I think the results of the last 6 years since that review was
performed have demonstrated an acceleration in the delivery of
countermeasures. And so many of the steps that we have under-
taken have addressed the different risks—the financial risk, the
technical risk, the regulatory risk, the risk of working with Govern-
ment as a partner because of the way the political winds blow.

We are extremely mindful of the risks that our partners face. We
are working to address those risks, reduce those risks. And we cer-
tainly thank you for the support that you have provided so far. We
ask for continued strong support for this effort because, without
that support, the enterprise is jeopardized.

Mr. Prrrs. Thank you.

The Ebola and Zika outbreaks have been lessons in the serious-
ness of the challenges we face in this space, and H.R. 3299 was
written to increase the efficiency of this program administratively
and incentivize the product development. And I think you agree
every minute is critical. It is important that we continue to work
in a bipartisan manner to improve our emergency preparedness,
incentivize medical countermeasures development.

I will yield to the ranking member for any closing questions or
thoughts.

Mr. GREEN. Thank you, Mr. Chairman.

I would like to ask unanimous consent to place an article from
Health Affairs

Mr. PrrTs. Without objection——

Mr. GREEN [continuing]. Into the record.

Mr. PITTS [continuing]. So ordered.

Mr. GREEN. Thank you.

[The article appears at the conclusion of the hearing.]

Mr. PirTs. All right. We will have followup questions. We have
been interrupted. We apologize for that. Thank you for your pa-
tience. But members do have followup questions, and other mem-
bers have written questions. We will submit those to you in writing
and ask that you would please respond.

And I would remind members that they have 10 business days
to submit questions for the record. Members should submit their
questions by the close of business on Thursday, June the 2nd.

Very, very important issue, very important hearing. Thank you.
We look forward to continuing to work with you on this issue.

Without objection, the hearing is adjourned.

[Whereupon, at 12:31 p.m., the subcommittee was adjourned.]

[Material submitted for inclusion in the record follows:]
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To amend the Public Tealth Service Act to ensure preparedness for chemical,

radiotogical, biologieal, and nuelear threats, and for other purposes.

IN THE HOUSE OF REPRESENTATIVES

Juny 29, 2015

Mrs, Broows of Tndiana (for herself and Ms. Esnoo) introdueed the following

To

(PSR S |
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bill; which was referved to the Committee on Energy and Connnerce

A BILL

amend the Public Iealth Service Act to ensure prepared-
ness for chemical, radiological, biological, and nueclear
threats, and for other purposes.

Be it enacted by the Senate and House of Representa-
tives of the United States of America in Congress assembled,
SECTION 1. SHORT TITLE.

This Act may be cited as the “Strengthening Public
Health Emergency Response Act of 20157
SEC. 2, HOSPITAL PREPAREDNESS PROGRAM.

Subsection (j) of seetion 319C-2 of the Public Health
Serviee Act (42 US.C. 247d-3h) is awmended by adding

at the end the following:
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“(5) MiNvum FUNDING LEVEL FOR

AWARDS. —Of the amounts appropriated to carry out

this section for a fiscal yvear, not less than 97 per-

cent shall be awarded to eligible entities as described

in subsection {(a).”.
SEC. 3. GAO REPORT ON STATE, LOCAL, AND HOSPITAL
PREPAREDNESS PROGRAMS.

{a) Ix GENERAL~—Not later than 1 year after the
date of enactment of this Act, the Comptroller General
of the United States shall submit a report to the Congress
on the programs for awarding cooperative agreements and
grants under seetion 319C-1 of the Public Health Service
Act (42 U.R.C. 247d-3a; improving State and local public
health security) and section 319C-2 of such Aet (42
11.5.€¢1 247d-3b; partnerships for State and regional hos-
pital preparedness to improve surge capacity).

(hy CoxteENTS.—The report under subsection (a)
shall address each of the following:

(1) The goals of the programs specitied in sub-

section (a).

{2) The extent to which such goals are being
met, inchading performance metries that could help
assess whether sueli programs are suceeeding.

(3) How such programs could be improved.

»HR 3299 TH
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(4) How such programs complement other pre-
paredness programs of the Department of Health
and Human Services.

(5) How funds awarded through such programs
should be allocated and whether that alloeation
should be hased on risk.

(6) Progress made toward State and local pre-
paredness entities being self-sustaining.

(7T) Whether the level of funding for such pro-
grams 1s sufficient.

4. STRATEGIC NATIONAL STOCKPILE.

Section 319F-2(a)(2) of the Public Health Service

Act (42 U.S.C. 247d-6b(a)(2)) 1s amended—

(1) in subparagraph ((), by striking “and” at
the end;
(2) in subparagraph (IH), by striking the period

i

at the end and wserting **; and”; and
(3) by adding at the end the following:

“(I) ensure procedures are in place to co-
ordinate the ougoing stockpiling by the Bio-
medical Advanced Research and Development
Authority and Centers for Disease Control and
Prevention of qualified countermeasures (as de-
fined i section 319F-1), seeurity counter-

measures (as defined in this section), and quali-

*HR 3299 TH
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fied pandemie or epidemic products (as defined

in section 319173} for whieh funds have been

made available under section 319L in order to

avoid any gaps in preparedness.”.

SEC. 5. PROJECT BIOSHIELD PROCUREMENT PROCESS.
Section 319F-2(¢) of the Public Health Service Act
(42 U.8.C. 247d-6b(¢)) is amended—

(1} i paragraph (4)(A)(i1), by striking “make
a recommendation under paragraph (6) that the spe-
cial reserve fund as defined in subscetion (h) be
made available for the procurement of such counter-
measure” and inserting “make available the special
reserve fund as defined in subsection (h) for pro-
curement of such countermeasure”;

(2) in paragraph (6)—

(A) by striking subparagraphs (A), (B),
(), and (K); and
(B) by striking “(6) RECOMMENDATIONS
FOR PRESIDENT’S APPROVAL” and all that fol-
lows through ‘(D) SUBSEQUENT SPRECIFIC

kR

COUNTERMEASURES.

and inserting  “(6)
SUBSEQUENT SPECIFIC COUNTERMEASURES. —
Procurement under’’; and

(3) in paragraph (7)—

(A) by striking subparagraph (A);

*HR 3299 IH
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(B) by redesignating subparagraph (B) as
subparagraph (A) and amending such subpara-
graph (A), as redesignated, to read as follows:
“(A) PAYMENTS FROM SPECIAL RESERVE
FUND.—The special reserve fund as defined in
subsection (h) shall be available for payments
made by the Secretary to a vendor for procure-
ment of a security countermeasure in accord-
ance with the provisions of this paragraph.”;
and
(C) by redesignating subparagraph (C) as
subparagraph (I3).
SEC. 6. BARDA TRANSACTION AUTHORITIES.
Section 3191i(e)(H) of the Public Health Service Act
(42 U.S.C. 247d-Te(e)}(H)) is amended by adding at the
end the following:
“ID CONTRACTING  AUTHORITY.—The
Secretary shall delegate authority for negoti-
ating and entering into any contracts, grants,
or cooperative agreements under thig section to

the Director.”.

+HR 3299 TH
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SEC. 7. PUBLIC HEALTH EMERGENCY MEDICAL COUNTER-

MEASURES ENTERPRISE STRATEGY AND IM-
PLEMENTATION PLAN.

Section 2811(d){(2) of the Public Health Service Act

{1) in subparagraph (A), by ingerting after “de-
seribe the chemical, biological, radiological, and nu-
clear agent or agents that may present a threat to
the Nation” the following: “(whieh shall inelude pan-
demie mfluenza)”;

(2) by striking “and” at the end of subpara-
graph (J);

(3) by redesignating subparagraph () as sub-
paragraph (L); and

{4) by inserting after subparagraph (J) the fol-
lowing:

“(K) report on the amount of time hetween
the issuance of each request for proposal or
task order from the Biomedical Advanced Re-
search and Development Authority and the
award of a contract pursuant to such request

for proposal or task order; and”.

SEC. 8. PRIORITY REVIEW TO ENCOURAGE TREATMENTS

FOR NATIONAL SECURITY THREATS.

Seetion 524(a)(3) of the Federal Food, Drug, and

Cosmetic Act (21 U.S.C. 360n(a)(3)) is amended—

«HR 3299 TH
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(1} by redesignating subparagraph (RR) as sub-
paragraph (8); and
(2) by inserting after subparagraph (Q) the fol-
lowing:
“(R) Any disease or other agent that is de-
termined to be a material threat under seetion
319F-2()(2)(A)a1) of the Public Health Serv-

e Act.”.

+«HR 3289 IR
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Changing the landscape of pedialric research

May 17, 2016

The Honorable Fred Upton The Honorable Frank Pallone

Chairman Ranking Member

Energy and Commerce Committee Energy and Commerce Committee

U.S. House of Representatives Washington, U.S. House of Representatives Washington,
DC 20515 DC 20515

Dear Chairman Upton and Ranking Member Pallone:

| am writing to express my concern about Strengthening Public Health Emergency Response Act of
2015, H.R.3299. | request that you not support Section 8 of this bill, to establish a new priority
review voucher program.

Section 8 of this bill would directly harm American children with cancer and life threatening
ilinesses. {t would break what is now a very effective drug development incentives program for
seriously ill children: the Rare Pediatric Disease Priority Review Voucher Program, also known as
the Creating Hope Act, 21 U.S.C. 360ff (Pediatric PRV). Protecting Americans from a possible
risk of bioterrorism is also an important goal, but please do not pursue it at the expense of ill
children.

Although the United States has a robust pharmaceutical industry, very few drugs have been
developed for children with cancer. In the 20 years leading up to the passage of the Pediatric
PRV, there had been only one initial FDA approval for a drug expressly for pediatric cancer, the
leading cause of death by disease for children. Children’s cancers are different from adult cancers
and children are treated with drugs that are decades old, even as cancer research has undergone
fransformative leaps forward.

In 2012, Congress responded to this crisis in pediatric cancer by including in the U.S. Food and
Drug Administration Safety and Innovation Act the Pediatric PRV, which was based on the
Negiected Tropic Disease Priority Review Voucher program. With the passage of the Pediatric
PRV, companies are now, for the first time, actively developing drugs expressly for children with

cancer and in the next 10 years we will finally see newly approved life saving cancer drugs for our
kids.

Of course the sweeping success of the PRV program has attracted attention and as a result you
are considering a new bioterrorism PRV, However, as Dr. David Ridley of Duke University explains,
expansion of PRV program will break the Pediatric PRV because the value of the voucher wili
plummet quickly.® Current pricing for vouchers can only be supported if the number of vouchers
is not increased by the creation of new PRV programs. Even a small increase in the number of

! David B. Ridley and Stephane A. Régnier, The Commercial Market For Priority Review Vouchers,

3401 Newark Strest, NW 1 Washinglon, DG 20016 | 646 361 359{} kf wwwmdwmvsrow szés vCanceris ei SQ‘E(}:)(.%) r%%inf}:uﬁi or'ga‘mzaﬁen‘
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vouchers will dramatically depress the value of the Pediatric PRV -- and of every other PRV -- and
undermine the incentive to which companies are now responding.

A new PRV program would be directly at the expense of children's health. it also would not be an
effective incentive because the value of alf PRVs would be depressed. The Strengthening Public
Health Emergency Response Act includes other important provisions to increase development of
new bioterrorism drugs. These provisions are uniquely suited for bioterrorism because they take
into consideration the importance of military leadership in identifying and directing the
prioritization of bioterrorism drug development. If these provisions are insufficient, they should
be fixed or new incentives should be developed.

The problem is simple: if everything is a priority, then nothing is a priority.
Thank you again for protecting the Pediatric PRV and protecting American children by not

supporting a new bioterrorism PRY.

Sincerely,

Nancy Goodman
Executive Director
Kids v Cancer

G401 Newark Street, NW | Washington, DC 20016 1 646 351 3 cancerorg TRids v Cance,is a B ‘,:‘: 3} nonpm?;t éigah%ﬁéff@ﬁ
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David Ridley, PhD Duke University Tel +1.919.660.3784

Faculty Director The Fuqua School of Business david ridley@duke.edu

Health Sector Management Durham, NC 27708-0120 http/facuity. fugua. duke edu/~dbr1
May 17, 2016

The Honorabie Frank Pallone, Jr. The Honorable Gene Green

House Committee on Energy & Commerce House Committee on Energy & Commerce
United States House of Representatives United States House of Representatives
Washington, D.C. 20515 Washington, D.C. 201515

Dear Mr. Palione and Mr. Green,

| am writing regarding the Strengthening Public Health Emergency Response Act of 2015 {H.R.
3299) which would extend the priority review voucher program to medical countermeasures.

I was one of the authors of the 2006 Health Affairs paper that proposed the priority review
voucher program {Ridley, Grabowski, and Moe 2006). Our aim was to encourage development
of new drugs for neglected diseases. In 2012, Congress extended the voucher program to rare
pediatric diseases. | am writing to highlight the trade-offs associated with extending the voucher
program to more diseases.

Like neglected diseases, there is little private financial incentive to develop medical
countermeasures. Furthermore, there is potentially enormous need. Hence, it is important to
create incentives to develop new treatments as medical countermeasures.

Viewed in isolation, it makes perfect sense to add medical countermeasures to the diseases
eligible for priority review vouchers. However, members of Congress should be aware that
adding voucher-eligible diseases will drive down the price of vouchers and thus drive down the
incentive to develop treatments for diseases already on the list. In the current issue of Health
Affairs, my coauthor and | estimated that if one voucher is available in a year, it will be worth
more than $200 million, but if four vouchers are available, then the price could fall below $100
million (Ridley and Régnier 2006). If voucher prices fall below $100 million, then the expected
net present value of the voucher would fall below the typical cost of a Phase Il clinical trial and
FDA submission. Hence, the voucher would not provide sufficient incentive for drug
development and additional incentives would be needed, such as a profitable commercial
market or the promise of government purchase.

To limit the supply of vouchers and thus maintain high voucher prices, members of Congress
have two levers: limiting the eligible diseases and limiting the characteristics of the drugs. For
example, Congress could restrict voucher eligibility to only truly novel drugs or only drugs for
which the drug developer conducted new trials. Furthermore, Congress could require the
voucher recipients have filed a report describing their access plan prior to drug submission, In
the case of medical countermeasures, the access plan would be providing the drug to the
government.

If Congress does not make medical countermeasures eligible for vouchers, then a prize should
be considered. The US government could create a prize of $350 million per approved new drug
for medical countermeasures. A prize of this size would replicate the highest sales price of a
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voucher, Perhaps the funds could be found in the existing budgets of the Department of
Defense or Health and Human Services. A $350 million prize will likely be too small to excite
targe pharmaceutical manufacturers, because of their high cost structure {unless they choose to
participate as a source of pride for their employees). However, even if large manufacturers are
not interested, many small drug developers would likely be interested. There are many small
developers, and surely some developers have drugs for infectious diseases that would be easy
to test at relatively cost. An advantage of a prize {pull) mechanism is that government officials
need not know about these smail companies in advance, they need only know about the
companies if they succeed. My experience with the priority review voucher has been that there
are many small companies that few have heard of, but are willing and able to develop drugs for
infectious diseases at relatively low cost.

One way in which Congress could strengthen the voucher program and drug review more
broadly would be to loosen the limits on pay for scientific reviewers at the Food and Drug
Administration. The priority review voucher puts an extra strain on the FDA because it requires
faster review. However, every priority review voucher redeemed comes with $5 million in user
fees ($2.4 million for the standard fee and $2.7 million for the voucher)} from the developer. So
FDA has extra money to hire staff, but if FDA cannot attract new staff given pay restrictions,
then the extra fees are not particularly helpful, and the voucher program creates a heavy
burden for the FDA.

I am grateful to the members of Congress for their enthusiasm for the voucher program and for
looking for ways to strengthen it. As I've worked with Congressional staff on the voucher
program, | have been thoroughly impressed with those | have met on both sides of the aiste.
They seem genuinely interested in getting things right.

Sincerely,

David Ridiey, PhD
Duke University

C: Chairman Fred Upton
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House Energy & Commerce Subcommittee on Health Hearing on
“Examining H.R. 3299, Strengthening Public Health Emergency & Response
Act”

May 19, 2016

Testimony for the Record of Richard Hamburg, Interim President & CEO
Trust for America’s Health

Chairman Piits, Ranking Member Green and members of the Committee: thank you for the
opportunity to submit testimony for the record on today’s important topic, the Strengthening
Public Health Emergency Preparedness and Response Act (HR 3299). Trust for America’s
Health (TFAH) is a nonprofit, nonpartisan organization dedicated to saving lives by making
disease prevention a national priority. We are an independent organization and accept no federal
or private sector funds At TFAH, we have long advocated for strengthening the ability of our
public health and healthcare systems to prevent and respond to disasters. Our organization is
grateful to Representative Brooks and Representative Eshoo for shining a light on the need for
continuous improvement in the nation’s health security.

The ongoing Zika virus outbreak, the impact of natural disasters on our healthcare system, and
the threat of bioterrorism are constant reminders that the nation must remain vigilant in
protecting the health of all Americans. TFAH publishes an annual report, Quibreaks: Protecting
Americans from Infectious Diseases, which looks at steps the nation should take to prevent and
mitigate the impacts of infectious disease threats ranging from measles to Zika. This year, the
report included several recommendations related to issues before the committee today:

¢ We must support the entire medical countermeasure enterprise, from initial research
through stockpiling and community-level distribution and dispensing;

¢ We must create new incentives to encourage private sector partners to continue investing
in medical countermeasures development; and

*  We must continue to rebuild and modernize the Hospital Preparedness Program.

This testimony will focus on this last issue, modernizing the Hospital Preparedness Program
(HPP), which is addressed in sections 2 and 3 of the legislation. We are pleased that the bill
includes a focus on this program, and the sponsors share our goal of making HPP as strong as
possible. HPP, administered by the Assistant Secretary for Preparedness and Response (ASPR),
is the main federal program that provides leadership and grants to improve medical surge
capacity and enhance coordinated health system preparedness for public health emergencies.
HPP supports regional coalitions of healthcare facilities and public and private partners to better
coordinate planning and response efforts. There are nearly 24,000 healthcare cealition (HCC)
members nationwide organized in about S00 HCCs, including hospitals, outpatient facilities,
tong-term care, emergency medical services (EMS) and public health departments. The program
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has transitioned from its initial focus on individual hospitals purchasing equipment and supplies
to developing HCCs and healthcare capabilities such as health system preparedness and
recovery, emergency operations coordination, and information sharing.

Funding for the program has been cut from a high point of $515 million in FY2004 to currently
about $255 million annually to support the entire nation’s health system preparedness, including
a 30 percent drop from FY2013. As a result, we are asking our nation’s healthcare system to
prepare for pandemics and disasters with insufficient funding to incentivize meaningful
participation, although we do want to ensure HPP is as effective as possible with available
resources, We believe there needs to be better oversight and evaluation of HCCs. ASPR should
be able to define and evaluate the minimum capabilities that a coalition must meet in order to be
considered a successful coalition, better delineate the funding level that can be retained at the
state level and for what purposes, and require better evaluation of coalition performance. We
hope the upcoming funding opportunity announcement (FOA), which begins in FY2017, will
address those concerns.

While we support the goal of section 2 of HR 3299 - ensuring more money is reaching
healthcare coalitions and their members — we are concerned that the language as written would
have a counterproductive impact on the effectiveness of those coalitions. As written, only three
percent of the HPP funding line would remain for intramural use at the federal level for all
healthcare preparedness activities, including grant administration and evaluation. Under current
allotments, there are only 11 regional Health and Human Services (HHS) staff members to
oversee approximately 50 coalitions in each region and ensure an appropriate level of funding is
being disbursed from states to coalitions. Further, this level of staffing makes it challenging to
provide adequate technical assistance regarding preparedness and response operations to achieve
the cooperative agreement's requirements and goals. We believe the language proposed in the bill
would greatly reduce the staff that arc needed to provide technical assistance, evatuation, and
management of the program.

In addition, the HPP appropriations line supports more than just the grant program. HPP is the
only funding line within the HHS budget focused upon health system emergency preparedness.
Therefore, the Critical Infrastructure Program, the Emergency System for Advance Registration
of Volunteer Health Professionals (ESAR-VHP), the Science Healthcare Preparedness
Evaluation and Research branch, the Emergency Care Coordination Center, Division of
Recovery, and the Technical Resources Assistance Center and Information Exchange (TRACIE)
are all funded out of HPP. As the legislation is written, these programs would likely all be
eliminated. The funds that remain at the federal level are not simply overhead and administration
of the cooperative agreement, but support substantive work that contributes to health system
preparedness.

As an alternative, we suggest adjusting the language to state that eligible entities should ensure a
greater proportion of their grant goes directly to coalition activities and substantively supports
coalition capabilities. This would allow more money to reach the end user but ensure effective
grant management and evaluation. To that end, we also support the language in Section 3 to
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request a Government Accountability Office (GAO) study addressing key questions about HPP
operations and outcomes.

Many healtheare coalitions are achieving impressive results. In recent years, we saw healthcare
coalitions react to a massive train deratlment in Pennsylvania, tornados in Mississippi and
Missouri, and the West, Texas explosion.’ The coordination and systems put in place under HPP
likely saved lives. We want to see these results replicated in coalitions across the country. To do
50, we need to build effective coalitions and ensure we are measuring their capabilities. We are
grateful that this committee is committed to ensuring we are achieving the best possible
outcomes from the Hospital Preparedness Program. We look forward to working with you to
ensure HPP is as effective as it could be in protecting the health security of our nation.

4.5, Department of Health and Human Services, HPP In Action: Stories from the Field.
httpy//www.phe.gov/Preparedness/planning/hpp/events/Pages/default.aspx {accessed May 11, 2016).
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Blue Ribbon Study Panel on Biodefense

Representative Susan Brooks Representative Anna Eshoo
1505 Longworth House Office Building 241 Cannon House Office Building
Washington, DC 20515 Washington, DC 20315

February 11,2016

Dear Representatives Brooks and Eshoo,

As co-chairs of the bipartisan Blue Ribbon Study Pancl on Biodefense, we write to offer our support for H.R.
3299, the Strengthening Public Health Emergency Response Act of 2015.

Last October, our Panel released its comprehensive report, A National Blueprint for Biodefense: Leadership
and Major Reform Needed to Optimize Efforts. For a year, we worked to examine the state of U.S.
biodefense. We found significant effort and progress hampered by insufficient high-level leadership and
strategic focus. We believe that this deficit has led to challenges in three areas of our domestic biodefense
policy: interagency coordination, stakeholder collaboration, and technological innovation. Shortfalls have
resulted in challenges at the department and agency level that compromise America’s public health security.

The House Committee on Energy and Commerce has been responsible for the passage of critically important
legislation, including the Pandemic and All-Hazards Preparedness Act and its reauthorization. Your bill, H.R.
3299, would further strengthen the statutory underpinnings of biological preparedness by addressing certain
unresolved issues. For example, the Ebola events of 2015 revealed specific weaknesses in hospital readiness
and medical countermeasure (MCM) availability. H.R. 3299 would: ensure that the Hospital Preparedness
Program operates optimally; assure that the funding Congress allocates to this program reaches its intended
recipients; eliminate bureaucratic delays in contracting and providing incentives for MCM development; and
emplace a plan for the stockpiling of needed MCM.

As Ebola, Zika, and avian influenza prominently emphasize, the fight against infectious disease has been and
will continue to be long and sustained. In 4 Narional Blueprint for Biodefense, we identify specific
opportunities for Congress and the Administration to improve our preparedness for such biological events.
Many of these actions, like those in your bill, can be implemented in the near term. Passage of H.R. 3299
would meet at least four of our recommendations ~ 19a, 19b, 29a, and 29¢ — while adding value in additional
areas. We strongly believe that Congress can facilitate measureable progress in our nation's readiness by
pursuing the provisions of H.R. 3299. We, therefore, encourage your committee to deliberate on this
legislation as soon as possible.

We look forward to working with you in the coming year to implement these and other recommendations of

the Study Panel. Please do not hesitate to contact us with any questions. You may reach us through the
Panel’s co-directors, Ellen Carlin (ellen.carlin@biodefensestudy.org, 202-669-7830) and Asha George

(asha.george@biodefensestudy.org, 301-351-5723).

Joseph 1. Lieberman Thomas J. Ridge
Chair Chair

Sincerely,
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Drugs for Neglected Diseases initiative
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gy GLOBAL ALLIANCE FOR TB DRUG DEVELOPMENT -
VACCINE INSTITU T8 DRUG DEVEL Treatment Action Group

Submission Regarding Bill HL.R, 3299;
Suggestions to Fix the FDA PRYV for Neglected Diseases

The Honorable Joseph Pitts, Chairran

The Honorable Gene Green, Ranking Member

Committee on Energy and Commetce, Subcommittee on Health
United States House of Representatives

e
The Honotable Fred Upton, Chairman, Committee on Energy and Commeree
The Honorable Frank Pallone, Ranking Member, Committee on Energy and Commerce

May 19, 2016

Dear Chairman Pitts and Ranking Member Green:

We are writing to request that you support proposed changes to the Food and Drug Administration (FDA) Priority
Review Voucher (PRV) program to ensure that it effectively accomplishes its goal of incentivizing new research -and
development (R&D) for neglected diseases, and that new neglected diseases products brought to market through the
PRV program are made accessible and affordable to those who need therm.

As several of the most recent and ongoing global health emergencies have reminded the world, the need for well-
functioning incentives for R&D for neglected diseases is today more urgent than éver. Yet, despite representing moie
than 10% of the global disease burden, only 4% of new drugs and vaccines approved across the world were indicated
for neglected discases between 2000 and 2011

In March 2016, the American Thoracic Society, Doctors Without Borders/Médecins Sans Frontiéres, the Drugs for
Neglected Diseases iniriative, the IDSA Center for Global Health Policy, the Sabin Vaccine Institute, the TB Alliance
and the Treatment Action Group sent a letter to the Cornmittee on Energy and Commerce leadetship raising several
concerns with the design of the FDA PRV program for neglected diseases and proposed legislative amendments 2

The monetary value of PRVs has been established through sales, with the most recent voucher being sold for $350
million in August 2015.% However, the value of these vouchers as an incentive to promote innovation for new
therapeutic options for populations affected by neglected diseases depends on the PRVs being awarded only to truly
new products that are accessible to those who need them.

* Pedrique B, et al. The drug and vaccine landscape for neglected diseases (2000-11): a systematic assessment, Lancat 2013, 1(6):
hitprfwww thelancet com/journs mglodanticle/ PIIS2214- 109X (13760780 ulltext
2 Letter sent March 29, 2016, € apm avallable upon reque:t

* See: htipAwww.wj. / v y-rovi ch Bivie-for-350-mill 1439981 1047alg=y,
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Nevertheless, the lack of requirements for a product to be novel ot to be made available to and affordable for those
whom the product is designed to treat or protect are two critical flaws in the design of the neglected disease PRV
program that remain unaddressed. Now, as Congress is examining the PRV program, we hope that the Committee will
use this opportunity to fix the neglected discase FDA PRV program to ensure that novel neglected disease medical
products, including treatments and vaccines, are appropriately incentivized and are accessible to the patients and health
care providers who urgently need them.

"Thete are two key amendments to the PRV program for neglected diseases that we strongly recommend:

1. The PRV program should have a novelty requitement. Under current law, a PRV for neglected diseases
can be awarded even when new R&D investments have not been made by the entity receiving the award or if
the medical product awarded a PRV for neglected discases is not new.

The PRV rewards successful FIDA registration of drugs for select neglected diseases that have not been registered
in the U.S,, even if that drug has already been in use in other countries for years. Two of the three FDA PRVs for
neglected diseases, awarded to Knight Therapeutics and Novartis for products for treatment of leishmaniasis
(multefosine)’ and malaria (artemether-lumefantrine) tespectively, were for drugs already in use for a long time in
other countries. This has resulted in the granting of PRV, but not in new investment in R&D. A PRV should only
be awarded to products that are truly new, or that ate registered with the FDA in a timely ranner after initial
registration in disease-endemic countries.

2. 'The PRV program should tequire an access strategy. The PRV program for neglected diseases does not
include any mechanism to ensure patients, governments and health care providers will have affordable and
appropriate access to products for which a PRV has been awarded.

Critically, the PRV program for neglected diseases does not ensute that the qualifying products will be accessible
and affordable to patients in need 3 PRV recipients are not even required to market a product that earns 2 PRV.
Additionally, products that are masketed do not need to be priced affordably. For example, in the case of
miltefosine, health care providers like MSF, R&D organizations like DNDY, governments and others are stll
struggling to access this product at an affordable price — ot In some cases to access it at all. A PRV should only be
awarded to companies who commit to serious cfforts to make the PRV-earning neglected disease product available
and accessible to patients in disease-endemic countries, whom the PRV program is intended to benefir.

Straightforward statutory changes, based on existing law for the rare pediatric disease PRV program and proposed
legislation for PRV programs, could help to remedy the functioning of the PRV for neglected diseases. We have
discussed these proposals with many Committee member offices, and we hope you will advance these solutions.

In addition to introducing these two critical fixes, we hope the Committee will also request 2 US Government
Accountability Office (GAO) study and report to evaluate the effectiveness of the PRV programs as an incentive for
promoting innovation, and whether and to what extent global unmet needs for biomedical innovation have been met
by the PRV program. As organizations wotking to develop and provide access to neglected disease treatments and
vaccines, we see every day the need for more effective strategies to incentivize needs-driven R&D for neglected diseases,
including appropriate rewards for investments.¢ Improvements to the PRV program will be one important step toward
hroader changes that are urgently needed to ensure the R&D system delivers appropriate and affordable health
technologies for those who need them. We therefore hope that you will consider not only leading the Committee in
amending the PRV program for neglected diseases, but also in considering the potential creation of additional
mechanisms to ensure that R&D for neglected diseases is successfully and appropriately incentivized, and that all
patients in need can benefit from the fruits of biomedical innovation.

“ Doshi P. US incentive scheme for neglected discases: 2 good idea pone wrong? BMJ 2014; 349:g4665 http://swwiw. binj com/content/349/bmj.g4665
* See, for example: htp://www.msfagce: zrabout-us/imed d /patient-aceess

hitp://blogs. plos orp/sp i 72015/01/20/1da b i patients fes-win/ and

htps:iiwww.msfacces: fready slow-d:

2008 WHO Global Strategy and Plan of Action on Public Health, Innovation and intellectual Property (WHAS1.21) and 2012 Report of the WHO
Consultative Expert Working Group on Rescarch and Development: Financing and Coordination (CEWG report), see: hitp/fwww.who.int/phi‘en
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The American Thoracic Society (ATS), a 15,000 member international multi-disciplinary society, improves global health
by aclvancing research, patient care, and public health in pulmonary disease, critical filness and sleep disorders. Founded
in 1905 to combat TB, the ATS has grown to tackle asthma, COPD, lung cancer, sepsis, acute respitatory distress, and
sleep apnea, among other diseases. For more information please visit wwiw thoracic.org.

The Drugs for Neglected Diseases indtiative (DND4) is an international not-for-profit research and development (R&D)
organization that discovers and develops new, improved, and affordable medicines for neglected diseases afflicting
millions of the world’s poorest and most vulnerable people. DND/ accomplishes its work through innovative,
collaborative partnerships with public sector research institutions, particularly in disease-endemic countries,
phasmaceutical and biotechnology companies, academia, non-governmental otganizations, and governments
worldwide. For mote information please visit www.dndi.org.

I'B Alliance is a non-profit organization dedicated to the discovery and development of new, faster-acting and affordable
tuberculosis medicines. For more information please visit www.thalliance.org.

“I'he HIV Medicine Association (HIVMA) is an organization of medical professionals who practice HIV medicine. We
represent the interest of our patients by promoting quality in HIV care and by advocating for policies that ensure 2
comptehensive and humane response to the AIDS pandemic informed by sclence and social justice. For more
information please visit www hivima.org.

The Infectious Discases Society of America (IDSA) represents physicians, scientists and other health care professionals
who specialize in infectious diseases. IDSA’s purpose is to improve the health of individuals, communities, and society
by promoting excellence in patient care, education, research, public health, and prevention relating to infectious diseases.
For more information please visit www idsociety.org.

Meédecins Sans Frontieres/Doctors Without Borders (MSF) is an independent international medical humanitarian
organization that delivers medical cate to people affected by armed conflicts, epidemics, natural disasters and exclusion
from healthcate in neatly 70 countsies. Tn order to fulfill its mission, MSF needs access to affordable medicines to treat
a range of medical conditions, including neglected diseases, for which new treatments are urgently needed. For more
information please visit www.doctorswithoutborders.org

Sabin Vaccine Institute (Sabin) is 2 non-profit, 501(c)(3) organization of scientists, researchers, and advocates dedicated
to reducing needless human suffering caused by vaccine preventable and neglected tropical diseases. Sabin works with
governments, leading public and private organizations, and academic institutions to provide solutions for some of the
world's most pervasive health challenges. Since its founding in 1993 in honor of the oral polio vaccine developer, Dr.
Albert B. Sabin, the Institute has been at the forefront of efforts to control, treat and eliminate these diseases by
developing new vaccines, advocating use of existing vaccines and promoting Increased aceess to affordable medical
treatments, For more information please visit www.sabin.org.

Treatment Action Group (FAG) is an independent AIDS research and policy think tank fighting for better treatment,
a vaccine, and a cure for AIDS. TAG works to ensure that all people with HIV receive lifesaving treatment, care, and
information. We are science-based treatment activists working to expand and accelerate vital research and effective
community engagement with research and policy institutions. TAG catalyzes open collective action by all affected
communities, scientists, and policy makers to end AIDS. For more information please visit
Www. ffeatmentaciongroup.org.

Please contact Judit Rius Sanjuan, U.S. Manager and Legal Policy Adviser of the MSF Access Campaign of Médecins
Sans Frontidres/Doctors Without Borders USA, if you are interested in scheduling 2 meeting or learning more about
the content of this letter. Email: judit.rius@newyork.msf.org / Phone: +1 212 655 3762
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DEPARTMENT OF THE ARMY
JOINT PROGRAM EXECUTIVE OFFICE
FOR CHEMICAL AND BIOLOGICAL DEFENSE
5101 HOADLEY ROAD
ABERDEEN PROVING GROUND, MD 21010-5424

AR g1 uB

The Honorable Susan W. Brooks
U.S. House of Representatives
Washington, D.C. 20515

Dear Congresswoman Brooks,

Thank you for your letter requesting my perspective as the Joint Program Executive
Officer for Chemical and Biological Defense regarding Food and Drug Administration
(FDA) priority review vouchers. | appreciate hearing from you on this important aspect of
facilitating and expediting development of medical countermeasures.

| support establishing a new priority review voucher (PRV) program for medical
countermeasures for items on the Department of Homeland Security (DHS) Material
Threat List. | believe such a program will incentivize investment and partnership, thereby
benefiting the Department of Defense (DoD) in the advanced development of products
that are essential to the Warfighter. Today there are few economic or reguiatory
incentives to encourage industry to innovate in the chemical and biological defense
medical countermeasure market space. in general, chemical and biological defense
medical countermeasures will be utilized in rare, emergency situations and, accordingly,
the market for product sales is uniikely to yield a high retum-on-investment. A new PRV
program can inspire additional innovation in this market and greatly enhance the DoD's
ability to rapidly deliver certain medical treatments and prophylaxis to the warfighter.

R}

Because this issue is so important to my mission space, | have been in discussions,
along with my DoD leadership, with House Armed Services Committee staff to determine
the best approach to getting a PRV program specifically for DoD's validated chemical
and biological threat list. Aithough the DHS' materiel threat list overiaps to a large degree
with DoD's validated chemical and biological threat list, there are some differences
based on the distinct missions of DoD. Lastly, the only additional recommendation |
would make is to consider adding 'prophylaxis’ or 'vaccines’ to 'treatments’ in the title of
Section 8 ("Priority Review to Encourage Treatments for National Security Threats”) to
affirm the point that both pre-exposure and post-exposure capabilities are required to
address this tremendous threat to the Nation.

Thank you again for your letter and for your efforts to incentivize innovation.

Sincerel

Joint rogram‘ Exedtitive Officer
for Chemical and Biological Defense
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Alliance for Biosecurity

Office of the Secretary and Legal Counsel

1500 K Street, NW, Suite 1100

Washington, DC 20005

Telephone 1.202.230.5133 » Facsimile: 1.202.842.8465
www allianceforbiosecurity or

The Honorable Susan Brooks The Honorable Anna Eshoo

U.S. House of Representatives U.S. House of Representatives
1505 Longworth House Office Building 241 Cannon House Office Building
Washington, DC 20515 Washington, DC 20515

July 29, 2015

Dear Congresswomen Brooks and Eshoo:

On behalf of the Alliance for Biosecurity, we write today in strong support of your bill, the Strengthening
Public Health Emergency Response Act of 2015. This bill would support preparedness for potential public
health emergencies by increasing accountability and streamlining the contracting process for medical
countermeasures (MCMs). Ensuring that these essential programs are sufficiently funded and effectively
managed is critical to sustaining our national security.

Biosecurity companies tackle some very complex scientific puzzies, which are no less challenging than
those faced by the biopharmaceutical sector as a whole but face a much more limited market. The
medical countermeasures enterprise represents the government’s commitment to develop and procure
the products necessary to protect our national interests and encourage further innovation by the private
sector. A combined and concerted effort among government agencies has greatly improved our
preparedness capabilities over the last decade, but as these programs must evolve to ensure that they
continue to function efficiently.

Given that MCMs are essential to our national security and that private sector partners play a critical
role in their development, the contracting process must be expeditious. Government funded projects
progress at a slower pace than privately funded ones due to unpredictable funding and a lengthy
contracting process. This bill addresses this concern by taking steps to make the contracting process
more transparent, predictable, and flexible and by removing the requirement that OMB review all
contracts aiready approved and funded by HHS. These reforms will speed up the procurement process
and facilitate the public private partnerships necessary for countermeasure development,

This bill also encourages private sector development of MCMs by including the 13 material threats
identified by the Department of Homeland Security in the tropical disease Priority Review Voucher
program. This model has proved successful in encouraging the development of vaccines and
therapeutics for neglected tropical diseases and rare pediatric diseases and its application to MCMs for
material threats is an important step toward ensuring necessary products are developed, approved, and
stockpiled for use in a potential disease outbreak or chemical, biological, radiological and nuclear (CBRN)
attack.

Bavarian-Nordic * CUBRC, Inc. » Elusys Therapeutics * Emergent BioSolutions = GlaxoSmithKline= Meridian
Medical Technologies, Inc., a Pfizer Company » Nanotherapeutics, inc. » Neumedicines, Inc. = Novartis
Vaccines = Romark Laboratories, Inc. * Siga Technologies » Soligenix, inc. | Lovelace Respiratory Research
Institute = Texas A&M University System « University of Texas Medical Branch
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The Honorable Susan Brooks
luly 29, 2015
Page 2

Again, we thank you for your support of the programs that contribute to greater public health security
and ensure preparedness against biological threats and appreciate your efforts to improve the
effectiveness of these critical programs. The Alliance for Biosecurity stands ready to help you and your
staff in any way possible. if you should have any questions please contact Maureen Hardwick {202-230-
5133, Maureen.Hardwick@dbr.com} or Rebecca McGrath {202-230-5679, Rebecca. McGrath@dbr.com).

Respectfully,

Elisabeth Posillico, President & CEO, Elusys Therapeutics, Inc.

Paul Chaplin, President & CEQ, Bavarian Nordic, A/S

Co-Chairs, Alliance for Biosecurity
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California Life Sciences Association

September 16, 2015

The Honorable Susan Brooks The Honorable Anna G. Eshoo
1505 Longworth House Office Building 241 Cannon House Office Building
Washington, DC 20515 Washington, DC 20515

Dear Representatives Brooks and Eshoo:

On behaif of California Life Sciences Association {CLSA) — the statewide public policy organization
representing California’s leading life science innovators, including over 750 medical device, diagnostic,
biotechnology and pharmaceutical companies, research universities and private, non-profit institutes, and
venture capital firms — 1 am writing to express our support for your legisiation, H.R. 3299, the Strengthening
Public Health Emergency Response Act of 2015. CLSA is pleased to endorse this legislation that will improve
our nation’s biodefense preparedness.

As you know, the recent Ebola outbreak exposed our nation’s continued vuinerability to bioterror and
pandemic threats, demonstrating the need for robust biodefense preparedness. Strengthening existing
public-private partnerships, such as the Biomedical Advanced Research and Development Authority (BARDA),
as well as creating new incentives for the research and development of medical countermeasures are critical
for the United States to appropriately prepare against chemical, biological, radiological and nuclear threats as
well as dangers like pandemic influenza,

The Strengthening Public Heaith Emergency Respanse Act is an important step forward in ensuring our
nation’s biodefense infrastructure is adequately prepared in the event of a bioterrorism event or pandemic
outbreak. The bill creates a priority review voucher program to incentivize the research, development and
licensure of medical countermeasures in a space where there is no commercial application for the product,
bridging a serious gap in the nation’s readiness against national security threats. In addition, the legislation
will streamiine the BARDA procurement process, improving this essential public-private partnership by
creating a more efficient, predictable and seamless approval process for these vital products.

CLSA applauds your leadership on this important legistation and we are pleased to join a broad group of
stakeholders in offering our strong support for H.R. 3299, the Strengthening Public Heaith Emergency
Response Act of 2015. Please let me know if CLSA can be of assistance to you ~ | can be reached at
tgillenwater@califesciences.org or (202) 743-7562.

Sincerely,

Todd Gillenwater
Executive Vice President — Advocacy & External Relations

Sacramente

Washington, BC 20005
PH (202;
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September 14, 2015

The Honorable Susan Brooks The Honorable Anna Eshoo

1505 House Office Building 241 Cannon House Office Buiiding
United States House of Representatives United States House of Representatives
Washington, D.C. 20515 Washington, D.C. 20515

Dear Representatives Brooks and Eshoo:

On behalf of the Biotechnology Industry Organization (BIO), I am writing with our support
for H.R. 3299, the Strengthening Public Health Emergency Response Act of 2015. [ wish to
commend you for introducing this legislation, and look forward to continuing to work with
you this year on this important measure.

BIO represents more than 1,100 bictechnology companies, academic institutions, state
biotechnology centers and related organizations across the United States. BIO members
are involved in the research and development of healthcare, agricultural, industrial and
environmental biotechnology products. Our member companies play a central role in
ensuring the development and manufacture of medical countermeasures (MCMs) to protect
our nation’s citizens against chemical, biological, radiological, and nuciear (CBRN) attacks as
well as naturally-occurring infectious disease threats, such as pandemic influenza.

Your legisiation recognizes that more must be done to incentivize MCM research and
development, improve the public-private partnership by streamlining the contracting
process, and increase transparency around future MCM funding needs across all types of
threats. This is particularly important since most products do not have a commercial market
to help spur investment. Significant barriers to countermeasure development still exist and
your legisiation takes critical steps towards addressing these so that we as a nation are
more fully prepared to effectively respond to health security threats.

Again, BIO supports H.R. 3299, and looks forward to waorking with you both, as well as

Chairman Fred Upton {(R-MI) and Ranking Member Frank Palione (D-NJ) and all the
Members of the Energy and Commerce Committee to further this important bill

Sincerel

James C. Greenwood
President & CEO
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October 14, 2015
The Honorable Susan Brooks The Honorable Anna Eshoo
1505 Longworth House Office Building 241 Cannon House Office Building
Washington, D.C. 20515 Washington, D.C. 20515

Dear Representative Brooks and Representative Eshoo:

We write to thank you for your leadership in the area of biodefense. We strongly support your
efforts in the House (H.R. 3299, the Strengthening Public Health Emergency Response Act) to
provide certainty and new incentives for the development of medical countermeasures (MCMs).

As members of the investment community who have invested in the life sciences space for years,
we have watched the biodefense enterprise struggle to attract and sustain investment and
participation from companies and financial partners. The lack of sustainable and predictable
incentives for companies who have promising technologies for biodefense applications is the
primary driver of this struggle.

As you know, the decision for investors to fund MCM candidates is incredibly risky relative to
other areas where investment firms can invest. Given there is no private market for MCMs, the
government’s commitment to a robust biodefense enterprise is the key factor we look for when
deciding whether or not to invest in MCMs. Quite simply, the decision to invest in the
biodefense sector is infinitely more risky than any other portion of the biotech sector.

This lack of a dependable market for biodefense also makes it difficult for investors to gauge the
value of MCM products upon their successful development. The federal biodefense enterprise is
immature relative to other government partners, such as the Department of Defense. And the
recent conversion of Project BioShield’s advanced appropriations has subjected MCM funding to
the unpredictable whims of the annual appropriations process.

While there is no substitute for sustained federal funding for MCMs, the incentive you have
proposed in H.R. 3299 to create a biodefense Priority Review Voucher (PRV) at the Food and
Drug Administration (FDA) would be a game-changer for investment in this space. The PRV isa
proven and valuable incentive that has worked to spur investment in other neglected areas of
research and development, such as rare pediatric diseases and neglected tropical diseases. The
creation of a biodefense PRV would revitalize interest in MCM development and provide much
needed certainly that MCM products can have value in the marketplace.

In addition, H.R. 3299 would create transparency in the long-terms plans for development and
procurement of MCMs by the U.S. government. Establishing predictability and accountability in
MCM contracting would be incredibly valuable to us as investors in this space.

Existing contracting procedures at the Department of Health and Human Services (HHS) are
cumbersome at best and obfuscate the path to approval and procurement for most MCM
products.
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We lock forward to supporting your efforts to move these critical policies through Congress.
Thank you again for your continued leadership in this critical space.

Sincerely,

Bertrand C. Liang Standish M Fléming
Pfenex Inc. Forward Ventures
Forward Medical Science Partners Managing Member

Steven Kornfeld, CFA Evan McCulloch
Fraoklin Templeton Investments Inc. Franklin Templeton Investments Inc.
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POINT/COUNTERPOINT

Drug and Vaccine Development for Infectious
Diseases: The Value of Priority Review Vouchers

] Matheny,! B Smith,? B Courtney? and M Mair?

Priority review vouchers (PRVs) are
an innovative, high-impact, low-cost
mechanism for encouraging the devel-
opment of new medicines and vaccines
for infectious diseases. Infectious dis-
eases kill more than 14 million people
per year—around a quarter of deaths
worldwide.! For many of these diseases,
cost-effective drugs and vaccines do not
currently exist, and less than 15% of
molecules reported to be under devel-
opment are anti-infectives (i.e., vaccines
or therapeutics targeting infectious
diseases). This neglect is due in large
part to the unfavorable economics sur-
rounding anti-infectives,
Pharmaceutical firms have a fiduciary
responsibility to shareholders to maxi-
mize profits, Absent other incentives,
firms will invest in research and devel
opment (R&D) for products that possess
a profitable market and a high likeli-
hood of technical success, In contrast,
the global burden of infectious discases
is concentrated in developing countries
with small budgets and weak patent
protection, among poor patients who
can pay anly low prices for drugs—or
cannot pay at all. Anti-infectives are
thus typically not profitable products.
In addition, the probabilities of techni
cal success at each R&D stage are lower
for anti-infectives than for most other
pharmaceuticals, making R&D invest-
ments in anti-infectives high-risk.?
Market failures surround anti-infectives
because of their positive externalities:

for instance, your receipt of a vaccine
reduces not only your risk of disease but
also mine, vet I do not compensate you
or the vaccine producer for the benefit
1 gain. Thus, private investment in R&D
for anti-infectives is below the level that
would be socially optimal.

Several approaches to increasing
R&D for anti-infectives have been
implemented, including government
and foundation funding for R&D,
the Orphan Drug Act provisions, and
purchase agreements such as advance
market commitments. The PRV, a cost-
effective addition to these incentives,
was originally proposed by Ridley et al,*
and later established in law under the
Food and Drug Administration (FDA)
Amendments Act of 2007 (Public Law
110-85).

Under the law, a PRV is awarded toa
successful developer of a New Molecular
Entity that receives FDDA approval and
targets any one of 16 tropical diseases
listed in the law or “any other infectious
disease for which there is no significant
market in developed nations and that
disproportionately affects poor and
marginalized populations, designated
by regulation by the [Department of
Health and Human Services {(HHS)]
Secretary” (Of importance, what quali-
fies as a “significant market” is not
defined in the law.) The developer can
then hold the PRV or sell it to another
firm. The PRV entitles its holder to FDA
priority review of any drug in its portfo-

lio that otherwise would receive stand-
ard review. Priority review shortens an
FDA review period by several months,
by concentrating more FDA resources
on an application. With a shorter review,
a product is marketed earlier than it
otherwise would be. In most cases, the
product does not produce more revenue
as a result, but because the revenues are
received sooner—and firms, fike indi-
viduals, prefer to receive money sooner
rather than fater--the “net present value”
of the revenues is higher.

By one estimate, the net present value
of a PRV to a firm is around $300 mil-
lion when applied to a bleckbuster
product that has annual global rev
enues of USSI billion or more (in the
1990s, 29 blockbusters were launched).*
Because 2 PRV is transferable, an inno-
vative biotechnology company could
develop a tropical disease product,
earn a PRV, and sell it to a pharmaceu-
tical firm that has a blockbuster in its
pipeline. The exact value of a PRV will
depend on the number awarded, the
number and expected value of poten-
tial blockbusters, and the difference
between standard and priority review
times. (In 2007, the difference between
median standard and priority review
times for New Molecular Entities and
Biclogic License Applications was
7 months.?) In our own conversations
with pharmaceutical and biotechnology
companies, estimates of a PRV’s value
ranged from less than $100 million

*Bloomberg School of Public Heatt, Johns Hopkins University, Baltimore, Maryland, USA; *Center for Biosecurity, University of Pittsburgh Medical Center, Baltimore,
Maryland, USA. Cor

edu)

e Matheny ()
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to more than $300 million. No PRVs
have yet been awarded, so their value
remains an open question,

To prevent delayed reviews of other
medically important products, the FDA
would, ideally, need to hire additional
staff to review PRV holders’ products,
The cost of this additional labor has
been estimated at §1 million per product
and is billed to the firm that exercises
the voucher.* The FDA PRV program
allows the agency to set the fee each
year, ensuring that the government is
adequately compensated for the added
labor. Because a PRY increases the value
of a tropical disease product by hun-
dreds of millions of dollars, at a net cost
to the public of approximately zero, the
PRV is highly cost-effective.

We are aware of only a few published
negative critiques of the PRV program,
Goozner® argued that PRVs will cause
first-world consumers to pay substan-
tialty more for drugs than they other-
wise would because, in his view, the PRV
extends a drug’s effective patent life. In
fact, PRVs are not expected to have this
effect. Under the Hatch-Waxman Act,
the duration of FDA review is added
back to a drug’s effective patent life—
the patent life remaining after a prod-
uct is marketed—with conditions on
the maximum restoration allowed. As
a result, priority review usually has no
effect on effective patent life: whatever
time is lost under standard review is
added back, and whatever time is gained
under priority review does not alter the
patent’s expiration date.

Around 10% of drugs have long clini-
cal trial and review periods that “max
out” the Hatch-Waxman provision,”
and for these drugs priority review can
increase effective patent life up to several
meonths. But even in these cases, prior-
ity review does not delay the introduc-
tion of generics. Effective patent life is
lengthened by beginning earlier, rather
than by ending later, so generics are
introduced no later than they otherwise
would be. In most cases, consumers will
have access to both a branded product
and a generic product sooner than they
otherwise would.

Kesselheim®? expressed concern
that products receiving priority review

572

under a voucher may not be adequately
evaluated because of time pressures on
EDA staff. However, as Moe ¢t al.'® note,
priority review “does not omit safety
or efficacy studies or require approval
within a given time frame” There is a
6-month target for priority review,
but actual review times are as long as
needed. Moreover, there is no consist-
ent evidence that shorter review times at
the FDA are associated with safety prob-
lems.!! A challenge in implementing
the new PRV program will be expand-
ing the pool of qualified FDA person-
nel for additional priority reviews, This
challenge can be met but will need to be
part of the broader effort at the FDA to
increase review capacity.

The FDA is reviewing public input
regarding diseases that could qualify
for PRVs in addition to the 16 tropi
cal diseases named in the law. As noted
previously, section 524 of the law allows
the FDA to designate by regulation any
other infectious disease for which there
is no significant market in developed
nations and that disproportionately
affects poor and marginalized coun-
tries. Products for emerging infectious
diseases are natural candidates, as are
products for neglected diseases such as
Chagas disease and Shigella. Biodefense
products could also be eligible for PRV,
because Ebola, typhus, and other poten-
tially weaponizable diseases have no sig-
nificant market in developed nations and
disproportionately affect poor countries.
These products suffer the same market
failures that affect tropical diseases,
and although some government fund-
ing exists, it is insufficient to cover the
costs of drug and vaccine development.
By one estimate, the current US govern-
ment funding for advanced development
of biodefense products is less than 10%
of what is needed to meet the HHS Pab-
lic Health Emergency Medical Counter-
measures Enterprise requirements.!?

Expanding eligibility for PRVs beyond
the current 16 tropical diseases would
help accelerate the development of
many other pharmaceuticals needed
to reduce death and disease worldwide.
In reviewing existing and proposed
incentives for anti-infective R&D, we
concluded that the PRV is among the

most efficient.!> PRV alone will not be
sufficient to generate all the pharmaceu-
ticals the world needs. There is still an
urgent need to invest in basic research
on infectious diseases and in product-
development partnerships for drug and
vaccine development. Although PRVs
may play a modest role compared with
these other efforts, they are a valuable
and highly cost-effective addition.
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INCENTIVES FOR BIODEFENSE COUNTERMEASURE DEVELOPMENT

Jason Matheny, Michael Mair, Andrew Mulcaby, and Bradley 1. Smith

Therapeutics and vaccines are available for only a fraction of biclogical threats, leaving populations vulnerable to attacks
involving biological weapons. Existing U.S. policies to accelerate commercial development of biodefense products have
thus far induced insufficient investment by the biopharmaceutical industry. In this article, we examine the technical, reg-
ulazory, and market risks associated with countermeasure development and review existing and proposed federal incentives
to increase industrial investment, We conclude with several recommendations. To increase industry’s engagement in
biodefense countermeasure development, Congress should expand BioShield funding, giving HHS the flexibility to fund
a portfolio of biodefense countermeasures whose revenues are comparable to those of commercial drugs. Congress should
establish tradable priority review vouchers for developers of new countermeasures. A National Academy of Sciences or Na-
vonal Biodefense Science Board should formally evaluate incentive programs and a government-managed “Virtual

Pharma,” in which FHS contracts separate stages of research, development, and production to individual firms.

for biodefense countermeasures, only six products have

BIODEFF\‘SE PLANNING BY THE U.S. government empha-
sizes the use of medical countermeasures, including

been procured—neone from a large pharmaceutical firm.'®

drugs and vaccines, 1o prepare for and respond 1o attacks In this article, we discuss the challenges wo industrial in-

involving biological weapons.”™ Currently, medical coun-  vestment in countermeasure development, review existing

rermeasures are available for only a fraction of biclogical
threats, including those representing the highest risk, as de-
termined by the Deparment of Homeland Security’s
(IDHS) threat assessments.? Tt is generally acknowledged
that incentives of the scale and structure needed to motivate
the biopharmaceutical industry sufficiently to invest in
countermeasure research and development (R&D) have
been lacking.*” Although federal investment in counter-
measure R&D has increased since 2001, few private phar-
maceutical and biotechnology companies are engaged in
countermeasure development, fewer have advanced candi-
dates through clinical wials, and fewer still are likely to
market products.? Out of 11 requests for proposals issued
by the Department of Health and Human Services (HHS)

and proposed federal incentives for countenmeasure R&D,
and recommend measures o Increase industry’s engage-
ment in the medical countermeasure enterprise.

COMMERCIAL PHARMACEUTICAL R&D:
LENGTHY, COSTLY, RisKy

Pharmacentical R&D is a lengthy, costly, and risky process
(Table 1). The transformation of a promising drug candi-
date into a markerable product typically takes 10 to 15
years from basic research te Food and Drug Administration
(FDA) approval.’® The cost of R&D for a single product,
including the cost of capital and the cost of failures, is in the
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hundreds of millions of dolfars. One commonly cited esti-
mate of the mean R&ID cost per new drug {including the
cost of failures and the cost of capital) was $800 million in
1997; current costs are likely to exceed $1 billion per
drug.'""!9 Between five'? and nine'* drug candidates enter
clinical trials for every one approved by the FDA. Even
drugs that reach market may not generate enough revenues
* Thus, the profitability of a pharmaceutical

to cover costs.
company depends on a small number of blockbuster drugs.

In markets for traditional drugs (e.g., those thar address
cholesterol, diabetes, or cancer), drug developers can esti-
mate demand, price, and expected return on R&D invest-
ments from data on disease prevalence, willingness-to-pay,
and market competition. A developer decides to mave for-
ward with a project when its expected profits are higher
than those of any other possible project.'® Absent other in-
centives, developers will invest in R&D for mainstream
products with which they have prior experience and that
possess a broad, well-defined market, clear clinical research
goals, and an established path to regulatory approval. These
characteristics are scarce in the anti-infectives market and
virtually absent in the biodefense countermeasures market.

Wity ANTI-INFECTIVES ARE UNATTRACTIVE
TO THE PHARMACEUTICAL INDUSTRY

Anti-infectives include all therapeutics and vaccines that
treat or prevent infectious diseases. In 2004, among the
world’s 15 largest pharmaceutical companies, only 10% of

Table 1. R&D Process far a Typical New Drug

publicly disclosed New Molecular Entities were classified as
anti-infectives.'” Anti-infectives are generally a low priority
in pharmaceutical R&ID because of technical, regulatory,
and market risks. Developers see high financial returns in
targeting chronic diseases that offer repeated sales, while in-
fectious diseases are typically acute in developed countries
(HIV being a notable exception).

From 1998 to 2002, FDA approval of new antibacterial
agents decreased by 56%, compared with the period 1983
to 1987.17 Between 1998 and 2004, only two antibacterials
were approved that had novel mechanisms.'” Most major
pharmaceutical companies have left the antibacterial mar-
ket because of increased regulatory risk, shrinking margins,
and a short drug life cycle due to bacterial resistance.'®*
By one estimate, a fourfold increase in antibacterial R&D
effort would be needed to generate just one novel-mecha-
nism antibacterial by 2012.%

The number of pharmaceutical companies producing
vaccines has decreased from 26 in 1967 10 17 in 1980, t0 S
in 2004.
less than 10% of their total revenue.? Investments in vac-
cine R&D) are generally unarttractive to industry for several
reasons:

Among these five companies, vaccines generate

* Vaccines are generally used only a few times in a lifetime
and thus generare low expected revenues;

* By reducing discase transmission in a population, vac-
cines provide broad benefits for which vaccine producers
are not fully compensated;”®

* Large government purchases lead to low margins;

Clinical trials
Discovary/
preclinical
Stage testing Phase | Phase 11 Phase {1 FDA Phase IV
Years 6.5 1.3 3.5 1.5 Additional
post-
Test population | Laboratory and 20-100 healthy | 1006-500 patient | 1,000-5,000 patient Review marketing
animal studies volunteers volunteers volunteers process/ testing
approval required
Purpose Assess safety, Determine Evaluate Evaluate by FDA
biological safety and effectiveness, cffectiveness,
acuvity, and dosage took for side monitor adverse
formulations effeces reactions from
long-term use
Capiralized
costs 335-381 467487
(8M, range)
Success Rare 5,000
compounds S enter trials
evaluated
Source: Adapred from Adams’’ and Pharmaceutical Research and Manufacturers of America {PhRMA}L*2
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Since vaccines are given fo healthy people, they face

higher regulatory requirements and litigation risks;*>%%>

For vaccines and other biologics, the FDA requires that
companies begin building physical manufacturing capac-
ity prior to product approval;?

The probabilities of success at each R&D stage are lower

for vaccines than for many other pharmaccu[ica)s;zl"‘28

and

"The basic research pipeline for vaccines is small: between
2000 and 2005, only 3% of NIH grants included “vac-
cine” as a keyword.®

WY BIODEFENSE COUNTERMEASURE
DEVELOPMENT IS UNATTRACTIVE TO THE
PHARMACEUTICAL INDUSTRY

Virtually all biodefense countermeasures are anti-infectives
and, as such, face the general challenges described above, as
well as risks peculiar to biodefense.

Clinical trials cannot be used to assess the efficacy of
most biodefense countermeasures against rare and lerhal
pathogens. There are few, if any, naturally occurring cases
of most of these diseases in humans, and it is unethical to
infect a person with a potentially lethal pathogen.

While safery must be shown in humans, the FDA’s Ani-
mal Efficacy Rule establishes a pathway for countermea-
sures 10 be proven effective using validated animal mod-
els.? However, for many biodefense diseases of concern,
animal models have yet to be developed and validated.
Mareover, animal models represent, at best, a rough ap-
proximation of efficacy in humans, and, as such, counter-
measures developed using animal models will be untested
until their use in humans during an emergency.”

The FIDA has yet to release comprehensive guidance on
the Animal Efficacy Rule, and no novel products have been
approved using the Rule; the Rule has thus far been used to
extend the indicated use of previously licensed products.*
Emergency use of a countermeasure that is in late-stage de-
velopment but has not yet been approved by the FDA is
possible through the Emergency Use Authorization (EUA}
provision under the BioShield legislation.?* Currently, the
FDA is expected to require extensive safery and efficacy

*Two products have been approved using the Animal Efficacy
Rule; both were products previously approved for use in the U.S.
or Europe and used the Animal Efficacy Rule only w0 obuin ap-
proval for additional indications. Pyridostigmine bromide for pro-
phylaxis against nerve agents has been approved using the Animal
Rule, but this drug had already been approved in 1955 for the
treatment of myasthenia gravis. Hydroxocobalamin received an in-
dication for cyanide poisoning as well as smoke inhalation, but it
had been apptroved in France since 1996, It remains to be seen how
a genuinely new product will fare under the Animal Efficacy Rule.
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dara prior to granting a product EUA status, However, it is
unclear what standards for safery and efficacy will qualify
some products and disqualify others——and the determina-
tion is made during, not before, an emergency.

The scope, magnitude, and type of a future biological at-
tack is uncertain, as is the demand for countermeasures.”
Because the response to a major biological incident will be
coordinated by governments, government purchases will be
the major (if not the only) sale for most countermeasures.
(At present, the U.S. government is by far the largest pur-
chaser of biodefense countermeasures.) Countermeasute
developers must thus rely on governments to determine
and communicarte the market for biodefense countermea-
sures. But government purchasing is subject to evolving
threat assessments and shifting political priorities, which
create market uncertainties.

Developers’ dependence on government purchases pre-
sents additional problems. A government has every incen-
tive to negotiate prices for countermeasures just above
their marginal cost of production, thus severely limiting
profits. If companies resist low prices, governments can, in
extreme cases, threaten compulsory licensing or purchase
patent-breaching generics. In 2001, following the first an-
thrax attacks, the U.S, government threatened such actions
during negotiations with Bayer over its antibiotic, Cipro.
The threat was credible, and Bayer lowered its {already
wholesale) price for the drug.®® When a developer’s R&D
costs are already spent, the best a developer can do in such
cases is accept the government price. The prospect of a
hard bargain causes drug developers to be wary of develop-
ing products whose prices are not guaranteed t cover
R&D costs.

The rechnical, regulatory, and marker risks associated
with biodefense countermeasures lead to weak commercial
investment and thus few products. Given companies’ fidu-
ciary responsibility to investors, even countermeasures that
are profitable at the margin will be ignored as long as com-
panies can focus their investments on more profitable prod-
HCLS.

EXISTING INCENTIVES FOR BIODEFENSE
COUNTERMEASURE R&D

Given the importance of biodefense to national security,
the U.S. government has employed a broad menu of finan-
clal incentives to spur commercial investment in counter-
measure R&D (Table 2), This menu can be separated into
“push” incentives, which reduce industry’s cost of R&D
and are typically used to motivate early-stage rescarch, and
“pull” incentives, which increase industry’s revenues from
R&D and are typically used to motivate late-stage develop-
ment and production. To date there has been lirtle analysis
of the effectiveness of these incentives in accelerating coun-
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87

MATHENY ET AL.

Table 2. Incentives for Biodefense Countermeasure R&D

Incentive Mechanism

Examples

Strengths

Weaknesses

Push Incentives
Government R&D and
technology transfer

Government research
grants and contracts

Government-industry
R&D collaborations

Liability protection

Tax credits

NIH/DoD intramural
research

NIF/DoD extramural
rants

CRADA

Safery Act
PREP Act

Standard R&D rax credic
Orphan drug tax credit

Control over research path

Open results

Seif-selection of qualicy
rescarchers

Open results

Avoids duplication of
infrastructure

Reduces developers risks

R&D may be more efficient
than average tax spending

Weak financial incentives for
performance

Difficult to judge value of
applications
Complicated IP environment

Potential to reduce safety

Less artractive to companies
with low profits

Pull Incentives
Regulatory rewards

Exclusivity reward

Procurement contracts

Priority Review designation

Patent protection

Orphan drug market
exclusivity

Pediatric exclusivity provision

Dol procurement

FIHS procurement
(e.g., BioShield)

Reduces time 1o market

Valuable industry

Bidding promotes cost
control
Familiar to government

Increased FDA costs

Limired value for products with
small markets

Reduces competition on price
and quality

Difficult to predict success of
winning bidder
Contract must be adequately

No duplicate costs

specified

termeasure development. A range of existing and possible
incentives are discussed below.

Push Incentives Used for Biodefense
Countermeasure R&D

Government R&D and technology transfer

HHS and the Department of Defense (Do) conduct in-
house (intramural) basic R&D focused on biodefense coun-
termeasure development, Discoveries produced by federal
scientists conducting basic R&D are often made available to
the private sector through publication in scientific literature,
or they may be patented by the federal government and
made available 1o the private secror through technology
transfers. Examples of biodefense-related technology trans-
fers include the AVA and rPA vaccines for anthrax, which
were initially developed by DoD and licensed to BioPort
(now Emergent} and VaxGen, respectively. Government
R&D allows government managers o retain control over
the direction of research, but it does not provide them with
the financial incentives common in private firms to motivate
performance. It is not clear, however, that the lack of finan-
cial incentives Jeads to a lower rate of success or to reduced
efficiency; the cost-effectiveness of government-managed
drug development projects, such as that at the United States

Volume 5, Number 3, 2007

Army Medical Research Institute for Infectious Diseases
(USAMRIID), appears not to have been evaluared.

Government research grants and contracts

HHS, DoD, and, to a lesser extent, DHS award research
grants to institutions for countermeasure development.
Maost grants for research in biodefense are awarded by HHS
through the National Institute of Allergy and Infectious
Diseases (NIAID).?S In FY2006, NIAID awarded $1.7 bil-
tion in funding for biodefense-related research.?

On December 19, 2006, President Bush signed the Pan-
demic and All-Hazards Preparedness Act into law (P.1. 109-
417), which created the Biomedical Advanced Research and
Development Authority (BARDA) within HHS. One of the
purposes of BARDA is to fund the development of products
across the so-called “valley of death” between NIAID-
funded basic research and end-stage procurement by the
BioShield program (described below). Recipients of govern-
ment grants and contraces are motivated w0 use funds judi-
ciously, as evaluations of their results are typically used in fu-
ture grant and contract reviews. But it can be difficult for
reviewers to accurately judge the value of a project based
solely on an application or bid, and the application process
is slow: The NIH Ro1 grant review process, for instance,
takes 9 months, on average, from application to award.*
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Government R&ID collaborations

Collaborations allow government, academia, and industry
to share scientists, materials, facilities, and other resources,
Over the past 3 years, NIH has entered into about 250 Co-
operative  Research and  Development  Agreements
(CRADASs).Y A 2005 CRADA teamed MedImmune re-
searchers with government scientists in NIH laboratories
o develop vaccines against pandemic influenza strains.
USAMRIID has entered into CRADASs 1o develop anthrax
therapeutics. NIAID makes several of its resources available
to industry, including a program to screen drug candidates
against biological agents.® By sharing resources, CRADAs
reduce the duplication of equipment and space, thus reduc-
ing R&D costs. The chief disadvantage of CRADAs is that
technologies resulting from joint public-private research
face complicated disputes over intellecrual property.

Liability protection

Liability protection reduces the financial risks to developers
by lowering the costs of possible litigation. The first use ofa
medical countermeasure may be during an emergency,
when the product is given  a large number of people. The
potential for unforeseen side effects is significant, Liability
protection can be made available to countermeasure devel-
opers under the SAFETY Act (part of the 2002 Homeland
Security Act, P.L. 107-296) and under the Public Readi-
ness and Emergency Preparedness (PREP) Act (part of the
2006 DoD Appropriations Act, P.1. 109-148).

R&D tax credits

R&D rax credits allow developers to write off R&D expen-
ditures against their taxable profits in the year the expendi-
tures were made, Government pays the costs of tax credits
through reduced tax revenucs. From studies in other indus-
tries, a dollar in rax credit stimulates a dollar of additional
R&D.*4 This is efficient when a dollar in tax revenues
would not be used as cost-cffectively, on average, as a dollar
in R&D. Arguably, countermeasure R&ID represents such
a case. Most companies receive an R&D rax credir equal to
around 20% of qualified research expenses. Companies
with drugs in development that prevent or treat discases
with a natural prevalence less than 0.05% can be given Or-
phan Drug Designation (ODD) by the FDA and receive a
50% tax credit on clinical trial expenses. Most if not all
biadefense countermeasures should be dligible for ODD.

Pull Incentives Used for Biodefense
Countermeasure Re&rD

Regulatory rewards

Regulatory rewards increase revenues by shortening a prod-
uct’s time-to-market, The average FDA review process for a
standard new drug takes 18 months.*' New drugs thought
to offer a significant improvement over existing products
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qualify for “priority review” status, which shortens the aver-
age review period to 6 months.®! This review, however,
comes at some cost to the FDA. The additional FDA labor
needed to provide priority review has been estimated at $1
million per product.t"%

Exclusivity rewards

Exclusivity rewards allow developers to increase their rev-
enues by reducing competition, The most common exclu-
sivity reward is patent protection. Patents allow developers
to hold a time-limited monopoly on, and thus charge a
high price for, a novel technology. Patents generally last 20
years, but much of this time is consumed by R&D. Com-
panies with drugs that have been given ODD receive a 7-
year market exclusivity period for the orphan indication,
which prevents competition from even chemically distinet
products for the same indication, as long as the latter are
not therapeutically superior. The value of patent and mar-
ket exclusivity rewards is limited for products that have
small markets: Extending a monopoly on an unprofitable
product is still unprofitable.”® These rewards are thus un-
likely to be a strong incentive for most biodefense counter-
measures, which will be sold only to government(s). How-
ever, exclusivity rewards could be valuable for some
broad-spectrum  anti-infectives that are effective against
both biological weapons and more common infectious dis-
cases.

Procurement contracts

Procurement contracts allow developers to earn revenues
from developing and manufacturing  countermeasures.
HHS purchases countermeasures using the Special Reserve
Fund created under the 2004 Project BioShield Act, which
authorized $5.6 billion over 10 years for procurement,
thereby avoiding the uncertainty of the annual appropria-
tions process. Under BioShicld, the federal government can
sign purchase agreements with companies whose products
are expected to be eligible for approval or licensing within 8
years. The federal government pays only upon delivery of
the product, The 2006 Pandemic and All-Hazards Pre-
paredness Act allows HHS to make multiple milestone-
based advanced payments (up to 50% of the total contract)
under BioShield awards, thus allowing manufacturers w
earn revenues from developing and manufacturing counter-
measures prior to delivery of the product. The Act also
gives FTHS the authority to contract with a developer o es-
tablish “warm base” manufacturing capacity for a counter-
measure. To date, six products have been procured under
BioShield at a total cost of $1.45 billion.

Procurement contracts are commonly used in govern-
ment purchases. Comperitively bid contracts increase effi-
ciency when the government can accurately assess a firm’s
prospects for successfully delivering a high-quality product.
These assessments are likely to be more accurate in tradi-
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tional defense contracting, where developers have a long
history of government contracts, than in biodefense con-
tracting, where developers are often new companies devel-
oping pharmaceutical products with a low probability of
success.

POTENTIAL INCENTIVES FOR BIODEFENSE
COUNTERMEASURE R&D

Given the threat of bioterrorism and natural epidemics, and
the relatively limited commercial invesument in counter-
measure development, FHS should explore additional
R&D incentives that have been used in, or proposed for,
other technology initiatives {Table 3).

New Grant Incentives

The immediate threat posed by biological weapons and the
long development times required to produce a useable
product warrant a faster NIH grant review process. The
BioShield Act of 2004 granted NIAID expedited review au-
thority for grants that are clearly biodefense-related. ' Bur
because biodefense depends on advances made in many
biomedical disciplines, the entire NIH grant review process
should be accelerated. Alternatives to traditional reviews ex-
ist and others have been proposed, including allocating a
portion of the NIH funding to be managed by entrepre-
neurial program managers who seek our opporunities,
rapidly fund promising research, then work closely with the
scientists to monitor progress. ™ This process has been used
with great success by the Defense Advanced Research Proj-
ects Agency (DARPA). Others have suggested creating
NIH “prediction markets,” in which a large community of

Table 3. Proposed Incentives for Biodefense Countermeasure R&D

reviewers can quickly place bets on which research projects

will be most productive, %

Reward Vouchers

Developers have expressed interest in making regulatory or
exclusivity rewards transterable across products, in the form
of vouchers (also called “wild cards™).® A developer that
successfully produced a countermeasure could be rewarded
by being granted a patent extension, market exclusivity, or
priority review for any other product in its portfolio, in-
creasing that product’s revenues. Vouchers could also be
made tradable, allowing one developer to sell its voucher to
another developer.

Patent extension and market exclusivity vouchers would
increase developers’ revenues by delaying the introduction
of competition."* These would be highly valuable to devel-
opers with blockbuster drugs but could be costly to society
by delaying the introduction of generics, thus boosting
drug prices. Concerns over the costs of these incentives
made them unpopular during Congressional debates on
BioShield and BARDAY

In contrast, priority review vouchers could be highly
valuable 1o developers without imposing social costs, As ex-

plained above, priority review reduces a product’s time to

market by a year. At the same time, priority review does not
delay the introduction of generics, and consumers have ac-
cess to new medicines a year sooner. A priority review
voucher that is fradable berween developers would allow a
biotech firm that successfully develops a countermeasure to
sell its voucher to a pharmaceutical firm that has a potential
blockbuster entering FDA review. There is risk o a firm in
buying a priority review voucher: There is no guarantee
that the product to which a voucher is applied will be ap-

Incentive Mechanism Examples

Strengths Weaknesses

Exclusivity reward Roaming patent extensions

Regulatory reward Priority review vouchers

Prizes DARPA Grand Challenge
NASA Centennial Challenges

InnoCentive Challenges

Advance market

Valuable to industry

Valuable to industry
Priority review vouchers could
be highly cost-effective

No direct payment for failure
Defers costs to future

Tratent extensions and market
exchusivity have high social costs

Voucher could be applied w0
product that does not become
ful

commercially success

Optimal prize amount hard to
derermine

Need to specify rules and product
characteristics in detail

Sponsor may default

Duplicate research

commitment

Pilot AMC for pneumococcal
vaccine

No direct payment for failure

Defers costs to future

Market induces competition
on quality and price

Optimal AMC size unknown

Need to specify rules and product

characteristics in derail
Sponsor may defaulc
Duplicate research
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proved by the FDA or become a commercial success. But
most products that successfully navigate the clinical trials
process and are submitted to FDA for final review are ap-
proved, and the risk of failure is likely to be outweighed by
the voucher’s value: One study estimated a value greater
than $300 million when transferred to a blockbuster drug
(most of which do not already receive priority review).*#*
To prevent delayed reviews of medically important prod-
ucts, FDA would need to hire additional swff o review
voucher recipients” products. The cost of this additional la-
bor has been estimated at $1 million per product and could
be billed to the voucher recipient. 4142

Tax crediss also could be made tradable. Tax credies are
fittle incentive for the many biopharma firms tha are not
profitable. However, credits could be made tradable across
developers: Unprofitable firms could sell their credits o
profitable companies, Alternatively, tax credits could be
made deferrable to a future time when a firm is profitable.

Prizes
“First-past-the-post” prizes offer rewards to the first re-
searcher to complete a given research task. “Best entry”
prizes reward whichever entry produces the most promising
result within a fixed period. Historically, prizes have moti-
vated inventions such as the Harrison Clock, steam loco-
motion, and photography.*® They became less common in
the 20% century but have enjoyed a resurgence in the past
few years. (Patents are, in effect, a “first-past-the-post”
prize, where the award is a time-limited monopoly.)

Modern prizes include the DARPA Challenge, the Na-
tional Academy of Enginecring’s Grainger Challenge, NASA’s
Centennial Challenges, the Ansari X-Prize, and InnoCentive’s
prizes for inventions in chemistry and the life sciences. These
prizes offer cash rewards to inventors who develop technolo-
gies meering pre-established specifications, The FY2006 Sci-
ence, State, Justice, Commerce and Relared Agencies Appro-
priations Act (P.L. 109-108) directed the National Science
Foundation to establish a prize program. And in 2007, a Na-
tionat Academy of Sciences committee proposed a program of
experimental prizes and evaluations that would offer cash re-
wards for inventions of public value, under an Office of Inno-
vation Prizes within the National Science Foundation.®

One study concluded that a prize is theoretically the best
mechanism for eliciting innovation, “if the size of the prize can
be linked 1o the social value” of the innovation.”® Setting the
prize’s size is critical, as one can underpay and not motivate
any R&D effort, or overpay and waste funds that could have
been spent on other priorities. Other weaknesses of prizes are:
competing developers will duplicate costs, and sponsors must
pay developers a premium to compensate for the risks of de-
fault, failure, and comperition. The strengths of prizes are: the
sponsor pays nothing until a product is successfully developed,
the sponsor need not audit or otherwise manage research, and
developers will be motivated by competition.
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Advance Marker Commitments

An advance marker commitment (AMC) is a guarantee by a
government ot other sponsor to pay developers a minimum
price per dose of a medical product purchased in the market
up to a specified volume.> The government issues a de-
tailed set of rechnical specifications. Products meeting those
specifications and purchased in the commercial marker are
guaranteed a co-payment from the sponsor up to a specified
volume of sates. AMCs are distinguished from conventional
purchase contracts, as there Is a minimum price open to
multiple competing developers and no guarantee on the
number of doses purchased.

AMCGs are untested but have been proposed for tropical
diseases, such as malaria, ruberculosis, and HIV; one $1.5
billion AMC has been secured for a (fate-development)
pneumococcal vaccine.’® The necessary size of an AMC for
a malaria vaccine with one entrant has been estimated at $3
billion—the expected revenues from developing one com-
mercial drug.®? If a developer expected to split the marker
with a competitor, the AMC would have to be almost twice
as large to spur R&D.

A theoretical model found that combining both an ad-
vanced market commitment and a payment of a fixed frac-
tion of the developer's R&ID costs is more cost-effective
than either incentive independently.®> Others have simi-
farly recommended that AMCs be combined with mile-
stone payments that provide financial support to compa-
nies while they are developing a product.’!

The strengths and weaknesses of AMCs are like those of
prizes.”> One advantage of AMCs over prizes is that in mar-
kets with multiple purchasers, several products can be in-
troduced that compete for market share. However, it is un-
likely that the market for biodefense countermeasures will
have many purchasers.

RECOMMENDATIONS

Given the urgency of biological threats and the need to
engage both large and small biopharmaceutical companies
in developing countermeasures, we recommend the
following;

1. Congress should expand BioShield funding, giving
HHS the flexibility to fund a portfolio of biodefense
countermeasures whose revenues are comparable to
those of commercial drugs.

To date, the incentives used o promote countermeasure
development have succeeded in motivating significant
biodefense R&D effort by only 2 modest number of
biotech companies and no large pharmaceutical companies.
Project BioShield has been successful in awarding a small

Riosecurity and Bioterrorism: Biodefense Strategy, Practice, and Science
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number of contracts for relatively mature products.’ The
first and largest BioShield contract—$877 million for an-
thrax vaccine—was cancelled in December 2006 because of
technical problems with the product and subsequent delays
in the development of the vaccine candidate.

BioShield contracts do not resemble the scale and
structure of the private drug market. BioShield’s effec-
tiveness will always be limited by its funding, which has
been insufficient to attract large, profitable pharmaceuti-
cal companies. With $5.6 billion to be allocated over 10
years available to purchase countermeasures for at least
14 top priority CBRN threat agents,® the expected rev-
enues from developing a countermeasure are significantly
lower than the $3 billion or more expected, on average,
from developing a single commercial drug.® It is not sur-
prising that pharmaceutical companies prefer to chase
blockbusters over BioShield contracts. BioShield has so
far atrracted only small biotechnology companies with
lower revenue expectations than large pharmaceutical
companies——and limited resources to carry drugs through
clinical trials. Perhaps most important, the modest scale
of the BioShield fund has prevented HHS from develop-
ing a broad portfolio and taking risks with individual
contracts. Most products fail in clinical trials; HHS thus
needs a budget sufficiently large to fund, in parallel, mul-
tiple countermeasure candidates targeting the same
threat.

Regardless of how its costs are distribured across society
and across time, biopharmaceutical research is expensive,
with the average cost of developing one drug around $1 bil-
tion.!? Debate about which incentives are more or less cost-
effective than others may be academic when total public
investment has to significantly increase~——perhaps tenfold-—
o address existing and foreseeable biological threats. No
“funny mirror” incentive exists that can make a $900 mil-
lion BioShield contract appear as attractive to industry as a
$3 billion commercial drug.

Congress has not yet indicated whether additional
monies will be added 1o the BioShield purchase fund
once the initial funds are exhausted. This uncertainey
complicates management of the fund by HHS and may
reduce pharmaceutical companies’ investments in R&D
for preducts that will reach maturity afwer BioShield’s ex-
piration.

2. HHS should replicate features of the pharmaceutical
market that have succeeded in generating drugs and
vaccines of commercial value.

More money is necessary but not sufficient to create a
strong biodefense. Success also depends on HHS s ability 1o
create a predicrable and well-managed market for counter-
measures. The private market has offered sufficient incen-
tives to generate many drugs for chronic diseases such as
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high cholesterol or acid reflux. For commercial products,
developers estimate potential market volume from epidemi-
ologic data and competitive intelligence, and market price
from marketing surveys; they anticipate a predictable regu-
latory process; and they receive push funding from private
capital markets and pull funding from repeated sales in
consumer markets. FIHS can replicate these features of the
private market by:

increasing the detail of price, volume, and product speci-
fications in requests for proposals;
improving its Tech Watch to identify and fund promis-

ing new technologies at early stages;

clarifying the path for licensure under the Animal Rule
and Emergency Use Authorization;

increasing transparency in procurement decisions;
providing a mix of push and pull funding, with push

funding directed toward carly-stage research, and pull
funding directed toward late-stage developmentand pro-
duction;

making large volume purchases; and

shortening the period from when a pathogen is deemed a

threat to when a BioShield contract is signed (currently
1056

more than 2 years on average).

Perhaps most important, HHS can hire managers to lead
the government’s countermeasure effort who have a history
of success in the biopharma industry.*¢

3. Congress should establish tradable priority review
vouchers for developers of new countermeasures.

Of the proposed incentives reviewed here, only tradable
priority review vouchers have theoretical merits clear
enough to warrant immediate implementation. With a po-
tential benefit to industry of $300 million and a public cost
of $1 million or less, tradable priority review vouchers
would be highly cost-cffective.

4. An NAS or NBSB committee should evaluate
existing and potential incentives for commercial
development of biodefense countermeasures—
particularly “flexible” technologies effective against a
range of threats.

Despire the billions of federal dollars invested annually in
incentives for industrial R&D), few data exist on their cost-
effectiveness. HHS should commission a panel of experts
from the economic and pharmaceutical development sec-
tors to evaluate incentives for countermeasure R&D. In-
centives for other important pharmaceuticals, such as drugs
for orphan and neglected diseases, could also be evaluated.
This task could be charged to a National Academy of Sci-
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ences (NAS) committee or to a working group of the Na-
tional Biodefense Science Board (NBSB, established by the
Pandemic and All-Hazards Preparedness Act in 2006, but
not yet constituted).

As biotechnologies become more powerful and more ac-
cessible, the range and severity of biological threats will in-
crease,’” Eventually it will be too slow and costly to stock-
pile countermeasures for every threat. Two recent U.S.
government documents—the White House’s Homeland
Security Presidential Directive 18 and HHS's Public
Health Tmergency Medical Countermeasure Enterprise
{(PHEMCE) Strategy—recommend addressing this prob-
lem by developing broad-spectrum countermeasures and
platform technologies effective against a range of threats,
Given this new strategic shift by the governmeng, incentives
should be evatuated that can engage academia and industry
in the development of these new “flexible biodefense” rech-
nologies.™ As many of these technologies are carly-stage,
improvements to existing push incentives should be ex-
plored.

5. An NAS or NBSB committee should evaluate
Virtual Pharma models of government-managed
countermeasure development, in which separate stages
of research, development, and production are
contracted to individual firms.

In principle, government could adopt the “Virtual
Pharma” madel used by some pharmaceutical companies,
in which discrete stages of the R&D process are con-
tracted to separate developers.’® Under this model,
BARDA or a BARDA-like organization could manage a
portfolio of products from basic rescarch to production,
inviting developers to bid for each step in the R&D pro-
cess, and tailor the size and structure of incentives accord-
ingly. This model could decrease the costs and risks for
both government and developers.

The success of Virrual Pharma depends on the ability
of a management team to efficiently contract projects
and cancel dead-ends. The experience of Virtual Pharma
Public-Private Partnerships (PPPs) in developing drugs
for tropical diseases such as malaria, HIV, and tuber-
culosis suggests that effective management is possible.
The R&D costs of PPP projects are significantly lower
than pharma’s, although their clinical success rates re-
main to be established ¢ It is possible that PPPs
gain efficiency by outsourcing R&D to the lowest-cost
developers, without regard for potental intellecrual
property violarions or trade secret piracy. Secrecy re-
duces commercial developers’ tolerance for oursourcing,
but government-managed programs would not be so
constrained.

There is a historical precedent for government success-
fully managing countermeasure R&D. The greatest period

236

of vaccine discovery was during World War IT, when indus-
trial vaccine developers partnered with the lead users of vac-
cines—the military. Industry scientists reported directly to
military managers, who set cleat objectives and ambitious
schedules for every vaccine and used a combination of push
and pull funding.® The experience of government-man-
aged countermeasure development should be evaluated
and, where appropriate, replicated.
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PRESCRIBTION DRUG Policy

By David B. Ridley and Stephane A. Régnier

The Commercial Market For
Priority Review Vouchers

he standard review of a new drug by
the US Food and Drug Administra-
tion (FDA) taKes about ten months.
However, the FDA offers priority
review—which takes about six
months—to drugs that provide significant im-
provements in safety or effectiveness over exist-
ing drugs. The difference of four months in re-
view times could be highly valuable to a drug
developer with a potential blockbuster drug.!
In 2007 Congress leveraged the value of an
earlier FDA approval by creating the priority re-
view voucher program to encourage the develop-
ment of new drugs for neglected diseases. And in
2012 Congress expanded eligibility for priority
review vouchiérs to include rare pediatric dis-
eases., Under the voucher program, the develop-
er of a drug for a neglected or rare pediatric
disease receives priority review for that drug,
as well as a bonus priority review voucher for

MAY 2016 355

another drug tréating any disease. Thus, the fol-
lowing two drugs are involved: the drug that
earns its manufacturer a bonus priority review,
and the drug that uses that bonus priority review.
The drugs need not be from the same company,
because the voucher may be sold. The ability to
sell a voucher increases its value, especially for
smaller firtns with fewer drugs.”

The objectives of this article are to estimate the
commercial value to the potential buyer of a pri-
ority review voucher, based on current regulato-
ry and market conditions, and to show how the
voucher price falls as the quantity of available
vouchers increases. The price of a priority review
voucher is critical to the success of the program
in encouraging new drug development.®

As of the end of 2015 nine vouchers had been
awarded, and four of them had been sold, Vouch-
ers were awarded for drugs for neglected dis-
eases, including malaria and leishmaniasis, as
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cally net of rebates. In instances where net sales
were not available in annual reports, we used
analysts’ reports or sales reported by IMS Health.

‘We converted net sales to 2014 dollars using
the prescription drug index of the Consumer
Price Index—All Urban Consumers. As Ernst
Berndt and colleagues did,” we projected future
sales for recently launched drugs. We predicted
future sales using the prescription uptake curve
of twenty-six standard-review products, fifth-
year sales, and an annual price increase of
3.2 percent (the compounded average growth
rate for the period 2009-14 of the prescription
drug index of the Consumer Price Index—All
Urban Consumers). We estimated sales for twen-
ty years after submission to the FDA.

ESTIMATING THE COMPETITIVE EFFECY First,
we estimated the competitive effect, in which
value comes from earlier market entry relative
to the entry of competitors within the same ther-
apeutic area. A drug with earlier market entry is
adopted by more providers and patients than a
drug with a later entry, and if the first drug is
effective for those patients, they are reluctant to
switch to a later market entrant, Hence, earlier
market entry yields higher sales.

To estimate the competitive effect, we used the
same approach that we did previously,"” whenwe
estimated peak share (that s, the highest month-
ly market share within the first four years after
jaunch) as a function of speed to market, promo-
tional spending, order of market entry (for ex-
ample, whether the drug entered second or third
in its therapeutic class), and number of compet-
itors. We then used the increase in peak share
from launching four months earlier to estimate
the increase in annual sales that would result
from having a priority voucher. More informa-
tion about our estimation of the competitive ef-
fect is available elsewhere’” and in the online
Appendix.'®

ESTIMATING THE TIME VALUE AND EXCLUSIVITY
eFFecTs Second, we estimated the time value
effect, meaning the value of generating earlier
sales. Earlier sales are more valuable than later
sales in part because, as noted above, the money
from sales can be invested. We assumed a cost of
capital of 10.5 percent.” As discussed above, we
estimated sales for the twenty years following
submission to the FDA, including zero sales dur-
ing review. In a sensitivity analysis, we used a
different cost of capital and a time horizon be-
yond twenty years.

Third, we estimated the exclusivity effect,
Compared to a drug that receives a standard re-
view, a drug with a priority review voucher is
approved earlier, but its patent does not neces-
sarily expire earlier. This means thatitcan havea
longer period of time between drug launch and

MEALTH AFFAIRS  MAY 2016 355

The changing
regulatory and
commercial
environment
necessitates a new
analysis of the value
of a voucher.

patent expiration, which we refer to as the effec-
tive patent life. Under the Drug Price Competi-
tion and Patent Term Restoration Act of 1984
{commonly known as the Hatch-Waxman Act),
the patent expiration date depends on the length
of clinical testing and review (for more on the
patent term and how it affects voucher value, see
the Appendix).*®

In addition to the assumptions described
above, to calculate the time value and exclusivity
effects, we made the following assumptions,
which are summarized in Exhibit I: that the
probability of approval of a drug for which a
voucher would be used was 90 percent;” that
the marginal corporate tax rate was 28 percent;*
that the marginal cost of making a drug was
20 percent, based on the ratio of the price of
generic drugs to brand-name drugs when there
are many generic competitors;” that the time
between the purchase of a voucher and submis-
sion for FDA approval was six months (which
means that approval would come twelve months
after the purchase of a voucher, as was the case
when Regeneron/Sanofi purchased a voucher
for alirocumab, its cholesterol drug);* that the
drug would have market exclusivity of 12.9 years,
with a standard deviation of 3.2 years;* and that
after patent expiration, brand-name sales would
erode, falling to 11 percent of the molecule mar-
ket share as of one year after the entry of a ge-
neric competitor (with 9 percent as the standard
deviation).” In a sensitivity analysis, we modi-
fied the erosion rate to examine how the value of
a voucher would increase with limited generic
competition, as could happen with biologics.

VOoucHER pricE To estimate the voucher price,
we estimated the value of a voucher for each drug
approved in a given year after a standard review.
We ordered the values of these vouchers from
highest to lowest in a given year and then esti-
mated the range of possible voucher prices: For

wea) MH Aq 9102 ‘2 Aeiy uo suregy yiear Aq /Bio sneyeuiieay Jusiuod//:diy Wos pepeojumoc



98

PRESCRIPTION DRUG POLICY ‘ ‘ '

778

cally net of rebates. In instances where net sales
were not available in annual reports, we used
analysts’ reports or sales reported by IMS Health,

We converted net sales to 2014 dollars using
the prescription drug index of the Consumer
Price Index—All Urban Consumers. As Ernst
Berndt and colleagues did,” we projected future
sales for recently launched drugs. We predicted
future sales using the prescription uptake curve
of twenty-six standard-review products, fifth-
year sales, and an annual price increase of
3.2 percent {the compounded average growth
rate for the period 2009-14 of the prescription
drug index of the Consumer Price Index—All
Urban Consumers). We estimated sales for twen-
ty years after submission to the FDA.

ESTIMATING THE COMPETITIVE EFFECT First,
we estimated the competitive effect, in which
value comes from earlier market entry relative
to the entry of competitors within the same ther-
apeutic area, A drug with earlier market entry is
adopted by more providers and patients than a
drug with a later entry, and if the first drug is
effective for those patients, they are reluctant to
switch to a later market entrant. Hence, eatlier
market entry yields higher sales.

To estimate the competitive effect, we used the
same approach that we did previously,” when we
estimated peak share (that is, the highest month-
1y market share within the first four years after
launch) as a function of speed to market, promo-
tional spending, order of market entry (for ex-
ample, whether the drug entered second or third
in its therapeutic class), and number of compet-
itors, We then used the increase in peak share
from launching four months earlier to estimate
the increase in annual sales that would result
from having a priority voucher. More informa-
tion about our estimation of the competitive ef-
fect is available elsewhere' and in the online
Appendix ™

ESTIMATING THE TIME VALUE AND EXCLUSIVITY
kFFECTS Second, we estimated the time value
effect, meaning the value of generating earlier
sales. Eatlier sales are more valuable than later
sales in part because, as noted above, the money
from sales can be invested. We assumed a cost of
capital of 10.5 percent.” As discussed above, we
estimated sales for the twenty years following
submission to the FDA, including zero sales dur-
ing review. In a sensitivity analysis, we used a
different cost of capital and a time horizon be-
yond twenty years.

Third, we estimated the exclusivity effect.
Compared to a drug that receives a standard re-
view, a drug with a priority review voucher is
approved earlier, but its patent does not neces-
sarily expire earlier. This means thatitcan havea
longer period of time between drug launch and
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The changing
regulatory and
commercial
environment
necessitates a new
analysis of the value
of a voucher.

patent expiration, which we refer to as the effec-
tive patent life. Under the Drug Price Competi-
tion and Parent Term Restoration Act of 1984
{commonly known as the Hatch-Waxman Act),
the patent expiration date depends on the length
of clinical testing and review (for more on the
patent term and how it affects voucher value, see
the Appendix).®

In addition to the assumptions described
above, to calculate the time value and exclusivity
effects, we made the following assumptions,
which are summarized in Exhibit 1 that the
probability of approval of a drug for which a
voucher would be used was 90 percent;” that
the marginal corporate tax rate was 28 percent;”
that the marginal cost of making a drug was
20 percent, based on the ratio of the price of
generic drugs to brand-name drugs when there
are many generic competitors;” that the time
between the purchase of a voucher and submis-
sion for FDA approval was six months (which
means that approval would come twelve months
after the purchase of a voucher, as was the case
when Regeneron/Sanofi purchased a voucher
for alirocumab, its cholesterol drug);™ that the
drug would have market exclusivity of 12.9 years,
with a standard deviation of 3.2 years;” and that
after patent expiration, brand-name sales would
erode, falling to 11 percent of the molecule mar-
ket share as of one year after the entry of a ge-
neric competitor (with 9 percent as the standard
deviation).* In a sensitivity analysis, we modi-
fied the erpsion rate to examine how the value of
a voucher would increase with limited generic
competition, as could happen with biologics.

voucHenr prICE To estimate the voucher price,
we estimated the value of a voucher for each drug
approved in a given year after a standard review.
We ordered the values of these vouchers from
highest to lowest in a given year and then esti-
mated the range of possible voucher prices: For
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Assumptions used to estimate the value of a priority review voucher

Description Value Source

Voucher acceteration of 4 months FDA goals are & months for priority review and 10 months for
regulatory review standard review (see Note 14 in text)

Fifth-year sales for a top- 2914 million  Authors’ analysis of data on average sales of lisdexamfetamine,
selling drug regadenoson, ustekinumab from company annual reports

Discount rate 105% DiMast et al, 2016 {see Note 19 in text}

Market exclusivity with 12.9 years Grabowski et al, 2014 {see Note 23 in text)
veucher

Probability of approval after 90% DiMasi et al, 2016 {see Note 13 in text)
submission

Mearginal cost 20% Grabowski et al, 2007 {see Note 21 in text)

Tax rate 28% Mintz and Chen, 2014 {see Note 20 in text)

Brand share of molecule 12 1% Grabowski et al, 2014 {see Note 23 in text}
months after generic entry

Time between voucher 12 months  Sanofi/Regeneron purchased a veucher in 2014; the FDA decision
purchase and FDA decision was in 2015 {see Note 4 in text}

Time horizon 20 years Authors’ assumption

Annual price increase 32% Authors' analysis of data from the prescription drug index of the

Cansumer Price Index—All Urben Consumers

source Authors’ analysis of data from the sources in the exhibit. nave FDA is Food and Drug Administration.

each voucher, the price could be as high as the
voucher value and as low as the value to the
alternative buyer (alternative buyers are dis-
cussed below). We assumed that the relevant time
period was one year (that is, we estimated the
potential voucher value and prices per calen-
dar year).

EXHIBIT 2

Estimated value of a priority review voucher by its three
effects

ES
#3004 # Exclusivity effect
250

B Competitive effect
$200-)-

150

#1004

Value of avouches

Usteentry Earlyentry Lateentry Earlyentry

Fifth-year sales of Eifthryear sales of
5500 miliion 1 biffion

sounce Authors' analysis using the assumptions in Exhibit 1
notes The value of the prinrity review voucher is divided into
targe effects—competitive effect, time value effect, and exclu~
sivity effact {explained in the text}—according to whether the
fifth-year sales are $500 million or $1 billion and whether the
drug a question Is first or second to enter the market {early en-
try) or third {late entry}.

For example, consider three drugs for which
the value of priority review would be $300 mil-
lion, $200 million, and $100 million, respective-
ly. If there were just one voucher for sale, the
bidder that values the voucher at $300 million
would buy the voucher, and the bidder that val-
ues the voucher at $200 million would be the
ajternative buyer. We expect the price to be be-
tween $200 million and $300 million, because at
prices below $200 million, twobidders (the man-
ufacturers of the drugs for which the voucher
would have a value of $200 million or $300 mil-
lion) would bid up the price to $200 miltion, and
at prices above $300 million no one would be
willing to purchase the voucher. Likewise, if
there were two vouchers for sale, then we would
expect the price to be at least $100 million,

Additional details about the theoretical model,
estimation methods, and sensitivity analyses are
available in the Appendix.’®

Study Results

coMPETITIVE EFFECT For the first or second drug
in the same therapeutic area to enter the market,
accelerating drug launch by four months is asso-
ciated with an increase in peak share of 1.2 per-
centage points (for example, from 50 percent to
51.2 percent).” If two drugs launch at the same
time, each drug is expected te achieve 50 percent
peak share in the first four years, so 1.2 percent-
age points would be a 2.5 percent increase in
sales. Similarly, for the third drug to enter the
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PRESCRIPTION DRUG POLICY:

Priority review voucher value based on fifth-year sales and approval acceleration

Miltions of dollars

Approval acceleration {months}

Fifth-year sales 1
$ 250 $28
500 56
750 85
914 103
1.000 13
1.250 141
1500 169
1750 197

2 3 4 5 8 7

$ 40 $52 s 64 $76 87 ¢99
81 105 128 151 175 197
121 157 182 227 262 296
147 191 234 277 319 361
161 209 256 303 343 395
202 261 320 379 436 493
242 314 384 454 524 592
282 366 448 530 611 691

souncr Authors' analysis using the assumptions in Exhibit 1. wote The exhibit shows the voucher
vatues cnly for drugs thet were first or second enteants into the market and whese effective patent
iife would be extended by the duration of the accelerated review time.
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market, accelerating drug launch by four months
is associated with an increase in sales of less than
1 percent {(or 0.30 percentage point).

EXPECTED VOUCHER VALUE FOR TOP-SELLING
pruGs The value of the voucher depends on
many factors, including entry order and effective
patentlife, denoted in Exhibit 2 as the exclusivity
effect, and approval acceleration (Exhibit 3). For
a drug that has fifth-year sales of $1 billion and is
an early mover to the market {(which means no
competing drug has locked in many providers
and patients), the voucher value is $256 million
if the drug extends effective patent life and
$196 million if it does not (Exhibit 2).

For a drug that has fifth-year sales of $914 mil-
lion {the average for the top-selling drugs of

EXHIBIT 4

Value of priority review vouchers, by number of vouchers
issued per year

B350 234 m

$200

S804 ) e
Votue to the buyer

5100
e,
T szam

Value to the aiternative buyer

5 voucher {millions)

Vatue of

S

20 $25m

T

2 4
Nusmber of vouchers issued per year

sourcs Authors' analysis of products approved in the period
2007~03 with a standard review by the Food and Drug Adminis-
tration. notes The expected price is between the vaiue to the
buyer and the vaiue to the alternative buyer. If there are twa
vouchers availabie. there wili be two buyers {those willing to
pay the first- and second-highest prices; the aiternative huyer
witi be the one not wiling to pay either of these prices),
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2007, 2008, and 2009), the voucher value is
$234 million if the voucher extends the effective
patent life by four months (Exhibit 3). Of that
value, almost half ($106 million) is attributable
to the time value effect, roughly a third to the
competitive effect (§73 million), and less than a
quarter to the exclusivity effect ($55 million).
The voucher value decreases to $179 million if
the voucher does not extend the drug’s effective
patent life (data not shown).

1f the drug that benefits from priority review is
the third to enter the market instead of the first
or second, the voucher value decreases from
$234 million to $189 million (assuming that po-
tential fifth-year sales remain at $914 million).
This is because of the reduced competitive effect
of an earlier approval of a drug on third entrants
into the market, compared to second entrants
{$27 million versus $73 million).

If a drug has potential fifth-year sales of
$250 million and the voucher extends the effec-
tive patent life by the four months provided by
the priority review, the voucher value for a first
or second entrant into the market decreases to
$64 million (Exhibit 3). If a product reaches
blockbuster status at that time instead (sales
of $1 billion), the voucher value is $256 million.

We assumed that generic competition eroded
fourteenth-year and later sales. However, the as-
sumption has little effect on the present value of
avoucher, because sales in the distant future are
heavily discounted. Without generic competi-
tion, the voucher value increases from $234 mil-
lion to $263 million (data not shown). Likewise,
the voucher value increases from $234 million to
$267 million if the discount rate is 8 percent
instead of 10.5 percent. Extending the analysis
from twenty years to twenty-five years after FDA
submission increases the voucher value by less
than $2 million.

VOUCHER VALUE AND pricE If there were only
one voucher to be sold per year, the value of the
voucher would be between $234 million (the
value to the buyer willing to pay the highest
price) and $129 million (the value to the buyer,
known as the alternative buyer, willing to pay the
second-highest price) (Exhibit 4). The steep de-
cline in value as the number of vouchers in-
creases is a result of a skewed sales distribution.
The highest-grossing drug has sales that are
nearly double those of the second-highest-gross-
ing drug ($900 million compared to $500 mil-
lion, as shown in the Appendix).”

In Exhibit 4 we assumed that the patent expi-
ration date was unchanged, so that a voucher
gave a drug an extra four months of effective
patent life. However, if the voucher moved the
expiration date forward, the voucher value and
price would both fall by about 25 percent.
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The estimates
presented here apply
to the economic value
of earlier drug launch
in general.

BUSINESS IMPLICATIONS OF THE VOUCHER
vatue We showed that the expected value of a
voucher for a drug with $914 million in fifth-year
sales is $234 millien (assuming an exclusivity
effect), If four vouchers are available in one year,
our estimates predict prices aslowas $39 million
{the value to the would-be fifth buyer). If there is
one price for all four vouchers, the price will be
between $39 million and $79 million. If there is
not a single price for all four vouchers, perhaps
because the voucher sellers and buyers are notall
in the market at the same time, the price could be
as high as $234 million.

How do the estimates compare to actual selling
prices? Recall that vouchers have been sold for
prices ranging from $67.5 million in 2014 to
$350 million in 2015.” Regeneron paid $67.5 mil-
lion for a voucher to speed the review of aliro-
cumab, which suggests that Regeneron expected
sales of the drug to exceed $250 million. Indeed,
before alirocumab’s launch, analysts projected
fifth-year sales of more than $1 billion in the
United States.” Thus, the value of the voucher
would be more than $256 million (Exhibit 3)-
well in excess of the price of $67.5 million paid by
Regeneron,

AbbVie paid $350 million for a voucher to be
used in the future on an unspecified drug. A
$320 million voucher price is associated with
fifth-year US drug sales of $1.25 billion (Exhib-
it 3), so clearly AbbVie expected the voucherto be
used for a blockbuster drug. Moreover, because
only one voucher was available at the time, the
price suggests that the voucher had a high value
to both AbbVie and another bidder.

Whether the voucher will provide a positive
return for the developer depends on whether
the expected net present value of a voucher ex-
ceeds the cost of conducting a Phase 111 clinical
trial. The expected net present value of a voucher
sold for $234 million is approximately $99 mil-
lion atthe beginning of such a trial, This estimate
assumes thatonly a Phase I trial is required, the
probability of submission is 70 percent, the prob-
ability of approval is 90 percent, the discount

101

rate is 10.5 percent, and four years elapse be-
tween the beginning of the trial and FDA ap-
proval. ™

Anet presentvalue of $99 million will typically
cover the cost of a Phase III trial plus FDA sub-
mission for a drug for a parasitic or infectious
disease, While the average out-of-pocket cost for
such a trial and submission is $190 million,” the
cost of a trial for an anti-parasitic or anti-infec-
tive drug tends to be about half of the average,™
and orphan drug tax credits cut those costs in
half again. Therefore, a voucher price of
$234 million should cover the cost of a Phase
11 trial plus FDA submission.

If voucher prices fali below $100 million, as we
would expect with four or more vouchers per
year (Exhibit 4), then the expected net present
value of the voucher would fall below the cost of a
Phase I11 clinical trial. Hence, the voucher (even
with orphan drug tax credits) would not provide
sufficient incentive for drug development, and
additional incentives would be needed—such as
an advance market commitment® or a profitable
commercial market.

Finally, while the focus of this article is on the
priority review voucher program, the estimates
presented here apply to the economic value of
earlier drug launch in general. Thus, they are
relevant for estimating the economic gains from
faster completion of clinical trials and faster FDA
review.

LIMITATIONS

» LIMITATIONS OF THE MODEL: There are sev-
eral reasons why the potential voucher value
could be higher than the value in our model.
First, the competitive effect value would double
if two companies were racing to have the first
drug approved in a class and only one voucher
were available. In such a race, the competitive
effect of a voucher would include not only the
impact on its buyer’s drug, but also the impact of
preventing the competitor from increasing its
drug’s market share through earlier market en-
try. The competitive effect would double from
$80 million to $160 million and the voucher val-
ue would rise from $256 million to $336 million
for an early entrant with fifth-year sales of $1 bil-
lion (Exhibit 2).

Second, the voucher value would be higher
than our estimates if drug sales were higher than
the sales of the drugs in our data sample. Qur
three-year sample peried (2007-09) did not in-
clude mega blockbuster drugs such as atorvasta-
tin and esomeprazole magnesium that achieved
multiple billions of dolars in annual sales while
under patent protection.

Third, if one company controiled the market
for vouchers, either through its own drug devel-
opment or through buying vouchers from
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others, then it could charge higher prices than
we estimated. Similarly, while many vouchers
might be sold in a given year, if a company
had only a small window of time during which
to purchase a voucher (that is, between receipt of
the results from a Phase IiI clinical trial and
submission to the FDA), and only one voucher
were available during that window of time, then
the seller would have market power and the price
might be close to the buyer’s value,

Conversely, recall that the voucher value
would be lower if there were no exclusivity effect
(Exhibit 2). Also, the voucher value would be
lower if earlier market entry did not translate
to earlier sales because of delays by payers wait-
ing to grant reimbursement until a competitor
drug entered the market.

» LIMITATIONS OF THE VOUCHER PROGRAM;
This article has focused on the commercial value
of the priority review voucher program. Howev-
er, there are several concerns about the social
value of the program. First, vouchers have been
awarded for drugs that would have been devel-
oped without the incentive.” This is analogous to
giving tax breaks for charitable donations that
would have been made even without the tax in-
centive. However, unlike tax breaks, the costs of
the voucher program are not necessarily borne
by the government. In some cases, the costs of
the program are borne by competing drug com-
panies that lose market share to the company
that uses the voucher for its drug. Regardless
of who bears the costs, it appears that some
voucher recipients received a windfail. One pos-
sible regulatory mechanism for reducing such
windfalls would be to require a minimum invest-
ment in research and development by voucher
recipients. However, such cost-based rewards
might encourage inefficient investment.

Second, while the voucher program en-
courages innovation, it does not ensure
access to drugs developed as a result of the pro-
gram."”® Drug developers should be required
to submit to FDA their plans for how to make
their drugs accessible. Also, funding from gov-
ernments or foundations might be needed to
purchase treatments for people with neglected
diseases who live in low-income countries. Other
mechanisms for encouraging drug development
for neglected diseases include direct government
or foundation subsidies of clinical trials and ad-
vance commitments to purchase the drugs.>*

Policy Implications
As more diseases are included in the priority
review voucher progran, the number of vouch-
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Congress and the FDA
should carefully
consider the
conditions for eligible
diseases and drugs.

ers will increase. However, we have demonstrat-
ed how eligibility expansion could decrease the
expected vouchers’ price and reduce the incen-
tives to invest in neglected or rare pediatric
diseases.

H four vouchers were granted per year for
products that would otherwise receive standard
review, the price of a voucher could fall as low as
$39 million (Exhibit 4). The net present value
would be even lower and might not cover the cost
of a Phase I1I clinical trial. Because a lower price
for vouchers would reduce the incentive for de-
veloping drugs for these diseases, policy makers
should think carefully about making additional
diseases eligible for vouchers.

To avoid the substantial decline in the price
and value of priority review vouchers that would
be caused by having a large number of vouchers
in the marketplace, Congress and the FDA
should carefully consider the conditions for eli-
gible diseases and drugs. Additional diseases
should be evaluated for inclusion in the program
based on need—which might include factors
such as the burden of the disease, current drugs
in use or in late-stage development, and alterna-
tive incentive mechanisms. Furthermore, Con-
gress could reduce the supply of vouchers by
excluding from eligibility those drugs that were
already widely available outside the United
States {for example, drugs that had been avail-
able for a given indication for more than five
years before FDA submission). Finally, Congress
should require that manufacturers have a plan
for ensuring drug access.

Conclusion

Congress and the FDA might find it easier to say
“no” to expansions of the priority review voucher
program if they used the evidence in this study
about the impact of additional vouchers on the
price of all vouchers. »
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FRED UPTON, MICHIGAN FRANK PALLONE, JR., NEW JERSEY
CHAIRMAN RANKING MEMBER

ONE HUNDRED FOURTEENTH CONQRESS
Congress of the United States
WPouge of Representatives
COMMITTEE ON ENERGY AND COMMERCE

2125 Ravauan House Orrice Bunong

June 17,2016

Dr. Richard Hatchett MD

Acting Director

Biomedical Advanced Research and
Development Authority

U.8. Department of Health and Human Services

200 Independence Avenue, S.W.

Washington, DC 20201

Dear Dr. Hatchett:

Thank you for appearing before the Subcommittee on Health on May 19, 2016 to testify at the
hearing entitled “Examining H.R. 3299, Strengthening Public Health Emergency Response Act,”

Pursuant to the Rules of the Committee on Energy and Commerce, the hearing record remains
open for ten business «days to permit Members to submit additional questions for the record, which are
attached. The format of your responses to these questions should be as follows: (1) the name of the
Member whose question you are addressing, (2) the complete text of the question you are addressing in
bold, and (3) your answer to that question in plain text.

To facilitate the printing of the hearing record, please respond to these questions with a
wansimittal letter by the close of business on July 1, 2016, Your responses should be mailed to Graham
Pittraan, Legislative Clerk, Committee on Energy and Commerce, 2125 Rayburn House Office Building,
Washington, DC 20515 and e-mailed in Word format to graham.pittman@mail.house.gov.

Thank you again for your time and effort preparing and delivering testimony before the
Subcommittee.

Sincerely, .
Fragh K Ak
Jdseph R, Pitts

Chairman

Subcommittee on Health
ce: The Honorable Gene Green, Ranking Member, Subcommittee on Health
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Attachment — Additional Questions for the Record

The Honorable Marsha Blackburn

One of the mechanisms proposed by the Federal Government to offset development costs for
essential medical countermeasures is the support of so-called “Dual Use Compounds.” These
medical interventions are designed to address a specific bioterror threat, but are simultaneously
being developed for the reatment of specific patient populations. In the setting of

these parallel development programs, safety concerns may emerge which are specific to a limited
patient population or are related to an extended duration of treatment.

1. Are there mechanisms in place to prevent a safety concern which is relevant to a specific
patient population from negatively impacting the development or procurement of a medical
countermeasure, particularly when the safety concern is not applicable to the general
population in the cvent of a bioweapon attack?

The Honorable Michael C. Burgess

{. The Ebola crisis exposed weaknesses in our healtheare system’s ability to identify and
respond to biological public health threats, In what specific ways does HLR. 3299 address
gaps in our national biological preparedness? Additionally, how will the bill improve HHS's
ability to both proactively identify biological pathogens, such as Ebola or Zika, and make
available medical countermeasures in a timely and effective manner?

2. When BARDA was created in 2006, Congress provided the agency with authority to
negotiate its own contracts. In 2009, ASPR moved all of BARDAs authority to negotiate
contracts to ASPR’s Office of Acquisitions Management, Contracts, and Grants. While this
move was intended to simplify the contracting process it created confusion and unnecessary
delays. There is a consensus among industry that sole contracting autbority should return to
BARDA. H.R. 3299 would direct the Secretary of HHS to delegate contracting authority for
negotiating and entering into any contracts, grants, or cooperative agreements back to
BARDA. Please describe the specific ways this authority would improve BARDA's ability
to execute its mission.

The Honorable Billy Long

On January 20, 2004, the Secretary of Homeland Security determined that anthrax is a material
threat to the U.S. population sufficient to affect national security. Since that time, the U.S.
Department of Health and Human Services (HHS) has been pursuing a comprehensive sirategy
to address this threat, This approach has included acquisition of vaceines, antibiotics, and
therapeutics to meet immediate public health needs in the event of an anthrax attack. While
progress has been made in preparing against anthrax, [ would like to learn more about BARDA’s
plans for the futurc of its anthrax vaccine program.

{. Can you please provide an update on the next-generation anthrax vaceine candidates
currently being supported by BARDA?
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T also understand that BARDA continues to pursue multiple next-generation Recombinant
Protective Antigen (tPA) anthrax vaccines. The president’s FY17 budget reinforced the support
and need for an rPA anthrax vaccine, and indicated that in the next three years BARDA
anticipates new procurements of an rPA anthrax vaccine for the U.S. Strategic National
Stockpile. Additionally, in the PHEMCE Multi-Year Budget submitted to Congress, BARDA
says it intends to procure $300 million of an rPA anthrax vaccine in FY18. The budget includes
timelines indicating BARDA’s plans to transition from development to procurement of an rPA
anthrax vaccine in FY2017-FY2018.

2. Can you please describe the potential benefits associated with an rPA anthrax vaccine, as
compared to traditional anthrax vaccines?

3. Can you please provide a detailed surmmary of the developmental status and projected
timelines for each of the rPA anthrax vaccine programs?
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