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FDA FOREIGN DRUG INSPECTION PROGRAM:
A SYSTEM AT RISK

THURSDAY, NOVEMBER 1, 2007

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

The subcommittee met, pursuant to call, at 10:00 a.m., in room
2123 of the Rayburn House Office Building, Hon. Bart Stupak
[chairman of the subcommittee] presiding.

Members present: Representatives DeGette, Inslee, Dingell,
Whitfield, Walden, Ferguson, Murphy, Burgess, and Blackburn.

Staff present: John Sopko, Chris Knauer, Scott Schloegel, Paul
gllnllog,d Joanne Royce, Kyle Chapman, Peter Spencer, and Alan

obodin.

OPENING STATEMENT OF HON. BART STUPAK, A REPRESENT-
ATIVE IN CONGRESS FROM THE STATE OF MICHIGAN

Mr. STUPAK. This meeting will come to order. Today we have a
hearing on the “FDA Food and Drug Inspection Program, a System
at Risk.” Each member will be recognized for 5 minutes for an
opening statement. I will begin.

This hearing is a continuation of this subcommittee’s investiga-
tions into the safety of imported products. Today we explore the
question of whether the FDA is adequately regulating the manufac-
turing of pharmaceutical products and active pharmaceutical ingre-
dients, or APIs, as they are called, for export into the United
States. Most Americans do not realize that many of the drug prod-
ucts in their medicine cabinets come from overseas. In fact, more
than 80 percent of the active pharmaceutical ingredients that go
into drugs come from abroad. India and China account for almost
half of these imports. India’s pharmaceutical imports into this
country have increased 2,400 percent from 1996 to 2006, making
it the fastest-growing drug importer, and China has doubled its
pharmaceutical imports to the United States over the last 5 years.

The Food and Drug Administration is responsible for regulating
foreign-made medicines and ensuring the American public is sup-
plied with safe medications. Despite a 2000 oversight hearing and
a critical GAO audit in 1998, which pointed out many of the FDA’s
weaknesses regarding importation of drugs, the FDA continues to
use 20th-century tools and resources to address 21st-century regu-
latory challenges.

Today’s hearing is intended to determine the effectiveness of
FDA in overseeing foreign drug production and explore what re-
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sources the agency realistically needs to do the job. Unlike food
products, FDA cannot rely on any testing to determine if the drug
products are safe. Instead, FDA’s main tool for ensuring that a
drug is manufactured safely is to conduct actual onsite inspections
of drug-making facilities. The FDA is required to conduct a formal,
pre-approval inspection before a form, domestic or foreign, can
begin producing drugs for the U.S. market. After a pre-approval in-
spection, the agency is required to conduct follow-up surveillance
inspections of domestic facilities to ensure they are continuing to
meet U.S. manufacturing regulations. For U.S. drug manufactur-
ers, Federal Law requires that follow-up inspections be done every
2 years. Remarkably, there is no Law dictating how often the FDA
must inspect foreign drug manufacturers, even though foreign
firms pose just as great, if not greater, risk to the public health
than domestic firms.

In a petition to the FDA, the Synthetic Organic Chemical Manu-
facturers Association, who will testify today, noted, “Foreign facili-
ties in general pose a greater risk to public safety because when
a facility is inspected infrequently, as is the case for foreign manu-
facturers, there is a natural tendency for management to become
complacent that what was adequate at the last inspection is still
adequate. Maintaining regulatory compliance requires constant ef-
fort and vigilance. Minor deviations may not cause any apparent
lack of quality, but it is well-paved road from one minor deviation
to serious quality failures.”

Twenty years ago, the drugs Americans consumed were made in
the United States. Because few firms were overseas, the FDA was
reasonably positioned to closely monitor drug production facilities.
However, as more foreign drug producers entered the U.S. market,
FDA'’s ability to keep pace with inspections and monitoring has be-
come severely limited. This was particularly true when the com-
mittee last examined this matter in 2000. Through the course of
that investigation, the committee found significant shortcomings in
the FDA’s ability to conduct foreign inspections. Back then, FDA
was under-funded, over-stretched, and poorly coordinated. Among
the committee’s principal findings at our 2000 hearing were, FDA
officials could not determine how often foreign manufacturers were
being inspected. Drug makers in India and in China were inspected
on an average about every 4 to 5 years, which was more than twice
FDA’s 2-year inspection requirement for domestic pharmaceutical
manufacturers. FDA had only enough resources to inspect foreign
pharmaceutical manufacturers on an average of once every 11
years. Finally, the agency’s IT systems were in disarray, relying on
separate 15 data systems to identify foreign pharmaceutical manu-
facturers, plan foreign inspection travel, track inspection results,
and monitor enforcement actions.

Nearly 8 years have passed since our last hearing, and surpris-
ingly most of the same problems plague the FDA today. For exam-
ple, resources dedicated to foreign inspection have actually declined
since the GAO report of 1998, while the number of foreign drug
manufacturers and imports have dramatically increased. Despite
more than a decade of warnings from FDA’s own internal reviews,
the Congress, and Government Accountability Office, FDA’s IT sys-
tem is still based on multiple databases which lack integration and
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contain unreliable information. Due to its poor IT systems, the
FDA cannot obtain reliable data to run their risk models so they
can effectively allocate what limited resources it does have for in-
spections. FDA’s IT system has made it nearly impossible to pro-
vide the GAO, this committee, or even its own FDA managers, with
key data to measure ongoing resource needs.

Let me give you one example. For almost 3 months, our com-
mittee and GAO have repeatedly asked the FDA for the number of
foreign firms the agency is supposed to be inspecting overseas and
where they are located. For 3 months the FDA has, on 10 different
occasions, provided numbers ranging from 2,100 foreign firms to
13,800 foreign firms. The database that we believe is probably the
most accurate shows that about 3,000 firms are registered to ship
drug products to the United States, yet the FDA’s own foreign in-
spection risk model uses data from about 3,300 foreign firms. An-
other FDA database, called OASIS, which captures actual drug
shipments to the U.S., now shows an even higher figure of 6,800
foreign firms. That number was revised down from 13,800 firms
just last week.

Frankly, it has been nearly impossible for the committee staff to
calculate what resources FDA needs, because its internal data is
simply in shambles. FDA may testify today that they know with
some certainty the approximate number and location of every firm
that is importing drug product in the United States, but I am not
convinced the FDA can accurately calculate the number of foreign
firms they should be inspecting. How can we have any confidence
if the FDA is truly managing the risk that may come from foreign-
made drug products if the FDA does not know the exact number
or location of foreign drug manufacturers? This most basic informa-
tion should be available within an hour, not 3 months. I don’t be-
lieve an auto dealership could survive if it was run on the IT sys-
tem that said there is between 2,000 and 13,000 cars on its lot. But
apparently this passes muster at the FDA, even though it involves
safeguarding the U.S. drug supply.

From the limited data we have gleaned from the agency, FDA’s
foreign drug inspection program has serious shortcomings. For ex-
ample, FDA is capable of conducting only 200 to 300 foreign follow-
up inspections each year. These are inspections that, by Law, FDA
attempts to do every 2 years for foreign firms. But if one assumes
that at the rough estimate of 400 firms is likely around 3,000, a
simple mathematic calculation would suggest the FDA can only in-
spect each foreign drug firm about every 13 years. One must also
question whether FDA’s limited resources are being properly tar-
geted. For example, we know that China now represents the larg-
est source of production facilities, now shipping product to the
United States with more than 700 drug firms. Yet China rep-
resents a mere four percent of where FDA is spending its foreign
inspection resources.

The administration believes one of the best ways to solve the
FDA'’s lack of inspection resources is to negotiate memorandums of
agreement with foreign governments, but such efforts will not over-
come the lack of FDA funding for on-the-ground foreign inspec-
tions. Mutual recognition agreements of each other’s inspection re-
ports would save considerable money, but neither China nor India,
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two very large producers of pharmaceutical goods, are anywhere
near being ready for such agreements. Perhaps the FDA should
open offices in these parts of the world, such as India and China,
where many pharmaceutical firms are now located or moving their
manufacturing. Astra Zeneca, to use just one example, is one of the
world’s largest pharmaceutical companies, and it plans on obtain-
ing 90 percent of its pharmaceutical ingredients from China in the
very near future.

The FDA does spend considerable resources in India, about 22
percent, which is a good thing. Yet it begs the question of why the
administration has not engaged in open discussions with that coun-
try, as they have been attempting to do with China. This is par-
ticularly strange given that the committee staff recently visited
India and met with senior officials and industry officials, who
strongly encouraged the FDA to open a permanent office in India,
to reduce the backlog of needed inspections.

Every year, consumers see more and more counterfeits and poor-
ly-made drugs floating around the world. We dodged the bullet this
year on tainted toothpaste, which could have made many people
sick. But dozens of Panamanians weren’t so lucky last year when
they died from taking poisoned medicine that purportedly came
from China. That can happen here, and it surely will, if we do not
get a better handle on ensuring that foreign-made drugs are safe,
and their plants are inspected regularly. This will require resources
and significant restructuring of the program.

Chairman Dingell and I have already had legislation designed to
give the FDA more resources to do its job. Moreover, we have al-
ready sent you, members, bipartisan correspondence delineating
certain changes to the program that could be enacted almost imme-
diately. We truly hope it will be sufficient to address what are truly
the root causes plaguing the FDA’s foreign drug inspection program
and not mere window dressing. We have been here before, in 1998,
and we were told by the FDA that these problems would be fixed.
Unfortunately, the problems were not fixed, and we are here again.
To that end, I believe we have an opportunity to fix FDA’s foreign
drug program before Americans are sickened or killed by contami-
nated imported drugs.

That concludes my opening statement, and now I would like to
turn to ranking member of the committee, Mr. Whitfield, for his
opening statement.

OPENING STATEMENT OF HON. ED WHITFIELD, A REPRESENT-
ATIVE IN CONGRESS FROM THE COMMONWEALTH OF KEN-
TUCKY

Mr. WHITFIELD. Chairman Stupak, thank you very much. As we
all know, this subcommittee and the Energy and Commerce Com-
mittee as a whole has had many hearings on this important issue,
and today we will examine the agency’s oversight of drugs and bulk
drug ingredients imported into the United States.

It is quite obvious that FDA falls short in ensuring that foreign
firms exporting to the U.S. market meet good manufacturing prac-
tices. In fact, the agency devotes less than one quarter of its inspec-
tion resources and one tenth of actual inspections to these foreign
operations. When you consider that 80 percent of active pharma-
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ceutical ingredients originate from abroad, and the volume of drug
imports is expected only to grow, this is especially the case with
countries such as China and India. According to reported esti-
mates, as much as 20 percent of the finished generic and over-the-
counter drugs and more than 40 percent of bulk drugs come from
China and India. Some predict these two countries will double their
share of U.S.-imported drug supply within 15 years. And just con-
sider that last year, among the 714 firms in China and 410 firms
in India registered with the FDA, the agency conducted only 13
and 65 inspections respectively.

As we noted with food imports, FDA remains mired in an era
when most drugs were synthesized and produced in the United
States, and that is simply not the case today. Lack of good quality
manufacturing is a recipe for harm. A bulk drug ingredient ship-
ment of just 50 kilograms can result in millions of tablets or cap-
sules produced for consumption. A bulk product that contains an
impurity or was synthesized improperly, something spot testing
may not detect, can cause injury or death to numerous people. And
I might say that, while we have concern about the manufacturing
process and the active pharmaceutical ingredients coming into the
country, we certainly be concerned, and should continue to be con-
cerned, greatly so, about drug re-importation issues as well.

We have learned on this subcommittee at past hearings that
FDA linked and unapproved and impure drug ingredients imported
from one Chinese firm to toxic reactions that occurred in over 150
patients across America in 1998 and 1999. One must wonder how
often poorly made or intentional adulterated product causes harm,
but it is undetected. Past criminal investigations have identified
many bad actors, such as agents for foreign firms working to bring
in cut-rate drug products, and we know without adequate over-
sight, people and firms can take shortcuts to save money without
concern of harm to others.

It is striking that FDA has made little progress in this area to
reform its system, despite repeated findings by the committee and
others over the years. Even when thoughtful and comprehensive
plans for reform have been developed internally at FDA, somehow
it does not seem to be implemented.

Mr. Chairman, there are many issues to explore this morning.
We all want to know how FDA can work to build the capacity for
quality in countries and firms overseas so that we can be more con-
fident in the manufacture of foreign drugs. We all want to know
what improvements are needed for FDA’s information collection
and risk assessment systems so that public health is protected ef-
fectively. And most importantly I know that we all want to work
with Dr. von Eschenbach to make overhauling FDA’s foreign in-
spection program and FDA’s import operations a top priority. We
want to provide the money, if that is what we need. If we need leg-
islation, we want to do that. If we can help in regulations, we want
to do that. And so we would just say to him, I know he is going
to be testifying later, that we want to support, we want to rally be-
hind him and his leadership to fix this problem.

Thank you, Mr. Chairman.

Mr. STUPAK. Mr. Burgess, for opening statement, please.
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OPENING STATEMENT OF HON. MICHAEL C. BURGESS, A
REPRESENTATIVE IN CONGRESS FROM THE STATE OF TEXAS

Mr. BURGESS. Thank you, Mr. Chairman. I appreciate you hold-
ing this series of hearings because we are finding ourselves yet on
the brink of one more problem, dealing with imports to our coun-
try. This time, the focus is a little bit different, but the story line
is exactly the same as it has been over and over again all summer.
This committee has spent a great deal of time over the past months
discussing the safety and security of imported products, and we
have learned our Federal agencies that are tasked with keeping
America safe from harmful food or products are often using 20th-
century tools or possibly even 19th-century tools when dealing with
a 21st-century problem. The Food and Drug Administration does
not shoulder all of the blame in this situation. As I continue to
study the problem, as the committee continues to study the prob-
lem, it becomes more and more convincing that a lot of people, in-
cluding people in the United States Congress, actually could not
have anticipated the exploding number of imports that we have
seen over the past 10 years.

Quite frankly, our Laws and regulations were never meant to
handle the ever increasing number of foreign products entering
into our ports. This doesn’t absolve us from guilt. It just means
that, as the former Speaker of the House, Mr. Newt Gingrich, so
often says, real change requires real change. Now, as a doctor, I
think it is important that we spend some time today discussing
medicine and medicines. Medicine is supposed to heal patients, not
harm them. Before I took the oath of office to become a member
of the United States Congress, I first swore an oath to my profes-
sion to first do no harm. Yet how can we do no harm if we don’t
know what is in the medicines that are coming from what is sup-
posedly a safe and regulated country?

It has been estimated that more than 80 percent of the active in-
gredients in medicines come from overseas, and about half of that
comes from India and China. China, Mr. Chairman, this is the
same country that manufactured over 60 percent of all the Con-
sumer Product Safety recalls, including 90 percent of the recalled
toys. Like many other Americans, I am now regarding the label,
made in China, as warning, consume at your own risk. While the
20- to 40-percent number is disturbing, analysts predict that 80
percent of the active ingredients will come from China and India
within the next 15 years. If this is true, then our action here today
and in subsequent hearings is critical.

We must help to move the Food and Drug Administration into
a 21st-century agency that can handle these 21st-century problems.
And it is not just money alone that will solve the problems. We do
need real reform. In fact, you can argue we need to go beyond re-
form. It is not just changes at the margin. It is time for real trans-
formation. Now, at the last Oversight and Investigations hearing
on food safety, I discussed the quality control with the witness from
Tyson’s Chicken. You may remember. He informed the committee
that, yeah, they did find problems with things that were coming
into their plants from suppliers in the country where they were op-
erating, within China. And when they found those problems they
dealt with them internally, but they didn’t tell anybody else. They
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are under no obligation to self-report any problems that they en-
counter with shippers, with other manufacturers, with other ship-
pers, or even the Federal agency charged with protecting the
health and safety of American citizens.

Today I hope that the witnesses will speak to this issue. Mr.
Chairman, before I yield back, I would be remiss if I didn’t make
a couple of observations about the witnesses before us today. Cer-
tainly I want to thank Mr. William Hubbard for appearing before
us today. Dr. Hubbard has appeared before us in the past and has
inspired at least me to introduce legislation based on testimony
that he has given to our committee, so I thank you for being with
us today, and I hope you can continue to shed some light upon the
solutions that are needed to fulfill the organization’s own mission
of building a stronger Food and Drug Administration.

And, of course, Dr. von Eschenbach is with us again today, and
we are grateful that he has given his time. Honestly, Mr. Chair-
man, Dr. von Eschenbach is the head of a major Federal agency.
His time is extremely valuable, and I know you would like to keep
him in the audience so he can listen to your penetrating and prob-
ing questions, but at the same time he does have other duties to
perform.

We have tasked the FDA with transformation. We have tasked
the FDA with keeping us safe, and yet as I sit here this is the third
Food and Drug administrator that we have had since I came to
Congress a very short time ago. He has an agency to get up to
speed, to get up to 21st-century functioning. Yet he can scarcely
perform that arduous task that we have set before him if he spends
day after day after day listening to us pontificate from the dais. He
could watch us on C-Span in between the activities that he needs
to do at his agency. I hope in the future when Dr. von Eschenbach
is called to testify we will afford the courtesy of allowing him to
go early in the day as opposed to late in the day. I do realize that
we do all ask very entertaining and probing questions, but I know
Dr. von Eschenbach has a lot of other things he could be doing. I
for one certainly appreciate the time that he has given, the cour-
tesy he has shown this committee. He has never complained about
this issue, but I find it undignified that the committee would be-
have in such a way.

I do know that the FDA does require additional resources. At the
same time, just this past year, when we reauthorized the Food and
Drug Administration, it wasn’t just the reauthorization of PDUFA
and MDUFA, we made some basic changes as to how data is han-
dled at the FDA. This is going to take us to the cusp of the 21-
century type of transformation that we all need. I hope we are not
a hindrance in that process, and I will yield back the balance of
my time.

Mr. STUPAK. Ms. DeGette, for opening statement.

Ms. DEGETTE. Chairman, I have a brilliant opening statement
that I would like to submit for the record and in the interest of
having extra time for questioning.

[The prepared statement of Ms. DeGette follows:]
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House Energy & Commerce Subcommittee on Oversight and Investigations
“FDA Foreign Drug Inspection Program: A System at Risk.”
Opening Statement: Congresswoman Diana DeGette
November 1, 2007

Mr. Chairman, thank you for helding this very important hearing on
prescription drug import safety. This hearing dove-tails nicely with the other
drug and product safety issues that we have addressed recently; but in the

context of the FDA’s ability to inspect foreign drug manufacturing,

As you know, drug safety is very important to me, particularly surrounding
drug importation and counterfeiting. Despite the fact that the issue at hand
today surrounds legitimate drug manufacturing, not counterfeit drugs, the
same safety concerns are present. Because of technological limitations, drugs
are not routinely tested in a complete and thorough manner when they enter
the country. Furthermore, what is to guarantee that end-product testing is a
fail proof way to determine continued product safety? It is FDA’s
responsibility to monitor the safety and efficacy of drugs over the course of

the entire manufacturing process through regular site inspections.

It is generally accepted that in order to maintain the quality of a particular
drug, periodic follow-up inspections are critical. I was shocked to learn that
for each overseas facility that exports drugs to the United States, FDA is able
to compléte an inspection only once every 8 to 12 years. Yet, Good
Manufacturing Practices govern that on-site inspections should occur every

two years. FDA must inspect domestic facilities every two years—why should
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the standard be so much lower for foreign drugs than domestic drugs when

they are consumed by the same population?

Resources are limited and more and more facilities are manufacturing drugs
that will eventually end up in the U.S. pharmaceutical supply. It seems as
though we are dealing with both issues surrounding end-product testing and
issues surrounding systematic inspection of the manufacturing process—

neither of which is currently able to satisfactorily guarantee drug safety.

GAO identified these same concerns over a decade ago, yet the FDA is still
plagued by many of the same problems. I look forward to hearing from our
witnesses today about the challenges the FDA currently faces in monitoring
drug safety overseas and what changes we can make in order to more

effectively protect our drug supply and our nation’s health.

1 yield back the balance of my time.
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Mr. STUPAK. Very good. Mr. Murphy, I believe, is next.

OPENING STATEMENT OF HON. TIM MURPHY, A REPRESENTA-
TIVE IN CONGRESS FROM THE STATE OF PENNSYLVANIA

Mr. MurpPHY. Thank you, Mr. Chairman, and thank you for hold-
ing this hearing, which is a critically important issue we are deal-
ing with. The American public’s confidence in any products made
in some foreign countries, particularly in China, is probably at rock
bottom, and even this morning as I have been watching ABC Good
Morning, America, they tested 100 popular children’s toys. Al-
though they found 90 of them had no lead levels of problems, still,
10 of them did and got by Federal inspectors. Yet when it comes
to children’s toys and when it comes to drugs, I think the American
people should have zero tolerance for any kind of weakening of in-
spections or standards.

Although plants in the United States must be inspected regularly
every 2 years, we are not yet there for some other pharmaceutical
manufacturers around the world. And, as China is among them, we
must be concerned and want to hear everything that our govern-
ment is doing to help make sure that such plants are inspected and
are meeting top standards, particularly because as we also see
many factories around the world, unfortunately in China, India,
and others in other small countries are involved with a great deal
of counterfeiting drugs, where not only are drugs being marketed
as having active ingredients when they have absolutely no active
ingredients in them or may actually have poisons in them or lead
paint, et cetera. This is an intolerable situation, and we, of course,
all share our concern that would any of these ever be marketed or
sent out through Internet sites and other marketing mechanisms
as if they are legitimate drugs, with all of the stamps and other
procedures on them to make them look like they are real. The FDA
is in a critically important position here, and with this committee’s
oversight of looking at that, we are hoping to hear about the sig-
nificant steps being taken to protect the American public. We want
any breaches in this exposed. We want anybody who is involved in
cutting any corners disciplined for that. It is something that this
committee or Congress simply cannot tolerate when it comes to
medications that are supposed to make things better. We cannot
tolerate any system that is using counterfeiting or cutting corners
that makes people sicker.

So I applaud the actions of this committee in moving forward in
this. I look forward to hearing the testimony about what is being
done to make sure this area is made safe. And I yield back.

Mr. StuPAK. Thank you, Mr. Murphy. Mr. Ferguson, for opening
statement.

OPENING STATEMENT OF HON. MIKE FERGUSON, A REP-
RESENTATIVE IN CONGRESS FROM THE STATE OF NEW JER-
SEY

Mr. FERGUSON. Thank you, Mr. Chairman. Thank you, Mr.
Whitfield and the members of the subcommittee and our witnesses,
for being here to discuss what many of us know is a very important
issue, the safety and the security of our nation’s drug supply. I am
pleased that we are again addressing this critical issue in this sub-
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committee. We have had several hearings in recent months on all
aspects of drug safety. My biggest concern, and I think that of oth-
ers on this subcommittee, is ensuring that the safety of the drug
supply for our constituents and for all Americans. It is my hope
that our witnesses today will be able to provide us with insights
into why there seem to be gaps in the security of imported drugs
into America.

Most of you have probably the New York Times article from yes-
terday, and if you have I am sure you are as alarmed as I am
about what was contained in that. It is paramount that the citizens
of this country have faith in the Federal Government’s ability to
monitor and ensure the safety of all of our drugs, and we know
from recent investigations that they don’t have good reason to have
faith in that process, and perhaps not as much faith as they used
to have. Many facilities have not been inspected. Other companies
are using loopholes to get adulterated ingredients into the supply
chain. However, the majority of ingredients used in the production
of drugs are coming from outside of the U.S.

This globalization of the drug manufacturing industry is putting
a strain on the FDA and their efforts to ensure the safety and the
security of our drug supply. There are thousands of facilities pro-
ducing finished drugs and/or ingredients around the world today
creating products that will end up being ingested by Americans
across our country. The GAO has been tasked with finding the defi-
ciency in the safety and security of the drug manufacturing pipe-
line. Their investigations revealed that the FDA isn’t completely
certain as to how many foreign manufacturing facilities are even
subject to inspection.

Using a risk-based assessment of the number of facilities subject
to inspection, the FDA comes up with the number 3,249. However,
this risk-based assessment is processed off an unverified database.
At the agency’s current rate of inspections it would take 13 years
to inspect all of these facilities. This is with the stipulation that no
new facilities be added to the list in the meantime. Even more
alarming is the fact that the Federal Government doesn’t have one
interoperable database of manufacturing facilities, both foreign and
domestic, which are willing to register and be inspected. We have
three different databases for three different purposes, the drug reg-
istration and listing system for registration purposes, the field ac-
complishments and compliance tracking system for completed in-
spection information, and the operational and administrative sys-
tem for import support for information on drugs and other regu-
lated substances being imported.

If our government doesn’t have a handle on the good actors, the
responsible actors, how can DHS and FDA and Customs work to
prevent adulterated or counterfeit drugs from entering our supply
chain from the bad actors? I am pleased to say that I am going to
be an original co-sponsor of Mr. Boullier’s legislation when he in-
troduces it. I want to commend Mr. Boullier. He has done an enor-
mous amount of work on this issue. He has been a leader on the
counterfeit drug issue. He has invested a lot of time and effort in
the issue, and I think he has come up with a very good product.

But it really drives home the point, if we can’t regulate the good
actors that are playing by the rules in this industry, how are we
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ever going to ensure the safety of the drug supply of other drugs
coming into America? The GAQO’s information is very alarming, and
I really think it drives home the point that preventing the importa-
tion of drugs into our supply chain, which can create safety and se-
curity problems, we have some on this committee and in this Con-
gress who want to kick open the doors, kick open the flood gates
of any drugs coming into this country, and they say, well, it is only
from Canada or a country that we know of. We know for a fact that
Canada and other so-called safe countries with safe drug supplies
are really acting as a post office for drugs coming into this country
from any place in the world. It is irresponsible, and it is wrong. We
know the struggles we are having with just ensuring the drug sup-
ply of the responsible actors of products coming into this country.
How in the name of God can we make sure the drug supply is safe
if we are going to kick open the flood gates to any and all actors?
It is the wrong way to go.

I hope we will be able to address these and other issues in the
coming weeks. I look forward to hearing the testimony of our wit-
nesses, and I thank you again, Mr. Chairman, for having this hear-
ing.

Mr. STUPAK. Thank you, Mr. Ferguson. Mrs. Blackburn, opening
statement.

OPENING STATEMENT OF HON. MARSHA BLACKBURN, A REP-
RESENTATIVE IN CONGRESS FROM THE STATE OF TEN-
NESSEE

Mrs. BLACKBURN. Thank you, Mr. Chairman. I thank you for
calling the hearing to examine this foreign drug inspection pro-
gram. The inadequacies of our food and drug import system have
been widely reported during the past year, and you have had the
New York Times article referenced several times already today.
There is a serious problem. We all recognize that. Given that the
U.S. imports 80 percent of the active drug ingredients, it is critical
that the Federal Government improve its drug monitoring safety
system to ensure that the U.S. drug supply remains the safest in
the world.

The volume of FDA-regulated pharmaceutical imports doubles
every 5 years and will continue to increase. How much weight can
American consumers give to the label, FDA regulated, when the
FDA cannot perform timely safety inspections? When the agency
fails to enforce action against foreign manufacturers and lacks the
tools to monitor foreign drug manufacturers, how can Americans
feel safe? If American drug manufacturers are required to follow
the letter of the Law regarding FDA drug safety inspections, Con-
gress should expect nothing less from foreign manufacturers. For-
eign manufacturers must play by the same rules that our domestic
manufacturers follow.

If consumer safety is priority number one, and it should be, then
we have a lot of work to do to ensure that this goal is going to be
met. It is worth noting, however, that many of the voices calling
for an overhaul of the U.S. drug safety inspection system concur-
rently called for legislation that would import prescription drugs
from other nations. Drug re-importation fails to ensure the high
safety standards that Americans have come to expect. Americans



13

clearly do not need a flood of unsafe prescription drugs finding
their way into the medicine cabinets across this country, especially
since there is no guarantee of quality or that imported medication
is indeed safe for us.

When someone gets that imported drug, and it turns out to be
unsafe, we have another public health threat on our hands. This
subcommittee has examined drug import safety in numerous hear-
ings during the 110th Congress, and the record shows that it is un-
realistic for the FDA to inspect all imports coming into the United
States. However, Americans demand greater accountability in the
nation’s drug supply through considerable and expedient improve-
ment of the FDA’s current drug safety review system.

I look forward to the testimony today from our witnesses, and I
yield back the balance of my time.

Mr. StuPAK. Thank the gentlelady. Seeing no other members, we
will call our first panel to come forward. Dr. Marcia Crosse, the Di-
rector of the Public Health and Military Health Care Issues at the
United States Accountability Office; Mr. William Hubbard, former
senior FDA employee and current Senior Advisor to the Coalition
for a Stronger FDA; Mr. Ben England, former senior FDA employee
and current Special Counsel at Jones, Walker, et al. law firm; and
Mr. Carl Nielsen, retired Director of the Division of Import Oper-
ations within the Office of Regulatory Affairs at the FDA.

It is the policy of this subcommittee to take all testimony under
oath. Please be advised that witnesses have a right under the rules
of the House to be advised by counsel during their testimony. Do
any of you wish to be represented by counsel? Seeing none of you
wish to, then I am going to swear you in, but then I am going to
have Mr. Dingell give an opening statement if he so wishes. So
please raise your right hand.

[Witnesses sworn]

Mr. StuPAK. Let the record reflect that each witness answered
in the affirmative, and they are now all under oath. Mr. Chairman,
would you like to make an opening statement at this time?

Mr. DINGELL. Mr. Chairman, you are most gracious. This is deja
vu all over again. I have a fine opening statement. I am sure every-
body is familiar with it. It is something very much identical to
what has been given for years, and I don’t want to deter you in
your good work. I commend you for what you are doing. I thank
you for your gracious kindness to me. I urge you to continue your
vigorous effort in this matter, and we are going to try and make
the American people safe from some of these imported pharma-
ceuticals and imported foods that are putting their lives at risk.

Thank you, Mr. Chairman.

[The prepared statements of Messrs. Dingell and Barton follow:]



14

STATEMENT
OF
THE HONORABLE JOHN D. DINGELL
SUBCOMMITTEE ON OVERSIGHT AND INVESTIGATIONS
HEARING ON "FDA FOREIGN DRUG INSPECTION
PROGRAM: A SYSTEM AT RISK”

NOVEMBER 1, 2007

Mr. Chairman, today’s hearing could not be timelier
given the unremitting bad news regarding the safety of
imported products. | am struck, however, by how little has
changed in the seven years since our last hearing on the
Food and Drug Administration (FDA) foreign drug
inspection program—it’s like déja vu all over again.

Seven years ago, this Subcommittee heard FDA
Commissioner Jane Henney testify that:

¢ FDA could not provide a complete list of foreign drug
producing facilities;

o FDA lacked an information technology (IT) system
able to effectively manage the foreign drug
inspection program; and
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e FDA lacked the resources to inspect foreign drug
manufacturing firms that imported to the U.S. at the
recommended two-year intervals, as is required for
domestic companies.

Mr. Chairman, you may think you are hearing an echo
in the room, but let me summarize today’s findings:

¢ FDA still cannot calculate the number of foreign drug
producing facilities shipping products into the U.S.;

o FDA’s IT system still is as broken as it was back
then, unable to provide critical data for regulating
foreign drug production; and

o FDA still lacks the necessary resources to effectively
conduct foreign inspections to ensure that the
medicines made abroad are safe for U.S.

consumers.
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There is one slight change since our last hearing.
Unfortunately, it is a change for the worse. Despite the
dramatic increases of drug imports into the U.S.—
indicating even more foreign drug facilities requiring
inspection—the agency’s resources have actually
decreased since our last hearing.

| believe that the American people generally assume
that the FDA ensures that foreign-manufactured drugs
sold in this country are safe. They assume incorrectly.

For example, most experts recommend that drug-
producing firms be inspected about every two to three
years, which is generally how often domestic drug firms by
law are required to be inspected. The rules for foreign
firms, however, are completely different.

According to testimony we will hear today, FDA only
has the resources to inspect foreign firms once every 13
years on average. China, for example, now has more
facilities manufacturing drug products for the U.S. market
than any other country, some 714.
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Yet given the FDA’s anemic resources, only 13
inspections were conducted in China in 2007. At this rate,
it would take the FDA 55 years just to clear this backlog.

The bottom line is that the FDA has no clue what the
condition is of most foreign drug-manufacturing facilities
that import into the U.S. market. The agency is using an
antiquated regulatory system from the last century, when
the global economy was very different. It is time that FDA
both receives and dedicates enough resources so as to
effectively carry out its mission in today’s global market.

Mr. Chairman, | have introduced a bill that will give
FDA adequate resources to do its job. | hope the
Members of this Committee will work together on this
legislation to see to it that it becomes enacted into law.
This hearing should serve as a wake-up call to FDA that
it’s time to seriously address the restructuring and funding
the foreign drug inspection program. Nothing less will
restore the confidence of the American people in the
safety and efficacy of our drug supply.
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Opening Statement of the Honorable Joe Barton
Ranking Member, Committee on Eﬁergy and Commerce
For
Subcommittee on Oversight and Investigations Hearing:
“FDA Foreign Drug Inspection Program: A System at Risk”
November 1, 2007

Chairman Stupak and Ranking Member Whitfield, thank you for
holding this hearing. Thank you for continuing the Committee’s bipartisan
oversight of the Food and Drug Administration’s foreign drug inspection
program. Americans are anxious about the safety of imported products,
especially the medicine we take with ingredients from China or India.
People are right to be worried, because those are two countries with a history
of counterfeiting and sloppy manufacturing. Americans want facts, they
want answers, and they want the Federal government to ensure that the

medicines people take to make them well are not making them sick.

More and more drugs and drug ingredients come from overseas. And
more and more come from China and India. These trends are expected to
continue over the next five years. FDA’s foreign drug inspection program

and FDA’s import programs are responsible for overseeing these imports.
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Today, we will hear that the FDA is struggling to meet these
responsibilities, and that the FDA lacks the data to determine whether it is
effectively assessing and reducing the risks of foreign drug imports. For
example, we have learned:
. That FDA does not know how many foreign firms are making
drug product shipped to the United States;
. That FDA does not know how many foreign firms are
shipping drug products to the U.S.
. That FDA does not know how many Chinese firms sell

ingredients used in drugs consumed by Americans.

Mr. Chairman, ignorance is almost never bliss. What you don’t know
can hurt you. According to past testimony from FDA before this
Subcommittee, drugs of unknown origin and quality pose a potential health
hazard. The fact that the manufacturing is unknown means there is no
product history. Therefore, we do not know if the product is safe or whether
it works. We don’t know the impurity profile, how it was stored, the
manufacturing environment, and how the product was synthesized.

The agency does not even know the size of the problem it is tasked

with managing. When you don’t know what you’re measuring, you're
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probably not measuring things that need to be measured and you can’t tell
what you’re doing is even effective.  And right now, this shot-in-the-dark

science is all that stands between Americans and some truly bad medicine.

To be fair, FDA has lacked resources in the import program for some
time. But after 9-11, there was supposed to be a resource boost to the import
program and attempts were made to create a new import strategy for FDA.
The bottom line, though, is that FDA’s strategy and use of resources has not
fundamentally changed since the Subcommittee looked at this issue when 1
was the Chairman a decade ago. The only difference is that things seemed
to have gotten worse: the volume of drug imports continues to increase,

while the resources decrease.

They say the definition of insanity is doing the same thing over and
over, but expecting different results.  Even though drug imports have
skyrocketed, FDA continues with basically the same databases, the same
limited knowledge, the same strategy, and the same secondary status for the
foreign inspection program compared to the domestic inspection program.
FDA needs more resources, but it also needs a new strategy and a new

approach.
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Commissioner von Eschenbach, you have a chance to be a hero. This
is your moment in history. You have met with Committee staff, met with
the Chinese government, and met with other stakeholders. You’re working
with the President’s Import Working Group. I stand ready to give you the
support you need to heroically improve FDA’s interception of tainted drugs

from abroad.

We just aren’t living in the 20th century world where almost all drug
products were made in the USA, and we aren’t going back. As we go
forward, FDA needs to get more and better data so it can assess real risks.
FDA also needs a separate foreign inspection program, with an adequate
number of inspectors and investigators assigned to it full-time. In the 21%
century, foreign inspections cannot continue to be the neglected stepchild of

FDA’s domestic operations.

I welcome the witnesses and especially Commissioner von
Eschenbach. I look forward to the testimony, and more importantly, look

forward to helping FDA make real progress on drug imports.

it
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Mr. StupAaK. Thank you, Mr. Dingell. Dr. Crosse, if you would,
we would start with you for an opening statement, please. A longer
version will be submitted for the record, so please try to limit your
testimony to five minutes. Dr. Crosse.

TESTIMONY OF MARCIA G. CROSSE, DIRECTOR, PUBLIC
HEALTH AND MILITARY HEALTH CARE ISSUES, U.S. GOV-
ERNMENT ACCOUNTABILITY OFFICE

Ms. CROSSE. Thank you, Mr. Chairman, and members of the sub-
committee. I am pleased to be here today as you examine FDA’s
inspections of foreign drug manufacturers. As you know, the
United States increasingly relies on drugs manufactured in other
countries. Slide, please.

[Slide]

As you can see in this figure, there are firms in more than 50
countries that are registered to manufacture drugs for the U.S.
market, with the heaviest concentration in China and India, as we
have heard. The FDA is responsible for overseeing the safety and
quality of human drugs sold in the United States, whether they are
manufactured in foreign or domestic establishments. As part of its
efforts to ensure the safety and quality of imported drugs, FDA is
responsible for inspecting foreign establishments to ensure that
they meet the same quality standards required of domestic estab-
lishments. For domestic establishments, FDA’s usual approach is to
conduct surveillance inspections of good manufacturing practices to
ensure that marketed drugs continue to be manufactured in com-
pliance with standards. FDA is required to conduct such inspec-
tions every 2 years for domestic establishments, but there is no
comparable requirement for inspecting foreign establishments.

We reported in 1998 that FDA needed to improve its foreign drug
inspection programs. Today, almost a decade later, questions re-
main about FDA’s ability to oversee foreign drug establishments
and whether FDA has improved its management of the foreign
drug inspection program. My remarks provide preliminary informa-
tion on the review we are conducting at your request. Today I will
discuss the extent to which FDA has accurate data to manage the
foreign drug inspection program, the frequency of foreign inspec-
tions, and factors influencing the selection of establishments to in-
spect, and certain issues that are unique to conducting foreign in-
spections.

We are finding that FDA’s effectiveness in managing the foreign
drug inspection program continues to be hindered by substantial
weaknesses in its databases. FDA does not know how many foreign
establishments are subject to inspection. Because of this, FDA does
not have adequate information on the full scope of their respon-
sibilities, which limits their ability to appropriately manage. In-
stead, FDA relies on databases that were designed for other pur-
poses and contain inaccuracies that FDA cannot easily reconcile.
Slide, please.

[Slide]

For example, one of the databases indicates there are about
3,000 establishments registered to import drugs into the United
States, while another indicates that about 6,800 foreign establish-
ments actually imported drugs in the past year. However, despite
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the more than two-fold different in the estimates of foreign estab-
lishments, FDA does not verify the information within each data-
base. For example, the agency does not confirm that a registered
establishment actually manufactures a drug for the U.S. market.
Similarly, FDA has not generated an accurate listing of the estab-
lishments whose drugs have actually been imported into the United
States. Slide, please.

[Slide]

At a time when manufacturing of drugs for the U.S. market is
increasing in foreign countries, FDA’s inspections have not kept
pace. FDA inspects relatively few foreign establishments. Data
used by FDA to prioritize foreign establishments for inspection sug-
gests that the agency may inspect about seven percent of foreign
establishments in a given year. At this rate, it would take FDA
more than 13 years to inspect each foreign establishment once, as-
suming that the rate of inspections remains constant and that no
additional establishments require inspection. Slide, please.

[Slide]

The mismatch between the number of inspections performed and
the number of establishments subject to inspection appears to be
the largest in China. Further, FDA cannot provide an exact num-
ber of foreign establishments that have never been inspected. But,
according to FDA’s data, it may be more than 2,000, and the larg-
est number of such establishments are also likely to be in China.
Slide, please.

[Slide]

FDA'’s foreign inspection process is driven by the current statu-
tory and regulatory requirements for timely review of applications
to market new drugs. Among the limited number of foreign inspec-
tions, most are pre-approval inspections conducted as part of the
processing of a drug application to allow a manufacturer to begin
marketing a particular drug in the United States. In the last 6
years, 88 percent of FDA’s inspections of foreign inspections in-
volved such pre-approval inspections. Although FDA uses a risk
model to develop a prioritized list of foreign establishments for sur-
veillance inspections, to ensure continued compliance, few such in-
spections are completed in a given year. This prioritized list was
used to select about 30 foreign establishments for inspection in fis-
cal year 2007, and 50 are targeted for inspection in fiscal year
2008. Further, FDA coordinates these relatively few surveillance
inspections with travel to locations for pre-approval inspections to
make efficient use of travel funds. The need to coordinate travel is
a bigger factor in the selection of foreign establishments than
FDA'’s risk model. Slide, please.

[Slide]

This is in marked contrast to the pattern of domestic inspections.
About 78 percent of FDA’s inspections of domestic establishments
were specifically for the purpose of a surveillance inspection, to en-
sure that manufacturers continue to comply with good manufac-
turing requirements. The comparable figure for foreign establish-
ments is 12 percent. Further, in the last 6 years, FDA has con-
ducted almost seven times as many inspections domestically as
abroad. And this is for about an equal or smaller number of estab-
lishments. Slide, please.
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[Slide]

Finally, the foreign inspection process also involves unique cir-
cumstances that are not encountered domestically. For example,
FDA relies on staff that inspect domestic establishments to volun-
teer for foreign inspections. Unlike domestic inspections, FDA does
not arrive unannounced at a foreign establishment. It also lacks
the flexibility to easily extend foreign inspections if problems are
encountered because of the need to adhere to an itinerary that typi-
cally involves multiple inspections in the same country. In addition,
language barriers can make foreign inspections more difficult than
domestic ones. FDA does not generally provide translators to its in-
spection teams. Instead, they may have to rely on an English-
speaking representative of the foreign establishment being in-
spected rather than an independent translator. Slide, please.

[Slide]

In conclusion, our preliminary work indicates that fundamental
flaws that we identified in the management of this program in
1998 continue to exist. FDA still does not have a reliable list of for-
eign establishments that are subject to inspection. As more im-
ported drugs enter the United States, it becomes increasingly im-
portant that foreign establishments receive appropriate scrutiny.
However, until FDA responds to systemic weaknesses in the man-
agement of this important program, it cannot provide the needed
assurance that the drug supply reaching our citizens is appro-
priately scrutinized and safe.

Mr. Chairman, this concludes my prepared remarks. I would be
happy to answer any questions that you or other members of the
subcommittee may have.

[The prepared statement of Dr. Crosse follows:]
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DRUG SAFETY

Preliminary Findings Suggest Weaknesses in FDA’s
Program for Inspecting Foreign Drug Manufacturers

What GAO Found

FDA’s effectiveness in managing the foreign drug inspection program
continues to be hindered by weaknesses in its databases. FDA does not know
how many foreign establishments are subject to inspection. Instead, FDA
relies on databases that were not designed for this purpose. Further, these
databases contain inaccuracies that FDA cannot easily reconcile. One
database indicates there were about 3,000 foreign establishments registered to
market drugs in the United States in fiscal year 2007, while another indicates
that about 6,800 foreign establishments actually imported drugs in that year.
FDA recognizes these flaws. Further, because the databases cannot exchange
information, any comparisons of the data are performed manually, on a case-
by-case basis. FDA officials told GAO that they have not generated an
accurate count of foreign establishments whose drugs are imported into the
United States.

FDA inspects relatively few foreign establishments. Data from FDA suggest
that the agency may inspect about 7 percent of foreign establishmentsina
given year, At this rate, it would take FDA more than 13 years to inspect each
foreign establishment once, assuming that no additional establishments
require inspection. However, FDA cannot provide an exact number of foreign
establishments that have never been inspected. Most of the foreign
inspections performed are conducted as part of a review associated with
processing an application to market a new drug, rather than inspections for
monitoring the quality of marketed drugs. Although FDA uses a risk-based
process to develop a prioritized list of foreign establishments for inspections
to monitor the quality of marketed drugs, few are completed in a given year.
This prioritized list was used to select foreign establishments for inspection in
fiscal year 2007. According to FDA, about 30 such inspections were completed
in that year and at least 50 are targeted for inspection in fiscal year 2008.

The foreign inspection process involves unique circumstances that are not
encountered domestically. For example, FDA relies on staff that inspect
domestic establishments to volunteer for foreign inspections. Unlike domestic
inspections to monitor the quality of a marketed drug, FDA does not arrive
unannounced at a foreign establishment. It also lacks the flexibility to easily
extend foreign inspections if problems are encountered, due to the need to
adhere to an itinerary that typically involves multiple inspections in the same
country. Finally, language barriers can make foreign inspections more difficult
than domestic ones. FDA does not generally provide translators to its
inspection tearns. Instead, they may have to rely on an English-speaking
representative of the foreign establishment being inspected, rather than an
independent translator.

United States A Office
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Mr. Chairman and Members of the Subcommittee:

I am pleased to be here today as you examine the Food and Drug
Administration’s (FDA) inspections of foreign drug manufacturers whose
products are iraported into the United States. In 1998, we reported that
FDA needed to improve its foreign drug inspection program.’ Among other
things, we noted that FDA had serious problems managing its foreign
inspection data and that it lacked a comprehensive autorated system for
tracking this important information. We were also critical of the number of
inspections FDA conducted at foreign manufacturers. At that time, FDA
reported on our growing dependence on imported pharmaceutical
products, noting that as much as 80 percent of the bulk drug substances’
used by manufacturers in the United States to produce prescription drugs
was imported and that the number of finished drug products
manufactured abroad for the U.S. market was increasing. Today, we are
still dependent on foreign establishments® manufacturing drugs for the
U.S. market as the value of pharmaceutical products coming into the
United States from abroad continues to increase.’

Given the importance of FDA’s foreign drug inspection program, you
expressed concern about FDA'’s ability to oversee foreign establishinents
manufacturing drugs and asked whether FDA has improved its
management of the foreign drug inspection prograr since our previous
report was issued. My testimony today will suramarize preliminary
findings from our ongoing work to update our 1998 report. My remarks
will focus on (1) the extent to which FDA has accurate data to manage its
foreign drug inspection prograrm, (2) the frequency of foreign inspections
and factors influencing the selection of establishments to inspect, and

(3) issues unique to conducting foreign inspections.

'GAO, Food and Drug Admi Needed in the Foreign Drug
Inspection Program, GAO/HEHS-98- 21 (Washmgton D.C.: Mar. 17, 1998).

24 bulk drug substance is any substance that is represented for use in a drug that, when
used in the manufacturing, processing, or packaging of a drug, becomes an active
ingredient or a finished drug product. 21 C.F.R. § 207.3(a)}(9)(2007).

*FDA regulations define an place of busi under one at
one general physical location. 21 CF.R. § 207 3(3)(7)(200") Drug firms may have more
than one establishment.

*According to GAO analysis of International Trade Centre data, the value of pharmaceutical
imports increased 42 percent from 2001 to 2005 adjusted for pharmaceutical inflation. The
International Trade Centre is a joint agency of the United Nations Conference on Trade and
Development and the World Trade Organization.

Page 1 GAO-08-224T
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To address these issues, we interviewed officials from FDA’s Center for
Drug Evaluation and Research (CDER) and Office of Regulatory Affairs
(ORA), which each have responsibilities for managing the foreign drug
inspection program, We reviewed pertinent statutes and regulations as
well as agency documents that provide guidance on conducting
inspections and provide the basis for FDA’s assessment of an
establishment’s compliance with current good manufacturing practices
(GMP).” These documents included FDA’s Compliance Program Guidance
Manuals, its Guide to Inspections of Foreign Pharmaceutical
Manufacturers, and its Investigations Operations Manual 2007. We also
obtained information from FDA databases on establishments whose drugs
have been imported into the United States. Specifically, we obtained data
from the Drug Registration and Listing System (DRLS), the Field
Accomplishments and Compliance Tracking System (FACTS), and the
Operational and Administrative System for Import Support (OASIS). We
assessed the reliability of these data by (1) reviewing existing information
about the data and the databases that produced them, (2) interviewing
agency officials knowledgeable about the data, and (3) performing
electronic testing of data elements from FACTS. We found the data in the
FACTS database reliable for our purposes. We also found that DRLS was
reliable, to the extent that it accurately reflects information provided by
foreign establishments that register to market drugs in the United States.
However, we determined that these data do not necessarily reflect all
foreign establishments whose drugs are imported into the United States. In
addition, we found that OASIS is likely to over-estimate the number of
foreign establishments whose drugs have been imported into the United
States, due to uncorrected errors in the data. Therefore, we present
information from both DRLS and OASIS to illustrate the variability

in information that FDA’s databases provide to agency officials on this
topic. This represents the best information available and is what FDA
relies on to manage its foreign drug inspection activities. Our ongoing
work is focused on human drugs regulated by CDER and not on biologics,*
medical devices, veterinary medicines, or other items or products for
which FDA conducts inspections. We received technical comments on a
draft of this statement from FDA, which we incorporated as appropriate.

*GMPs provide a framework for a manufacturer to follow to produce safe, pure, and high-
quality products. See 21 C.F.R. pts. 210, 211 (2007).

“Biologics are materials, such as vaccines, derived from living sources such as humans,

animals, and microorganisims. Some biologics are regnlated by CDER and inspections
related to those products are included in our work.
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Our work is being performed in accordance with generally accepted
government auditing standards.

In summary, our preliminary results indicate that more than 9 years after
we issued our last report on this topic, FDA’s effectiveness in managing
the foreign drug inspection program continues to be hindered by
weaknesses in its data systerns. FDA does not know how many foreign
establishments are subject to inspection. FDA relies on information from
several databases that were not designed for this purpose. One of these
databases contains information on foreign establishments that have
registered to raarket drugs in the United States, while another contains
information on drugs iraported into the United States. One database
indicates about 3,000 foreign establishments could have been subject to
inspection in fiscal year 2007, while another indicates that about 6,800
foreign establishments could have been subject to inspection in that year.
Despite the divergent estimates of foreign establishments subject to
inspection generated by these two databases, FDA does not verify the data
within each database, For example, the agency does not routinely confirm
that a registered establishment actually manufactures a drug for the U.S.
market. However, FDA used these data to generate a list of 3,249
establishments from which it prioritized establishments for inspection.

Because FDA is not certain how many foreign establishments are actually
subject to inspection, the percentage of foreign establishments that have
been inspected cannot be calculated with certainty. We found that FDA
inspects relatively few foreign establishments. Using the list of 3,249
establishments from which FDA prioritized establishments for inspection,
we found that the agency may inspect about 7 percent of foreign
establishments in a given year. At this rate, it would take FDA more than
13 years to inspect each foreign establishment on this list once, assuming
that no additional establishments are subject to inspection. FDA cannot
provide the exact number of foreign establishments that have never been
inspected. Most of the foreign inspections are conducted as part of
processing a new drug application (NDA) or an abbreviated new drug
application (ANDA),” rather than as GMP surveillance inspections, which
are used to monitor the quality of marketed drugs. Although FDA used a
risk-based process to develop a prioritized list of foreign establishments

"FDA must approve an NDA in order for a new drug product to be marketed in the United
States; approval for a generic drug is sought through an ANDA. FDA also reviews scientific
and clinical data ined in these applicati as part of its process in considering them
for approval to be marketed.
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for GMP surveillance inspections in fiscal year 2007, few such inspections
are completed in a given year. According to FDA, about 30 such
inspections were completed in fiscal year 2007 and at least 50 are targeted
for inspection in fiscal year 2008. Further, the data on which this risk-
based process depends limits its effectiveness.

Finally, the very nature of the foreign inspection process involves unigue
circumstances that are not encountered domestically. For example, FDA
does not have a dedicated staff to conduct foreign inspections and relies
on those inspecting domestic establishments to volunteer. While FDA may
conduct unannounced GMP surveillance inspections of domestic
establishments, it does not arrive unannounced at foreign establishments.
It also lacks the flexibility to easily extend foreign inspections if problems
are encountered, due to the need to adhere to an itinerary that typically
involves multiple inspections in the same country. Finally, language
barriers can make foreign inspections more difficuit to conduct than
domestic ones. FDA does not generally provide translators to its
inspection teams. Instead, they may have to rely on an English-speaking
representative of the foreign establishment being inspected, rather than an
independent translator.

Because of the preliminary nature of our work, we are not making
recommendations at this time.

Background

FDA is responsible for overseeing the safety and effectiveness of human
drugs that are marketed in the United States, whether they are
manufactured in foreign or domestic establishments.® Foreign
establishments that market their drugs in the United States must register
with FDA. As part of its efforts 10 ensure the safety and quality of imported
drugs, FDA is responsible for inspecting foreign establishments whose
products are imported into the United States. The purpose of these
inspections is to ensure that foreign establishments meet the same
manufacturing standards for quality, purity, potency, safety, and efficacy
as required of domestic establishments.

Requirements governing foreign and domestic inspections differ.
Specifically, FDA is required to inspect registered domestic establishments

*FDA lations define £ ing to include the manufacture, preparation,
propagation, compounding, or processing of a drug. See 21 C.F.R. § 207.3(a)(8) (2007).
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that have been previously approved to market their drugs in the United
States every 2 years,” but there is no comparable requirement for
inspecting foreign establishments. FDA does not have authority to require
foreign establishments to allow the agency to inspect their facilities.
However, FDA has the authority to conduct physical inspections of the
imported product or prevent its entry at the border.

Within FDA, CDER sets standards for and evaluates the safety and
effectiveness of prescription drugs and over-the-counter drugs. Among
other things, CDER requests that ORA inspect both foreign and domestic
establishments to ensure that drugs are produced in conformance with
federal statutes and regulations, including current GMPs. CDER requests
that ORA conduct inspections of establishments that produce finished
drug products. CDER also requests inspections of those that produce bulk
drug substances, including the active pharmaceutical ingredients (APD"
used in finished drug products. These inspections are performed by
investigators and laboratory analysts.” ORA conducts two primary types of
inspections™

Preapproval inspections of domestic and foreign establishments are
conducted before FDA will approve a new drug to be marketed in the
United States. These inspections occur following FDA’s receipt of an NDA
or ANDA and focus on the mamfacture of a specific drug product.
Preapproval inspections are designed to verify the accuracy and
authenticity of the data contained in these applications and ensures that
the manufacturer of the finished drug product, as well as each
manufacturer supplying a bulk drug substance used in the finished

21 U.S.C. § 360(h).

PAn APTis any c thatis i ded to provide phar ical activity or other
direct effect in the diagnosis, cure, mitigation, treatment, or prevention of disease.
Aceording to FDA officials, the agency typically only inspects establishments

f: ing inactive i di on a for-cause basis. FDA defines inactive ingredients
as any component of a drug product other than the AP, such as materials that improve the
appearance, stability, and palatability of the product.

YORA investigators lead inspections. They are responsible for performing or overseeing all
aspects of an inspection. ORA laboratory analysts are chemists or microbiologists and have
expertise in laboratory testing.

“FDA may also conduct other postapproval inspections, such as to address adverse events
associated with a particular drug. In addition, FDA conduets for-cause inspections when it
receives information indicati bl in the facture of approved drug products, as
well as when it follows up on manufacturers that were not in compliance with GMPs during
previous inspections.
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product, manufactures, processes, and packs the drug adequately to
preserve its identity, strength, quality, and purity.

Postapproval GMP surveillance inspections are conducted to ensure
compliance with applicable laws and regulations pertaining to the
manufacturing processes used by domestic and foreign establishments in
the manufacture of finished drug products marketed in the United States
and bulk drug substances used in the manufacture of those products.
These inspections focus on a manufacturer’s systemwide controls for
ensuring that drug products are high in quality. Systems examined during
these inspections include those related to quality control, production, and
packaging and labeling. These systems may be involved in the
manufacture of multiple drug products.

FDA allocates funds to ORA to carry out preapproval and postapproval
inspections of foreign and domestic establishments. ORA develops an
annual work plan and a budget that estimates human resources available
to conduct activities related to foreign inspections. ORA also develops
estimates for inspections of domestic establishments. Typically, ORA
investigators and laboratory analysts travel abroad for about 3 weeks at a
time, during which they inspect approximately three establishments. Each
establishment inspection typically lasts a week, with 1 day of each week
set aside for documenting the inspection or for extending the inspection, if
necessary.

CDER uses a risk-based process to select some domestic and foreign
establishments for postapproval GMP surveillance inspections. According
to an FDA report,” the agency developed the process after recognizing that
it did not have the resources to meet the requirement for inspecting
domestic establishments every 2 years.” The process uses a risk model to
identify those establishinents that, based on characteristics of the
establishment and of the product being manufactured, have the greatest
public health risk potential should they experience a manufacturing
defect. (See table 1 for a description of the risk-based site selection model

®pepartment of Health and Human Services, U.S, Food and Drug Administration, “Risk-
Based Method for Prioritizing CGMP Inspections of Pharmaceutical Manufacturing Sites—
A Pilot Risk Ranking Model,” (September 2004),
http/iwww.fda.gov/cder/gmp/gmp2004/risk_based_method.htm (accessed Oct. 21, 2007).

“Previously, FDA used other less formal risk-based systers to prioritize its inspections,
For example, we noted in our 1998 report that FDA had used a risk-based site selection
system, in which it classified list ding to risk tiers. See GAO/HEHS-98-21.
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used by FDA in fiscal year 2007.) For example, FDA considers the risk to
public health from poor quality over-the-counter drugs to be lower than for
prescription drugs, and consequently establishments manufacturing only
over-the-counter drugs receive a lower score on this factor than other
manufacturers. Through this process, CDER annually prepares a
prioritized list of domestic establishments and a separate, prioritized list of
foreign establishments. CDER began applying this risk-based process {o
domestic establishments in fiscal year 2006 and expanded it to foreign
establishraents in fiscal year 2007.

Table 1: Summary of Factors in FDA’s Risk-Based Site-Selection Mod 1in Fiscal
Year 2007

Category

of factor Description Example(s)

Product Factors pertaining to the intrinsic  FDA considers establishments
properties of drug products such  manufacturing prescription drugs, as
that quality deficiencies could opposed to only over-the-counter
potentially and adversely affect  drugs, to be higher risk
public health

Process Factors pertaining to aspects of  FDA considers establishments
drug if ing operati iring small-volume drugs
that may predict potential administered intravenously to be
difficulties with process control or higher risk than those manufacturing
vulnerability to various forms of  prompt release tablets, because of
contamination the greater risk of contamination

associated with the manufacture of
small-volume intravenous products

Facility Factors relating to characteristics FDA considers establishments that
of & manufacturing site believed  have not had a recent GMP
to be predictive of potential inspection to be higher risk than those
quality risks that have received a recent GMP

inspection

Source GAO analysis of FDA's nek model.

FDA relies on multiple databases to manage the foreign drug inspection
program. FDA assigns unique numeric identifiers to establishments,
known as the FDA establishment identifier (FEI) number. An FEI number
could be assigned at the time of registration, importation, or inspection.

DRLS contains information on foreign and domestic drug establishments
that have registered with FDA. Establishments that market their drugs in
the United States must register with FDA. These establishments provide
information, such as company name and address and the drug products
they manufacture for commercial distribution in the United States, on
paper forms that are entered into DRLS by FDA.
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+ OASIS contains information on drugs and other FDA-regulated products
imported into the United States, including information on the
establishment that manufactured the drug. The information in OASIS is
automatically generated from data managed by U.S. Customs and Border
Protection, which are originally entered by customs brokers based on the
information available from the iraporter.”* Each establishment is assigned a
manufacturer identification number that is generated from key
information entered about an establishment’s name, address, and location.

+ FACTS contains information on FDA’s inspections of domestic and foreign
drug establishments. FDA investigators and laboratory analysts enter
information into FACTS, following completion of an inspection.

According to DRLS, in fiscal year 2007, China and India had more
establishments registered to manufacture drugs for the U.S. raarket than
any other country.” Other countries that had a large number of
establishments registered to manufacture drugs for the U.S. market in this
year were Canada, France, Germany, Italy, Japan, and the United
Kingdom. (See fig. 1.) These countries are also listed in OASIS as having
the largest number of manufacturers importing drugs into the United
States.

¥Customs brokers are private individuals, parinerships, associations, or corporations
licensed, regulated, and empowered by U.S. Customs and Border Protection to assist in
meeting federal requirements governing imports and exports.

YThese counts include foreign establist that factured human drugs, biologics,
and veterinary drugs; FDA was unable to provide the number of registered establishments
specifically manufacturing human drugs.
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Figure 1: F reign i Reg d to Manuf; Drugs for the U.S. Market, by Country, Fiscal Year 2007

r~ e

Kingdom-83-
Germany-101

I o registered astablistments

150 registered estabiishments . e

§1-100 ragistered establishments
101-200 registered establishments
u 200+ ragistered astablishments

Source GAQ analysis of FDA data.

Note: These counts include foreign establishments that manufactured human drugs, biologics, and
veterinary drugs; FDA was unable 1o provide the number of regi: establishments i
manufacturing hurman drugs.
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FDA Lacks Accurate
Information to
Effectively Manage
the Foreign Drug
Inspection Program

FDA does not know how many foreign establishments are subject to
inspection; including the number of establishments that are registered and
whose products are currently imported into the United States and
establishments that are not required to register but whose products are
ultimately used in drugs that are marketed here. Instead of maintaining a
list of such establishments, FDA relies on information from several
databases that were not designed for this purpose.

DRLS, established in 1991, is intended to list the establishments registered
that manufacture drugs for the U.S. market. However, requirements for the
registration of foreign establishments were not implemented until 2002.”
FDA expected that requiring foreign establishments to register would
provide it with a comprehensive list of such establishments. In fiscal year
2007, approximately 3,000 foreign establishments were registered with
FDA that manufactured human drugs, biclogics, or veterinary drugs; FDA
was unable to determine from this database the number of registered
establishments specifically manufacturing human drugs.

DRLS provides FDA with some information about establishments subject
to inspection, but eontains inaceuracies and does not provide a complete
count. FDA officials told us that the count of registered foreign
establishments in DRLS does not reflect the actual number whose
products are being imported into the United States for several reasons.
First, foreign establishments may register with FDA, whether or not they
actually manufacture drugs for the U.S. market. FDA officials told us that
this is made more likely by the fact that FDA does not charge foreign
establishments a fee to register. FDA officials pointed out that some
foreign establishments register because, in foreign markets, registration
may erroneously convey an “approval” or endorsement by FDA. Second,
foreign establishments may not renew their registration information,
although they are required by FDA to do so annually. Agency officials told
us that if foreign establishments stop manufacturing drugs for the U.S.
market or go out of business they may not report the change to FDA, even
though it is required. FDA officials told us that the agency does not
routinely verify the information provided by the establishment to ensure
that it is accurate or confirm that the establishment actually manufactures

See Pub. L No. 105-115, §§ 417, 501, 111 Stat. 2206, 2379-80. FDA issued implementing
regulations in 2001, which were effective February 11, 2002. 66 Fed. Reg. 59138 (Nov. 27,
200D).
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drugs for the U.S. market.” FDA does not know how many foreign
establishments are erroneously registered. Third, foreign establishments
that manufacture APIs are not required to register if their products are not
directly imported into the United States.”

OASIS also provides FDA with some information about establishments
subject to inspection, but this database contains inaccurate data on the
count, of foreign establishments manufacturing drugs imported into the
United States. According to OASIS, 6,760 foreign establishments
manufactured drugs that were imported into the United States in fiscal
year 2007, However, FDA officials told us that errors in data entry result in
inaccurate counts of establishments whose drugs are imported into the
United States. FDA officials told us that if information about an
establishment—such as its name—was entered by customs brokers
incorrectly, a new manufacturer identification number, and thus a new
FEI number, could be assigned to an establishment that already has an FEI
number. For example, a customs broker may enter an establishment's
name slightly differently from the way it is displayed in OASIS, such as
using “Inc.” instead of “Incorporated,” which would lead to the creation of
a second FEI number for the establishment. Therefore, a single
establishrent may be counted more than once in OASIS, which would
result in an artificially high count of foreign establishments importing
drugs into the United States. FDA officials acknowledge this problem but
were unable to provide us with an estimate of the extent of that error. In
addition, the agency does not have a process for systematically identifying
and correcting these errors. To mitigate this problem, the officials told us
that FDA has provided regional training to brokers as a way to improve
accuracy. FDA officials also told us that the agency is pursuing a new
government-wide initiative that would address this problem by providing a.
unique identifier for each foreign establishment involved in the import
supply chain.

FDA’s data suggest that between 3,000 and 6,760 establishments could be
subject to FDA inspection. However, FDA officials told us that the two

5% the agency leams of an error, it would ask the establishment to submit corrected
information.

®For example, an establishment in China may export an API to Germany. The German
establishment may use the AP in its production of a drug that is imported into the United
States. Although the German establishment would be required to notify FDA of its
arrangement with the Chinese establishment, and the Chinese establishment would be
subject to inspection by FDA, the Chinese establishment is not required to register,
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databases—DRLS and OASIS—cannot be electronically integrated or
interact with one another, so any comparisons are done manually for each
individual establishment. Because comparisons of the data and error
identification are done manually, the databases are not conducive to
routine data analysis. FDA officials told us that they have not generated an
accurate count of the establishments whose drugs are imported into the
United States.

Because FDA does not have a list of all foreign establishments subject to
inspection, in fiscal year 2007 it created a list of such establishments for
the purpose of applying its risk-based process.” In preparing this list, FDA
draws on information from DRLS. It also obtains information from
previous inspections to help it identify establishments that are subject to
inspections but are not required to register—such as the manufacturer of
an API whose product is not directly imported into the United States. For
fiscal year 2007, this list consisted of 3,249 foreign establishments.
However, as a result of the inaccuracies in DRLS, FDA recognizes that this
list does not provide an accurate count of establishments subject to
inspection,

*1n addition to establishments identified for the purposes of conducting its risk-based
analysis, FDA also identifies establishments subject to inspection that are named in NDAs
or ANDAs using its E: i Evaluation System datab This database identifies the

i i Ived in drug facturing, includi i
manufacturing a finished product for import into the United States and the establishients
manufacturing any APIs for that finished product.
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FDA Conducts
Relatively Few
Foreign
Establishment
Inspections and
Relies on the NDA
and ANDA Review
Process as the
Primary Selection
Factor

FDA conducts relatively few inspections of foreign drug establishments.
However, because FDA is not certain how many foreign establishments
are actually subject to inspection, the percentage of foreign establishments
that have been inspected carmot be calculated with certainty. Most foreign
establishments are selected for inspection as part of the agency's review
process associated with an NDA or ANDA. Therefore, the vast majority of
foreign inspections include a preapproval inspection. In addition, although
FDA has implemented a risk-based process in selecting foreign
establishments for GMP surveillance inspections, relatively few such
inspections are conducted. FDA tries to make efficient use of its resources
by selecting establishments for these inspections that allow it to
coordinate travel with preapproval inspections.

Relatively Few Foreign
Establishments Are
Inspected by FDA Each
Year

In each year we examined, FDA inspected a small portion of foreign
establishments through either preapproval or GMP surveillance
inspections. However, its lack of a list of foreign establishments subject to
inspection makes it difficult to determine an exact percentage. Based on
our review of data on inspections, FDA conducted an average of 241
foreign establishment inspections per year from fiscal year 2002 through
fiscal year 2007.”' Comparing this average number of inspections with
FDA’s count of 3,249 foreign establishments it used to plan its fiscal year
2007 prioritized GMP surveillance inspections suggests that the agency
inspects about 7 percent of foreign establishments in a given year. At this
rate it would take FDA more than 13 years to inspect this group of
establishments once, assuming that no additional establishments are
subject to inspection.

"FDA’s data indicate that some foreign drug rmanufacturers have not

received an inspection, but the exact number of establishments not
inspected was unclear. Of the list of 3,249 foreign establishments, there
were 2,133 foreign establishments for which the agency could not identify
a previous inspection. Agency officials told us that this count included

“Inspection data for fiscal year 2007 may not be complete because FDA provided GAQ
with these data as of Septeraber 26, 2007, prior to the end of the fiscal year. Our analysis
includes all foreign and domestic inspections that were identified in FDA’s data as being
either related to the drug application approval process or GMP. It does not include a small
number of other inspections, such as those related to problems identified by consumers or
health care professionals.
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registered establishments whose drugs are being imported into the United
States that have never been inspected but also included other types of
establishments, such as those whose products were never imported into
the United States or those who have stopped importing drugs into the
United States without notifying FDA. FDA was unable to provide us with
counts of how many establishments fall into each of these subcategories.
Of the r ining 1,116 establish ts on FDA’s list, 242 had received at
least one inspection, but had not received a GMP surveillance inspection
since fiscal year 2000,” and the remaining 874 establishments had received
at least one GMP inspection since fiscal year 2000, Of these 874
establishments, 326 had last been inspected in fiscal years 2005 or 2006,
292 were last inspected in fiscal years 2003 or 2004, and the remaining 256
received their last inspection from fiscal year 2000 through fiscal year
2002.

FDA has increased the number of foreign establishments it inspects, most
of which are concentrated in a small number of countries. From fiscal year
2002 through fiscal year 2007, the number of foreign establishment
inspections FDA conducted annually varied from year to year, but
increased overall from 222 in fiscal year 2002 to 295 in fiscal year 2007.
During this period, FDA inspected establishments in a total of 51
countries, More than three quarters of the 1,445 foreign inspections the
agency conducted during this period were of establishments in ten
countries, as shown in table 2. The country with the most inspections
during this period was India, which had 200 inspections. Inspections of
establishments located in India increased from 11 in fiscal year 2002 to 65
in fiscal year 2007.

#According to FDA officials, some of these establishments may have received an
inspection for another type of product, such as a veterinary drug.
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Table 2: Number of FDA Inspections of Foreign in the M: of Drugs for the U.S. Mark t, by
Country f r the 10 Most Fi y Insp d Ci Fiscal Year 2002 through Fiscal Year 2007
Number of inspections

Number §
Country FY2002 FY2003 FY2004 FY2005 FY2008 FY2007" Total  establishments®
India 11 18 38 a3 34 65 200 410
Germany 24 16 35 25 19 22 140 199
italy 17 30 26 21 18 18 131 150
Canada 29 12 17 23 23 19 123 288
United Kingdom 19 22 15 18 15 13 102 169
France 14 15 13 12 16 24 94 162
China 11 9 17 21 17 13 88 714
Japan 11 13 14 21 13 18 87 196
Switzerland 12 12 11 17 9 14 75 83
Ireland 11 5 11 14 3 11 55 61
All other countries 83 38 83 81 45 80 350 817
Total 222 190 260 266 212 295 1,445 3,249

Source' GAC analyss of FDA data.

*Inspection data for fiscal year 2007 may not be complete because FDA provided GAD with these
data as of September 26, 2007, prior o the end of the fiscal year.

*This count rep the number of i FDA used to plan its fiscal year 2007 prioritized
surveillance inspections.

The Need to Conduct While enforcing GMP compliance through surveillance inspections is
Preapproval Inspections FDA’s most comprehensive program for monitoring the quality of
Associated with NDAs and  marketed drugs, FDA’s inspections of most foreign establishments occur
ANDAs Drives FDA’s as part of the agency’s review of an NDA or ANDA, Agency officials said

. . that FDA may need to inspect establishments involved in the manufacture
Selectllon of FOrelgn of the drug referenced in an NDA or ANDA in order to meet specific goals
Establishments for the timely review of these applications. As we reported in 1998 and we
still found in 2007, most inspections of foreign manufacturers occur only
when they are listed in an NDA or ANDA. For fiscal years 2002 through
2007, 88 percent of FDA's inspections of foreign establishments were
conducted as part of the preapproval process. When FDA receives an NDA
or ANDA, CDER officials review the inspection history of each
establishment listed on the application. According to FDA officials, if an
establishment listed on the NDA or ANDA has received a satisfactory GMP
inspection in the previous 2 years and the agency has no new concerns,
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FDA will consider this inspection sufficient and will not perform a
preapproval inspection of this establishment.”

FDA often includes a GMP inspection when it visits an establishment for a
preapproval inspection. As presented in figure 2, from fiscal year 2002
through fiscal year 2007, the majority of FDA's foreign inspections
combined a preapproval inspection with a GMP inspection. According to
FDA officials, because foreign establishments are inspected infrequently, it
is expedient for investigators and laboratory analysts to conduct
preapproval inspections and GMP inspections during the same visitto a
foreign establishment. During one establishment visit, FDA investigators
can conduct inspections related to multiple compliance programs.™
Because a GMP surveillance inspection examines the major manufacturing
systems at an establishment, the results of such an inspection can be
generalized to all products manufactured at a particular establishment.
FDA can thus use the results of the combined inspection to make
decisions in the future if that establishment is listed again in another NDA
or ANDA.

23Accmrding to FDA officials, the agency typically only inspects establishments
manufacturing inactive ingredients on a for-cause basis. FDA defines inactive ingredients
as any component of a drug product other than the API, such as materials that improve the
appearance, stability, and palatability of the product.

*Compliance programs outline procedures for conducting different types of inspections,

including preapproval inspections for drugs that are the subject of an NDA or ANDA, drug
manufacturing inspections, and drug repacker and relabeler inspections.
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o ST e e et v
Figure 2: FDA Foreign Establishment Inspecti by Type of i ion, Fiscal Y ar
2002 through Fiscal Year 2007

GMP only

Preapproval only

69%
Both preapproval and GMP

Source. GAO analysis of FOA data

Note: Inspection data for fiscal year 2007 may not be compiete because FDA provided GAQ with
these data as of September 26, 2007, prior to the end of the fiscai year.

FDA conducts fewer GMP surveillance inspections of foreign
establishments than it does of domestic ones. Of the 1,445 foreign
establishment inspections conducted from fiscal year 2002 through fiscal
year 2007, 1,177 inspections included a GMP component, of which 998
were conducted in conjunction with a preapproval inspection. In contrast,
FDA conducted 9,694 domestic establishment inspections that included a
GMP component, of which 7,742 were not conducted in conjunction with a
preapproval inspection. Figure 3 shows a comparison of foreign and
dornestic inspections, by type of inspection.
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I T T ———
Figure 3: Number of FDA Foreign and Domestic Establishment Inspecti ns, by Type
of Inspection, Fiscal Year 2002 through Fiscal Year 2007

Number of inspections
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Source GAO analysis of FDA data

Note: Inspection data for fiscal year 2007 may not be complete because FDA provided GAO with
these data as of September 26, 2007, prior to the end of the fiscal year.

FDA’s funding for its domestic and foreign inspection progrars is
consistent with this approach. From fiscal year 2002 through fiscal year
2007, FDA dedicated more funding to domestic establishment inspections
than foreign establishment inspections. The agency dedicated more
funding to conduct foreign preapproval inspections than foreign GMP
surveillance inspections, as shown in table 3.
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Table 3: FDA Funding for Foreign and D
2007

ated to Human Drugs, Fiscal Year 2002 through Fiscal Y ar

Activity (dollars in thousands) FY2002 FY2003 FY2004 FY2005 FY2006 FY2007"
For ign
Preapproval inspections $8,274 $8,515 $8,406 $8,604 $7,544 $7,658
Postapproval inspections 5,256 5177 5,150 5,224 5,261 5,191
Domestic
Preapproval inspections 21,846 23,008 23,965 25,213 21,775 23,532
Postapproval inspections 23,102 28,801 27,989 28,270 27,607 28,452

Source” GAD analysis of FDA data.

“Fiscal year 2007 funding is estimated.

FDA’s Risk-Based Process
Is Used to Select Relatively
Few Foreign
Establishments for GMP
Surveillance Inspections

Relatively few foreign establishments identified through CDER’s risk-
based site selection process are selected for GMP surveillance inspections.
In fiscal year 2007, after using this process to rank the 3,249
establishments by their potential risk level, CDER forwarded to ORA a list
of 104 foreign establishments that it considered to be a high priority for
inspection. Of these, CDER requested that ORA complete GMP
surveillance inspections of 25 establishments and FDA officials estimated
that about 30 such inspections were actually completed in fiscal year 2007.
In fiscal year 2008, CDER submitted a list of 110 foreign establishments to
ORA, with a negotiated target of at least 50 inspections.

The application of the risk-based site selection process does not ensure
that the foreign establishments posing the greatest potential risk are
selected for GMP surveillance inspections. First, FDA officials
acknowledge that they do not have an accurate list of foreign

establist ts manufacturing drugs for the U.S. market to use in the
application of the risk-based process. Second, the usefulness of the risk-
based process is weakened by the incomplete and possibly inaccurate
information on those foreign establishments that FDA has not inspected
recently, as well as those that have never been the subject of a GMP
surveillance inspection. As a consequence, FDA lacks sufficient data to
make an accurate assessment of the potential risk of such establishments.
FDA recognized the effect of such data limitations on the domestic
application of the risk-based process and undertook a data quality
improvement initiative in fiscal year 2005, but it has yet to make a
comparable effort to improve its data on foreign establishments.

Page 19 GAO-08-224T
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To help account for the differences in information available to FDA
between foreign establishments that have and have not been inspected,
the agency categorizes establishments into one of three groups for the
purposes of examining risk scores: (1) those that have received a GMP
surveillance inspection since fiscal year 2000; (2) those that have not
received a GMP surveillance inspection since fiscal year 2000, but have
received another type of inspection in that time (for example, 2
preapproval inspection or a veterinary drugs inspection); and (3) those
that may never have received an inspection.” These groups were created
to account for limitations in the data and are not designed to indicate
relative risk among groups. FDA officials told us that risk scores can be
more readily compared within a group, than among groups. In 2007, FDA
selected 33 establishinents from the first group, 31 from the second group,
and 40 from the third group to create the list of 104 establishments it
subritted to ORA.

FDA officials indicated that they do not know if the establishments on the
prioritized list forwarded to ORA differ significantly from each other in
risk level. Consequently, they do not necessarily select the highest ranked
establishments and therefore consider the locations of other planned
inspections in making a final determination of foreign establishments from
the prioritized list for GMP surveillance inspections. According to FDA
officials, this gives them needed flexibility to make selections that will
make efficient use of available resources. For example, if ORA is sending
an investigator and laboratory analyst to a particular region in China for a
preapproval inspection and an establishment in the same region appears
on the prioritized list for GMP surveillance inspections, ORA might add
this establishment to the inspection itinerary.

*This third group may include registered establishments whose drugs are imported into the
United States. However, some establishments in this group may have received an
inspection under a different FEI rumber, be shippers rather than ers, only
raanufacture products other than human drugs, or never have or no longer have their drugs
imported. FDA was unable to provide counts of how many establishments fall into each of
these subcategories.

Page 20 GAO-08-224T
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Challenges Unique to
Foreign Inspections
Influence the Manner
in Which FDA
Conducts Such
Inspections

Inspections of foreign drug establishments pose unique challenges to
FDA-—in both human resources and logistics. For example, unlike
domestic inspections, FDA does not have a dedicated staff devoted to
conducting foreign inspections and relies on volunteers, In addition, unlike
domestic GMP surveillance inspections, foreign establishment GMP
surveillance inspections are announced in advance and inspections cannot
be easily extended due to travel itineraries that involve more than one
establishment. Other factors, such as language barriers, can also add
complexity to the challenge of completing foreign establishment
inspections.

According to FDA officials, the agency does not have a dedicated staff to
conduct foreign inspections. They explained that the same investigators
and laboratory analysts are responsible for conducting both foreign and
domestic inspections. These staff members must meet certain criteria in
terms of their experience and training to conduct inspections of foreign
establishments. For example, they are required to take certain training
courses and have at least 3 years of experience conducting domestic
inspections before they can be considered to conduct a foreign inspection.
FDA reported that it currently has approximately 335 employees who are
qualified to conduct foreign inspections of drug manufacturers.
Approximately 250 of these employees are investigators and 85 are
laboratory analysts. These counts do not represent the number of
individuals that actually conduct foreign inspections in a given year. Not
all investigators and laboratory analysts who are qualified to conduct a
foreign inspection do so in a given year, while others may perform
multiple inspections during the same period. Using data from FACTS, we
found that the total nurnber of employees conducting pre-approval and
GMP surveillance inspections of drug manufacturing establishments,
either foreign or domestic, decreased from 587 in fiscal year 2002 to 446 in
fiscal year 2007, as shown in table 4. However, of these, the number of
employees who conducted foreign inspections of drug manufacturers
increased from 100 to 141 during that same period. While an investigator
and analyst team may participate in foreign inspections, FDA officials
stated that in certain circumstances, such as inspections that do not
involve the review of laboratory facilities, only an investigator is sent.
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Tabl 4: Number of FDA Employees Ci pect Fiscal Year 2002 through Fiscal Year 2007

Locati n finspection FY2002 FY2003 FY2004 FY2005 FY2006 FY2007°
Employses who conducted foreign inspections 100 94 117 114 102 141
Employees who conducted foreign or domestic inspections 587 595 539 512 478 446

Source GAQ analysis of FDA data.

“Inspection data for fiscal year 2007 may not be complate because FDA provided GAO with these
data as of Septemnber 26, 2007, prior to the end of the fiscal year.

FDA relies on investigators and laboratory analysts to volunteer to
conduct foreign inspections. FDA officials told us that it is difficult to
recruit investigators and laboratory analysts to voluntarily travel o certain
countries, However, officials noted that the agency provides various
incentives to recruit employees for foreign inspection assignments. For
example, employees receive a $300 bonus for each three week trip
completed. FDA indicated that if the agency could not find an individual to
volunteer for a foreign inspection trip, it would mandate the travel.
However, FDA does not typically send investigators and laboratory
analysts to countries for which the U.S. Department of State has issued a
travel warning nor would it mandate travel to such a couniry.” We found
that 49 foreign establishments registered as manufacturers of drugs for the
U.S. market were located in 10 countries that had travel warnings posted
as of October 20077 However, FDA officials told us that in the past they
have conducted inspections in countries with travel warnings. They also
provided us with one example in which an establishment in a country with
a travel warning hired security through the U.S. Department of State to
protect the inspection team.

FDA also faces several logistical challenges in conducting inspections of
foreign drug manufacturing establishments. FDA guidance states that
inspections at foreign facilities are to be approached in the same manner
as domestic inspections. However, the guidance notes that one main
difference posing a significant challenge to the inspection team abroad is
the logistics borne by the program itself. For example, FDA is unable to
conduct unannounced inspections of foreign drug manufacturers, as it
sometimes does with domestic manufacturers. FDA policy states that the

*Travel warnings are issued when the U.S. Department of State recommends that
Americans avoid travel to a certain country.

“"These ten countries are Colombia, the Democratic Republic of the Congo, Haiti,
Indonesia, Israel, Kenya, Nigeria, Pakistan, the Philippines, and Saudi Arabia.

Page 22 GAO-08-224T



49

agency, with few exceptions, initiates inspections of establishments
without prior notification to the specific establishment or its ent
s0 that the inspection team can observe the establishment under
conditions that represent normal day-to-day activities.” However, prior
notification is routinely provided to foreign establishments. FDA
recognizes that the time and expense associated with foreign travel
requires them to ensure that the foreign establishment’s managers are
available and that the production line being inspected is operational
during the inspection. In addition, FDA does not have explicit authority to
inspect establishments in foreign countries, and it therefore may have to
obtain permission from the government and company prior to the
inspection. FDA officials explained that, in some cases, investigators and
laboratory analysts may need to obtain a visa or letters of invitation to
enter the country in which the establishment is located. In addition, FDA
does not have the same flexibility to extend the length of foreign
inspection trips if problems are encountered as it does with domestic
inspections because of the need to maintain the inspection schedule,
which FDA officials told us typically involves inspections of multiple
establishments in the same country.

FDA officials also told us that language barriers can make foreign
inspections more difficult to conduct than domestic inspections. The
agency does not generally provide translators in foreign countries, nor
does it require that foreign establishments provide independent
interpreters. Instead, they may have to rely on an English-speaking
representative of the foreign establishment being inspected, who may not
be a translator by training, rather than rely on an independent translator.

Concluding
Observations

Millions of Americans depend on the safety and effectiveness of the drugs
they take. More than nine years ago we reported that FDA needed to make
improvements in its foreign drug inspection program. Yet, our preliminary
work indicates that fundamental flaws that we identified in the
management of this program in 1998, continue to persist. FDA still does
not have a reliable list of foreign establishments that are subject to
inspection. As more imported drugs enter the United States, it becomes
increasingly important that foreign establishments receive appropriate

“0RA Field Management Directive No. 112A, Prior Notification to FDA Regulated
Industries of Impending Inspections, August 1996. However, for both domestic and foreign
preapproval inspections, FDA provides prior notification to the establishment.
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scrutiny. We understand that FDA currently cannot inspect all foreign
establishments every few years, We also recognize that FDA has taken
steps to improve its management of the foreign drug inspection program
by enhancing the risk-based process it uses to select establishments for
GMP surveillance inspections. In addition, FDA is pursuing an initiative
that is intended to irprove its identification of foreign drug
establishments. However, until FDA responds to systemic weaknesses in
the management of this important prograr, it cannot provide the needed
assurance that the drug supply reaching our citizens is appropriately
scrutinized, and safe.

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

For further information about this testimony, please contact Marcia
Contacts and Crosse at (202) 512-7114 or crossem@gao.gov. Contact points for our
Acknowledgments Offices of Congressional Relations and Public Affairs may be found on the
last page of this testimony. Geraldine Redican-Bigott, Assistant Director;
Katherine Clark; Robert Copeland; William Hadley; Cathleen Hamann;
Julian Klazkin; Romonda McKinney; Lisa Motley; and Suzanne Worth made
key contributions to this testimony.
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Mr. StuPAK. Thank you, Dr. Crosse. And, Mr. Nielsen, for an
opening statement, please, sir. Pull your mike up there a little clos-
er and the green light should be on, hopefully. Thank you.

TESTIMONY OF CARL R. NIELSEN, DIRECTOR (RETIRED), DIVI-
SION OF IMPORT OPERATIONS, OFFICE OF REGULATORY AF-
FAIRS, FOOD AND DRUG ADMINISTRATION

Mr. NIELSEN. Mr. Chairman, members of the subcommittee. We
are to provide information to enable you to better assess the ade-
quacy of the current FDA foreign inspection program and to help
you formulate practical, effective solutions for improvement. It is
unavoidable for us to also discuss FDA’s import operations, since
obviously foreign-made goods gained entry into the U.S. market
through FDA’s import procedures.

FDA manages the importation of drugs using the same entry re-
viewers, the same organizational structure, and the same informa-
tion technology infrastructure as those used to oversee the importa-
tion of foods, medical devices, biologics, and all other regulated
commodities. I recall an interview with the Journal of Commerce
not long after that fateful 9/11 day. I was Director of FDA’s ORA
Division of Import Operations and Policy at the time. During the
interview I was asked whether there were significant
vulnerabilities in the current FDA import operation. I say to you
today what I said then. Do the math. The import system was bro-
ken then, and it is even more so now. The volume of lines of entry
have more than tripled since 1999, while resources have remained
essentially static or have been reduced.

So, is FDA’s foreign drug inspection program adequate to prevent
entry of unsafe drug products? Let us do a quick review of some
relevant information. Maybe some simple arithmetic can help us
come to a logical conclusion. First, FDA is expected to handle ap-
proximately 18 million lines of entry for all regulated commodities
this year. Drugs and biologics comprise approximately 10 percent,
or 1.8 million lines, foods and cosmetics comprise approximately 60
percent, and medical devices comprise approximately 30 percent, or
5.4 million lines of entry. Number two, entries of FDA-regulated
goods enter through 250 or more U.S. Customs Ports of Entry. Na-
tionwide, there is approximately 200 field investigators and inspec-
tors who spend most, but not all, of their time reviewing entries,
collecting samples, examining cargo, and conducting investigations
and inspections for all imported commodities. That is less than one
person per port on average, and 90,000 entries per person on aver-
age.

There is an estimated 300,000 plus foreign manufacturers of
FDA-regulated commodities. FDA conducts 500 to 900 foreign in-
spections per year for all industries. That is an inspection cycle of
333 to 600 years on average for all commodities. The foreign-made
products are received from 200 plus countries, not just a handful
of concern. FDA inspects an average 200 to 300 foreign inspectors
of Rx drugs per year. Inspection of foreign manufacturers of OTC
drugs are virtually non-existent. There is an estimated 3,000 to
6,800 foreign manufacturers of Rx drugs, on top of which there are
thousands of OTC manufacturers. The estimated foreign inspection
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cycle for the Rx industry ranges from 10 to 30 years or more, while
the cycle for OTC drugs could be 50 years or more, or almost never.

Conclusion—FDA knows very little about the actual conditions of
manufacture of most imported drugs, and that should be found to-
tally unacceptable in a professed risk-based approach. Many poten-
tial risks are mitigated when good manufacturing practices are
used, and many potential risks are increased when good manufac-
turing practices are not used. In order to ensure a safe drug sup-
ply, FDA needs to verify compliance by the foreign drug industry
with current good manufacturing practice requirements. FDA
needs to revamp its entire organizational structure and approach
to managing products from the international market. There is no
cheap fix. That is part of the price of a global economy. Agency
oversight must follow the regulated industry to be effective.

The current, domestic-oriented organization has had decades to
get this right. It has not, and I don’t think it can. We are sitting
here talking about the very same issues from more than a decade
ago. Unless there is significant investment in the IT systems and
establishment of a new organization that can implement an effec-
tive risk-management system for all imported regulated products,
not just for foods and drugs, then I suspect folks will gather here
in another 10 years wondering why something wasn’t done this
time around that could have avoided many injuries and deaths
from unsafe, imported drug products.

I appreciate the opportunity to appear before you all, and I will
do everything I can to avoid coming back in another 10 years on
the same topic. I look forward to participating in this hearing.

[The prepared statement of Mr. Nielsen follows:]
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Statement of
Car] R. Nielsen
FDA- retired, former Director of ORA’s Division of Import Operations and Policy
Before the
SUBCOMMITTEE ON OVERSIGHT & INVESTIGATIONS
COMMITTEE ON ENERGY & COMMERCE
U.S. HOUSE OF REPRESENTATIVES

November 1, 2007

A. Introduction:

Mr. Chairman, members of the Subcommittee on Oversight and Investigations, I thank
you for this opportunity to discuss the status of FDA’s oversight of the foreign-based
pharmaceutical manufacturing industry and related drug products. I retired from FDA in
February 2005 after 32 years of government service, 28 of which I served in the U.S.
Food and Drug Administration, Office of Regulatory Affairs (ORA). Besides serving as a
senior special agent with FDA’s ORA/Office of Criminal Investigations, I served in
capacities as a consumer safety officer carrying out duties as a field investigator, a
resident-in-charge, a field compliance officer, a first line supervisor of a field unit
dedicated to import operations, lead compliance officer with the original Team
Biologics Core Team based in ORA headquarters, and, finally, for nearly six years, I
served as Director of ORA’s Division of Import Operations and Policy (DIOP). Since
my retirement [ have been self-employed as a regulatory consultant as C. Nielsen

Consulting and am co-founder of FDAImports.com.
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T understand it is the purpose of this Subcommittee’s hearing to evaluate FDA’s ability to
oversee the foreign drug industry to ensure public health and safety. The short answer —
the current paradigm is grossly inadequate, is held together by bailing wire, and is
incapable of determining or verifying the safety and efficacy of most imported drug
products. Product liability is protecting us more than FDA’s oversight of the international
supply of pharmaceuticals. Not only are financial and human resources woefully
inadequate, the current FDA organization is not designed and funded to adequately
oversee the foreign industry, to effectively manage and administer the related programs,
and to ensure the delivery of safe and effective imported drug products into the United

States through secure supply chains.

B. Importance of Surveillance Drug Manufacturer Inspections

The traditional first and internationally recognized primary method for the agency to
ensure drug products are safe and effective after product approval is to conduct current
good manufacturing practice (¢cGMP) inspections to ensure the firms are in compliance
with requirements of the current good manufacturing practice regulations (cGMPRs) and
conditions promised in the drug applications. Drugs emerging from cGMP compliant
firms means they were made in adequate facilities using appropriate systems and
practices are in place to ensure the safety and effectiveness of each batch of finished
drug. cGMP compliant firms have systems in place to ensure incoming components

including ingredients meet quality specifications.
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Prescription (Rx) drug manufacturers are required to identify their sources of ingredients,
including Active Pharmaceutical Ingredients (API’s), used to make their finished drugs
are the same ones identified in their drug applications. The applicants must also submit
information describing product specifications and manufacturing methods for the API’s.
This is usually done through the Drug Master File (DMF) process in which the AP1
manufacturer submits the information to the Agency. Today, most API’s are made by

foreign manufacturers.

The finished Rx drug manufacturer must also demonstrate the ingredients they use in the
manufacturing process consistently produces finished products that meet all relevant
specifications. Part of establishing a stable manufacturing process is ensuring the
ingredients going into the process meet specifications and are of adequate purity and
quality. In other words, the manufacturer of the finished drug essentially performs pilot
manufacturing using the API from a specific source to make sure the finished drug meets
final specifications described in the application. Use of API’s from sources other than
those identified in the approved drug application can result in a finished product that will

not do what it is supposed to do.

During counterfeit imported API investigations in the early 1990s, we found an instance,
for example, in which a patient died because a finished carbamezapine drug, an anti-
convulsant, which was made with an imported counterfeit carbamezapine API, did not
work. Other patients who experienced seizures using the same product became seizure

free once they used another carbamezapine product. The counterfeit carbamezapine API
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met identification and potency testing requirements. The investigation determined the
crystalline structure of the counterfeit altered the compression characteristics of the tablet
which had an adverse effect on dissolution characteristics. Consequently, the tablet did
not dissolve and the carbamezapine was not delivered to the target organ to manage the

seizure disorder. It apparently just passed through the intestinal tract.

Finished product testing alone is inadequate to ensure a batch of product is safe and
effective. Finished product testing does have value in determining expiration dating,
monitoring manufacturing processes, establishing baselines for impurity profiles and
other analyses useful to identify and verify important product characteristics. But testing
alone can not put the quality and safety into the product. It is the manufacturing processes
and application of effective quality assurance programs that determine the quality and
safety. An adequate correction for a failed product that is detected or confirmed by
testing is not to just do more testing. Rather, it is to identify the cause of the failure and to
implement corrective steps in the manufacturing processes to best ensure the same
failures are not repeated. It is the well designed, stable manufacturing process that
ensures product safety and effectiveness from one pill to the next, from one vial to the

next, and one bottle to the next.

C. FDA Organizational Weaknesses Undermine Effective cGMP Compliance Programs

It is primarily FDA’s Office of Regulatory Affairs’ (ORA’s) job to ensure the drug

industry is complying with cGMP requirements by conducting inspections of the physical
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plant, processes and materials. However, ORA is not directly funded to maintain baseline
infrastructure to ensure appropriate inspection coverage of regulated industry. Resources
are negotiated between ORA and the Center for Drug Evaluation and Research (CDER)
through an annual, on-going, ORA work planning process that determines which and how
many field activities will be supported for a fiscal year. These activities include domestic

and foreign inspections and border operations.

The number of activities the agency plans for the year is based on the number of activities
that can be accomplished by FTEs (Full-time Equivalents). The number of FTE’s,
though, do not directly translate to the number of warm bodies performing the activities
such as inspections and entry review. In my six years as Director of the Division of
Import Operations and Policy, no one could provide me a roster of personnel assigned to
import duties fulltime, nor was I able to develop one. In a September 24, 1998, statement
Mr. William B. Schultz, then FDA’s Deputy Commissioner for Policy, stated before the
Permanent Subcommittee on Investigations of the Senate’s Committee on Government
Affairs, “ In 1992, we received approximately 1.1 million line items of imported foods
and had 631 supported Full Time Equivalent employees (FTEs) to look at those items, By
1997, our line items more than doubled to approximately 2.7 million but budget
limitations caused us to cut our supported FTEs to 565. Of these 565 FTEs, only 314 are
what we refer to as "operational,” with 112 actual investigators and 202 analyzing
samples in the laboratories. (The others are support staff, including those at
headquarters.)”. This statement was provided in the context of describing FDA’s

oversight of imported foods.
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From Mr. Schultz’s statement one can readily see FTE’s do not directly relate to the
number of inspectors with feet on the ground. Out of the referenced 565 FTE’s, there
were 112 investigators (inspectors) to conduct entry reviews, collect samples, and
examine cargo. About 1/5 of the FTE number translated to actual investigators
(inspectors). FDA’s FTE model means more than half the resources are spent on non-
descript support staff who do not report time into the tracking systems that keep count of
FDA’s activities, e.g., entry review, domestic and foreign inspections, investigations,
sample collections, examinations, laboratory analyses, etc. The math behind this FTE
resource model is very questionable. The FTE appears to be little more than time
accounting. However, only the activities of the field inspectors, investigators and
laboratory analysts are accountable and only they report their time into the systems used
to create the FTE model. The ORA work planning process and organizational structure

need a major overhaul.

D. Disparity in FDA Inspections of Domestic vs. Foreign Drug Manufacturers

The statute requires FDA to inspect the domestic drug manufacturers every two (2) years.
Historically, FDA does pretty well meeting this 2 year obligation with its scant resources.
However, the industry trend for more than a decade has been to move drug
manufacturing for finished drugs and API’s off-shore. Unfortunately, without the

external pressure on the agency, the current FDA organization has not re-deployed, and
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will not re-deploy significant resources away from the domestic industry to the

international arena commensurate with this industry trend.

The current FDA organizational structure and administrative processes are entrenched in
overseeing the domestic industry while largely ignoring the foreign industry. Very few
foreign surveillance inspections are conducted annually, and most are conducted in a very
short-time frame of 2-3 days in order to save money and to get the greatest number of
inspection numbers accomplished on a foreign trip. Regardless of the outcome or scope
of the foreign inspections, the agency uses the number of completed foreign inspections
to argue it is providing adequate coverage of the foreign industry using the least amount
of resources. FDA still uses the number of completed inspections and other activities, the
work widgets, to measure performance instead of the outcome of the widgets. If FDA
plans 700 foreign inspections per year, for example, and the 700 foreign inspections are
completed in that year, then FDA considers the planning a success. If 701 or more
inspections are conducted then the work obligations and performance goals have been

exceeded and performance awards may even increase.

Certainly fiscal constraints to some extent have tied the agency’s hands adding to its
inability to adequately oversee the foreign industry. But why would management
continue to spend the same resources on the domestic industry when it is known at least
the same number, or more, of the manufacturing firms are located overseas? It doesn’t
make sense. Certainly it is logical to expect greater risks will arise from drug industries in

countries that do not have the same or similar oversight regulatory capabilities as the
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United States. Simple infrastructure issues such as potable water, power supply, personal
hygiene of employees and air quality can be very significant for producing products of
high quality and safety. Yet, FDA’s focus on domestic manufacturing — to the exclusion

of foreign inspections — persists.

There is an FDA culture of not wanting to know there may be more regulatory problems
outside the traditional domestic industry because the agency is already strapped with
domestic regulatory issues. This “know no evil” culture enables FDA to say that no one
has identified a specific risk, thus, there must be no risk — thus there is no cause for FDA
action. A real comprehensive risk management approach does not just pick a subset of
the universe and ignore the rest. Instead, the agency should put more value into knowing
the compliance status of the entire foreign industry as thoroughly as it pursues the
compliance of the domestic industry. If the agency knew the compliance status of the
universe of foreign manufacturers, it would be able to develop appropriate strategies to
better ensure only safe imported drugs are allowed entry into the United States. The
agency would be able to direct resources to particular firms or countries or regions to

facilitate compliance with U.S. requirements or prohibit access to the U.S. market.

Compliance by the foreign industry with cGMP requirements will reduce the potential
risks to drug product safety and efficacy. And, a rare 2-3 day foreign inspection by itself
will not adequately assess compliance with cGMP requirements. FDA’s persistence of
focusing resources on the inspection of the domestic industry and PDUFA pre-approval

inspections, creates greater opportunity for the foreign industry to cut corners with cGMP
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and other requirements without detection by FDA. The lack of credible FDA inspection
presence in the foreign industry can make unbearable the temptation to reduce costs by
taking short-cuts in proper cGMP controls because the likelihood of being caught is quite
remote. It can become a very dangerous race and slippery slope to the lowest competitive
drug price if there is no robust FDA oversight of manufacturing conditions for both
domestic and foreign industries. Further, there must be a robust, risk-based border
operation that integrates all relevant information including cGMP compliance as criteria
for admissibility. Current FDA border operations will not, can not, readily detect
shortcomings in manufacturing conditions that could cause the imported products to be
unsafe. The integration of foreign inspection data with FDA’s import operations
requires significant resources to develop Information Technologies (IT) platforms
capable of taking in, managing, evaluating, and delivering relevant information to create

an effective border operation.

E. Unfair Competitive Advantages in the Foreign Industry

The lack of credible FDA inspection presence in foreign industry also creates an unfair
competitive advantage for the foreign industry. The domestic industry is accustomed to
experiencing an FDA inspection of 2-3 weeks duration when significant, or questionable
practices are discovered. This is in stark contrast to the routine 2-3 days FDA spends
inside a foreign manufacturer, regardless of inspectional findings. Obviously, the scope
and detail of the 2-3 day foreign inspections are dramatically reduced, as well as FDA’s

ability to conduct a comprehensive assessment of the manufacturer’s cGMP compliance.
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One should expect the results of domestic inspections to show a greater rate of
compliance with FDA requirements by U.S based firms when compared to the foreign
industry, unless the brief foreign inspections are just too shallow to uncover significant

cGMP issues.

Unlike the domestic industry, the foreign industry is given extensive opportunities to
micromanage and influence FDA inspections. The current foreign inspection process puts
the manufacturer in almost a totalitarian position to control the inspection from the time
an investigator lands to the time of departure. Generally, the domestic industry is subject
to unannounced inspections under FDA’s statutory authority. Meanwhile, the foreign
industry receives several weeks’ advance notice of FDA’s intent to inspect. This
interlude provides foreign industry an opportunity to prepare and put on the best face for
the FDA inspector knowing the inspection will likely be of a specific duration and
knowing the likelihood of a timely re-inspection is remote. The FDA investigator
generally is at the mercy of the foreign firm for logistic support including land
transportation, food, translation of records and oral statements, and a work station other
than a motel room. In essence the FDA foreign inspector or inspection team is on its own
in a foreign land and is expected to be a self-sufficient traveling station with a laptop and
portable printer, and maybe a government issued cell phone as a tether to Agency support

on U.S. shores.

F. These Weakness are not Isolated to Prescription Drugs

10
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Weaknesses in FDA’s current regulatory paradigm to ensure safety of imported goods are
consistent across all imported regulated goods. This includes oversight of imported
pharmaceuticals, Rx and OTC alike. FDA’s current import program is the primary means
of overseeing the products actually arriving from foreign sources. The current import
paradigm primarily focuses mostly on sampling at the border and the review of
information contained in an invoice. Except for information in a few Import Alerts, the
FDA decision to allow the importation of a drug shipment is not based on information
related to the conditions of manufacture that can effect product safety. Even though there
are a few data points beyond invoice information that are reviewed during the entry
review process, information related to the current status of cGMP compliance is not one
of the criteria for admissibility. ORA entry reviewers have access to the text information
in multiple CDER and ORA databases, but they still do not know the current condition of
manufacturing for most drugs. Few commercial shipments are physically examined
outside of operations at international mail facilities and courier hubs. Shipments of less

than $2000 value are essentially given a free pass as an informal Customs entry.

The ORA entry reviewers check technical requirements such as registration and listing
information that have little to do with product safety, aﬁd are certainly not linked to
evidence of compliance with cGMP’s. Using the stove-piped databases, the reviewers try
to determine whether the entry of Rx drugs, finished or API, are covered by a current
drug application. Entry reviewers have to spend significant time just logging in and out of
the databases in the search of information that may be related to the shipments. And even

after all that time and effort, the entry reviewers still do not know what the current

11
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manufacturing conditions are for the vast majority of the entries. It appears FDA
presumes the foreign Rx drug industry complies with conditions in the approved drug

applications or DMF’s without a verification process.

There are similar shortcomings in the foreign inspection program for foods and drugs.
For example, many of FDA’s regulated foreign food processors, if inspected by FDA at
the current rate, are on nearly a 200 year inspection cycle. Based on my experience and
recollection, I estimate the inventory of foreign manufacturers of Rx finished drugs and
API’s to range from approximately 3,000 to 5,000 firms, maybe up to 6,000 firms or
more. If FDA were to continue inspecting the foreign Rx industry at the historical rate
of 200-300 firms per year, the manufacturers of Rx Active Pharmaceutical Ingredients
(APIs) and finished drugs would be completed on an inspection cycle up to 30 years
(6,000 firms divided by 200 inspections per year). Such a cycle would mean a 2-3 day
inspection once every 30 years in the worst case to make sure drugs are made in a manner
to ensure safety and efficacy. The best case scenario may be approximately a 10 year

inspection cycle (3,000 divided by 300).

The inspection rate of foreign OTC manufacturers may range into several decades,
maybe a 50 year cycle or more. As I recall, the number of foreign firms related to OTC
drugs could be several thousand, maybe tens of thousands or more, above the Rx
industry. Oversight of OTC drugs (finished drugs and API’s) at the border is even less
rigorous than that for Rx drugs. They simply are not on the radar as they are not funded

in the ORA work plan. There is no requirement for the OTC industry to submit an

12
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application that describes manufacturing processes including the source of Active
Pharmaceutical Ingredients (APT’s) and other ingredients. The OTC finished drugs must
meet monographs and labeling requirements. The monographs are basically product
formulation requirements coupled with labeled uses allowed by the agency. OTC drug
manufacturers are also required to comply with the same current good manufacturing
regulations (cGMP’s) as the Rx industry. And, failure to implement good manufacturing
practices can result in unsafe and ineffective drug products. But in foreign OTC

manufacturing, cGMPs are virtually never assessed.

It was reported in October 2006, that an outbreak of DEG (diethylene glycol) poisoning
occurred in Panama, resulting in multiple cases of illnesses and death. The tainted
product was an OTC drug. It is my understanding the DEG (diethylene glycol) found in
toothpaste made in China discovered in Panama and the United States in May 2007 was
not a result of product tampering of the finished product, but a result of deficient cGMP
practices that failed to verify the identification and specifications of the incoming raw
materials. The DEG was not related to the API, but was related to the quality of the
excipient or inactive ingredient of the toothpaste. Good manufacturing practices could
have prevented the incident, and robust oversight could have verified good manufacturing

practices were implemented.

The OTC industry market may even have greater impact on public health and safety than

the Rx industry since the exposure is so great. Most people self-medicate minor ailments

using OTC products. It’s the first cost-effective treatment plan for the consumer, if used

13
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properly. However, there’s even less known about the conditions of manufacture of the
imported OTC products. Historically, inspection of the OTC industry has been a very low
FDA priority compared to the Rx industry. While at FDA, I do not recall any discussions
about conducting inspections of foreign OTC firms in any FDA work plan process. [
seriously doubt any surveillance inspections have been done in recent years, if ever,
unless it was connected to an Rx manufacturer or follow-up activity related to an injury

or illness.

Consequently, the FDA oversight of OTC products from foreign sources are largely
relegated to the current border operations, and that should not make anyone feel better.
The absence of reliable information about current manufacturing conditions of most
foreign manufacturers results in a lot “unknowns”. This includes the release by FDA of
foreign made OTC products of unknown quality and safety. There is no process to
routinely identify the conditions of manufacture or compliance with requirements of the
monograph before allowing entry into the U.S. market. Compliance with cGMPs by the
foreign manufacturer and a risk-based border operation, similar to the one proposed in the
FDA 2003 Import Strategic Plan, could have prevented incidents like the discovery of

DEG in imported toothpaste.

G. Foreign Made Drugs — a Close Cousin to other Foreign Made Goods

There are an estimated 300,000 + foreign manufacturers of all FDA regulated products

dispersed among 200+ foreign countries. Products enter through approximately 300 U.S.

14
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Customs ports of entry. For years FDA has allocated less than 200 inspectors (on average
of less than 1 per port) to conduct entry reviews, collect samples and conduct physical
examinations and investigations of all imported products including foods and drugs. FDA
typically inspects 500-900 foreign firms per year, the vast majority of which are drug or
device approval driven (and funded). There are approximately 18 million lines of entry
for all FDA regulated products, of which approximately 10% are drug related. About
60% of the entries are food and cosmetic related. Approximately 25-30% of the lines of

entry are radiation emitting and medical devices.

Do the math. The current FDA organization, IT systems and regulatory paradigm have

not, and can not effectively manage the foreign industries or mitigate the related risks.

More money alone may not be enough.

15
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Mr. StupaK. Thank you, Mr. Nielsen. Mr. Hubbard, please, for
your opening.

TESTIMONY OF WILLIAM HUBBARD, SENIOR ADVISOR,
COALITION FOR A STRONGER FDA

Mr. HUBBARD. Thank you, Mr. Chairman. I have a written state-
ment, which is remarkably similar to yours, so I won’t repeat what
you said, but I will say it is frustrating to be back here over and
over again, as Mr. Nielsen said. I remember being here in 1986
with these issues, in the 1990s, and your hearings in 2004, and
now we are back again. And it does seem to be a continuing con-
cern. It doesn’t get fixed.

But bottom line, though, is how can we live with a process in
which you have this pervasive regulatory system over U.S.-pro-
duced drugs, with inspections and rigorous adherence to quality
controls, but yet the majority of our drugs are coming from foreign
countries and often developing countries, which rarely get in-
spected. I think that is an indefensible contradiction, and clearly
the examples you have all given are real. Drug ingredients coming
from countries like China and India that have weak process con-
trols. Counterfeiting of drugs is endemic around the world. In some
countries, you are more likely to get a counterfeit than a real drug.
And, of course, Americans are going to the Internet and buying
drugs that they think are coming from Canada, and in fact they
are coming from some of the darkest corners of the world.

So I must say this does need to be addressed. I worked at FDA
almost 30 years, with 14 acting and permanent commissioners, and
all of them were forced to play this public health version of the
kids’ game, whack-a-mole, in which they were forced to shift re-
sources to wherever the squeakiest wheel was of the day and try
to fix that. That was all it was, and nothing ever seemed to get
fixed. And so you see now, inadequate food inspections, you know,
inspections of clinical trials, inspections of human tissues, and of
course the drug inspections for foreign firms lags the worst in
many ways.

So the safety of drug imports just keeps coming back over and
again every few years, but we just don’t seem to fix it. So I hope
this time the committee will make a tenable effort to make this a
point of concern and move to fix it. This committee has done tre-
mendous things for the FDA over the years, and I hope that this
is one that you will stay with and tackle. Thank you very much.

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

Mr. Chairman and members of the Committee, I am William K. Hubbard, Before my
retirement after 33 years of Federal service, I served for many years with the U.S. Food
and Drug Administration, and for my last 14 years was an FDA Associate Commissioner
responsible for, among other things, FDA’s regulations and policy development.
Although I remain retired since my departure from FDA in 2005, 1 serve as an advisor to
The Coalition for a Stronger FDA, a consortium of patient, public interest, and industry
organizations whose mission is to urge that FDA’s appropriations be increased. The
Coalition and its constituent members are greatly concerned that FDA’s resource
limitations have hampered the agency’s ability to ensure the safety of our food and drug
supply. Today’s hearing is a timely example of one of those concerns—the massive
increase in pharmaceuticals being imported into the United States at a time in which
FDA’s capacity to oversee those foreign producers is in serious doubt. Accordingly, I

wish to thank the Committee for inviting me to testify on that subject today.

BACKGROUND

As you know, Congress created the current regulatory structure for assuring the safety of
human drugs in 1938, through its enactment of the Food, Drug and Cosmetic Act. That
statute recognized that drugs could be a key component of our health care system, but
that drugs were also powerful chemicals with the capability to produce great harm if not

carefully regulated. Thus Congress determined it necessary to create a relatively
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pervasive regulatory system which requires that drugs be carefully tested before being
approved for marketing, and produced under exacting quality control standards.
Subsequent FDA regulations have provided specific requirements for drug manufacturers
to meet in carrying out Congress’s direction. So, today, drugs are cautiously tested, first
in animals, then in humans, and approved by FDA only if their medical benefits outweigh
any risks they pose. Once approved for marketing, a drug must be manufactured under
specific controls mandated by FDA—known as Good Manufacturing Practices. These
include requirements that active ingredients of the drug be of a prescribed purity, strength
and quality; that the drug be made in well controlled, sanitary conditions; that its labeling
and packaging be equally well controlled; and that laboratory tests of the drug be
performed routinely using well established scientific methods and properly calibrated

equipment to confirm that the drug is always produced in the form approved by the FDA.

A RECORD OF REMARKABLE SUCCESS

The result of this regime established by Congress and implemented by the FDA has been
unsurpassed, and perhaps unequaled, in my opinion, by any American industry. FDA
now approves new drugs as fast or faster than any other country in the world (thanks to
the user fee program enacted by this Committee). The high standards for drug safety and
efficacy that you and the FDA have demanded have led to a cascade of new discoveries
across the decades that have placed the U.S. pharmaceutical industry far above foreign
competitors in quantity and quality of new therapeutics. Indeed, countries around the

world look to the FDA as the “gold standard” for determining if a new drug should be
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approved and for establishing safe manufacturing controls for marketed drugs. Today,
physicians, pharmacists, and their patients have a very, very high confidence that the
drugs they prescribe, dispense, and use are well understood, well made, and will perform

as expected.

THE GLOBAL SITUATION

The portrait of pharmaceuticals elsewhere around the world is not so positive. Drugs
developed and produced in other countries do not always have the same record of
therapeutic success as American pharmaceuticals. But perhaps more importantly, unlike
the relatively closed U.S. drug market, in most countries these products are subject to
normal arbitrage, which means that drugs move about much as do electronics, apparel,
auto parts and thousands of other goods. This has meant that drugs are often purchased
from suppliers who have little or no oversight by regulatory bodies; that key elements of
safe drug production are ignored—such as quality testing, expiration dating, and labeling
controls; and that producers of substandard and counterfeit drugs have a relatively easy

access to the marketplace.

Specific examples of dangers in the international drug market abound. Let me list just a
few:

. The recent substitution of ethylene glycol (antifreeze) for pharmaceutical

grade glycerin in an elixir that was linked to 46 deaths in Panama, as well

as 1o other deaths in Nigeria, India, South Africa, and Argentina. Those
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cases were ominously reminiscent of a similar contamination 1996 that
was associated with the deaths of 85 children in Haiti. In both cases, the
sources of the substitution were reported to be Chinese drug
manufacturers, as was the diethylene glycol contamination of toothpaste
that was found recently in many countries, including the United States.’

. About 20% of drugs in the European Union are now purchased through
their system of “parallel trade,” meaning they can come from virtually
anywhere; and in just the past 2 years, seizures alone of fake drugs in the
EU went from 500,000 tablets to almost 3 million.

. A recent “sting” operation by the The Sunday Times of London set up a
phony drug wholesaler, who was able to buy large quantities of counterfei.t
drugs from a Chinese manufacturer, who was reported to make
pharmaceutical ingredients for legal sale by day and fake drugs for illicit
sale by night. The Times reported that counterfeiters are increasingly
turning from fake handbags and currency to drugs, because the drugs are
so easy to make and sell on world markets.

. The World Health Organization has reported that in some areas of the
world, particularly parts of Africa and Asia, more than one-half of the
pharmaceutical supply is counterfeit. Indeed, drug counterfeiting is
considered to be endemic around the world, with the United States thus far
one of the few exceptions. China is alleged to be a principle world supplier

of such products.

! Ironically, and sadly, it was diethylene glycol substitution for glycerin in an elixir that killed over 100
Americans in 1937 and led Congress to enact the Food, Drug and Cosmetic Act, and thus create the drug
safety system that the United States relies upon today..
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. Within China itself, the annual number of deaths from counterfeit and
substandard drugs is reported to be between 200,000 and 300,000.
1 could go on with numerous other examples, many of which would include a
frequent reference to China. But I do not intend to suggest that “Made in China”
should become a synonym for danger. That country’s enormous economic
development in recent years has made it the source around the world of increasing
percentages of many nation’s consumer goods. Here in the United States, it is
estimated that 40% of all consumer products we purchase originate in China.
Most are assuredly safe and an attractive bargain for Americans seeking to stretch

their income as far as possible.

But drugs are not socks or running shoes. They are special, and Congress
recognized their unique importance to health—and their potential risk—when it
gave FDA the authority so many years ago to create a comprehensive regulatory
system over pharmaceuticals. 1 believe FDA did its part, and did it well—by
bringing to bear the best scientific knowledge of drug development and
production to create rules and procedures for assuring that our drugs are safely
manufactured. However, I believe that we may now be at a turning point at which
our future actions will determine whether we will go the way of other countries or

stay on the path that has served us so well.

IN WHAT DIRECTION ARE WE HEADED?
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As the Committee has documented in hearings this year with respect to imports

regulated by FDA, the United States has seen a massive change in sourcing of

many foods and drugs in recent years. Today, perhaps two-thirds of our
pharmaceuticals have foreign components, either as so-called “finished dosage
form” -- the pill we get from the pharmacy; or Active Pharmaceutical Ingredient

-- the active ingredient that is shipped to the United States for production of the

final pill form. And that ratio is predicted to climb to 80% or more by the end of

this decade. Yet in the face of this flood of drugs and drug ingredients from
overseas, what are we doing to assure that they are as safe as drugs produced in
this country? The facts are fairly dismal:

. FDA'’s inspection rate for imported drugs (and drugs ingredients) when
they arrive at a U.S, port is around 1%, which means that the vast majority
of imported drugs do not receive an FDA inspection upon entry into this
country.

. The chances of an imported drug being sampled and tested at entry to this
country is even lower; in fact, of the millions of drug shipments arriving
from foreign countries last year, only 340 samples were taken for
laboratory testing.

. Although there are approximately 3000 foreign drug manufacturers
registered with the FDA, only 341 were inspected last year. And even that
number is misleading, as most of those inspections were so-called

“preapproval inspections” for drugs about to be approved by FDA for
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marketing. The number of good manufacturing compliance inspections
was perhaps two dozen or so.

. The Food, Drug and Cosmetic Act dictates that each drug manufacturer be
inspected at least every two years, but the current rate of foreign
inspections is infrequent at best. Please stop and think about that — we are
buying ever larger percentages of our drug ingredients from producers in
developing countries who receive virtually no FDA inspection, despite a
statutory requirement that they be inspected regularly.

. The two biggest foreign suppliers of drug ingredients are China and India,
both developing countries with weak regulatory systems over drug
manufacturers; that have a track record of being the source for dangerous
and substandard drugs; and in whose facilities FDA inspectors have at
times found horrendous conditions.

. The information technology systems used by FDA to track registrations of
foreign drug manufacturers and actual imports from those manufacturers
are not linked and are so poorly coordinated that FDA inspectors often

cannot tell if a firm actually importing a drug is even registered at all.

So, then, the question we must ask is where will we go as a nation, with respect to the
safety of our pharmaceuticals. Will we accept the fact that drugs produced in many
different countries, often in developing nations without a tradition of high standards, will
be the main source for our health care and merely hope for the best? Or will we take the

steps necessary to assure that these products are as safe as our scientists can make them?
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THE GOOD NEWS

Unlike the circumstances with imported foods, for which the regulatory paradigm is
clearly antiquated and dysfunctional, our drug regulatory system is not crying out for
overhaul, for the following reasons:

1) Congress has provided FDA with a strong statutory construct for regulating the
manufacturing of pharmaceuticals;

2) FDA has implemented that statute with effective, science-based regulations
governing drug production;

3) Scientists within the Federal government, the pharmaceutical industry and
academe have worked closely over the years to develop techniques for drug
manufacturing and testing that have passed the test of time—that is, as a nation we are
good at this and the rest of the world looks to us for leadership.

4) U.S. drug manufacturers accept the need for high standards in drug development
and manufacturing and generally adopt those standards faithfully, including taking care to
secure their chain of supply of drug ingredients.

5) Drugs made in the United States under FDA’s rigorous quality control standards
have an extraordinarily good safety record, as measured by the paucity of manufacturing

defects and deaths and illnesses related to manufacturing deficiencies.

WHAT MUST BE FIXED
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But there is one critical piece of the drug regulatory system that is broken, and must be
corrected if we are to maintain our good safety record in drug production. That is the
enforcement of the rules that govern drug production. It does no good to have rules if
they are not obeyed, no good to set high standards if they are not used, and no good to
develop advanced scientific skills if they are not employed. That countries such as China
have a record of serious problems in drug manufacturing is indisputable. And the
disparity in drug inspections — in which FDA inspects U.S. facilities regularly and those

in China and India almost never -- is indefensible.

Some would say that we should not be buying products such as drugs from developing
nations, but that flies in the face of the reality of global free trade. Others would rely
upon agreements negotiated with foreign countries, under which those nations would
assure the safety of drugs exported to the United States. I believe that a developing
country is incapable of effectively implementing such an agreement, and that such a
course of action is a prescription for frustration. In the end, I believe we must rely upon

what we know has worked in the past to protect our drug supply ~ the FDA.

1 believe FDA'’s scientists and regulatory officials are nothing short of terrific. They are
well trained, intensely dedicated to the public health, and a true bargain for the American
taxpayer. But they have been handed a task -- an expectation -- that they realistically
cannot fulfill with their current resources. Simply put, they must be given two crucial

things:
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- Sufficient staff to do the work. FDA must have the people to examine and sample

more imported drugs at the border, to dispatch inspectors to the facilities in other
countries making these drugs, and to develop modern risk assessment techniques for
gauging where and when to look for drug safety problems; and

- Funds for information technology. The agency’s IT systems are woefully
outdated, yet could make the oversight of imported drugs far more effective with a
relatively small investment in funding. The IT systems should be configured in a way
that allows the agency to use a myriad of risk factors, including potential impact on the
public health, to direct its inspectional and import efforts. The import data system, for
example, is so old and communicates so poorly with other FDA information systems that
it is difficult for FDA officials to use risk as a predominant driver of their compliance
efforts. Many of the data needs are obvious — such as what drugs are coming into the
country from what manufacturers destined for what U.S. locations -- but the agency has
been so starved for IT resources that it cannot do even some simple things with its current

systems.

OTHER PRODUCTS

While 1 recognize that your focus for today’s hearing is on prescription drugs, I would
like to also briefly note that products other than foods and drugs are at risk from FDA’s
inability to adequately oversee imports. An ever increasing percentage of our over-the-
counter drugs are being imported, often in final form without additional manufacturing in

the United States. About two-thirds of our animal drugs are being made in China and
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other developing countries, and FDA was able to conduct only 14 inspections of foreign
animal drug facilities last year. And many Americans would likely be surprised to hear
that a very large percentage — perhaps most — dietary supplements are produced in China
as well (and a grand total of two of the foreign manufacturers of supplements received an

FDA inspection last year).

I thank the Commiittee for holding this hearing today. Unfortunately, I was present for a
similar hearing in this very room in 1986, and another in 2000. The concerns haven’t
changed all that much; but they’re certainly more compelling than ever. 1 sincerely hope
that this time your focus on this problem will result in some concrete action to help FDA

protect our drug supply.

Thank you again for inviting me to give my views on this subject.
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Mr. StuPAK. Thank you, Mr. Hubbard. Mr. England, please, your
opening statement.

TESTIMONY OF BEN ENGLAND, SPECIAL COUNSEL, JONES,
WALKER, WAECHTER, POITEVENT, CARRERE, & DENEGRE,
LLP

Mr. ENGLAND. Mr. Chairman and members of the committee, I
am Benjamin England. I am an attorney in the Washington, DC,
offices of the law firm of Jones, Walker, 17-year veteran of the U.S.
Food and Drug Administration. My bio is more fully explained in
my written statement, which I would ask to be made part of the
record.

Relevant to today’s topic, I will only note that during my career
Carl Nielsen and I participated in a series of imported counterfeit
bulk drug investigations with Customs Enforcement in Newark,
New Jersey, prior to the creation of FDA’s office of criminal inves-
tigations. Some of those cases became of the topic of that hearing
in June of 2000 before this committee. I am now an attorney in pri-
vate practice. I represent domestic and foreign companies before
and against various Federal agencies related to the manufacture,
distribution, importation, and exportation of FDA and USDA-regu-
lated commodities. I spent much of time assisting foreign compa-
nies and importers in complying with the myriad of Federal and
State regulatory requirements prior to the process of importation
to the United States. I do represent myself as a former FDA official
interested in the matters before the committee.

At the outset, I will say I am very pleased that the committee
has taken this issue up again and to focus specifically on the FDA’s
foreign drug inspection program, but as the Chair will know, this
is not a new discussion. It has obviously been mentioned a number
of times about the number of hearings that have been had on this
particular issue. And I would also note that during the prior hear-
ings we also discussed these imported counterfeit bulk drug cases.
That New York Times article that published yesterday reported
this rampant counterfeit active pharmaceutical ingredient, or API,
industry in China, manufacturing not so fine chemicals and pass-
ing them off in Europe, South America, and Canada, and even the
United States as legitimate product for drug manufacturing. These
chemicals are manufactured in an uncontrolled and unregulated
environment, as reportedly admitted by the industry participants
and the Chinese government. True to the pattern, though, that Mr.
Nielsen and I discovered in the early 1990s, these counterfeit and
unapproved APIs make their way to the U.S. through third coun-
tries just as the Chinese manufacturer of the counterfeit genta-
mycin sulfate sent its bulk drugs to the United States through Eu-
rope. The stories of the Haitian children that were killed by DEG-
tainted over-the-counter cough syrup, and now the more recent
Panamanian incident, is all being reported as news. I daresay it is
not news to the committee. It is not news to me, and it is not news
to the FDA.

FDA’s drug import program, its foreign drug inspection program,
and its information technology systems, which are tasked with
managing both and trying to integrate data, are broken. They were
broken 8 years ago, and they remain broken today. FDA’s current
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import program is simply not capable of adequately assessing risks
that may be associated with imported drugs, particularly given the
ever-increasing volume, variety, and complexity of those drugs. One
of the effects of free trade is the migration of manufacturing and
processing to lower-cost markets. For FDA, that meant the answers
to FDA’s safety and quality questions about drugs, the real ques-
tions, which relate to how that drug is designed and how it is man-
ufactured, and the environment in which it is made, cannot be
found by border examinations in this country. You can’t use a fin-
ished-product testing regime in order to assess that risk. Only
boots-on-the-ground inspectors inside facilities can identify that.

Given the numbers of foreign manufacturers, processors, grow-
ers, storage facilities, exporters that send products to the United
States, it is a foregone conclusion that FDA will never cross those
firms’ thresholds in any meaningful number or in any significant
frequency. The question is, how can FDA get there more often to
conduct these critical GMP inspections? And secondly, how can
FDA obtain sufficient verifiable information about what is hap-
pening inside the manufacturing plant in China or in India or in
Malaysia when FDA can’t get there?

This foreign inspection problem and the import risks, the import
program are conjoined problems. To be clear, one of the most im-
portant challenges I think FDA faces is lack of any efficient, real-
time, risk-based, intelligent operational data screening system and
its persistent siloing of agency data systems. Without correcting
that problem, FDA could not even use the data that might emerge
from more and more frequent foreign inspections. OASIS is only
screening against preset data. It is not monitoring products that
are imported. It is not evaluating those shipments for compliance
with FDA requirements or for safety.

I think we all agree FDA needs a significant influx of resources.
I don’t want to discuss many numbers. I will simply note that the
weakness of FDA’s foreign drug inspection program is not really
limited just to this 3,000 to 6,800 number. First, if you include the
over-the-counter products, which is where we actually have had
these reports of the safety risks, that number would be far, far
greater. Then if we include foods and devices and biologics, the
numbers skyrocket, and what we are left with to manage that risk
is the import program, and the numbers that are involved in that
program are even worse. Relying on that program leaves us with
a more entrenched finished-product regime. It is critical that FDA
get into more foreign firms that conduct good manufacturing prac-
tice inspections. Without more inspections, you can’t even identify
the risk baseline for drug imports, so you can’t figure out where the
baseline, as it dynamically shifts, where FDA should be focusing its
resources in both the foreign inspection program and the import
program. Both of these need to be repaired. The agency cannot use
really any of the data it receives if it cannot integrate it and assess
it, and that IT problem, if not fixed, will have us back here in 5
years with the same problem, except much more exaggerated.

Shortly after September 11, 2001, FDA’s leadership council es-
tablished an import strategic plan steering committee. By spring of
2003, that import strategic plan was virtually complete. FDA devel-
oped the ISP from contributions of more than 100 agency experts
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and all product centers, field and headquarters components, labora-
tories, international program staff, general counsel’s office, and the
Office of Policy, Planning, and Legislation. I believe those ISP prin-
ciples and many of those proposed solutions are critical to estab-
lishing a functional FDA program to integrate these foreign import
and domestic operations, and then you have something to fund.
Then you can target your resources, and you can identify and tar-
get new authorities. I also refer you to my proposals at the end of
my written statement and look forward to a vigorous discussion on
the important topic. Thank you.
[The prepared statement of Mr. England follows:]
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1. INTRODUCTION

Mr. Chairman and Members of the Committee, | am Benjamin L. England, an attorney in
the Washington, D.C. offices of the law firm of Jones Walker. 1 am a 17-year veteran of the U.S.
Food and Drug Administration (FDA), during which time I held the positions of Regulatory
Microbiologist in FDA’s Baltimore Microbiology Laboratory, Consumer Safety Officer and
Compliance Officer in FDA’s Baltimore District Office, Special Agent with FDA’s Office of
Criminal Investigations in the Miami Field Office, Compliance Officer in FDA’s Miami
Resident Post, and Regulatory Counsel to FDA’s Associate Commissioner for Regulatory
Affairs (or ACRA) in Headquarters. | resigned my most recent FDA position as Regulatory
Counsel to the ACRA in July 2003 -~ a position | held in FDA for over three years as a Title 42
appointee. During my last three years at FDA, | was a key point person for Customs and Border
Protection, | chaired the FDA’s Counterfeit Drug Working Group, instituted the Joint Agency-

Industry Working Group to combat product counterfeiting and tampering, which laid the ground
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work for the preparation of FDA’s initial Counterfeit Drug Task Force report, and co-chaired
FDA’s Import Strategic Plan Steering Committee.

[ am now an attorney in private practice representing domestic and foreign companies
before and against various federal agencies related to the manufacture, distribution, importation
and exportation of FDA and USDA regulated commodities. [ spend much of my time assisting
foreign companies and importers in complying with the myriad of federal and state regulatory
requirements prior to the process of importation into the U.S.

Along with my colleague, Mr. Carl Nielsen, who is also before you today testifying on
his own behalf, [ established the Agency’s first series of Import Enforcement Training Courses,
and with a few dedicated FDA and Customs officials, trained nearly every FDA import
inspector, investigator, import program manager, and compliance officer in the effective use of
Customs enforcement tools against products imported in the U.S. in violation of FDA
requirements.

At the outset, I am pleased the Committee has taken up the issue of safety risks
associated with imported products — and to focus today specifically upon FDA’s foreign drug
inspection program. But as the Chair will know, this is not a new discussion. Eight years ago
FDA came before this Committee to answer questions about the very same topic based upon the
Committee’s thorough investigations into a series of tmported counterfeit bulk drug cases
initiated by FDA in the very early 1990s. The FDA’s foreign drug inspection program, its
import programs, and its information technology (IT) systems, which are overburdened with the
responsibility of managing data about both, were broken then and, quite frankly, they remain

broken today.
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2. THE IMPORTED DRUG SAFETY CHALLENGES FACING FDA

It is important to provide some framework for this discussion. In an attempt to avoid
duplicating the efforts of multiple witnesses [ will keep my remarks to this end brief.
Nevertheless, they are critical to understanding the balance of my testimony today. We must
bear in mind that although we are discussing a very important concern — FDA’s inability to
inspect a sufficient number of foreign drug establishments for current good manufacturing
practices (cGMP) compliance to ensure the safety of imported drugs — this topic still represents
only one component of the entire import risk matrix confronting the agency.

FDA designed its current import program in the 1970s based upon a century old statutory
regime. When section 801 of the Food Drug & Cosmetic Act (FDCA) was enacted very few
FDA-regulated products were imported into the U.S. Prior to NAFTA and this country’s
participation with other international trade agreements, the majority of FDA-regulated imports
consisted of ingredients and components intended for further domestic manufacturing. The most
common inbound shipment consisted of break bulk (or noncontainerized) cargo arriving at
seaports. The primary strategy at that time was to examine and test some products at the border
but to primarily rely on FDA’s domestic inspections to evaluate the quality of imported
ingredients and components.

According to FDA data, from 1991 to 2000 FDA-regulated imports increased by 272%

and in 2001 alone there were more than 7 million tmported commercial lines of entry.‘ In 2002,

! A commercial line of entry is the equivalent of a line on a commercial invoice covering the sale

of a product from a foreign exporter to a U.S. importer, owner, or consignee. A line may consist of a
single laser DVD reader from Taiwan, regulated by FDA as an electronic product, or it may consist of 10
x 40 foot refrigerated containers of cantaloupes from Mexico. With regard to drugs, a line may be a
shipment of 10 cases of retail ready over-the-counter (OTC) tablets of acetaminophen or a container of
several metric tons of relatively pure bulk active pharmaceutical ingredients. A single invoice may have
one or dozens of lines. FDA counts its import transactions by commercial line of entry. Each FDA-
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approximately 7.8 million lines of FDA-regulated commercial shipments were imported. From
1997 to 2002, the number of imports of every kind of FDA-regulated product at least doubled.
This year, in 2007, FDA anticipates as many as 18 million commercial lines of entry under its
jurisdiction will be imported — representing a second doubling in the sheer number of entry
transactions since 2002. FDA’s resources directed at assessing the safety of imported products
has remained static throughout the entire time period.”

Based upon my experience at FDA, which is further informed by recent statements from
FDA in the press and in testimony before various congressional committees, roughly 60% of the
total number of commercial lines of entry are food imports; 25% consist of imported medical
devices; and 10% consist of imported drugs and biologics. Using these proportions, FDA is
responsible for ensuring the quality, safety and efficacy of nearly 2 million imported drug
shipments per year. These shipments range from small international courier packages containing
several bottles of prescription pharmaceuticals to forty-foot container-loads of metric tons of
bulk APIs for further manufacturing and processing.l

Since 1993, finished-product manufacturing in many FDA-regulated industries, including

pharmaceuticals, has shifted to foreign markets. Now the answers FDA previously obtained

regulated line is subject to FDA jurisdiction based upon the legal definitions of the various products in the
FDCA.

2 More regretfuily, even though roughly half of all FDA-regulated products consumed in the U.S.
are either manufactured in whole or in part in a foreign couniry, as I recall by the summer of 2003
approximately only 7 out of every 100 dollars spent by FDA regulating products under the Agency’s
jurisdiction was focused on FDA's import or foreign programs.

3 This estimate does not include drug shipments received through the international mail system at
the twelve international mail facilities around the country. Those small mail shipments are excluded
because they are generally of a lower value and do not reach the threshold of a formal entry. The
international mail system remains an un-automated, paper-based system and packages coming through it
are not routed through FDA’s electronic import screening system. They are off-line and virtually
unevaluated for risk, unless a wary, experienced Customs official targets a package for further FDA
review. However, even in those situations, FDA can review only a very small fraction of the packages
targeted by Customs.
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about the quality and safety of ingredients through its domestic inspection program lay thousands
of miles beyond U.S. borders — and far beyond traditional FDA oversight. Yet FDA has
continued to rely primarily on border examinations, label reviews, and a finished-product testing
to identify problems with the vast majority of imported products under its jurisdiction.

In drug manufacturing, a product’s ingredients are highly critical to ensuring finished
product quality, safety, and efficacy. A remarkable amount of active pharmaceutical ingredients
(APIs) are manufactured in foreign countries as are inactive (excipient) ingredients. FDA’s
foreign inspection regime may cover AP manufacturing intended for application and
prescription drug finishing, but for over-the-counter (OTC) products, the agency is virtually
absent in the foreign market and at the border.

2, TEN YEARS’ BACK

A, Defining the Universe

One particularly disconcerting issue that came to light during the hearings before this
Committee in 2000 was FDA’s inability to clearly identify the number for foreign manufacturing
facilities exporting drugs to the U.S. For instance, FDA stated that it is “hindered by not having
a complete list of foreign facilities manufacturing drug products for the U.S. market,” which
“indicate[d] a need to improve the Agency’s information databases on foreign firms exporting
drug products to the U.S™ This lack of a quantifiable foreign drug manufacturing universe
completely undermines FDA's ability to assess the risks associated with products emerging from

that universe, Further, it disables this Committee’s capacity to conduct oversight.

N See Statement of Dennis Baker, Associate Commissioner for Regulatory Affairs, FDA, Before
the Subcomm. on Oversight & Investigations, Comm. on Commerce, U.S. House of Representatives,
http/fwww, fda. gov/ola/ 2000/  importeddrugs. html (June 8, 2000).
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in 2000, FDA’s list of “uninspected” foreign APl manufacturers exporting to the U.S.
ranged from 242 to 4,600, depending upon the criteria used to populate the list” The reasons for
such disparity include the FDA’s multiple, “siloed”, antiquated and non-integrated IT systems;
the lack of a meaningful gatekeeper for the Agency’s drug establishment registration process; the
Agency’s insistence to mitigate the usefulness of FDA’s historical import entry (OASIS®)
transactional data, and a redefining of the very term in question: “uninspected foreign firms.”
Ordinarily, FDA answers this question with respect to “foreign drug firms that should be
inspected by FDA.” Following that framing, FDA typically characterizes the question as solely
relating to foreign firms manufacturing prescription or application’ finished drugs or APIs. This
recharacterization alone results in a substantial downward departure of the magnitude in the

number of foreign firms of regulatory significance.®

s See Statement of Jane E. Henney, M.D., FDA Commissioner, Before the Subcomm. on Oversight
& Investigations, Comm, on Commerce, U.Ss. House of Representatives,
hitp://www. fda.gov/ola/2000/counterfeitdrugs.html (Oct. 3, 2000).

6 “OASIS” is an acronym that stands for FDA’s “Operational and Administrative System for
Import Support.™ See FDA's discussion of OASIS at
http:/www. Ida gov/ora/import/oasis/home_page.htinl.

Application drugs include those that are subject to an FDA New Drug Application (NDA),
Abbreviated NDA (ANDA), New Animal Drug Application (NADA), or Abbreviated NADA (ANADA).
It also may apply to Investigational New Drugs (INDs) depending upon whether the agency is secking to
promote an expansive view (e.g., the scope of its jurisdiction under the law) or minimalist view (e.g., its
inspectional duties under the law). In many cases, the same API may be used for manufacture of an
application or non-application drug (e.g.. an OTC drug product) or in the human or animal drug market.

® Note that on the same date as Dr. Henney’s October 2000 testimony (see 1.7) FDA created,
populated, and issued an Import Alert affecting the smaller number (242) of these foreign AP1 firms. In
FDA’s own opinion the Agency could not determine from a review of their own internal data systems that
these 242 firms had ever been inspected. See Detention Without Physical Examination of APIs that
Appear to be Misbranded Under 502(£)(1) Because They Do Not Meet the Requirements for the Labeling
Exemptions in 21 C.F.R. 201.122, at http://www.fda.gov/ora/fiars/ora_import_iab666.html (issued Oct. 3,
2000, last updated Aug. 25, 2006). The body of that import alert contains a clear example of the agency’s
recharacterization to reduce the size of the uninspected foreign firm universe. The alert states, “OASIS
records indicate that a large volume of bulk chemicals which can be used as APIs in human medicines
that require NDAs, ANDAs. or INDs are being offered for entry into the U.S.” See id. FDA then exempts
from the guidance in the alert those APls intended to for pharmacy compounding (whether of a
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Today, it is apparent that all of these factors persist at FDA and the agency is still
struggling to identify the scope of the universe of foreign drug firms under its jurisdiction -
whether we speak in terms of all foreign firms exporting drugs for human or animal consumption
or merely foreign firms that FDA believes “should be” inspected. Lacking the ability to identify
the larger, total universe of foreign drug firms exporting drugs to the U.S,, the attempt to reduce
that total to a more manageable “high risk” universe for targeting inspections has little
foundation in reality. Consequently, FDA’s current range of foreign drug firms exporting drugs
to the U.S. that should be inspected by FDA is from 3,000 to 6,700.°

B. Identifying and Assessing FDA’s Tools for Managing Imported Drug Risks

in 1998, the Government Accounting Office (GAO)'O reported that FDA relied on “15
separate [data] systems to identify foreign pharmaceutical manufacturers, plan foreign inspection
travel, track inspection resuits, and monitor enforcement actions.” FOOD AND DRUG
ADMINISTRATION: Improvements Needed in the Foreign Drug Inspection Program. GAO

Report to the Chairman, Subcommittee on Oversight and Investigations, Committee on

Commerce, House of Representatives, at http:/www,gao.gov/archive/1998/he98021.pdf (Mar.

prescription or OTC finished drug) or for manufacturing into an OTC drug product. Ironically, a manual
count of the number of firms on FDA Import Alert 66-66 reveals that today there are currently 243 firms
subject to the alert’s regulatory guidance.

’ These numbers are derived from two separate FDA data systems and thus the disparity. The
lower number is reportedly from FDA’s Drug Registration and Listing System (DRLS). The higher
number is a downward departure from data stored in ORADDS, the OASIS data warehouse. Therefore,
the lower number is taken from the process whereby foreign manufacturers report data to FDA in order to
meet two of the most basic minimum requirements to export drugs to the U.S.: drug registration and drug
listing; and the higher number is taken from the process whereby Customs brokers report to Customs and
to FDA through OASIS the identity of foreign manufacturers actually exporting drugs to the U.S. This
discrepancy alone is troubling. [t is unclear over what time frame the two numbers were derived and
whether they correlate. Further, it undercuts FDA’s traditional argument that OASIS data is unreliable
simply because it represents self reporting through the importation process. DRLS also represents self
reporting to FDA, and in the import declaration environment, there is another agency, Customs and
Border Protection, that strictly governs and enforces proper data reporting.

1o Since renamed the “Governmental Accountability Office™.
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1998). This is, in large part, a continuing problem at FDA. These multiple “siloed™ IT systems
were created for disparate reasons, and therefore, they house and track data in formats that render
them of limited value to import inspectors, compliance officers, and the Agency’s foreign trip
planners and foreign inspection schedulers. It is clear that they still produce widely varying
results when used to identify the universe of foreign drug firms of regulatory significance. The
lack of integration in FDA’s IT systems to a great extent is a result of a lack of integration within
the agency itself. Consequently, FDA’s IT systems are built around its organizational stove
pipes, resulting in systems that are not designed to talk to each other and are not formatted to
dispense data upon inquiry to support programs in other branches of the agency.

The GAO also reported in 1998 that “FDA conducts infrequent routine inspections of
foreign [drug] manufacturers to ensure that they continue to comply with U.S. quality standards,
although routine [cGMP] surveillance inspections constitute FDA’s most comprehensive
program for monitoring the quality of marketed pharmaceutical products.” While the number of
foreign firms exporting drugs to the U.S. increased during the 1990s, the agency’s foreign
inspections and resources for import operations (and, incidentally, its IT budget) remained
disproportionately static or dwindled. The FDA’s inspection cycle for drug firms in India and
China, by way of example, was reported in the 1998 GAO report to run between 4 and 5 years, in
contrast to the domestic industry, which was (and is) inspected nearly every other year.

Today, using the smallest FDA inventory estimate of 3,000 foreign drug establishments
that should be inspected (e.g., prescription and application drugs and APl manufacturers),
maintaining a 5-year surveillance, cGMP inspection cycle would require FDA to conduct 600
such inspections annually. 1 find no one who reasonably argues this number of foreign

inspections is attainable at FDA’s current resource level or as long as the agency spends the vast
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percentage of its resources on domestic industry compliance. Achieving a more appropriate 2-3
year inspection cycle among this same population would require FDA to conduct approximately
1,250 (on average) foreign surveillance, cGMP inspections per year. In addition, for the Agency
to be capable of assessing the compliance status of foreign firms hetween inspections would
require a complete reinvention of the agency’s import program and IT systems.

Fundamentally speaking, the import and IT reinvention process to better manage risks
associated with imported drugs cannot be limited to the resources available to conduct foreign
inspections. Otherwise, FDA will continue to cast its foreign inspection risk
assessment/mitigation net just wide enough to capture the narrowest and highest therapeutic or
manufacturing process risks, such as prescription drugs or sterile manufacturing processes.
Instead, the questions should be: “Which foreign facilities should be inspected? And which
import shipments should be intercepted based upon all available risk data?” Answering either
question using only 3,000 to 6,700 prescription or application foreign drug manufacturers as
your universe presumes OTC drug shipments are low risk — but that is purely a presumption.
Where this presumption persists the diminishing percentage of inspected foreign firms vs. those
that should be inspected results in a substantially smaller and arbitrarily defined failure to

manage imported risk.'! Consequently, legislating or funding into this presumption excludes

" The GAO observed the same problem when discussing this issue with FDA in the 1990s. In the
1998 report, the GAO states,

In developing its new four-tiered [foreign] surveillance inspection strategy, however,
FDA did not include all foreign pharmaceutical manufacturers that it should consider for
a routine surveillance inspection. According to FDA data, about 3.200 foreign
manufacturers have submitted information to FDA listing pharmaceutical products that
they intend to export to the United States. However, FDA prioritized for routine
surveillance inspections only the 1,100 foreign pharmaceutical manufacturers that it had
previously inspected. Consequently, FDA’s scheduling strategy does not account for
almost two-thirds of the foreign manufacturers that may be exporting pharmaceuticals to
the United States.
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risks that are likely quite substantial, Further, it perpetuates the problem the Committee has been
trying to resolve for at least the last ten years."

When FDA is virtually absent in the foreign market assessing compliance with cGMPs,
the Agency is left with attempting to assess risks associated with foreign sourced drugs and drug
ingredients using its import operations. The import program, however, focuses primarily on
FDA approved application, facility registration, and drug listing database submissions, label
reviews, and finished product testing. These approaches are woefully inadequate to assess the
c¢GMP compliance and therefore the quality and safety of imported drugs. Although testing can
tell FDA something about the quality and even the safety of an imported product, finished
product testing at the border (or anywhere along the supply chain) is not a statistically valid
method for predicting the safety of later or earlier untested shipments — even other shipments
from the same processor.

Where product (and patient) safety is so dependent upon an ongoing and rigorous
manufacturing quality system, finished product testing is not even a valid way to determine
product safety within the same shipment. Compliance with FDA’s drug ¢<GMP program is the
only (current) framework within which the agency can justify relying upon the results obtained
from finished product test. Finished product testing is confirmatory only. Without an

assessment and understanding about the conditions of manufacture within the facility, the

GAO Report at 26 (emphasis added). Ironically, ten years later FDA is doing the same in its reporting to
GAO and this Committee, except now the number of facilities that should be inspected has itself risen to
3,000 to 6,700 establishments. Of course, FDA has since abandoned its four-tiered targeting strategy for
foreign firms because it never got around to inspecting tiers HI and IV and so there was no purpose in
distinguishing among them. Today we learn that FDA has 600 foreign drug firms identified in its systems
that are making and exporting “unknown” drugs.

2 Take, for example, the numerous press accounts and FDA notices regarding the presence of
diethylene glycol (DEG) contamination (or substitution) in glycerine-based drug ingredients or finished
products ~ all of which were discovered in OTC drugs or non-active drug ingredients (excipients).
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finished product test results are anecdotal at best. Such an approach cannot predict, measure,
assess, or assure drug safety.

Any question about this premise is laid to rest with a simple hypothetical observation: If,
during a facility inspection, FDA were to find a drug company’s ¢cGMP program rested upon
establishment registration, drug listing, labeling compliance, and finished-product testing the
Agency would shut the facility down, seek a mass seizure, force a (voluntary) recall, pursue civil
disgorgement and probably criminally prosecute its operators. Yet, to the greatest extent, that is
the near equivalent of FDA’s current imported drug evaluation program. Lacking a robust
foreign drug inspection program, which takes into consideration all elements of prescription and
non-prescription foreign drug manufacturing in its scheduling and preparation, promotes a “catch
me if you can” foreign drug compliance culture.

3. FDA’s Recent Public Discussions Regarding Imported Product Risks

Before 1 discuss proposed solutions to the drug importation problems, 1 would like to
note a few additional examples where FDA is attempting to redefine what it is currently doing as
“risk management.” For instance, 1 have previously noted in similar settings that FDA has
implied its import electronic screening system (OASIS) is assisting in assuring the safety and
compliance of imported products — but it is not. OASIS is a static, hard rules based system. It
only looks for things it is specifically instructed to look for among data elements derived
primarily from an invoice, shipping manifest or bill of lading. Such documents simply do not
contain information about the manner in which a product was manufactured or the ingredients or
components used to prepare the product.

The most common OASIS preset screening combinations are shipper or manufacturer

identity plus FDA product code or country or region plus FDA product code. These data



104

combinations are used to implement FDA’s import alert system. However, even when an import
alert “hits” in the system, a human entry reviewer must still physically read through dozens of
pages and scour through perhaps hundreds of written data elements to see if OASIS is correct
before automatically detaining a shipment based upon the alert. OASIS is not integrated with
other FDA legacy systems; therefore, import inspectors, import entry reviewers and import
compliance officers must enter and exit dozens of data bases in any given hour to determine
whether data submitted through OASIS is accurate and truly applicable to an imported shipment.
The waste in full time equivalents is probably incalculable and FDA’s current resource
management systems do not capture this waste. Although OASIS assists in work flow
management and tracks import transactions, it performs no atfirmative compliance or safety
assessment, Furthermore, the import alert system is only risk based to the extent that it “hits” for
further review shipments that correspond to data already determined by a prior import
examination. Each Import Alert is populated by evidence of situations that have already been
discovered, Therefore, the system does not assist FDA in targeting future inspections. "
Recently, FDA admitted these facts during a hearing before the Subcommittee on
Agriculture Appropriations in the House Committee on Appropriations.'® Yet, FDA persists in
claiming that the agency “currently screens electronically-submitted information on all incoming

shipments, and then uses a risk-based approach which targets [FDA’s] inspectional resources at

12

Although Import Alert data, based upon prior FDA foreign inspections, is integrated into OASIS,
that screening is not based upon prospective risk management but is a reactive implementation of already
discovered problems. It is good the Agency has integrated Import Alert screening into OASIS, but it is
not the kind of risk assessment that helps FDA determine what to inspect next.

1 During this hearing Dr. Steven M. Solomon, FDA’s Deputy Director of the Office of Regional
Operations in the Office of Regulatory Affairs, acknowledged that my characterization was
fundamentally correct. Sept. 25, 2007.
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products having the greatest potential for causing harm to public health.”*® This latter assertion
implies that FDA has developed a risk-based approach for assessing and targeting incoming
imported products for the greatest potential for causing public harm and then applies that risk-
based approach to the electronically (OASIS) submitted data. The two assertions cannot coexist.
OASIS lacks the capacity to evaluate any imported data, irrespective of product, country of
origin, manufacturer, or FDA requirement. Therefore, the only screening that can be occurring
in OASIS is based upon the invoice data submitted into the system and preset rules, as defined
by prior examinations {import alerts), drug registration and listing, and invoice data, which have
no relation to compliance of the foreign drug manufacturer on most important drug quality,
safety, and efficacy level — cGMP compliance.

This mischaracterization of the capabilities of FDA’s IT systems carries over to its

e requirement to for food importers to provide prior

implementation of the “Bioterrorism Act
notice of imported food shipments and the Agency’s explanation of what the International Trade
Data System was designed or is capable of doing. FDA states, for example, “[o]ne of the most
important provisions [of the Bioterrorismm Act] is the requirement that FDA be provided prior
notice of food (including animal feed) that is imported . . . into the U.S. This advance
information enables FDA, working closely with [Customs and Border Protection}, to more

effectively target food that may be intentionally contaminated with a biological or chemical

agent or which may pose a significant health risk to the American public.”"” FDA fails to

s See Statement of Steven M. Solomon, D.V.M., M.P.H., Deputy Director of the Office of Regional
Operations, Office of Regulatory Affairs, before the Comm. on Ways and Means, Subcomm. on Trade, at
htipwww fda. gov/ola/ 2007 importsafety 100407 himl (Oct. 4, 2007).

”’ See Public Health Security and Bioterrorism Act Preparedness and Response Act of 2002
(Bioterrorism Act), Sec. 307, P.L. 107-188, June 12, 2002.

i7

See Solomon, supran. 12.
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address the fact that the prior notice submission amounts to little more than the invoice data that
already appears in the electronic entry submitted to OASIS — plus some arrival and facility
registration information. The food facility registration program, however, suffers from the same
weaknesses as the drug registration program — it is entirely disconnected from manufacturing and
processing data and there is no registration gatekeeper on the portal. Any of us could register
ourselves as foreign drug, device, food, or cosmetic manufacturing facilities ~ or all four - and
obtain the registration numbers.

As stated previously, these challenges to identifying, assessing and mitigating or
interdicting risks associated with imported products did not arise recently. Yet contrary to all
logic a post-NAFTA FDA has continued to pursue a doomed pre-NAFTA paradigm. It is even
more troubling that FDA has failed to implement literally hundreds of proposed solutions to
specific import and foreign inspection problems which would have enabled FDA to begin to
progressively focus its limited resources where the risks are indeed greatest. Those proposals
were made internally through the Import Strategic Plan (ISP) over four years ago. In the
meantime, FDA regulated imports again increased from approximately 10 million to 18 million
commercial lines of entry.

Given these circumstances, increasing funding to support FDA’s current import and
foreign drug inspection programs, without requiring a significant change in its approach would,
in my opinion, produce far additional waste, result in even more shipping delays for compliant
and safe import shipments, and provide little basis for consumer (or congressional) confidence in
the safety of imported drugs. Attempting to build on existing efforts and operations is
predestined to fail because it would be based upon too many false presumptions. A drastic

internal change is needed.
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4. The Bioterrorism Act

On June 12, 2002, President George W. Bush signed the Bioterrorism Act into law and
dramatically enhanced FDA’s import authority for imported foods. Most notably, section 302(a)
of the Bioterrorism Act amended Section 801 of the FDCA directing FDA to give “high priority
to increasing the number of [import] inspections . . . for the purpose of enabling [the agency] to
inspect food offered for import at ports of entry into the United States, with the greatest priority
given to inspections to detect the intentional adulteration of [imported] food.” Furthermore,
section 302(b) directs FDA to “improve its information management systems that contain
information related to foods imported or offered for import into the United States for purposes of
improving the ability of [FDA] to allocate resources, detect the intentional adulteration of food,
and facilitate the importation of food that is in compliance with [the FDCAL” 21 US.C. §
381(h)2).

This second legislative mandate essentially establishes the framework within which the
balance of the new food safety and security authorities were to be implemented. More
significantly, this subsection provided a blueprint for the agency to redesign its import policies,
programs, and operations through the ISP process. FDA has persisted in ignoring these
mandates for imported foods. Perhaps by Congress’ reiteration of this principle for imported
drugs, devices, and cosmetics, the agency would understand how the provision relates to
international risk management; by incorporating a comprehensive risk-based foreign inspection
regime for all drug facilities and quantifying the risk-mitigation value of other regulatory
programs already being pursued by the agency and industry. In my opinion, 21 US.C. §
381(h)(2) should be extended to all FDA-regulated imported commodities, including imported

drugs. With such language, the industry would be empowered to present to FDA ways that
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foreign sourced drugs can be demonstrated as safe and effective and of appropriate quality,
enabling FDA to focus its foreign inspection and import oversight resources where the risks are
greatest.

5. The Import Strategic Plan

A. Missed Opportunities for Change

One of the most important messages today is that FDA’s foreign drug inspection program
is only one means for FDA to assess and mitigate risks related to imported drugs. Foreign
sourced drugs, whether finished or ingredients, active or inactive, must also pass through the
bottleneck of FDA’s and Customs’ import assessment. Although it is true that FDA’s import
program is woefully inadequate today, only addressing imported drug risks in terms of increased
foreign inspections leaves open risks that may arise in between foreign inspections — even if
conducted o every 2-3 years, or in the product supply chain (e.g., product counterfeiting,
commingling, or tampering). Further, as FDA will never cross enough foreign thresholds to
enable the Agency to apply inspection data on all imported drug shipments — more than
additional resources for foreign inspections is needed.

Shortly after September 11, 2001, FDA’s Leadership Council established an Import
Strategic Plan Steering Committee. By spring 2003 the Import Strategic Plan was virtually
complete. FDA developed the ISP from the contributions of more than one hundred Agency
experts in all product Centers, field and headquarters components, laboratories, international
programs staff, the General Counsel’s Office and the Office of Policy, Planning and Legislation.

The ISP’s principles were simple but far reaching: Push the current FDA import
evaluation process from the extremely limited border transaction to a life-cycle process, which:

¢ Intentionally gleans information from all points along an articie’s supply chain;

16
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* Assesses that information based upon FDA requirements and risk of harm;

e Delivers the assessment to border inspectors, compliance officers, and electronic
screening systems for reliable targeting decisions; and

e Results in the facilitation of safe products and enforcement against products that are
unsafe.

Under the ISP, three subcommittees were created to assess import safety risks and
propose agency solutions along the component parts of the international supply chain, including:
foreign operations, border operations and domestic operations. Two cross cutting subcommittees
were tasked with tying these supply chain components together: Information Technology and
Applied Science and Technology. Each committee was to find information FDA could use to
assess risk and develop solutions for mitigating risk earlier in the supply chain rather than later.
Meanwhile, the IT and Science subcommittees identified solutions implementing the proposals
and reducing time frames where risk targeting indicated a need to inspect and test incoming
goods. At the request of the Leadership Council, the ISP subcommittees and steering committee
value-ranked the proposed action items for enhancing import safety and estimated their costs as
of Spring 2003.

The significance of the ISP and its proposed action items rests in what it represents: an
internal agency demand for a dramatic shift in thinking about the identification, assessment and
mitigation of risks in the international supply chain. Many of the ISP proposals are indeed
costly. However, many could have been implemented nearly immediately and would have
begun the process of increasing FDA's import efficiency and effectiveness using existing

resources. [t is this shift in thinking that FDA’s middle and upper management has resisted. But

17
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I believe that all involved in the ISP process recognized the import problems — even in 2003—
are complex and cannot be solved with FDA’s traditional regulatory approaches and philosophy.

B. Some Proposed Changes Going Forward

First, any action by this Subcommittee should include a significant resource investment
targeted directly for reengineering FDA’s stove-piped IT systems. 1T improvements
recommended in the ISP are a contingency for executing any serious risk-targeting strategies for
foreign inspections and import interdiction of unsafe drugs.

Second, | recommend the establishment within FDA of an organization reporting to the
Commissioner with the mission of focusing on enhancing the safety of imported products — all
products. We believe fixing FDA's import and foreign inspection problem requires it be broken
free from the domestic programs, which produce much of the bureaucratic inertia against change
in this area. A new organization would enable proper staffing, allocation of human resources at
ports of entry, management and implementation of ISP-based strategies. It should be responsibie
for all import and international focused work-planning activities; conducting facility inspections
of foreign processors and importers; overseeing and conducting border operations; conducting
foreign government and industry assessments and training; and support trade negotiations in a
manner to enhance safety of imported products. To accomplish this, the new organization should
be directly funded, rather than receiving its funding through the product Centers. A basic
persistent infrastructure to manage risks associated with all imported commodities must be
maintained regardless of year-to-year changes that may appropriately occur in program

directions.
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Third, section 302(b) of the Bioterrorism Act, which enables FDA to implement risk-
based strategies for managing food imports, should be expanded to cover all other FDA-
regulated products including drugs.

Fourth, FDA should publish and begin implementing the ISP in accordance with the
plan’s guiding principles, goals, and themes.

Fifth, FDA should begin developing programs for obtaining information from third
parties about the ¢cGMP compliance status and supply chain security programs of foreign drug
facilities that are not inspected by FDA. This additional risk data may come in the form of third
party inspection and certification companies, accompanied by a robust auditing process on both
sides of the border, foreign inspectorates, or other U.S. Government Agency inspections and
information. Obtaining and assessing all available risk data would enable FDA to (a) better
target its foreign inspections; (b) interdict and examine high-risk imported drug shipments
(related to product safety); (¢) follow up in the domestic market those shipments that proceeded
through the border with inadequate inspections; and facilitate imported drug shipments that are
likely to have been manufactured in accordance with FDA’s cGMP requirements. This would
permit the agency to focus its most earnest import inspection and examination efforts on
shipments representing known and unknown risks.

Sixth, FDA requires additional resources to conduct more foreign inspections and import
examinations and to develop and publish meaningful Agency guidance relating to identifying
and managing risks in the full life cycle of imported products.

Seventh, FDA should rely on Customs and Border Protection and the Department of
Homeland Security (DHS) to manage security risks associated with FDA regulated imports,

DHS’ security programs should be expanded to incorporate product security risks (such as
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product counterfeiting and tampering) rather than focusing solely upon the security of in-transit

cargo or inbound containers.

! thank the Subcommittee Chair and Members for the opportunity to discuss these

important issues and we look forward to answering any questions.

20



113

Mr. StUuPAK. Thank you, Mr. England. That concludes the open-
ing statements of our witnesses. We will begin with questioning.
We will go for five-minute rounds on questioning. Dr. Crosse, on
page 13 of your testimony, you note, and I quote, “The FDA’s data
indicate that some foreign drug manufacturers have not received
an inspection, but the exact number of establishments not in-
spected was unclear.” In fact, you note that there are more than
2,000 foreign establishments for which the agency could not iden-
tify previous inspections. Where are these firms? Who are these
firms? What are they shipping? What risks do they pose, and what
does it mean that there is no record they have ever been inspected?

Ms. Crosse. Well, as to who are these firms, where are they, and
what are they shipping, we don’t know, and I am not certain that
FDA knows.

Mr. STUPAK. Have you asked for the information?

Ms. CrROSSE. We are still continuing our work for the committee
to try to understand in greater depth the nature of some of these
problems and what kind of enforcement actions FDA has been tak-
ing. The data about the number of establishments that may never
have been inspected are coming from one of the many data systems
that they have. This is from their risk-based model, where they
had between 3,200 and 3,300 establishments that they assessed, to
prioritize those for their routine surveillance inspections. Those
records, as part of the risk assessment, examine whether or not
there has been a recent GMP inspection at a facility. Over 2,000
of those establishments had no inspection indicated in that system.

Mr. StupAK. Did they have a pre-approval inspection?

Ms. CROSSE. Not clear from these data, but because some of the
establishments included in this risk-based prioritization system are
those that have registered and may never have imported a product
into the United States—so their risk model is not necessarily built
on the base of firms that are sending product here.

Mr. STUuPAK. Well, we all talked about that in a lot of the discus-
sion about prescription drugs or active pharmaceutical ingredients,
but that also includes, does it not, over-the-counter drugs that you
don’t need a prescription for? You just go in the drug store and buy
it? Like the toothpaste with the DEG that was found?

Ms. CROSSE. Yes. In their

Mr. StuPAK. FDA has responsibility to inspect those facilities
where they are manufactured?

Ms. CrOSSE. That is correct. FDA is responsible for inspecting all
of those facilities. In their risk-based model, they consider over-the-
counter manufacturers to be of lower risk than those producing cer-
tain types of prescription drugs.

Mr. STUPAK. Well, let me just ask this panel or anyone who cares
to answer it, there has been a movement, and I know it has noth-
ing related to this hearing directly, but indirectly it does, there has
been a movement to put a third class of drug. You have prescrip-
tion drugs, you have your over-the-counter drugs, now there is this
movement to make the BTC or behind-the-counter drugs. If we do
that, a third class, is that just opening up to more drugs with less
inspections, or more drugs with, we have no idea what they are?

Ms. CROSSE. No, sir, I don’t believe that is the case. My under-
standing of the third class of drugs is that some current drugs that
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are marketed, either over-the-counter or primarily those that are
prescription drugs, would simply move to a behind-the-counter sta-
tus, where you would have to have some interaction with the phar-
macist in order to obtain the drug. Not that it would add a whole
new category of drugs that don’t currently exist into the market-
place, would just regulate some of them differently.

Mr. StUuPAK. OK, thanks. Mr. England, I was really intrigued
with your import strategy plan when 2003 recommendations were
made to the FDA on what should be done, and this was, I think,
1\/{1'. %\Iielsen, were you involved in that also, the import strategic
plan?

Mr. NIELSEN. Yes, I was.

Mr. StupAK. That was right after 9/11. That was what you were
referring to? How do we—What ever happened to that? Either one,
Mr. England or Mr. Nielsen, or Mr. Hubbard, if you know, if you
were a part of—were you a part of that group, too, the ISP?

Mr. HUBBARD. Yes, I was.

Mr. SturPAK. What ever happened to it? 2003 was recommenda-
tions made to finalize their plan. What happened to it?

Mr. HUBBARD. Well, the commissioner at the time was faced
with, as I said, he was faced with tremendous priorities elsewhere
and felt that to do that plan, while it was a reasonable plan, there
was simply no funding for it, and he didn’t believe that a request
for funding would be welcome at that point.

Mr. STUuPAK. Would be welcome by the administration or by the
Congress?

Mr. HuBBARD. Well, whomever. The FDA had so many other pri-
orities at the time that he basically said, look, I think you guys are
on the right track here, but I would have no way to fund this, and
we can’t do it without funding. But I do understand the agency has
been trying to do pieces of it

Mr. Stupak. Well, that is what I was just going to ask Mr. Eng-
land, since you brought it up in your testimony. There were pieces
of this ISP, Import Strategic Plan of 2003, that could be really im-
plemented with little or no cost, right?

Mr. ENGLAND. That is true.

Mr. STUPAK. Give us an example.

Mr. ENGLAND. Well, I will give you an example. When FDA con-
ducts a foreign inspection and goes in the country, you know, FDA
receives registration data from foreign facilities. They may be food
facilities, or they may be cosmetic facilities on a voluntary basis,
they might be medical device or drug facilities. The discussion en-
sued during the development of the ISP that one of our weaknesses
in the agency was that there was no real gatekeeper on the reg-
istration process. No one knows who these people are, and so dur-
ing foreign visits, would it not be possible for a foreign inspector
to perhaps stay an extra day, take the addresses, and at least iden-
tify the facilities that are listed in the addresses for the registra-
tions actually exist, or that there is not an apartment complex
there? I mean, just some basic verification of data while inspectors
are in the country. They are already there to do a foreign inspec-
tion anyway. But those would be the kinds of examples. The other
examples might be to rely upon data that other U.S. government
agencies have from foreign inspections they conduct. You know,
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there are inspections that are conducted by other agencies of for-
eign seafood processors, of bottled water manufacturers, of, you
know, where there are contracts that are let by another govern-
ment agency. Another government agency may sub-contract an in-
spection process prior to procurement. That data is actually out
there and could be used for integration into the FDA import proc-
ess. I think the biggest problem we ran into, though, was, how do
you integrate the data, because the IT systems were so broken.

Mr. StUuPAK. Right. It is in shambles. Mr. Hubbard, my time is
up, but I want to ask you this. You have been at the FDA, you said
30 years. You talked about the 1986 hearing. You talked about the
1998 GAO report, the 2000 hearing. Now we are here in 2007.
What happens internally? I mean, we have these hearings. You
were in one of the key positions in the FDA, especially 2000. I re-
member that one clearly because I was here, the 1998 report. What
happens? We hear these promises. Things will be different. We will
fix the IT system. It goes back to the FDA, and all this testimony
and all this just goes in the circular file, or what?

Mr. HUBBARD. Well, I share your frustration, Mr. Chairman. I
think it comes down to resources. The program has always been a
poor little sister there at FDA. It has never gotten resources. Even
now, they only devote a little over 100 FTEs a year to these folks’
market issues, so to me it is resources. I think there needs to be
some funding provided if it will fix the problem. To me that is the
big missing piece, is the funding.

Mr. STUPAK. But, again, going back to your experience, but what
happens on the resources? I mean, I don’t ever remember the FDA
coming up pounding on the table before the appropriators, saying,
we need this, just from a safety point of view, to protect America.
We need these resources. Is the gatekeeper of the resources request
the administration? And if the administration doesn’t make it a
priority, it doesn’t put the resource request in?

Mr. HUBBARD. If you look at the last 10 or 15 years, the presi-
dent’s budget usually gets funded, but if it doesn’t get in the presi-
dent’s budget, Congress never adds more. And the president’s
budget has been very strict on FDA in recent years.

Mr. STUPAK. Mr. Whitfield, questions, please. Thank you. We are
probably going to go more than one round here.

Mr. WHITFIELD. Well, we appreciate all of you being here today,
and certainly all of you all are experts at the FDA. Three of you
worked there for many years, and you have attended enough of
these hearings and expressed the frustration in your own testi-
mony, and obviously lack of dollars is one of the big issues. And,
would you all agree with that? OK. And in addition to that, would
you elaborate on some other obstacles, just from your experiences.
I mean, is there a culture over there that has something to do with
it? I know that one of you mentioned that the most serious issue
was a lack of a risk-based data screening system that really works.
But if each one of you would just. You have all been involved in
coming up with new plans. As you say, every 2 to 3 years we are
back here talking about the same problem. So, lack of money is one
big issue, and would each one of you maybe elaborate on a couple
of other things? Dr. Crosse.



116

Ms. CrosSE. Well, I haven’t been in FDA, but it is certainly true
that resources is a major constraint here. It also seems to me,
though, that because of the resource constraint the approach has
been, OK, we can’t do it all. Let us work backwards at this. Given
the regulatory requirements, the statutory requirements for inspec-
tions, we have only got this many resources. How many can we do,
and then do some figuring on where you can go within that, rath-
er——

Mr. WHITFIELD. We can’t do everything, and——

Ms. CroSSE. We can’t do everything, but rather than trying to
make an assessment, it appears there has been no attempt to try
to make an assessment of what the universe is and to try to inte-
grate the information and start from that end to assess the risks
that are the largest and to try to manage from that side.

Mr. WHITFIELD. OK. What about you, Mr. Nielsen?

Mr. NIELSEN. I think the biggest obstacle is the current organiza-
tion is the original organization, totally organized not for the inter-
national market. Even the location of the facilities, or because of
the location in a judicial district, not because of incoming products.
Then, on top of that, because of the existing system largely being
oriented to overseeing the domestic industry, the work planning
process is not designed to deal with the international difficulties,
either. And so it is also my contention that the organization stove-
piping is what causes our IT stove-piping, and that is why I believe
part of the real solution is it really is an organization designed for
all of these problems we have been talking about for over a decade.
And then the requirements and the solutions can be realized and
I believe can be implemented with the appropriate funding.

Mr. WHITFIELD. OK. Mr. Hubbard.

Mr. HUBBARD. Well, someone suggested the way to solve this
would be some forms of memorandum of agreements with other
countries in which they step up and do a better job, and concep-
tually I think that is a good idea, but take China as an example.
The Chinese are suffering 200,000 to 300,000 deaths a year from
sub-standard and counterfeit drugs, among their own people.

Mr. WHITFIELD. 200,000 to 300,000?

Mr. HUBBARD. Yes, that is an estimate that is out there, and my
point is, if they can’t protect their own people, I don’t think we can
depend on them or any other country to protect us. I think we need
to protect ourselves.

Mr. ENGLAND. Yeah, I would, if I could, just build quickly on
what Mr. Nielsen and what Mr. Hubbard both said. This idea of
culture is a persistent issue in the agency, and I can recall when
I left the lab in Baltimore and went into investigations, and I went
into the import operations group, the supervisor I worked for in the
lab asked me if I was nuts. He said he realized it is a dead-end
job to go work in imports. And then, a couple years later, NAFTA
was passed, and then we began to see these increases in imports
became more significant, and the foreign market became more sig-
nificant. So timing was good on my side. I don’t propose to have
any gift of prophecy, but it has worked out. But I think that that
persists. I mean, imports and the foreign program largely is still
essentially this red-headed stepchild. A very small percentage of
the dollars that FDA expends are expended on the foreign source
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market. In 2003 the number was about $7 out of every $100 was
based on imports or foreign, so it is a very small number. I don’t
know what it is now, but that was the number that I received then.
I think that, in order to try to address it, though, organizationally,
this framework problem does call for the need for an organization
within the agency that does have the responsibility. They have got
the line-item budget authority. They have got the ability to manage
the field assets. Some things that report into the commissioner
level, that it is the import foreign program, and from that can come
information sharing, but they also have to have this IT system that
is also integrated, and it can’t be just about drugs. It has to be
about drugs and foods and devices and biologics. So you really are
talking about a rather substantial reorganization in the agency in
order to create the line of authority and the budgeting in order to
actually drive the process.

Mr. WHITFIELD. Just one quick question. You mentioned this
Haiti, the children in Haiti. How many children died in that inci-
dent?

Mr. ENGLAND. I don’t recall. There was a couple hundred. I don’t
recall.

Mr. HUBBARD. Well, in Haiti, I believe it was 86, and Panama
I believe it was in the 40s, but it was a lot of kids with clearly a
substitute of antifreeze, that we put in our automobiles, for a legiti-
mate drug.

Mr. ENGLAND. And in my understanding, that product was found
here eventually and had to be recalled. And so it is almost as if
we are waiting for these deaths to occur in other countries, and
then we go looking for it. Whereas, as Carl points out, I think in
his written testimony, that GMPs would have addressed that issue.
That is a GMP—that is an incipient ingredient processing issue
that happens to be in an OTC manufacturer, so whether there is
oversight there is a different question, but——

Mr. StUuPAK. Right. We used this chart before on this, and I know
Mr. Whitfield is familiar with it, the DEG that they put into the
toothpaste in both Panama and Haiti but also found in our tooth-
paste here in this country.

Mr. ENGLAND. That is correct, so——

Mr. STUPAK. Mr. Dingell, for questions, please.

Mr. DINGELL. Mr. Chairman, I would like to commend the panel.
This is one of the best panels we have had in this committee, and
I want to thank you for your quality and vigorous testimony and
for your help to us. I have a limited amount of time, so we have
to deal with this very quickly. Mr. Nielsen, you are the former di-
rector of imports in FDA, with 28 years of experience. Isn’t it true
that FDA can provide a meaningful figure on the number of firms
shipping drug products to the United States because of outdated
databases?

Mr. NIELSEN. Yes.

Mr. DINGELL. Mr. Nielsen, FDA doesn’t have a good handle on
this inventory, do they?

Mr. NIELSEN. That is correct.

Mr. DINGELL. Mr. Nielsen, since FDA can’t calculate the total
number of foreign firms that are shipping drug products to the
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United States with any precision, how can we have confidence that
the agency is truly managing risk?

Mr. NIELSEN. You can’t.

Mr. DINGELL. Now, Mr. Nielsen, some insiders have told us that
FDA’s IT or their information technology system should be
scrapped and rebuilt from scratch, simply because it doesn’t work.
Do you agree with that?

Mr. NIELSEN. No.

Mr. DINGELL. You don’t agree?

Mr. NIELSEN. No. I think there are steps. It has to be replaced,
but you can’t just scrap it.

Mr. DINGELL. OK. We have to have a system, but we have one
that doesn’t work.

Mr. NIELSEN. That is right.

Mr. DINGELL. And it has got to have major rebuild, does it not?

Mr. NIELSEN. That is correct.

Mr. DINGELL. Now, Mr. England, isn’t it true that domestic firms
are inspected properly every 2 years because Law requires it? Isn’t
that so?

Mr. ENGLAND. That is true.

Mr. DINGELL. Mr. England, isn’t it true that there is no Law de-
fining frequency of GMP inspections for foreign firms?

Mr. ENGLAND. That is true.

Mr. DINGELL. Shouldn’t foreign firms be inspected at least as fre-
quently as U.S. firms?

Mr. ENGLAND. I believe so.

Mr. DINGELL. Isn’t it true that foreign drug manufacturers’ facili-
ties subject to FDA inspection rarely receive a follow-up GMP in-
spection?

Mr. ENGLAND. That is true.

Mr. DINGELL. So that means that they are not being adequately
inspected, even the small number that are, in fact, being inspected.
Is that right?

Mr. ENGLAND. I believe that is true, that there is not

Mr. DINGELL. Isn’t it true that since the year 2000, imported
drug volume has nearly doubled but foreign drug program re-
sources have actually declined?

Mr. ENGLAND. That, I believe, is true.

Mr. DINGELL. Now, Mr. Hubbard, isn’t it true that today about
2/3 of the drugs consumed in the United States today contain for-
eign drug components?

Mr. HUBBARD. That apparently is true, yes.

Mr. DINGELL. Of the millions of drug shipments arriving from
foreign countries each year, isn’t it true that there is almost no
chance of an imported drug being sampled, tested at entry into this
country?

Mr. HUBBARD. That is correct, Mr. Chairman.

Mr. DINGELL. And if they are sent back out, they can simply be
brought in through another port?

Mr. HUBBARD. Unfortunately, that does happen.

Mr. DINGELL. And that happens also with regard to food, al-
though that is not the subject of this hearing?

Mr. HUBBARD. Yes.
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Mr. DINGELL. Aren’t we buying even larger percentages of our
drug ingredients from producers in developing countries overseas
with virtually no or no FDA inspection?

Mr. HuBBARD. That is correct.

Mr. DINGELL. Mr. Hubbard, can the FDA ensure the safety of im-
ported drug products at its current rate of foreign inspections?

Mr. HUBBARD. I am sorry, Mr. Chairman. I missed that.

Mr. DINGELL. Can the FDA, and I apologize for that. I had a very
serious dental visit this morning. Aren’t we buying even—or, I am
sorry. Can the Food and Drug assure that the safety of imported
drug products is real at its current rate of foreign inspections?

Mr. HUBBARD. Oh, no.

Mr. DINGELL. Given the volume of foreign drug products im-
ported in the United States, isn’t the only real way to ensure drug
safety and safe drug supply to significantly increase the resources
to conduct on-site inspections overseas?

Mr. HUBBARD. I certainly believe that that is the biggest need,
yes.

Mr. DINGELL. Now, gentlemen, this panel has over 80 years of
FDA experience. Are things worse now than they have been before,
or are they better?

Mr. ENGLAND. I think that you would have to say that they are
WOrse now.

Mr. HUBBARD. I think I would have to agree, simply because the
globalization has caused us an enormous shift of suppliers from
here to developing countries

Mr. DINGELL. What you are saying is that the risk is higher and
the resources are lower? Is that a fair statement?

Mr. HUBBARD. That is correct. And then you have got the con-
comitant concerns of people buying drugs over the Internet and
things like that, so, yes, there are great risks out there.

Mr. DINGELL. Now, why, gentlemen and ladies, are things worse
now than they have been before? Starting with Dr. Crosse.

Ms. CrossE. I think, as we have heard, the globalization of the
market and the decrease in the resources that have been available
to try to handle that.

Mr. DINGELL. Sir?

Mr. NIELSEN. Also, besides the funding, also the failure to redi-
rect the resources to the global economy condition.

Mr. HUBBARD. The drugs knocking on our door are less safe, so
therefore we need more protection, and we have been cutting the
FDA, so that, to me, is a simple equation.

Mr. ENGLAND. Yeah, I believe the combination of all those is
true. I think there is also a continuing culture that it is just easier
for the FDA to think in terms of domestic regulation, because they
are used to it, the Statute was built that way, and this NAFTA,
the conversions that happened in NAFTA and the economy, just
have not carried over into the FDA. They persist, I think, really,
on a pre-NAFTA platform rather than a post-NAFTA platform.

Mr. DINGELL. Would this observation be correct? FDA said it has
a risk management plan. That risk management plan, being as de-
ficient as it is in personnel, money, and in the way that it works,
is actually of no value at all. Is that right?
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N Mr. ENGLAND. I wouldn’t say it is of no value. I would say it
as

Mr. DINGELL. Limited value.

Mr. ENGLAND. —limited value.

Mr. DINGELL. Now, would I be fair in saying that simply assures
that perhaps a lesser number of people are going to be killed, de-
fraud;zd, or hurt by imported pharmaceuticals? Is that a fair state-
ment?

Mr. ENGLAND. I think that would always be true, that if you
have less resources assessing risk you always then would have a
lower number of people protected by those programs.

Mr. DINGELL. Does the rest of the panel agree? There is no nod
button on the recorder’s machine here.

Mr. NIELSEN. Absolutely agree.

Mr. DINGELL. Mr. Chairman, I have used more time than I am
entitled to. Thank you for your courtesy.

Mr. STUPAK. Thank you, Mr. Dingell. We have three votes on the
floor. I think we are going to recess until twelve o’clock. Let us try
to get back at twelve o’clock so we can continue.

I am looking down this row. None of you guys can do it in five
minutes, I can tell you that right now. Go ahead, Mr. Burgess. I
think you were next in the—I was going by your list of attendance,
and I think Mr. Burgess—OK, Mr. Walden. I know he will stay at
five, and I know Mr. Burgess won’t, so why don’t you go ahead?

Mr. WALDEN. All right, thank you. Thank you, Mr. Chairman.
My colleague from Pennsylvania, Mr. Murphy, suggested this ques-
tion, and I think it is a really good one, and I would like a yes or
no answer out of each of the panel members. If your child were pre-
scribed a drug that you knew was manufactured in a facility in
China that is not inspected, would you let your child take your
drug? Dr. Crosse? Yes or no?

Ms. CrOSSE. Yes, because if they were ill enough to require a
prescribed drug, I would be concerned that they take something.

Mr. WALDEN. Mr. Nielsen?

Mr. NIELSEN. Yes, because I don’t feel there is an option.

Mr. WALDEN. Mr. Hubbard?

hMr. HuBBARD. I think we are doing it every day, so there is no
choice.

Mr. ENGLAND. I would agree. It is what you are left with, that
you have nothing else to go to.

Mr. WALDEN. That is a pretty sad commentary, isn’t it? That we
are putting our kids’ health at risk to take drugs that a physician
prescribes that we all now know are coming from factories that we
don’t have the resources to inspect. That is a scary proposition
when we know our toothpaste is poisoned. We know our dog food
got poisoned. We know—and we have no options? Then we had bet-
ter change how FDA operates. Mr. England, I want to ask you a
couple of questions here. Please refer to the document from the
FDA’s Web site called “Consumer Update: Ensuring the Safety of
Imported Products—Q&A with Deborah Ralston, Director, FDA’s
Office of Regional Operations”. According to the FDA questioner,
the number of imported goods that FDA regulates has more than
doubled in the last 5 years. Ms. Ralston states on the Web site that
the FDA has a team of more than 2,000 scientifically-trained spe-
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cialists who conduct inspections, analyze samples, and monitor the
entry of regulated products at our nation’s borders. Is this number
of 2,000 FDA people working on imports a credible number?

Mr. ENGLAND. I have no idea who they could be. I would think
that roughly 200, maybe between 200 and 250, in the inspection
side, perhaps another 100 in the lab side, that spend more than 50
percent of their time, probably is a more reasonable number.

Mr. WALDEN. Ms. Ralston states that the FDA analyzes about
30,000 import product samples annually. That sounds like a big
number, doesn’t it?

Mr. ENGLAND. Sure does.

Mr. WALDEN. 30,000 import samples.

Mr. ENGLAND. It does sound like a big number.

Mr. WALDEN. This 30,000 samples is out of how many lines of
entry?

Mr. ENGLAND. 18 million, probably, this year.

Mr. WALDEN. So 30,000 out of 18 million. Do you think that is
an acceptable number when our nation’s health relies on these
drugs?

Mr. ENGLAND. It is a remarkably small percentage.

Mr. WALDEN. Do we know what kind of product samples she is
talking about? Do you think a lot of these samples are drug prod-
ucts?

Mr. ENGLAND. The majority would be food, I would expect.

Mr. WALDEN. So the majority of the 30,000 of the 18 million
would be food samples.

Mr. ENGLAND. I would expect that, yes.

Mr. HUBBARD. Yes, they sample about 20,000 foods each year, so
the majority are food.

Mr. WALDEN. So we are down to 10,0007 I was a journalism
major, not a math major, but that only leaves about 10,000, then,
that you estimate would be drug samples, out of 18 million?

Mr. ENGLAND. It could be cosmetics, and then it could be some
pharmaceuticals.

Mr. WALDEN. Do these analyses tell the FDA how many of the
samples analyzed were safe?

Mr. ENGLAND. Well, the FDA would have. They would make a
determination on the given shipments that they are analyzing, but
it doesn’t tell them anything about the next shipment.

Mr. WALDEN. Do these analyses of these product samples gen-
erate an FDA report of any kind?

Mr. ENGLAND. My understanding is that there may be some in-
formation inside the system, but it is probably very difficult, if not
impossible, to retrieve it from the system, so I would guess prob-
ably no.

Mr. WALDEN. Would you expect that the committee would be able
to obtain from the FDA the results of these sample analyses, what
the FDA learned, and what action the FDA took?

Mr. ENGLAND. I would expect that they should be able to do that
through its fax system and the OASIS system, the combination of
those two systems. Mr. Nielsen actually may know better.

Mr. WALDEN. Mr. Nielsen?

Mr. NIELSEN. Yes, I think they should be able to provide that.
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Mr. WALDEN. So you could provide it to us, but it sounds like no
report is generated internally at the FDA for the FDA’s own use,
do you think?

Mr. NIELSEN. It is usually case by case.

Mr. WALDEN. All right. Ms. Ralston states the FDA conducted
approximately 30 inspections of manufacturing processing sites in
China for FDA-regulated products. How many establishments are
there in China involved with FDA-regulated products?

Mr. ENGLAND. Wow:

Mr. WALDEN. Wow?

Mr. ENGLAND. It is a very large number. I don’t know the an-
swer. I know that Dr. Lumpkin testified, I think a couple weeks
ago, that there were 3,000 medical device manufacturers alone in
China. That is just that industry, which probably is a fraction of
the entire——

Mr. WALDEN. Does 30 inspections a year sound like an adequate
number to ensure the safety of products from China?

Mr. ENGLAND. Not overall of products from China, no.

Mr. WALDEN. All right. My time has expired. I thank Mr. Chair-
man.

Mr. HUBBARD. Mr. Chairman, may I make one comment to Mr.
Walden’s earlier question?

Mr. STUPAK. Yes, sir.

Mr. HUBBARD. I don’t think we should leave people with the im-
pression, though, that our drug supply is unsafe.

Mr. WALDEN. It is just vulnerable.

Mr. HUBBARD. It is vulnerable, exactly. I mean, I think, you
know, the manufacturers here that receive these foreign compo-
nents do a good job, under FDA supervision, to screen them. So we
are not, like, taking dangerous drugs every day. But, as you said,
we are vulnerable.

Mr. STUuPAK. But 80 percent of the active pharmaceutical ingredi-
ents found in over-the-counter and prescription drugs are from off-
shore.

Mr. HUBBARD. Right. And so clearly there is a risk, but person-
ally I don’t think the drug supply in the United States—I think it
is actually the best in the world.

Mr. StuPAK. Right, and in their—I don’t mean to argue or take
any more time, but we inspect 97 percent of the plants here in the
United States every 2 years. They do a good job domestically, but
offshore is where the problem is occurring. If 80 percent of your
product is coming from offshore, we have to devote the resources
to offshore.

Mr. HUBBARD. OK. The manufacturers here are required, under
FDA supervision, to do lots of screening before that pill actually
goes to the drug store, so——

Mr. WALDEN. My concern is it is only a matter of time if we don’t
fix the inspection process.

Mr. STUPAK. Absolutely.

Mr. HUBBARD. No, I don’t disagree with you at all.

Mr. WALDEN. Mr. Chairman, could we put that document in the
record? I ask unanimous consent.
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Mr. STUPAK. Yes. Without objection, the U.S. Food and Drug Ad-
ministration interview, Question and Answer with Deborah Ral-
ston, will be entered as part of the record.

With that, we have 32 before we have a vote time expires. We
will be in recess. Let us still shoot for 12 o’clock, shortly after
twelve o’clock. We will continue. We still have many members that
would like to ask questions of this panel. Thank you.

[Recess.]

Mr. StupAK. If am I may ask Mr. Nielsen, Mr. Hubbard, and
England, Mr. Dingell and myself, Mr. Pallone has put in legislation
which would generate about $300 million for drug safety, drug in-
spections. Have any of you had a chance to review that legislation,
Mr. Nielsen, Mr. Hubbard, or Mr. England?

Mr. HUBBARD. Is that the user fee?

Mr. StupAK. Right. The user fee with the Food and Drug bill we
put in.

Mr. ENGLAND. I have reviewed it.

Mr. NIELSEN. Yes.

Mr. HUBBARD. Yes.

Mr. STUPAK. Any comments on it?

Mr. NIELSEN. I fundamentally have difficulty with a user fee for
that purpose. I just don’t see—I use a parallel of perhaps if I had
to pay a user fee for IRS to process my income tax form, they came
to audit me, and I had to pay them to audit, and then they put
?e &n jail and I have to pay for that, too. And, on the other

an

Mr. STUPAK. That is not the way it goes, though.

Mr. NIELSEN. What is that?

Mr. StuPAK. Nothing.

Mr. NIELSEN. Yes. But I do think it needs to be considered——

Mr. STUPAK. But where else would you go to look for the re-
sources? I mean, you need a significant amount of resources. Obvi-
ously, the FDA has been reluctant to ask for it. We generate $300
million. That is $1000 a line. That is all it is, a line. A line will
give you a boat-load of goods, or it can be one box of goods. But

Mr. NIELSEN. Well, the problem I see with that is, FDA can ramp
up the foreign inspections. If everything is done as it is done now,
you are still not going to deliver that information into the import
process. You must have the IT, and I believe a user fee, a nominal,
like 50 cents or $1.50 per line user fee could be justified in pro-
viding service and the infrastructure to do what needs to be done.

Mr. STUPAK. So, in other words, if we did leave it at that $1000,
let us say, we have got to dedicate at least part of that for IT, be-
cause without a data system we are done.

Mr. ENGLAND. That is right.

Mr. HUBBARD. If I

Mr. STUuPAK. Go ahead. Mr. Hubbard?

Mr. HUBBARD. The problem I have seen with user fees, Mr.
Chairman, is that the budgeters of the world see new money come
in the FDA, so they cut the budget in the non-user-fee areas, and
that clearly happened with the PDUFA program, so the food pro-
gram and the import programs have actually gotten weaker. FDA
has lost about 1,000 people in the last decade from appropriated
dollars, even though the agency’s total budget has gone up, due to




124

these user fees. But the user fee money is dedicated only to the re-
view of new drug and device applications.

Mr. StuPAK. Correct.

Mr. HUBBARD. So you have actually had a shift where some pro-
grams are getting richer, and others are getting poorer. And so I
think you have to find a way to make sure that the budget folks
don’t essentially take that money away from appropriations

Mr. STUPAK. And then substitute it for annual

Mr. HUBBARD. Exactly. That is what happened with user fee, and
that is what happened with the earlier user fees, and so you have
to build some sort of firewall.

Mr. StupAK. OK. Mr. England?

Mr. ENGLAND. I would say that the way I read the user-fee legis-
lation is that those monies would be used to essentially help pay
for border examinations and samplings of imported product. I am
afraid that it reinforces a finished product testing regime. I
also

Mr. StuPAK. Would you say it does not work, or is not the pre-
ferred method of protection, finished product hitting the——

Mr. ENGLAND. That is correct. And the end result——

Mr. STUPAK. Do you want to explain this?

Mr. ENGLAND. The end result is you are paying for a program
that is not really useful if you don’t know the GMP status of the
manufacturer. I mean, if you were to test within the same batch
of drug, that batch, depending upon its size, could be different at
the front end of the process from the back end of the process if
GMPs are not in place. So if you happen to sample from one por-
tion of that, you may not even be able to detect a problem within
the same batch. So I think finished product testing of drugs in par-
ticular is troublesome, but, and I agree with Mr. Nielsen’s idea of
funding the IT program perhaps through user fees at the border
level. I think another aspect about it is that if you take that money
and then put it into GMP inspections in the foreign facilities, now
you have the U.S. importer paying for essentially inspections by
the FDA in the foreign market and getting free quality assurance
advice from FDA, and who knows how many times they have to go
back before they get it right? So I think perhaps you could do it
on the registration end of it, and that way you have some gate, and
people wouldn’t be inclined to go on and just register their facilities
if they knew that there was money that was involved in it, a. And
b., that that money could be used to fund the FDA conducting an
inspection in their facility.

Mr. STUPAK. Good point. Ms. DeGette, for questions? I believe
you have eight minutes, since you waived your opening.

Ms. DEGETTE. Thank you. Thank you, Mr. Chairman. Well, all
of you testified that the FDA needs increased resources to inspect
these foreign facilities, and I certainly agree with that, but I don’t
think it is just an issue of resources because you also testified that
the current computer—I think Dr. Crosse in particular testified
that the current computer systems are inadequate for cross-ref-
erencing and determining the various facilities abroad, so I am
wondering if you can comment, how much of the problem is more
resources, and how much of it is an inadequate computer system,
and what can we do to get the FDA to update their computers?
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Ms. Crosse. Well, I think it is both. I think part of the resource
issue is resources to update their information technology systems
and that the resources have not been devoted to that, and there
was some testimony about plans that they had had that were
scrapped, largely because of the lack of resources.

Ms. DEGETTE. But do you think there is a commitment on the
FDA’s part to—a recognition that their IT systems are inadequate
and a commitment to improving those systems?

Ms. CrOSSE. I believe that there is a recognition that their sys-
tems are inadequate. I think that the question is better asked of
others, whether there is a commitment.

Ms. DEGETTE. All right. Let us hear from Mr. Hubbard.

Mr. HUBBARD. I would say that I saw the import folks and the
regional affairs folks ask for funding over and over again through
the budget process for these systems, going all the way back to
your hearings of the 1980’s, and that money was always denied.
And even the current administration, they had this theory that too
many IT resources were being wasted, and FDA was being con-
stantly squeezed on IT, when IT actually saves you money in the
end.

Ms. DEGETTE. Right.

Mr. HUBBARD. I hope that Dr. von Eschenbach will describe how
he is committed to fixing that system now, but money is clearly the
reason that they don’t have it now, in my view.

Ms. DEGETTE. Well, another thing that we could do with money,
aside from improving the IT systems, is improve the system of in-
spection that we have. Dr. Crosse testified, and she briefed us yes-
terday on this pathetic system that they have for actually inspect-
ing the overseas facilities, where they take a volunteer, and the
volunteer goes into this factory, and then the volunteer doesn’t
even have a translator. I can’t imagine how you could get any ade-
quate information inspecting a facility when you didn’t even have
someone to translate for you, especially if it is a foreign facility
that has a vested interest in not providing and willfully with-
holding information. I am wondering if you can comment a little
further on that, Dr. Crosse.

Ms. CrROSSE. Well, we certainly think that is a concern. When
they have a need for translation services, they are, in general, rely-
ing upon a representative of that establishment to do the trans-
lation for them. I have talked with some of the folks from FDA’s
Office of Regulatory Affairs, and they indicated that they believe
there are many items they can look at. They can still physically in-
spect the plant and see if whether there are, you know, leaking
pipes and other sorts of problems, that some of the data they need
to review is numeric, but some of the data they need to review is
not numeric, and some of what they need to obtain has to be gath-
ered through interviews and discussions with officials there in the
facility. And so——

Ms. DEGETTE. And then they are relying on——

Ms. CrOSSE. I have a concern.

Ms. DEGETTE. And they are relying on translation by representa-
tives of the officials at the facility.
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Ms. CrOSSE. That is right, and they are relying on that facility
having an understanding of what is expected out of our regulatory
system.

Ms. DEGETTE. And counsel just told me he was in a factory in
China, and they wanted to talk to some of the employees, and the
State Department representative who was with them said, you
know what, what the translator is saying these people are saying,
they are not saying. And you would have no way to know that if
you were just some FDA inspector standing there, right?

Ms. CrROSSE. Correct.

Ms. DEGETTE. And that is a place where resources might help.
Does the FDA, in your opinion, acknowledge this problem as well?

Ms. CrOSSE. They have been reluctant to acknowledge this as a
problem to us.

Ms. DEGETTE. Does anyone else have a comment on the whole
inspection process and how it can be improved, Mr. England?

Mr. ENGLAND. I would just note, and actually a number of days
ago I was on the phone with somebody in the FDA, and that hap-
pens to be one of the foreign inspection cadre participants who has
done inspections quite a number of years for FDA as a foreign in-
spector, and recounting, you know, they have a short period of time
to get in-country and maybe a long trip. They are tired when they
get there. They have a couple of days to do an announced inspec-
tion, maybe 2 or 3 days, which, that same inspection, if there are
problems identified, which there probably will be, in a foreign in-
spection, would probably have been stretched out to 10 to maybe
14 days, and then they have to get on the train or plane, get the
next one. By the end of several weeks, now they are going back to
their notes and trying to remember and rebuild the inspection and
do their inspection reports. I mean, I think all of those kinds of
things, those add to the complexity of just even the current system
at FDA. Add translation, add the fact that the volunteers are doing
it, that it is announced. Many times the inspector is relying on the
inspected firm for transportation between locations.

Ms. DEGETTE. Great. Now, when the FDA inspects domestic fa-
cilities, it can arrive unannounced, it has more enforcement ability
over domestic than foreign countries, and it doesn’t have to have
things translated, and I am wondering if we need to beef up our
foreign inspections, realizing that these are all impediments. Dr.
Crosse? Or, Mr. Nielsen?

Mr. NIELSEN. I think that is very—I mean, there has to be a
credible presence in the industry to give the incentive to comply,
for those provisions that do result in safe products. There has to
be a credible presence.

Ms. DEGETTE. And one last question, to Dr. Crosse’s point, the
GAO findings are that the current U.S. firms are inspected every
2 years by the FDA, correct?

Ms. CRrROSSE. The data that they provided to us show that they
actually get there about every 2.7 years.

Ms. DEGETTE. And there is no Law defining the time between in-
spections for foreign firms and, in fact, at the foreign firm inspec-
tion, because of FDA’s reliance on volunteers and so on, it is much
more sporadic than domestic. Is that right?

Ms. CroOSSE. That is correct.
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Ms. DEGETTE. So I would think it would make sense to require
that foreign firms shipping drugs to the U.S. be inspected at least
as frequently as U.S. firms. Would you not agree with that, Dr.
Crosse?

Ms. CrOSSE. I think there is certainly every reason to believe
that the risks abroad are the same or greater than the risks in do-
mestic establishments.

Ms. DEGETTE. Would the rest of you agree that we should have
at least the same type of inspection system we have for domestic
firms, Mr. Hubbard?

Mr. HuBBARD. Well, I think it would be meaningless without the
resources. They can’t do the current statutory requirement of every
2 years. If you impose that on them for foreign, they would simply
fail, so you would have to have some sort of provision to make sure
that they have the resources.

Ms. DEGETTE. Well, obviously, you can’t do the inspections with-
out the resources, but don’t you think that we need to have some
kind of a standard for the foreign inspections, especially in light of
the recent revelations that we have had from China and other
countries? I mean, we are not even talking here about drug coun-
terfeiting. We are not talking about drug re-importation from the
Internet. We are talking about legitimate drug ingredients that are
used for FDA-approved drugs, and we are not even able to inspect
them because we don’t have the resources to inspect them like we
do domestically. That seems like a backwards system, that we
should really be focusing on the foreign producers and obviously do-
mestic, too, but it seems like we shouldn’t say, well, we are not
going to inspect foreign because we don’t have the resources.

Mr. HUBBARD. Well, you are absolutely right. It is indefensible
that we would be doing the domestic firms so frequently and the
foreign firms so infrequently, but again, FDA has got to be given
the wherewithal to actually do that.

Ms. DEGETTE. And do you think they have the will to do it if we
gave them the wherewithal?

Mr. HUBBARD. I would certainly hope so.

Ms. DEGETTE. Mr. England?

Mr. ENGLAND. I would note that in the worst-case scenario, the
equivalency is made between the domestic and the foreign industry
as far as the frequency of inspection, without resources. What that
would at least force is a shifting of existing resources towards risk.
It really should force a risk assessment with regard to foreign
versus domestic, because in these foreign manufacturers, many
times these countries are developing countries. They don’t have a
regulatory regime, like we have in the United States. They may not
have potable water, at least in the community. Hygiene could be
deficient. So I think the risks, if you were to actually lay them side
by side, the risks would be greater in the foreign market. I think
it would at least force that shift into the foreign market.

Ms. DEGETTE. Thank you. The Chairman was right. This was a
wonderful panel, one of the best I have seen in my years in Con-
gress. Thank you for your testimony.

Mr. STUPAK. Mr. Burgess, for questions.

Mr. BURGESS. Thank you, Mr. Chairman. Dr. Crosse, in your tes-
timony, and forgive me for being out of the room. So if this has
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beeﬁ asked, I apologize. On the use of translators, how big a deal
is that?

Ms. CrOSSE. I think in some countries it has got to be an enor-
mous deal.

Mr. BURGESS. Is there a risk that, since we are depending upon
the company, the manufacturer, to provide the translator, that it
could be an inside job or an inside plant?

Ms. CROSSE. There certainly is that risk. That is a concern that
we would have.

Mr. BURGESS. Are those interviews or exchanges that are taking
place between the FDA and the manufacturer through a manufac-
turer’s supplied intermediary, are those taped or transcribed? Is
there any way to quality check the quality of the information that
has been given back and forth? Because even with someone’s best
i)f intentions, just in the translation, as we all know, things can get
ost.

Ms. CrOSSE. Not to my knowledge. No, I don’t believe so.

Mr. BURGESS. On the whole issue of the database, I guess, Mr.
England, this morning downtown former FDA Commissioner Mark
McClellan was addressing this issue, more from the standpoint of
how it interacts with, do we get the most efficient technology, do
we deliver the most value for the patient, and the previous lack of
a reliable database at the FDA, in this country, for those types of
activities, made that a real problem. I think it was referred to as
stove-piping. I had a younger staffer who didn’t know what a stove
pipe was, so maybe we had better use silo. I guess they know what
a silo is, maybe not from farm country. But Dr. McClellan was
talking about the coverage side low, the technology side low, and
how we needed to be able to bridge that gap, and it sounds like
we are kind of talking about the same phenomenon here. Is that
correct?

Mr. ENGLAND. I think it is true that the IT systems FDA has are
si%oed, and they are really wrapped around the agency’s internal
siloing.

Mr. BURGESS. And yet in the private sector, because we also
heard testimony from—or, not testimony, but it was a symposium
downtown with Health Affairs for their 25th anniversary, I think
it was Mr. Williams from Aetna Insurance Company. It seems like
I heard 10 years ago that they reinvested about 10 percent of their
capital into health information technology or information tech-
nology, and this morning he gave a figure of 15 percent of his work
force of 34,000 people across the country. Most of them aren’t out
there selling insurance and doing customer service. 15 percent are
actually involved with development of software, maintaining their
infrastructure, and I think he made the statement, I may be mis-
quoting, but I think I heard him say that if Aetna’s information
technology department were a stand-alone company it would be one
of the largest software development companies in the United
States. So it just goes to underscore how much private industry in
this country has recognized that they must invest in this, and it
sounds like, even though we did make some big steps in the FDA
reauthorization bill as far as monitoring the treatment database,
we have got to do a lot more as far as certainly this aspect of it,
in monitoring foreign manufacturers. Is that a fair assessment?
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Mr. ENGLAND. I do think it is fair. I would even add that I think
because of those kinds of investments in the private sector, and
particularly in the areas where FDA has jurisdiction, and the risks
maybe even perceived with some relevance between what FDA is
trying to do and what maybe, for instance, Aetna might be trying
to do, there are more off-the-shelf technology that you can take and
you can modify rather than developing systems from scratch. I
mean, the OASIS system essentially is a from-scratch software de-
velopment program. There are some off-the-shelf elements to it, but
that ends up costing a fair amount of money, to try to develop it
and then maintain it. Then you become married to a contractor as
well, which is problematic.

Mr. BURGESS. And what would be some examples of that, in the
private sector currently?

Mr. ENGLAND. Examples of off-the-shelf technology? Well, I
mean——

Mr. BURGESS. What companies are, say, doing that in the private
sector that are doing it well, that have maybe a similar problem
that the FDA has?

Mr. ENGLAND. You would probably see most of it in the Customs
international transactional environment, and you would see it in—
that is why I don’t want to misidentify any specific companies

Mr. BURGESS. Right.

Mr. ENGLAND. But you also would see it in the defense area,
where you have just got many, many transactions, risk that is built
into those transactions someplace, and the ability to process a high
volume, high, fast stream of data, in order to think about that
data, in order to assess and mitigate risk.

Because we will never be able to eliminate that risk, but we
ought to be able to manage it a little bit better than we are doing.
Now, I get the impression from talking to the panel that this—I
think, Mr. Hubbard, you said 1986 was the earliest figure I heard,
but 1998, the year 2000, I mean, this has been something that we
have all been aware of, and I am a recent arrival, but people have
been aware of for some time, so through several administrations,
both Republican and Democratic, through several Congresses, both
Republican and Democratic, so this obviously doesn’t become a par-
tisan issue or an issue that is isolated to one administration, but
I would just ask, since there is so much familiarity with it over
time, what—we have a relatively new FDA Commissioner, Dr.
Crosse, have you spent time talking to Dr. von Eschenbach about
this?

Ms. CrOSsE. I have not.

Mr. BURGESS. OK. Mr. Nielsen, what sort of interplay have you
and Dr. von Eschenbach had on this issue? Have you brought this
to his attention and some of the previous suggestions that were out
there, from 2000?

Mr. NIELSEN. No, I have not.

Mr. BURGESS. OK. And, Mr. Hubbard?

Mr. HUBBARD. I was trying to describe how the Commissioner is
juggling so many priorities, and when there is not funding to deal
with them effectively, some things fall away, and I think imports
has been one, historically, that has not been able to rise to the top
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for funding. Perhaps, as a result of some of your work this year,
that will change.

Mr. BURGESS. And, Mr. England, have you talked with Dr. von
Eschenbach about this?

Mr. ENGLAND. I had the pleasure of meeting him for the first
time today.

Mr. BURGESS. Well, he is right behind you, so I urge you to get
his card and do talk to him about this, because it is clearly impor-
tant, and clearly, legislation is going to be developed, not from this
subcommittee, but out of our full committee, and it is important
that we get it right on just so many levels, the safety level now and
how we monitor and maintain the system decades into the future.
So I yield back, Mr. Chairman.

Mr. StupaK. Well, thanks, Mr. Burgess. Now you see why it is
so important to have Dr. von Eschenbach for all these panels that
they can direct——

Mr. BURGESS. But I was trying to make sure we make good use
of his time——

Mr. STUPAK. As you were saying earlier this morning

Mr. BURGESS. This morning, and I wanted to draw that in.

Mr. STUPAK. Mr. Whitfield, questions? I am going to ask a few
more, and if you want to go back to the mike, we will go back for
a couple more questions. If I may, Mr. England, you talked about,
I think it was page 19 of your testimony, about the Bioterrorism
Act that we passed, I think it was in about 2002, and it came out
of this committee, I know that, and you mentioned food, but we
don’t have drug imports in there? And that should be amended?

Mr. ENGLAND. The provision that I was speaking about is a pro-
vision that requires the agency to design and implement informa-
tion technology systems related to imported food that will assist
the agency in allocating its resources where the greatest risk of, in
that case, intentional adulteration of food. But one of the elements
there, also, was to facilitate the importation of food that is in com-
pliance with the Act, and I perceive that as being really the oppo-
site side of the risk coin. There is a tremendous amount of product
that is out there that is safe. The difficulty is knowing which is
which. I mean, to go to the issue of the fact that the domestic man-
ufacturers do screening, that is true, but that is different than say-
ing that therefore we are safe. And so the opposite side of the risk
coin is that where industry can demonstrate that they are in com-
pliance with GMPs in the case of the drug industry, that product
should be facilitated. That provision, though, is restricted to im-
ported foods. It doesn’t cover drugs, devices, or any other commod-
ities regulated by FDA.

Mr. STUPAK. In questions of Mr. Walden, based on this news-
letter from U.S. Food and Drug Administration, FDA, on Ensuring
the Safety of Imported Products, we were kicking around the num-
bers. It was 30,000 out of 18 million that they look at each other,
and I think you said it was about 10 percent related to drugs, so
even if you gave the figure of 30,000 to use, FDA analyzes about
30,000 import product samples annually. Even at 10 percent, or 1.8
million, that is only like two percent, if my math is correct, 30,000
into 1.8 million. That is only, like, about two percent, then, correct?
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Mr. ENGLAND. Well, 20,000 of that 30,000 would be foods, so you
are really talking about 10,000 out of 1.8 million.

Mr. STUPAK. So it is probably

Mr. ENGLAND. We are assuming the balance are all drugs, which
I don’t think they would be. They would be biologics and other
products.

Mr. NIELSEN. And, Mr. Chairman, I would expect the majority of
those drug samples to be from activities at the international mail
facilities.

Mr. STUPAK. So the figure might be closer to 20 percent of one
percent of drugs.

Mr. ENGLAND. You are beyond me in your math.

Mr. STUPAK. I am beyond myself, too. That is why I am asking
you.

Mr. ENGLAND. I think to Mr. Nielsen’s point, though, there also
is that, let us say for the sake of discussion that it is 5,000 to 7,000
of the—30,000. Probably a large percentage of those are inspections
conducted by folks at FedEx or UPS or an international——

Mr. STUuPAK. For Customs, or whatever it may be.

Mr. ENGLAND. Looking at very, very small packages that Cus-
toms happens to kick out. In other words, not 30 metric tons of
product coming in. Probably a good percentage of even the drug in-
spections would be related to that.

Mr. STUPAK. But then it gets to the point I was trying to make.
If it is only one percent of the food that we are inspecting, drugs
are far less than that one percent, then, of the drugs coming in
here, so it is a problem, not just against drugs from foreign coun-
tries, but also food, drugs. I mean, we got a serious problem here.
And it seems to lie with the databases, at least that is where we
should start. Mr. Nielsen, there is a new program. Can you explain
a little bit? I think it is called Predict, that is used for seafood? And
that got funded through an earmark, correct?

Mr. NIELSEN. Yes.

Mr. STUPAK. A congressional earmark that everyone is against
right now but this was an earmark that was actually put in. That
is how it got funded at the FDA. Can you explain this a little bit
more to me? How would it relate here to drugs?

Mr. NIELSEN. Yes, and it actually also falls into some of the low-
hanging fruit of the ISP that was implemented. But the Predict
model is being piloted or at least was being piloted, I believe in Los
Angeles, for the seafood industry. I was program manager for the
development while I was Director of Import Ops, which is why I
know about it. But what it really does is it starts to integrate infor-
mation from both external and internal sources. It actually learns
the risk posed for imports based on a variety of data points and
will assist the entry reviewer in deciding which of the riskier ship-
ments to do the examinations.

Mr. StupAK. Thank you. Mr. Burgess, do you have any further
questions before we let this panel go?

Mr. BURGESS. Yes, I do, Mr. Chairman. Thank you for coming
back to me. Just to follow up on my last thought before we got cut
off, I mean, we have all been fairly intense in our criticism of the
FDA, which is fair. The Commissioner of the FDA has been in his
position since December of last year, so not quite a year. Mr. Hub-
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bard has already correctly alluded to the fact that there is lots of
things going on at the FDA, lots of different things to juggle, so it
is fair to criticize the FDA, but at the same time if we have got
constructive solutions, and it sounds like we have had those, at
least been thinking about those for at least 20 years, so, I mean,
again, I just concur it was a great panel, but I encourage you to
follow up with Dr. von Eschenbach, and let us talk about these and
explore them. Don’t, you know, don’t leave it to us to write the Law
by, you know, a vacuum, because I don’t think we will do a very
good job. So we count on your input, and we count on that input
being delivered to Dr. von Eschenbach, so in turn the agency can
help us help the agency. Now, on the issue, Mr. Hubbard, you men-
tioned human tissue at one point, I think, in your discussions. Is
that correct?

Mr. HUBBARD. Right. Well, that is just one of many, many things
that have popped up in recent years that needed attention, got
some, but then drifted away.

Mr. BURGESS. Well, it got my attention when you said it, because
obviously there have been some fairly disturbing, even macabre,
stories in the news in this country about some practices with deal-
ing with human tissue that I found very disturbing. Are we import-
ing human tissue products from overseas?

Mr. HUBBARD. When I was in it, there was some. We did a sting
in which a Romanian gentleman was selling us the body of a Rus-
sian gentleman who had apparently died in the street, and he died
of AIDS, and he was selling his whole body to us and shipping it
via the airlines flight that day. So, I mean, it was that kind of ex-
ample that caused the Commission at that time to put in place
some rulemaking and beef up regulation. The problem is, the fund-
ing was never there, in my opinion, to really have a permanent
program to inspect tissue banks to make sure they were following
proper procedures.

Mr. BURGESS. Is that likely to still be continuing today, as we
have seen this advance in globalization and all the other pressure
put on the drugs, the toys, the food imports? Is it likely to be addi-
tional pressure put on

Mr. HUBBARD. I don’t know exactly what is going on out there
now, but I can’t imagine the FDA has sufficient resources to ade-
quately inspect all of that industry.

Mr. BURGESS. Well, Mr. Chairman, I know that is beyond the
scope of this hearing, but I would encourage this committee to very
seriously consider—for some time I have thought that we ought to
look at the use of human tissue that originates in this country. I
had no idea, no idea that there was the possibility that there is
human tissue coming from outside. And Mr. Hubbard correctly al-
luded to some of the problems there, and if there is lack of quality
in the active ingredients in a Lipitor pill, goodness knows, we want
that quality assurance for people who are going to have human tis-
sue grafted or implanted. One last thing, Mr. Nielsen, on the good
manufacturing practice, it seems like that would affect the whole
debate of re-importation. That is, if we want good manufacturing
process, and we are crying out for more inspections and more fund-
ing for the FDA to do more inspections and move that chart graph
that we saw, so that that blue area becomes as a greater and great-
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er footprint, but then we have people in Congress today who are
arguing for, hey, we can get cheaper drugs if we just allow re-im-
portation from Canada, and of course the supply chain then comes
from who knows where, so it almost seems as cross purposes to
argue for improvement of good manufacturing processes and at the
same time argue for re-importation Laws. Am I missing something?

Mr. NIELSEN. If the two are not connected, absolutely.

Mr. BURGESS. Well, just by definition, or at least the legislation
I have seen offered for re-importation, it doesn’t really seem to
have a lot of control. It just says, from Canada, and we have all
seen the reports that what looks like a maple leaf might in fact be
an insignia of some other country and, as someone said, from the
darkest corners of the world. So if we embrace re-importation
wholeheartedly, again, as some people have suggested, and that is
a bipartisan issue. I am not putting that in anyone’s theme in par-
ticular, but we know who has been arguing for that pretty force-
fully for some time, basically that ends all product testing, does it
not?

Mr. NIELSEN. Yes, and I have to say, on the GMP, the principle
of the GMP is it is going to prevent the entry—it is really going
to contribute, but it is the whole process, from the application proc-
ess for the prescription drugs, to the post-surveillance process, in-
cluding adherence to the GMPs. If you don’t have the whole pic-
ture, you are just adding risk to it, and I have to give an example.
This is not just a finished drug issue. The industry that is overseas
are also finished product manufacturers. There is even less over-
sight of the ingredients going into the finished products overseas.
At least here, when the APIs or the ingredients come in, it is not
going to a black hole. We know where it is going. It can be checked.
There is a warehouse. There is a facility to go to, and there is a
process for checking potency, identity, and certificates of analysis,
and it is not an issue of waiting for more bodies to show up. The
med watch, the adverse events are not necessarily going to say ev-
erything is going to be OK unless there is an adverse report here.
The carbamazepine scenario experience that I painted in my writ-
ten testimony is a good example where the products going into the
formulation have a potential adverse effect if it is not in compliance
with both the application and the GMPs governing that manufac-
turing process. The good thing about the carbamazepine is if it
didn’t work, carbamazepine is an anti-convulsant drug. If it didn’t
work, the epileptics were seizing. You could see it.

Mr. BURGESS. So the bio-assay was positive.

Mr. NIELSEN. On the other hand, if a drug, like gentamycin, is
knocking your kidneys out, you are not necessarily going to see it.
And you are not necessarily going to know that it is not doing what
it is supposed to do. I believe generally the public, all of us, have
kind of been trained, if something doesn’t work, something is
wrong in my metabolism that caused that drug not to work. Well,
maybe yes, maybe no. And what we are trying to do is say that
there is a way to minimize the risk from that drug that is supposed
to help you.

Mr. BURGESS. I thank you for that. It was very illuminating. Mr.
Chairman, I do just need to mention, I think I mentioned a drug
by brand name, and I was using that only for the purposes of illus-
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tration. I have no knowledge that that drug of that brand name
even is manufactured in China. So I apologize for that oversight.
I was simply trying to make a point, and I yield back.

Mr. STUPAK. You have an 80 percent chance of being correct. Dr.
Crosse, thank you, and thank you to your staff for pulling every-
thing together quickly. I know you are going to continue your work,
and this committee and subcommittee appreciate it. To our panel,
thank you very much. Both sides, everyone has been saying what
a great panel. We could go round and round on questions, but we
do have two other panels. But thank you for your time. Your 80
years of experience with the FDA certainly helped us out here
today. Thank you very much. I will dismiss this panel, and we will
move to our second panel of witnesses.

Mr. John Dubeck, the partner in the law firm of Keller and
Heckman, as well as counsel to the Bulk Pharmaceutical Taskforce
at the Synthetic Organic Chemical Manufacturers Association; Mr.
Bruce Downey, chairman and CEO of Barr Pharmaceuticals and
chairman of the Generic Pharmaceutical Association; and Mr.
Guido Villax, the immediate past chairman of the Pharmaceuticals
Business Committee and member of the Board of Directors of the
European Fine Chemicals Group. Gentlemen, would you all come
forward? It is the policy of this subcommittee to take all testimony
under oath. Please be advised that the witnesses have the right
under rules of the House to be advised by counsel during their tes-
timony. Do any of you wish to be accompanied by counsel? All wit-
nesses indicate no, so I ask you, raise your right hand, take the
oath, please.

[Witnesses sworn.]

Mr. STUPAK. Let the record reflect the witnesses answered in the
affirmative. They are now under oath.

Mr. Dubeck, we will begin with you, with your 5-minute opening
statement, please, sir.

TESTIMONY OF JOHN DUBECK, PARTNER, KELLER AND HECK-
MAN, LLP, AND COUNSEL, BULK PHARMACEUTICAL
TASKFORCE, SYNTHETIC ORGANIC CHEMICAL MANUFAC-
TURERS ASSOCIATION

Mr. DUBECK. Mr. Chairman, and members of the subcommittee,
on behalf of the Bulk Pharmaceutical Taskforce and the Synthetic
Organic Chemical Manufacturers Association, SOCMA, I thank you
for this opportunity to testify on two key points. First, the current
system for regulating imported drugs is putting American con-
sumers’ health and safety at risk. Second, there is a solution; more
frequent and in-depth inspection of the foreign facilities making
these drugs.

The Bulk Pharmaceutical Taskforce submitted a citizens’ petition
to FDA in January of last year, outlining the risks associated with
imported drugs and providing suggested solutions. These risks
have been well highlighted already, and I will not repeat them. We
are disappointed that we have received no substantive response
from the agency.

The drug manufacturing industry today is structured vastly dif-
ferent than it was 30, 20, or even 10 years ago. No longer are drugs
primarily manufactured in-house by the major pharmaceutical
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companies. Rather, these companies have increasingly turned to
outsourcing their ingredients and sometimes even the finished
product. The suppliers of these outsourced products are overwhelm-
ingly foreign manufacturers. FDA is required to inspect domestic
drug establishments every 2 years. These inspections are unan-
nounced, and a single inspection can extend over many weeks and
may involve many separate visits. And I might add that on subse-
quent visits at a given inspection an inspector may call in other ex-
perts in specialties to assist in observing something that is seen
during the first part of an inspection.

This is no comparable obligation on FDA to inspect foreign facili-
ties. Since FDA must be invited to perform its official duties on for-
eign soil, a foreign facility always receives several weeks’ notice of
an impending inspection, and the length of the inspection is typi-
cally driven by travel schedules, rather than the compliance status
of the facility, and it is impossible to bring additional expert inves-
tigations to review specific issues. As a practical matter, a foreign
manufacturer is unlikely to be inspected for cGMP compliance, ex-
cept in the context of a pre-approval inspection. If you wish, I can
explain later the difference between pre-approval inspections and
c¢GMP inspections and why the former is of little value in assuring
the ongoing quality and purity of imported drugs.

If routine ¢cGMP inspections are unlikely to occur, it is very
tempting for management to put a low priority on maintaining
cGMP compliance. Statistics presented at a ¢cGMP conference in
2005 indicate that cGMP inspections of foreign firms result in sig-
nificantly more violations than seen in domestic firms. When com-
paring data solely from pre-approval inspections, the same discrep-
ancy is seen. Deviations from ¢cGMP were more serious in foreign
facilities than in U.S. facilities. These numbers cry out for FDA to
conduct more frequent inspections of foreign facilities. They also
underscore that the frequency of foreign cGMP inspections is so low
that managers of foreign facilities have apparently made the busi-
ness decision to spend less time, attention, and money on ensuring
that their drug manufacturing operations comply with cGMP than
is necessary to assure compliance.

A dramatic and drastic overhaul of FDA’s approach to the risk
posed by foreign manufactured drugs is long overdue. The manu-
facturing side of the pharmaceutical industry has changed substan-
tially, and yet FDA’s allocation of inspection resources remains un-
changed from an earlier era. In order for FDA to give cGMP inspec-
tions of foreign facilities the priority it deserves, the Bulk Pharma-
ceutical Taskforce proposed that FDA do three things. FDA should
abandon its policy of prioritizing domestic and foreign facilities sep-
arately for inspection. FDA should rank domestic and foreign facili-
ties together, based on the risks that the products from each facil-
ity pose to the American consumer. If there are 100 foreign facili-
ties with higher risk profiles than the highest-ranked domestic
firm, the American consumer is ill-served unless those 100 foreign
facilities are inspected before the domestic firm.

Foreign sites, particularly those owned by U.S. companies, would
welcome more inspections of all foreign sites. This will only happen
if FDA is required to have comparable inspection frequency for do-
mestic and foreign facilities.
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The U.S. market for pharmaceuticals is large and lucrative.
FDA’s recent action to restrict imported vegetable protein unless
and until it could be shown to be free of melamine is evidence of
its broad authority to prohibit the importation of products that ap-
pear to be adulterated. Furthermore, this is where FDA has an en-
forcement advantage with regard to foreign facilities versus domes-
tic. It has no need to prove in an enforcement action that a product
is adulterated. Imported products can be refused admission if they
merely appear to be adulterated.

A second proposal is that FDA should consider a facility’s foreign
status per se as a risk factor in its risk-based inspection program.
As I noted earlier and explain in greater detail in attachments to
my written presentation, all statistics indicate that drugs sourced
from foreign facilities pose greater risks to America’s public safety.
When a facility is inspected infrequently there is a natural tend-
ency for management to become complacent. Maintaining cGMP
compliance requires constant effort and vigilance, and it is a well-
traveled road from minor deviations to serious quality failures.

Importantly, even if FDA conducts more frequent inspections of
foreign facilities, we believe an additional risk factor should still be
assigned for foreign facilities. As a practical matter, any inspection
that provides prior notice, is constrained by travel arrangements,
and suffers from the communications problems inherent when deal-
ing with documentation that is in a foreign language while using
a translator provided by the facility, is bound to be less effective
than an unannounced inspection of indeterminate duration, con-
ducted in the investigator’s native tongue.

The Bulk Pharmaceutical Taskforce’s third request is a stopgap
measure that FDA could implement before it has the resources to
conduct adequate foreign inspections. It could actively test and
monitor the impurity profiles of active pharmaceutical ingredients
produced in facilities that FDA has never inspected.

Allow me to elaborate here. New drugs require prior approval.
Pre-approval inspections are part of that prior approval process,
but not all drugs are new drugs. Drugs that are not new drugs do
not require prior approval and do not require a pre-approval in-
spection. These are the facilities that are likely to never have any
inspection, not a GMP inspection, not a pre-approval inspection.
Further, there have been many prescription-to-over-the-counter
switches in the past few years. One of the earliest of those switches
was ibuprofen. In August 2002, FDA proposed to move ibuprofen
from new-drug to not-new-drug status. In response to the Chair-
man’s question about behind-the-counter drugs, and are we just
moving more drugs into a non-approved status, the issue is really
not whether it is Rx, OTC, or behind-the-counter, the issue is
whether it is a new drug that at least has a prior approval inspec-
tion, or a not-new drug. And FDA’s proposal would move more
drugs into this uninspected, not-new-drug category.

To be sure, testing and monitoring would be a poor substitute for
onsite inspections, but given budget and staffing considerations it
would be a great improvement compared to doing nothing. Just as
a stopped clock is correct twice a day, a non-GMP-compliant facility
will periodically produce drugs that meet specifications. It is rea-
sonable to assume that foreign manufacturers with sub-standard
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cGMPs will cherry pick production lots and ship to the U.S. only
ingredients that meet specifications. When different batches of
products coming from the same facility have significantly different
impurity profiles, it is reasonable to conclude that they did not
come from a process that is in control.

Mr. STUPAK. Mr. Dubeck, I am going to have to ask you to wrap
it up here, please.

Mr. DUBECK. Just that if FDA observes through monitoring of
variable impurity profile, it could refuse admission on the basis
that the products appear to be adulterated. We sympathize with
FDA’s resource limitations, but it is imperative that foreign manu-
facturing facilities be inspected at the same rate.

In closing, I note that although there are many economic factors
that have resulted in nearly half of all drugs marketed in the U.S.
being produced in foreign facilities, the fact that such production
attracts less aggressive FDA oversight surely contributes to the
trend. On behalf of SOCMA and the Bulk Pharmaceutical
Taskforce, I thank you for your time and attention to this serious
matter. I will be happy to answer questions.

[The prepared statement of Mr. Dubeck follows:]
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In January of last year, the Bulk Pharmaceuticals Task Force of the Synthetic Organic Chemical
Manufacturers Association submitted a Citizen Petition to FDA urging that it take specific
actions to better manage the manufacturing-related public health risks posed by the majority of
pharmaceuticals consumed today. My testimony today will explain that these risks to the
American consumer arise because inspections of foreign manufacturing facilities are so
infrequent that the risk to a manufacturer of being found out of compliance is virtually non-
existent. Given the magnitude of the problem, we are disappointed that the only communications
we have received from FDA regarding the petition have been its administrative assignment of a
docket number, viz., 2006P-0049, and an equally administrative automatic notification

approximately 180 days later stating that FDA had not yet reached a decision.!

By way of background, the Bulk Pharmaceuticals Task Force (also known as the BPTF) is an
association for manufacturers of active pharmaceutical ingredients (also known as APIs),
excipients, and intermediates. The BPTF is a subgroup within the Synthetic Organic Chemical
Manufacturers Association — also known as SOCMA. SOCMA is the leading trade association
of the specialty batch and custom manufacturing chemical industry, representing 300 member

companies with more than 2000 manufacturing sites and over 100,000 employees.

! Pursuant to 21 C.F.R. §10.30(e)(2), FDA is required to respond to petitioners within 180 days, indicating either
that the petition is approved, denied, or providing a tentative response indicating why FDA has been unable to reach
a decision. FDA’s response to the BPTF said that the Petition raised “significant issues requiring extensive review
and analysis by Agency officials.” See FDA’s July 20, 2006 Response Letter at

www fda. gov/iohrms/dockets/dockets/06p0049/06p-0049-1et0001 -vol1.pdf.
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Once the safety and effectiveness of a drug has been established, the only assurance that on-
going production will yield products with the same assurance of safety and effectiveness is if the
products are manufactured in accordance with current good manufacturing practice (cGMP)?
Compliance with cGMP is the responsibility of the drug manufacturer. FDA determines whether
a manufacturer is in compliance with its cGMP obligations by conducting inspections. A
manufacturer’s failure to adhere to cGMP renders a drug adulterated, per se, even if the drug
product is analytically within specifications. This is an essential distinction between the quality
assurance obligation imposed on drug manufacturers and mere quality control. The goal is to
ensure that every single dosage is of appropriate quality, not just that specifications are met on

average.

FDA is required to inspect domestic drug establishments every two years.’ These inspections
are unannounced. Indeed, BPTF members have had to abruptly alter plans to attend task force
meetings because an FDA inspector had arrived at one of their facilities. A single inspection can
extend over many weeks and may involve several separate visits of one or more days. The law
imposes no comparable obligation on FDA to inspect foreign facilities. Since FDA must be
invited to perform its official duties on foreign soil, a foreign facility always receives several
weeks notice of an impending visit by an FDA investigator and the length of the inspection is
typically driven by travel schedules rather than the compliance status of the facility. To FDA’s
credit, it is undisputed that its cGMP inspections are the most demanding in the world.
Accordingly, the fact that the statute permits FDA to enter into cooperative arrangements with
foreign officials to determine whether drug(s) should be refused admission into the United

States’ is a poor substitute for a visit by the FDA.

The drug manufacturing industry today is structured vastly different than it was thirty, twenty or
even ten years ago. No longer are drugs primarily manufactured in-house by the major

pharmaceutical companies and sold as branded products. The major pharmaceutical companies

? See FDCA § 501(a)(2)(B).
3 See FDCA § 510(h).
4 See FDCA § 510(i).
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have greatly expanded the number of manufacturing steps that are out-sourced (increasingly to
foreign manufacturers). The ever expanding number of generic drugs available are even more
likely to include significant components from (or be entirely produced by) a foreign source. By
2004, firms in China, Hong Kong and India accounted for 49% of the drugs consumed in the
U.S. By 2003, four out of every ten prescriptions came from foreign facilities.” The percentage

of active ingredients produced on foreign soil is substantially higher.

FDA’s records indicate that in 2004 (the latest year for which reliable data is widely available),
there were 3300 domestic drug manufacturing sites and 2700 foreign facilities.* China and India
led in the number of facilities, with 440 and 300 sites, respectively.7 In 2004, FDA conducted
c¢GMP inspections on 1825 or 55% of the domestic facilities, but only 184 or just under 7% of

the foreign facitities.®

5 See GOVERNMENT EXECUTIVE af http:/www.govexec.conv/dailyfed/1204/121404cdpm) htm (Jast visited October
20, 2005). The proportion of APIs that are imported is even higher; at least 80 percent of APIs used by U.S.
manufacturers to produce prescription drugs are imported. See GAO/HEHS-98-21: General Accounting Office,
GAO, Report to the Chairman, Subcommittee on Oversight and Investigations, Committee on Commerce, House of
Representatives, Food And Drug Administration, fmprovements Needed in the Foreign Drug Inspection Program
(March 1998) [hereinafter 1998 GAO report].

¢ This number excludes the 4500 domestic sites registered solely for the production of medical gases.

? Kristen Evans, CDER 2005 Compliance Update, 29™ International ¢cGMP Conference, Univ. of Georgia, March
2005

¥ Source: CDER Reports to the Nation (for years 1999 to 2004).
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As a practical matter, a foreign manufacturer is unlikely to be inspected for cGMP compliance at
all except in the context of a pre-approval inspection. As I explain below, these pre-approval
related cGMP inspections have less value than you might think with respect 1o assuring on-going

compliance.

For purposes of understanding the various inspection statistics that have been reported by FDA
and GAQ, it is important to note that not all foreign drug establishments manufacture products
that trigger a preapproval inspection. I will return to the significance of this later in the context

of an FDA notice of proposed rulemaking related to over-the-counter dosage forms of ibuprofen.

Briefly, drugs that are not generally recognized as safe and effective and {even if so recognized)
have not been used to a material extent and for a material time are defined to be New Drugs.
New Drugs require prior approval of a New Drug (or Abbreviated New Drug) Application
(NDAJANDA) before they may be legally marketed. As a general rule, FDA inspects each site
indentified in an NDA/ANDA that performs a critical production or quality control function
prior to approving the application. Such pre-approval inspections look af the design and
development of the manufacturing process and the adequacy of the systems in place to assure
compliance with ¢cGMP by that facility. It may or may not include an actual inspection of the

management’s ability to operate the facility in accordance with cGMP at production capacity. In
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trying to best allocate scarce inspection resources, the responsible FDA field office may decide
that the processes for manufacturing the product undergoing approval are so similar to an already
inspected process at the facility that nothing of value would be gained by conducting an
inspection; if a recent cGMP inspection of the site found no significant deficiencies for similar
types of production operations, a new inspection for compliance with cGMP also may
appropriately be skipped. The statistical discrepancy this creates between the number of New
Drug Applications approved, the number of pre-approval inspections, and the number of cGMP
inspections conducted by FDA is not a concern. More likely, however, is that the equipment and
procedures in place to be inspected during a pre-approval inspection are only appropriate for or

being operated at pilot scale.

There is a big difference between having procedures that may allow operations to comply with
c¢GMP and actually implementing the procedures to achieve cGMP and maintaining operations at
a high state of on-going compliance. Also, post-approval scale up changes may or may not
require prior approval; even if prior approval of a supplemental NDA/ANDA is required, it does
not follow that a new pre-approval inspection would be conducted; the cGMP status of a scaled
up operation is typically only reviewed as part of a routine cGMP inspection. If a routine cGMP
inspection is unlikely to occur in a timely fashion, it is very tempting for management to skimp
on validating procedures and otherwise paying close attention to cGMP requirements. If the first
routine cGMP inspection does not occur for another 12 years, the degree of control exercised

during the scale up process and early production will be ancient history.

Statistics presented at a cGMP Conference in 2005 indicate that cGMP inspections of foreign
firms result in significantly more violations than seen in domestic firms.® When comparing pre-
approval inspections, the same discrepancy is seen: deviations from cGMP were more serious in
foreign facilities than in U.S. facilities.'® These numbers cry out for FDA to conduct more

frequent inspections of foreign facilities and underscore the significance of the factors indentified

® See id.; see also Philip S. Campbell, 2004 Inspection Records & Compliance Issues, 29" International cGMP
Conference, Univ. of Georgia, March 2005.

1® See 1998 GAO report, supra note 5.
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in the BPTF petition which uniquely invite managers of foreign facilities to spend less time,
attention and money on ensuring that manufacturing operations comply with cGMP. A drastic
and dramatic overhaul of FDA’s approach to the risks posed by foreign manufactured drugs is
long overdue. The manufacturing side of the pharmaceutical industry has changed substantially
in recent years and yet FDA’s allocation of inspection resources remains unchanged from an

earlier era.

In order for FDA to give cGMP inspections of foreign facilities the priority it deserves, the BPTF
proposes that FDA do three things. Our first proposal is that FDA should abandon its policy of
separately prioritizing facilities for inspection based on whether they are domestic or foreign
facilities.'" '? Instead, FDA should rank domestic and foreign facilities together, based on the
risk that products from each facility pose to the American consumer. If there are 100 foreign
facilities with higher risk profiles than the highest risk-ranked domestic firm, the American
consumer is ill-served unless those 100 foreign facilities are inspected before the domestic firm.
This obviously would require either an easing of the demand that domestic facilities be inspected
every two years, which would allow a reallocation of scarce resources, or it would necessitate
additional funding.

Some may argue that unified rankings will be problematic because fair implementation would
require equal access to foreign and domestic facilities, something that is not within even
Congress’ authority to grant. The U.S. market for pharmaceuticals is large and lucrative. As
recently evidenced by the import restrictions FDA implemented with respect to melamine
contaminated proteins, FDA already has broad authority to refuse the importation of any product
that appears to FDA to be adulterated. 1t is arguably within FDA’s discretion to determine that a
refusal to allow an inspection of a foreign facility creates the appearance of non-compliance, and
that therefore it is permissible to refuse imports from the facility until an inspection is allowed.

While such a policy would likely have trade implications and could subject U.S. manufacturers

! See presentation by Alicia Mozzachio, FDA inspector, APls and the Foreign Inspection Program, at SOCMA’s
c(GMP Compliance Conference for Pharmaceutical Ingredient Suppliers, Oct., 6, 2003; see also Pat Phibbs, U.S,,
Foreign Firms Ranked Separately in Tool FDA Uses to Target Inspections, Daily Report for Executives, Oct. 11,
2005,

12 See FDA’s Risk-Based Method for Prioritizing CGMP Inspections of Pharmaceutical Manufacturing Sites — A
Pilot Risk Ranking Model (September, 2004), available at http:/www.fda.gov/cder/gmp/gmp2004/risk_based.pdf.
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to retaliatory prohibitions on their efforts to export to other countries, the health justification for

the policy and the ease with which such refusals could be avoided make it seem reasonable that

diplomatic solutions to these concerns could be reached.

Our second proposal is that FDA should specifically list “foreign facility” as a significant risk
factor in its risk-based inspection program. As noted in the BPTF petition and as borne out by
the statistics noted above, foreign facilities, in general, pose a greater risk to public safety. When
a facility is inspected infrequently, there is a natural tendency for management to become
complacent. In the absence of a credible threat of reasonably frequent inspections, the “c” in
c¢GMP gets lost. Maintaining cGMP compliance requires constant effort and vigilance. Minor
deviations may not cause any apparent lack of quality, but it is a well-traveled road from minor
deviations to serious quality failures. Since each step away from cGMP compliance can be a
short term cost savings, profits can displace cGMPs in the absence of creditable regulatory
oversight.

If the frequency of foreign inspections were increased proportionate with risk, an additional (but
smaller risk factor) should still be assigned to foreign facilities. As a practical matter, any
inspection that provides prior notice, is constrained by travel arrangements and therefore must be
concluded within a defined window of time, and suffers from the communications problems
inherent when dealing with facilities that operate in a foreign language through a translator
provided by the facility, is bound to be less effective than an unannounced inspection of
indeterminate duration conducted in the investigator’s native language.

The final request in the citizen petition is that FDA actively monitor the impurity profiles of
active pharmaceutical ingredients (APIs) produced in facilities which FDA has not inspected.
This monitoring would be a poor substitute for on-site inspections, but given budget and staffing
considerations, it would be a great improvement compared to doing nothing to assure the safety
of these important drug components. As noted above, cGMP is all about assuring quality; it is
much more demanding than simply determining that the final product meets specification when
sampled at some defined frequency and sample size. Just as a stopped clock is correct twice a
day, a process that is not in compliance with cGMP will produce product that meets

specifications occasionally. It is reasonable to assume that non-cGMP-compliant foreign
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manufacturers will cherry-pick production lots and ship to the U.S. only those lots that meet
specifications. Impurity profiles are highly sensitive to minor process variations. An active
ingredient manufactured in accordance with cGMP will have a consistent impurity profile, while
cherry-picked production from a non-complaint process will vary widely. It is virtually
impossible to deconstruct an impurity profile to reconstruct the process conditions that created it,
but one does not need that degree of knowledge to know that two different batches of product
coming from the same facility with significantly different impurity profiles did not come from a
process that is in control. If FDA gathered samples and discovered that products from a
particular facility had variable impurity profiles, it would be justified in concluding that the
facility was not being operated in accordance with cGMP. Therefore, the product would
“appear” to be adulterated and future imports could be summarily refused admission until an

inspection visit could be arranged and the presumption of non-compliance rebutted.

This monitoring of imports for a consistent impurity profile is an interim solution at best. It
would raise production costs and reduce that amount of material available for export from a
foreign manufacturer since even fewer batches could be cherry-picked if a consistent impurity
profile is an additional requirement. Also, such monitoring is only useful for bulk active
ingredients. Once an active ingredient is formulated with other ingredients, the impurity profile
will reveal little about the control involved in the manufacturing process because of the presence
of additional ingredients; their associated impurities will overwhelm the relatively subtle
variations that can serve as a window on the degree of control inherent in the manufacturing

process.

As noted above, not all drugs are subject to the new drug approval process and its associated
prior approval inspection. Many of these “non new” drugs as available over-the-counter and are
lawfully marketed as long as their composition and labeling are consistent with a final or
tentative final monograph or an applicable enforcement policy pending adoption of a final
monograph.” Because there are no regulatory pre-approval barriers to entry for these products,

formulators are free to obtain raw materials from any manufacturer and may change suppliers

21 C.F.R. Part 330.
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freely and frequently to obtain the lower costs. Quality assurance is a good investment only if
there is a higher price to pay for poor quality. In the absence of effective oversight, quality
assurance investments become unnecessary and unrecoverable costs. As long as the only
production of imported mongraphed products (or ingredients) that are offered for import to the
U.S meet the applicable specification requirements of the U.S. Pharmacopeia, there is virtually
no incentive for such manufacturers even to implement cGMP, let alone invest the time and

attention required to stay up to date with cGMP."*

Indeed, if an OTC product or its components are manufactured in a foreign facility, the risks to
public health are further amplified. The use of unproven or hazardous excipients in the
formulations is possible because there currently is no systematic mechanism for detection or
prevention of their use in such products. Additionally, just because adverse events are not
associated with a particular drug product does not mean such product does not pose additional
risks. Adverse events are difficult to correlate to an actual source or problem, especially
considering that many OTC manufacturers may use numerous different suppliers over time for
the same product with the same API and adverse effects of poor quality OTCs could take

considerable time to appear.

We sympathize with FDA’s limitations in resources, but believe that if the agency is to fulfill its
mandate to protect US consumers, it is imperative that the foreign manufacturing facilities
responsible for exporting 80% of the bulk APIs into U.S. be inspected, at a minimum, to the
same extent as domestic facilities. As Bernard Schwetz, D.V.M,, Ph.D., Acting Principal Deputy
Commissioner of FDA in 2001 stated, “FDA must improve foreign inspection and physical
inspection coverage and oversight of foreign producers to be able to maintain the safety of

products on that [sic] market that we believe Americans expect and demand.”"

' Although it is common for drug product manufacturers in the U.S. to qualify their suppliers, there is no explicit
regulatory requirement for such inspections. Cf, 21 CF.R. Part 211.

' Bemnard Schwetz, D.V. M., Ph.D, Acting Principal Deputy Commissioner, FDA, Testimony before the U.S. House
of Representatives Committee on Appropriations, Subcommittee on Agriculture, Rural Development, and Related
Agencies, March 8, 2001,
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Although there are many economic factors that have resulted in nearly half of all drugs marketed
in the U.S. being produced in foreign facilities, the fact that such production attracts less
aggressive FDA oversight surely contributes to the trend. A significant and prompt reordering of
priorities by FDA with respect to the inspection of foreign facilities is essential to protect
Americans from facing more crises due to unsafe drugs. Absent a new approach to inspecting

imported products, the risks to public health will only increase.

In closing, I would like to note that the number of drugs entering the country without any
oversight of their manufacturing process is likely to increase further and even more creative
enforcement techniques than outlined in the Citizen Petition may be necessary. A factor that is
expected to drive this increase is the fact that a number of prescription drugs have been
converted to OTC status. One of the earliest such switches was the OTC dosage for ibuprofen.
In August 2002, FDA proposed to substantially deregulate the manufacture of the 200 mg tablet
form of ibuprofen by adding it to the monograph for internal analgesics. If this rule making were
to be finalized as proposed, bulk ibuprofen would freely enter this country without FDA having
any clue as to the manufacturing process employed or the degree of manufacturing control that
existed. The impurity profiling technique described above is unlikely to be effective since it will
be just as easy (and more profitable for the foreign manufacturer) to import fully formulated
dosage form product. In short, FDA is proposing to allow ibuprofen of unknown quality to be
sold in the U.S. without any prior approval on the basis that such products are generally

recognized as safe and effective and have been used to a material extent and for a material time.

This ibuprofen proposal is significant for two reasons. First, it is a landmark event; there are
many drugs that have made the Rx to OTC switch since ibuprofen and, in time, will also have
been on the market for a material time and extent. They will all be candidates for conversion to
“not new” drug status. Second, the same blind spot that allows FDA to ignore the risks of
improperly manufactured imported drugs underlies the FDA proposal. The products that have
created a favorable record of safety and effectiveness over a material time and extent have all
been manufactured under the strict controls of the NDA/ANDA process. Further, the ibuprofen

API used in these products for this material time and extent has been produced to an
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overwhelming extent in a limited number of domestic establishments and FDA has a history of
demanding more detailed information from these manufacturers than simple compliance with the
specifications in the United States Pharmacopaeia (USP). How this history supports the notion
that uncontrolled manufacture of product that may only nominally meet USP specifications
constitutes uses for a material time and extent of a generally recognized as safe product is a
mystery. Although the context is different, it is the same mystery that concerns the
Subcommittee today and suggests that the issue runs deeper than simply a lack of funding to

perform more frequent inspections of foreign facilities.

On behalf of SOCMA and its Bulk Pharmaceuticals Task Force, I thank you for your time and

attention to this serious matter.
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CITIZEN PETITION

The Synthetic Organic Chemical Manufacturers Association’s (SOCMA’s) Bulk
Pharmaceuticals Task Force (BPTF) submits this petition to request that the Food and Drug
Administration (FDA) take specific actions designed to allow it to better manage the risks to
public health associated with the use of drugs manufactured or processed at foreign facilities.

The BPTF is an association for manufacturers of active pharmaceutical ingredients (APIs),
excipients, and intermediates. The BPTF’s primary objective is to seek clarification of current
regulatory requirements and to interact with governmental agencies on emerging issues that may
impact SOCMA members. SOCMA is the leading trade association of the specialty batch and
custom manufacturing chemical industry, representing 300 member companies with more than
2000 manufacturing sites and over 100,000 employees.

L ACTION REQUESTED

The BPTF respectfully submits this petition to request the Commissioner of Food and Drugs to
allocate its resources to reduce the public health risk that imported drug products pose by:

1. ranking foreign and domestic drug manufacturing firms together according to FDA’s
risk-based approach to inspections;

2. listing “foreign facility” as a significant risk factor for purposes of its risk-based
approach; and

3. implementing a program of monitoring the impurity profiles of imported over-the-counter
(OTC) drugs for patterns that create the appearance of underlying problems with current
good manufacturing practices (¢cGMP), so that FDA may refuse entry under 21 US.C. §
381{a) to products that appear adulterated.

2006 P- 0049 1 - CcP/
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1L STATEMENT OF GROUNDS
A. Background

Domestic and foreign estabhsbments mponmg drugs must register their establishment and list
alt drugs in commercial distribution.! A review of establishment registrations and drug lists
reveal several important trends in'drug manufacturing. 1n 2004, 2700 foreign drug
manufacturing establishments were registered with the FDA versus 3300 domestic sites
(excluding the 4500 domestic sifes registered solely for the production of medical gases).? Chma
and India led in the number of FDA registered facilities with 440 and 300 sites, respectively.’
Approxxmately 51% of the registered foreign sites are API manufacturing facilities; the
remaining are other establishment types, such as finished dosage plants and control laboratories.*

The number of finished drug products manufactured abroad for the U, S market is increasing,
accounting for four of ten prescriptions drugs now sold in this country.” A review of the FDA
Type I DMF database also reflects the trend toward increasing foreign drug manufacturing: 87
percent of the 510 DMFs filed with the FDA in fiscal year 2004 were for products/APIs
manufactured outside of United States.® Even if not all of these DMFs have yet been cross-
referenced into approved applications, the numbers suggest that a greater proportion of drugs are
likely to come from foreign countries in the futare.

FDA is responsible for ensuring that all domestic and imported drug products are safe, effective,
and in compliance with current gpod manufacturing practices (cGMPs). 7. 1t is cGMP that
provides the assurance that each pill we consume has the same identity and strength and the same
quality and purity characteristics as the product approved by. FDA FDA s required to inspect
registered domestic establishments in any state every two years.® NDA/ANDA pre-approval
inspections are conducted for specific new products, but.domestic facilities also receive periodic,
unannounced inspections for cGMP compliance. Based on CDER inspection statistics of 1999-
2003 (Table I below), and the estimated number of domestic manufacturing sites registered, it

! See Federal Food, Drug and Cosmetic Act (FDCA) § 510, 21 CF.R. § 207.20, 21 CFR. § 207.20.

? Kristen Evans, CDER 2005 Compliande Update, 29% International cGMP Conference, Univ. of Georgia, March
2005.

* Kristen Evans, CDER 2005 Compliance Update, 25® International cGMP Conference, Univ. of Geergia, March
2005
* See id.

% See GOVERNMENT EXECUTIVE at http: Jwww.govexee.com/dailyfed/1204/121 404cdpm] htm (Jast visited October

20, 2005). The proportion of APIs that are imported is even higher; at least 80 percent of APIs used by U.S.
manufacturers to produce prescription drugs are imported. See GAQ/HEHS. -98-21: General Accounting Office,
GAO, Report to the Chairman, Subcommittee on Oversight and Investigations, Committee on Coramerce, House of
Representatives, Food And Drug’ Administration, Improvements Needed in the Foreign Drug Inspection Program
(March 1998) [hereinafter 1998 GAO report].
