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CANCER CARE FOR THE NEW MILLENNIUM—
INTEGRATIVE ONCOLOGY

WEDNESDAY, JUNE 7, 2000

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

The committee met, pursuant to notice, at 1:10 p.m., in room
2154, Rayburn House Office Building, Hon. Dan Burton (chairman
of the committee) presiding.

Present: Representatives Burton, Morella, Ros-Lehtinen, Horn,
LaTourette, Walden, Norton, Cummings, and Schakowsky.

Staff present: Kevin Binger, staff director; David A. Kass, deputy
counsel and parliamentarian; Mark Corallo, director of communica-
tions; S. Elizabeth Clay and Nicole Petrosino, professional staff
members; Lisa Smith Arafune, chief clerk; Robert A. Briggs, assist-
ant clerk; Robin Butler, office manager; Michael Canty and Toni
Lightle, legislative assistants; Josie Duckett, deputy communica-
tions director; John Sare, staff assistant; Phil Schiliro, minority
staff director; Phil Barnett, minority chief counsel; Sarah Despres,
minority counsel; Ellen Rayner, minority chief clerk; and Jean
Gosa and Earley Green, minority assistant clerks.

Mr. BURTON. Good afternoon. A quorum being present, the Com-
mittee on Government Reform will come to order.

The ranking Democrat, Mr. Waxman, is on his way. He said he
would be a little bit late. We thought we would go ahead and get
started.

I ask unanimous consent that all Members’ and witnesses’ writ-
ten opening statements be included in the record.

Without objection, so ordered.

I ask unanimous consent that all articles, exhibits and extra-
neous and tabular material referred to be included in the record.

Without objection, so ordered.

Today, the Committee on Government Reform begins the first of
2 days of cancer hearings. During the 2 days of our hearings, over
3,200 lives will be lost to cancer and 6,575 individuals will be told
that they have cancer. This hearing will address four issues.

Pediatric cancers and the challenges parents face in making
treatment decisions, racial disparity in cancer treatments, reim-
bursement issues related to complementary therapies in an oncol-
ogy setting, and anti-tumor drug development from natural prod-
ucts.

Probably the only thing more difficult than personally being diag-
nosed with cancer is the diagnosis of cancer for your child. A recent
New England Journal of Medicine article stated that one out of
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four children diagnosed with cancer will die from the disease—one
out of four. Unfortunately, many of them will die without a referral
to a hospice and with poor pain management. The referral to a hos-
plilce can reduce the pain and fear of children who are terminally
il

In 1999, it was estimated that 7,800 children in the United
States would be diagnosed with cancer. Forty-two families in
United States will be told their child has cancer during the 2 days
of our hearings. They will have to make care and treatment deci-
sions based on what their physicians and oncologists tell them and
what they can learn on their own from their family and friends and
on the Internet. Fortunately, the recent addition of the Clinical
Trials data base on the National Institutes of Health’s Web site
makes it easier for families to learn about clinical trials.

Today, my colleague and friend, Congresswoman Deborah Pryce,
will share with us her experience about losing a child to neuro-
blastoma this past fall. Neuroblastoma is a rare nerve cancer that
strikes 500 children in this country each year.

Michael and Raphaele Horwin lost their only child, 2-year-old Al-
exander—that is a picture of him up there—to medulloblastoma
last year. Medulloblastoma is a brain cancer. They have done an
excellent job of putting together a chronology of quotes drawn from
peer-reviewed medical journal articles on cancer research. The
statements show that, as parents, they were justified in their con-
cern about the effects of the drugs offered as “state-of-the-art.”

We will also hear from James Navarro, the father of Thomas.
Last summer, when Thomas was barely 4 years old, he was diag-
nosed with medulloblastoma. That is a picture of him. After re-
searching their options, the family decided that the best course of
action for Thomas was a non-toxic treatment available through a
Food and Drug Administration-approved clinical trial. Unfortu-
nately, the Food and Drug Administration denied Thomas access to
this clinical trial because he had not first gone through and failed
chemotherapy and radiation.

Many of you may recall a hearing 2 years ago when Dustin
Kunnari—that is a picture of Dustin—testified. Dustin, who was
the last child that the Food and Drug Administration allowed to re-
ceive this treatment as a first choice, is healthy and without having
suffered the life-altering side effects of chemotherapy and radi-
ation. He is not alone in surviving cancer through the use of
antineoplastons and not suffering the irreversible side effects of
?thetl" more toxic treatments. You might take a look at him and his
amily.

I think we have some other slides. These are children that sur-
vived.

Thomas’ story struck a chord with many Americans who feel
strongly that the decision to access another treatment protocol out-
side the “standard” cancer protocols of chemotherapy and radiation
should be the patient’s choice and not the decision of a government
agency. In fact, I have introduced, and many of my colleagues have
cosponsored, H.R. 3677, the Thomas Navarro Patient’s Rights Act
as a remedy for this situation.

This bill would assure that patients would have the option to
make an informed decision to participate in clinical trials after
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being fully informed of all of their options, rather than being forced
to accept a treatment with known toxic side effects.

Unfortunately, right now, the FDA can put a clinical trial on
hold for a treatment that is safe and has no serious side effects be-
cause the FDA is satisfied with existing treatments, even treat-
ments that can cause serious adverse events including sterility,
stunted growth, hormone disorders, blindness, hearing loss, mental
retardation and secondary cancers.

H.R. 3677 is a first step in assuring medical freedom in the
United States.

There is something inherently wrong with a system when doctors
threaten to have a child with cancer taken away from parents and
put in State custody when they refuse to subject their child to
chemotherapy as a means of forcing treatment. How can it be that
in the United States of America a doctor can and will have the
State’s Child Protective Services take a child with cancer away
from his or her parents, with charges of child neglect and abuse,
when those parents love their child enough to question administer-
ing drugs that can do severe and irreparable harm? These children
are then placed in foster care so that the child can be subjected to
chemotherapy and radiation. This is exactly how the Navarros and
other families have been threatened by government agencies.

These threatening tactics by the medical profession on families
must stop, and they must stop now.

In his State of the Union address on January 22, 1971, President
Richard Nixon declared a war on cancer. The thought was that if
we took the same approach with curing cancer as we did with put-
ting a man on the moon, pouring lots of funding into the issue,
then we could beat cancer. In 1984, the National Cancer Institute’s
director predicted that cancer deaths would be reduced 50 percent
by the year 2000. There is a slide showing what the actual situa-
tion is.

The American taxpayer has invested over $43 billion in the Na-
tional Cancer Institute, the primary government cancer research
agency, during the past 29 years. What has that taxpayer invest-
ment accomplished? Dr. Robert Wittes will be updating the com-
mittee on the activities of the National Cancer Institute, focusing
on the areas of complementary and alternative medicine and natu-
ral product drug development.

Dr. Steven Straus, the new Director of the National Center for
Complementary and Alternative Medicine, is appearing before the
committee for the first time. Surveys indicate that the majority of
cancer patients will use some form of a complementary or alter-
native medicine treatment during the course of their disease, some
will integrate complementary therapies with conventional ap-
proaches, and others will choose a treatment as an alternative to
conventional medicine. What has the Center accomplished to date
and what are the Center’s research plans for the future?

Earlier this year, Dr. Straus announced his intentions to develop
a frontier sciences research program. Frontier sciences can be de-
fined as areas of science and medicine outside the mainstream, in-
cluding consciousness studies, subtle energies in biology, the sci-
entific basis of alternative and complementary medicine, and the
interface of science and spirituality. Research in this area of
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science will offer significant advances in how we treat and prevent
cancer in this new millennium. At some point in the future, we will
have a hearing looking specifically at this field.

We have asked Dr. Jeffrey Kang of the Health Care Financing
Administration to outline the current and planned activities in re-
imbursement of complementary and alternative therapies for can-
cer patients under Medicare.

Dr. Robert Pazdur will present testimony about clinical trials in
alternative cancer treatments on behalf of the Food and Drug Ad-
ministration. He has been asked to provide information about the
number and types of calls received regarding these types of clinical
trials. We have received complaints from families who, when call-
ing the FDA to gain information about possible inclusion in the
antineoplaston clinical trials, were offered negative information
about Dr. Burzynski’s clinical trials. These individuals felt that the
FDA staff was attempting to dissuade patient participation.

We will also hear from Dr. Jeremy Geffen, who we asked to re-
turn and specifically address reimbursement challenges from the
perspective of an oncologist in private practice who integrates com-
plementary therapies in his treatment.

Mr. Roger Cary, the chief operating officer of Cancer Treatment
Centers of America, has learned that patients fare better when al-
lowed to select an integrated treatment approach, including thera-
peutic nutrition, spiritual care, exercise and massage therapy pro-
grams, and naturopathic medicine. Unfortunately, as long as most
complementary therapies are not reimbursed, the best approach to
treating cancer, an integrated approach, remains available only to
those who have the means to pay out of pocket. The poor people
just do not have a chance to be involved in that.

Dr. George Devries, president and chief executive officer of Amer-
ican Specialty Health Plans, will share with us how 25 million
Americans have been able to access companies’ complementary and
alternative therapies through complementary and alternative bene-
fits programs, network programs and discount network programs,
have been beneficial.

The challenges of cancer are immense and complex and at times
very emotional. Anybody who has had anybody in their family that
has had cancer knows what I am talking about. Last year, within
a 2-year span, I lost both of my parents to lung cancer. My wife
is a 6-year survivor of breast cancer, in large part, I believe, due
to her participation in a clinical trial to test an alternative cancer
protocol. As a committee and a Congress, we must remain vigilant
in our oversight of the war on cancer and look for ways to improve
research, access and care.

The hearing record will remain open until June 21 for those who
would like to submit a statement for the hearing record.

Mr. Waxman is not year here. Ms. Schakowsky, would you like
to make an opening statement in place of Mr. Waxman?

Ms. SCHAKOWSKY. Not speaking on behalf of Mr. Waxman, but
if I could just say a few words, Mr. Chairman.

There was a fascinating story in yesterday’s Wall Street Journal
about a treatment for a kind of leukemia and clinical trials that
were being used in a limited way. This information got out over the
Internet where patients now are engaging much more in their own
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research and their own discovery of alternatives. Suddenly, there
was this vast number of people who wanted to participate in this
clinical trial which presents new opportunities but also a lot of new
challenges. The manufacturer, how are they going to produce in
quantity, what is the role of government in regulating that?

On the other hand, I completely understand why, as a cancer vic-
tiﬁl or a family member, I would certainly want this option avail-
able.

So I think your legislation and this discussion and this hearing
about what is the balance of protecting health and safety and mak-
ing sure that life-saving options are available to people and that we
are not interfering with that in an unreasonable way is most im-
portant. So I want to thank you, Mr. Chairman, and the witnesses
today for this important hearing.

Mr. BURTON. Thank you.

Do any other Members have statements they would like to make
at the beginning here?

If not, I would like to welcome our dear friend and colleague,
Congresswoman Deborah Pryce, one of the leaders here in Con-
gress, to come forth and testify. We welcome you. This is the sec-
ond time I have seen you today, with our good friend Dave Thomas,
and I am glad to have you. You are recognized to make an opening
statement.

STATEMENT OF HON. DEBORAH PRYCE, A REPRESENTATIVE
IN CONGRESS FROM THE STATE OF OHIO

Ms. PrRYCE. Thank you, Mr. Chairman. My statement is some-
what lengthy, and I will do my very best to cut it down and stay
within the committee’s timeframe.

Mr. Chairman, we have been together twice today, once to cele-
brate the unveiling of the adoption stamp, which we both worked
very hard on, and now to talk about cancer.

Adoption and cancer. Those are two issues that have profoundly
touched my life, one in a very happy and joyous way and the other
in the most heartbreaking. As many of you know, my family re-
cently waged a battle against cancer that eventually claimed the
life of my adopted daughter Caroline. Today, I would like to share
with you my own experience navigating our health care system in
an effort to provide Caroline with the best care possible.

After three trips to the pediatrician’s office to determine the
cause of pain in her left leg, Caroline was finally diagnosed with
cancer in September 1998. I cannot begin to describe the horror
and confusion that a parent faces. Unfortunately, the initial diag-
nosis of the cancer was incorrect. But, based on this misdiagnosis,
we brought Caroline to the National Institutes of Health, where
there was a study under way focused on Ewing’s sarcoma, which
we were told was the disease with which she suffered.

After a couple of weeks of testing at NIH, the doctors began to
doubt Caroline’s diagnosis. We then learned an even worse fate
was in store for us. Caroline had neuroblastoma, a very rare nerve
cancer with a survival rate of less than 20 percent of children like
Caroline.

Once again we had to start over and make decisions about where
to seek treatment, what treatment, who to believe and who to
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trust. NIH provided a list of neuroblastoma programs across the
country, but the doctors were reluctant to make a decision, and ev-
erybody had their own way of treating it, and we had to decide
which was the best course.

After much research, phone calls and networking, we seized on
what we thought was our best opportunity at Memorial Sloan Ket-
tering in New York City. Caroline bravely endured months of
chemotherapy, radiation, surgery, and even a brief clinical remis-
sion before the cancer claimed her life.

So, in my view, there are a number of improvements that need
to be made in the manner in which our current health care system
treats pediatric cancer.

First of all, I believe that pediatricians and parents need a wake-
up call. Cancer strikes over 10,000 children in this country every
year. It is the leading cause of death by disease in children. It is
the leading cause of death by disease in children. Parents have to
be aware of this fact, and pediatricians should be trained to look
for even the most subtle signs of cancer and improve screening of
children for the disease.

Children are much more likely to have their symptoms dis-
missed. We were told at first it was shin splints, and then we were
told that it was growing pains. They are much more likely to have
their symptoms dismissed, and that delays treatment, and it cer-
tainly delays diagnosis. In children, this is especially detrimental,
because pediatric cancers spread rapidly. Pediatricians must resist
tendencies to offer a perfunctory examination of children with
seemingly innocuous symptoms and just dismiss them. A simple x
ray or blood test would only add a small cost to our health care sys-
tem and could have the invaluable benefits of timely and successful
treatment.

Of course, once cancer is diagnosed, it is crucial that the type of
cancer be correctly identified so the appropriate course of treat-
ment may be initiated as soon as possible. Through my interactions
with other parents, I have discovered we were not alone in our mis-
diagnosis. In fact, Memorial Sloan Kettering confirmed that
misdiagnoses of small round cell tumors at an atypical age is not
uncommon and perhaps is as high as 20 percent.

Now, I know that this committee is looking at alternative and
complementary therapies, so let me just address that very briefly.
In our own experience, these therapies were not overtly presented
at all. Chairman Burton, I think you were the only person in the
whole course of our treatment to even suggest we look into it, and
I appreciate that. But we did not seek them out. We had our hands
and heads full enough just wading through the many options that
traditional therapies offered. However, therapies such as exposure
to music and art and play, medical play especially, and other dis-
tractions to keep the patients focused on something other than
treatment and/or pain were available through the institutions
where Caroline was treated, and I view them as very positive influ-
ences in her care.

Beyond treatment decisions, knowledge is crucial to parents, be-
cause they are the ones who must be the advocates for their chil-
dren in the cancer system.
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In the judicial system, which I am more familiar with, we are
making more and better use of court-appointed special advocates
[CASAs], to help coordinate and protect the interests of children.
There is no such animal in the health care system. If we had not
made it our business to know and understand every step of every
procedure, many irreversible mistakes would have been made, I be-
lieve, some of which were as serious as having the wrong kind of
catheter inserted into our daughter surgically, to as minor but
every bit as significant to a little child as having a nurse have to
stop placing an IV that wasn’t necessary, because she could have
drawn blood from the catheter. Every step of the way you have to
be vigilant.

Unfortunately, palliative care is also a very real part of cancer
treatment that has, to a certain extent, been neglected. As a parent
watching my child suffer, I could not understand why more relief
could not be provided in the hospital setting at the end of care
Caroline’s life compared to what was available in hospice care. In
my mind, there is absolutely no reason that there has to be such
a bright line between pain relief offered at the last stage of aggres-
sive treatment in a hospital and that offered when alleviating pain
through the hospice system. Sadly, studies based on parental re-
ports show that 89 percent of children experience substantial suf-
fering in the last month of life.

This study also shows a discrepancy between what parents and
physicians perceive about children’s symptoms. There are a num-
ber of obstacles that stand in the way of effective pain management
for children, including perceptions about their threshold for pain,
the ability of children to effectively communicate their pain, and
concerns about addictions. That is just to name a few. There is
great need for more training and research in this area.

I myself believe there is a need for more home hospice care for
children. While we were fortunate enough to have this option, it is
not often available in many communities for many reasons. The de-
mand is oftentimes low, thank God, but it is also difficult to staff
these organizations as people generally don’t want to even think
about hospice care for children. In the interest of these kids, we
have to improve education; and, through knowledge, we have to
change attitudes.

Thankfully, not all children suffer Caroline’s fate. Tremendous
progress has been made in its last 30 years, and today childhood
cancer is a very curable disease in three-quarters of the patients.
I have to qualify this by saying that it is largely due to great
strides in the cure for leukemia. Solid tumor cancers are still hor-
rible killers and claim a great number of our children.

Continued research is the hope for cancer patients in the new
millennium. The triumphs over childhood cancer are to be cele-
brated, but there continue to be limitations on pediatric research.
Each child diagnosed with cancer is getting only one-sixth of the
Federal research support allocated to each patient afflicted with
AIDS; and for every dollar spent on a patient with breast cancer,
less than 30 cents is spent on a child with cancer. We need to in-
vest more resources in pediatric cancer, with a focus on increasing
survival and accessibility to care.
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We need also to do more to provide incentives for new drug de-
velopment, which is currently lacking due in part to a very small
market and to liability issues that we are all aware of. Cooperation
among medical institutions, philanthropic organizations and the
Federal Government can move us toward the day in the new mil-
lennium where there is hope for all children and no child need fall
victim to the scourge that is cancer.

I thank the committee for their indulgence. I appreciate the op-
portunity to be here.

[The prepared statement of Hon. Deborah Pryce follows:]
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Mr. Chairman and members of the Committee, thank you for the opportunity to testify
today about a subject that is of great personal importance to me and which affects the lives of

thousands of American families each year who are introduced to the horrors of cancer.

As many of you know, my family recently waged a battle against cancer that eventually
claimed the life of my daughter, Caroline. Today, I would like to share with you my own
experience navigating our health care system in an effort to provide Caroline with the best care
possible, as well as put my family’s experience into the context of the broader cancer care system

in our nation, or at least my view of it.

After three trips to the pediatrician to determine the cause of the pain that my daughter
was experiencing in her left leg, Caroline was diagnosed with cancer in September of 1998. 1
cannot begin to describe the horror and confusion that a parent goes through upon learning that
his or her daughter has cancer. But, I am sure like most parents, my husband and I decided not to
dwell on the time lost or our own fear. We knew we had to be strong for Caroline. We
immediately set out to determine the best course of treatment for our daughter’s cancer.
Unfortunately, the initial diagnosis of Caroline’s cancer was incorrect. But, based on that mis-

diagnosis, we brought Caroline to the National Institutes of Health, where there was a study
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underway focused on Ewing’s sarcoma, which we believed to be the disease from which
Caroline suffered. However, after a couple of weeks of testing at NIH; the doctors began to
doubt Caroline’s diagnosis. We then learned that an even worse fate was in store for us.
Caroline had nueroblastoma, a rare nerve cancer, with a survival rate of less than 20 percent for
children like Caroline. Again, we had to make decisions about treatment, and the NIH provided
a list of neuroblastoma programs across the country, but the doctors were reluctant to make a
recommendation. It is overwhelming to make this type of decision for a loved one. While we
had access to information, each doctor we spoke with had a different idea of what was best for
Caroline. The all had their own treatment. Finally, we made the decision to take Caroline to
Memorial Sloan Kettering in New York to participate in a clinical trial led by Dr. Nai-Kong
Cheung. Dr. Cheung thought Caraline would have a 50 percent chance of long-term survival if
we started treatment immediately. We seized on what we thought was our best opportunity.
Caroline bravely endured months of chemotherapy, radiation, and surgery, and even a brief

clinical remission, before the cancer claimed her life almost a year after she was first diagnosed. -

In my view, there are a number of improvements to be made to the manner in which our
current health care system treats pediatric cancer patients, which I think could improve the

survival rates and the quality of life of children who are victims of this dreaded disease.

First, I think pediatricians and parents need a wake up call. Cancer strikes over 10,000

children in the U.S. yearly.

8 percent of deaths between age 1 and 19. Parents should be aware of this fact, and pediatricians
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should be trained to look for even the most subtle signs of cancer and improve screening of
children for the disease. While adults receive screening for a variety of cancers, such as breast
cancer, cervical cancer, and colorectal cancer; children are much less likely to be screened and
more likely to have their symptoms dismissed, thus delaying a diagnosis and treatment. In
children, this is especially detrimental as pediatric cancers spread rapidly. Pediatricians must
resist tendencies to offer a perfunctory examination of children with seemingly innocuous
symptoms and dismiss them. A simple x-ray or blood test would add only a small cost to the

health care system, but could have the invaluable benefit of timely and successful treatment.

Of course, once cancer is diagnosed, it is crucial that the type of cancer be correctly
identified so that the appropriate course of treatment may be initiated as soon as possible.
Through my own interactions with other parents, I discovered that we were not alone in our
situation. In fact, Memorial Sloan Kettering Cancer Center confirmed for me that misdiagnosis
of small round cell tumors at an atypical age is not uncommon, but that it is less likely to occur
in state-of-the-art hospitals where advanced diagnostic tools are available. The discordance
between primary hospitals that do not have such tools and the diagnosis provided by experts

participating in clinical trials is as high as 20 percent.

The complexity of the cancer system, which mirrors our health care system as a whole,
can certainly be overwhelming for a patient or parent trying to find the course of treatment that
will provide them with the best chance for survival. There is certainly a wealth of knowledge

available to the public on cancer, but harnessing this information and making the best decision
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for a child or a loved one is an emotional and stress-filled task that must be quickly completed. 1
think it is likely that most individuals first turn to the physician who diagnosed the cancer for
advice. Of course, you are then relying on that one physician’s awareness of treatment options,
which may not be very extensive if he or she is not an oncology specialist. In the best case
scenario, a pediatrician will refer their patient to a pediatric oncology specialist, and most
children end up in centers of excellence that specialize in childhood cancer. However, the worst
case scenario all too often exists when an unqualified diagnosis is made and inappropriate
treatment is pursued. Today, there is also the Internet, which offers a tremendous resource. For
example, the National Cancer Institute has a comprehensive site where individuals can find
information on types of cancers, treatment options, current clinical trials, and support groups, as
well as links to other sites. What parents really need is a quick education and a candid and clear
presentation of their options, in order to make the best decisions for their child that provide

parents with some peace of mind.

In terms of alternative or complimentary therapies, in my own experience, these therapies
options were not overtly presented, nor did we seek them out. We had our hands and heads full
enough just wading through the many options traditional therapies offered. However, therapies
such as exposure to music and art and other distractions to keep the patient’s focus on something
other than treatment and/or pain were available through the institutions where Caroline was

treated, and I view them as positive influences on her care.

Beyond treatment decisions, knowledge is crucial to parents because they are the ones
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who must be advocates for their children in the cancer system. In the judicial system, we are
making more and better use of court-appointed special advocates (CASA) to help coordinate and
protect the interests of children. There is no such animal in the health care system. If we had not
made it our business to know and understand every step of every procedure, many irreversibie
mistakes would have been made, which were as serious as the insertion of single versus double-
lumined catheter, to as minor as (but every bit as significant to a child) stopping a nurse from
placing an unnecessary IV when blood could have been drawn from a surgically implanted

catheter.

Unfortunately, palliative care is also a very real part of cancer treatment that has, to a
certain extent, been neglected. Of course, the primary goal of any cancer treatment is to achieve
a cure, and especially in children and young people, treatments are often very aggressive to meet
this goal and may be prolonged even when little hope remains. No one wants to give up and
considerations of long-term effects, quality of life, and even pain become secondary. Inmy -
view, there are many sacrifices we are willing to make to survive or see aloved one survive, but - -~
much of the pain involved seems unnecessary to me. As a parent watching my child suffer, I
could not understand why more relief could not be provided in the hospital setting at the end of
Caroline’s life compared to what was available in hospice care. In my mind, there is no reason
there has to be such a bright line between the pain relief offered at the last stage of aggressive
treatment and that offered in hospice when alleviating pain toward death is the goal. Sadly,
studies based on parental reports show that 89 percent of children experience substantial

suffering in the last month of life. This study also shows a discrepancy between what parents
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and physicians perceive about children’s symptoms. [ believe there is much work to be done
within the medical community to alleviate pain throughout cancer rreathem, as well as help
cancer patients and their families deal with issues at the end of life. There are a number of
obstacles that stand in the way of effective pain management for children, including perceptions
about their threshold for pain, the ability of children to effectively communicate their pain, and
concems about addictions, to name a few. There is a need for more research and training in this
area. I also believe there s a need for more home hospice for children. While we were fortunate
enough to have this option, there are not many agencies in communities that provide hospice for
children. In part this is due to low demand, but it is difficult to staff these organizations, as
people generally do not want to talk or even think about hospice care for children. In the interest

of these children, we must improve education, and through knowledge, change attitudes.

I would like to end on a positive note by focusing on the progress that has been made in
childhood cancer that has earned it the distinction of being known as the “modern medical
miracle.” Thankfully, not all children suffer Caroline’s fate. Tremendous progress has been
made in the last 30 years, and today childhood cancer is now a very curable disease in three-
quarters of patents. Overall the five-year survival rate for children with cancer is 74.5 percent
and the ten-year survival rate is approaching 70 percent. This represents a 62 percent decrease in
the mortality rate for children with cancer since 1960. I have to qualify this success by pointing
out that it is due largely to great strides in a cure for leukemia. Solid tumor cancers are still

horrible killers and claim a great number of our children.



15

Unlike most miracles, I think this one can be explained. Success in childhood cancer is
the result of a cooperative effort of pediatric oncologists who are devoted to research through
clinical trials and the high participation of children with cancer in this research. It is widely
recognized that the progress in cancer survival rates among children is the result of successful
clinical trials, where work from our nation’s laboratories is translated into clinical application.
For children, the standard of care today is to be treated in a clinical trial, and more than 70
percent of children with cancer participate. That compares to only about 3 percent of adults (and
only 1.5 percent of Medicare patients) with cancer who are enrolled in clinical trials. In addition,
children are normally treated in centers of excellence by a pediatric oncology specialist and a
team of multidisciplinary health care providers. Further, the rapid dissemination of hetter
treatments through a consortium of major teaching hospitals where new therapies can be tested
has benefitted child cancer patients. In many ways, care for children with cancer is the model for

what adult cancer care hopefully will become.

Continued research is the hope for cancer patients in the new millennium. The triumphs
over childhood cancer are to be celebrated, but there continue to be limitations on pediatric
cancer research. Each child diagnosed with cancer is getting only one-sixth the federal research
support allocated to each patient afflicted with AIDS (when calculated per life year saved). And,
for every dollar spent on a patient with breast cancer, less than 30 cents is spent on a child with
cancer. We need to invest more resources in pediatric cancer with a focus on increasing survival
and accessibility of care. We also need to do more to provide incentives for new drug

development, which is currently lacking due, in part, to a small market and liability. Cooperation
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among medical institutions. philanthropic organizations, and the federal government can move us
toward the day in the new millenniunt where no child will fall victim to the scourge that is

cancer.

Thank you, Mr. Chairman.
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Mr. BURTON. Let me just say on behalf of the committee that we
sympathize with you, and we pray for you and your family. I know
it has been a very difficult time. I watched you go through that and
all my colleagues did, and when you see a good friend go through
that or somebody in your family go through that, you feel it, too,
from afar. Not nearly like you did. But you are a heck of a woman.
We are very pleased you are with us today. Thank you.

Does anybody have any questions?

Ms. SCHAKOWSKY. I just wanted to say thank you for your testi-
mony.

Ms. PRYCE. I appreciate the opportunity. I think it is important
that these personal experiences be related. Cancer has touched us
all; and, Mr. Chairman and committee members, it is wonderful
you are exploring this. I give you great credit. I appreciate the
work you are doing here.

Mr. BURTON. I have just a few questions real briefly, if you don’t
mind answering them.

You testified about the need to improve hospice care for children.
Can you tell us how existing hospices improve their services for
children—how they can improve their services for children?

Ms. PrYCE. Well, I think that the hospice care that we under-
went was excellent. Unfortunately, the problem that we experi-
enced is that we were not really released from traditional treat-
ment until 3 days before her death, although I think it was obvious
to her physician that things were imminent and I wish we had
sought hospice earlier. I think hospice care is something that I
don’t have any problems with as we experienced it, but I do know
it is not available in some sectors of the country and in many com-
munities, especially as it relates to kids.

People have a hard time seeing children be ill, and it is very dif-
ficult to watch a child die. That is what hospice nurses and hospice
personnel do. I think it is just a matter of changing attitudes and
better educating folks. It is such an important thing.

Mr. BURTON. I don’t want to cause you any additional pain by
asking these questions, but you talked about a difference between
how her pain was managed while she was in the hospital and in
the hospice care. Can you be a little more definitive on that?

Ms. PrRYCE. Absolutely. We were giving Caroline a few last doses
of radiation treatment before we left because we thought that
would shrink the tumor in her brain and the spine and perhaps al-
leviate some of the pain. We were doing that to reduce pain. But
the physician in control of anesthesia at the cancer center where
she was getting the radiation would not even allow her to have a
Valium for fear that, for whatever reason, she would not say, Caro-
line perhaps would die. We all knew she was dying, and therefore
she couldn’t relax, and she moved around, and it was extra painful
for her. That was the afternoon that we checked out of the hospital
and went home, and at that point she had large doses of Valium
and other drugs to control her pain, which we were just asking for
one small dose and it was denied her. That is when we said this
is enough. This is definitely enough.

So there doesn’t have to be such a bright line between what they
can do in the hospital and what they can do at home. I don’t under-
stand it at all.
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Mr. BURTON. Did anyone talk to you about alternative pain—pos-
sible remedies like acupuncture or anything?

Ms. PrRYCE. No, that was never, ever broached.

Mr. BURTON. Never even talked to you about that.

You mentioned your daughter’s cancer was misdiagnosed repeat-
edly. Do you feel that doctors don’t think of serious illnesses such
as cancer when a child comes in with symptoms like pain?

Ms. PrRYCE. I absolutely feel that way. Our pediatrician group
saw her at least twice, and I think three times, with this complaint
in her leg, and there was never so much as an x ray ordered or
anything. They did some manipulation and questioning of my
daughter. Other than that, they just dismissed it outright as just
the growing process or shin splints or whatever. She was even
dragging her leg behind her. She couldn’t put pressure on it at all.
Those symptoms were clearly stated, but dismissed.

Mr. BURTON. The gentlelady from Florida?

Ms. ROS-LEHTINEN. I just want to thank my good pal Deb for the
grace and dignity which she has bestowed upon this institution
with the way that she conducted herself through these difficult
times. Like you said, Mr. Chairman, our prayers are with her and
Randy. You know we love you, Deb.

Ms. PRYCE. Thank you. I felt that all along the way from my col-
leagues. It is so much appreciated.

Mr. BURTON. Any other questions or comments?

If not, thank you very much for being here and sharing that with
us.
We have some votes on the floor. We will stand in recess until
the votes are over, and we will come right back.

For those who are going to be testifying, I understand we will
have five or six votes on the floor. We will have 15 minutes on the
first vote, followed by five 5-minute votes. We will be gone for
about an hour.

I really apologize for the time problem. I can’t control the floor.
So we will be back as soon as possible. Thank you. You can rest
or take a little time off.

[Recess.]

Mr. BURTON. The committee will reconvene. Mr. Elijah
Cummings, one of our members, is not here today, but I wanted to
extend condolences on behalf of the committee because his father
passed away yesterday. I hope those in the minority will be sure
to extend our condolences to Representative Cummings. I know it
is a tough time for him.

Our second panel is Dr. Straus, Dr. Wittes, Dr. Kang and Dr.
Pazdur. Would you please come forward.

While they are coming forward, I would like to thank the ladies
and the families that gave me this pin who lost their children to
cancer. I will wear this with great pride, and I want to thank you
very much for thinking of me. I will try to make sure that your loss
was not in vain. Maybe we can get some things done that will
make sure this sort of thing doesn’t happen in the future, or at
least it is minimized.

Would you gentleman—do we have everybody? Dr. Kang, Dr.
Wittes we do not have yet, Dr. Pazdur. Are they still here? They
were downstairs having coffee? Is there anybody that can run and
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grab their coffee cup and lead them up here? Coffee drinkers will
follow their coffee cup.

We will have more Members come as time progresses. I ran back
here. That is why I am perspiring, because I didn’t want to hold
you folks up any longer.

So we have now Dr. Wittes with us, and we are waiting on Dr.
Pazdur. Is he down having coffee? Hello? Does anybody know?

Why don’t we go ahead and get started. I will swear him in when
he gets back.

Will you gentleman please rise? Are you Dr. Pazdur? Oh, he is
in the men’s room. Have a seat. We will wait just a minute.

Dr. WITTES. After all that coffee.

Dr. PAZDUR. Sorry, Mr. Chairman.

Mr. BURTON. Dr. Pazdur. Well, we understand you had coffee
and made a stop on the way. We are glad you are prepared for the
hearing. I apologize to you once again for the delay in our hearing.

Will you please rise, please.

[Witnesses sworn.]

Mr. BURTON. Thank you, and let the record reflect that the wit-
nesses responded in the affirmative.

On behalf of the committee I want to welcome you all here today.
You are all recognized to make an opening statement, if you please.

We will start with Dr. Straus.

STATEMENTS OF DR. STEPHEN E. STRAUS, NATIONAL CENTER
FOR COMPLEMENTARY AND ALTERNATIVE MEDICINE; DR.
ROBERT WITTES, NATIONAL CANCER INSTITUTE; DR. JEFF-
ERY KANG, HEALTH CARE FINANCING ADMINISTRATION;
AND DR. RICHARD PAZDUR, FOOD AND DRUG ADMINISTRA-
TION

Dr. STRAUS. Thank you, Mr. Chairman. It is an honor to appear
before the committee for the first time and to address the opportu-
nities that complementary and alternative medicine have to offer
in the management of cancer.

As you commented in your opening remarks, about two in five
Americans rely on some forms of complementary and alternative
medicine, and more than four in five cancer patients do so, by the
survey conducted by our new colleague in NCCAM, Dr. Mary Ann
Richardson, when she was our grantee at the University of Texas
in Houston.

The vast majority of this use is complementary in nature to alle-
viate the terrible symptoms and complications, and the minority of
use is as alternative therapy.

I can tell you, as one who has lost loved ones to cancer, that I
understand the desperation and the needs of patients, but I
wouldn’t attempt to be as eloquent as the honorable speaker was
prior to the break in commenting upon the needs of her child.

As a physician, however, I can say that I understand the frustra-
tion that we face on a daily basis, knowing that we cannot provide
our patients everything that they truly deserve.

My responsibility as a scientist and as the first director of
NCCAM, however, really requires me to take the long-term look to
invest in a rigorous fashion, in approaches that will provide the
American public the definitive answers they need for the future.
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There are very good reasons to think that some CAM modalities
would be beneficial. We know that to be the case with some
botanicals, such as St. John’s Wort for depression, but in studying
these modalities we become increasingly aware of unanticipated
adverse reactions. The imperative to study them carefully is even
greater.

For example in today’s New England Journal of Medicine, there
is a cautionary tale from Europe of a Chinese herb that not only
failed to alleviate suffering, but caused cancer in women.

So this is a complex and challenging enterprise, and NCCAM’s
approach is to harness the tools of rigorous science in a very open-
minded fashion. Our strategic plan for doing so is now posted on
our Web site for public comment, and it outlines the tiered ap-
proach we are going to use.

Cancer is one of our most important targets. We survey the en-
tire field of medicine in our efforts, but by virtue of the needs of
cancer patients, this is a priority for us.

Shortly after assuming directorship I met with Dr. Richard
Klausner, the Director of NCI. We have met multiple times since
then. I have met with Dr. Wittes and Dr. Jeff White, his colleague,
on a monthly basis to discuss a joint portfolio to make sure we are
harnessing our collaborative resources as well as possible.

Our portfolio is still evolving. We have just completed our first
year in NCCAM having been established in February 1999, and our
budget for this year invests in cancer at three times what it did
last year, and our best judgment for our budget-expected potential
for 2010 would be an additional doubling.

We are already funding a collaborative project with the NCI the
first large definitive trial of shark cartilage as a therapy for non-
small-cell lung carcinoma. We are investing in controversial thera-
pies as well, such as the study at Colombia University of Dr. Gon-
zalez’s nutritional approach to the management of pancreatic can-
cer, for which the standard therapies are suboptimal.

With the NCI we have agreed to use a novel and expedited re-
view process known as the quick trials mechanisms for funding
grants, and we jointly benefit from the availability and the advice
of the Cancer Advisory Panel on Complementary and Alternative
Medicine [CAPCAMI], which has the responsibility, among other
things, to advise us about novel therapies through the best-case se-
ries mechanism. We are currently funding two such best-case stud-
ies, and we are looking forward in the September meeting to addi-
tional ones.

This very week we reviewed for the first time applications to
fund large centers dedicated exclusively to CAM approaches to can-
cer.

All of these efforts combined need to be communicated effectively
to the American public, and we do so with a very aggressive com-
munications and outreach portfolio. In my first months in NCCAM
I realized that our fact sheets and our written material provided
by the NCCAM clearinghouse is inadequate. We are currently en-
gaged in writing an additional 46 of them, including 10 on cancer
alone, together with the NCI.
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We are also funding, starting today, Dr. Jim Gordon’s Conference
on Comprehensive Cancer Care, which I have the pleasure of ad-
dressing Saturday.

So, in my first several months, I have joined an active and dy-
namic group. We have doubled its size already in the past 7
months. We look forward to building an aggressive and very excel-
lent scientific portfolio addressing CAM and cancer.

Thank you, Mr. Chairman.

Mr. BURTON. Thank you, Dr. Straus.

[The prepared statement of Dr. Straus follows:]
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Mr. Chairman and Members of the Committee:

1 appreciate the opportunity to appear before you today to address the application of
research on complementary and alternative medicine (CAM) to cancer therapy, and the ways that
the National Center for Complementary and Alternative Medicine (NCCAM) collaborates with
the National Cancer Institute (NCI) to advance our common desire to improve public health.

My presence here today, and NCCAM’s very existence, reflects the growing public interest
in CAM. By some estimates 42 percent of Americans spent $27 billion on CAM therapies in
1997. In recognition of this growing consumer trend, Congress in 1998 elevated the NIH Office
of Alternative Medicine (OAM), expanded its mandate, created the NCCAM, and afforded it
administrative authority to design and manage its own research portfolio. The Congress has
continued to reflect the growing interest in CAM by further increasing funding for the Center in
FY 2000 to $68.4 million. The FY 2001 President’s budget requests $72.4 million for NCCAM.
We are indeed appreciative of this support.

NCCAM’s Broader Mission

As CAM use by the American people has steadily increased, many have asked whether
reports of success with these treatments are scientifically valid. A number of practices, once
considered unorthodox, have proven safe and effective and been assimilated seamnlessly into
current medical practice. Practices such as meditation and support groups are now widely
accepted as important allies in our fight against disease and disability.

In the absence of definitive evidence of effectiveness, however, some practices may impart
untoward consequences. It is critical that untested but widely used CAM treatments be
rigorously evaluated for safety and efficacy. Promising new approaches worthy of more
intensive study must be identified. In addition, I am energized by this opportunity to help
provide the American public the guidance it seeks.

NCCAM'’s strategy for taking on this challenge is somewhat different from that used by
other NIH Institutes and Centers (ICs). While the research of other ICs is usually driven by basic
scientific discoveries, NCCAM has chosen to focus most heavily on designing and carrying out
definitive clinical trials of widely utilized modalities that, from evidence-based reviews, appear
to be the most promising. We are mindful of the responsibility to do so in a manner consistent
with established ethical standards and federal guidelines — so as to ensure patient safety and
public confidence to the maximum possible extent.

Compelling and rigorous data and not just anecdotes must be provided to the public, and
we must educate conventional medical practitioners about the panoply of effective CAM
practices, so they can be integrated into medical practice, including cancer care.

NCCAM has developed a draft Strategic Plan — now available for public review and
comment on our web site http:/nccam.nih.gov/ - to ensure that our continued growth,

NCCAM-1
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development and research directions are consistent with the challenges set before us. Five
strategic areas have been identified as: investing in rescarch; training CAM investigators;
expanding outreach; facilitating integration; and practicing responsible stewardship.

Concurrently, along with all other NIH ICs, we are developing a multifaceted effort to
eliminate health disparities. Our health disparities plan will focus upon:

« identifying the extent and nature of CAM use among special populations;

« study of therapeutic interventions to reduce disparities;

* increasing participation of minority and under served populations in NCCAM-supported
clinical trials;

« enhancing the ability of minority institutions to support CAM research.

The NCCAM is pleased to have recruited Dr. Morgan Jackson, most recently the director
of the Minority Health Program at the Agency for Health Care Research and Quality, to finalize
and help implement the plan.

It is to these ends, and in light of the breadth of CAM, that we have established close
liaisons with all other NIH components and federal health agencies. Among these, our
relationship with the NCI is paramount: my staff and I work closely and on an ongoing basis with
the NCI. Early in my tenure as NCCAM Director, and a number of times since, I have met with
Dr. Richard Klausner, NCI Director, to discuss prospective collaborations and matters of
common interest. I also communicate frequently with Dr. Robert Wittes, who will testify here
today. Moreover, our extramural program director and I meet monthly with Dr. Jeffrey White,
who directs the NCI Office of Cancer Complementary and Alternative Medicine (OCCAM) and
who is accompanying Dr. Wittes today.

St. John’s Wort — An Example of NCCAM’s Opportunities and Challenges

Already, NCCAM has developed a diverse research portfolio in partnership with the other
NIH Institutes and Centers. Among these are some of the largest, and certainly the most
definitive Phase III clinical trials ever undertaken for a range of CAM therapies. Allow me to
highlight one of these studies.

Extracts of St. John’s wort, a flowering plant, have become quite popular as a treatment for
depression. In fact, by some accounts, St. John’s wort is the number-one-selling nutritional
supplement. Because of this intense interest, NCCAM, the National Institute of Mental Health
(NIMH), and the NIH Office of Dietary Supplements (ODS) are collaborating on a study of the
safety and effectiveness of St. John’s wort in treating depression.

A recent report in The British Medical Journal showed that St. John’s wort is more
effective than placebo in treatment of depression, and perhaps as effective as an older generation

NCCAM-2
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anti-depressant drug Imipramine. NCCAM’s larger and longer-term study compares St. John’s
wort with placebo and with Zoloft, currently one of the most commonly used anti-depressants.

The potential benefit of St. John’s wort, however, comes with previously understudied, and
therefore unappreciated risks. An NIH study published February 12" in Lancet found that St.
John’s wort, when taken together with the important HIV protease-inhibiting drug indinavir,
increased the rate at which Indinavir was eliminated from the bloodstream, to the extent that
blood levels fell below the desired level for effective AIDS treatment. More recent studies have
suggested that St. John’s wort has a similar effect on some types of birth control medication and
on cyclosporin A, a drug used to prevent the rejection of transplanted organs. Other studies have
shown that the use of St. John’s wort may also increase an individual’s sensitivity to exposure to
the sun. These findings illustrate vividly both the promise and challenges presented by CAM
therapies. Only through rigorous research on these CAM modalities will we be able to determine
not only to what extent each is safe or effective, but under what circumstances an effective CAM
modality may be contraindicated.

CAM and Cancer

The prospective application of CAM modalities to treat cancer is a major interest of the
American public, as reflected in the over 2,000 inquiries which the NCCAM Clearinghouse
receives each month. The committee’s consideration of the subject today is especially timely, for
the NCCAM is pleased to sponsor — along with the NCI, the University of Texas-Houston, and
Dr. James Gordon’s Center for Mind-Body Medicine — the Comprehensive Cancer Care 2000
conference beginning this week in Arlington, VA. Iappreciate and concur with the goals
articulated by conference organizers: to bring together “those who are conducting the most
innovative research on CAM therapies for cancer...with the most distinguished mainstream
oncologists to evaluate promising therapies and how they can be successfully integrated into
comprehensive cancer care.”

Simply put, CAM-Cancer research, and rigorous, scientific evaluation of CAM therapies
for cancer, are among our highest priorities. With this in mind, we recently recruited Dr. Mary
Ann Richardson to our extramural program staff. Dr. Richardson comes from the University of
Texas — Houston School of Public Health and will direct our research portfolio and stimulate
new initiatives in the area of oncology. She brings expertise and experience as director and
principal investigator of our first exploratory research center focused solely on cancer and co-
sponsored by NCI. In her new role in the NCCAM, Dr. Richardson is meeting today with NCI
staff and the National Brain Cancer Foundation. Iam confident that she will build upon her
developmental and field work and extensive network of conventional and CAM practitioners to
move the field forward on a national and international level.

In Fiscal Year 2000, the NCCAM plans to spend over $4 million in support of cancer

research studies. This represents a three-fold increase in a single year. We expect to augment
our support for cancer studies again in 2001. Against that backdrop, [ would like next to
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acquaint the committee with our activities involving the integration of CAM and cancer in
particular. The portfolio, directed at CAM therapies appropriate to the treatment of cancer as
well as its complications, encompasses both the study of cancer interventions and palliative care.

Specialty and Botanical Centers

Specialty Research Centers form an historical foundation for conducting CAM research
through the NIH, and provide the setting for ongoing collaborative research. In this regard, our
Centers assemble critical masses of basic and clinical scientists to conduct clinical studies into
CAM approaches for a variety of health conditions. They also encourage CAM practitioners and
researchers to conduct relevant joint research projects. Each focuses on one of several areas,
including pediatrics, addiction, cardiovascular disease (CVD), minority aging and CVD, aging,
neurological disorders, craniofacial health, arthritis, and chiropractic medicine. Average funding
for our new Centers exceeds $1 million annually for five years. In addition, NCCAM supports
three Botanical Research Centers in collaboration with the ODS, the National Institute on
Environmental Health Sciences (NIEHS), the National Institute on General Medical Sciences
(NIGMS), and the Office of Research on Women’s Health (ORWH).

Currently, NCI and ODS have joined NCCAM in a solicitation for a new Center to focus
on cancer related research issues. This center will focus on basic and clinical studies; Phase I and
1I clinical trials of botanicals; drug-botanical interactions; unconventional nutritional approaches
and dietary supplements that either augment conventional cancer therapies or diminish side
effects; and studies of the potential effect of mind-body modalities (e.g., relaxation, imagery,
meditation, psychosocial support groups, and the like). I am pleased to report the receipt of a
substantial number of applications that will be reviewed this summer, and from which we expect
to make as many as two awards.

Various substances present in natural products, including botanicals, have been shown to
inhibit cancer in animals. However, little information is available on what may account for their
apparent anticarcinogenic effects. Even less is known about interactions among these substances
and other dietary components. Research is also needed to provide better understanding of the
potential impact of natural products on the treatment of precancerous conditions or early-stage
cancerous lesions. Research that examines the potential use of such products for the treatment of
conditions which may accompany or follow cancer (pain and loss of appetite, for instance) or
side effects of conventional therapies (e.g. nausea, vomiting, and neuropathy) are obvious
undertakings for new CAM Cancer Centers.

These Centers are only a part of our expanding research portfolio, which includes a rapidly
increasing number of investigator-initiated grants, some of which 1 will briefly describe.

Studies of Cancer Among Specific Populations

NCCAM-4
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The NCCAM is already supporting studies of CAM therapies for cancers which
predominantly affect women. According to the CDC, 175,000 women will be diagnosed with
breast cancer this year; some 40 percent will die of the disease. A University of Texas study,
conducted in collaboration with the National Institute on Nursing Research (NINR), introduces
strategies of self-transcendence among support group members to improve well-being and
immune function and to increase understanding of the relationship between survival rates and
support group participation. Also, the NCCAM-funded Center for Alternative Medicine and
Women’s Health at Columbia University is supporting trials that evaluate the use of Traditional
Chinese Medicine to treat uterine fibroids and breast cancer. At the same time, the Columbia
University group is conducting evidence-based reviews of the literature regarding CAM
approaches to the prevention and treatment of breast cancer.

Our cancer research portfolio also includes:

. Studies of shark cartilage that are funded jointly by NCCAM and NCI. These
include an ongoing Phase III clinical trial involving as many as 500 lung cancer
patients in both the United States and Canada. A second trial will examine safety
and efficacy of shark cartilage in patients with a variety of advanced cancers.

4 Investigations of cancer prevention and treatment strategies. Clinical trials at the
University of Texas Center for Alternative Medicine Research are examining
herbal, nutritional, mind-body, and biopharmacologic treatments for lymaphoma,
lung, and esophageal cancer.

. Basic research studying the effects of magnetic fields on cancer cell growth.
Controversial CAM Cancer Regimens

Many CAM approaches are controversial, particularly those used as strict alternatives to
conventional regimens for treating life-threatening diseases such as cancer. Nonetheless,
NCCAM will pursue rigorous investigations of any such therapy for which there is adequate
preliminary data and a compelling public health need. Our commitment is illustrated by our
support of a study of the therapy advocated by Dr. Nicholas Gonzalez, in which cancer patients
are treated with dietary supplements including pancreatic enzymes, magnesium citrate, papaya
plus, vitamins, minerals, trace elements, and animal glandular products, as well as with coffee
enemas. There are very preliminary data suggesting the therapy might be effective in prolonging
life-expectancy for those individuals suffering from cancer of the pancreas. Given that
conventional regimens for pancreatic cancer only moderately prolong life, from a public health
standpoint there is sufficient argument to evaluate the Gonzalez protocol in a rigorous scientific
fashion. For this reason, the NCCAM and NCI are funding a substantive pilot trial in 90 patients
with pancreatic cancer according to Dr. Gonzalez’s protocol, at the Columbia-Presbyterian
Cancer Center in New York City.

NCCAM-5
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Steps to Expedite Our Research

T am also pleased to report that our National Advisory Council on Complementary and
Alternative Medicine (NACCAM) recently approved our proposal to provide supplementary
funds to existing NCI Cancer Centers to initiate new CAM research studies. NCI staff are
currently considering our offer. This program will encourage communication and collaboration
between CAM practitioners and outstanding conventional cancer researchers. Emphasis will be
placed, where possible, on the study of minority and under-served populations. Preliminary data
from this research will serve as the basis for subsequent, more definitive clinical trials. To be
sure, some of the CAM interventions now used to treat cancer will not be validated in those
trials, and just as likely some will emerge as important, adjunctive and alternative therapies.

The NCCAM and NCI are also embarking jointly upon a creative, new research grant
mechanism — Quick-Trials for Novel Cancer Therapies — designed to simplify the grant
application process and provide a rapid turnaround from application to funding. Its features
include accelerated peer review, with the goal of issuing new awards within five months of
application receipt. Initially announced for a pilot program in prostate cancer, the Quick Trial
mechanism provides rapid access to support for pilot, phase I, and phase II cancer clinical trials
testing new agents, as well as patient monitoring and laboratory studies to ensure timely
development of new treatments.

The NCCAM has also announced our intent to establish the Frontier Medicine Program.
This initiative will promote collaborations between conventional and CAM institutions,
practitioners, and researchers to study promising and widely used CAM practices — including
cancer therapies — that appear to produce benefits but for which there is no plausible explanation
or existing scientific support.

CAPCAM

The federally-chartered Cancer Advisory Panel for Complementary and Alternative
Medicine (CAPCAM) frames NCCAM’s cancer-related activities broadly ~ and our
collaborations with the NCI in particular. Its membership includes CAM practitioners and health
care professionals from conventional medicine. CAPCAM represents a unique approach to
enabling identification of promising CAM cancer treatments for which scant scientific data are
currently available. It is intended to help move into the research stream those practices worthy of
scientific study.

CAPCAM advises the NCCAM Director on the assessment of present and future cancer
clinical trials and medical interventions, potential research opportunities, and means of
communicating research results to key constituencies. The panel affords CAM practitioners
world-wide the opportunity to submit retrospective analyses of data of patients treated with a
specific modality in order to assess possible therapeutic benefit. This is formally known as the
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Best Case Series (BCS). The Panel will recommend selected BCS cancer treatments to the
NCCAM for further study as appropriate.

The NCI developed the BCS Program in 1991 because most alternative treatments had
not been formally evaluated in prospective studies. The CAPCAM process and its predecessor,
the Cancer Advisory Panel (CAP) were an outgrowth of the Practice Qutcomes Monitoring and
Evaluation System (POMES), developed jointly by the former NIH Office of Alternative
Medicine (OAM) and NCI. | have already met with the CAPCAM twice, and will next meet in
September. Already its members have recommended additional study of a specific dietary
supplement as a treatment for non-small cell lung cancer, and further exploration of homeopathic
cancer treatments, provided by the PB Homeopathic Research Foundation, Calcutta, India.
Moreover, the CAPCAM recently advertised widely in journals and targeted materials its desire
to receive best case submissions. We anticipate two additional best case reviews for the next
meeting of CAPCAM in September, 2000.

NCCAM’s Palliative Care Research

Whether palliative care involves conventional or complementary approaches, its purpose
is to add scientifically verified evidence to our base of knowledge about appropriate and
compassionate health care. Many of our current studies truly represent palliative care research as
they focus on increasing patient comfort, diminishing pain, and rendering disease symptoms less
intense or severe. Although some studies do not expressly focus upon cancer patients, research
results may be beneficial to them, or others who may be near the end of life.

Our palliative care projects include an examination of the benefits of hatha yoga on
cognitive and behavioral changes associated with aging and neurological disorders; evaluation of
the effects of acupuncture on persistent pain and inflammation; the aforementioned study of St.
John's wort and its effects on major depression; and the effect of acupuncture and moxibustion
(heat applied at the acupuncture point).

Palliative care for cancer patients will also be an obvious interest of our evolving NIH
Tntramural Research Program. The Director of our program will interact closely with the newly
appointed Director for palliative and pain care of the NIH Clinical Center, Dr. Ann Berger, who
arrives this summer from the Fox Chase Cancer Center in Philadelphia.

1 also want to briefly mention NCCAM s interest and support of the study of certain
mind-body research modalities. Although CAM and mind-body medicine only partiaily overlap,
NCCAM is pursuing investigations involving still undocumented CAM techniques; modalities
for which there is little evidence in the conventional medical research community; and
unorthodox uses for otherwise conventionally-accepted mind-body techniques. In this context,
the NCCAM looks forward to evaluating the effectiveness of selected mind-body approaches in
cancer treatment. We currently support one such project - a study examining whether self-
transcendence strategies affects immune function, well being and survival rales among breast
cancer patients,
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I note parenthetically that one key aspect of mind-body research involves studies of the
“placebo effect.” In November, NCCAM, in collaboration with NIDDK, NCI, and other ICs,
will convene a major trans-NIH conference on this subject. Goals of the conference include
providing a scholarly assessment of the state of the field; identifying areas for which there is
scant research, but considerable opportunity; and recommending a formal research agenda to
move the field forward, in particular projects to be pursued by interested ICs through individual
or joint initiatives with NCCAM. Elucidating the nature of the placebo effect will help us better
harness the healing power of the mind.

Integrative Medicine Research Training, and Communications

Medicine is an ever-evolving discipline. It integrates or rejects approaches based on
scientific evidence. The results of rigorous research in CAM, including studies of its efficacy in
treating cancer, and the disease’s many complications will enhance the successful integration of
safe and effective modalities into mainstream medical practice. We have initiated a series of
specific activities to facilitate this. In particular, NCCAM recently solicited applications to
incorporate CAM information, including that which relates to cancer care, into model curricula
of medical and allied health schools and continuing medical education programs through
Education Project grant awards.

Also, the NCCAM must cducate cager students about CAM so that they may
knowledgeably guide their future patients toward safe and effective CAM applications. In
addition, we must work to overcome the reluctance of conventional physicians to consider
validated CAM therapies and to assimilate proven ones into their practice. With this in mind, we
established a Clinical Research Curriculum Award (CRCA) to attract talented individuals to
CAM research and to provide them with the critical skills that are needed. NCCAM also plans to
solicit applications for applied research on identifying barriers to the use of CAM modalities by
conventional physicians, including oncologists; strategies to incorporate validated CAM
interventions into standard medical practice; and evaluating the effects of this incorporation.

Integrative medicine (of which the field known as “integrative oncology” is a subset) is
also a key aspect of NCCAM’s planned Intramural Research Program and a component of
NCCAM’s Specialized Research Centers. Research training is conducted by these Centers, in
part to advance our goals in integrative medicine, but also to assist us in building a cadre of
skilled CAM investigators. Some of NCCAM’s Centers spend as much as ten percent of their
budget on training.

Public Outreach and Collaboration with NCI
Specific statutory authority enables NCCAM to reach out directly to the public and
practitioners to provide them with critical and valid information regarding the safety and

effectiveness of CAM therapies, including cancer. This information dissemination involves
extensive and ongoing interaction with NCL
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A focal point for information about NCCAM programs and research findings is the
NCCAM Information Clearinghouse, which develops and disseminates information that reflects
the state of the science of various CAM modalities. To this end, NCCAM and NCT have
undertaken a collaboration to develop — within the coming year — as many as 10 fact sheets which
discuss CAM use as therapy for specific cancers.

Assembled by NCCAM from the National Library of Medicine’s (NLM) MEDLINE
database, the CAM Citation Index (CCI) affords the public access to approximately 175,000
bibliographic citations from the NLM Medline. The CCI is searchable by CAM system, disease,
or method. For most types of cancer, the CCI contains many references to alternative medicine
research published in the medical literature. Users can access the CCI on the NCCAM Web site

at: hitp://nccam.nih. gov/nccany/resources/cam-ci,

In February 1999, NCCAM joined the federally supported Combined Health Information
Database (CHID), which includes a variety of health information materials, including nearly
1,000 CAM citations not available elsewhere. The CAM subfile of CHID contains extensive
information on therapies for cancer.

The NCCAM Information Clearinghouse receives more than 250 cancer related inquiries
from the public per month. The Clearinghouse identifies the NCI as the Federal Government's
lead agency for cancer research and training, and routinely directs consumers and practitioners to
the following NCI resources:

- Information specific to CAM, including CAM clinical trials and studies, found in
CancerNet on the NCI Web site at:

http://cancernet.nci.nih.gov/treatment/cam.shtml

. The information sheet, “Complementary and Alternative Medicine: Treatment
Options.”
. The NCI Web site: http://www.nci.nih.gov

. The Cancer Information Service at (800) 422-6237
. NCI Public Inquiries Office
. NCI Office of Cancer Complementary and Alternative Medicine (OCCAM).

The NCCAM Web site has already been linked to the new Cancer CAM web site just
launched by the OCCAM. It provides the NCI and NCCAM with an interface with the general
public, health practitioner and research communities regarding CAM cancer issues. Among
other things, the new NCT site states that it is “designed specifically for people with cancer and
the people who care about them.” I applaud this valuable contribution by the NCI to enhancing
public knowledge of CAM and cancer care.

Conclusion

In closing, [ would like to share with the Committee my vision of where I expect
complementary and alternative medicine to be in the years to come. NCCAM’s leadership will
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stimulate both the conventional and CAM communities to conduct conipelling and open-minded
scientific research. Several therapeutic and preventative modalities currently deemed elements of
CAM will prove effective. Based on rigorous evidence, these interventions will be integrated
into conventional medical education and practice, and the term “complementary and alternative
medicine” will be superseded by the concept of “integrative medicine.” The field of integrative
medicine will be seen as providing novel insights and tools for human health, and not as a source
of tension that insinuates itself between and among practitioners of the healing arts and their
patients. Modalities found to be unsafe or ineffective will be rejected readily by a well-informed
public.

My vision is an optimistic one. However, I am confident that the NCCAM, building on a
foundation of superb science and consumer service, and collaborating with such outstanding
partners as the National Cancer Institute, will be a world leader -- not only in complementary and
alternative medicine as a whole, but in addressing the painful and tragic disease of cancer that
touches the lives of every American family.

I will be pleased to answer any questions that you may have.
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1\‘/711". BURTON. Dr. Wittes, would you like to address the commit-
tee?

Dr. WITTES. My name is Robert Wittes. I am the Deputy Director
of Extramural Science at the National Cancer Institute. With me
is Dr. Jeff White, who is the Director of the Cancer Institute’s Of-
fice of Complementary and Alternative Medicine. It is a pleasure
for us to be here as well to tell you about some of the progress we
have made in the areas of interest to the committee.

The title of the hearings today, Integrative Oncology, is an inter-
esting way of expressing the notion that our object really in medi-
cine, in oncology specifically, is to put together everything that we
know for the benefit of the patient, whatever it is and wherever it
comes from.

Now, in order to do that in the best way, you have to have high
standards for evidence, because ultimately things hang on the an-
swer to the question, does it work? It has seemed to us, and it
seems to many people, this is not a unique insight, that there can’t
be multiple different standards surrounding the issue of how rigor-
ous evidence needs to be.

It is probably worth commenting that that is actually a rather
recent notion in medicine—if medicine is 4,000 or 5,000 years of
age—in the last half century or so, and it has pervaded the medical
community, actually, gradually over that period of time. I would
say also perhaps somewhat unevenly. Different people have for
themselves different standards of evidence for what—the judgment
of what works.

So when one is talking about the mainstream medical commu-
nity and the complementary and alternative medicine community,
there is sometimes the assumption that there is a two-cultures
issue here. But I think times are changing, and my own observa-
tion is that there are enough like-minded people on both sides of
the mainstream in alternative communities to meet in the middle
and to interact productively in ways that will really move the eval-
uation of evidence in the direction that I think most of us think it
ought to be moving.

There is evidence that this is already happening, I think, and
one can see the establishment of complementary and alternative
medicine units in academic medical centers and in some medical
school curricula.

The meeting here in Washington that Dr. Straus just referred to
is, I think, an example of an organizational effort that has really
made an effort to bring all of the various people and constituencies
that are interested in the care of the patient together to see wheth-
er this kind of integration can occur at the care level and also at
the research level. There have been multiple actions by the NIH.
There are parts of the NIH to bridge the gap between mainstream
NCCAM communities, and Dr. Straus already mentioned several of
them, and I have summarized these, the NCI contribution to this,
in my written testimony which I am, of course, submitting in par-
allel with these oral comments.

The organization of the Office of Complementary and Alternative
Medicine in the Cancer Institute is actually sort of an organiza-
tional embodiment of our belief that it would be wrong for us to
isolate complementary and alternative medicine from the activities
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of the rest of the Institute. The reason we were interested in set-
ting this up as a coordinating office within our Institute was so
that everywhere that it made sense within the Institute, the var-
ious programs that we have, could begin to address matters that
are currently called complementary and alternative. I think we
have started to do this. The organization of the CAPCAM, jointly
with the NCCAM, is an example of how we are attempting to inte-
grate expertise from both communities.

We have a very aggressive best-case series program which we
started a number of years ago, actually, to try to elicit from the
community of complementary and alternative practitioners evi-
dence, bodies of evidence, that they have obtained in the process
of their practices that should be considered by the medical commu-
nity at large for action. We are trying to aggressively advertise the
existence of this process in the hope that people will come forward
and bring ideas that they have, evidence they have, about interven-
tions to us.

Dr. White has done a terrific job of writing letters to about 150
different people about this. We have a leaflet that is going to be
distributed at the conference here. We have a Web site now that
advertises the details of this and will go into further detail as it
is developed.

This is actually a major focus of our impetus that we have to try
to bring these communities together and evaluate evidence that
looks promising.

We have started a clinical trials effort, and Dr. Straus has men-
tioned some of the examples of this. I also have to mention that
there is a new evaluation panel, a peer review evaluation panel for
clinical oncology proposals, that spans the spectrum of clinical on-
cology that I expect will be the perfect place for complementary and
alternative medicine investigators to come in with clinical propos-
als. My expectation is they will get a fair review in that setting,
and I have asked Dr. White to pay particular attention to the flow
of applications into the Institute and to make sure that CAM issues
are adequately represented on that committee.

In the matter of providing information, we are working closely
with the NCCAM about this. Our protocol data base CancerNet,
part of which, PDQ, has been in existence since the mid-1980’s or
so, has recently been totally revamped and updated; and as part
of this a couple of years ago we decided to take down a lot of the
information that we have on complementary and alternative ap-
proaches for the reason that Dr. Straus already mentioned, that we
just considered them inadequate, and we have been rebuilding this
and putting it back up and attempting to have fair-minded and
complete evidence-based reviews of what is going on in the CAM
area.

So let me just in the interest of time move on quickly to the nat-
ural products area, because I know that is of interest to you, Mr.
Chairman, in particular. This is an area, of course, that is very old
in medicine, it is about as mainstream as you can get, but with im-
portant conceptual links, interesting conceptual links to the world
of complementary and alternative medicine.

For natural products, one thinks of a whole variety of medicines
in medicine—morphine for pain, quinine derivatives for cardiac
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irregularities, digitalis for heart failure, any number of antibiotics
for bacterial infections, and the statins for cholesterol lowering;
and, of course, vincristine, vinblastine, doxorubicin, camptothecins,
taxol, taxotere and other anticancer drugs all come from one or an-
other corner of the natural world.

Now, the notion of the natural world as a repository of medicinal
chemicals actually provides a pretty clear conceptual link between
the world of hard science on the one hand and the world of alter-
native practices on the other. There is nothing complementary or
alternative about natural products’ chemistry. What you have there
is a body of really rigorous science that can be used to explain, if
we are clever about it, real observations that are made with natu-
ral substances that may come out of the experience of practitioners
that are doing empirical kinds of therapies that they have a feeling
work and they have observed seem to work.

The issue for us is to really tack this down as much as possible
and make it as rigorous as possible. There are some interesting
complexities and differences in the approaches between these two
worlds. Natural products chemists tend to be really interested in
pure compounds. They are interested in fishing out pure com-
pounds from impure extracts and trying to define what is active
and what is not within these extracts. Whereas traditional practi-
tioners and traditional kinds of medical practice frequently empha-
size the efficacy of complex mixtures.

So one of the things we are going to have to confront as an Insti-
tute in the not-too-distant future is this matter of how we can rig-
orously evaluate the kinds of complex mixtures that may come to
the best-case series and may possibly look good to the people doing
the evaluations in the best-case series.

So where do we want to go with all of this? We actually feel that
the natural products effort is so important even in the changing
scientific context that we are in now that we really want to
strengthen it.

The search for new drugs involves basically the answer to two
questions: Where do you look for the new drugs and how do you
look for them? The traditional answer to the where question is in
the natural world. That is why natural products are so important.
People look there.

The traditional answer to the how do you look question is you
set up screens, you set up assays of some sort based on some em-
pirical effect, in the case of cancer, like cell killing, and then you
expose the assay to mixtures of natural products or synthetic
chemicals and you see what happens. That is how a lot of drugs
have been discovered. Both these things are changing now, actu-
ally. They are changing in remarkable ways.

The answer to the where question is now not only natural prod-
ucts and pure chemicals, it is complex libraries that clever chemists
can actually synthesize in their laboratories, generating huge
amounts of chemical diversity there. The answer to the how ques-
tion is now no longer empirical but involves concentration on mo-
lecular targets.

In the Wall Street Journal article yesterday that was already
mentioned with the new compound for leukemia is an example ac-
tually of a synthetic search for a ligand to a molecular target. The
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key point about this and the reason I am bringing this up in this
kind of detail is that these changes, the increasing amount of
science in cancer drug discovery now, do not make natural products
less important. In fact, sometimes they probably make them more
important, because the natural world is probably the best single
place to find a diversity of structures that no chemist, no matter
how smart, would ever have had the insight to synthesize a ligand
to a particular target that might be as useful against cancer.

So we are currently thinking about ways to increase this re-
source and broaden it so it is not only an internal resource for the
Institute but it is made available on a competitive basis, to discov-
ery laboratories across the country that wish to employ natural
products in their own discovery efforts.

I think in the interests of time I will stop here.

Mr. BURTON. Thank you, Dr. Wittes. We will get back to you
with some questions shortly.

[The prepared statement of Dr. Wittes follows:]
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Good afternoon. Iam Dr. Rebert Wittes, Deputy Director of Extramural Science and Director of
the Division of Cancer Treatment and Diagnosis, the National Cancer Institute (NCI), National
Justitutes of Health (NIH). Accompanying me today is Dr. Jeffrey White, Director of NCI’s
Office of Cancer Complementary and Alternative Medicine (OCCAM).

I am pleased to be invited to address the House Government and Reform Committee today to
report on our progress in the fight against cancer and to discuss the future of cancer care in the
new millenium. With the help of new advanced technologies we are entering the next decade in
this new century with the ability to unlock critical information about the nature of cancer - what
we know now to be a class of over 100 different diseases that share certain features. Because of
this fact, it is unlikely that one magic bullet will solve the problem.

Many of us - scientists, health professionals, and health care providers ~ have devoted our
careers to finding cures, and treating, and caring for the cancer patient. The network of
concerned citizens is vast ~ from the community volunteer who drives a cancer patient to
chemotherapy, to the cancer survivor who devotes his/her time to offer hope to others. We have
seen our share of family members, friends, and patients lose their fight to cancer as we struggle to
save them - to find the cure. Our losses, albeit painful, just intensify our resolve to find a cure -
to stop the suffering it causes. Each year, we are seeing 1.2 million new cancer cases, and at least
a half million cancer-related deaths.

But, as a nation, we are beginning to see results from our investment in cancer research. 1am
pleased we are able fo report that cancer mortality continues to decline. The rate of new cancer
cases and deaths for all cancers combined as well as for most of the top 10 cancer sites declined
between 1990 and 1997. Drops continue to be seen for the four major cancer sites of lung,
colorectal, breast and prostate. Overall, mortality rate drops are seen in both the black and white
population. Remarkably, the magnitude of these drops are such that, for the first time, between
1996 and 1997, the total number of cancer deaths did not rise, despite a population that is

. growing and aging.

According to the most recent report from the NCI's Surveillance, Epidemiology and End Resuits
(SEER) Cancer Registry Program, survival for children with cancer has improved dramatically
since the early 1960s, when fewer than 10% of children with leukemia survived and when only
28% of all children with cancer were alive five years from their diagnosis. Today, over 80% of
children with acute lymphoblastic leukemia (ALL) are surviving five years from diagnosis, with
most of these children cured of their leukemia. Overall survival rates for children with cancer
have increased to 75%.

Corresponding to improvements in survival rates have been substantial decreases in childhood
cancer mortality, with the mortality rate decreasing nearly three-fold from 1960 (~80 per million)
to 1997 (~25 per million). For specific cancer types such as leukemia and non-Hodgkin’s
lymphoma, there have been four to five fold decreases in mortality rates.
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As most children with these diagnoses are treated in clinical trials conducted by the NCI~
supported clinical trials cooperative groups, the improvements described above and illustrated in
the attached figures largely reflect advances in therapy identified in these clinical trials.

Recent advances identified in NCI-sponsored clinical trials that have contributed to increasing
survival rates inciude identification of the following improvements in treatment:

L] Cis-retinoic acid, which is related to vitamin A, given following completion of high-dose
chemotherapy and autologous bone marrow transplantation, improves outcome for
children with high-risk neuroblastoma.

L Dexamethasone is more effective than prednisone for children with "standard risk™ ALL.
* Intensive asparaginase treatment is important for favorable outcome for T-cell ALL.
L] Wilms’ turnor can be successfully treated with an intensive administration of

chemotherapy over just 6 months, a much shorter period than for the previous standard
chemotherapy regimen which was given over 15 months.

Despite the advances over the past 40 years, there remain approximately 1,500 children younger
than 15 years of age and an additional 700 15-19 year olds who die of cancer each year in the
United States. Only when all children are free from the threat of cancer can we be satisfied with
our progress.

For adult cancers, the SEER report indicates that, by far, the greatest decline in cancer incidence
rates has been among men, who, overall, have higher rates of cancer than women. Yet, certain
recent trends threaten to undermine the progress we have made. The incidence of melanoma, an
aggressive skin cancer, has been rising about 3% per year, although death rates have remained
constant, and incidence rates for non-Hodgkin’s lymphoma continue, inexplicably, to rise.

In addition, adolescents are now smoking and using tobacco products — a major risk factor for
lung and other cancers — at a troubling rate, which may well reverse the currently falling rates of
lung cancer in coming years.

Moreover, we are aware that the burden of cancer is not equaily experienced across our
population - that certain racial, ethnic, and socioeconomic groups continue to be
disproportionately burdened by cancer. Monitoring rates and trends over time, by geography, by
gender, age and racial and ethnic groups has been a priority for the NCI and we are particularly
concerned about the disproportionate impact of cancer on the poor, the medically underserved
and certain ethnic groups, We are committed to discovering the reasons why cancer
disproportionately affects specific populations.

We know that appropriate decision making in science and in public health depends on
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accurate, reliable information about the incidence and impact of disease. NCI uses data from
SEER to identify and study trends, track the impact of cancer on the general population, and
provide information to help researchers find out why certain populations are affected by cancer
more severely than others. However, recent changes in health care financing and delivery, the
revolution in informatics and computer programming technology, and the social and cultural
diversity of our country present new challenges and opportunities in surveillance research. We
plan to expand our data collection to include patterns of cancer care, as well as treatment and
quality of life outcomes. In addition, new investments are planned to find tools that will improve
the precision and expand the reach of cancer surveillance, and to encompass a broader spectrum
of the racial, ethnic, socioeconomic, and cultural diversity of our country. Greater efforts are also
planned to disseminate the results of NCI's surveillance research.

In his recent testimony before the House Appropriations Committee, Dr. Klausner, Director of
the NCI, outlined a number of expansions in our programs aimed at the ability to assess, explain
and affect the unequal burden of cancer. These expanded and new initiatives address the
important message of last year's Institute of Medicine (IOM) report on the unequal burden of
cancer. These new initiatives include:

NC! will expand the SEER Program to include populations with differential cancer rates
that are currently under-represented (e.g., Non-Mexican Hispanics, rural African
Americans, American Indians, high poverty, and high cancer death rates). Expansion wili
strengthen the existing national infrastructure for surveillance research, which in turn will
improve understanding of health disparities in cancer outcomes among major ethnic
populations, including rural whites and blacks, non-Mexican Hispanics and Native
Americans.

We have signed a new Memorandum of Understanding (MOU) with the Centers for
Disease Control and Prevention (CDC) to formalize collaboration and iniegration of the
NCI’s surveillance and surveillance research programs with the CDC’s National Program
of Cancer Registries, This will allow a strategic integration of the NCI’s more intensive
surveillance and research system with the CDC-funded state registry systems, to help
develop data standards and tools for pooling data.

This year we have funded a new rescarch program of Special Population Networks
(SPNs) for cancer control and research. These new consortia will be based within various
communities serving different segments of our diverse society in order to establish cancer
control and research infrastructures to work within and to serve these communities. To
support the activities of these SPNs, we are establishing a cancer control academy at the
NCI for training and will link these community-based research networks to the full range
of information and communication resources of the NCI. These SPNs, we hope, wiil
provide the basis for a new national platform for cancer research to address the distinet
cancer burdens of special populations. We are setting aside $50-60 million over five
years to fund about 17 SPNs ($12 million in FY 2000), the largest program of its kind we

3
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have ever funded.

This year, in collaboration with the NIH Office of Research on Minority Health, we began
funding five research partnerships between NCl-designated cancer centers and minority
institutions to create active and successful academic research programs linked to our most
successful cancer research institutions. We plan to release a new Request for
Applications (RFA) to sustain and enhance these new enterprises. A more complete
description of our activities in this crucial area can be found at the NCI Office of Special
Populations Research Web site (http://ospr.nci.nih.gov/).

Monitoring cancer incidence and mortality {rends can help us formulate questions about the
distribution of cancer contrel and care, as well as about possible causes of cancer. This year, the
NCI released, for the second time in its history, 25-year cancer mortality maps. These cover all
3,100 United States counties and state economic areas, for 40 cancer sites, by gender and race.
These maps are available on the NCI Web site in a user-friendly and dynamic format. They do
not tell us causes of cancer ar indeed whether a geographic pattern reveals either a localized
environmental factor, a behavioral pattern or a secio-economic pattern. But, by providing the
starting point for addressing these issues, these maps are crucial resources. The NCI will release
a Request for Application (RFA) to support two types of studies linked to these maps:
epidemiologic research to search for explanations for geographic and temporal cancer patterns,
and methodologic research to develop Geographic Information Systems (GIS) for evaluating
environmental associations with cancer. These maps are one part of NCI’s extensive program in
establishing environmental (exogenous) causes of cancer.

Recent Advances in Cancer Research

Progress in our understanding of the biology of cancer continues at an astonishing pace. We are
learning more each day about how cancer arises from a single cell that behaves abnormally,
dividing uncontrollably and leading, eventually, to the development of a tumor. We also are
learning about the ways that genes, which direct the behavior of the cell, interact with a host of
environmental agents to cause cellular malfunction and disease. This basic knowledge about the
nature of cancer is providing us with critical insights into how we can prevent and detect cancer
more effectively. And it is giving us the opportunity to improve treatment by enabling us to
design therapies that target the machinery of the cancer cell. Powerful new technologies are
permitting us to detect and diagnose cancer at an earlier stage, before it has had the chance to
spread. People with cancer are living longer, and with a better quality of life, than ever before.

Altered genes and molecular pathways in a cell are already providing long-sought targets for new
therapeutics. Identifying the specific molecular pathways that define each type of human cancer
has allowed us to begin to replicate these changes in the genes of mice. These mice develop
cancer that more accurately mimics human cancer. This will allow the development of mouse
models of human cancer that more accurately predict the behavior of human disease and response
to freatment than mouse models previously available.
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The knowledge that cancer cells develop by changing their molecular profile has set the stage for
anew and systematic approach to both early detection and accurate diagnosis. Three years ago,
the NCI set out to establish a full index of all the genes that are altered in each type of cancer.
This project, called the Cancer Genome Anatomy Project or CGAP, has been extremely
successful, identifying tags for the vast majority of human genes, annotating what types of cells
and cancers express those genes, developing catalogues of chromosomal changes in cancer and
discovering common genetic variations that will help to explain why individuals are different in
their risk of getting cancer, their sensitivity to diet and the environment and their response to
therapy. CGAP has become one of the most widely used sources of information and reagents in
the research world. Systematic gene discovery through CGAP and other projects is about to
profoundly change our approach to the classification, and therefore the accurate diagnosis of,
cancer.

For the past three years, the NCI has been redirecting its drug discovery program to one based on
the success of basic research in identifying the precise molecular targets implicated in the
development, growth, and spread of cancer. The preventive agents and therapeutics of the future
will be aimed at these targets.

The recent encouraging results of Herceptin for the treatment of advanced breast cancer,
Rituximab for the treatment of non-Hodgkin’s lymphoma, STI 571 for the treatment of
leukemia, tamoxifen for reducing the risk of breast cancer and a growing list of others, all point
to the future face of molecularly targeted therapeutics and preventives. We have funded six new
centers to develop new libraries of chemical diversity and test them against promising molecular
targets. This year, we will fund an ambitious new Molecular Target Drug Development
Discovery Program aiming at the validation of molecular targets that derive from advances in
cancer biology.

Historically, natural products —chemicals derived from plants and microorganisms - have been a
fertile source of new compounds for cancer and other areas of medicine. NCI is currently
considering ways to enhance our activities in natural products drug discovery and to make our
internal capabilities in natural products isolation and identification available to research groups
throughout the country that are engaged in the search for new cancer preventives and
therapeutics.

Last year, we initiated a novel program called RAID (Rapid Access to Intervention
Development) that evaluates promising drug candidates in the laboratories of academic
investigators and, via peer review, manages the movement of these candidate drugs from the lab
to the point of clinical trial. To date, 35 novel agents have entered the RAID pipeline and in one
year four have reached or are ready for clinical trials. We will expand this successful program in
the coming year.
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NCI’s Challenge: Building the Capacity of the Future

Our capacity to build on our recent accomplishments is critical to further progress against cancer.
First, we must sustain and strengthen the research programs that have enabled us to pursue a path
of scientific excellence and discovery in cancer research, providing opportunities for researchers
to explore new, innovative, and unconventional ideas, including complementary and alternative
medicine (CAM), to make new discoveries in cancer research.

Second, we must seize extraordinary scientific opportunities made possible by advances in
science and technology. Through expanded support for investigator- initiated research, by
strengthening the integration of cancer research centers, and by supporting the expansion and
integration of networks and consortia to spur creativity and to explore new and innovative ways
to detect, diagnose, treat, and prevent cancer, we expect to strengthen the cancer research
infrastructure and enable basic discovery to rapidly improve clinical practice.

Third, we are committed to strengthening the National Clinical Trials Program. In the past two
years, the results of clinical trials have set new standards for increasing the effectiveness and
reducing the toxicity of regimens for childhood cancers, leukemia, myeloma, breast cancer,
ductal carcinoma in situ (DCIS), cervical cancer, head and neck cancer, lymphoma, colorectal
cancer, prostate cancer and others. To sustain these efforts NCI is extensively restructuring our
national clinical trials system. We want to improve the quality of scientific questions asked,
increase speed and efficiency and decrease the administrative burdens of participating in clinical
trials. Furthermore, we want physicians and patients to have access to the full menu of available
clinical trials. Currently, about 20,000 new patients are enrolled annually in NCl-sponsored
treatment trials. We want to make certain that our clinical trials system is able to keep pace with
the dramatic increase in the number of new therapeutic and preventive agents that warrant
testing. Many more patient-volunteers are needed to help establish the benefits of new agents,
new combination treatments, and complementary and alternative cancer therapies. Our planned
enhancement of the infrastructure to support these studies will be critical.

Fourth, the power of computer-based communications and the World Wide Web are making
possible unprecedented research opportunities. Paper-based research systems are giving way
rapidly to integrated systems that share information and knowledge effortlessly and enable new
discoveries to be made at the researcher's desk, not just in the lab. A strong cancer informatics
infrastructure is vital to NCI's efforts to foster collaboration among the conventional and CAM
communities by helping to speed the discovery process, translate the best discoveries into clinical
trials, and transform cancer care through more effective and efficient information exchanges.

Fifth, as [ described previously, the expansion of NCI's cancer surveillance efforts is vital to our
efforts to prevent and control cancer. Through the planned efforts | have included in my written
testimony, NCI continues to play an active role in developing a comprehensive national
surveillance program.
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Finally, new ways of educating, training, and developing scientists are necessary o ensure that
technology advances are integrated rapidly inte the cancer research enterprise and that scientists
are prepared to work together in team settings to unravel the complex factors contributing to
human cancer.

NCI Progress in Complementary and Alternative Medicine (CAM)

Since Dr. Klausner addressed the Committee in 1998 and outlined NCI's goals to strengthen
NCT's role in CAM research, much progress has been made. [ am pleased to report that we have
not only met those goals but surpassed them, NCI is supporting a number of high quality
CAM-related research projects, including projects examining the effects of dictary interventions
in cancer freatment, projects examining the therapeutic value of vitamins and minerals in cancer
prevention and treatment, studies in stress and pain management to enhance the quality of life for
cancer patients, and studies examining the effect of natural inhibitors of carcinogenesis. We are
working closely with the NIH National Center on Complementary and Alternative Medicine
{(NCCAM), under the leadership of my colleague, Dr. Straus, to encourage the conventional
cancer rescarch cormmunity to initiate new CAM research studies at NCl-sponsored cancer
centers.  In addition, as Dr. Strans mentions in his testimony, NCCAM and NCI are initiating 2
new research grant mechanism - Quick Trials for Novel Cancer Therapies - to ensure timely
development of new treatments.

The NCI is extremely pleased with the support and guidance Dz, Straus and his staff have
provided the Institute in our efforts to strengthen the integration of cancer-related CAM research
into the cancer research agenda. Through the leadership of Dr. Jeffrey White, NCI s actively
involved in forging collaborative relationships between the conventional cancer research and
CAM communities, and progress has been made in strengthening the Institute’s relationship with
CAM researchers and practitioners.

NCI has made progress in incorporating CAM information into NCI’s cancer communications
network, Of considerable importance to all of us is the public availability of accurate, up-to-date
information about CAM therapies. NCI has taken steps to assure that this information receives
the same consideration as conventional approaches in our evaluationand  dissemination
efforts. Few health-related Interventions have the potential of imeractive heaith communications
to improve health outcomes, decrease costs, and enhance consumer satisfaction. Indeed, effective
comrmunication is ceniral to cancer care, from primary prevention through survivorship.

Detailed CAM summaries have been prepared for cancer therapies identified by our Cancer
Information Service and the NCCAM Clearinghouse as being of public interest. The continued
development of these and other CAM-related sumnmaries will follow the same model as those for
conventional therapies and include specific trial results and references to the published literature.
They will be reviewed by the appropriate Physicians Data Query (PDQ) Editorial Board
depending on whether the intervention is for the treatment or prevention of cancer or used as &
supportive cars intervention, [n addition, these swmmaries will be sent to experts in the CAM
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community for review and comment before they are made available on the NCI web site.
Information Dissemination Efforts

NCT has moved rapidly to expand linkages to CAM-related cancer information throughout our
exiting cancer information network. In addition, NCI has developed CAM Cancer PDQ
Summaries and Cancer Fact Sheets on a number of CAM therapies. CAM-sensitive and
knowledgeable reviewers participate in the review of these sumrmaries, and once approved by
NCI's Physician’s Data Query (PDQ) Editorial Board, are put on the NCI website. New
summaries are planned to be completed and fully reviewed quarterly. An updated list of CAM
Fact Sheets and PDQ CAM summaries currently on the NCI Website is included in my written
testimony. These summaries can be found at website address:
http://cancernet.nel.nih.gov/ireatment/cam. shrml

They include Cancer Fact sheets on Cancell, Gerson Therapy, Immuno-augmentative Therapy,
Laetrile, the NCI-Sponsored Clinical Trials of Antineoplastons, and NCI Studies of Hydrazine
Sulfate. Also currently available are PDQ summaries on Hydrazine Sulfate, Laetrile, and
Cartilage {(Bovine and Shark). Green Tea is one of the topics for an upcoming PDQ summary,
and other summaries have been drafied and are ready for review. They include: 714-X,
Mistletoe, and Coenzyme Q10.

Through collaborative efforts with NCCAM, NCI has expanded its commitment to develop new
centers for CAM research, and to support research to evaluate the efficacy of intensive pancreatic
proteolytic enzyme therapy with ancillary nutritional support in the treatment of inoperable
adenocarcinoma of the pancreas. The NCI has collaborated with the NCCAM to begin a
randomized, prospective evaluation of Dr. Nicholas Gonzalez's therapy {a nutritional program
with oral pancreatic enzymes and a “detoxification” regimen) at Columbia Presbyterian Medical
Center, one of the NCI-designated Cancer Centers.

Because of public interest in the potential anti-cancer activity of shark cartilage and its continued
use despite the lack of persuasive clinical evidence of efficacy, the NCI is collaborating with
NCCAM to sponsor clinical trials in this area. The first trial is with the Canadian company
{Aeterna). This trial is centered at the MD Anderson Cancer Center's Community Clinical
Oncology Program with accrual sites in the U.S. and Canada. The study is a phase III
randomized study in patients with non-small cell lung cancer. Both arms of the trial will receive
standard therapy (chemotherapy + radiation therapy), one arm will receive the liquid shark
cartilage product and the other study will receive a placebo. The first patients are currently being
entered onto this study. A second shark cartilage trial is planned to be centered at Mayo Clinic in
conjunction with the North Central Cancer Clinical Trials Group. NCI staff in the Division of
Cancer Prevention have been instrumental in establishing phase I and II clinical trial protocols
using formulations of the active components from green tea. These clinical trials began aceruing
patients in December 1999,
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As a result of efforts to encourage NCI's intramural community to explore CAM research, we are

ceing intramural researchers at NCI involved in examining the use of alternative medical
therapies in adult cancer patients enrolled in Phase [ clinical trials, and the use of complementary
or alternative medicine practices by women at increased risk for breast cancer, NCI intramural
researchers are also conducting a Phase I randomized study of Genistein, a soy product, for
prevention of cancer in patients with no history of cancer or with asymptomatic early prostate
cancer or other malignancy.

The Cancer Advisory Panel for Complementary and Alternative Medicine (CAPCAM), an expert
panel that provides advice to both NCCAM and the NCI, is actively evaluating applications
elicited from the CAM community by NCT's Best Case Series Program. As a result of
CAPCAM recommendations, NCI is exploring the possibility of prospective outcomes
monitoring on new lung cancer patients treated in a homeopathic clinic in India. Dr. White is
working with the P Banerji Homeopathic Research Foundation clinic in Calcutta, to explore
consite menitoring of new lung cancer patients seen in the Banerji's clinics and to obtain the
documentation and follow-up of a group of 30 - 30 new lung cancer patients for a period of 12 -
18 months.

NCI has also evaluated results of “Sun soup” clinical experience in lung cancer. This small
uncontrolled trial that uses an herbal supplement in the treatment of Jung cancer was presented to
the CAPCAM in July, 1999. Dr. Alexander Sun, the originator of the “Sun soup” product, is
applying for a research grant to support further clinical study.

The NCI continues to review CAM modalities for research readiness. This is an ongoing process
of surveillance of the field to identify areas of research opportunity. This process will allow the
identification of modalities appropriate for grant or contract support.

CAM Cancer Information Program

In February, 1999, NCI established the Cancer CAM Research Interest Group. This group is the
only continuous and open forum for members of the NIH community to learn about and discuss
the current status and potentials of CAM research as it relates to the treatment of cancer patients.
This group allows for more frequent opportunities for productive interchange between the
alternative and conventional medical and research communities. Topics of discussion may
include: lectures from outside speakers about various aspects of and types of CAM or CAM-like
research or clinical practice, discussions of comprehensive literature summaries, updates of
ongoing CAM cancer research, and identification of opportunities for intramural and extramural
research in CAM or CAM-related areas. Further, NCI continues to sponsor [ectures and
seminars on a variety of CAM-related topics.

We are also pleased to report that a website for the NCI Office of Cancer Complementary and
Alternative Medicine has just been launched (httpi//occam.nci.nth.gov/}. The site will be used to
communicate with the general public and extramural research and practice communities as well

9
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as intramural NCI and NIH program and administrative staff. It will contain updates and status
of current and planned NCI CAM projects and will serve to project a visible research agenda and
to make more transparent the NCI's processes for handling CAM issues {e.g. the Best Case Series
Program).

The NCl is currently embarking on a project to develop a cancer-related CAM Citation Database
to augment the cancer component of the existing NCCAM CAM Citation Index. This database
will become a resource for NIH and extramural investigators interested in CAM research and will
include articles and abstracts from many databases including Medline. The database wilil serve
as a resource for NIH and extramural investigators interested in CAM research.

Conclusion

Again, thank you for inviting me to address you today. I look forward to discussing NCI's
contributions to the scientific body of knowledge needed to support efforts to integrate
complementary and alternative medicine into cancer care in the new millenium. Through the
careful application of research and discovery, the 21st century can and will be the era in which
cancer finally is conquered.
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Dr. KaANG. I was going to say he could have my time if it means
I didn’t have to testify. I am kidding.

Mr. Chairman, distinguished committee members, thank you for
inviting us to discuss Medicare coverage for complementary and al-
ternative therapies and experimental treatments, as well as our ef-
forts to address racial disparities in health care.

We are well aware of the increasing integration of alternative
therapies into conventional therapy. I have referred my own pa-
tients for treatment such as acupuncture in my own private pa-
tience.

However, for Medicare coverage and payment to be made, there
must be reliable scientific evidence that a treatment is reasonable
and necessary. To date, there has been a paucity of such evidence
for complementary and alternative modalities, and we are actually
eager and anxious to work with our colleagues at NIH, FDA and
the National Center for Complementary and Alternative Medicine
to address the necessary evidence needed for Medicare coverage de-
cisions.

Once that evidence is generated that Dr. Wittes and Dr. Straus
referred to and it is adequate, we will move quickly to provide cov-
erage whenever and wherever that evidence is sufficient, within
the limits of our statutorily defined benefit categories.

For experimental therapies, Medicare has historically not covered
them because they do not meet the statutory requirement for rea-
sonable and necessary. However, as the President announced this
morning, we will explicitly authorize payment for routine patient
care costs associated with clinical trials. Furthermore, the Presi-
dent asked us by Executive order this morning to report to him
within 90 days regarding the feasibility and advisability of provid-
ing additional financial support for the non-covered or non-routine
costs associated with clinical trials.

We want to do all we can to help generate the kinds of data we
need to make prompt coverage decisions on experimental and alter-
native treatments. Our new open and accountable coverage deter-
mination process will help that.

For example, we—following our testimony last fall, my agency’s
testimony last fall to this committee, we actually thoroughly re-
viewed all of the studies cited in the National Institutes of Health
Consensus Conference on Acupuncture in 1997. That conference
concluded that the scientific evidence suggests that acupuncture is
promising for the treatment of conditions such as chemotherapy-re-
lated nausea and vomiting and post-operative dental pain.

We will actually use that information as a starting point, and we
have just initiated a national coverage determination process to
look at those two cases for coverage in Medicare, and we are re-
questing any additional scientific information that has been gen-
erated since 1997.

We also have several initiatives under way to address racial dis-
parities in care. We are particularly focusing on making health
care and health care information understandable and obtainable
for all populations, and we are stressing the importance of cultural
competency, which emphasizes the need to recognize and respect
the use of beneficiaries’ traditional treatments and beliefs from
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whatever cultures they may come from and then to integrate them
into the conventional medical care that we pay for.

We greatly appreciate the desire of this committee for wider cov-
erage of alternative and experimental therapies and steps to ad-
dress racial disparities in care. We will continue to work closely
with our colleagues on this panel today to develop the scientific
knowledge and evidence we need for coverage. We will also move
quickly to implement the revised coverage policy regarding routine
costs announced by the President today, and we are committed to
working to address reducing racial disparities.

I thank you, Mr. Chairman and committee members, for the op-
portunity to testify today and am looking forward to answering any
questions you may have.

Mr. BURTON. Thank you, Dr. Kang.

[The prepared statement of Dr. Kang follows:]



50

Statement of
JEFFREY KANG, MD

DIRECTOR

June 7, 2000

Ld A
< A

MEDICARE « MEDICAID
th Care Firancing Administration

Heatt]




51

Testimony of
Jeffrey Kang, MD, Director
Office of Clinical Standards & Quality
Health Care Financing Administration
before the
House Government Reform Committee
on
Integrative Cancer Care
June 7, 2000
Chairman Burton, Congressman Waxman, distinguished Committee members, thank you for
inviting us to discuss Medicare coverage for alternative and experimental therapies, as well as

efforts to address racial disparities in health care.

The Social Security Act authorizes Medicare coverage of defined categories of medical services
provided by specific types of practitioners when such treatments are “reasonable and necessary for
the diagnosis or treatment of illness or injury or to improve the functioning or a malformed body
member.” It authorizes the Health & Human Services Secretary to specify what is covered and
under what circumstances, and we try to strike the appropriate balance between providing timely
access to medical advances and ensuring that treatments are “reasonable and necessary.” To do
so, we rely on scientific evidence, including medical literature and data, discussions with medical

experts, and technology assessments.

We are well aware of the increasing integration of alternative therapies into conventional
treatment for patients with cancer and other conditions. I have referred my own patients for
treatments such as acupuncture. Hospices, hospitals, and managed care plans in Medicare can
provide alternative treatments under discretion they have through per diem, prospective, and
capitated payment systems, respectively. And the law specifically provides for Medicare coverage
of chiropractic spinal manipulation by chiropractors, as well as massage therapy by physical

therapists when the treatment can be demonstrated to help improve a patients health status.

For other alternative therapies, we will move quickly to provide coverage throughout Medicare
when there is sufficient scientific evidence to meet the statutory requirement that Medicare fee-

for-service treatments be reasonable and necessary.
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Coverage for alternative modalities to date has been limited because of the paucity of reliable
scientific evidence to support their use. Without such scientific evidence, we are limited in our
ability to determine that these treatments meet the statutory requirement of being “reasonable and
necessary.” However, thanks to the work of my colleague Dr. Straus and others at the National
Center for Complementary and Alternative Medicine, as well as work by colleagues at the Agency
for Healthcare Research and Quality (AHRQ) and elsewhere, we may be better able to make these

determinations soon.

For experimental therapies, Medicare historically has not covered them because they do not meet
the requirement of being reasonable and necessary. However, as the President announced this
morning, we have reviewed our legal authority and determined that we can cover the routing
services provided to Medicare beneficiaries who are participating in clinical trials. We will move
quickly to implement this new policy by formally and explicitly instructing our contractors to
provide such coverage. We also will launch education efforts to make sure beneficiaries and

providers know that they are entitled to such coverage.

Our new, open and accountable coverage determination process will help facilitate prompt
coverage determinations for all experimental and alternative treatments as scientific evidence of
their efficacy becomes available. This new process, implemented last year after extensive review
of how we could improve our coverage determination process, allows any member of the public
to request a coverage determination or submit new evidence that might justify a redetermination.
There are time lines for action on such requests, data are reviewed by expert panels in open
meetings. The status of determination proceedings is posted on the Internet. And we will work
with our National Institutes of Health colleagues to help researchers design trials to evidence

needed for coverage determinations, which should help to further speed up the approval process.

We also have several initiatives underway to address racial disparities in care. And we look
forward to working with our NIH colleagues to develop a comprehensive strategy to address this

important issue.

[
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NEW COVERAGE DETERMINATION PROCESS
The new coverage process helps ensure that the public is fully informed and can track the status

of any determination under consideration. We now publish on our www. icfa gov web site:

. a list of coverage issues under review;

. the stage of review each issue is in;

. the major scientific questions that need to be resolved prior to a coverage decision;
. an estimate of when the next action will occur;

. a complete, indexed record of issues reviewed for each decision, including evidence

examined, major steps taken in the review, and the rationale for decisions,

Any member of the public may request a review of a national coverage policy determination at
any time. Individuals requesting such a review need only submit the request in writing, along with
new medical and scientific evidence that merits consideration, or an analysis of Medicare's
decision demonstrating that a material misinterpretation was made in the evaluation of evidence.
We also regularly review new medical and scientific information on our own initiative to assess

whether modifications to national coverage policy may be appropriate.

We generally respond within 90 days to a coverage review request by:
. referring the request to the new Medicare Coverage Advisory Committee;
. referring the request to an independent technology assessment body, such as those that

contract with the Agency for Health Care Research and Quality,

. notifying the requester that coverage is warranted and will be granted;

. notifying the requester that coverage is not warranted and will not be granted;

. notifying the requester that coverage is warranted, but only under certain limitations;
* notifying the requester that coverage will be left to local contractor discretion;

. notifying the requester that the request duplicates and will therefore be combined with

another pending request; or
. notifying the requester that the request duplicates an earlier request for which a decision

has already been rendered and available evidence does not warrant reconsideration.
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The coverage determination process features a Medicare Coverage Advisory Commitiee which
reviews requests in open public meetings. Its 120 members include nationally recognized experts
in a broad range of medical, scientific and professional disciplines, as well as consumer and

industry representatives.

. The Committee is divided into six panels, organized to roughly parallel Medicare benefit
categories:

. Medical and Surgical Procedures,

. Laboratory and Diagnostics Services;
. Drugs, Biologics, and Therapeutics;
. Medical Devices and Prosthetics,

] Durable Medical Equipment; and

. Diagnostic Imaging.

Each panel includes a consumer representative and an industry representative. These panels
review and evaluate medical literature, technology assessments, and other data on the
effectiveness and appropriateness of medical items and services. Based on the evidence reviewed,

the Committee advises and makes recommendations to HCFA.

We are now beginning to use this new process to review whether acupuncture meets the
“reasonable and necessary” criteria for coverage. Since our agency testified before you last fatl,
we have thoroughly reviewed all the studies cited in the National Institutes of Health Consensus
Conference report on acupuncture. The report concluded that scientific evidence suggests that
acupuncture is “promising” for several conditions, including treatment of chemotherapy related
rausea. Our extensive anelysis of Hiterature cited in the NIH consensus report will serve as the
starting point in the coverage determination process, and we are making an open request for any

and all additional sclentific data,
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Coverage Criteria

To further improve and clarify our coverage process, last month we issued a Federal Register

notice proposing to develop national criteria for whether a service or treatment meets the

“reasonable and necessary” requirement. The notice describes two criteria that could be applied:

. Medical Benefit. An item or service is shown through objective clinical evidence to have
medical benefit - i.e. produce a health outcome better than the natural course of illness or
disease with customary medical management of symptoms; and

. Added Value. An item or service provides added value compared to existing treatments -
-1i.e. it substantially improves health outcome, provides access to a beneficial treatment of
a different type (medication instead of surgery), or substitutes for an existing treatment at
lower cost.

The notice invites public comment, which may be received through June 15. Public comments

will be considered in the drafting of a proposed rule. The public will then have an additional

opportunity to comment on the criteria before they become final.

CLINICAL TRIAL COVERAGE

This morning the President announced that we will change Medicare policy to explicitly authorize
coverage for routine patient care costs provided to Medicare beneficiaries participating in clinical
trials. Before today, Medicare reimbursement policies often discouraged seniors from
participating in clinical trials. Because clinical trial investigators could not guarantee that
Medicare would pay for the routine care associated with participation in their clinical trial, seniors
considering whether to enter these trials had to assume that they may be responsible for costs
simply because they were participating in a clinical trial. In addition, investigators and research

centers were often reluctant to recruit them because of the uncertainty of Medicare coverage.

Promoting biomedical research and ensuring that Medicare beneficiaries receive the highest
quality care possible are longstanding priorities for this Administration. And we have been greatly
concerned that only about one percent of seniors now participate in clinical trials, even though the

elderly are most likely to have conditions being studied.
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For cancer, seniors constitute 63 percent of cases but only 25 percent of those in clinical trials.
For breast cancer the disparity is worse — half of all patients are seniors, but seniors represent less

than 2 percent of those in clinical trials.

These low participation rates hinder development of new therapies, as it often takes between 3
and & years to enroll enough participants in a trial. In fact, one reason for the stunning advances
in pediatric cancer care has been that more than half of pediatric cancer patients were enrolled in

clinical trials over the last twenty years, and today, 75 percent of cancers in children are curable.

To address these problems, the President has instructed us to:
. Immediately revise Medicare program guidance to explicitly authorize coverage for

routine patient care costs and costs due to medical complications arising after trials.

. Inform beneficiaries and providers about this new coverage option.

. Help researchers design trials to produce data needed for Medicare coverage decisions.

. Review the feasibility and advisability of additional action to promote research, including:
. providing financial support for monitoring, evaluation, and other non-routine, non-

covered costs for those trials of particular relevance to Medicare beneficiaries;
. establishing a system to track spending in trials that Medicare supports; and
* exploring further efforts to increase participation of seniors in clinical trials and
ensure that researchers can determine the best therapies for older as well as

younger patients.

ADDRESSING RACIAL DISPARITIES

We are working diligently to address disturbing disparities in access to care, morbidity, and
mortality among racial and cthnic minorities. As President Clinton said when announcing his goal
to eliminate disparities by 2010: “We do not know all the reasons for these disturbing gaps.
Perhaps inadequate education, disproportionate poverty, discrimination in the delivery of health

services, and cultural differences are all contributing factors.
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But we do know this: no matter what the reason, racial and ethnic disparities in health are
unacceptable in a country that values equality and equal opportunity for all. And that is why we
must act now with a comprehensive imitiative that focuses on health care and prevention for racial

and ethnic minorities.”

At HCFA, we co-sponsored a conference last fall that brought together leading researchers to
help us develop a research agenda on what causes disparities and what helps in eliminating them
Papers we commissioned at the conference should be published later this year. We also have new
contracts with Medicare’s physician-led Peer Review Organizations that include projects with
local groups to reduce disparities. And we have many initiatives that concentrate on making

health care and health care information understandable and attainable for all populations.

For example, our HORIZONS program targets African-American, Hispanic, Asian-American and
Pacific Tslander, and American Indian and Alaska Native beneficiaries as we work to overcome
language and cultural barriers that inhibit these groups from understanding and receiving health
care and information. We also are working with the Office of Minority Health to improve our
health communication efforts and to develop strategies to reach vulnerable and underserved
populations. And we are working to increase the materials translated into other languages on our
www.medicare.gov beneficiary web site; currently, information on Medicare contacts, quality

comparisons, and other useful resources is available in Spanish and Chinese on the web site.

Furthermore, the latest versions of our final Medicare+Choice regulations and the final Quality
Improvement System for Managed Care Standards and Guidelines considerably expand cultural
competency requirements. A growing body of knowledge demonstrates that when care is
provided in both a clinicaily competent and culturally appropriate fashion, it is more readily
understood and accepted by the patient. A key part of cultural competency is recognizing and
respecting use of traditional treatments and beliefs, and working to integrate them into
conventional medical care. As a result, patient compliance is enhanced, outcomes are improved,

and health care costs and expenses are reduced by diminished illness and mortality.
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Qur efforts not only gnable these populations to better understand Medicare and Medicaid
materials, but they help us to receive survey information and other feedback from these

populations, further enhancing our ability to provide the information and care they need.

Bevond producing materials that can be understood by a broader range of people, we are striving
to put these materials in the hands of beneficiaries, especially those in underserved populations.
Qur Regional Education About Choices in Health (REACH) campaign is the localized outreach
component of the National Medicare Education Program. Tt has activities tailored 1o reach
minority groups using demographic maps and partnering with local organizations that represent
these groups. It concentrates on educating beneficiaries on basic Medicare and their options
under the Medicare~Choice program, as well as raising beneficiary awareness of our information

channels, including Medicare.gov and 1-800-MEDICARE.

In addition to these communication efforts, for the last two fiscal years we have been working
with the Indian Heaith Service to establish cost reporting for its 49 hospitals. While Medicare is
moving to prospective payment systems, cost reports may remain the final claim for payment in
Medicaid. Prior to our involvement, these facilities were not filing any cost reports for either
Medicare or Medicaid. We have been working to enhance their reporting capabilities so they can
receive Medicaid payment, and so far, 16 of the 49 hospitals are filing annual cost reports. We

plan to continue working until all 49 hospitals are completing cost reports.

Communications and payment are important, but we also are working to improve minority
involvement in the health care system. Beyond our own equal opportunity programs, we serve as
training site for a number of the fellows in the American Association of Health Plans’ Minority
Management Development Program. The Program is designed to expand the number of minority
managers and executives in managed care organizations. In FY 2000, three Program fellows
participated in a six-week rotation at the HCFA central office and two fellows performed a similar

rotation in our California regionat office.
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All of our initiatives are taking place within the broader context of the President's goal of
eliminating longstanding racial health disparities. The Department of Health and Human Services
has worked to close these gaps in health through a plan that sets a pational goal of eliminating
health disparities in six primary areas by the year 201¢. These areas include: infant mortality,
cancer screening and management; cardiovascular disease; diabetes; HIV/AIDS rates, and child

and adult immunization levels.

The Department's initiatives are spearheaded by a sweeping outreach campaign led by Surgeon
General David Satcher. This includes developing new approaches and encouraging local,
innovative strategies to address racial and ethnic health disparities, We also are developing a new
Foundation/Public Sector collaboration to work on this initiative, and we are looking at more
effective ways to target existing federal programs to address health disparities. Perhaps most
importantly, the Department has issued a challenge to involve communities, foundations,
advocacy organizations, and businesses in developing strategies to diminish these gaps in health.
With a collaborative, national focus on this important issue, we are moving towards raising the

health levels of all Americans — we are moving in the right direction.

CONCLUSION

We greatly appreciate the desire of this Committee for wider coverage of alternative and
experimental therapies, and steps to address racial disparities in care. We will continue to work
closely with the NIH to develop the scientific knowledge we need for coverage of alternative
therapies. We will move quickly to implement the new clinical trials coverage policy announced
today by the President. And we are committed to working to address racial disparities in care. [

thank you for holding this hearing, and 1 am happy to answer your guestions.

HHH
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Mr. BURTON. Dr. Pazdur.

Dr. PAzZDUR. Mr. Chairman, members, I am Richard Pazdur, MD,
Director of the Division of Oncology Drug Products at the Center
for Drug Evaluation and Research at the Food and Drug Adminis-
tration. Prior to coming to the FDA 9 months ago, I was at the
University of Texas M.D. Anderson Cancer Center in Houston for
11 years, where I was involved in patient care, research, medical
education and administration. To the extent that information is
publicly available, I would like to address the specific issues in
your letter.

We understand that cancer patients and their families are often
unfamiliar with the FDA’s statutory responsibilities. To more
thoughtfully work with the concerns of cancer patients and fami-
lies, the FDA hired staff in 1994 who are available to answer ques-
tions and discuss concerns.

I would now like to address the issues in your letter.

Our primary obligations are those vested in us by Congress in
the Federal Food, Drug and Cosmetic Act to help ensure that mar-
keted medical drugs are properly labeled, safe and effective and
that the procedures and studies conducted on unapproved drugs
are designed to protect the vulnerable, particularly patients with
life-threatening diseases such as cancer. The FDA is interested in
good clinical studies and data, independent of the type of therapy
used. It does not matter whether a drug is labeled alternative, com-
plementary or conventional.

You asked us to address patient access to unapproved drugs. The
access process starts with a sponsor, usually a drug company, seek-
ing to develop a new drug. Testing experimental drugs in patients
presents medical and ethical dilemmas. Medical and ethical stand-
ards prohibit substitution of an unproven drug where curative
treatments are available.

For example, in the initial treatment of Hodgkin’s disease, testic-
ular cancer, child leukemia and medulloblastoma, there are cura-
tive therapies. Therefore, the use of an unproven drug before the
standard therapy has been used is medically imprudent and ethi-
cally unacceptable.

The ideal mechanism for a patient to receive a promising but
unproven drug is in a controlled clinical trial. Such trials provide
appropriate patient protections and potential benefits. It is not al-
ways possible, however, for each patient who might benefit from
the drug to enroll in clinical trips. Our regulations allow patients
to have access to unapproved drugs even though they cannot enter
clinical trials.

In the drug development process, the sponsor must decide wheth-
er it is willing to make the unapproved drug available for an indi-
vidual patient. If the sponsor is not willing, even if the FDA has
no objections, the patient will not be able to obtain the unapproved
drug.

One may ask, why is the FDA involved in this process? Because
the FDA has access to confidential information about the safety of
the unapproved agent, our participation in the decisionmaking
process is critical. We work closely with the sponsor and the pa-
tient’s physician. For patients for whom no curative therapy exists,
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our practice has been to liberally allow patients access to unap-
proved drugs.

Mr. Chairman, you asked, can an unapproved therapy believed
to be less toxic be tried prior to a curative therapy that has known
serious adverse events? The answer is no. The most important as-
pect of any potential cancer therapy is the likelihood for prolonging
life or, hopefully, cure. Indirectly, drugs can be harmful if they lead
people to delay or reject proven therapies, possibly worsening their
condition.

The first chance for a cure is the best chance for a cure. This is
because progressive tumor growth and deterioration in a patient’s
health makes subsequent therapy much more difficult. Researchers
are always focusing on the goal of new and better treatments with
minimal side effects.

For example, in childhood leukemia, progress has been made in
improving the cure rate and decreasing the toxicity. With careful
observation and no compromise in cure rate, well-designed clinical
trials allow the development of less toxic therapies. Now the cure
rates for some kinds of childhood leukemias are greater than 90
percent.

Mr. Chairman, we are often asked the question, how should we
balance public health protection with personal autonomy? We think
the Congress has established the balancing correctly in the Food,
Drug and Cosmetic Act. As a practicing oncologist for over 20
years, I understand that some patients will never stop seeking
treatment that they think might help them. Our regulations pro-
tect the public from unsafe and ineffective drugs but also are flexi-
ble and allow desperately ill patients access to promising unap-
proved therapies.

Thank you very much for the opportunity to testify. I would ap-
preciate if my full written statement would be entered into the
record. I will be happy to answer any questions the committee may
have.

Mr. BURTON. Thank you, Doctor.

[The prepared statement of Dr. Pazdur follows:]
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A ziue.

Mr. Chairman, Members of the Committee, I am Richard
Pazdur, M.D., Director, Division of Oncology Drug Products
(the Division), Center for Drug Evaluation and Research
(CDER), Food and Drgg Administration (FDA or

the Agency). The Division’s mission is to ensure that new
cancer drugs are as safe and effective as possible and to
facilitate access to promising therapies for seriously ill
and dying patients when no other treatment is available.
Prior to coming to FDA approximately nine months ago, I
was assoclated with the M.D. Anderson Cancer Center in
Houston, Texas, for eleven years where I was involved in
patient care, cancer research, medical education, and

administration.

Because of my prior experience with patient, academic, and
scientific communities, I am acutely aware of the impact
FDA’s processes and decisions have on the public we serve.
Under the Federal Food, Drug, and Cosmetic (FD&C) Act and
related statutes, the Government has a vitally important
role in helping to ensure that the medical products upon
which patients and their health care practitioners rely
are both safe and effective. These safeguards are
particularly important for our most vulnerable citizens,

those who are seriously ill.
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Having treated and worked with cancer patients and their
families for the past 20 years, I have seen the face of
desperation frequently. When the effective treatment options
have been exhausted, some cancer patients contact FDA asking
for help in getting access to an unapproved product that is

being investigated.

We understand that cancer patients and their family members
are often unfamiliar with FDA’s legal and regulatory
responsibilities, and often are unaware that FDA cannot
lawfully compel a company to supply an individual patiént with
an investigational drug outside of clinical trials. To more
thoughtfully work with the concerns of cancer patients and
their families, FDA hired staff in 1994 who are available to
answer their questions and listen to their concerns. I will
describe the functions of this office in greater detail later
in my testimony, however, I want to emphasize that FDA staff
spends time with these callers explaining, to the extent that
our confidentiality restrictions allow, how and why we make our

decisions.

I am pleased to share with you what our Agency is doing to
accelerate the development of new treatments for cancer,

to provide access to unapproved treatments, and to meet

3
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the needs of cancer patients and their families. First,
however, I would like to address the specific issues

raised in your letter of invitation to FDA, to the extent
that information is‘available and public.

Mr. Chairman, you have requested that as part of our testimon
we discuss clinical trials in complementary or alternative
therapies for cancer that FDA has under investigational new
drug (IND) application status, information on the types and
numbers of calls the Agency receives regarding these therapie
information we provide to the public about these treatments
and abouf complementary and alternative medicine (CAM), an
explanation of the process that a family goes througﬁ in
being able to access a clinical trial for an alternative
cancer therapy and the reasoning why a less toxic, safer
therapy cannot be tried prior to a therapy that has known
serious adverse events, and last but not least, the role of

freedom of choice in medicine.

I. CLINICAL TRIALS IN COMPLEMENTARY OR ALTERNATIVE MEDICINE

When it comes to clinical research, there are good
studies, and then there are the rest. FDA is interested
in good studies and good data independent of the type of

therapy being tested. We do not categorize therapies but

4
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rather seek good clinical data from whatever intervention
is being tested. Our primary obligations are those vested
in us by Congress in the FD&C Act, namely to help ensure
that marketed medicgl products are properly labeled, safe,
and effective, and that the‘procedures in studies
conducted on unapproved products are designed to protect
the vulnerable -- particularly patieﬁts with life-
threatening diseases and seriocus illnesses. To FDA, it
does not matter whether the product or treatment is
labeled alternative or complementary, or mainstream or
conventional. We are indifferent as to the source and
nature of any potential therapy as long as consistent good
manufacturing standards and good laboratory and clinical

practice are used.

Before gaining FDA marketing approval, new drugs,
biologics, and medical devices must be proven safe and
effective by controlled clinical trials. Under the

FD&C Act, FDA must rely on evidence from adequate and
well-controlled studies. The persons who participate in
those clinical trials need to be adequately protected and
fully informed of the risks and possible benefits of their
participation. Patients want to make informed choices

about medical treatments, whether conventional or

5
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alternative or complementary. This is possible only when
there is adequate data to provide the information upon

which informed consent can be made.

CAM is a broad term referring to treatments that are
either unapproved or not widely accepted in this country.
Treatments range from botanicals and animal extracts to
biofeedback to visualization techniques, chiropractic,
homeopathy, massage therapy, acupuncture, and prayer. As
we have emphasized, FDA relies on evidence, and is
required to do so under the FD&C Act, from adequate and
well-controlled studies as its basis for approval, not on
theories of healing, animal studies or strongly held
beliefs. Complementary and alternative treatmenté are as
readily studied in well-controlled trials as are
conventional treatments and some are being studied under
National Institutes of Health (NIH) grants and other
funding sources. FDA is eager to see formal controlled
studies of CAM and has advised potential sponsors of such

studies on study design and conduct.

Examples of products used in complementary and alternative
medical practice that are being or have been evaluated for

the treatment of cancer either in the United States (U.S.)
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or abroad, under an IND, include the following: Green Tea
extract({s) for cancer; Shark cartilage extract for
advanced lung and other cancers; ozone therapy for
transfusion-related diseases; Antineoplastons for cancer;
Dietary Arginine Supplements for cancer; Vitamin D for

cancer; and, Zinc Supplementation in Head and Neck cancer

patients.

In addition, we are developing a guidance on the study and
development of botanical products that facilitates their
entry into clinical trials and will describe how to
develop appropriate specifications for these complex

products.

FDA works with NIH's Nat;onal Center for CAM as well as
the Division of Cancer Treatment, Diagnosis, National
Cancer Institute (NCI) in the pursuit of evaluating
unproven treatments for cancer. FDA is involved with
these agencies in clarifying existing regulations and
policies and participating in ongoing meetings regarding

issues of mutual interest.

II.. ACCESS TO A CLINICAL TRIAL FOR ANY CANCER THERAPY

The access process starts with a drug sponsor, a

pharmaceutical company or a research scientist at a

7



69

university or at NIH, seeking to develop a new drug it
hopes will find a useful and/or profitable place in the
market. Before clinical testing begins, researchers
analyze the drug’s main physical and chemical properties
in the laboratory and study its pharmacologic and toxic
effects in laboratory animals (pre-clinical studies). If
the laboratory and animal study results show promise, the

sponsor can apply to FDA to begin testing in people.

Once FDA has reviewed the sponsor’s plan and allowed it to
proceed, and a local Institutional Review Board (IRB)

(a panel of scientists and non—sciéntists that oversees
clinical research) approves the protocol for clinical
trials, experienced clinical investigators give the drug
to a small number of cancer patients who have no other
available therapy. These Phase I studies assess the most
common acute adverse effects and examine the amount of
drug that patients can take safely without unacceptable
side effects. 1Initial clinical studies also begin to
clarify what happens to a drug in the human body, how it
is changed (metabolized), how much of it (or a metabolite)
gets into the bklood and various organs, how long it stays
in the body, and how the body gets rid of the drug and its

effects.
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If Phase I studies do not reveal major problems, such as
unacceptable toxicity, the next step is to conduct a
clinical study in waich the drug is given to patients who
have medical conditions that may benefit from the drug;
for potential cancer drugs, often several different types
of cancers are explored (Phase II studies). Researchers
then assess whether the drug has a favorable effect on the

condition.

Testing experimental drugs in people inevitably presents
ethical questions. For example, is it ethical to give
patients a placebo when effective treatment is available?
Not all authorities agree on the answer. The generally
accepted practice in the U.S., and one increasingly being
adopted abroad, is that well and fully informed patients
can consent to take part in a controlled-randomized-
blinded clinical trial, even when effective therapy
exists, as long as they are not denied therapy that could
alter survival or prevent irreversible injury. They can
voluntarily agree to accept temporary discomfort and other
potential risks in order to help evaluate a new treatment.
In any trial in which a possible effect on survival is

being assessed, it is important to monitor results as they

9
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emerge. That way, if a major effect is seen, positive or

negative, the trial can be stopped.

In some cases, a ney treatment can be compared with
established treatment, as long as the effectiveness of the
latter can readily be distinguished from placebo and the
study is large enough to detect any important difference.
It is also possible to evaluate new drugs in this
situation in “add-on” studies. In this kind of trial, all
participants receive standard therapy approved for
treating the disease, but those in the treatment group
also get the investigational drug. The control group gets
either no added treatment or placebo. Any difference in
results between the treatment and control groups can be

attributed to the investigational drug.

We recommend that anyone interested in participating in a
clinical trial discuss the idea with his or her physician.
Doctors are generally aware of investigational drugs that
might be of benefit to their patients and of clinical
trials involving these drugs. Detailed information can be
obtained from a variety of sources, including drug
sponsors, FDA (if the information is public), and NIH.

Clinical trials are carried out at major medical research

10
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centers such as teaching hospitals, at NIH, and even in
doctors’ offices. Although they often involve
hospitalized patients, many clinical trials can be
conducted on an outpatient basis, with participants more
or less going about their normal activities. The center
or institution where a study is to be carried out often
ruﬁs newspaper ads recrqiting potential participants for
clinical studies that tell readers where to call or write

for further information.

These and other aspects and implications of taking part in
a clinical trial must be fully explained in advance by the
people conducting the trial, and patients must agree to
the conditions before they can participate. The hope of
personally benefiting from a new drug, or the desire to
take part in research that might one day benefit millions,
is what makes people volunteer for.clinical trials. It
should not prevent them, however, from finding out all

they can about being a part of the process.

III. EXPANDING ACCESS TO INVESTIGATIONAL NEW PRODUCTS

The ideal mechanism for a patient to receive a promising
but unproven drug is as a participant in a controlled

clinical trial. Such trials provide appropriate patient

11
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protections and potential benefits (for example, IRB
review, informed consent, free product or treatment, and
FDA review of pre-clinical data and the protocols for the
clinical trials) anq maximize the gathering of useful
information about the product, potentially benefiting the
entire patient population. It is not always possible,
however, for all patients who might benefit from the drug

to enroll in controlled clinical trials.

In this situation, FDA believes that it is possible, and
appropriate, to help make certain promising, but not yet
proven, products available to patients with serious and
life-threatening illnesses. This should be done in a way
that does not pose an unreasonable risk to the patient and
does not prevent the collection of the information needed

to support the effectiveness and safety of the drug.

While the phrase “compassionate use” is commonly used to
describe some of the ways of making unapproved products
available, there is no FDA regulation or policy defining a
“compassionate use.” Compassion, however, should be, and
is, an element of all our activities. Section 402 of the
Food and Drug Modernization Act of 1997 (FDAMA) has

codified certain FDA regulations and practices regarding

12
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expanded patient access to experimental drugs and devices.
FDAMA addresses three expanded access procedures with
respect to: 1) emergency situations; 2) individual
patient access to iqvestigational products intended for
serious diseases; and 3) treatment IND applications and
treatment investigational device exemptions (IDE). The
Agency continues to review current regulations and

practices in light of FDAMA.

There are a number of mechanisms FDA has used to provide
access to promising investigational therapies, including:
treatment INDs; treatment protocols; single patient INDs;
emergency INDs; open label protocols; continued
availability of investigational devices; protocol or
special exceptions; open label extensions; parallel track;
emergency use of unapproved medical devices; and treatment

IDE.

In the drug development process, FDA’s primary point of
contact is with the sponsor of the product. At times, FDA
communicates with a patient’s physician, who is seeking
permission to use an investigational therapy on an
individual patient, for example, when an individual

patient is seeking access to an investigational therapy

13
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for personal use, and who may or may not be eligible for

enrollment in a clinical trial.

The commercial or other sponsor (e.g. NIH) of the
investigational drug must decide whether it is willing to
make the product available for individual use by the
patient. Assuming it is, and such access cannot be
provided through an existing protocol, FDA may be asked to
consider a physician-sponsored individual patient IND. If
the sponsor of the already ongoing study (the “owner” of
the drug or biologic) is not willing to make the product
available, the single patient study cannot proceed, even
if the Agency has no objections to the treatment. Iﬁ
considering such cases, the Agency 1s bound by strict
rules of confidentiality governing the types of
information it can disclose to a physician about the

sponsor’s product and development data.

One may ask why FDA is involved in this process at all.
That is, why should not the physician and patient decide on
the appropriateness of treatment. We believe that the
independent scientific consideration provided by the Agency
is critical and is an essential component of patient

protection, when one is considering drugs about which

14
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relatively little is often known. 1In the typical single
patient IND situation, especially those involving emergency
IND requests, the patient’s physician generally has only
very limited informgtion about the investigational therapy

being requested.

The Agency’s primary responsibility in deciding whether to
allow a single patient IND to proceed is to determine
whether use of the therapy in the particular patient
involved would be reasonable or safe. In oncology, with
respect to patients for whom no curative treatments exist,
our practice has been to permit almost anything that-is
reasonably safe without regard to efficacy or potential
efficacy. There may be several INDs for the same product
with each sponsor working confidentially and in ignorance
of what others are doing and of their results. FDA is
often the only party that has all of the information.

A. Can an unapproved therapy believed to be less

toxic be tried prior to a curative therapy that
has known serious adverse events?

Indirectly harmful products are those that do not
themselves cause injury, but may lead people to delay or
reject proven remedies, possibly worsening their

condition. For example, if cancer patients reject

15
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curative drug therapies in favor of unproven therapies and
the unproven therapies turn out not to work, their disease
may advance beyond the point where proven curative

therapies can help.

There have been two well publicized cases where FDA
refused to permit patients to receive an unproven cancer
therapy prior to receiving the standard of care that was
likely to cure the disease because, there was NO evidence
of clinical data to suggest a benefit from the
investigational product requested. More importantly, the
standard of care fér these two diseases was and is ‘
considered “CURATIVE THERAPY,” a rare opportunity in
cancer treatment. Prior to use of the curative therapy in
these sifuations, death was the most certain outcome for
patients with these diseases. It is now highly likely
that patients can expect long term survival. In over 700
cases where curative treatments were not available and
patients requested use of this same unproven therapy, FDA

permitted such patients to go ahead with the treatment.

Researchers are constantly striving to improve on past
accomplishments with the goal of finding new and better

treatments with minimum side effects. For example, in

16
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childhood leukemia, progress was made in improving the
cure rate and decreasing the toxicity by substituting one
drug at a time in multi-drug combinations. Initial
treatments for protecting or treating children with
leukemia in the brain were considered too toxic,bbut worth
the risk due to the high cure rate. With careful
observation and no compromise in the cure rate, the toxic
therapies were replaced with less toxic therapies as newer
drugs became available. Now, the cure rate for some types
of childhood leukemia are greater than 90 percent with

excellent follow up and development.

As long as a curative treatment for a disease is
available, FDA cannot permit the use of an unproven
product, and risk patients forgoing proven treatments for

that which is unknown.

B. The Office of Special Health Issues (OSHI).

FDA is mindful of the frustrations that patients with
life-threatening illnesses and their families experience
when trying to obtain information about potentially
helpful therapies, especially when there is no standard
therapy. 1In addition to offices within FDA’s Center for

Biologics Evaluation and Research (CBER) and CDER that

17
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routinely provide assistance and information to consumers,
the Agency created OSHI to provide information and to work
with cancer patients and their advocates on cancer-related
issues. Most activity in OSHI is on behalf of patients
with 1life threatening diseases, most often cancer and

AIDS.

Usually, callers want information about treatments
currently being researched. For example, a kidney cancer
patient called recently asking for access to an unapproved
biclogic therapy. He was not eligible for the clinical
trial and asked if FDA could please get the drug for him
or make the company give it to him. After explaining that
FDA cannot compel a company to supply a product, an FDA
staff member, trained to work with cancer patients, spent
many hours on the phone with this patient over the course
of a week, explaining sources of information regarding
kidney cancer clinical trials and helping him to
understand options he might pursue in lieu of the trial he

was not eligible to enter under the company’s protocol.

Although we cannot disclose proprietary information about
products under development, we are able to talk with

patients about any treatment that appears in public access

18
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data bases, such as the NCI’s Physician Data Query

database at http://cancertrials.nci.nih.gov or through the
NCI’s telephone service at 1—800—4—6ANCER. Thié database
contains close to 1§00 cancer trials; pharmaceutical
company trials represent only 10 percent of that database.
Additional information is available through the National

Library of Medicine’s clinicaltrials.gov website.

Section 113 of FDAMA requires drug companies to list
trials of therapies for serious or life-threatening
diseases in a public access database once the trial
sponsor begins to investigate the effectiveness of that
therapy. Our staff is working actively with the National
Library of Medicine and the pharmaceutical industry to

include more clinical trials into the clinicaltrials.gov

database.

Our goals in serving patients with life-threatening
diseases and their family members are straightforward:
1) Promptness (returning patients’ and family
members’ calls within 24 hours);
2) Accessibility (listening to the caller’s

concerns and giving him or her as much time as he or
she needs);

19
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3) '~ Education (about the drug approval process and
his or her options); and

4) Assistance (providing additional information to
the patient or family member that may be helpful,
e.g. other sources of information).
The nature of the calls vary greatly. Sometimes they are
simple calls in search of information on clinical trials.
Often, the calls are more complex, such as distraught

patients or family members seeking access to a drug that

has not been approved.

These calls, by their nature, are very difficult ones.
OSHI has a trained staff dedicated to providing as mgch
assistance as possible to patients and family members in
extremely difficult situations. It is our responsibility
to remain reasonable and sympathetic, even in the face of
the frustration and anger that may be present. The staff
explains the steps to follow in requesting access to
unapproved products. Patients and fémily members are
encouraged to call back as often as needed to get their
questions answered or express their point of view. OSHI
receives approximately 1000 inquiries (phone and e-mail)
from patients and family members annually requesting

access to unapproved products.
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OSHI also works within the Agency to assist with patient
and consumer requests to become more involved with the
drug approval process. There is a web page that is
updated regularly w%th information on AIDS and cancer
issues. Specifically, there is information on clinical
trials, product approvals, meetings, and other matters of

interest to this constituency.

Also, we are discussing with sponsors ways to educate
patients about the clinical trial process. We know that
recruitment of patients into cancer clinical trials is
often the rate-limiting factor in cancer drug development.
Less than three percent of adult cancer patients
participate in clinical trials, in large part because
cancer patients do not know about clinical trials for

which they may be eligible, or fear being part of a study.

The Cancer Liaison Program within OSHI alsc serves as an
access point for the organized cancer patient advocacy
community. Many. cancer patient advocacy organizations, in
addition to providing valuable information to cancer
patients, are focused on monitoring the development of
State and Federal policies governing a variety of cancer

issues, such as health insurance or research or, in the
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case of the Agency, the drug development rules and

regulations.

FDA’s Cancer Liaisoq staff actively participates in
discussions of FDA policies that affect the regulation and
review of cancer therapies. Consequently, informing the
advocacy community about FDA policy matters and making
certain that meetings afe convened between representatives
of cancer patient advocacy organizations and FDA
specialists 1s one of our major responsibilities. We
maintain a 300-member mailing list that is used to notify
the cancer community about ¥FDA advisory committee
meetings, open public hearings or seminars on cancer
research or policy. As promptly as possible, we notify
the cancer community about FDA’s approval of a new cancer

drug, biologic or device.

In furtherance of the Agency’s goal of educating cancer
survivors and advocates about FDA and the drug review and
approval process, FDA’s Division of Oncology Drug
Products, in partnership with OSHI’s Cancer Liaison
Program, designed a pilot Visiting Oncology Patient

Advocates Program.
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Visiting advocates attend a one-week scientific seminar
with FDA staff, followed by two to four training sessions
in the Division of Oncology Drug Products. Participants
receive one-on-one grientation from FDA scientists and
attend division drug review meetings. At the completion
of the program, each visiting advocate will write a
“reaction paper” about the program, and will, we hope,
through speeches, workshops and articles, educate their

cancer constituency about the experience.

IV. REINVENTING THE REGULATION OF CANCER DRUGS AND FDAMA

For the past four years the Agency has been working under
the “Reinventing the Regulation of Cancer Drugs,”
initiative, which included: 1) Expediting approval of
cancer therapies; 2) Encouraging new uses of marketed
products in cancer treatment; 3) Expanding access to
investigational cancer therapies that have been approved
in othervcountries; and 4) Including cancer patients on
our Oncologic Drug Advisory Committee that reviews cancer

therapies.

In addition, FDAMA codified many of FDA’s initiatives and
existing programs intended to expedite drug development

and expand access to unapproved therapies. FDAMA also
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created powerful new incentives for the development of

treatments for children.

A, Expediting development, review, and approval of

new products.

FDA has implemented mechanisms designed to increase access

to new drugs, biologics, and medical devices by expediting

their development, review and approval. All of these
programs have been instrumental in shortening the time to
marketing approval for cancer drugs and biologics. FDA

programs include:

e Expedited development under Title 21, Code of Federal
Regulations (CFR) Part 312, Subpart E expedites the
development, evaluation, and marketing of new therapies
intended to treat persons with life-threatening and
severely debilitating illnesses. Since the effective
date of the Subpart E regulations, there have been 48
new drug applications (NDA) approved that had been
identified for expedited drug development under Subpart
E while in the IND stage. Of these NDAs, nine were for
cancer, and 39 were for indications other than cancer,
including several for conditions that occur in patients
with cancer.

e Priority Review to speed the review of NDAs, biologics
license applications (BLAs), and effectiveness
supplements that could have important therapeutic
impacts. A priority designation is intended to direct
overall attention and resources to the evaluation of
applications for products that have the potential for
providing significant therapeutic advances. FDA’s goal
is to review a priority NDA within six months rather
than the standard review time of ten months. Since
1996, five biologics and 31 drugs (20 NDAs and 11
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supplements) for cancer therapies have received priority
review and approval. ‘ »

e Fast Track section 112 of FDAMA, amends the FD&C Act to
consolidate the various provisions intended to
facilitate the investigational development and approval
of drugs and biologics that provide significant advances
in the treatment of serious diseases. This codified
FDA’s accelerated approval regulations, 21 CFR Part 314,
Subpart H and 21 CFR Part 601, Subpart E, unified
provisions for consideration of serious and life-
threatening diseases, established the provision for
“rolling” review of marketing applications and thus
consolidated FDA’s approach to expedited drug
development and approval. To provide clear information
to industry regarding participation in the fast track
process, we lissued a guldance document on this provision
in September 1998.

It is important to note that FDAMA did not alter FDA's
effectiveness standard, except by giving explicit
authority to the Agency to rely on a single, adequate and
well-controlled study with confirmatory evidence, in
particular cases, as support for approval. Even for drugs
intended for serious and fatal illnesses, there must be
substantial evidence that the drug will have the effect it
purports to have. The law recognizes, however, that the
magnitude of the effect that needs to be demonstrated
might vary depending on the urgency and clinical need. It
thereforeApermits FDA to approve drugs for serious or
life-threatening illness that provide meaningful benefit
compared to existing treatments where there is a

demonstrated effect on a surrogate endpoint that is
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reasonably likely to predict a real clinical benefit but
where a real clinical benefit has not yet been cleariy
shown. A surrogate endpoint is a laboratory effect or
other clinical measgrement that does not itself directly
measure clinical benefit but is thought to predict
. clinical benefit. The esffect on clinical benefit is then
ascertained in postmarketing clinical trials (Phase IV

studies).

FDA’s goal is to improve significantly patient access to
promising cancer treatments without compromising patient
safety or the requirement that drugs be proven safe and
éffective before they are sold. Importantly, FDA
regulations emphasize safeguards for the protection of
human subjects, including the requirement for infofmed
consent, IRB review, conduct and review of animal studies
prior to human testing, IND safety reports and updates,

and adverse drug reaction reports.

B. Encouraging new uses of marketed produckts in cancer
Treatment,

In the spirit of section 403 of FDAMA, FDA will continue
its efforts to encourage sponsors to submit supplemental

applications for new uses for their products. In December
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1998, we published Guidance for Industry, “FDA Approval of
New Cancer Treatment Uses for Marketed Dfug and Biological
Products.” The guildance is for sponsors planning to file
applications for new uses of marketed drug and biological
products for the treatment of cancer. This guidance
discusses the quality and quantity of data that may be
adequate to add a new use to the prescribing information
for a product used in the treatment of cancer. It also
describes specific steps FDA is taking to encourage the
updating of labeling for products used in cancer

treatment.

Product labeling is intended to provide full prescribing
information for a product and should include all clinical
indications for which adequate data are available to
establish the product’s safety and effectiveness. Many
newer uses of anticancer products are common in clinical
practice, but are not listed in product labeling, despite
the fact that they appear to be supported by published

data from clinical studies.

1. Community outreach.

As part of its continuing effort to be aware of, and

stimulate applications for new uses of marketed drugs, FDA
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efforts have included community outreach. FDA has
surveyed private, academic, and professional groups
involved in cancer research and treatment for their views
regarding appropria@e uses of products in cancer treatment
not described in current product labeling. Where
appropriate, FDA has met with commercial sponsors of
marketed products and has encouraged the submission of

supplemental marketing applications.

As specified in FDAMA, FDA will continue its outreach
efforts to survey major groups in the cancer research and
treatment community, including professional societies,
cancer patient and research advocacy organizations, other
government agencies, and other interested groups and
individuals, for their views regarding new cancer
treatment indications that should be examined for possible
inclusion in labeling for currently marketed products.
These groups and individuals will be asked to identify
published and unpublished studies that may support a

supplemental application.

Specifically, they will be asked to collaborate with FDA
to encourage sponsors: 1) to prepare supplemental

applications in cases where definitive studies have been
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completed or 2) to conduct further research that may be
needed to provide support for a supplemental application
that is suggested by preliminary research findings. The
Agency will contact the commercial sponsor(s) of a
promising product and encourage the sponsor(s) to evaluate
the available data and, if the data appear adequate, to

submit a supplemental marketing application.

2. Support sponsors in application development.

In some cases, commercial sponsors of a product may be
unable or unwilling to accommodate an FDA request to
evaluate the data regarding a currently unlabeled
indication for a product used in cancer treatment or to
consider filing a supplemental marketing application. 1In
such cases, FDA may pursue other avenues, depending on
specific circumstances and in accordance with applicable

laws and regulations.

For example, FDA may provide public notification of the

Agency’s interest in receiving a supplemental application
for review. FDA may request a summation and analysis of
the data from staff of other governmental agencies (e.g.,

staff of the NCI), for review by FDA. If necessary, FDA
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may directly approach study investigators and request

study data for summary and analysis by Agency staff.

3. Continue to prioritize certain supplemental
Application reviews.

Supplemental applications will continue to be assigned a
review priority based on the importance of the new use of
the product, if, based on preliminary review of the
application, it appears that the new product use may
represent a significant improvement (compared to other
marketed products) in the treatment, diagnosis, or
prevention of a disease. The fact that a product is
already marketed for another indication does not affect
FDA’s determination of whether a new supplemental

application will receive priority review.

4. Designate key persons.

Consistent with section 403(c) of FDAMA, CDER and CBER
have designated key persons who will: 1) encourage the
prompt review of supplemental applications for approved
products; and 2) work with sponsors to facilitate the
development and submission of data to support supplemental

applications.
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C. Expanding access to investigational cancer
therapies that have been approved in other
countries.

The third goal of the reinventing government initiative

was to utilize currgnt mechanisms for expanded access of
investigational agents to ensure that cancer patients in
the U.S. have access to potentially beneficial treatments
that have been approved by recognized foreign regulatory

authorities, but not yet marketed in the U.S.

In 1996, FDA sent a letter to the regulatory authorities
of 24 countries requesting a list of all cancer or cancer-
related therapies approved in their country over the last
ten years. Détailed responses were recelved from 15
countries. In 1996, forty-four drug products not marketed
in the U.S. but marketed in one or more of these countries
were identified. In 1998, the Agency completed its
evaluation of the drugs identified as having been approved
in foreign countries. Some of them were later approved in
the U.S.; some are under review. The Agency concluded,
however, that there do not appear to be significant
differences in the spectrum of drug products available for
the treatment of cancer in the U.S. and in foreign
countries. There are no products that appear to

potentially provide a significant benefit in cancer
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treatment that cannot be accessed by U.S. patients, either
in the marketplace or through an established IND
mechanism.

D. Including cdncer patients on FDA's Oncologic Drug
Advisory Committee.

The fourth goal of the reinventing initiative was to
include cancer patients .in the review process by ensuring
that all FDA cancer-therapy advisory committee meetings
include an ad hoc member with personal experience with the
illness for which a product is being considered. Since
1996, all meetings of the Oncologic Drugs Advisory
Committee have included a patient representative in
discussions of products under review. These
representatives have been full voting members of the
panel. The Division continues to work with OSHI’'s Cancer
Liaison Staff to assure full inclusion of patient

representatives in all advisory committee proceedings.

V. PEDIATRIC ONCOLOGY DRUGS

The development of pediatric oncology agents merits
special consideration. Compared to adult malignancies,
pediatric cancers affiict smaller numbers of patients,

clearly a problem in developing treatments. On the other
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~hand, and unlike most adult cancer patients, the majority

of pediatric patients already receive their cancer therapy
as participants in clinical research protocols. That is,

participation in ongology trials has become the "standard

of care" in pediatric oncology.

Children with cancer are usually treated at specialized
centers by pediatric oncologists who are members of
national pediatric cooperative study groups. One of the
highest priorities of these groups is to develop improved
novel therapies, and early access to new agents is an
important component of achieving this‘goal. There should
be great benefits from FDA, industry, and academic

cooperation.

Ensufing that there is adequate pediatric use information
for drugs and biologics has ;ong been thigh priority‘for
“the Agency. The pediatric exclusivity provision of
section 111 of FDAMA has provided a powerful development
incentive, an important complement to the Agency’s final
rule issued in November 1398, requiring pediatric testing
for drugs. We are pleased that there has been an
enthusiastic response from industry to the incentives

offered by this provision. In June 1298, FDA issued
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written guidance “Qualifying for Pediatric Exclusivity
Under Section 505A of the FD&C Act to communicate to
industry the Agency’s plans for implementation of the
pediatric program, and updated this document in October
1999 to provide additional information to industry. FDA
is also in the process of issuing a guidancé pertaining to

pediatric oncology drugs specifically.

To encourage the development of treatments for pediatric
cancers, FDA expects to make written requests to sponsors
of new drugs that may qualify a product for pediatric
exclusivity under FDAMA. 1In general, these requests will
ask for early (Phase I) studies to assess pediatric
tolerability and, if the drug is tolerated, will request
Phase II studies to follow potentially responsive tumors
in specific populations. If approval is based on
surrogate endpoints or smaller safety numbers, further

studies would usually be needed after approval.

To expedite this initiative, FDA has posted on its website
a “Sample of a Written Request for a Pediatric Oncology
Drug Product Plan.” FDA has suggested that sponsors
discuss a pediatric development plan wiih a pediatric

cooperative study group, utilizing the group’s expertise
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and resources to optimize study design and patient accrual
and to determine which cancers should be studied.

Sponsors are encouraged to generate proposals for written
requests from the Agency (the trigger for the FDAMA
exclusivity provision) working with pediatric cooperative
groups to refine the proposals prior to submission to the

Division of Oncology Drug Products.

CONCLUSION
Mr. Chairman, we are often asked the question: where
should we, as a matter of public policy, draw the balance
between public health protection and personal autonomy?
We think Congress has drawn that balance correctly in the
FD&C Act. This law was designed to protect the public
health, and it has done a good job of assuring safe and
efficient development of drugs and protection against
marketing of unsafe or ineffective drugs. Recent changes
in law, together with FDA program changes, have also made
the application review process very rapid; new, properly
developed drugs are marketed in the U.S. as rapidly, or

more rapidly, than in any other country in the world.

Even as they provide high standards and protection of

patients, the laws and regulations are flexible and allow
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desperately ill patients access to promising unproven
treatments, while preserving the system of well-controlled
clinical trials that provides the information necessary to
determine the safety and effectiveness of proposed new
products. Protection of public health and compassion and

respect for individuals, can, and do, co-exist.

Thank you for the opportunity to testify. I will be happy

to answer any questions the Committee might have.
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ATTACHMENT TO FDA TESTIMONY

Information Concerning Antineoplastons
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville, MD 20857

MEMORANDUM
Date: April 21, 19298
To: - Asgociate Commissioner-for Public Affairs
Director, Center for Drug Evaluation and Research
Director, Centier for Biologics Evaluation and Research
From: Lead Deputy Commissioner of Food and Drugs

subject: Disclosure of Information - Unapproved Products

Under regulations of the Food and Drug Administration at 21

" C.F.R. 312.130 and 314.430%, if the existence of an

investigational new drug application (IND) or new drug
application (NDA) has not been publicly disclosed or
acknowledged, FDA will not publicly disclose the existence of the
application or any data or information in the application. If
the existence of an IND or NDA has been publicly disclosed, FDA
regulations at section 314.430(d) provide that *the Commissioner
may, in his or her discretion, disclose a summary of selected
portions of the safety and effectivéness data that are
appropriate for public consideration of a specific pending
issue.” The most frequent invocation of this provision has been
in the context of public advisory considerationa. The
Commissioner has also, from time to time, inveoked this provision
when he determined public disclosure was warranted under other
circumstances, as with the 1993 disclosure of the report of an
FDA task force on Fialuridine (FIAU).

In relation to the recent series of congressional hearings
on unapproved products in which the existence of an IND or NDA
has been publicly disclosed and the safety and effectiveness of
the investigational product that is the subject of the IND or NDA
has been made the subject of public debate, I have determined
that it is appropriate for me to disclose publicly under 21
C.F.R. 314.430(d) a summary of selected portions of the safety
and effectiveness data available for the product in oxrder to
achieve a more accurate public understanding of the product.

This determination applies to INDs, NDAs, and safety amd

! The analogous provisions for biclogical products appear at
21 C.F.R. 601.50 and 601.51. The determinations of this
memorandum are intended to apply to biological products under
sections 601.50 and 601.51, as well as to drug products that are
not also biological products.
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effectiveness data in existence at the time of this determination
and analogous data that may subsequently be submitted to these
INDs or NDAs, but does not apply to new INDs or NDAs. :

Public Disclosure

For purposes of invoking section 314.430{(d), with respect to
the subject matter of these hearings, I will consider the
existence of an IND or NDA to have been publicly disclosed when
the sponsor of the IND or NDA makes such a disclosure or publicly
acknowledges the existence of an IND or NDA in any manner.

Summary of Safety and Effectiveness Data

The summary information that is disclosed will be
appropriate for public consideration of the issues raised about
the specific product. Summary information does not include the
full reports of investigations required to be gubmitted for
approval, and will not reveal the full administrative record of
an IND or pending NDA. In determining the specificity of the
summaries to be disclosed under this determination, I will use
established precedent {(for example, the summaries of safety and
effectiveness data prepared for post-approval disclosure under 21

C.F.R. 314.430(e) or the FIAU report}. Such summaries may, for
example, include:

(1) adverse reaction reports, including total numbers of patients
suffering specific adverse eventa, but excluding individual
patient or reporter identifiers;

{2} the specific indication(s} being studied under the disclosed
or acknowledged IND and summary results of trials under the IND,
including information about total numbers of patients exhibiting
specific clinical responses, but excluding individual patient or
reporter identifiers;

{3) relevant reports, or portions thereof, prepared by or for an
FDA tagk force or advipory committee concerning the safety and
effectiveness of an investigational product;

{4) resulte and analyses of animal and human toxicology and
pharmacology studies;

{5) relevant portions of medical officers' reviews;

(6) relevant portions of informed consent forms or investigator
brochures;

{7) relevant inspectiocnal findings related to the identity,
stability, purity, potency and bicavailability of the product; or

{8) relevant portions of FDA findings related to clinical

-2~
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investigator misconduct.

The summaries I have determined to release as of this date
are attached.

Michael A. Friedman, M.D.
Lead Deputy Commissioner

Attachment
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1) Product: Antineoplastons
Tnvestigatoe: §. R. Burzynskd, MD,, PR D,
Application Numbers: IND 43,742 (intravenous formulation)
IND 22,029 (oral formulation)

2) Source of Information:
IV Antisieoplastons January 23, 1998 annual report ;
Oral Antincoplastons  July 31, 1997 update of 1997 annual report
Qralantineoplaston
" Efficacy
As reported in the July 31, 1997 update to the annual roport, 26 paticats were donsp is and 27
paticnts were special exceptions. There were no reported tumor responses (shrinkage by at least 50%) in
thess 53 patients.

. Lﬂmﬂmﬁ ggﬁgm] Esmﬂ‘

Efficacy

The annual report of January 23, 1998 reports on 828 patients treated with itravenous aotineoplastons, 404
patients treated on protocols and 424 treated as special exceptions. In protocol paticats there have been 34

for & response rate of 8.4%, including 14 paticats in whom fumor was reported to be
undetectable by Xeay for at lesst one moath (“complete respoase”) and 20 patients in whom tumor was
reported to have shrunk by least 50% lasting for at least one month (“partial response”). In special exception
patients thers have boen 2 responses in 424 patients for & responsc rate of 0.5%. Overall, theee have thus
been 36 responses reported by the investigator in 828 patients for & reported response rate of 4.3%. The
validity of these responses has not beea evaluated by FDA audit. Of the 36 reported responders, 50%
withdrow from study due to patieat request, worsening condition, or growth of tumor, 44% were still
recsiving antincoplastons at the time of the annual report, and one patient (4%} discontinued aatineoplastons
while the tumor was reported to be responding; of the 36 responders, 11 deaths bave besn reported to date.
Death has been reported for 64% of all protocol patieats and 61% of spocial exception paticats.
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In the following t2ble response rates as repocted are prescated by tumor type for the common tumors, ie,
those with at least 20 patients:

1
. All Patients Protocol Patients

Beain tumors 29/378 (7.7%4) 287207 (13.5%)
All other tumors TS0 (1.5%) 61197 (3.0%)

Breast cancer 0F74 (0% 027 (0%)

Colon Cancer 1/56 (2.0%) 0/8 (0%)

Lung Cancer 0/88 (0%) : 0729 (0%)

Lymphoma - 3/58 (5.1%) 3134 (8.8%)

Prostate 0/29 (0%) 0713 (0%)

Melanoma 0/24 (0%) 08 (0%)

Ovarizn Caccer 022 (0%) 0/5 (0%) -

Soft Tissue Sarcomna 0722 (0%) 0/8 (0%)

Unknown Primary  0/22 (0%) : 076 {0%)

Safety

OF the 404 patients earatied on phase 2 protocols, approximately 65% have reportedly had an elevated level
of serum sodium (hypernatremia). 7% of protocol patients reported extreme elevation of sodium to levels of
160 mEq/L or higher, and 1.7% were reported as having elevations of 180 mEq/L, or higher. Given the
proximity of the date of death for some patients to documented episades of hypematremis, and considering
the severity of the reported abuormality, it is Tikely that hypernatremia contributed to the death of at least 7
paticants (1.7%). Other adverse events described in the annual report include nauses, vomiting, allergic skin
reactions, dizziness, fatigu; drowsiness, joint paias, tauscle pains, and other blood electrolyts abnormalities
such as low potassium.

Among protocel patients 4% died while still rectiving antineoplastons. The most commeonly reported reasons
for withdrawal from the study were “paticnt request’ in 45% and ‘growth of tumor” or “worseaing clinical
condition® in 36%.

Because of the very low respoase rates in breast cancer and in non-small ol lung cancer and in view of the
significant toxicity experienced by some patieats, the Agency mandated that starting on August 29, 1957 no
" additiopal patients with these tumors should be givea Antincoplastons as Spesial Exceptions. Patients could
still receive Antineopl on protocel until the protocol accrual goal had been reached,

¥
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. this 1sste:
1. The Antineoplaston Anomaly: How A Drug Was Used For
Of Patients, WithNo CaC
Data
2. § Say retab) ts Unlikely IndBitid
3. MM&M&BMM
4, Clnld' vides Stud f
Versus Mainstream Medicine

The Antmeoplaston Anomaly: How A Drug Was Used Fm.-
Decades In Thousands Of Patients, With No Safety, Efficacy
Data

%uWWVd 24, No. 36, Sept. 25, 1998. Copyright 1998, The Cancer Ltter Inc. All
Clinical trials of "antineoplastons™ therapy are unlike any other in
modernmedicine,

To begin with, the inveator ofannneophstous, ir manufactures,
proprietor of the clinic that offers the altemative therapy, and the
principel investigator on clinical trials are all the same man:
Stanislaw Burzynski, a Polisti-trained physician who initially
produced antineoplastons by extracting them from human urine,

Working outs:depeenevww. Bmzynski isoondwung T
concurrent, preliminary phase II trials that cover most cancer
mdxmuons«nmheaxdofnnmbufo:amgiemvmgam and for
a drug which is yet to be proven effective for any indication. -
'Ihwetﬁalsmﬁmdamentall flawed in design and execution, said
three experts after reviewing theBmzynsthearchlnsums
1997 annual report to the Food and Drug Administration. [The
reviews begin on page 1.]

Ana:p!oraﬁonofﬁxestxwumomeynsﬁ'sdimedm!s isby
necessity a journey through en intricate, hidden Iabyrinth of
loopholes pmved-large enough to allow the controversial
doctor to pump a sodium-rich substance into the veins of 63
patients treated In 1997, - .

B ki's motivation for conducting clinical trials is not limited
cwno c?' Hcis{huntgug;e&t:it&rduwndminism
U trials or through
exoeptions" m%D

Page 1 of 27
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Though Burzynski says he has a network of physician
“co-investigators" who follow his patients, several of these
investigators said they did not put patients on the trial, do not
administer antinecplastons, have no authority to stop the treatment,
and have no knowledge of Burzynski's protocols. These physicians
said they had not presented the protocols to their local Institutional
Review Boards, which determine whether clinical trials are ethical.

#A Lowered Threshold"

Seven years after antineoplastons became the test case of the
capability of the National Institutes of Health to evaluate
slternative remedies, answers about the drug’s activity are noton
the horizon.

In October 1991, a team of National Cancer Institute scientists
visited Burzynski's clinic in Houston to review the caseshe -
regarded as the most successful. The team determined thatseven of
these cases constituted a basis for skipping formal phase I safety
testing to move directly to phase II efficacy trials.

This was not done in a political vacuum. In fiscal 1992, Congress
mandated NIH to establish an Office of Alternative Medicine that
would oversee testing of "the most promising unconventional
medical practices.” The provision was inserted in the ’
appropriations bill by Sen. Tom Harkin (D-IA), a supporter of
altemative medicine. )

*Our threshold for doing this has been lowered by a serious
instruction from Congress," Bruce Chabner, then director of the
NCI Division of Cancer Treatment, said at that time, I think there
is a significant poteatial downside for Dr. Burzynski heze. This trial
could put bis operation out of business if his agent doesn't work."
(The Cancer Letter, June 5, 1992)

"However, the NCI atterpt o test antineoplastons produced more

heat than data. First, pediatric oncology cooperative groups seid
there was no justification for skipping phase I tests and declined to

- design a trial of the

Advocates of alternative medicine, with backing from Congress,.
attempted to force the Office of Alternative Medicine to take over
the trial from NCIL. ,

For believers in alternative medicine, antineoplastons werean -
important test case: an altemnative medical treatment that claims to
produce cures. These members of the OAM advisory board spent
much of their time battling the office director, Joseph Jacobs, who
saw it as his mission to acquaint alternative practitioners with the
principles of sound rescarch.

“OAMwaswﬂﬁngtobuythemmhmismfér[Bmzynsid}
to dwignagood%smtocolandto set up a data monitoring
et Ao o o s g o
p of opportunities. owns, his supporters, were'
doing everything they could to wreck those oppottuqiﬁes." )

LTI TN IR SRt pR POy NN | 9’23’98
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Ultimately, in late 1993, Burzynski and his supporters gave up on
their effort to force the trial into a setting less rigorous than NCI, A
trial of antineoplastons, coordinated by NCI, began at Memorial
Sloan-Kettering Cancer Center, the Mayo Clinic, and the NIH
Clinical Center, -

‘That trial, which tested Burzynski's drug in advanced recurrent .
malignant glioma, accrued nine patients and was aborted as a result
of a dispute. The dxspute generated a stack of mutually

recriminating memos, in which Burzynski accused the investigators _
of attempting to souttle the trial, while NCI officials responded

with requests that Burzynski provide the data that would back his
accusations.

In August 1995, the studies were ended, generating some data on
toxicity, but no comclusmn on efficacy.

Another Stab At Clinfeal Trials

In the fall of 1995, agmndjmychatged Burzynski with 75 counts

of criminal contempt, mail fraud, and violations of the Food, Drug
and Cosmetics Act. .

In February 1996, Judge Simeon Lake, of the U.S. st!nct Court
for the Southem District of Texas, made Bmzynshs *continued
pretrial release” conditional on adm:mstmng drugs exclusively
through “FDA-approved clinical trials.” Lake's ruling was based on
a 1984 permanent injunction issued by Judge Gabrielle McDonald.

After Lake's ruling, FDA was confronted with an unusual dilemma:

On the-one hand, FDA was thechentmpmentedbyﬁ:elmee .
Department in its prosecution of Burzynski. On the other hand, the

 agency and Burzynski became involved in negouatzous aimed at
setting up clinical trials of his remedy. :

'Th;esenegohaﬁons,ﬁoo.mnothawenmgmamnm@ s
and the media were watching. Rnp JocBam(RTX)he&damw

of hearings that featured patients who wanted to continue receiving
thetxunnmt.Bmzynsh pabmts,wwlding'SayNoToaxmo
signs and chanting, "FDA go awayl Let me live another day!" were

making news all over America.

- Pederal prosecutors who were preparing the case against Burzynski
toldtheagmcythatadealthatwouldmmappwmof
Burzynski's compliance with the law would gut their case.

“We.stated that position as forcefully as we could," said Michael
Clark, former chief of the criminal di onofUSAﬂomey‘sOﬁce
for the Southern District of Texas.

Ultimately, FDA decided fo disregard the prosecutors’ pleas and
make g deal with Burzynski,

Burzynski was allowed to set up nearly identical phase w&mmcols

for every disease he treated. These ve studies, -
Bmzynshsaidhebwedon!hepmptor:c intheNCItria!,were .

tattanitlusmimes sammadattar onenfitmi/eoscial arti