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BALANCING ACT: THE HEALTH ADVANTAGES
OF NATURALLY-OCCURRING HORMONES IN
HORMONE REPLACEMENT THERAPY

THURSDAY, JULY 22, 2004

HOUSE OF REPRESENTATIVES,
SUBCOMMITTEE ON HUMAN RIGHTS AND WELLNESS,
COMMITTEE ON GOVERNMENT REFORM,
Washington, DC.

The subcommittee met, pursuant to notice, at 2:30 p.m., in room
2154, Rayburn House Office Building, Hon. Dan Burton (chairman
of the subcommittee) presiding.

Present: Representatives Burton and Watson.

Staff present: Mark Walker, chief of staff; Mindi Walker, Brian
Fauls, and Dan Getz, professional staff members; Nick Mutton,
press secretary; Danielle Perraut, clerk; Sarah Despres, minority
counsel; Richard Butcher, minority professional staff member; and
Cecelia Morton, minority office manager.

Mr. BURTON. First of all, I want to apologize for my tardiness.
We were supposed to start at 2:30, but we’ve had a very involved,
contentious hearing down in the committee room. And I've learned
something after 22 years, and that is that the last week of the ses-
sion before we go out on the August break, you shouldn’t have a
hearing. Because it’s absolutely a madhouse around here. We've got
a lot of votes and a lot of things going on.

Good afternoon. A quorum being present, the Subcommittee on
Human Rights and Wellness will come to order.

I ask unanimous consent that all Members and witnesses’ writ-
ten and opening statements be included in the record. Without ob-
jection, so ordered.

I ask unanimous consent that all articles, exhibits and extra-
neous or tabular materials referred to be included in the record,
and without objection, so ordered.

And in the event that other Members attend the hearing that are
not on the committee, I ask unanimous consent that they be per-
mitted to serve as a member of the subcommittee for today’s hear-
ing. And without objection, so ordered.

We're convening today to examine the health benefits of using
natural hormones in hormone replacement therapy.

As you might know, millions of American women are prescribed
synthetic hormones by their doctors to assist with the decreasing
levels of estrogen and progesterone in their bodies experienced dur-
ing menopause as well as other hormonal fluctuations that might
occur. It might be surprising to note that many men in the United
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States are administered testosterone for similar decreases in hor-
monal levels during the aging process, which progresses at a simi-
lar rate as menopause, called andropause.

While the declining concentrations of hormones in the body is en-
tirely normal, hormone replacement therapy should not be under-
valued as a highly effective medical treatment. It not only balances
the hormone level within a patient, but it also serves as a prevent-
ative measure to ward off potential health risks associated with im-
balanced hormones such as osteoporosis and the No. 1 cause of
death in the United States, heart disease.

Because naturally occurring substances cannot be patented in
the United States, pharmaceutical companies must somehow ma-
nipulate hormones with additional chemicals in order to be able to
hold the manufacturing rights of these formulas.

Since pharmaceutical companies must mass produce these syn-
thetic hormones according to the formulations covered by a patent,
they are only offered in certain doses as a “one size fits all” solu-
tion to hormonal imbalances. This results in many American
women and men being administered either too much or too little
of the hormones they need to properly address their wellness
needs, thus creating the potential for further health complications.

Even more concerning is the nature of the synthetic hormones.
Because natural hormones must be manipulated by chemicals in
order to be patented, the body does not recognize some of the com-
ponents of the synthetic hormones, which causes some serious and
potentially life-threatening side effects.

In 1991, the National Institutes of Health [NIH], launched the
“Women’s Health Initiative,” one of the largest studies on hormone
replacement therapy ever initiated in the United States. This clini-
cal trial observed 16,608 postmenopausal women who received es-
trogen and progestin therapy or a placebo, as well as 10,739 women
who had a hysterectomy and were given estrogen alone or a pla-
cebo. This study was supposed to continue until 2005; however, it
was ceased in July 2002 because the NIH’s Data and Safety Mon-
itoring Board found an increased risk of breast cancer, heart at-
tacks, strokes and total blood clots.

This information is especially sobering to me, as it has dev-
astated my family forever. Barbara, my wife, was taking synthetic
hormones when she contracted breast cancer that eventually, at
least in part, took her life. And I firmly believe that her overall
health and quality of life deteriorated because she was taking those
d}(l)ctor-prescribed hormones. Of course, at the time, we didn’t know
that.

There is an alternative to the mass produced and chemically al-
tered hormones, and these are called biologically identical or natu-
ral hormones. Essentially, there are entities known as
compounding pharmacies that are smaller scale operations to phar-
maceutical companies that produce medicines more specialized to
accommodate a wide variety of patients, rather than the one size
fits all approach to manufacturing hormones.

These compounding pharmacies are located around the country
and have the capacity to concoct natural, plant-based hormone
medications for use in hormone replacement therapy. Because
these biologically identical hormones are the same chemical struc-
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ture as the hormones created in the body, the body does not have
the same harmful reactions as it does when the synthetic hormones
are administered.

To better explain the health benefits of naturally occurring hor-
mones, as well as the operation of compounding pharmacies, the
subcommittee will have the pleasure of hearing from Dr. Steven
Hotze, a physician and founder of the Hotze Health and Wellness
Center located in Houston, TX. Dr. Hotze’s practice specializes in
using biologically identical hormones to assist both men and
women correct hormonal imbalances. To gain a better perspective
into the benefits of natural hormones in hormone replacement ther-
apy, Ms. Vicki Reynolds, a patient of Dr. Hotze’s, is here with us
today to share her personal experience.

In addition, the subcommittee will hear testimony from Ms.
Carol Petersen with the Women’s International Pharmacy, to dis-
cuss the operations of compounding pharmacies in the United
States.

Dr. David Brownstein is with us as well to discuss the further
benefits of wusing natural hormonal therapy to combat
hypothyroidism. Dr. Brownstein has written a number of books on
this subject and is considered one of the foremost experts in the
field of holistic medicine. The doctor also serves as the medical di-
rector at the Center for Holistic Medicine.

While many physicians believe that administering their patients
hormones, whether synthetic or natural, is a beneficial tool to as-
sist with hormonal transitions, there are some doctors who contend
that scientific literature shows that these tactics are not nec-
essarily the healthiest option for patients. In order to explain this
viewpoint, the subcommittee will hear testimony from Dr. Adriane
Fugh-Berman, an associate professor with the Department of Phys-
iology and Biophysics at Georgetown University. Dr. Fugh-Berman
is internationally known as an expert in the scientific evaluation
of alternative medicine, as well as nationally recognized expert on
the topic of women’s health.

The U.S. Federal Government has produced many studies and
has approved various drugs to assist in hormone replacement ther-
apy. The subcommittee has the distinct pleasure of hearing from
Dr. Barbara Alving, who is married to a Hoosier, is that what you
told me?

Dr. ALVING. No, I'm the Hoosier.

Mr. BURTON. You're the Hoosier? Where are you from?

Dr. ALVING. Fort Wayne, IN.

Mr. BURTON. That’s right on the edge of my district, so God bless
you, my child. [Laughter.]

Dr. ALVING. My brother lives in Indianapolis.

Mr. BURTON. What part?

Dr. ALVING. The south part.

Mr. BURTON. Oh, well, he may not be able to vote for me, so I'll
have to pass on him. [Laughter.]

She’s the Acting Director of the National Heart, Lung and Blood
Institute at the Department of HHS, and she will give an overview
of the Department’s activities in regard to this issue.



4

I look forward to hearing from all of you today. And once again,
since we started late, we'll get started right away with you, Dr.
Alving. We appreciate your being here.

[The prepared statement of Hon. Dan Burton follows:]
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Opening Statement
Chairman Dan Burton
Government Reform Committee
Subcommittee on Human Rights & Wellness
“Balancing Act: The Health Advantages of Naturally-Occurring
Hormone in Hormone Replacement Therapy”
July 22, 2004

The Subcommittee is convening today to examine the health benefits of using

natural hormones in hormone replacement therapy.

As you may know, millions of American women are prescribed synthetic
hormones by their doctors to assist with the decreasing levels of estrogen and
progesterone in their bodies experienced during menopause, as well as other hormonal
fluctuations that may occur. It may be surprising to note that many men in the United
States are administered testosterone for similar decreases in hormonal levels due to the

aging process, which progresses at a similar rate as menopause, called andropause.

While the declining concentrations of hormones in the body is entirely normal,
hormone replacement therapy should not be undervalued as a highly effective medical
treatment. It not only balances the hormone level within a patient, but it also serves as a
preventative measure to ward off potential health risks associated with imbalanced
hormone levels such as: osteoporosis, and the #1 cause of death in the United States —

heart disease.
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Because naturally occurring substances cannot be patented in the United States,
pharmaceutical companies must somehow manipulate hormones with additional

chemicals in order to be able to hold the manufacturing rights of these formulas.

Since pharmaceutical companies must mass-produce these synthetic hormones
according to the formulations covered by a patent, they are only offered in certain doses
as a “one size fits all” solution to hormonal imbalances. This results in many American
women and men being administered either too much or too little of the hormones they
need to properly address their wellness needs, thus creating the potential for further

health complications.

Even more concerning is the nature of synthetic hormones. Because natural
hormones must be manipulated by chemicals in order to be patented, the body does not
recognize some of the components of the synthetic hormones, which causes some serious

and potentially life-threatening side effects.

In 1991, the National Institutes of Health (NIH) launched the “Women’s Health
Initiative,” one of the largest studies on hormone replacement therapy ever initiated in the
U.S. This clinical trial observed 16, 608 postmenopausal women who received estrogen
and progestin therapy or a placebo, as well as 10, 739 women who had a hysterectomy
and were given estrogen alone or a placebo. This study was supposed to continue until

2005; however, it was ceased in July of 2002 because the NIH’s Data and Safety
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Monitoring Board found an increased risk of breast cancer, heart attacks, strokes, and

total blood clots.

This information is especially sobering to me, as it has devastated my family
forever. My wife, Barbara, was taking synthetic hormones when she coniracted the
breast cancer that eventually took her life, and I firmly believe that her overall health and

quality of life deteriorated because she was taking those doctor-prescribed hormones.

There is an alternative to the mass-produced and chemically altered hormones,
and these are called biologically identical, or natural, hormones. Essentially, there are
entities known as compounding pharmacies that are smaller-scale operations to
pharmaceutical companies that produce medicines more specialized to accommodate a
wide variety of patients, rather than the one-size fits all approach to manufacturing

hormones.

These compounding pharmacies are located around the country, and have the
capacity to concoct natural, plant-based hormone medications for use in hormone
replacement therapy. Because these biologically identical hormones are the same
chemical structure as the hormones created in the body, the body does not have the same

harmful reactions as it does when the synthetic hormones are administered.

To better explain the health benefits of naturally occurring hormone, as well as

the operation of compounding pharmacies, the Subcommittee will have the pleasure of
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hearing from Dr. Stephen Hotze (Haute-zee), a physician and founder of the Hotze
(Haute-Zee) Health & Wellness Center located in Houston, Texas. Dr. Hotze’s (Haute-
zges) practice specializes in using biologically identical hormones to assist both men and
women correct hormonal imbalances, To gain a better perspective into the benefits of
natural hormones in hormone replacement therapy, Ms. Vicki Reynolds, a patient of Dr.

Hotze’s (Haute-zees), is here with us today to share her personal experiences.

In addition, the Subcommittee will hear testimony from Ms. Carol Peterson with
the Women’s International Pharmacy to discuss the operations of compounding

pharmacies in the U.S.

Dr. David Brownstein is with us today to discuss the further benefits of using
natural hormonal therapy to combat hypothyroidism. Dr. Brownstein has written a
number of books on this subject, and is considered one of the foremost experts in the
field of holistic medicine. The doctor also serves as the Medical Director at the Center

for Holistic Medicine.

While many physicians believe that administering their patients hormones,
whether synthetic or natural, is a beneficial tool to assist with hormonal transitions, there
are some doctors who contend that scientific literature shows that these tactics are not
necessarily the healthiest option for patients. In order to explain this viewpoint, the
Subcommittee will hear testimony from Dr. Adriane Fugh-Berman (Few - Bur-man), an

Associate Professor with the Department of Physiology and Biophysics at Georgetown
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University. Dr. Fugh-Berman (Few - Ber-man) is internationally known as an expert in
the scientific evaluation of alternative medicine, as well as a nationally recognized expert

on the topic of women’s health.

The U.S. Federal Government has produced many studies and has approved
various drugs to assist in hormone replacement therapy. The Subcommittee has the
distinct pleasure of hearing from Dr. Barbara Alving, the Acting Director of the National
Heart, Lung, and Blood Institute at the Department of Health and Human Services, who

will give an overview of the Department’s activities in regard to this issue.

1 look forward to hearing testimony from all our esteemed witnesses today, and 1
hope that the evidence presented in this hearing will empower both physicians and
patients to weigh all possible options when selecting a course of treatment to correct

hormonal imbalances.
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STATEMENT OF BARBARA ALVING, M.D., ACTING DIRECTOR,
NATIONAL HEART, LUNG, AND BLOOD INSTITUTE, NATIONAL
INSTITUTES OF HEALTH, U.S. DEPARTMENT OF HEALTH AND
HUMAN SERVICES

Dr. ALVING. Thank you, Mr. Chairman. I'm pleased to appear be-
fore this committee in my capacity not only as the Acting Director
of the National Heart, Lung and Blood Institute, but also Director
of the NIH’s Women’s Health Initiative. I have been the Director
of this since 2002. This was after the first paper was released on
the role of Prempro in protection against heart disease. The Wom-
en’s Health Initiative, however, has been administered by my insti-
tute since 1997.

So I'm first here to tell you what we’ve learned from the WHI,
with regard to hormone therapy, using conjugated equine estrogen,
and second, to comment on alternative therapies that are now re-
ceiving attention. The WHI began in 1991 and the purpose was to
really investigate approaches that might be helpful to older women
in preventing common chronic diseases, particularly coronary heart
disease and also to determine if this would increase the risk for
breast cancer, alter the risk for colorectal cancers and have an ef-
fect on osteoporosis.

Estrogen replacement was just one such approach. For much of
the 20th century, popular thinking was that restoring the levels of
estrogen which ebb during middle age would enable women to re-
main forever young. And we're still trying on that end. Although
estrogen was initially prescribed to alleviate troublesome meno-
pausal symptoms, a number of observational or epidemiologic stud-
ies really suggested that women who took estrogen experienced a
lower incidence of chronic diseases, particularly heart disease, and
enjoyed better health overall than women who did not take pro-
longed hormone therapy. And data from many basic science inves-
tigations really provided explanations for how this might occur.

But we really didn’t have actual proof that this was the case. So
in 1991, a very bold woman, Dr. Bernadine Healy, said it’s time to
really initiate a very large scale study. So the Women’s Health Ini-
tiative hormone trial was designed to answer these questions. And
remember, this was before the era of statins and other therapies
that have been widely accepted in this current era.

So as you’ve said, the Women’s Health Initiative recruited about
27,000 healthy postmenopausal women of 50 to 79 years of age.
This age group was recruited because this is the age at which one
would begin to see cardiovascular events and other adverse effects.
And these women were divided into one of two groups, depending
on whether or not they had undergone a hysterectomy. Those who
still had a uterus were assigned to take a pill containing estrogen
and progestin. This was 0.625 milligrams of conjugated equine es-
trogen, plus 2.5 milligrams of medroxyprogesterone acetate, also
known as Prempro, or a placebo. And those who had undergone a
hysterectomy took Premarin, 0.625 milligrams of conjugated equine
estrogen or a placebo.

And you may say, well, why those drugs? Why those doses?
These drugs were the most widely used at this time in the United
States. So it was decided that not all doses and not all different
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combinations could be studied. So this was the one that was accept-
ed for study.

It’s worth noting that there was a lot of controversy at the begin-
ning of this trial. Many interested parties said the trial should not
be done, it’s obvious that hormone therapy is beneficial, it’s a fore-
gone conclusion. Some even said it was not ethical to do, because
it would take half of the participating women to take placebos and
thereby deny them the positive effect of hormones.

Nonetheless, the arguments in favor of a randomized placebo
controlled clinical trial prevailed, so now as we know, we’ve seen
results. The WHI trial of estrogen plus progestin was halted in
2002, as you have said, Mr. Chairman, after an average followup
of 5.2 years. Compared with women who took a placebo, women
taking the hormones of Prempro or estrogen plus progestin experi-
enced an increased risk of breast cancer and more episodes of heart
attacks, strokes and blood clots. However, they also had lower rates
of colo-rectal cancer and fractures. But it was felt that overall, this
did not merit using this drug as protection against chronic disease.

And furthermore, an ancillary study, that is a study that really
hadn’t been included in the beginning but was sort of added on,
well, which actually was funded by the manufacturer, Wyeth fund-
ed this study initially in women 65 years and older who were in
this study were tested for cognitive effects of Prempro. Surprisingly
enough, it was found that in these older women, there was an in-
creased risk of dementia and no really improvement of cognitive
impairment with the taking of Prempro. This too was a very big
surprise because there had been papers suggesting that Prempro
could actually be protective against cognitive impairment.

Subsequently, in the spring of 2004, the estrogen alone trial,
which the DSMB, or Data Safety Modern Board have said should
be continued was halted, because the NIH, on looking over all of
the data and in listening to the DSMB, felt that there was really
no effect on coronary heart disease, that is, there was no benefit
or risk but there was a continued increased risk for stroke. What
was also interesting with the estrogen alone study was that there
did not appear to be any increased risk for breast cancer during the
time of this study. There was, however, an increased risk of deep
venous thrombosis, and there was a reduced risk of hip and other
fractures.

And again, finding from the cognitive study in women taking es-
trogen alone revealed that really, estrogen did not reduce the inci-
dence of dementia and really did not have any improvement, in fact
had an adverse effect on cognitive function.

So in light of the WHI findings and the findings from the demen-
tia studies, the Food and Drug Administration provided the follow-
ing update in April 2004. Estrogens and progestins should not be
used to prevent chronic diseases, such as memory loss, heart dis-
ease, heart attacks or stroke. Estrogens provide valuable therapy
for many women for menopausal hot flashes. But they do carry
risks. And therefore, menopausal women who are considering using
estrogen or estrogen with progestin should discuss with their phy-
sicians the benefits versus risks and for hot flashes and significant
symptoms of vulvar and vaginal atrophy, the products are ap-
proved and effective therapies.
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There are also approved for women whose significant risk of
osteoporosis outweighs the potential adverse effects and if they
cannot other drugs that are approved for postmenopausal
osteoporosis. And then the FDA said, estrogens and progestins
should be used, when theyre used, at the lowest doses for the
shortest duration to reach treatment goals. Although we do not
know at what dose there may be a less risk of serious side effects
and that women indeed are encouraged to talk to their health care
provider regularly about their ongoing treatment.

There’s also in women who take hormone therapy a higher inci-
dence of abnormal mammograms which require medical attention
and really need to be evaluated in greater detail when those abnor-
malities do occur. Therefore, each woman’s individual medical situ-
ation needs to be carefully discussed with her health care provider
to make the best decisions.

Now, for prescription hormone formulations other than those
studied in the WHI, the FDA advises, although other estrogens and
progestins were not studied, it’s important to tell postmenopausal
women who take hormone therapy about the potential risks which
are assumed to be the same for other products, and they have put
these labels on those products.

In the aftermath of the Women’s Health Initiative finding, in-
creased attention has been focused on the use of complementary
and alternative medicine to manage symptoms associated with the
menopausal transition. This includes dietary supplements,
botanicals, which are probably the most commonly used. The Na-
tional Center for Complementary and Alternative Medicine sup-
ports both basic and clinical research on the safety and efficacy of
botanicals such as soy, black cohosh and red clover in alleviating
hot flashes, osteoporosis and cognitive and affective problems.

Other studies are generating laboratory data that are vital to the
understanding of the mechanism of action and characterizing these
botanicals to identify the active ingredients in the botanicals so
that standardized supplements can be prepared. For example, two
ongoing basic studies are looking at the effect of black cohosh ex-
tract on human breast tissue and its role as a serotonin modulator
and other research is looking at the effect of soy on breast and
endometrial tissue, as well as on bone. In addition to individual re-
search project grants, the National Center for Complementary and
ﬁltelrﬁative Medicine supports several research centers on women’s

ealth.

The National Institute of Aging is supporting a 4-year random-
ized control trial to evaluate the efficacy and safety of
phytoestrogen based approaches, such as black cohosh and multi-
botanical preparations given with and without soy diet counseling
for treating vasomotor symptoms in premenopausal and in post-
menopausal women. The toxicity of black cohosh and other herbals
and phytoestrogens is being evaluated by the National Institute of
Environmental Health Sciences as a part of an overall effect to es-
tablish the safety of herbal medicines.

The scientific literature on complementary and alternative medi-
cines is equivocal, due to problems of very small trials, short dura-
tion of treatment, very large placebo effects and very imprecise
measures for measuring hot flashes. Investigations of the efficacy
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of soy to treat cognitive changes has produced conflicting results.
Now, the NCCAM, National Center for Complementary and Alter-
native Medicine, has contracted with the Agency for Health Care
Research and Quality to conduct and review and to assess the lit-
erature to provide a clearer idea of what is known about soy.

Clearly, additional research will be needed to provide the safety
and efficacy of the information on the range of these alternative
modalities. And the NIH is working with other institutes all to-
gether in this area, as well as with the FDA and the women’s
health component of the Department of Health and Human Serv-
ices. Also, there are studies on assessing hot flashes, what is the
biology behind the hot flashes and in March 2005, the NCCAM,
National Institute of Aging and other institutes will co-sponsor a
state of the science meeting on the management of menopausal re-
lated symptoms.

So women are eagerly awaiting the outcome of Federal efforts to
uncover new approaches to address the menopausal symptoms.
And in discussions with gynecologists, we know that women also
are seeking natural or biologically identical hormone therapies via
entities such as the Women’s Health International Pharmacy. In
addition, the FDA has been very proactive in the approval of addi-
tional hormone therapy since the ending of the Women’s Health
Initiative. For example, lower doses of Premarin are now available
as well as Prempro. And most recently, a drug known as
Menotestam has just been approved by the FDA. This is an estro-
gen patch.

So some of what the FDA has approved is biologically identical
and other components are not. I thought that all of this was very
well laid out on the Web site of the Women’s International Phar-
macy.

So I thank you for the opportunity to address you, and I'd be
pleased to answer any questions.

[The prepared statement of Dr. Alving follows:]



14

oy Testimony

-/ Before the Subcommittee on Human Rights and
C Wellness

%,:D Committee on Government Reform
United States House of Representatives

of HEALTY
& ¢ 4,

3

Balancing Act: The Health
Advantages of Naturally Occurring
Hormones in Hormone Replacement
Therapy

Statement of

Barbara Alving, M.D., MACP

Acting Director

National Heart, Lung, and Blood Institute
National Institutes of Health

U.S. Department of Health and Human Services

For Release on Delivery
Expected at 2:00 p.m.
on Thursday, July 22, 2004



15

I am pleased to appear before this Committee in my capacity as Acting Director
of the National Heart, Lung, and Blood Institute (NHLBI) and director of the NIH
Women’s Health Initiative (WHI), which has been administered by the NHLBI since
1997. 1am here, first, to tell you what we learned from the WHI with regard to hormone
therapy using conjugated equine estrogen and, second, to comment on alternative
therapies that are now receiving attention.

The WHI began in 1991 to investigate approaches that might be helpful to older
women in preventing common chronic diseases - coronary heart disease, breast and
colorectal cancers, and osteoporosis. Estrogen “replacement” therapy is one such
approach. For much of the 20" century, popular thinking was that restoring levels of
estrogen, which ebb during middle age, would enable women to remain *“forever young.”
Although estrogen was initially prescribed to alleviate troublesome menopausal
symptoms, a number of epidemiological studies provided evidence that women who took
estrogen experienced a lower incidence of disease, particularly cardiovascular disease
(CVD), and enjoyed better health overall than women who did not. Data from many
basic science investigations provided plausible explanations for the observed CVD
benefit, and an NHLBI-supported clinical trial documented improvements in CVD risk
factors (e.g., cholesterol levels) that might account for such a benefit.

But, the observation that women who took estrogen tended to enjoy better health
did not prove causality, and important questions remained. Does estrogen make women
healthy? Or ... does being healthy (or, at least, health-conscious) make women take
estrogen? The WHI hormone trial was designed to address these questions. It recruited

about 27,000 healthy postmenopausal women, 50-79 years of age, and divided them into
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one of two groups according to whether they had still had a uterus. Those who had a
uterus were assigned to take either a pill containing estrogen and progestin (0.625 mg of
conjugated equine estrogen plus 2.5 mg medroxyprogesterone acetate — Prempro) or a
placebo; those who had undergone a hysterectomy took an estrogen pill (0.625 mg of
conjugated equine estrogen — Premarin) or a placebo.

1t is worth noting that at the outset of the WHI trial, many interested parties
believed that an cutcome favoring estrogen was a foregone conclusion. Indeed, some
doctors and researchers argued that such a trial was unethical because it would require
half of the participating women to take placebos and thereby deny them the presumed
benefits of hormones. Nonetheless, arguments in favor of randomized, placebo-
controlled, clinical trials prevailed — and, as we now know, they were justified.

The WHI trial of estrogen plus progestin was halted in 2002 after an average
follow-up of 5.2 years. Compared with women who took a placebo pill, women taking
the hormones experienced an excess risk of breast cancer and more episodes of heart
attack, stroke, and blood clots. Although the hormone-treated women had lower rates of
colorectal cancer and fractures, and overall death rates were equal, it was concluded that
the hormone combination should not be recommended as a health-promoting regimen.
Moreover, the WHI Memory Study (WHIMS), which focused on women aged 65 years
and older, found an increased risk of dementia and no effect on cognitive impairment
among recipients of estrogen plus progestin.

Subsequently, in the spring of 2004, the WHI estrogen-alone trial also was halted
upon determination that the hormone therapy had no effect on coronary heart disease risk

but increased the risk of stroke. The study also found that estrogen-alone therapy
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significantly increased the risk of deep vein thrombosis, had no significant effect on the
risk of breast or colorectal cancer, and reduced the risk of hip and other fractures.
Findings from the WHIMS, published just last month, indicated that estrogen therapy did
not reduce incidence of dementia and had an adverse effect on cognitive function.

In light of the WHI and WHIMS findings, the Food and Drug Administration

(FDA) offers the following recommendations (updated April 19, 2004):

» Estrogens and progestins should not be used to prevent memory loss, heart
disease, heart attacks, or strokes.

» Estrogens provide valuable therapy for many women, but carry serious risks, and
therefore postmenopausal women who use or are considering using estrogen or
estrogen with progestin treatments should discuss with their physicians whether
the benefits outweigh the risks.

o For hot flashes and significant symptoms of vulvar and vaginal atrophy, these
products are the most effective approved therapies. These products are also
options for women whose significant risk of osteoporosis outweighs the risks of
treatment; other treatments for prevention of postmenopausal osteoporosis are
available.

» Estrogens and progestins should be used at the lowest doses for the shortest
duration to reach treatment goals, although it is not known at what dose there may
be less risk of serious side effects. Women are encouraged to talk to their health
care provider regularly about whether treatment is still needed.

¢ There is a higher incidence of abnormal mammograms which require medical

attention.
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» Each woman's individual medical situation needs to be carefully discussed with

her health care provider to make the best decision for her.

For prescription hormone formulations other than those studied in the WHI, the FDA
advises the following: “Although ... other estrogens and progestins were not studied, it
is important to warn postmenopausal women who take estrogens and progestins about the

potential risks, which must be presumed to be the same.”

In the aftermath of the WHI findings, increased attention has been focused on the
use of complementary and alternative medicine (CAM) to manage symptoms associated
with the menopausal transition. Dietary supplements, including botanicals, are the most

commonly used CAM modality for menopausal symptoms.

The National Center for Complementary and Alternative Medicine (NCCAM)
supports basic and clinical research on the safety and efficacy of botanicals such as soy,
black cohosh, and red clover in alleviating hot flashes, osteoporosis, and cognitive and
affective problems. Other studies are generating laboratory data that are vital to
understanding mechanism of action, characterizing the botanicals, identifying active
constituents, and preparing standardized supplements. For example, two ongoing basic
studies are looking at the effect of black cohosh extract on human breast tissue and its
role as a serotonin modulator, and other research is looking at the effect of soy on breast
and endometrial tissue as well as bone. In addition to individual research project grants,
the NCCAM supports several research centers on women’s health.

The National Institute on Aging (NIA) is supporting a 4-year, randomized,

controlled trial to evaluate the efficacy and safety of phytoestrogen-based approaches
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(black cohosh, and a multibotanical preparation given with and without soy diet
counseling) for treating vasomotor symptoms in perimenopausal and postmenopausal
women.

Toxicity of black cohosh and other herbals and phytoestrogens is being evaluated
by the National Institute of Environmental Health Sciences as part of an overall effort to
establish the safety of herbal medicines.

The scientific literature on CAM therapies for menopause is equivocal, due to
problems with small trials, short duration of treatment, large placebo effects, and
imprecise measures for critical outcomes such as hot flashes. Investigations of the
efficacy of soy to prevent cognitive changes, for example, have produced conflicting
results, with the latest study (published in the July 7, 2004, issue of the Journal of the
American Medical Association) finding no effect. The NCCAM has contracted with the
Agency for Healthcare Research and Quality to conduct a review and assessment of the
literature to provide a clearer picture of what is known about soy.

Clearly, additional research will be needed to provide safety and efficacy
information on the range of CAM modalities being used by women to manage
menopausal symptoms. The NIH is working to improve the rigor of future studies in this
area. In collaboration with eight other NIH components, the NCCAM convened a
working group of scientists to assess the quality of hot flash measurements currently in
use and to make recommendations for research needed to improve these measurements.
In addition the NCCAM, the NIA, and others at the NIH will co-sponsor a state-of-the-

science meeting in March 2005 on the management of menopause-related symptoms.
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Women are eagerly awaiting the outcome of federal efforts to uncover new
approaches to address menopausal symptoms. Moreover, in discussions with
gynecologists in the community, we have learned that women are seeking natural
(biologically identical) hormone therapies via entities such as the Women’s International
Pharmacy (http://www.womensinternational.com/about.html).

Thank you for the opportunity to address these issues of great importance to

women. I would be pleased to answer any questions the committee may have.
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Mr. BURTON. Thank you very much.

I heard you mention there were studies on dementia.

Dr. ALVING. Yes.

Mr. BURTON. Who conducted those studies? Was that the FDA?

Dr. ALVING. No. The investigators in the Women’s Health Initia-
tive conducted those studies.

Mr. BURTON. What company sponsored those studies?

Dr. ALVING. Actually, one of the principal investigators received
funding from Wyeth to do——

Mr. BURTON. OK, that’s all I wanted to know. A pharmaceutical
company. That’s all I wanted to know.

Dr. ALVING. However, they switched the funding after that.

Mr. BURTON. I know. Did you know, Doctor, that they’ve been
putting mercury in vaccines, which is another subject——

Dr. ALVING. Yes.

Mr. BURTON [continuing]. Since 1929. Do you know the FDA has
never tested it, ever? And yet our kids are getting up to 26 vaccina-
tions before they start to school? And they've been containing mer-
cury, and we've gone from 1 in 10,000 children that were autistic
to 1 in 1667 An absolutely epidemic. And the FDA never really
tested it.

What I'd like to know about estrogen is, why did it take so long
to do these tests? They've been giving synthetic estrogen for how
many years?

Dr. ALVING. I think they were probably developed, maybe in the
last, about 40, 45 years old.

Mr. BURTON. Did the FDA test those?

D(I)‘. ALVING. In terms of tests such as the Women’s Health Initia-
tive?

Mr. BURTON. Yes.

Dr. ALVING. They did not. And I think really the only:

Mr. BURTON. You don’t need to go into detail. They didn’t do it?

Dr. ALVING. As far as I know, they did not.

Mr. BURTON. And they just conducted a test in 1991?

Dr. ALVING. They started it in 1991.

Mr. BURTON. And the tests showed that the people who had the
estrogen had higher rates of heart disease and what else was it?

Dr. ALviNG. Well, if you look at Prempro or estrogen plus pro-
gestin, it was a higher rate of heart disease and breast cancer and
stroke, blood count.

Mr. BURTON. This they found after 40 years?

Dr. ALVING. Five years.

Mr. BURTON. But they’ve been using it for 35 or 40 years?

Dr. ALVING. Yes.

Mr. BURTON. What do we pay those people for over there? I'm not
being facetious. I mean, because they’re getting billions and billions
and billions of dollars and they are still putting mercury in almost
every vaccination for adults and we have a tremendous increase in
Alzheimer’s. My grandson got autism after getting nine shots in 1
day, seven of which contained mercury. We've got an epidemic in
that. And now we’re finding out that the synthetic estrogen caused
problems probably more than it helped.

Now, you said they’ve gone to lower doses of some of these estro-
gen products, right? Those are still the synthetics, aren’t they?
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Dr. ALVING. Yes, lower doses have been approved by the FDA.

Mr. BURTON. OK, they’ve been approved. Have they tested those
lower doses?

Dr. ALVING. No.

Mr. BURTON. Oh, my God. Do you mean to tell me they had a
test, then went 5 years, and it showed that people were getting
sicker by using the stuff, and so they went to lower doses? Why?
If it’s causing more problems than it’s solving, why not take it off
the market until they do all the testing? Until they test lower
doses, higher doses, middle doses? It makes no sense.

Do you know why they didn’t? I want to tell you why they didn’t.
I know why. Because the pharmaceutical companies would lose a
lot of money. Just like they would lose a lot of money if they took
mercury out of all the vaccines.

Do you know, and I want you to hear all this, because I want
you to take it back to FDA and HHS. The NIH, I think it was, just
completed a study saying that the mercury in children’s vaccines
and adult vaccines really didn’t cause any problems. One of the
principal studies that they cited was from Denmark. And the com-
pany in Denmark that did the study manufactures thimerosal,
\évhich is 50 percent mercury, and they sell it into the United

tates.

Would you say they have a conflict of interest? Hell, I would
think so.

Anyhow, the NIH and HHS and the other agencies over there are
too tied to the pharmaceutical industry and it’s going to come up
and bite them in the butt one of these days. It really is. Because
the American people are finding this out.

Now, why in the world they’re going with lower doses of a prod-
uct that caused women’s problems like high blood pressure, heart
attacks, whatever else you mentioned there, I don’t have it all in
front of me right now, why in the world they would even continue
to do that instead of taking it off the market until it’s properly test-
ed boggles my mind. And the only conclusion you can come to is
the pharmaceutical companies would take a hit. And they don’t
want to do that. They just don’t want to do that.

Can you give me another answer?

Dr. ALVING. Yes.

Mr. BURTON. What'’s the other answer? I'd like to hear it.

Dr. ALVING. I think you make some very good points. I think
what women want hormone therapy for most, if you ask any
woman of a certain age in this room, is for hot flashes, for the
symptoms of menopause.

Mr. BUrTON. Well, I date some women about your age, and I
want to tell you, they take them for other reasons, too. [Laughter.]

Dr. ALVING. And so, I think that what the, we are unable to real-
ly, we'd have to wait another 5, 10 years go get the answer on
these hormones. So what has been asked in the meantime is to
take the lowest dose for the shortest period of time, and the FDA
has put this type of branding and warning on every product,
whether it’s bioidentical or not.

1\{[)1". BURTON. But these are still the synthetic hormones, are they
not?

Dr. ALVING. No, they put the branding also on the bioidenticals.
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Mr. BURTON. Oh. Well, you said that the FDA was evaluating the
safety of herbal medicines now, didn’t you?

Dr. ALVING. I said the NIH, because the FDA has not approved
any herbal medicines. It is not under FDA approval. They do not
regulate them.

Mr. BURTON. Does the FDA have to approve herbals?

Dr. ALVING. No, they don’t.

Mr. BURTON. But they do have to approve the synthetics?

Dr. ALVING. Well, anything that is made by a drug company, yes.

Mr. BURTON. So the synthetics that have been causing all these
health side effects, they have to approve but they never tested until
just recently. And the herbals, I noticed the way you phrased that,
you said that HHS is looking at the safety of the herbal medicines.

Why didn’t they look at the safety of the biologically altered
medicines that they’ve been prescribing for years, doctors have? I
wonder why they didn’t do that earlier?

Dr. ALVING. That would be in the province of the NIH to conduct
the clinical trials. And I think that this was then started in 1991,
and as I've told you even then it was considered to be a very brave
undertaking.

Mr. BURTON. In 19917

Dr. ALVING. Yes.

Mr. BURTON. But the women who didn’t take the hormones, syn-
thetic hormones, did better over all the ones that didn’t?

Dr. ALVING. That’s correct.

Mr. BURTON. Oh, man.

Dr. ALVING. Well, it all depends on what you’re talking about.

Mr. BURTON. Let’s just look at overall health.

Dr. ALVING. Overall, I would say yes, that’s why the trial was
stopped.

Mr. BURTON. Yes, they did a lot better if they didn’t take the
synthetics.

Dr. ALVING. Absolutely. And that’s why the trial was stopped.

Mr. BURTON. And synthetics have been used for 40 some years,
approximately.

Dr. ALVING. Yes.

Mr. BURTON. And they started testing them 10 years ago?

Dr. ALVING. Yes.

Mr. BURTON. And HHS and FDA let that happen. What are we
paying them for over there? I just don’t understand it.

I still can’t understand why they went to lower doses of a product
that was causing all of these health side effects. I just can’t under-
stand it. Do they know? Does HHS and FDA and our health agen-
cies, do they know that the smaller doses won’t produce the same
side effects?

Dr. ALVING. They do not know that.

Mr. BURTON. Then why do they do it?

Dr. ALVING. Because what they’ve also done, what they have
seen is that these side effects occur over a period of time. And
that’s why they have said, in the absence of knowing, we are going
to tell all women about these risks at whatever dose, even though
we don’t know if it’s safer or better, but we’re going to let them
know the risks and we’re going to say, use it the shortest period
of time at the lowest possible dose.
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Mr. BURTON. You know, in a perfect world, every doctor in the
country, in the world, would know what the HHS and FDA are say-
ing should be done. But they don’t. They don’t read all the circulars
and they don’t see all this stuff. When my wife was dying of cancer,
I talked to doctors about the things that were talked about in medi-
cal journals and they didn’t know anything about it. We changed
doctors, but it was too late, she died anyhow.

But it just boggles my mind that you would go on with lower
doses of a substance that’s caused all these problems when you
know that they cause severe side effects and you knew that women
that didn’t even take the stuff did better health-wise, so you go to
lower doses. Then the doctors back at my hometown and elsewhere
are supposed to understand all this when they’ve been out of medi-
cal school for 10, 15 years. I just don’t get it.

And I don’t understand why they haven’t done studies on the
herbals right now. Why hasn’t HHS conducted a study on biological
hormones, bioidentical hormones? If they did a study on the syn-
thetics, why didn’t they do it on those?

Dr. ALVING. I think the reason that they chose, as I said, that
dose and that particular drug at that particular time in 1991 was
that is what the majority of American women who were taking hor-
mone therapy were taking.

Mr. BURTON. Well, this is 2004.

Dr. ALVING. Yes, and times have changed.

Mr. BURTON. That was 13 years ago.

Dr. ALVING. I know. Times have changed.

Mr. BURTON. Why haven’t they started testing on these bioiden-
ticaflphormones that aren’t from pigs and cows and all this other
stuff?

Dr. ALVING. I think if the funding were available

Mr. BURTON. If the funding—do you know how much money we
give you guys over there? Do you have any idea? We give you bil-
lions and billions and billions and every year you want more. And
we've got women who are getting sicker than a dog and some prob-
ably dying from something that was never tested. And then what
you say after you find out that the stuff that you were putting in
their bodies was causing more problems than if they didn’t take it
at all, you say, oh, we’re going to go back and we’re going to just
cut the doses, instead of saying, why not just get off of it or go on
these bioidentical hormones, or at least study them? And you
haven’t even started to study on them, have you, the bioidentical
hormones?

Dr. ALVING. They have not started any long terms studies in
terms of women’s health as an issue.

Mr. BURTON. Have you started any short term studies?

Dr. ALVING. The bioidenticals that have received FDA approval
have undergone short term studies.

Mr. BURTON. What do they show?

Dr. ALVING. They are looking for efficacy against hot flashes and
any adverse effects that could be picked up on a short term study.

Mr. BURTON. I see. Are they showing any side effects at all like
the long term study that we showed with the synthetics?

Dr. ALVING. Not that I am aware of. And that would be for the
labeling of the FDA.
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Mr. BURTON. If they did a short term study, why didn’t they de-
cide to go on with a long term study? If the short term study was
beneficial, why not go with a long term study to find out their side
effects?

Dr. ALVING. I think one of the issues is that of cost and duration.
One would have to continue such a study for about 10 years

Mr. BURTON. Well, if you did it with synthetics and you knew it
didn’t work and it cost a lot of money to do that study, why
wouldn’t you say, OK, we’re going to spend a like amount on the
bioidentical hormones? Why?

Dr. ALVING. May I say why?

Mr. BURTON. Yes, I'd like to know. I think I know why. It’s be-
cause the pharmaceutical companies won’t make any money off of
it.

Dr. ALVING. What I would say is that what it appears is that the
reason one would take hormones long term is to prevent chronic
diseases. Most women take hormone therapy for about 5 years or
less. And they take it for menopausal symptoms. Since this study
was started in 1991, newer drugs have come out. For example, we
have other drugs that will protect against osteoporosis.

Mr. BURTON. Are they synthetics?

Dr. ALVING. I'm talking about other drugs against osteoporosis,
the bisphosphonates, for example. We have other drugs for heart
disease, statins.

Mr. BURTON. Have those been tested, the ones that you're talking
about that just came out?

Dr. ALVING. Well, yes. In terms of risks and benefits, and all of
them have——

Mr. BURTON. No, no, no. Have they had any long term tests with
placebos and all that?

Dr. ALVING. As long term as the FDA requires.

Mr. BURTON. And how long is that?

Dr. ALVING. I think, I am going to say at least 3 to 4 to up to
10 years. I would have to go back and look at that literature to get
the specific literature.

So what I'm trying to say is that there has been a changing of
the landscape in terms of the drug therapies. Some women don’t
even want to take hormone therapy at all

Mr. BURTON. I wouldn’t either.

Dr. ALVING [continuing]. And don’t have hot flashes.

Mr. BURTON. You say they’ve got these for men. There ain’t no
way, Jose, 'm going to take that stuff. You guys over there are
using human beings as guinea pigs without testing them. You're a
lovely lady, but this, it really isn’t right. It isn’t right to run a
study after 40 years or 30 years and then find out that the people
who are taking the medicine that the pharmaceutical companies
are producing are doing worse than the ones that aren’t taking it.
Then what you say instead of stopping it is, OK, we’re going to go
to lower doses.

That’s like saying, OK, one bullet won’t kill you, so we’ll cut it
in two and just use half a bullet.

Dr. ALVING. It will half kill you.

Mr. BURTON. Yes, it will half kill you. Let me ask you this. Is
the National Center for Complementary and Alternative Medicine
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looking at bioidentical hormones as a possible recommendation for
FDA to suggest to women? Are they looking at that right now?

Dr. ALVING. They are not looking at that to my knowledge.

Mr. BURTON. Why? Why?

Dr. ALVING. Because they are centered on the other alternatives
that are undergoing study that I mentioned.

Mr. BURTON. And the other alternatives are?

Dr. ALVING. As I mentioned, black cohosh and the flavonoids,
phytoestrogens, other things such as that.

Mr. BURTON. Are those natural hormones?

Dr. ALVING. Theyre natural agents, in that you can buy black
cohosh, it’s extracted. Now, you don’t know what else is in there,
because it’s not regulated by the FDA.

Mr. BUurTON. Well, you know what, I really would want the one
that’s approved by the FDA because it would only kill me. [Laugh-
ter.]

And I don’t mean to be facetious, but since my grandson became
autistic, I started checking into the things that FDA is putting on
the market and the conflicts of interest that have taken place by
some of the advisory committees over there who have an interest
in pharmaceutical stocks that are making the decisions on this
stuff. There’s too much money and too much complicity between
the pharmaceutical companies and our health agencies.

And if you've got a study that shows that women are getting
more heart disease, for instance, from taking these synthetic hor-
mones than a woman who doesn’t take any, that would lead you
to believe theyre better off not taking it. Wouldn’t that lead you
to believe you're better off not taking it?

Dr. ALVING. But I would make another

Mr. BURTON. You can answer in just a second. And if that con-
clusion is accurate, why would you say, OK, we’re going to cut the
dose in half and you just take half the poison? Why?

Dr. ALVING. In the Women’s Health Initiative, the women who
were enrolled in the studies were between 50 and 79 years. The
mean age was 63 years. In fact, it’s been very highly criticized for
that. When you do a study, as you can see, you get criticism from
all sides.

So one of the critics, a big criticism of this, you started this in
women whose mean age is 63 years old. That’s not who has hot
flashes. Well, this was not a hot flash study. Currently, the FDA
guidelines, and I don’t work for the FDA, I work for NIH, are that
these drugs are to be used for treatment of menopausal symptoms.
And about the average age of women having menopausal symptoms
is around 45 to 50. So you're getting a different age range.

Mr. BURTON. I hear you. I'm going to yield to Ms. Watson, but
let me just say one more thing in conclusion. That is when my wife
got breast cancer, and she took those damned hormones for years,
those synthetics, we found, when we went to buy furniture, went
to buy groceries, an absolute plethora of women who were having
breast cancer problems. It is an epidemic. Women don’t talk about
it to people like me, but theyll talk about it to another woman
who’s experiencing breast cancer.

And I want you to know, it’s an epidemic. It’s absolutely a sin.
It’s a sin. It’s an absolute sin for our Government to approve things
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that we’re putting into human bodies, especially women, of age 30,
50, 100 that hasn’t been properly tested. And you say they don’t
have enough money over there. They have enough money. It’s just
where they set their priorities. And if they find out that the syn-
thetic estrogen is causing women to have severe heart trouble and
other problems, and the women who don’t take it are doing much,
much better, then why in the world would they not take it off the
market?

And the reason is the same reason that they haven’t taken mer-
cury out of vaccines. Mercury is one of the most toxic substances
on the face of the Earth. When we had a spill in my district, they
brought in people who looked like they were from outer space, in
uniforms, to clean up a spill of this much. And they evacuated the
neighborhood. And yet we’re putting it into our kids’ bodies, into
your body, if you got a flu shot or a tetanus shot or anything else
right now. And it’s one of the contributing factors, according to sci-
entists around the world, of autism and other neurological diseases,
like Alzheimer’s.

Yet the FDA continues to let it be on the market. And at the
same time, they’re doing the same thing with estrogen, only in
lower doses. And it is absolutely criminal. And that’s being sub-
sidized by me and you and the taxpayers, and nobody’s doing a
doggone thing about it. And it really bothers me.

And you’re a lovely lady, but we’ve got a problem.

Go ahead, Ms. Watson.

Ms. WATSON. I want to thank Mr. Chairman for his passion, his
interest, his concern. And we work together as a team. We both
have an aversion to using these toxic substances in medication
that’s ingested by humans, and so I've always looked for a biologi-
cal, natural kind of alternative.

If you don’t get anything else out of these hearings, Madam Colo-
nel, just know that there is a directive to ask NIH and WHI to
start research that will include the biological identical hormones.
We are finding from casual information coming in that they are far
more healthful and they have a far more beneficial way of treating.
Because they’re done on an individual basis.

Dr. ALVING. Yes.

Ms. WATSON. And not everything works for everyone.

Dr. ALVING. I understand that.

Ms. WATSON. So I wish that you would go back as an emissary
of this approach. The women of the world will thank you, particu-
larly the women here. And I as a woman definitely am going to
push this with my partner here, who, and I don’t have to explain
to you how deeply he feels about this, I think you've been hearing
it for quite a few minutes. And we’re going to work as a team to
be sure that we take the toxic substances out of the environment.

My big thing right now is mercury. We're trying to get mercury
out of dental amalgams and we’re being fought by the dental com-
munity. And they say, well, it’s sealed and so on. But you crack a
tooth, vapors come up.

So we have to change the thinking. We have to change the cul-
ture. And I hope that now that we’re in a new millennium, the
FDA can follow behind us a little bit in changing the culture. We



28

certainly are going to be working toward that. And thank you, Mr.
Chair. I'm going to zip to the floor.

Mr. BurTON. Well, Doctor, thank you very much. We didn’t mean
to abuse you. But the one thing I try to do when we have witnesses
from HHS and our health agencies, FDA, is to try to impress upon
them the strong feelings that we have in the Congress. And it’s not
just me. We've had a number of votes on the floor on reimportation
and other things where the pharmaceutical companies are con-
cerned. And they’ve been surprising in that the representatives of
the people realize what’s going on.

I want to continue to give you guys billions of dollars. I really
do. I think we have the highest quality and standard of life and
health of any country on the face of the Earth, because we have
good health agencies. But they drop the ball too many times. And
they’re allowing the pharmaceutical industry to have too much in-
fluence.

I want the pharmaceutical industry to make a lot of money. But
I don’t want them to do it at the expense of people because we
haven’t tested these things properly. And I hope that you’ll look at
these complementary medical procedures, the hormones, the natu-
ral hormones we're talking about, we’re going to have witnesses
testify at the next panel. And incidentally, if you’ve got a minute,
if you can stick around and listen to what they say, or have you
already heard what they have to say?

Dr. ALVING. I’d be happy to stick around.

Mr. BURTON. OK, well, thank you very much for being here.

Well, we have 10 minutes before we conclude our first vote. I
think I probably ought to run over and vote and come back. I really
apologize for the mess we've got today. What you’re saying and
doing is going to be recorded and passed onto my colleagues, and
it’s very important. So I hope you’ll bear with me and stick around
for a little bit. We’ll be right back as soon as the votes are taken.

[Recess.]

Mr. BURTON. First of all, I want to apologize once again. It’s been
a long day. But we want to get as much information from this
hearing as possible. So we’re going to be here as long as it takes.

We now have Adriane Fugh-Berman. Would you come to the
table, Dr. Fugh-Berman. And David Brownstein, Dr. Brownstein,
he’s the director of Holistic Medicine. Ms. Carol Petersen, phar-
macist with the Women’s International Pharmacy.

Ms. Fugh-Berman is the assistant professor of physiology and
biophysics at Georgetown Medical Center.

Ms. Vicki Reynolds, hormone replacement therapy patient, Hous-
ton, TX. And Steven F. Hotze, Dr. Hotze, founder of the Hotze
Health and Wellness Center.

OK, we’re going to start with Dr. Fugh-Berman. Since we have
a pretty large panel, we’d like to get to questions as quickly as pos-
sible. So if you can keep your comments to 5 or 6 minutes, we’'d
really appreciate it, if it’s possible. Thank you.
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STATEMENTS OF ADRIANE FUGH-BERMAN, M.D., ASSOCIATE
PROFESSOR, DEPARTMENT OF PHYSIOLOGY AND BIO-
PHYSICS, GEORGETOWN UNIVERSITY SCHOOL OF MEDI-
CINE; DAVID BROWNSTEIN, M.D., CENTER FOR HOLISTIC
MEDICINE; CAROL PETERSEN, MANAGING PHARMACIST,
WOMEN’S INTERNATIONAL PHARMACY; VICKI REYNOLDS,
OWNER, TEXAS RELIANT AIR-CONDITIONING AND HEATING,
INC.; AND STEVEN F. HOTZE, M.D., HOTZE HEALTH AND
WELLNESS CENTER

Dr. FUGH-BERMAN. Thank you, Mr. Chairman.

I'm here today representing the National Women’s Health Net-
work, which is a consumer advocacy group that takes no money
from drug companies, medical device companies or dietary supple-
ment companies.

Sex hormones, including estrogen and testosterone, do decline
with age. But restoring hormone levels to youthful levels has not
restored youth in anyone. But it’s quite an old concept. It’s actually
more than 100 years old. Animal testicle extracts used to be in-
jected into men, and in the 1920’s there was a briefly popular oper-
ation in which slices of animal testicles were actually inserted into
men’s scrota.

So the first promotion of hormones for rejuvenation was first di-
rected toward men. But in the last few decades, most of the empha-
sis of hormones for sort of achieving youthfulness has really been
aimed at women. And hormones are very useful therapies for many
medical conditions, insulin, for example, for diabetes. Estrogens are
actually very, and different kinds of estrogens are very useful for
treating hot flashes. Hot flashes and vaginal dryness are actually
the only proven benefits of hormone therapy, estrogen therapy at
this point.

But unfortunately, hormones don’t prevent aging, and unfortu-
nately, there is no such thing as a harmless hormone. All hor-
mones, including the hormones that we make within our own bod-
ies, have side effects. And claims that bioidentical, natural or natu-
rally occurring hormones are safer than conventional hormones are
not backed by science. I'm just going to talk about estrogen today,
just for time reasons. The three estrogens that humans make are
estriol, estradiol and estrone. And these are the hormones that are
touted by compounding pharmacies and some alternative physi-
cians as harmless alternatives to conventional therapy.

So people may recommend estriol alone, estriol and estradiol,
which is called Bi-Est sometimes, or all three, which are called Tri-
Est. Sometimes they’re combined with other hormones. Synthesized
versions of these hormones, and they are synthesized, are identical
to human versions. But just because humans make a hormone
doesn’t mean that it’s good for us. High doses of insulin can Kkill
you. High doses of adrenaline can kill you. High doses of thyroid
can kill you, even if they’re natural. And cortisol, which is an adre-
nal hormone that is promoted on Dr. Hotze’s site, for example, in-
creases the risk of osteoporosis, increases glucose levels and causes
immune suppression. It is, however, a mood elevator, so probably
people feel good as they're developing osteoporosis and diabetes.
[Laughter.]
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I've said that even the hormones that we make within our bodies
are not harmless. There are many studies that show that women
who have naturally higher levels of estrone, estradiol, and estriol,
actually of estradiol and estrone in their bodies, are at higher risk
of breast cancer than women who have naturally lower levels of
these hormones. A meta-analysis, for example, that was published
in the Journal of the National Cancer Institute in 2002 analyzed
nine studies on the subject and found that levels of estradiol,
estrone, testosterone, DHEA and other sex hormones were strongly
associated with breast cancer risk in postmenopausal women. So
postmenopausal women who had higher naturally occurring levels
of these natural hormones had higher breast cancer risk.

And more recent studies that have been done in 2003, 2004, have
also backed this up. Higher levels of testosterone are also associ-
ated with higher breast cancer risk in women.

Natural hormone proponents believe that estriol decreases breast
cancer risk. And in contrast to other estrogens, does not increase
uterine cancer risk. This belief is based on publications, every sin-
gle one of them more than 30 years old and all of them written by
one guy, Henry Lemon. Lemon theorized that estriol could be a
useful treatment in preventing and treating breast cancer. There’s
only one commentary by a guy named Fallingstad that isn’t written
by Lemon, and it quotes an unpublished study by Lemon that says
that Ifemon successfully treated some cases of breast cancer with
estriol.

Even Henry Lemon never claimed that. Henry Lemon never pub-
lished a clinical study of estriol. There is some evidence, he did
have some evidence from cell cultures, high doses of estriol in
breast cancer cells in culture will decrease the growth of cells. But
this is true of every estrogen. Low doses stimulate growth, high
doses decrease growth. In fact, estrogen used to be used as a treat-
ment, high doses of estrogen. So that’s true of any estrogen, it does
not evidence.

Henry Lemon never published a clinical study. He did, however,
publish a review on estriol in 1980 in which he describes giving es-
triol to 24 women. Six of them had their metastases grow. That’s
one quarter of the treated population. So this experiment can hard-
ly be considered a success in breast cancer treatment. Two women
also developed endometrial hyperplasia, a precancerous condition
to endometrial cancer. We know that estrogen causes endometrial
or uterine cancer. And 2 out of 24 subjects in this study did develop
the precursor to uterine cancer.

In the review that the author wrote, he still seems to be enthu-
siastic about estriol. I have no idea why. But I think it’s really
frightening that there are still people today who think that his the-
ory holds any water.

We actually have information on estriol. Estriol is a perfectly de-
cent treatment for hot flashes. And it’s used in Europe, it’'s a very
commonly used hormone therapy in Europe. It’s been used for dec-
ades in England and Sweden and other countries. It’s a conven-
tional treatment, sold by conventional drug companies. And in con-
ventional medicine in Europe, it was thought that you didn’t have
to use it with a progestin to protect the uterus because it’s such
as weak estrogen.
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So there were many women who received estriol alone because
it was thought it was too weak to cause estrogen induced uterine
cancer. That turned out that to be wrong. We now know that es-
triol is associated with endometrial hyperplasia and endometrial
cancer. Women who have ever used estriol, this is a Swedish study,
had twice the risk of endometrial cancer as women who never used
estriol, and 5 years worth of use of oral estriol tripled the risk. The
use of vaginal estriol did not seem to be associated with an in-
creased risk.

So this is less of a risk than with stronger estrogens, but it still
caused cancer in women. So nowadays, estriol is used with a pro-
gestin in the same way that other estrogens are.

In terms of cardiovascular risk

Mr. BURTON. Excuse me, Doctor, if you could summarize. I want
to make sure we get to the questions. We have six people, five peo-
ple on the panel.

Dr. FucH-BERMAN. OK. Then I won’t cover the data on cardio-
vascular risk.

There is no reason to think that the estrogens promoted by
compounding pharmacies protect against heart disease or stroke
because estradiol has actually been tested in trials. There has been
a randomized placebo controlled trial of estradiol and natural bio-
identical hormone in 664 women after a stroke, and it did not pro-
tect against stroke. There is also another trial, the Esprit trial, in
more than 1,000 women with a previous heart attack, estradiol did
not protect against heart attack or death.

So it’s not true that only conjugated estrogens have been tested
in randomized controlled trials. So has estradiol.

So compounding pharmacies are uniquely unregulated, at least
with commercially available pharmaceuticals of the quality of the
preparations is regulated, that’s not true of those in compounding
pharmacies.

And Tl just conclude by saying that human studies, and they
have all the references, show that naturally high levels of estrone
and estradiol are associated with breast cancer risks. Estriol pills
increase uterine cancer risk and estradiol does not protect against
heart disease or stroke.

And I just wanted to add one thing, Mr. Chairman. I'm very
sorry about your wife, and I agree with you that pharmaceutical
estrogens were really over-promoted inappropriately for really doz-
ens of years for things that they shouldn’t have been used for. And
that they do contribute to increased breast cancer. But the estro-
gens that are promoted by compounding pharmacies are also very
likely to increase the risk of breast cancer in other women. Thank
you.

[The prepared statement of Dr. Fugh-Berman follows:]
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Sex hormones, including estrogen and testosterone, decline with age, but
restoring hormone levels to youthful levels will not restore youth. Hormones as
an anti-aging treatment have been promoted for more than a century and were
initially aimed at men (Kaptchuk 1998). In the 1920s, grafts of animal testicles
were surgically implanted into men (Veronoff 1921). In recent decades, however,
hormones have been marketed primarily to women as a preventive against age-
related disease.

Hormones are very useful therapies for specific medical conditions. For example,
insulin is a vital treatment for diabetes, and many estrogens are effective
treatments for hot flashes. However, insulin, estrogens and other hormones don’t
prevent aging, and, unfortunately, there’s no such thing as a harmiess hormone.

All hormones, including those that humans create within their bodies, have side
effects. Claims that so-called bioidentical, natural, or naturally-occurring
hormones are safer than conventional hormones are not backed by science.

The three estrogens that humans make are estriol, estradiol, and estrone, and
these are the hormones touted by some compounding pharmacies and
physicians as harmless alternatives to conventional hormone therapy. Natural
hormone proponents may recommend estriol alone, estriol and estradiol (Bi-Est),
or estriol, estradiol, and estrone (Tri-Est), sometimes combined with other
hormones. Synthesized versions of these hormones are identical to human
versions. But just because humans make a hormone doesn’t mean it's good for
us.

Breast and Uterine Cancer Risk

Many studies show that wornen who have naturally higher levels of estradiof and
estrone in their bodies are at higher risk of breast cancer than women who have
lower levels of these estrogens. A meta-analysis published in the Journal of the
National Cancer Institute analyzed nine studies on the subject and concluded
that levels of estradiol, estrone, testosterone, DHEA, and other sex hormones
were strongly associated with breast cancer risk in postmenopausal women
(EHBCCG 2002). More recent studies have also found that naturally higher
levels of estradiol and estrone (Zeleniuch-Jacotte 2004, Manjer 2003, Key 2003
Onland-Moret 2003), as well as testosterone, are associated with increased
breast cancer risk in women (Onland-Moret 2003, Yu 2003).!

! An Increase in breast cancer risk was one of the reasons that the estrogen-progestin arm of the
NIH-funded Women’s Health Initiative trial on hormone therapy was stopped early (WGWHI
2002). Another randomized trial of hormones in breast cancer survivors was stopped early
because of an unacceptably high number of breast cancer recurrences in the hormone-treated
group (Holmberg 2004). And an observational study of more than a million women in the UK
found that estrogen-progestin hormone therapies were associated with increased breast cancer
risk (Beral 2003).
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Natural hormone proponents believe that estriol decreases breast cancer risk,
and, in contrast to other estrogens, does not increase uterine cancer risk. The
belief that estriol prevents breast cancer is based entirely on publications, all
more than three decades old, written by Henry M. Lemon. Lemon theorized that
estriol had potential in preventing and treating breast cancer. The only non-
L.emon-authored support for this idiosyncratic theory is a single commentary that
mentions an unpublished study in which Lemon used estriol as a successful
treatment in breast cancer patients (Follingstad 1978).

As big a fan of estriol as Lemon was, even he never claimed that estriol was a
successful breast cancer treatment. Lemon did publish a review on estriol in
which he describes giving estriol to 24 subjects with breast cancer (Lemon 1980),
but as the treatment stimulated the growth of metastases in six women — one
quarter of the treated population -- the experiment can hardly be considered a
success. Two women aiso developed endometrial hyperplasia (estrogen-
stimulated cell growth that precedes uterine cancer). Frighteningly, the author's
enthusiasm for estriol appears to have remained undimmed. It is even more
frightening that his theory still attracts followers.

In Europe, estriol is available as a pharmaceutical and is commonly prescribed
by conventional physicians for treating menopausal symptoms. It is quite a weak
estrogen and it was thought for many years that there was no need to use a
progestin with estriol to protect the uterus®. However, we now know that estriol is
associated with endometrial hyperplasia (Granberg 1997) as well as endometrial
cancer. Women who had ever used estriol had twice the risk of developing
endometrial cancer as never-users, and five years of oral estriol tripled the risk
(Weiderpass 1999).

Cardiovascular Risk

Data from randomized controlled trials have shown no protection of estrogen
alone (Anderson 2004 ) or an estrogen-progestin combination (WGWHI 2002) in
preventing heart attack or stroke®. Is there reason to believe that the estrogens
promoted by compounding pharmacies protect against heart disease or stroke?

2 Used alone, estrogen increases the risk of endometrial (uterine) cancer. A progestin
(medroxyprogesterone acetate/ Provera, progesterone, eic.) is used with estrogen in women with
a uterus to prevent estrogen-induced stimulation of the uterus, which can cause uterine cancer or
endometrial hyperplasia (thickening of the uterus, a risk factor for endometrial cancer).

% In July 2002, the combined estrogen-progestin arm of the Women’s Health Initiative (WHL), a
large, NiH-funded randormized controlled trial, was stopped early because the treated group
experienced higher rates of breast cancer, cardiovascular disease, and overall harm (WGWHI). In
February 2004, the estrogen-only arm of the WHI was halted early because of an increase in
stroke among the treated group, and because estrogen failed to show any cardiovascular benefit
(Anderson 2004). Neither preparation prevented dementia (Shumaker 2003, Shumaker 2004),
and hormones improved quality of life only in women with hot flashes (Hays 2003).
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No. In fact, estradiol has been tested in trials. A randomized, placebo-controlied
trial tested estradiol in 664 postmenopausal women after a recent stroke or
transient ischemic attack (*mini-stroke”). Estradiol did not protect against stroke,
cardiovascular events or death (Viscoli 2002). In ESPRIT (the oEstrogen in the
Prevention of Reinfarction Trial), 1017 postmenopausal women with a previous
heart attack were given estradiol or placebo for two years. There was no
difference between groups in frequency of heart attack or death (Cherry 2002).

Uniquely Unregulated

Although promoters of bioidentical hormones claim that their products are unique
and have no relationship to synthetic hormones or commercial pharmaceutical
preparations, both claims are misleading. Most bioidentical hormones are
synthesized. And bioidentical hormones are commonly available as commercial
pharmaceuticals in the United States. Estradiol is available in branded
preparations as tablets, patches, vaginal cream, vaginal tablets, and a vaginal
ring; the pills and patches are also available as low-cost generic forms. Estrone
is available in branded tablets. Branded estriol tablets are not commercially
available in tablets or capsules in the U.S., but In the U.K_, estriol is marketed by
Organon under the brand name Ovestin.

No safety or efficacy studies have been published on bi-estrogen or tri-estrogen
preparations. We have plenty of information on the adverse health effects of
health risks of pharmaceutical estrogens, but we also have information on
documented benefits. And the quality of drugs made by pharmaceutical
manufacturers is regulated.

To quote Sarah Sellers, PharmD:

“Hormone creams, gels, troches, capsules, patches, injections, and surgically implanted
hormone pellets are compounded with little or no substantiation that the dosage forms
can be safely administered and the active ingredients are actually bioavailable...Much
concern is currently focused on the importation of drugs from other countries that may not
match our gold standard system of regutation for pharmaceuticals, while we have within
our own borders a flourishing, unregulated drug industry that manufactures, markets and
sells substandard products throughout the United States.” (Sellers 2004).

Conclusion

In summary, human studies have shown that
« Naturally high levels of estrone and estradiol are associated with
increased breast cancer risk.
¢ Estriol pills increase uterine cancer risk.
+ Estradiol does not protect against heart disease or stroke.

All of these effects are consistent with what is known about commercially
marketed pharmaceutical hormones. The quality of commercially available
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pharmaceuticals, in contrast to compounded drugs, is regulated. Claims that the
hormones in compounded hormone prescriptions are safer than commercial
pharmaceuticals can only be made by those unfamiliar with or resistant to
scientific data. Compounding pharmacies should be regulated to ensure the
quality of compounded preparations and to prevent them from making misleading
and dangerous claims. To do otherwise risks the health of consumers.
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Mr. BURTON. Before we go to the next witness, who did you say
sponsors your foundation?

Dr. FUGH-BERMAN. I don’t have a foundation. I'm an associate
professor of physiology at Georgetown University School of Medi-
cine.

Mr. BURTON. Does Georgetown get any grants from NIH?

Dr. FUGH-BERMAN. Does Georgetown get any grants from NIH?
I'm sure there are researchers there who do. I do not.

Mr. BURTON. Do you get any benefit from any of the pharma-
ceutical companies or any of that?

Dr. FuGH-BERMAN. No. And if you're talking about my consumer
advocacy, the consumer advocacy group that I represent, the Na-
tional Women’s Health Network, we also do not get any NIH fund-
ing.

Mr. BURTON. Where do you get your funding?

Dr. FuGH-BERMAN. Twenty-five dollar a year membership and
some foundation support.

Mr. BURTON. What foundations?

Dr. FUGH-BERMAN. Private foundations not associated with any
drug companies.

Mr. BURTON. Where do the foundations get their money?

Dr. FUGH-BERMAN. From their investment portfolios, I assume.

Mr. BURTON. Could you for the record give me a list of the people
that contribute to the foundation? I'd like to see where the money
comes from.

Dr. FUGH-BERMAN. I can give you a list of the foundation funders
of the organization.

Mr. BURTON. That would be helpful. Thank you.

Dr. Brownstein.

Dr. BROWNSTEIN. Chairman Burton, I'm honored to be speaking
to you, and I bring you greetings from the Wolverine State.

Mr. BURTON. Just north.

Dr. BROWNSTEIN. Many of us involved in holistic medicine have
gotten into it because of an ill family member or an illness them-
selves. And I got involved in it just as your interest seems to have
been peaked in it from ill family members because my father was
very ill with heart disease.

I had wanted to be a doctor since I was a little child. And I was
conventionally trained in medical school, began a conventional
practice, was not interested in anything alternative or holistic. I
used to tell my patients, don’t do the alternative therapies, because
I thought they were worthless, even though I didn’t know much
about that. And I would make derisive comments to them. I re-
member telling my mother-in-law, don’t take your vitamins, be-
cause I thought she was wasting her money, which she never fails
to remind me of today.

However, all through medical school and post-medical school and
residence, my father was very ill with heart disease. He had his
first heart attack at 40, his second heart attack a few years later.
He had bypass surgeries in the midst of a number of years. He had
a couple of angioplasties. He had continual angina for 25 years,
cholesterol that was uncontrolled in the 300’s or 400’s on choles-
terol lowering medications. He was seeing the best doctors from the
University of Michigan and wasn’t getting any better.
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And I finished my residency, I'm in a busy conventional practice.
And a patient sees me and gives me a book, Healing with Nutrition
by Dr. Jonathan Wright. I took that book home, wasn’t much inter-
ested in it, but I flipped to the section on cardiovascular disease,
since my father was dying before my eyes. He did not have long
to live at that point. And Dr. Wright talked about how he used nat-
ural hormones to treat heart disease.

When I started pulling the literature on natural hormones and
heart disease, there was a plethora of literature on testosterone
and heart diseases dating back to the early 1900’s, most of it out
of Europe. And I became very interested in that, and I checked my
father and his testosterone level and DHEA level and estrogen lev-
els, and ended up putting my father on three or four natural hor-
mones, natural testosterone, DHEA, natural progesterone and
pregnenolone.

Within a matter of a week of putting him on these four hor-
mones, a 25 year history of angina resolved, never to return. His
cholesterol, which was stuck in the mid 300’s, went below 200, off
cholesterol lowering medication. He lost weight, he had a pale, sick
looking face that now turned pink. His friends and my mothers
friends were asking what’s going on with him, he’s looking so much
better. He was able to walk around without popping nitro pills all
day. Once this conventional physician saw the changes in my fa-
ther with using natural hormones, I decided that’s what I wanted
to do in medicine.

Since that point about 12 years ago, I have been researching and
utilizing natural hormones. And though I agree with Dr. Fugh-Ber-
man that there are a lot of problems with estrogens in the environ-
ment, I think most of us men and women are over-estrogenized.
The problem isn’t so much estrogen deficiency, it’s a hormonal im-
balance, in part exacerbated by estrogen excess. And the use of
conventional hormones exacerbates that and causes problems, like
stroke, heart disease, heart attacks, just as was found in the Wom-
en’s Health Initiative.

What I've found is that an imbalanced hormonal system leads to
chronic illness, such as auto-immune disorders, lupus, MS,
Hashimoto’s, Grave’s Diseases, the list can go on and on. It leads
to cancer, breast cancer, uterine cancer, ovarian cancer, thyroid
cancer, headaches, heart disease, the list goes on and on.

And when somebody can get their hormonal system rebalanced
natural hormones, these conditions get markedly better. I see it
every day in my practice. Those of us that have used natural hor-
mones see the results in our patients and these items need to be
studied and they need to be kept available for patients. As a physi-
cian, I want to be able to prescribe natural hormones when they
are indicated. We need the help of compounding pharmacists to uti-
lize these items.

My experience has been that most people with chronic disorders
have severely deficient levels of hormones when I check them, in-
cluding DHEA and pregnenolone and thyroid and testosterone,
with elevated estrogen levels present.

I'd like to just close by just explaining to you what a normal hor-
mone is. And I've got it in my handout, I wanted to do a Power
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Point presentation, but I was told I wasn’t able to do it, although
I would have my own projector.

Mr. BurTON. If we had the other committee room. But we had
a big hearing there on scandal in Iraq. So we had to pass on that.

Dr. BROWNSTEIN. Well, you don’t even have to look at that hand-
out. Let me just explain to you in my mind what a natural hor-
mone is. The hormones work in our body in a lock and key model.
Just as you go out to your car door to start your car, your key fits
in your car door fine. If I put my key in your car door, it’s not going
to fit quite right.

A natural hormone has the same structure as our own hormones.
So it’s like the key that goes to find its lock. And there are hor-
mone receptors in our bones, our hearts, our brain, our lungs. So
when this key or this hormone goes to find its receptor, it’s like a
perfect fit. It’s like a perfect puzzle fit.

When you use a synthetic hormone that’s been altered, this puz-
zle piece doesn’t fit quite right. It’s been altered. And that’s what
I had for the slides to show you, just the difference between the
two. But this difference in this puzzle piece not fitting quite right
is what leads to the adverse effects of synthetic hormones. And you
just, as a practicing physician, you just don’t see the adverse effects
with the natural hormones that you do with the synthetic hor-
mones. It doesn’t make sense to me to use something that doesn’t
fit quite right in the body, when there is something available that
has a perfect fit.

[The prepared statement of Dr. Brownstein follows:]
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The 21 century presents a challenging time for physicians and patients alike.
One day, headlines in the newspapers proclaim the effectiveness of conventional
hormones in treating Alzheimer’s disease, heart disease, osteoporosis, etc. The next day,
different headlines claim that conventional hormones may not help the above conditions
and may actually worsen them.

What is the doctor and what is the patient to do?

For the doctor, it is essential to search for an underlying cause(s) of illness and to
prescribe treatments that help promote healing and that strengthen the immune system.

For the patient, it is necessary to become knowledgeable about different treatment
options available. Patients need to educate themselves about the prescription drugs they
use and about the natural items they use. The more involved the patient is in their health
care decisions, the better outcome they will receive.

In the 21" century, the scope and complexity of chronic medical conditions
plaguing our society is breathtaking-- fibromyalgia, lupus, multiple sclerosis, Crohn’s
disease, ulcerative colitis, migraine headaches, chronic fatigue syndrome, cancer,
osteoporosis, etc. All too often, the treatments proposed by conventional medicine are so
toxic that the “cure” is worse than the iliness—just ask anyone who has been on long-
term steroids to treat some of the above conditions. In order to treat any illness, it is
necessary to understand the underlying cause of the illness. If you don’t understand the

underlying cause of the illness, then how can you develop an effective treatment plan?
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As a society, we have settled for sub-par health. People who suffer from chronic
fatigue syndrome are often told by their physicians, “There is no treatment, you just have
to live with it.” Those who suffer from headaches, including migraine headaches, are
often given medicines that have side effects worse than the headache itself. If one
medication doesn’t work, there is always another one to take its place. Many times, these
medications only treat the symptoms of disease; they do not address the underlying cause
of the illness.

Often times the underlying cause of many chronic illnesses may be a hormonal
imbalance. It is impossible to achieve your optimal health without first achieving balance
within the hormonal system. All of the systems of the body, including the nervous
system, the cardiovascular system, the immune system and the circulatory system depend
upon a balanced hormonal system.

A hormone is a chemical messenger produced in the body by a gland. Examples
of the different glands of the body include the thyroid gland, adrenals, ovaries, testicles,
etc. Hormones have a specific regulatory effect on the activity of the body. For example,
the thyroid gland produces thyroid hormones which regulate the metabolism of the body.

Natural, biologically identical hormones are substances generally produced from
plant products that mimic the body’s own hormone production, both structurally and
chemically. Examples of natural, biologically identical hormones include desiccated
thyroid, DHEA, natural progesterone, natural estrogens, natural testosterone, melatonin,
hydrocortisone, human growth hormone and pregnenolone. Drug companies alter the
structure of natural hormones in order to creat e a synthetic version of a hormone that is
patentable. Hormones that have been chemically altered are termed synthetic hormones.

1 have found that the clinical use of natural, biologically identical hormones
restores hormonal balance. Natural, biologically identical hormones can be an effective
treatment option not only for promoting optimal health but also for treating many chronic
illnesses including; chronic fatigue syndrome, fibromyalgia, PMS, heart disease,
menopausal symptoms, autoimmune disorders and many other conditions.

Natural, biologically identical hormones are an important part of my medical
practice. These items are made by a compounding pharmacist. It is imperative that the

FDA not limit or restrict compounding pharmacies from providing patients with safe and
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useful products which are used to treat a variety of illnesses. I could not effectively
practice medicine without the use of a compounding pharmacist.

Natural, biologically identical hormones are contrasted with synthetic hormones.
Synthetic hormones are not naturally occurring substances in the body. In fact, synthetic
hormones are not found in any living forms. Synthetic hormones can be thought of as
foreign substances to the body. Because they are foreign substances to the body, is there
any wonder that there are so many serious side effects with the use of synthetic
hormones? Examples of synthetic hormones include Provera, birth control pills, etc.

Hormones work in our bodies via a “lock and key” model. When a hormone is
released from its gland the hormone (the “key™) binds to its receptor (the “lock™). This
binding is analogous to a key being put in the ignition of the car. When the binding
occurs a chemical reaction takes place. Natural, biologically identical hormones have a
perfect fit in these receptors. The “key” fits perfectly in its complimentary “lock”. This
is contrasted with a synthetic hormone in which the un-natural hormone (i.e., the “key™)
does not fit well in the body’s receptor (i.e., the “lock™). This un-natural fit results in the
high rate of adverse effects seen with the use of synthetic hormones. A comparison of
the chemical structure of a natural hormone (natural progesterone) and a synthetic
hormone (Provera) is shown in the slide (Figure 1). If we are going to use a hormone to
treat any condition, then we should use a natural hormone over a synthetic hormone

every time.

Figure 1: A Comparison of a Natural Hormone (Natural Progesterone)
and a Synthetic Hormone (Provera)
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The difference between the natural hormone, progesterone, and the synthetic version,
Provera, is illustrated in this diagram. The arrows in the Provera illustration point out the
additional side chains added to progesterone. These added chains make Provera a foreign

substance in the body, leading to an increased risk of adverse effects.

Natural, biologically identical hormones, when used appropriately, will enhance
one’s health and will treat or even cure diseases, all without any appreciable side effects.
Many physicians erroneously believe there is no difference between a synthetic hormone
and a natural hormone. That is usually because these physicians have little or no
experience in the use of natural, biologically identical hormones and other natural
products. My clinical experience shows that there is no better substitute for the body’s
own production of hormones than using a natural form of that hormone. This experience
has been repeatedly confirmed by my patients’ positive responses to natural, biologically
identical hormones.

Natural, biologically identical hormones can improve well-being, slow aging and
reverse many chronic conditions. After taking natural, biclogically identical hormones,
my older patients constantly proclaim that they feel like they did when they were in their
20’s. Ihave found natural, biologically identical hormones to be a great benefit and often
a cure for many conditions including; chronic fatigue syndrome, PMS, endometriosis,
infertility, headaches and migraine headaches, recurrent infections, fibromyalgia,
uicerative colitis, Crohn’s, and other autoimmune disorders. It is rare for a patient with
any of the above conditions not to show significant improvement in their conditions after
taking natural hormones. I am continually amazed at how many chronic diseases can be
halted and, many times, cured through the use of natural, biologically identical hormones.

Man has searched for a fountain of youth for thousands of years. Although there
is no “cure” for aging, my clinical experience has shown that natural, biologically
identical hormones, when used appropriately, can slow down many of the signs of aging
including deteriorating mental function, loss of muscle tone, and wrinkled skin.
Hormone production peaks when we are young, usually in the age range from 20 to 30,

In older people, supplementation with natural, biologically identical hormones can
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reverse many of the signs of aging. Synthetic hormones do not provide the same anti-
aging benefit as natural hormones.

My patients are familiar with the following question: “If it is found that you are
low in a hormone, and you are given a choice of a natural hormone—one that closely
mimics your own hormone chemically and structurally, versus a synthetic hormone—a
man-made derivative of a hormone that has been structurally altered to become a
patentable product, which one would you pick?” A vast scientific knowledge base is not
needed to realize a natural hormone will perform better than a synthetic hormone every
time. This statement holds true when comparing all natural products to synthetic
products, including vitamins, minerals and herbs. It is a common-sense argument to use
a natural product to treat disease and promote health, and there are many studies that back
up this idea.

Natural, biologically identical hormones work better when used in combinations.
When I see books about individual natural hormones such as DHEA, I find the fault of
these theories is they only address one hormone at a time. My experience shows that this
is not the correct approach. A chronic condition is often a sign of a serious imbalance in
the immune system of the body. This imbalance usually cannot be successfully treated
with a single agent. In order to bring the immune system into a more balanced state,
combinations of therapies are often necessary. I have found using combinations of
natural hormones, when indicated, can often reverse this imbalance and even cure many
chronic diseases. I have not had nearly as much success in my practice using natural
hormones individually to treat disease or to slow down the signs of aging.

The natural hormones described here and in my books are used only in
“physiologic doses.” A physiologic dose of a natural, biologically identical hormone
refers to a small enough dose so as not to cause the body to cease production of the
hormone. When hormones are given in “pharmacologic doses,” (i.e., doses larger than
the normal production in the body), the body senses an overload of that particular
hormone and will cease all production of it. Many problems attributed to hormones- for
example, body builders getting cancer and other side effects from using too much
testosterone- can be attributed to using excessive or large pharmacologic doses. I have

observed no serious side effects from any of the natural, biologically identical hormones
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used in my practice covered in this book when physiologic doses are used.

All of the natural treatments I have described should be managed with a health
care provider—someone knowledgeable in the use of natural, biologically identical
hormones. The hormones included in this paper can significantly help chronic
conditions, improve health, and slow down the signs of aging. However, they can also
harm you if not used appropriately and under the guidance of a knowledgeable health
care provider. Improved results are achieved when other natural agents, such as vitamins,
minerals, and herbs, are used to support these hormones.

I believe the most effective way to use natural, biologically identical hormones is
to use natural hormones compounded from a compounding pharmacist. Many natural
hormones sold over the counter are not of good quality. My professional experience has
shown that natural, biologically identical hormones made from a compounding

pharmacist are a safe and effective treatment for a wide range of medical problems.

Cholesterol
Pregnenolone
DHEA / Progesterone ——»  Cortisol
Androstenedione ——  Testosterone
Estrone (E1) ¢  Estradiol (E2)

Estriol (E3)

Figure: 2: Biosynthetic Pathway for Adrenal and Gonadal
Hormenes

I would like to review some of the natural compounded hormones that I use in my
practice.  All of the adrenal hormones are produced from the fat-like substance

cholesterol, as shown in Figure 2.

Pregnenolone
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Pregnenolone is a steroid hormone produced in the adrenal glands. Pregnenolone
is often referred to as the “mother hormone”, since it is the precursor hormone to all of
the adrenal hormones (refer to Figure 2 above). It is formed from cholesterol and is
necessary to produce other adrenal hormones including progesterone, DHEA,
hydrocortisone, testosterone, and the estrogens. Pregnenolone is also produced in the
brain. In fact, pregnenolone levels in the brain are much higher than they are in the
peripheral tissues. Pregnenolone has been shown to affect many of the neurotransmitters
in the brain. Pregnenolone like the other hormones mentioned here, decline with age.
At age 75, there is a 65% reduction in pregnenolone production in the body as compared
to levels at age 35.% I have found pregnenolone particularly useful in treating memory

problems, fatigue and depression.
Progesterone

Progesterone is one of two main hormones produced by the ovaries. The other
main ovarian hormone is estrogen. Progesterone is primarily produced in the second half
of the woman’s menstrual cycle and is the hormone necessary for the survival of the
fetus. Men produce very tiny amounts of progesterone from the testicles. In men and
women, a small amount of progesterone is also produced in the adrenal glands, where it
acts as a precursor for the adrenal estrogens, testosterone, and cortical steroids. There are
two types of progesterone currently available: natural progesterone and synthetic
progesterone (e.g., Provera). Natural progesterone is made from plant products and has
the same chemical structure as the progesterone that is produced in the human body. A
compounding pharmacist can make natural progesterone. The difference in the chemical
structures of natural progesterone and Provera are illustrated in Figure 1. I have found
natural progesterone safer and much more effective for treating illness and promoting

health than synthetic progesterone,
Natural Estrogens

A difficult decision women have to make is whether to use estrogen for hormone

replacement therapy. This is a very controversial topic. One must weigh the benefits of
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estrogen, which include providing relief from hot flashes as well as slowing down the
rate of osteoporosis, versus the potential side effects such as an increased risk of
endometrial cancer and, most likely, an increased risk of breast cancer. I will explain the
risks and benefits of estrogen replacement therapy and offer you a safer, more natural
approach.

Estrogen is produced primarily in the ovaries. It is produced in a cyclical
fashion in a menstruating woman. In a typical 28-day cycle, estrogen is produced in both
the first half of the cycle known as the follicular phase, and in the second half of the cycle
known as the luteal phase. There are three different types of estrogens manufactured by
the body: estrone, estradiol and estriol. Each of these different types of estrogen has
very different properties in the body. Jonathan Wright M.D., a pioneer in natural
therapies, measured the serum levels and urinary excretion of the three estrogens and
reported that of the three types of estrogen measured, 80% was estriol, 10% was estrone
and 10% was estradiol. If we're going to give estrogen replacement therapy to a woman,
doesn’t it make sense to give it in the same proportions as naturally made in the body?
Unfortunately, traditional medicine’s approach to estrogen replacement is not even close
to these proportions.

Conventional estrogen replacement therapy usually consists of using synthetic
derivatives of estrogen. Premarin, which is the most common synthetic estrogen product
in use today, is a horse-derived estrogen complex, consisting primarily of estrone.
Estrace, another common synthetic estrogen hormone, contains 100% estradiol. Neither
contains the three forms of estrogen--estriol, estrone and estradiol--in the percentages that
are found naturally in the human body. Common sense would argue that to achieve the
greatest benefit from estrogen replacement therapy, we should try to mimic the body’s
own production of estrogen. In other words, we should use the same proportions of
estriol, estrone and estradiol normally produced in the body. A natural estrogen
preparation has been formulated by Dr. Wright and is known as Triest. Triest is made
from plant products and has the same chemical structure of the three types of estrogen
produced in the human body. Triest mimics the body’s own production of estrogens by

containing 80% estriol, 10% estradiol and 10% estrone. I believe that using Triest as
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compared to a synthetic estradiol or estrone compound is a much safer and more effective

method to replace estrogens in a woman.

DHEA

The benefits of taking DHEA include preventing and treating: Alzheimer’s,
asthma and allergies, bacterial and viral infections, cancer, cardiovascular disease,
diabetes, hypertension, high cholesterol, obesity, osteoporosis and immune system
diseases including AIDS. Ihave also found DHEA particularly effective for treating
autoimmune disorders such as fibromyalgia, theumatoid arthritis, lupus, Crohn’s, and

others.

Natural Testosterone

The benefits of replacement doses of testosterone are truly amazing. The benefits
include: improving osteoporosis, improving the symptoms of diabetes, increasing a
general sense of well being and improving libido and sexual functioning. In addition,
testosterone can decrease negative mood parameters including anger, irritability,
nervousness, and tiredness. Testosterone has been shown to prevent and treat coronary
artery disease and improve and treat autoimmune disorders such as lupus and rheumatoid
arthritis. Also, it has been shown that testosterone has the ability to rejuvenate muscle

mass.

Final Thoughts

Natural, biologically identical hormones are an integral part of my treatment
regimen for combating a variety of illnesses from autoimmune ilinesses to cancer.
Natural, biologically identical hormones are a safe and effective treatment option and it is
imperative that physicians, compounding pharmacists and patients alike are allowed to

continue to utilize natural, biologically identical hormones.
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Mr. BURTON. I want to talk to you after the hearing.

Dr. BROWNSTEIN. And I have some books for you that I'd like to
give you.

Mr. BURTON. Well, don’t give me too much to read. I have in my
office 9 million books. And although I read fairly fast, I ain’t going
to get through them all. But I would like to talk to you about that.

Ms. Petersen.

Ms. PETERSEN. Thank you, Chairman Burton. It’'s a pleasure to
be here.

I am one of the compounding pharmacists. I can speak for thou-
sands and thousands of patients and thousands of practitioners
throughout the United States. We have a quiet revolution going on
here in health care. People are no longer accepting substandard
care, and they’re finding alternatives and alternative practitioners
such as Dr. Brownstein and Dr. Hotze. It makes a huge difference
in their lives.

I’'ve been involved in this business since 1993, and professionally
and personally it’s been the most rewarding business of my whole
life. People often ask us, where do these hormones come from,
when we talk about natural or bioidentical hormones. Because they
are identical to human, conceivably you could think, well, maybe
we squeeze these out of humans, and certainly it could be done. In
France for the longest time their source of progesterone was human
placenta, and they extracted it from there.

But it’s made semi-synthetically. Many plants have a compound
in their body made from cholesterol that is very, it’s in their body
and it’s similar to cholesterol in the human body. This is the basis
for all the steroidal hormones, like estrogen, progesterone, testos-
terone, DHEA, cholesterol is. From this plant nucleus that is simi-
lar to cholesterol, they can make in the laboratory any of the hor-
mones that you would wish to have. You can make them chemically
identical to human, you can alter them and get a patent. For exam-
ple, birth controls are 100 percent synthetic, but also made from
this beginning plant material.

So the big difference is what it does in your body, just as Dr.
Brownstein had said. I'd like to say that the FDA has the ability
to authorize drugs in this country. And I believe that they should
have full power to do so when anybody wishes to introduce into the
general population something that is a brand new chemical. Lord
knows we have plenty of those. And I think they don’t regulate
them as well as they should in many cases.

We don’t reward manufacturers very well, there are some ways
around it, for instance the estrogen patches. The companies have
to obtain a patent on the patch, not the hormone. I think if our
medical industry took a positive stance and looked for ways to be
using these hormones in a positive way, and some of them are,
we’d end up much better.

The other really interesting thing about using bioidentical hor-
mones is I think reflected in some papers that were written by a
professor at the University of Washington. He wrote several papers
on N-1 studies. He believes that our current gold standard of dou-
ble blind placebo crossover studies are a farce. You and I are not
biochemically identical, you and I aren’t biochemically identical. If
you participate in a study, no matter how large, whatever you
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glean from there does not apply to me as an individual. It never
can. I am biochemically unique.

So with N-1 studies, a certain protocol is embarked on with a
patient for a particular issue and it’s done for a while, a washout
period maybe, another trial tried, until you find what works best.
And I submit that compounded bioidentical hormones made for the
individual and done in a clinical practice satisfies this N-1 study.
That’s probably the only real scientific, true scientific method for
each individual.

Bioidentical hormones are very easy to track. You can test, as
Dr. Brownstein has mentioned, you can test in saliva, urine, blood.
It doesn’t take a rocket scientist to figure out if something is lower
than normal. I'm not talking about higher than normal, lower than
normal. And you have symptoms of those hormones being lower
than normal. And you take those hormones and you put it back in
that patient, you can recheck clinically, you can recheck blood sa-
liva and urine, it’s all available now. And you can make a big dif-
ference for that particular person’s life. And I have heard it over
and over and over again, thank you for giving me back my life,
thank you for giving me back my brain, thank you for giving me
back my wife. And money can’t buy what that kind of practice is.

[The prepared statement of Ms. Petersen follows:]
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Committee on Government Reform Hearing entitled “Balancing Act: The Health Advantages of
Naturally Occurring Hormones in Hormone Replacement Therapy” July 22, 2004

Testimony by Carol Petersen

Thank you for the opportunity to address you on the subject of bio-identical hormones. Iam the
Managing Pharmacist for Women’s International Pharmacy in Madison, Wisconsin. Women'’s
International Pharmacy is a practice that is devoted to compounding with bio-identical or natural
hormones. Compounding involves weighing hormone powders and incorporating them into
creams, gels, lozenges or capsules. A new chemical substance is not created. We dispense our
compounded products and those manufactured products that qualify as bio-identical. This
business was started in 1985. Our business has grown in response to the success in using bio-
identical hormone therapies.

1 would like to speak from my viewpoint as a pharmacist. I have been working as a pharmacist
since 1972. I have been personally involved with compounded bio-identical hormones since
1993. This work has been the most rewarding of my career.

Bio-identical or biologically-identical or natural hormones refer to the fact that these hormones
are exact duplicates of the hormones produced in the body. They have not been altered to
something similar but not identical and patent protection is not available on bio-identical
compounds,

These hormones are produced synthetically or semi-synthetically. In the case of sex hormones
or adrenal hormones, a compound from plants similar to cholesterol in the human body is used as
a starting material. Alteration of this starting material can yield hormones that are identical to
human or those that are foreign to the human body such as those in birth control pills.

Because our health care system rewards manufacturers for producing non-hormone hormones
much of the data available via medical journals are from studies done using altered hormones
and has nothing to do with the normal functioning of the human body. A lot of money, time and
energy are spent in this country trying to establish that altered hormone-like substances can
function as well as the actual hormone does in the body. It would make a lot more sense to
develop the means to restore the actual hormones and, indeed, some manufacturers have done
this. The estrogen patch is an example. Estradiol, a hormone natural to the human body, is
delivered by a patch that retards the absorption. The patch technology is patented.

Early in my career, I started graduate school in pharmacy with an intent to study pharmaceutics.
This involves studying how a drug distributes itself in the human body. Later, I had an epiphany
of sorts, when buying an updated book on the subject. Even though, you can make predictions
about where a drug is in the body, it has absolutely no meaning in the context of the normal
functioning of a human body.

We gain an understanding of the function of hormones form the vast work in the fields of
physiology, biochemistry, endocrinology and even medicine The amount of information
generated has risen exponentially in the last two decades. Having gained that knowledge, it is
only a small step to consider clinical application.
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It doesn’t take much medical background to understand that, if you replenish the human body
with a hormone that is identical to what the body can produce itself, you can expect that the
activity of the hormone can be predicted to behave exactly in the human body as if it were
produced there. That is exactly what does happen.

Some have argued that there is not enough scientific study done on the clinical use of bio-
identical hormones. The use of bio-identical hormones is THE most scientific therapy, you can
contemplate. It is possible to identify hormone depletion by clinical symptoms and by laboratory
testing in blood, saliva and urine. It is also possible to replenish a particular hormone and find
that the symptoms disappear and the laboratory readings return to normal,

Years ago, a researcher at the University of Washington published some papers on the validity of
N-1 studies. This means that the number of people being studied each time is only one. He
maintained that the current “gold standard” of double blind cross-over studies is flawed. Trying
to gather data on groups of people, who are all bio-chemically different, and extrapolating that
data to predict the success or failure of a certain treatment will not necessarily apply to the
individual. In reality, N-1 studies are what actually happen in clinical practice. The medical
practitioner develops a treatment plan for his or her patient. If the plan does not yield the hoped
for results, a different plan will be developed and started.

The process of compounding is ideally suited for the N-1 study paradigm. It is simple to address
replenishing the body with hormones that have become deficient. The kind of hormones, the
amount of hormone, the best way to deliver the hormones, can all be tailored to the individual.

I would like to give you a specific scenario. It is no secret that hysterectomy surgeries are one of
the most performed surgeries in this country. Women submit to these surgeries in an effort to
find relief from such things as pain from fibroids, endometriosis or from excessive uterine
bleeding. Unless, the surgery is for cancer, all of these are unnecessary. All of these involve
aberrations in the normal levels of hormones. These medical problems have solutions with
identifying the metabolic problems and treating with the appropriate hormones and other support
substances. .

According to the HERS Foundation, about 76% of these women also have their ovaries removed.
This means that the organ that has normally produced estrogens, progesterone, testosterone,
some DHEA is now gone. Current medical dogma insists that these women only “need”
estrogen.

The number of medical problems that ensue are limitless. Because the estrogen is not
“balanced” with progesterone. These women experience anxiety, sleep disorders and weight
gain. Because of this imbalance, high blood pressure develops. The thyroid gland activity is
compromised leading to fatigue and pain. Blood sugar disorders lead to diabetes. Diminished
testosterone leads to lack of interest in sex and a diminished zest for life as well. The function of
proteins in our body is the function of life itself. Testosterone directs the synthesis of all the
protein in our bodies.

In our so called “traditional” medical treatment, this woman has now become a customer for 5 to
10 drugs in an effort to treat her symptoms and the side-effects. Her quality of life is terrible.
Her family and friends are alienated.
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It is enormously satisfying and a thrill to help these women restore their Jost hormones. When a
client calls to say “You have given me back my life” or “You have given me back my mind” or
the client’s husband calls to say “Thank you for giving me my wife back”, because the
information and the help you directed to her has been effective. When your work is as rewarding
as that, there is no question that you will do the best you can to make sure that this option is
available.

In recent years, we have experienced a threat from a government agency — the FDA. The FDA
would compromise the ability of pharmacists to try to meet the challenges of the needs of the
individual. Pharmacists have always done this work, long before the FDA was even conceived.
We maintain that the Food and Drug Act was never meant to interfere with pharmacists and
physicians providing this service.

It is important to note again that compounding does not involve a chemical process that produces
anew substance. There is no change to the integrity of the substance that is used. These
processes include mixing, blending, heating, dissolving, measuring, weighing and encapsulating.
This does not produce new chemicals. The FDA has issued several CPG’s on the issue of
compounding. They are anxious to define compounding by the number of products compounded
or by the sophistication of the equipment used. They speak of some mysterious line that is
crossed when suddenly compounding hormones becomes manufacturing. It is confusing to the
pharmacy industry and to regulators since no one knows when this “number” has become too
large. I would submit that the distinction between compounding and manufacturing is easy and
clear. The FDA has a clear responsibility for ensuring that man-made new chemicals that are
introduced into medical practice should be thoroughly screened for potential human damage.
Remember compounding produces no new chemicals. Additionally, when a practitioner seeks a
compounded product for his or her patient that is specific to that patient and writes a prescription
order this is a practice that no manufacturer can or is willing to do.

Finally, there are words that we use in the pharmacy industry such as “risk benefit ratios” and
“drug misadventures” to address the failure of drug therapies. Using compounded bio-identical
hormones makes the portrayal of these concepts unneeded.
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Mr. BURTON. I have some questions for you when we get to how
you determine what the level should be in each individual.

Ms. Reynolds.

Ms. REYNOLDS. I’'m also very honored to be here, and I want to
thank you for your time, because I know your time is important
now.

Mr. BURTON. That’s fine. No more votes for another hour or so.

Ms. REYNOLDS. After 40 years, 40 plus years of frustration, exas-
peration and desperation, I finally had what I considered at least
now a quality of life, because of prescribed all natural hormone re-
placement therapy. And my saga began at age 13, and I know that
I speak for many women in America and many of my friends who
have suffered the same symptoms and the same things that I have
suffered. As a teenager, it began with excessive pain, excessive
bleeding that would last sometimes a solid week, extreme pain and
nausea and missing school.

This continued throughout my teen years. This continued on up
into my 20’s. And after I married, I don’t know if some of the symp-
toms disappeared, or maybe you just get so busy that maybe you
put some of those symptoms behind you. But these continued, these
same symptoms continued. I went for my year examinations as I
thought I was supposed to. I would explain each time, and I would
go through these symptoms. And either I got a shake of the head
or I got, well, some women are just that way. I thought, well, OK,
so some women are just that way.

OK, so you go to another doctor and you explain your symptoms
and finally in your 30’s, you tell them, you know, I think I'm losing
some of my hair. I only have half my eyebrows. Do you think pos-
sibly maybe I have a problem? And they prescribe things for you
that then cause you to have other things that they then have to
prescribe something else on top of that to counteract what they
have already prescribed for you, which causes you to have other
problems, such as dizziness, nausea and breaking out in rashes.

So then you decide, well, you know, I believe I could live with
what I was presently having rather than go into a whole new
realm of concerns for which I'm sure there would not be an answer.
So I thought, OK, I think I look forward to menopause, because I
bet all this will be behind me.

Well, of course, that’s not the case. Once you hit menopause, you
have those symptoms you’ve carried over from teenage years and
your married life, and you’ve just about killed everyone in your
family. So then you get to move into menopause with a whole new
set of symptoms, of fatigue, of dizziness, of nausea, of high fevers
and you still are not given answers to your problems, except that,
well, you know you are getting older. Well, yes, I know that I'm
getting older. But when I was here when I was 30, it was because
some women are just that way. Now suddenly it’s because I'm just
getting older is why I'm having these symptoms.

So after being prescribed about six synthetic medications, which
each one gave me a new symptom with which I had to deal, and
of course, you don’t know what to do except go back to your doctor,
who then gives you another prescription drug in order to treat the
new problem you’ve just acquired.
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Well, when I went through a series of all of these where I had
other symptoms with which they were now going to give me other
prescription medications to treat those new symptoms, on the last
prescription drug I was given, which was the patch, which caused
a whole realm of new things that we could be all day into the next
vote on this one, so I'll just tell you that I had several symptoms
to deal with at that point. And the last climactic symptom I had
was severe migraine headaches that lasted 3 days. And so when I
called the doctor, and I noticed that one of the side effects listed
other than the fact that I could die of a heart attack was also one
of the side effects, and that I could have dizzy spells. But in case
I had severe migraine headaches, do notify your physician.

I notified my physician. And my physician called me in a pre-
scription for the severe migraine headache, without saying, oh, by
the way, why don’t you come in to see me. When I hung up the
phone and I realized he was just going to call me in a prescription
for something to cover that new symptom, I called him back and
I said, you don’t want to see me, you don’t want to know why I'm
having this headache? I believe there must be a reason. He said,
no, I don’t need to see you, I have called you in a prescription.

I said, and what is this prescription? And when he told me the
name of it, he said, it’s the newest thing on the market for treating
severe migraine headaches. I said, oh, wonderful, could you give me
the name of some patients for whom you've given this to that I
might talk to them about what now this might do to me? And he
said, no, because it’s so new I haven’t prescribed anyone this medi-
cation yet. I said, thank you so much. Since you don’t need to see
me, I don’t need to see you again either.

At that point, I found a magazine article that talked about Dr.
Hotze’s wellness center that treated with all natural medications.
I ended up there, and I ended up getting on all natural hormone
therapies, which I have yet to have a symptom that I have to take
something else for.

And I am well. I have energy, which we have more than just
night sweats when we go into menopause, ladies and gentlemen.
We have all kinds of things happen to us. And all of those things
are gone. I have energy. I feel good. I lost the 20 pounds that I
gained during all this 40 plus years of battling with this. And I am
at least alive. My family can tolerate me. I don’t feel the need to
s’;‘rlafr‘lgle people at any moment, in some cases. And I have a quality
of life.

And I hope that this option is never taken from me.

[The prepared statement of Ms. Reynolds follows:]
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Vicki Reynolds
A mother, teacher, wife, bookkeeper, friend and lover of one tolerant husband
12202 Ella Lee Lane
Houston, Texas 77077-5922

From the time I was a very young girl, I was extremely eager to become a grown-up
person. At age thirteen, it happened- fever, bloating, intense pain and many other
uncomfortable experiences suddenly consumed my small world. These, however, were
not symptoms of childhood diseases which would have eventually disappeared. This was
for me my grown-up world-this was my initiation into ‘womanhood’. These persistent
symptoms continued throughout my teen years and beyond. During those younger years,
my mother continuously sought the advice of our small town physician. At one point on
one of my many visits to the doctor, he finally suggested that birth-control pills might be
my only solution. This was NOT an acceptable answer for my mother and certainly not
for me. At age thirteen in 1958 my friends and I were still playing with our dolls. Birth-
control was not one of the topics of our conversation.

After my marriage, my symptoms slightly diminished. I was then able to at least tolerate
the ‘monthly event’ with ice packs, a bottle of aspirin, and a very tolerant husband. The
years following the birth of my daughter in 1970 brought with it the return of the original
discomforts I had experienced. Whenever I scheduled my yearly check-ups, I would
always discuss with the gynecologist the symptoms I was again experiencing. This time I
was told that “some young mothers are just that way”. It was even suggested that T might
possibly be experiencing post-partum depression. Huh? I was an elementary school
teacher with no time for that! Many years later, a notation was made in my medical
record concerning signs of a slight low thyroid, but I was told not to worry about that
because “this is to be expected at your age” Oh, really. Thanks (I was only 30 at the time)

My family and I moved to Houston in 1985 and began the creation of an air-conditioning
business which became a totally consuming entity for all of our lives. As I quickly
approached the ripe old age of 50, I was actually looking forward to what I presumed
would be the end of all these many years of unanswered questions and frustrating
symptoms. That was not to be! Now I was beginning to experience a whole new realm of
problems: hair loss, dizziness, severe night sweats, daytime hot flashes, weight gain,
bloating, water retention- O.K., that is enough. I went to several different doctors with
these new symptoms only to be told over and over again “this is to be expected at your
age” (Where had I heard that before?) The difference this time was my symptoms were
given a name-Menopause. With this profound diagnosis came many different
prescriptions of various dosages, quantities, shapes, sizes and multi-colors with names
such as premarin, provera, cycrin, and climara. Speaking of symptoms! I now had a
whole new set as a result of these medications -the most dynamic and climactic being the
onset of severe, migraine headaches. When I contacted the physician, he simply
prescribed another medication to treat my new symptom without examining me. This
ended my connection with prescription drugs whose side effects could have filled
volumes.
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Fortunately for me I ran across an article in a local magazine concerning a natural
approach to healthy bodies and healthy minds. The emphasis was on all natural
alternatives to health and preventive measures for maintaining a healthy, active body.

My experience with the Hotze Health and Wellness Center was and continues to be one
of the most enjoyable, educational, mind and body- healing events of my lifetime. I spent
four and one half hours talking about myself and my body, explaining in detail all of my
symptoms and the many synthetic methods that had failed with me. No doctor had ever
listened to me for more than 15 minutes: therefore, I really had to think about my
problems for the very first time. I began to realize that there was a real emphasis on
allowing my body to heal in a very natural and nutritious way with the aid of valuable
information given to me about foods and their impact on my body. As I began to talk and
ask questions, I soon realized that my health was going to depend on me taking control
and accepting some of the responsibility for the health and well-being of the only body I
will ever have.

All of the symptoms which I spent a lifetime experiencing and had accepted as just a part
of my life, are now just a memory for me. The prescriptions I am presently taking for
hormonal balance and for low thyroid are plant derivatives: therefore, no side effects. I no
longer have to wonder about which symptom will consume me for the day for I am
virtually pain free. There was actually a reason for each of my symptoms and through
nutritional training and natural supplements they have all disappeared including the
excess weight! My prayer is that every man and woman will have the opportunity to
experience such freedom as I have just witnessed in my own life.

Thank you for your interest and for allowing me to share in your valuable time.
Respectfully yours,

Vicki Reynolds



65

Mr. BURTON. Thank you for that story. It’s very, very interesting.
Do men get night sweats, too? [Laughter.]

Ms. REYNOLDS. They’re contagious. [Laughter.]

Mr. BURTON. Dr. Hotze.

Dr. HoTZE. There is a solution for women in mid-life who experi-
ence a host of health problems related to hormonal decline and hor-
monal imbalances. The solution is natural, biologically identical
hormones. They are safe, they are natural and they are effective.

As Vicki so articulately presented her history of problems that
she had, in our Health and Wellness Center in Houston, I have
seen thousands of women, we see 1,500 new guests every year, we
call our patients guests, they’re not patients, they’re guests. We
elevate treatment, we think doctors ought to treat their customers
as nicely as other businesses do. So we take care of our guests
when they come in.

And 35 percent fly in from across the country. They have sought
help in their local areas, New York, Los Angeles, and they can’t
find physicians that will help them overcome their problems. And
their problems can be as simple as breast tenderness, mood swings,
fluid retention, weight gain and headaches that may happen
premenstrually, irregular menstrual periods, breakthrough bleed-
ing, depressed moods, premenstrual and irritable moods.

Eventually, as Vicki mentions, as they move through their men-
strual life, their hormones begin to decline, particularly progester-
one. And what do they get? They get loss of energy, they get weight
gain, they begin to lose their hair. Their eyebrows start to fall out,
their hands are cold, they shiver, they can’t think clearly, they're
irritable, they're depressed, they’re anxious, they get panic attacks,
they go to bed, they can’t sleep. They channel surf all night long.
We channel surf during the day, they gripe at us. But at night,
they channel surf all night long because they can’t get to sleep.
They wake up tired, they go to bed tired and they wake up tired.
And they often have to slug it out all week at work so they can
get home on Saturday so they can go to bed for 2 days so they can
make it through the next week.

They visit their physician and their physician runs a blood test
and says, everything is normal. And they go, I'm not normal. Well,
you're not normal, but I think there might be a problem. You need
a little antidepressant. And they’ll put them on Prozac and Effexor
and Zoloft and a whole host of them and completely ruin their
lives. If they didn’t have libido before they start, though, they won’t
have any libido after that. If they used to say, well, I don’t think
about sex, now they say, I don’t even care that I don’t think about
it any more when they get on these drugs.

Then they get headaches, so they put them on the headache
medication and they put them on sleep medication and anti-inflam-
matory medication and before you know it, these women, their per-
sonalities have been completely changed, and then they may try
the birth control pills or the counterfeit hormones, which cause a
host of problems, as Dr. Alving so clearly told us. The Women’s
Health Initiative clearly told us what has been in the literature for
over 14 years. Since 1989 there have been five major studies that
showed that the counterfeit hormones are dangerous, they cause
tremendous side effects.
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And any physician that listens to a woman, the woman will tell
you, Doctor, these make me feel bad. And I say, if they make you
feel bad, don’t take them. That’s the best sign in the world is how
you're feeling. If your energy level is gone, you gain weight, you
don’t think clearly, get off the stuff. My dad used to tell me, and
he wasn’t a doctor, beware of doctors, they will poison you to death
with their drugs. And do you know that the leading cause of death
in America is not cancer, it’s not heart diseases, if you look at the
facts, it’s iatoragenic illness, drug-induced illness from the drugs
that doctors give patients. It’s the leading cause of death. You’ll
find it’s the third leading cause, but if you do the statistics, it’s the
leading cause of death.

The drugs that the FDA approves kill Americans every day,
100,000 in the hospital every year. And these are drugs that are
given and prescribed by doctors and given in appropriate doses in
the hospital and it kills them. My suggestion is, well, why do peo-
ple get sick to begin with? Well, they get sick because their hor-
mones decline. Just like a diabetic young person may get diabetes
when their insulin declines. We would never withhold insulin, we
replenish insulin.

When your hormones, Congressman and Congresswoman and
staff members, begin to decline, you're going to begin to feel the
symptoms of the aging process. Yes, it’s natural. Yes, it’s common.
But it’s not healthy. That’s when you’re going to get heart disease,
that’s when you’re going to get diabetes, that’s when you’re going
to get cancer, you're going to get arthritis.

What can you do to prevent that? You’re not going to prevent
death, but you can sure improve the quality of life by simply re-
plenishing, in your body, replenishing in your body the same hor-
mones that your body used to make in adequate amounts when you
were younger. Keep them at a normal level.

And for gosh sakes, do not take the drugs that the drug compa-
nies are putting out. Because they will kill you, and the women’s
health study has said that, I've been saying that for 10 years. And
I was out on the extreme when I said that 10 or 15 years ago on
my radio programs and all over town. Well, Dr. Hotze’s a little out
on a limb, he’s saying these drugs are bad for you.

Well, guess what? Now that it turns out I was right, did they say
Dr. Hotze was right? No, they went, well, we don’t want to bioiden-
tical, let’s just put them on some other drugs. So we're going to go
on Premarin light. You've heard of Miller and Miller Lite. Dr.
Alving told us that now they have offered Prempro light. We’ll kill
you slower, not as fast as we would have. You’ll get cancer, it will
take you twice as long to get cancer. Then if that doesn’t work,
we’ll just put you on drugs and drug you up.

So ladies, if you start acting a little bit weird, and you don’t feel
good and your doctor, most likely it’s going to be a man, and the
way men look at women, he’s going to look at you and say, I just
think you’re a hypochondriac. But he’s not going to say that. He’ll
go, I think you might have a little problem with depression. Ninety
percent of the women between 35 and 55, 90 percent of the
antidepressants that are prescribed are prescribed to women. Why
do doctors give women all the antidepressants? Why don’t the men
get the antidepressants?
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As to studies, there is a plethora of studies, and I would be glad
to forward these to the doctor at the end of the table, who is an
academician at a medical school and frankly, with all due respect,
should be ashamed that she hasn’t read this plethora of literature.
I'll be glad, I'm the president of the American Academy for Bio-
logically Identical Hormone Therapy. Dr. Fugh-Berman, I will be
glad to forward you catalogs of all this information that you can
read and make up your own decision. I'll be glad to send you that.
And I will send you that as soon as we get back to Houston. Then
you can comment on it after that.

In 1981, the Johns Hopkins Public School of Health did a study
published in the American Journal of Epidemiology, a 20 year
study. It showed that there was one chemical in a woman, when
she lost the chemical, she had a 555 percent increase of breast can-
cer and a 1,000 percent increase of death of all kinds from cancer.
And wouldn’t it be nice if you knew what that particular molecule
was? The Johns Hopkins School of Public Health determined when
it was missing, that women had a 555 percent increase of breast
cancer. Dr. Berman, do you know what that was, have you read the
article?

Dr. FUGH-BERMAN. Perhaps if you had included a reference in
your testimony, that would have been helpful.

Dr. Hotzke. I did.

Dr. FUGH-BERMAN. It’s also a epidemiological study, not a ran-
domized control trial, and I am extremely familiar with hormones.

Mr. BURTON. I don’t want to lose control of the hearing. [Laugh-
ter.]

Dr. HOTZE. Anyway, the hormone was progesterone. So the dra-
matic increase in risk factor for women getting cancer is the de-
cline in their progesterone levels and progesterone is a naturally
occurring hormone that women have and every cell in their body
requires it.

Finally, there is a solution for women’s health problems in mid-
life and thereafter. When should a woman start taking bioidentical
hormone replacement therapy? As soon as she starts having symp-
toms, which can happen, in the case of somebody like Vicki, at 13.
She may need just a little bit of progesterone.

But this is the solution, and this is safe and it’s effective. We
have treated thousands of women. I have done numerous clinical
studies and presented them at medical conferences. We are now
training doctors, OB-GYNs in Houston, TX. We are leading a
wellness revolution that will change the way mainstream medicine,
and the way men and women in America area treated in mid-life
through the use of biologically identical hormones.

And we thank you, Congressman Burton and you, Congress-
woman Watson, for your interest in alternative, safe, effective al-
ternatives for health problems. And this would save the country
billions of dollars. The last thing that people need when they're
older is all these drugs they drug them up with. Why do you think
sitting in a nursing home they drool and they can’t talk to you and
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you go, Mama’s losing her mind? They've got her drugged up on
anti-anxiety, anti-depressants and sleep medications. Get her off
the drugs, get her out of there, she’s liable to be normal again. I've
seen this happen.

[The prepared statement of Dr. Hotze follows:]
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Steven F. Hotze, M..D.
Hotze Health and Wellness Center
20214 Braidwood
Katy, Texas 77450
drhotze@hotzehwc.com
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The U.S. Congress must take action to protect and improve the health of
women in America. Congress must stop the FDA from illegitimately
attempting to restrict compounding pharmacies from providing women in
America with the benefits of natural, biologically identical hormone therapy.
Congress should also consider underwriting a study of biologically identical
hormones like the one that it funded in the Women’s Health Initiative study
which clearly demonstrated the adverse effects of drug company counterfeit
(non bio-identical) hormones.

The Health Problems of Women in Midlife

‘Women in midlife experience a host of health problems related to an
imbalance and decline of their sex hormone levels. These problems may
include one, some or all of the following symptoms: premenstrual breast
tendermness, mood swings, fluid retention, weight gain, and headaches,
including migraines. They may also experience irregular menstrual cycles,
heavy periods, breakthrough bleeding, fibroid tumors, fibrocystic breast
disease, osteoporosis, fatigue, weight gain, hair loss, cold extremities,
decreased mental sharpness, depressed and irritable moods, joint and muscle
aches and pains, insomnia and loss of libido. At menopause, the symptoms
of hot flashes, night sweats and vaginal dryness may also occur. These
problems have been addressed by conventional medicine using synthetic,
counterfeit (non bio-identical) hormones produced by drug companies for
hormone replacement therapy (HRT). Additionally, other types of drugs
have been prescribed to ameliorate these symptoms, such as, anti-
depressants, anti-anxiety and anti-inflammatory drugs, sleep preparations,
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diuretics, anti-migraine and headache medications, etc. Often times the
menstrual irregularities that women experience lead the physician to
recommend a hysterectomy. This surgery of course eliminates the problem
of dysfunctional menstrual bleeding but does not address the underlying
cause of the menstrual abnormality, that being hormonal imbalance.

Both the Women's Health Initiative (WHI) published in the Journal of
the American Medical Society (JAMA) in July, 2002 and the recent
United Kingdom study on Breast Cancer and Hormene Therapy,
published in the Lancet, a premier British medical journal, on August 9,
2003, underscore the harmful effects of conventional, counterfeit (non bio-
identical) hormone replacement therapy. In the British study, the treatment
using the non bio-identical equine (horse) estrogens (e.g., Premarin,
Cenestin and Ogen) with progestin agents proved to be the most dangerous
combination. The progestins studied were medroxyprogesterone (Provera),
norethisterone, norgestrel and levonorgestrel, all non bio-identicals of
human progesterone. The non bio-identical hormone combination that is
most commonly used in America is Prempro, which was the primary
medication that was studied in the WHI. These drugs caused a significant
increase in the incidence of breast cancer, stroke, pulmonary embolism
(blood clots to the lungs) and cardiovascular disease.

Biologically identical human estrogens and progesterone were not used
in either study.

There have been at least five medical studies, published in major medical
journals, since 1989 that had reported the same findings that were found in
the WHI and in the United Kingdom study on Breast Cancer and Hormone
Therapy.

It was not until the results of the WHI were published on the front pages of
the newspapers and magazines across the country that mainstream medicine
realized that there was a problem. The pharmaceutical industry and
conventional medicine have been promoting these counterfeit (non bio-
identical) hormones for decades as essential ingredients to good health for
women in midlife and menopause. But all one had to do was to listen to the
complaints of the women taking these counterfeit (non bio-identical)
hormones to know that these drugs were unhealthy for them.
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Women taking these counterfeit (non bio-identical) hormones commonly
complain of low energy, weight gain, depressed moods, an inability to think
clearly, joint and muscle pain, poor sleep and loss of libido, just to list a few
of the symptoms. Doctors have been prescribing drugs, most commonly
antidepressants, to mask these symptoms which are caused by conventional
HRT.

Due to the widespread dissemination of this information, and often
misinformation, on HRT in the press and because of their concern about
medical liability, many physicians have begun to recommend that women
discontinue HRT or have begun to wam women of the potential risks that
their use may cause. This has left a void in the treatment of the numerous
health problems that women experience due to the hormonal imbalances and
declines that occur in mid life.

What is the drug industry's answer to these studies? Wyeth is now promoting
anew low dose Prempro. The drug companies are attempting to fill this void
by advertising the use of drugs as an alternative to HRT. Is it really
surprising that millions of women have lost faith in mainstream medicine
with its multi-drug solution to their problems?

The Prevention of Breast Cancer

The Johns Hopkins University School of Public Health published an article
in the 1981 American Journal of Epidemiology demonstrating a 5 fold
increase in breast cancer and a 10 fold increase in death from all other types
of cancers in women with progesterone deficiency.

What is the unifying principle? Women with low levels of progesterone have
a significant increase in breast cancer. Women who take non bio-identical
progestins, which turns off the ovaries' production of naturally occurring
progesterone, also have a significant increase in breast cancer. The unifying
principle is that low levels of human progesterone increase the risk of breast
cancer.

It has been clearly demonstrated that the incidence of breast cancer
dramatically increases when woman have low levels of progesterone or
when they take non bio-identical hormones. It has also been scientifically
demonstrated that hypothyroidism, a low thyroid condition, is also
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associated with a significant increase in all types of cancer. This is due to the
state of low oxidative metabolism, an environment in which cancer thrives,
which is caused by hypothyroidism. Counterfeit (non bio-identical) hormone
replacement therapy leads to hypothyroidism.

There has been a tremendous push for the "Cure for Breast Cancer” and
cancer in general. This slogan accepts the premise that the occurrence of
cancer is a foregone conclusion. No woman wants to develop breast cancer,
hoping for a cure. Women want and deserve safe, effective measures for the
prevention of breast cancer and the other maladies that occur during mid life.

There is a huge, multi-billion dollar cancer industry in America. There is
also a multi-billion dollar pharmaceutical and insurance industry in America,
as well as a multi-billion dollar medical industry in America. None of these
is promoting the prevention of cancer to any significant degree. Exercise,
healthy eating and elimination of smoking are encouraged, but there is no
money to be made by these industries in the prevention of disease. Healthy
people do not need drugs for the relief of symptoms in midlife or for the
treatment of cancer. Healthy individuals have minimal requirements for
medical services.

The primary goal of medicine should be to prevent disease by enabling
people to obtain and maintain health and wellness rather than the treatment
of disease. The old adage remains true, "An ounce of prevention is worth a
pound of cure." The lion’s share of our efforts should be directed toward the
prevention of cancer. American woman have an extraordinarily high
incidence of breast cancer when compared with women in other areas of the
world. This is due in large part to the hormonal imbalances and declines that
occur in mid life, as well as to the widespread use of the counterfeit (non
bio-identical) hormone agents that have been promoted over the past 40
years. They cause progesterone deficiency in women. Birth control pills
contain many of the same progestins, non bio-identical progesterone, which
were found to be dangerous to women's health in the WHL. It is the
progesterone deficiency caused by non bio-identical hormone agents that has
increased the risk factor for breast cancer and other cancers among
American women.

Faced with significant health problems in midlife and with an increased risk
of breast cancer and cancers of all kind women feel hopeless and helpless.
Women are looking for a solution that is safe, effective and natural.
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The Solution

The solution is Biologically Identical Hormone Therapy (BIHT). First,
the use of any counterfeit (non bio-identical) estrogens and counterfeit (non
bio-identical) progestins should be immediately discontinued. Secondly,
biologically identical progesterone as well as biologically identical estrogens
should be given to women when indicated. These biologically identical
hormones are indicated when the symptoms of hormonal decline first occur,
most commonly around 35 years of age. Premenstrual symptoms such as
breast tenderness, headaches, mood swings and depression, fluid retention,
weight gain, as well as irregular and heavy periods, are common signs of
progesterone deficiency. These should be treated with biologically identical
progesterone premenstrually. A significant amount of data already exists in
current medical literature, as well as the clinical experience of the physicians
at the Hotze Health & Wellness Center in treating thousands of women, to
promote further study of the use of Biologically Identical Hormone
Therapy (BIHT) for treating women’s health problems in mid life.

Biologically identical hormones are hormones that have the same molecular
structure as the hormones produced by the human body. They are derived
from plant sources and are chemically formulated in the lab to be identical in
structure to the hormones that humans produce. Drug companies make
chemical changes to these biologically identical hormones in order to create
a hormone like drug that is patentable. Natural occurring substances, such as
human hormones, cannot be patented. This is the reason that the
pharmaceutical companies have no interest in investing in the research and
development necessary to make these biologically identical hormones
commercially available.

Biologically identical hormones are only available through compounding
pharmacies which purchase these hormones in bulk from FDA approved
pharmaceutical companies. The compounding pharmacies then fill
prescriptions, tailored for the individual patient, based upon a physician’s
prescription.

The review of the literature on human progesterone, published by Bruno de
Lignieres, M.D., in Clinical Therapeutics in 1999, indicated that
biologically identical (human) progesterone has a host of benefits without
any significant side effects. The Postmenopausal Estrogen/Progestin
Interventions (PEPI) Study, in 1995, recommended biologically identical
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progesterone, over the non bio-identical progestins, as the first line of
therapy when treating menopausal women with intact uteruses. Of course
this recommendation was not followed because the pharmaceutical
companies could not patent biologically identical progesterone. Without the
ability to patent progesterone and develop a proprietary label, the
pharmaceutical companies could not profit from its production. Only by
changing the molecular structure of progesterone, in order to create non bio-
identical progestins, could the drug companies obtain a patent.

The FDA’s Illegitimate Actions

The FDA has recently decided to declare all compounding as manufacturing
in order to justify their illegitimate claim of jurisdiction over compounding
pharmacy. This action flies in the face of the fact that when pharmacies were
exempted from FDA jurisdiction in the 1938 Food, Drug, and Cosmetic Act
essentially all pharmacies practiced compounding. Since 1938, the FDA has
left regulation of drug compounding to the States. Now the FDA is
attempting to intimidate pharmacies and state boards of pharmacy by issuing
compliance policy guidelines on compounding which have no force of law.
This is a clear case of federal usurpation of states’ rights as relates to
pharmacy.

The means of distribution of the medications is the point that differentiates
compounded pharmacies from drug manufactures. Neither the volume of
medications produced nor the type of equipment used is a basis for
differentiation between compounding pharmacies and pharmaceutical
manufacturers.

Compounded Pharmacy Distribution

Compounded medications are prepared in the pharmacy from bulk active
ingredients and distributed based upon an individualized prescription for a
patient written by a physician or veterinarian or for the discretionary use by
these practitioners in a medical facility. This is known as the pharmacist —
physician -patient triad and is what differentiates compounding pharmacy
from pharmaceutical manufacturing. The dosage or route of administration
of the medication usually varies from that of commercially available
products. Compounded preparations may require the customized combining
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of different medications as determined by the physician or veterinarian,
working directly with a pharmacist.

Pharmacies are governed and licensed by their respective State Boards of
Pharmacy and were exempted from the jurisdiction of the Food and Drug
Administration (FDA) by the 1938 Food, Drug and Cosmetic Act.

Pharmaceutical Company Distribution

Drugs manufactured by pharmaceutical companies are mass produced and
distributed to wholesale distributors for resale. These drugs have limited
dosage strengths and means of administration. They are not individualized
for a specific patient. There is no direct personal interaction between the
pharmaceutical manufacturer and the practitioner, pharmacist or patient.

Pharmaceutical manufacturers are governed and licensed by the FDA.

Pharmaceutical manufacturers are required to pay drug user fees for all new
drugs approved by the FDA. This amounts to approximately 15% of the
FDA’s annual budget. In 2005, drug user fees from pharmaceutical
companies are projected to be approximately $ 270,000,000. The
pharmaceutical companies are known to have filed complaints with FDA
against compounding pharmacies.

There is a legitimate concern that the FDA is being used by pharmaceutical
companies to deter the growth of compounding pharmacy.

In November of 2003, the U.S. Congress refused to approve the
establishment of an FDA commission that would have investigated and
proposed regulations for the practice of compounding pharmacy. Working
through its agents in the US Congress, the FDA supported a Senate
amendment, Section 626, to the 2003 Medicare Prescription Act. This
amendment would have set up a commission, under the auspices of the
FDA, to investigate and propose regulations for compounding pharmacies.
This amendment was not included in the House version of this bill. In the
Joint Conference Committee, which met to reconcile the 2003 Medicare
Prescription Act, the House members of that committee refused to allow
Section 626 to become part of the act.
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Actions

1. Congress must stop the FDA from illegitimately attempting to restrict
compounding pharmacies from providing women in America with the
benefits of natural, biologically identical hormone therapy.

. It is imperative that a study be conducted to determine the safety and
efficacy of Biologically Identical Hormone Therapy (BIHT). The
Federal Government should underwrite this study. The results could
spawn a Wellness Revolution in America that would free millions of

women from the health problems that develop in mid life, as well as
decrease women'’s risk for the development of breast cancer. In turn
this could save billions of dollars in health care expenses.
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Mr. BURTON. Thank you, Doctor.

Dr. HotZE. Thank you, sir.

Mr. BURTON. The one thing I wish you could help me with is, I'm
a little bit older now and I've never understood women. And if you
could find some way to give me some kind of a hormone replace-
ment that would make me understand women. [Laughter.]

Dr. Brownstein, Dr. Fugh-Berman, I will have some questions for
you in a minute. But I have to tell you, after listening to your testi-
mony, it sounds remarkably similar to testimony we’ve had from
people who represent the pharmaceutical companies who have been
before me over 4 years. And that’s why, and I don’t mean to impute
your integrity at all, but that’s why I asked you where your fund-
ing was coming from and what the foundation funding sources
were.

Dr. FUGH-BERMAN. Could I respond?

Mr. BURTON. Sure.

Dr. FUGH-BERMAN. I'm really flattered to be accused of that, or
even——

Mr. BURTON. You're not accused.

Dr. FUGH-BERMAN. No, no, but I am really flattered, because ac-
tually I do a lot of work against pharmaceutical companies. And
the National Women’s Health Network does as well. Pharma-
ceutical companies shudder when we come into FDA advisory com-
mittee rooms. So yes, it’s a novel position to be in.

But I just also wanted to say that actually, I have practiced al-
ternative medicine for many years. I was medical director of two
clinics in Washington, and I currently teach in the only masters de-
gree granting program in alternative medicine in the United States
at Georgetown, which we just started last year. So I'm normally
seen as a sort of nuts and granola, herbs and dietary supplement
person. So this is a very interesting position for me to be in.

Mr. BURTON. OK. Dr. Brownstein and Dr. Hotze, what I'd like to
know is, where is your practice, Dr. Brownstein?

Dr. BROWNSTEIN. Outside of Detroit.

Mr. BURTON. You're outside of Detroit. Do you have people come
in, like Dr. Hotze, that stay for a while and you do a battery of
tests on them and then you decide what hormone replacement ther-
apy, natural hormone replacement therapy they should take?

Dr. BROWNSTEIN. We have people come in from all over the coun-
try and out of the country. We check levels before we institute any
hormonal therapy, pre and post. And we follow our patients closely.

Mr. BURTON. I was looking at your chart here. In the chart there
was a picture who looked like she was severely overweight. And
then it shows another picture right after that. Is that the same
lady?

Dr. BROWNSTEIN. That’s the same lady with 6 months of treat-
ment with natural hormones.

Mr. BURTON. Six months? How much weight did she lose?

Dr. BROWNSTEIN. About 75 pounds.

Mr. BURTON. Was this without weight control?

Dr. BROWNSTEIN. She was a lady around 40 years old, had a
baby and fell apart during the pregnancy. And she had normal
blood tests for thyroid levels. When I put her on a small amount
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of thyroid hormone plus a few natural hormones that were imbal-
anced, her health recovered.

Mr. BURTON. And she lost weight?

Dr. BROWNSTEIN. She lost that weight.

Mr. BURTON. Without any dietary weight loss substances?

Dr. BROWNSTEIN. Took no dietary substances.

Dr. FuGH-BERMAN. Thyroid will make anyone lose weight.

Mr. BURTON. Yes. Thank you, Dr. Berman.

[Simultaneous conversations.]

Dr. HoTZE. That’s not correct.

[Simultaneous conversations.]

Dr. BROWNSTEIN. That’s not correct.

Mr. BURTON. In any event——

Dr. HoTzE. That’s the difference between a clinician and an acad-
emician.

Mr. BURTON. Well, I don’t want to get into a fight here. I'm glad
you're sitting at opposite ends of the table. [Laughter.]

But what I'd like to

Dr. HoTzeE. Well, we'll juice it up a little bit, because we heard
your hearings get pretty good.

Mr. BURTON. Well, I've never been known to back way from a
fight. [Laughter.]

But in any event, what I'd like to know is, you've spoken in gen-
eralities. She mentioned studies, clinical studies, that sort of thing.
Do you have any clinical studies or anything that we could—and
I don’t want you to give me this much

Dr. HOTZE. Yes, sir, I do, and we will send you those. I have clin-
ical studies from my office, and I will send you the clinical studies
also that I promised you.

Mr. BURTON. Has the FDA or HHS ever taken issue with you,
come into your office and——

Dr. HoTZE. No. And they can’t, because FDA has no authority
over the practice of medicine. That’s all governed by the State
Board of Medical Examiners.

Mr. BURTON. How about HHS or any of the health agencies?

Dr. HoTZE. They have no authority over

Mr. BURTON. Have any of the State health agencies given you a
hard time?

Dr. HOTZE. No.

Mr. BURTON. The reason I ask is because, some people who prac-
tice alternative modalities of medicine have had problems with var-
ious Government agencies. And they literally put some of them out
of business.

Dr. HOTZE. True, they do. Unfortunately, they pick on the little
ones that aren’t strong. They will pick on people that will back
down. But they don’t pick on us.

Mr. BURTON. Got that. Ms. Petersen, how do you determine
through your pharmacy, how do you determine what substances
people need to take, hormone replacement, that will help make
them better?

Ms. PETERSEN. Actually, we don’t. The practitioners do.

Mr. BURTON. So you work with people like Dr. Brownstein and
Dr. Hotze?
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Ms. PETERSEN. That’s quite right. And as both doctors referred
to, there’s really a plethora of information out there. There’s very
much a lot of basic research in the fields of endocrinology, physiol-
ogy and even medicine that identify what symptoms are related to
what hormone. We know that from those basic studies. And then
we also have quite a bit of literature on when you use a particular
hormone, how much it takes to get to normal blood levels. So there
are ranges of these hormones that are used.

And within that paradigm, knowing what clinical response you
expect to get, and what the usual dose ranges are and what blood
levels or saliva levels or urine levels you can anticipate improving,
with all those tools, the clinician is very straightforward, very sci-
entific to determine what people need.

Mr. BURTON. So what you do, Dr. Brownstein, Dr. Hotze, is that
you take blood tests, saliva tests, urine tests, and you analyze
those and you decide from those tests whether or not there’s a defi-
ciency of certain hormones?

Dr. HoTZE. First, everyone in this room, as you age, your hor-
mones are going to decline. There are scientific studies on that.
And women know that.

So the first thing we do, I do, I'm a clinician, the first thing we
do is take a copious 26 page history. The history tells you every-
thing. If you understand how the hormones work, when a woman
walks into your office, she’s 38, she had a baby, and now she’s ex-
periencing breakthrough bleeding and she’s experiencing mood
swings, breast tenderness, you know she needs progesterone.

Mr. BURTON. Yes.

Dr. HOoTZE. So we don’t draw a blood level on progesterone, we
will draw a blood level on thyroid and some of the other hormones.
But if a woman is menopausal, she’s not making any hormones,
you don’t have to check her blood for that, she’s already told you.
So you replenish it in the average normal range that is accepted
and that relives the symptoms.

Mr. BURTON. How do you determine that?

Dr. HoTZE. Well, you do a physical exam.

Mr. BURTON. Do you do diagnostic tests?

Dr. HoTZE. Yes, we do tests. But if any woman in menopause
walks in, I can look at her and know what her size and weight is,
and she tells me her symptoms, I'm going to know the dosage that
she needs to take. And that’s the starting dose. And then we work,
we see her back in followup and make adjustments.

Mr. BURTON. How about you, Dr. Brownstein? Do you do it the
same way?

Dr. BROWNSTEIN. I check, as I said before, pre and post levels in
everyone.

Mr. BURTON. How do you do that, through blood tests, saliva
tests, urine tests?

Dr. BROWNSTEIN. Blood and urine tests. And the idea of being a
physician is to put the whole picture together for the patient, to
look at their physical exam, look at their history, look at their
blood work and look at whatever other signs you can come up with
and then put the whole picture together, not rely on one aspect
only to treat people.
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And when you look at the whole picture, I think you can get a
better treatment regimen together for somebody.

Mr. BURTON. I see, and then you prescribe pretty much all holis-
tic hormonal replacements?

Dr. BROWNSTEIN. If someone has strep throat, I'll prescribe peni-
cillin. There is a place for drug therapies.

Mr. BURTON. I know, but I'm talking about as far as the defi-
ciencies in people.

Dr. BROWNSTEIN. I will only prescribe natural hormones.

Mr. BURTON. What about men? You've been talking a lot about
women.

Dr. HotzE. T'll speak specifically. Men also, as they age, lose,
their testosterone level declines. So a man at 40 will have one-half
the testosterone level he had in his 20’s, at 50 a third, at 60 a
quarter. Testosterone is essential. It affects your initiative, your as-
sertiveness, sense of well-being, self-confidence, moods, goal ori-
entation, your drive, direction, decisiveness, analytical ability——

Mr. BURTON. I feel sick already. [Laughter.]

Dr. HOTZE. Your analytical ability, and we know this because if
a man loses his testicles from cancer or injury, he has difficulty,
he can’t read a map, he can’t think in three dimensional terms.

Mr. BURTON. But you treat

Dr. HOTZE. So when you give them testosterone, oh, my gosh, it’s
huge, and I take it myself, and I have for 7 years. It’s remarkable.

Dr. BROWNSTEIN. Mr. Chairman, you mentioned that heart dis-
ease, or somebody mentioned heart disease was the No. 1 killer in
the United States. I have yet to see a patient with severe heart dis-
ease have a normal testosterone level, man or woman. They all
have low levels. And when you look at the literature on testos-
terone and heart disease, there is tons of it. I have file cabinets at
work of testosterone and heart disease relationships.

Mr. BURTON. So for men, you will check their testosterone levels
and you’ll compensate?

Dr. HOTZE. Prescribe, yes.

Dr. BROWNSTEIN. Check all their hormone levels, but yes, testos-
terone is one of the things.

Mr. BURTON. Ms. Watson.

Ms. WATSON. I want to thank all the witnesses, and sorry to be
late coming in. We're always conflicted.

Dr. Hotze, I believe in holistic medicine. What do you see are the
problems today, when I say today, I mean today, in the use of natu-
rally occurring biological methods for addressing the hormone loss?
What is the problem? Is the problem with the FDA?

Dr. HoTZzE. There is a potential coming problem with the FDA.
Pharmacies, just like medical doctors, are all governed and regu-
lated by their various State boards of pharmacy. The FDA has re-
cently tried to extend, and we believe illegally attempted to extend
its jurisdiction to govern pharmacies, particularly compounding
pharmacies. They have already issued a compliance policy guide-
line that would prohibit compounding pharmacies that make prod-
ucts for veterinarians where they prohibit them from buying it in
bulk. That’s what their compliance policy is, which has no force of
law, but people think it does, and they intimidate people.
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Now, what they want to do, and all compounding pharmacies buy
their products in bulk from a pharmaceutical manufacturer, wheth-
er their products are synthetic or whatever. Compounding phar-
macies don’t just make bioidentical hormones, they make a pleth-
ora of drugs based upon a doctor or pharmacist patient relation-
ship.

So the FDA wants now to restrict bulk use of ingredients in that
pharmacy. That shuts them down. They can’t do it any more.
That’s how you make a compounded product, you buy in bulk. They
will next move to humans and say, we’re going to restrict you doing
this in humans, you can’t buy the bulk product.

And then Vicki won’t be able to get hormones any more, because
the way they want to control the doctors that are practicing alter-
native medicines is shut down the compounding pharmacies. That’s
their goal.

So what we would like to ask you, we need your help, Congress-
woman Watson and Chairman Burton. We need to ask you if you
would consider writing a letter to the FDA, asking them to focus
their efforts on tracking all these dangerous drugs from the phar-
maceutical companies, which they say they don’t have enough
money to do, and leave the pharmacies under the jurisdiction of the
State boards of pharmacies, in other words, stop the intervention.
They are intimidating the little guys.

Now, I'm big enough, I can go out and hire a lawyer and spend
hundreds of thousands of dollars. I haven’t had to do this, but I've
joined in coalitions that have fought the FDA. I'm willing to do
that. But a little guy on the corner can’t do it. And they’re going
to shut all the little people down.

Ms. WATSON. Let me ask you, what is the FDA’s position on in-
tervening? Do they feel that maybe the studies have not been

Dr. HoTZE. They don’t intervene on biologically identical—they
haven’t intervened on biologically identical hormones. They haven’t
done that. But they want to shut down compounding pharmacies.

Ms. WATSON. Why is this?

Dr. HoTZE. Because, with all due respect to the FDA, they’re reg-
ulatory bureaucrats. Every regulatory agent wants to control
things. And when Kesler got into power, he wanted to control die-
tary supplements. He wanted—you couldn’t get a vitamin unless
you went to your doctor and your doctor wrote a prescription.

What are the odds of your doctor writing you a prescription for
vitamins? In most people, they’ll never do it, because when my dad
asked me, when he had heart disease in 1988, he said, son, I read
about vitamins, the doctor says I need to take vitamins. He said,
what do I take? I said, Dad, what the hell do I know? I’'m a doctor.
I don’t know anything about vitamins. And he said, will you find
out? And I did. That’s how I got into alternative medicine. Very
similar story to Dr. Brownstein’s, my dad’s heart disease and
health problems got me into alternative medicine.

Ms. WATSON. Well, do they lean more toward the synthetics?

Dr. HOTZE. Yes, of course. Yes, they do.

Ms, WATSON. Is it to the benefit of the pharmaceutical compa-
nies?

Dr. Horze. Voila! If something doesn’t seem logical, like, you
mean, I can get something, I can replenish my body with water if
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I'm thirsty, but you want me to drink Coke when I'm thirsty, but
all T need, I'm dying in the desert and all I want is water, and
you're going to do a double blind study, well, you're trying to sell
me that Coke.

The same thing with the hormones. We have available, as we
age, the ability to replenish our hormones with the same identical
hormones your body used to make in adequate amounts. Oh. But
you can’t patent those.

Dr. FuGH-BERMAN. Could I clarify something about bioidentical
hormones? This is important.

Bioidentical hormones are available in commercial pharma-
ceutical preparations. Compounding pharmacies buy them from
drug companies. You can get 17 beta estradiol, the exact bioiden-
tical estrogen that is in our bodies, in patches, in pills, in vaginal
tablets, inc reams. Is that not correct?

Ms. PETERSEN. That’s absolutely correct, it’s only partial.

Dr. HoTZE. It’s partial.

Dr. FUGH-BERMAN. What is different? What is different in the
preparations that you use than in the commercially available phar-
maceutical versions of estrone, estradiol and testosterone?

Ms. PETERSEN. I can tell you that in a minute. Say prometreium
progesterone comes in 100, 200 milligrams. I have many, many
people who use 10 milligrams, 15 milligrams, 50 milligrams, 250
milligrams. You cannot do it with a commercial product and it’s not
appropriate for them.

Also the fillers and the binders in some things, our pharmacy
does a lot of work with environmentally sensitive people. We pay
attention to that. Commercial products are not appropriate. There’s
dyes and fillers that will cause severe reactions with them.

Dr. BROWNSTEIN. The other thing that Carol is pointing out is
that, all these therapies need to be individualized.

Ms. PETERSEN. Yes.

Dr. BROWNSTEIN. You require a different dose than the lady next
to you. And when you’re relying on pharmaceutical companies, they
only have a couple of doses fits all size.

Ms. WATSON. Let me just say this. I'm an example——

Mr. BurTON. Hold on a second.

Dr. FuGH-BERMAN. We tailor medications in conventional medi-
cine. What my problem with this is not that these people are too
alternative, but that they’re too conventional. These are the same
sorts of claims that were made without data by the company that
made Premarin.

Mr. BURTON. Would you yield?

Ms. WATSON. I'll yield to the Chair.

Mr. BURTON. Let me just say this. As we age, and I know you're
very young, we take a lot of pills. Can you imagine me breaking
these pills apart and trying to see? You can’t do that. You'd go
crazy first of all, and you’d probably kill yourself.

I think what Drs. Brownstein and Hotze are trying to say is that
this is going to be, they’re going to try to find out what your defi-
ciencies are and tailor it to the individual. And a one size fits all
commodity coming out of a pharmaceutical company won’t cut it.
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Dr. FUGH-BERMAN. Right. And it’s fine to tailor therapy. We do
that in conventional medicine, we do it in alternative medicine, and
I consider myself a practitioner of both.

Mr. BURTON. Well, my doctors don’t.

Dr. FUGH-BERMAN. But the idea that there are known normal
levels of all hormones is actually not true. That we don’t know
what the normal age levels are of, for example, estrogen. You can-
not tell from blood levels of estrogen who’s having hot flashes and
who isn’t. So blood levels of 20 year olds are higher in estrogen
than blood levels of 70 year olds, but you can’t tell who’s having
hot flashes, you don’t know what a normal level of estrogen in a
70 year old is.

So this is an aura of science over something that is not scientific.
Also saliva is not an appropriate, salivary hormone tests are not
appropriate for several hormones, including progesterone, and
that’s been shown in scientific studies.

Ms. WATSON. Can I get my time back? [Laughter.]

Mr. BURTON. Ms. Petersen, do you want to respond real quick,
and then it’s back to my good buddy.

Ms. PETERSEN. I did. It’s like looking at one thing, and none of
the practitioners look at an estradiol level without looking at the
clinical picture. Some women normally have very high estrogen lev-
els throughout their whole lifetime. And when they drop, they may
not drop very much, but they notice a huge difference. You have
to tie the two.

You can’t rely on a test, and I agree, saliva tests are not the best
tests. And there is some possibility of its use for some diagnostics,
but not across the board. I agree entirely. It’s just a tool. You can’t
just use one tool. You can’t take a saliva test, no matter how good
the test, or the blood test, and you can’t figure out how many milli-
grams of this or that will do it for you. It’s trial and error. You
have to work with the patient and the clinical response.

Dr. HoTZE. And that’s scientific. That’s the history of medicine.
Evaluate, make a diagnosis. Start on preparation of medications,
see how the guest or the patient does. Make adjustments. That’s
scientific. That’s the science of medicine.

Ms. WATSON. Dr. Fugh-Berman, I wasn’t here for all the testi-
mony, so let me direct this to you. In describing the condition of
my own health, I have difficulty with patent medicines. I have side
effects, and I have to continue to change. I use holistic medicine
most often, because it has been customized to my own system. I
can’t take anything harsh and I usually have to break down pre-
scriptions because they’re just too strong for my system.

Can you explain what problems you might have with seeking the
natural hormones that are customized and will help an individual?
I find that in patent medicine, there are so many additives, and I
remember my doctor said, read labels. So I read labels on every-
thing. When I see the additives, I know I'm going to be in trouble.
And I'm trying to find the right kinds of foods that will go with my
system. I don’t know if that’s a hormonal thing or not. But as I age
I become more and more allergic to almost everything.

So can you describe for me why you think the natural kinds of
hormonal treatments are not as good as the others?
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Dr. FUGH-BERMAN. I wouldn’t actually say that. I would say that
the use of estriol, Bi-Est, Tri-Est or commercially available phar-
maceutical preparations are effective for hot flashes and vaginal
dryness. Those are the only things that they have been proven to
be effective for.

It’s important to individualize any of these medications to a
woman, especially now that we know that estrogens don’t provide
other health benefits, and that they do provide risks. However,
there is no evidence that natural bioidentical hormones, whether
they are in pharmaceutical drugs or in compounded prescriptions,
are safer than synthetic estrogens.

Ms. WATSON. You said there is no evidence?

Dr. FUGH-BERMAN. There is evidence that they are——

Ms. WATSON. Hold on. How do we gather evidence?

Dr. FUGH-BERMAN. From observational studies or randomized
controlled trials. We have randomized controlled trials showing
that estradiol increases stroke risk. We have information from epi-
demiological studies that estriol increases endometrial cancer risk.

This is not an unknown. This is known, and it’s consistent with
what we know about other estrogens. In my testimony, while you
were away, I pointed out that even higher levels of naturally occur-
ring estrogens in our own body are actually associated with higher
levels of breast cancer risk. So there’s no such thing as a harmless
hormone. Hormones have risks.

Sometimes it’s worth it taking those risks for somebody who has
very severe hot flashes, taking a risk of a slightly increased chance
of having breast cancer might be worth it. But there is no evidence
that these have other health benefits and it’s really bothersome to
me as a public health physician, as a physician concerned about
public health, that there are claims being made that these com-
pounded prescriptions will increase quality of life or prevent any
disease. There is no evidence to support that, and there is evidence
to support that they are harmful.

Ms. WATSON. I heard you say twice there is no evidence. And it
would seem to me that if we did short term and long term studies
across the board, maybe it would yield some empirical evidence
that then we can base claims on both sides on.

I would think, and in my own case, as I said, I chose to go to
a holistic provider because the patent medicines were not helping
me. I was becoming allergic to them.

So would you not agree that we need to go into the studies and
try using these hormones beyond just the hot flashes and the dry-
ness in the uterus? Would you not agree that we really need to do
some studies to see in what levels, in what dosages and so on they
could or could not work?

Dr. FUGH-BERMAN. You know, for many years, the medical pro-
fession thought that hormones were going to be helpful.

Ms. WATSON. No, no, no, no. Let me direct—my time is getting
short. Let me get you on point.

Dr. FUGH-BERMAN. There have been studies already done about
these natural hormones.

Ms. WATSON. But I thought you said there was no evidence, no
empirical evidence.
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Dr. FUGH-BERMAN. No. I said that there are randomized con-
trolled trials showing that estradiol increases stroke risk.

Ms. WATSON. OK, time.

Dr. FuGH-BERMAN. They’re referenced in my written testimony.

Ms. WATSON. Dr. Fugh-Berman, what would you have against,
starting today, I think it’s July 22nd, going forward to do some in-
depth kinds of studies to see about the effects of using these natu-
ral hormones and customizing them to the individual? Would you
be, as an educator, as a clinician, as a doctor, would you be against
that kind of research?

Dr. FUGH-BERMAN. It depends on what the indications were for,
Congresswoman Watson.

Ms. WATSON. Will you write a hypothesis

Dr. FUGH-BERMAN. There already have been studies of estriol for
hot flashes and bone. It helps them.

Ms. WATSON. Hold on. I was very clear in giving you a date. And

I

Dr. FUGH-BERMAN. What’s the position you're studying?

Ms. WATSON. Well, that’s your hypothesis, you know. And I have
a Ph.D in education, I don’t have one in medicine. But I do know
how you formulate a study. What I’'m saying to you is, would you
have, would you object to studies going forward? Not what they've
already done, but going forward to then be able to present empiri-
cal evidence?

Now, let me tell you, I've been in this business of making policy
for many, many years. For 17 years, I headed up the health and
human services committee in the State Senate in California. We
decided many years ago that smoking was bad for your health. So
I came in with proposals, and I would have to convince my own col-
leagues that we ought to look and do research. They laughed, and
they said, oh, no, and they were looking at the tobacco industry
and protecting them and so on.

So I found that education was the thing. And it took us 14 years,
but we were the first State that prohibited smoking in California
air space, and now it’s pretty universal. So I know what it takes
to educate, when you make policy, that does no harm and does the
best good.

And so I would think that you’ve got tremendously compelling ar-
guments on the other side, and I hear you kind of stuck in what
was. I'm wondering if you could be flexible to see what could be.

Dr. FUGH-BERMAN. I wouldn’t be against doing long term studies
with a reasonable hypothesis. However, it’s generally considered
unethical to study a drug with no proven benefit when we have evi-
dence of harm.

Ms. WATSON. That is why you do a hypothesis. You make a pro-
posal. And I also established bioethics committees in every hospital
in the State of California, because we were having problems with
the HMO movement and so on.

So I was, what I wanted to hear from, and anyone can response
to this, maybe Dr. Brownstein, would you feel that it was ethical
to start doing some short and long term studies to be able to deter-
mine with empirical evidence if this was an effective kind of treat-
ment?
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Dr. BROWNSTEIN. Well, certainly we need to do studies and an-
swer as many questions as we can. I would agree with Dr. Berman,
I think estrogens are a major problem in the environment. They're
in pesticides, they’re fattening up the animals with estrogens,
they’re in plastics. The natural estrogens are the least of any natu-
ral hormone that I use. I don’t use them in most women, I don’t
use them in men. And I use a lot of the other natural hormones
to reverse or improve people’s health and help them get over their
chronic illness.

Dr. HoTZE. And Congresswoman Watson, I have already initiated
studies, and there are a lot of clinical studies. In fact, the PEPI
study, which was completed in 1995, which is the Postmenopausal
Estrogen Progestin Intervention study, and I think that was Gov-
ernment funded as well, first line of treatment for women on estro-
gen therapy, postmenopausal, the first line of treatment they said
they needed natural progesterone first. But very few doctors pre-
scribe natural progesterone, they all prescribe the counterfeit—
provera, medroxyprogesterone and the other counterfeits, because
that’s what the drug companies sell.

The drug companies can’t patent anything biologically identical.
They can’t do it. You can patent the strength or the formula, but
you can’t patent the hormone. There’s no money in it for the drug
companies. That’s the way it is.

If there’s no money in it, they’re not going to promote it. And
that’s why we in private practice, like Dr. Brownstein and myself
and hundreds and thousands of other doctors across the country
and compounding pharmacists have embraced, we've seen what it’s
done to our patients, and I would say for Dr. Berman, I would be
glad to offer her a one person test, I invite you to come to our office
in Houston, be worked up, be evaluated, do a 2-month trial and see
how you feel.

Dr. FUGH-BERMAN. Thank you. That would save me $3,000.

Dr. HOTZE. Yes, it would, it would save you that. I'd be glad to.
Then you could do it from personal experience, see how you feel
and then talk about it. Because I've been on both sides of the aisle.
I was over on your side of the aisle at one time, too. But I decided
to challenge it, think out of the box, think unconventionally. And
believe it or not, the world would always be the same if people
never thought out of the box and thought conventionally. Thank
God you all didn’t.

Congresswoman Watson, if you hadn’t been willing to challenge
{,)he tobacco industry and everybody said, youre crazy as you can

e

Ms. WATSON. Do you know what my last proposal to my col-
leagues was? I was commissioning the University of California to
research the connection between wrinkling and smoking. Well, the
guys almost laughed me off the floor.

Dr. HOTZE. And they’re doing it now probably.

Ms. WATSON. The bill passed. Three years later, they came back
and made the connection and the rest is history.

Dr. HOTZE. There you go. And of course, Congressman Burton
too, with the mercury problem.

Mr. BURTON. I thought you were going to talk about my wrin-
kles. [Laughter.]
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Go ahead, I'm just kidding.

Dr. HoTZE. But you thought out of the box and challenged the
conventional thinking on mercury, both of you have. And to your
credit. That’s wonderful. Thank God for you all being willing to do
that. And that’s what we need, people in the medical community
to challenge it. All you have to do is listen to women and the way
they’re treated and how they feel and theyre not being taken care
of.

There’s a revolution coming. The doctors in this room and across
the country, they don’t even know it’s coming. But there are going
to be women like Vicki Reynolds that go, Doctor, guess what, I'm
firing you, good-bye, click.

Mr. BURTON. In any event, what I'd like to do, because it’s get-
ting late and some of you have to catch planes and so forth, I'd like
to have your recommendations on what we can do to make holistic
medicine and these complementary and alternative therapies more
available and also, any information you have on the safety of them
and the efficacy of them.

Dr. HoTZE. I will send you that.

Mr. BUurTON. We would like to have that.

And you said something about a letter earlier.

Dr. HOTZE. A letter to the FDA. And if I could have your permis-
sion to visit with one of your staff members——

Mr. BURTON. Yes. I think Mindi and Brian, Brian is my right
arm in the office. Brian and Mindi will be happy to sit down with
you and talk with you about that.

Dr. HoTZE. Thank you very much.

Ms. PETERSEN. Chairman Burton, if I might say something.

Mr. BURTON. Sure.

Ms. PETERSEN. I would like to propose that we have a money
back guarantee.

Mr. BURTON. What?

Ms. PETERSEN. A money back guarantee.

Mr. BURTON. On what?

Ms. PETERSEN. On health care. If you go to your doctor and he
doesn’t get you healthy and that prescription you got doesn’t make
you better, money back.

Mr. BURTON. You know, I want to tell you, that’s a very interest-
ing statement. We have 600 lobbyists in Washington that represent
the pharmaceutical industry, 600. There’s 535 Members of Con-
gress and the Senate. They outnumber us. And any time we talk
about, Congresswoman Watson and myself, or anybody else talks
about anything, you would not believe the attacks and everything
else that takes place.

Just to give you a little aside, so you'll know why I'm saying that
what you’re talking about is crazy, because it’s never going to hap-
pen, is that in Canada, a woman who buys tamoxifen can buy it
for $50, $60, and it’s a very big help for women that have had can-
cer. In the United States, it costs as much as $350 for a 30 day
supply. And yet the Food and Drug Administration and the phar-
maceutical companies and everybody else have said, oh, my gosh,
we don’t want reimportation. And they come up with a million rea-
sons why we can’t have it.
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That’s just one example. There are hundreds and hundreds and
hundreds of pharmaceutical products that cost four, five, six, seven
times as much here as they do elsewhere. And yet the pharma-
ceutical companies have been fighting like crazy to stop reimporta-
tion. They are a very, very powerful lobby. And doctors, I think a
lot of doctors probably would not be aware of a lot of things, so I'm
not sure they’re going to give you a money back guarantee on
things they’re not aware of, so I don’t think that’s going to happen.

In any event, I would like to have from you, including you, Dr.
Fugh-Berman, I'd like to have any recommendations that you have
that you think we could utilize to help the health of women. And
don’t forget the men. You haven’t talked much about the men
today, and you know, I’'m getting up there, I'd kind of like to know
how I can be more virile and keep my hair and keep the color
down. So if you have any testosterone with you, throw a couple
packages up here for me before you leave. [Laughter.]

In any event, thank you all for being here. Did you have any
other questions, Ms. Watson?

Ms. WATSON. No, thank you, Mr. Chairman.

Mr. BURTON. But I would like to have anything you think we
should be doing in writing, so we can followup on it, because we
will do that.

Thank you very much. We stand adjourned.

[Whereupon, at 5:35 p.m., the subcommittee was adjourned, to
reconvene at the call of the Chair.]

[Additional information submitted for the hearing record follows:]
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August 2, 2004

The Honorable Dan Burton

U.S. House of Representatives
Committee on Government Reform
Washington, DC 20515

Dear Congressman Burton:

Thank you very much for holding the hearing on natural hormones in the Human Rights
and Weliness Subcommittee. You provided an unusual opportunity to explore the
complicated issues that these products raise for consumers and the very important
implications they have for the health of women and men. And thank you, as wel, for
giving me the opportunity to testify before the committee on this topic. | hope you will
consider the information that | provided in the context of advancing public health in this
area.

As you requested, I'm writing to follow-up on some of the questions and concerns that
you and Congresswoman Watson raised and also to offer my recommendations of
future actions that might help ensure consumers’ access to safe and effective
complementary and alternative therapies.

| deeply appreciate and applaud your strong criticism of past use of synthetic hormones
for women at menopause. As you know too well, the history of menopause hormone
therapy has been a triumph of marketing over science. Over the decades that drug
companies and doctors have spent telling women to take estrogen/progestin without
doing long-term studies to determine whether the claims they were making were
supported by evidence, the National Women’s Health Network (NWHN) has persistently
questioned this practice. {As you requested, I've enclosed information about the
funding sources of the NWHN.)

Since its founding in 1975, the NWHN has criticized routine hormone therapy, pushing
for better patient information warnings about risks and leading the advocacy for
independent research to uncover the truth about the risks and benefits of these drugs.
We pushed the Nationa! Institutes of Health (NiH) to fund the Women’s Health Initiative
(WHt) at a time when some doctors argued that the benefits of menopausal hormone
therapy were so well known that it would be unethical to do a randomized controlied
trial of hormones, and we petitioned Congress successfully to fund a large NiH study to

514 Tenth Street, NW Suite 400
Washington, DC 20004
202.347.1140

Fax 202.347.1168
www.nwhn.org



90

National Women’s Health Network
Adriane Fugh-Berman, MD
Page 2

look at whether or not birth control pills increase breast cancer risk. We've been a
unique source of reliable, science-based information about hormone therapy for
consumers, publishing the sixth edition of our book The Truth About Hormone
Replacement Therapy: How to Break Free from the Medical Myths of Menopause in
2002. (Our first edition was in 1989.) Since the Women's Health Initiative results have
come out, we've debunked criticism by doctors and drug company-supported
organizations that want to undermine its findings.

I am very concerned that women may be about to go through a very similar experience
with natural hormones. Just as drug companies made unproven safety and efficacy
claims for synthetic hormones, claims made for natural hormone products are not
supported by evidence. Representative Watson was right to point out that there haven't
been studies of natural hormones on the scale of the WHI yet, but what studies have
been done (abstracts enclosed) are worrisome. Natural hormones seem to carry the
same risks as synthetic hormones — increased breast cancer and endometrial cancer —
and research to date shows them to be effective only for hot flashes, not for
cardiovascular disease prevention or other health promotion claims that compounding
pharmacies and clinicians are making. While my testimony focused on natural
estrogens, no better evidence supports the routine use of progesterone, testosterone,
DHEA, cortisol, or thyroid hormone in healthy people, and all of these hormones carry
health risks.

I wouldn’t consider it a priority to advocate for a study to look further at natural
hormones, because the data we have to date shows that natural hormones and
synthetic hormones have similar risks. I'm disturbed to see the same women who have
been misled for years by synthetic hormone promoters being targeted by natural
hormone marketers in the same absence of evidence demonstrating safety and
effectiveness.

At the close of the hearing, you asked for suggestions about how to improve access to
alternative therapies. The recommendations below address that as well as how to
ensure that alternative therapies that consumers have access to are safe and effective.

1) Ask the Federal Trade Commission (FTC) to look into false marketing claims being
made for some natural hormones. For the sake of space, | will provide two examples
here and would be glad o send information about others if you or the FTC would like
more. Examples: Premier Pharmacy states on its website
{http://www.premier-pharmacy.com) that the BellaFem® hormones it sells protect
against breast cancer, endometrial cancer and heart disease. Signature Pharmacy
similarly states on its website (http://www.signaturepharmacy.com) that the natural
hormone therapy it sells protects against heart disease and "is safe, sensible, effective
and free from side effects caused by synthetic hormones.”

2) Ask FDA to require compounding pharmacies to enclose information about the
known risks of hormones with compounded prescriptions of those hormones.
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3) Recognizing your concern about the NIH budget, | respectfully suggest that one of
the best ways to support greater access to complementary and alternative medicine is
to encourage research and education on the safety and effectiveness of
complementary and alternative medicine. The National Center for Complementary and
Alternative Medicine and the Office of Dietary Supplements both do that and are worthy
of your support.

If you have any questions about these recommendations, please don't hesitate to
contact me. The staff of the National Women'’s Health Network and | would be happy
to work with you and your staff on any of them. Thank you again for holding the
hearing, for giving me the opportunity to testify and for accepting these suggestions
regarding next steps.

Sincerely,

Adriane Fugh-Berman M.D.

Associate Professor, Department of Physiology and Biophysics
Georgetown University School of Medicine

Medical Advisor, National Women’s Health Network

cc: The Honorable Diane Watson
U.S. House of Representatives
Washington, DC 20515

Following are a few abstracts from MEDLINE that refute the claim that "natural”
estrogens are safe. The abstracts are reproduced from MEDLINE (National Library of
Medicine’s international database). | have underlined some key points, and the
summaries in italics are mine. | have also enclosed articles on progesterone.

Natural hormones and breast cancer risk

An analysis of eight studies, and two studies since that analysis, have
consistently found that higher levels of naturally-occurring estrone and estradiol
are associated with increased breast cancer risk in menopausal women. Estrone
was most strongly associated with risk. Breast tissue from women with breast
cancer has higher levels of estriol, estrone, estradiol, than breast tissue from
women without breast cancer. In breast cancer cell lines, estriol stimulated
breast cancer cell growth more than other estrogens.
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Postmenopausal levels of oestrogen, androgen, and SHBG and breast cancer:
long-term results of a prospective study.Zeleniuch-Jacquotte A, Shore RE, Koenig
KL, Akhmedkhanov A, Afanasyeva Y, Kato |, Kim MY, Rinaldi S, Kaaks R, Toniolo P. Br
J Cancer. 2004 Jan 12;90(1):153-9.

We assessed the association of sex hormone levels with breast cancer risk in a case-
control study nested within the cohort of 7054 New York University (NYU) Women's
Health Study participants who were postmenopausal at entry. The study includes 297
cases diagnosed between 6 months and 12.7 years after enroliment and 563 controls.
Multivariate odds ratios (ORs) (95% confidence interval (Cl)) for breast cancer for the
highest quintile of each hormone and sex-hormone binding globulin (SHBG) relative to
the lowest were as follows: 2.49 (1.47-4.21), P(trend)=0.003 for cestradiol; 3.24 (1.87-
5.58), P(trend)<0.001 for gestrone; 2.37 (1.39-4.04), P(trend)=0.002 for testosterone;
2.07 (1.28-3.33), P(trend)<0.001 for androstenedione; 1.74 (1.05-2.89), P(trend)<0.001
for dehydroepiandrosterone sulphate (DHEAS); and 0.51 (0.31-0.82), P(trend)<0.001
for SHBG. Analyses limited to the 191 cases who had donated blood five to 12.7 years
prior to diagnosis showed results in the same direction as overall analyses, although
the tests for trend did not reach statistical significance for DHEAS and SHBG. The rates
of change per year in hormone and SHBG levels, calculated for 95 cases and their
matched controls who had given a second blood donation within 5 years of diagnosis,
were of small magnitude and overall not different in cases and controls. The association
of androgens with risk did not persist after adjustment for oestrone (1.08, 95% Ci=0.92-
1.26 for testosterone; 1.15, 95% C1=0.95-1.39 for androstenedione and 1.06, 95%
Cl=0.90-1.26 for DHEAS), the oestrogen most strongly associated with risk in our study.
Our results support the hypothesis that the associations of circulating oestrogens with
breast cancer risk are more likely due to an effect of circulating hormones on the
development of cancer than to elevations induced by the tumour. They also suggest
that the contribution of androgens to risk is largely through their role as substrates for
oestrogen production.

Postmenopausal breast cancer risk in relation to sex steroid hormones, prolactin
and SHBG (Sweden).Manjer J, Johansson R, Berglund G, Janzon L, Kaaks R, Agren
A, Lenner P. Cancer Causes Control. 2003 Sep;14(7):599-607.

OBJECTIVE: High levels of sex steroid hormones and prolactin have been suggested
to enhance breast cancer development. Low levels of SHBG may indicate high levels of
(bio-available) steroid hormones. The present study investigates whether high levels of
sex steroid hormones and prolactin, and/or low levels of SHBG, are associated with
high breast cancer risk. METHODS: Blood samples were collected in about 65,000
women participating in two population-based prospective cohort studies in Sweden.
Follow-up yielded 173 postmenopausal breast cancer cases who had not been exposed
to HRT. Levels of estrone, estradiol, SHBG, FSH, prolactin, testosterone,
androstenedione and DHEAs were analysed in cases and 438 controls. Logistic
regression analysis yielded odds ratios (ORs), with 95% confidence intervals, adjusted
for potential confounders. RESULTS: The risk of breast cancer was associated with the
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highest versus lowest quartiles of estrone, OR: 2.58 (1.50-4.44), estradiol
(dichotomised: high versus low) (1.73: 1.04-2.88), and testosterone (1.87: 1.08-3.25).
High risks, although not statistically significant, were seen for androstenedione (1.58:
0.92-2.72) and DHEAs (1.62: 0.89-2.72). No strong associations were seen between
SHBG or prolactin and risk of breast cancer. CONCLUSIONS: High levels of estrone,
estradiol, testosterone, and possibly androstenedione and DHEAs, in postmenopausal
women are associated with a high risk of subsequent breast cancer.

Sex steroid hormones in serum and tissue of benign and malignant breast tumor
patients. Mady EA, Ramadan EE, Ossman AA. Dis Markers. 2000;16(3-4):151-7.

The ability of breast tumors to synthesize sex steroid hormones is well recognized and
their local production is thought to play a role in breast cancer development and growth.
The aim of this study was to estimate local intra-tumoral and circulating levels of
Estrone (E1), Estrone Sulfate (E18), Estradiol (E2), Estriol (E3), and Testosterone (T)
in 33 pre- and postmenopausal women with primary breast cancer in comparison to 12
pre- and postmenopausal women with benign breast tumors. The mean levels of the
studied sex hormones were higher in serum and tumor tissue of breast cancer women
than those with benign breast tumors apart from Testosterone which showed a
significant decrease in pre- and postmenopausal women with breast cancer
(P<0.001for follicular phase, P<0.05 for luteal phase, and P<0.005 for
postmenopausal). The levels of the five hormones were significantly higher intra-
tumoral than in serum of both benign and malignant breast tumor women with E1S as
the predominant estrogen. There was only a positive significant correlation between
serum and tumor tissue levels of E1 (rs=0.52, P<0.05 for follicular; rs=0.63, P<0.05 for
luteal and rs=0.58, P<0.05 for postmenopausal) and a significant correlation between
serum and tumor tissue of T (rs=0.64, P<0.05 for follicular; rs=-0.51, P<0.05 for luteal
and rs=-0.81, P<0.04 for postmenopausal).

Urinary endogenous sex hormone levels and the risk of postmenopausal breast
cancer.Onland-Moret NC, Kaaks R, van Noord PA, Rinaldi S, Key T, Grobbee DE,
Peeters PH. Climacteric. 2001 Mar;4(1):42-8.

To assess the relation between urinary endogenous sex steroid levels and the risk of
postmenopausal breast cancer, a nested case-cohort study was conducted within a
large cohort (the DOM cohort) in the Netherlands (n=9,349). Until the end of follow-up
(1 January 1998), 397 postmenopausal breast cancer cases were identified and a
subcohort of 424 women was then taken from all eligibie women.

Women using hormones were excluded, leaving 364 breast cancer cases and 382
women in the subcohort for the analyses. Concentrations of oestrone, oestradiol,
testosterone, Salpha-androstane-3aipha, 17beta-diol and creatinine were measured in
first morning urine samples, which had been stored since enrolment at 20 degrees C.
A Cox proportional Hazards model was used, with Barlow's adjustment for case-cohort
sampling, to estimate breast cancer risk in quartiles of each of the, creatinine corrected,
hormone levels, the lowest quartile being the reference group. Women with higher
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levels of all four of the hormones were at increased risk for postmenopausal breast
cancer (highest vs lowest quartile: incidence rate ratio for oestrone (IRR(cestrone)=2.5,
95% Ci: 1.6-3.8; IRR(oestradiol)=1.5, 95% Cl: 1.0-2.3; IRR(testosterone)=1.6, 95% Cl:
1.0-2.4; IRR(5alpha-androstane-3alpha, 17beta-diol}=1.7, 95% ClI: 1.1-2.7). In
conclusion, women with higher excretion levels of both oestrogens and androgens have
an increased risk of breast cancer.

The effect of endogenous estradiol metabolites on the proliferation of human
breast cancer cells.Lippert C, Seeger H, Mueck AO. Life Sci. 2003 Jan 10;72(8):877-
83.

Evidence is accumulating that estradiol metabolites may be involved in carcinogenesis
as some metabolites exert proliferative and others anti-proliferative properties on
human cancer cells. The present study is the first to investigate the effect of 14
endogenous estradiol metabolites on the proliferation of the human breast cancer cell
line, MCF-7, in comparison with the effect of the parent substance 17beta-estradiol with
special concern on high pharmacological concentrations. The steroids were tested in
the range from 10(-8) to 10(-5) M on MCF-7 celis which were incubated for nine days.
Estradiol and almost all A-ring metabolites displayed biphasic reactions on cell
proliferation, i.e. stimulatory at low concentrations and inhibitory at the highest
concentration, 10(-5) M. The D-ring metabolites did not show such clear biphasic
patterns, in most of them the stimulatory effect prevailed at the

highest dosage used. The strongest inhibitory effect was seen for the A-ring metabolite
2-methoxyestradiol at the concentrations of 10(-6) and 10(-5) M and the strongest
stimulatory effect was noted for the D-ring metabolite estriol at the same
concentrations.The results indicate that some A-ring metabolites might be suitable for
breast cancer treatment when used in high dosages. This is of special interest, since
many of these metabolites have very weak estrogenic activity.

Natural hormones and cardiovascular disease

In randomized controlled trials, estradiol did not reduce stroke in women at high
risk and did not reduce heart attack in women with a previous heart attack. In the
observational Danish Nurse Study, in which most women on hormones used
estradiol, hormone therapy was associated with increased stroke in hypertensive
women and incr d heart di and death in diabetics.

A clinical trial of estrogen-replacement therapy after ischemic stroke.
Viscoli CM, Brass LM, Kernan WN, Sarrel PM, Suissa S, Horwitz RI. N Engi J Med.
2001 Oct 25;345(17):1243-9.

BACKGROUND: Observational studies have suggested that estrogen-replacement
therapy may reduce a woman's risk of stroke and death. METHODS: We conducted a
randomized, double-blind, placebo-controlled trial of estrogen therapy (1 mg of
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estradiol-17beta per day) in 664 postmenopausal women {mean age, 71 years) who
had recently had an ischemic stroke or transient ischemic attack. Women were
recruited from 21 hospitals in the United States and were foliowed for the occurrence of
stroke or death. RESULTS: During a mean follow-up period of 2.8 years, there were 99
strokes or deaths among the women in the estradiol group, and 93 among those in the
placebo group (relative risk in the estradiol group, 1.1; 95 percent confidence interval,
0.8 to 1.4). Estrogen therapy did not reduce the risk of death alone (relative risk, 1.2; 95
percent confidence interval, 0.8 to 1.8) or the risk of nonfatal stroke (relative risk, 1.0;
95 percent confidence interval, 0.7 to 1.4). The women who were randomly assigned to
receive estrogen therapy had a higher risk of fatal stroke (relative risk, 2.9; 95 percent
confidence interval, 0.9 to 9.0), and their nonfatal strokes were associated with slightly
worse neurologic and functional deficits.

CONCLUSIONS: Estradiol does not reduce mortality or the recurrence of stroke in
postmenopausal women with cerebrovascular disease. This therapy should not be
prescribed for the secondary prevention of cerebrovascular disease,

Oestrogen therapy for prevention of reinfarction in postmenopausal women: a
randomised placebo controlled trial. Cherry N, Gilmour K, Hannaford P, Heagerty A,
Khan MA, Kitchener H, McNamee R, Elstein M, Kay C, Seif M, Buckley H; ESPRIT
team. Lancet. 2002 Dec 21-28;360(9350):2001-8.

BACKGROUND: Results of observational studies suggest that hormone replacement
therapy (HRT) could reduce the risk of coronary heart disease (CHD), but those of
randomised trials do not indicate a lower risk in women who use oestrogen plus
progestagen. The aim of this study was to ascertain whether or not unopposed
oestrogen reduces the risk of further cardiac events in postmenopausal women who
survive a first myocardial infarction. METHODS: The study was a randomised, blinded,
placebo controlled, secondary prevention trial of postmenopausal women, age 50-69
years (n=1017) who had survived a first myocardial infarction. Individuals were recruited
from 35 hospitals in England and Wales. Women received either one tablet of
oestradiol valerate (2 mg; n=513) or placebo (n=504), daily for 2 years. Primary
outcomes were reinfarction or cardiac death, and all-cause mortality. Analyses were by
intention-to-treat. Secondary outcomes were uterine bleeding, endometrial cancer,
stroke or other embolic events, and fractures. FINDINGS: Frequency of reinfarction or
cardiac death did not differ between treatment groups at 24 months (rate ratio 0.99,
95% C1 0.70-1.41, p=0.97). Similarly, the reduction in all-cause mortality between those
who took oestrogen and those on placebo was not significant (0.79, 0.50-1.27, p=0.34).
The relative risk of any death (0.56, 0.23-1.33) and cardiac death (0.33, 0.11-1.01) was
lowest at 3 months post-recruitment. INTERPRETATION: Qestradiol valerate does not
reduce the overall risk of further cardiac events in postmenopausal women who have
survived a myocardial infarction.

increased risk of stroke in hypertensive women using hormone therapy: analyses
based on the Danish Nurse Study. Lokkegaard E, Jovanovic Z, Heitmann BL, Keiding
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N, Ottesen B, Hundrup YA, Obel EB, Pedersen AT. Arch Neurol. 2003
Oct;60(10):1379-84.

BACKGROUND: Recent randomized clinical trials suggest an increased risk of stroke
with hormone therapy (HT), whereas observational studies have suggested mixed
results. Differences in design, definitions of HT exposure, and stroke outcome may
explain these discrepancies. Little attention has been paid to identifying subgroups of
women who are particularly sensitive to HT. OBJECTIVES: To investigate the risk of
various stroke outcomes among women using HT based primarily on estradiol-17beta
{unopposed or combined with norethisterone acetate) and to assess the potential
modifying effect by presence of risk factors for stroke. DESIGN: Prospective cohort
study. SETTING: In 1993, the Danish Nurse Study was established, and questionnaires
on lifestyle and HT use were sent to all Danish nurses older than 44 years, of whom
19,898 (85.8%) replied. PARTICIPANTS: Postmenopausal women (n = 13,122) free of
previous major cardiovascular and cerebrovascular disease and cancer. MAIN
OUTCOME MEASURE: Ischemic or hemorrhagic stroke (n = 144) identified in the
national registries of hospital discharges and cause of deaths in the total follow-up
through December 31, 1998. RESULTS: In 1993, 28.0% of the 13 122 were current HT
users, 14.3% were past users, and 57.7% were never users. Overall, HT exposure was
not consistently associated with stroke. However, subdivision based on the presence of
hypertension showed a significantly increased risk of stroke among hypertensive
women. Compared with hypertensive never HT users, an increased risk of total stroke
was found with current use (hazard ratio, 2.35; 95% confidence interval, 1.16-4.74) and
especially with current use of estrogen-progestin (hazard ratio, 3.00; 95% confidence
interval, 1.33-6.76). Normotensive women had no increased risk of stroke with HT.
CONCLUSIONS: We found an increased risk of stroke among hypertensive but not
normotensive women using HT. The present study suggests that HT should be avoided
in hypertensive women.

Relation between hormone replacement therapy and ischaemic heart disease in
women: prospective observational study. Lokkegaard E, Pedersen AT, Heitmann
BL, Jovanovic Z, Keiding N, Hundrup YA, Obel EB, Ottesen B. BMJ. 2003 Feb
22;326(7386):426.

OBJECTIVE: To investigate the risk of ischaemic heart disease and myocardial
infarction among women using hormone replacement therapy, especially the potential
modifying effect of cardiovascular risk factors. DESIGN: Prospective observational
study. SETTING: Denmark. PARTICIPANTS: 19 898 nurses aged 45 and over
completing a questionnaire on lifestyle and use of hormone replacement

therapy in 1993. MAIN OUTCOME MEASURES: All cases of death and incident cases
of ischaemic heart disease and myocardial infarction until the end of 1898. RESULTS:
Current users of hormone replacement therapy smoked more, consumed more alcohol,
had lower self rated health, but were slimmer and had a lower prevalence of diabetes
than never users. In current users compared with never users, hormone replacement
therapy had no protective effect on ischaemic heart disease (hazard ratio 1.2, 0.8 o
1.7) or myocardial infarction (1.0, 0.6 to 1.7), whereas current users with diabetes had
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an increased risk of death (3.2, 1.4 to 7.5), ischaemic heart disease (4.2, 1.4 to 12.5),
and myocardial infarction (9.2, 2.0 to 41.4) compared with never users with diabetes.
CONCLUSION: Hormone replacement therapy showed no protective effect on
ischaemic heart disease, but there was a significantly increased risk of death from all
causes and ischaemic heart disease among women with diabetes.

Natural hormones and endometrial cancer

Low-potency oestrogen and risk of endometrial cancer: a case-control study.
Weiderpass E, Baron JA, Adami HO, Magnusson C, Lindgren A, Bergstrom R, Correia
N, Persson |. Lancet. 1999 May 29;353(9167):1824-8.

BACKGROUND: Urogenital symptoms are common among postmenopausal women.
Such symptoms may be alleviated by low-potency oestrogen formulations administered
orally or vaginally. Although low-potency oestrogen formulations are assumed to have
few, if any, adverse effects on the endometrium, risk of endometrial neoplasia has not
been quantified. METHODS: In a nationwide population-based case-control study in
Sweden of endometrial cancer among postmenopausal women, we obtained detailed
information on hormone replacement from 789 cases of endometrial cancer and 3368
population controls. In a histopathological review, 80 cases were reclassified as having
endometrial atypical hyperplasia. Odds ratios and 95% Cl were calculated with
unconditional logistic regression.

FINDINGS: After multivariate adjustment, oral use of oestriol 1-2 mg daily increased the
relative risk of endometrial cancer and endometrial atypical hyperplasia: the odds ratios
for at least 5 years of use compared with hever use were 3.0 (95% Cl 2.0-4.4) and 8.3
(4.0-17.4), respectively. The association was stronger for well-differentiated cancers
and those with limited invasion. The excess relative risk was lost rapidly after cessation
of treatment. Only weak associations were observed between vaginal application of
low-potency oestrogen formulations and relative risk of endometrial neoplasia.
INTERPRETATION: Oral, but not vaginal, treatment with low-potency oestrogen
formulations increases the relative risk of endometrial neoplasia. Thus close
surveillance of patients is needed, and addition of a progestagen should be considered.
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NATIONAL .
:sxf_m Strategic
neTwork | Framework
Mission

The National Women's Heaith Network
improves the health of ali women by
devetoping and promoting a critical
analysis of heaith issues to influence
public policy and support consumer
decision-making. The Network aspires
to a health care system that is guided
by social justice and reflects the needs
of diverse women.

CORE VALUES:

* We value women's descriptions of
their own experiences and believe
that health policy should reflect the
diversity of women's experiences

We believe that evidence rather than
profit should drive the services
offered and information that is made
available to women to inform their
health decision-making and practices

-

We value analysis of science that
takes into consideration systems
of power and oppression

We believe that the government
has an obligation to safeguard the
health of alt people

Al women should have access to
excellent heaith care

.

+ Women's normal physiclogical
changes over the tifespan should
not be unduly medicatized

LONG-RANGE GOALS:

¢ The establishment of universal
health care that reflects the values
of the Network and meets the needs
of diverse women
* To create a cuitural and medical
shift in how menopause is currently
percaived and addressed
Ensure that women have self-determi-
nation in all aspects of their repro-
ductive and sexual health

.

DeaR NWHN MEMBERS AND SUPPORTERS,

In 2003 NWHN celebrated important successes on menopause
and silicone breast implants, for which we worked long and hard.
These proud moments reminded us that our fights for women'’s health
take forward thinking and long-term commitment. We invested this
year in intensive strategic plannmg to establish three priority policy
goals. We would like to share with you the highlights of our 2003
successes and our ambitious plans for the future.

After decades of NWHN's work, women now have information
vital to deciding whether to take hormones after menopause.
NWHN's insistence that important questions about the safety and
effectiveness of menopause hormone therapy had not been answered
led the federal government to undertake the Women's Health
Initiative. Now women know hormones don’t prevent heart disease
or Alzheimer’s, but do increase the risk of blood clots, stroke and
breast cancer.

Also for decades, NWHN insisted that women who wanted to use
breast implants deserved devices proven to be safe, pointing out that
careful studies of implants used by women for many years had not
been done. The FDA now requires that manufacturers meet higher,
scientifically-proven safety standards, and conduct more research on
the risk of implant rupturc and leakage before they will approve sili-
cone gel-filled implants.

In 2003, NWHN's board of directors Jooked ahead 1015 years
to determine the most important goals we need to accomplish to
improve the health of all women. Our long-term goals are ambitious:
universal access to health care that meets the needs of diverse women;
respect and support for the reproductive health choices of all women;
and a shift away from treating women going through menopause
(and other natural bodily processes) first and foremost as targets for
drug company marketing campaigns.

To achieve these goals in the years to come NWHN will need to
remain active and vigilant in defending women'’s health from attacks
and setbacks. Qur continued strength as an independent voice for
women’s health depends on your help. Your support of NWHN and
your actions on behalf of important women’s health issues make all
the difference. Thanks to all of you, for you are the Network.

Sincerely,

MMQM

Cynthia A. Pearson
LEXECUTIVE DIRECTOR

Sonja Herbert, M.PH.
CHAIR, BOARD OF DIRECTORS
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WORK

Yea r i n REVi eW QuR GOALS AND ACCOMPLISHMENTS

To ensure that women have self-determination in
alt aspects of their reproductive and sexual health.

In support of this goal, NWHN's program brings
together our recent work on women’s sexual health
with our long-standing commitment to abortion
rights, informed consent and choice in family plan-
ning, and integration of STD/HIV prevention with
contraceptive concerns.

ACCOMPLISHMENTS IN 2003

Throughout this year, NWHN has been a leading voice
sounding the alert about the Bush Administration’s
politicization of science, being quoted in january by one
of the first editorials ¢ ing on the
problem, published in the San Francisco Chronicle.

in advance of the Food and Drug Administration’s advi-
sory committee meeting on emergency contraception
{EC), NWHN conducted a petition campaign in support
of making EC available without prescription, collecting
more than 8,700 signatures.

.

At the International Consultation on Erectile and Sexual
Dysfunction, NWHN participated in a debate attended
by more 1,000 conference participants on how the
pharmaceutical industry is medicalizing treatment of
women’s sexual problems.

NWHN participated in a meeting held by the National
Cancer institute on the alleged connection between
abortion and breast cancer, serving as the primary
{iaison from the meeting to the reproductive health
advocacy community.

With the introduction of Seasonale, the new contracep-
tive pill that suppresses monthly menstruation, NWHN
produced an analysis of the safety of the product,
highlighting our concerns about misleading and over-
promising promotion efforts.

NWHN’s Network News published an interview with
a feading U.S. medical abortion provider about her
success in establishing medical abortion services

To create a cultural and medical shift in how
menopause is currently perceived and addressed.

In support of this goal, NWHN's program builds

on our long history of work as a critic of the medical-
ization and marketing of menopause. This year in
particular, we've sought to take advantage of the
opportunities for change created by the release of
results from the Women's Health Initiative (WHI),
the first large, long-term study of hormone therapy
for healthy women.

ACCOMPLISHMENTS IN 2003

+ NWHN has been a leading media spokesperson on
hormone therapy as the WHi results continued to
emerge this year. We were quoted in stories appearing
in numerous publications including The Washington
Post, The New York Times, the Los Angeles Times and
The Boston Globe.

Responding to women's questions and concerns about
the new research findings on hormone therapy, NWHN
disseminated information on this topic to many thou-
sands of women through our information clearinghause,
by making presentations at numerous health and
women’s conferences, and by distributing our new fact
sheet series on hormone therapy. We were able to reach
an international audience when our critical analysis

was featured in a major documentary produced by the
Canadian public television company.

NWHN presented testimony supporting changes in the
regulation of menopause hovmene therapy drugs at an
FDA meeting on the “Woemen's Health Initiative Study

Results: Implications for the use of hormone therapy.”

NarionaL WOMEN'S HeALTH NETWORK
2003 Financial Statement*

2003 HEVENUE

REVENUES
i $333,164  BREAKDOWN

at her clinic, the important role played by mid-level
providers in the practice, and her frustrations at the
resistance among private practice physicians to offering
women a medical abortion option.

Membership  $370,255  Foundations 45%
Other $39,383  Membership 50%
Total Revenves §742,782  Other 5%
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The establishment of universal health care that
reflects the values of the Network and meets the
needs of diverse women.

In support of this goal, NWH N's program supports
efforts to make health care accessible to all women
and identifies and advocates for health care system
changes that are needed to make the health care
systemn responsive to the nceds of diverse women.

ACCOMPLISHMENTS IN 2003

At the SisterSong Women of Color Collective's first
National Conference on Reproductive Health and Sexual
Rights, NWHN presented a panel on Not fust About
“Chaice”: Barriers, Restrictions and Abuses and Health
Access for Women of Color

NWHN's Network News published “Operation Medicaid:
the War on Women,” an article detailing the efforts
underway to undermine the capacity and effectiveness
of the Medicaid program to meet the medical needs of
low-income women.

.

NWHN ted a lobby team of breast cancer activists who
advocated with members of the Congress for increased
access to health care.

.

At the invitation of the National Institutes of Health
Office for Research on Women's Health, NWHN
addressed a scientific workshop about Recruitment
and Retention of Women in Clinical Studies on making
research responsive to consumer needs and priorities.

Interns pictured above; Katie 0°Cennor, Shireen Yawil, Sarah Gutin, Sinduja Stinivasan,

Helen Rodriguez-Trias Women’s Health
Leadership Program

NWHN continues to cultivate future leaders in
women's health through our Helen Rodriguez-Trias
Health Leadership Program. 11 bright and enthusiastic
interns from all over the country enriched work in
2003. The interns ranged from ages 20~26. and three
were women of color. Their fields of study included:
anthropology biology, economics, history. medicine,
psychology. public health and women’s studies. The
interns updated 10 of NWHN's informational packets
on topics ranging from Alternative Medicine to Female
Orgasm. Interns also provided instrumental assistance
with numerous program and pohicy projects including
school nutrition, consumer-directed promotion of pre-
scription drugs, and silicone gel breast implants. 2003
brought new opportunities for NWHN interns: Sarah
Gutin, a summer intern, conceived our empowering
new slogan. “A Voice For Women. A Network For
Change,” and our fall interns wrote the first “Young
Feminist” feature. a section which will appear in every
issuc of NWHN’s newsletter The Women' tealth Activise

NWHN 2003 BoarD oF DIRECTORS
Sonja Herbert, M.RH. Chairpersan
Jyi Botine, Ph.D.

Katrina Cantrel}

Cynthia Chung Mi Choi

Andrea DuBrow, M.P.H., M.5W.
tisalyn R, Jacobs, 1.0,

Kimberly Lau, Ph.D.

April C. T. Lee
Mia Luluquisen,

RN, M.PH., Dr.PH.
Lourdes Rivera, J.D.
Theresa Rust Smith, Ph.D.
Mariamne Whatley, Ph.D.
Jane Sprague Zones, Ph.D.

NWHN 2003 Starr

Cynthia Pearson Escuave Direcror
Amy Alling eeogrom
Stephanie Donne !
Tara Edwards Pev 'y
Georgana Hanson < feringhms Coerdinator
Natalie Moss Fieneidl Masage
Leah Thayer sondener £ditor
Beverly Thomas Memberdhi Coondinator
Joi Washington Office Coordinuter

tuscrss:

Carmel Anderson,

Jennifer Cook, Linda Galib,
Sarah Gutin, Kiersten
Hoskisson, Rachel Kiesel,
Katie O*Connor, Devon
Quasha, Grace Shih,
Sinduja Srinivasan,
Shireen Tawit

EXPENSES PROGRAM SERVICES

$228,411
$225,051

Pubtic Policy Programs
Member Services
information Clearinghouse &
Women's Health Leadership
Totai Program Services

$55,530
$508,992

EXPERSES SUPPORT SERVICES 2003 EXPENSES BREAKDOWNX

Administrative $56.426 Public Policy Programs 35%
Resource Development $78,791  Member Services 35%
Total Support Services $135,217 tnformation Clearinghouse &

Women’s Health Leadership 9%
nistrative 9%

Respurce Development 12%

NWHN does not accept funding from

*Note- These are preliminary Aigures hased on NWHIC's internal vear end bookkeeping. Audited Rnancial statements will be avarlable from NWHN,
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NWi {N’s Collemvt Voice is comprm:d of a special group of supporte
“whogoa litdle ahovc and beyond pcople who make special contributio:

NWHN&through their creativity, titme, of ﬁnancm! giving "You can’ bécorh
“EALT“ part of our Coflective Voice by engaging inany of the following: donate: st
NETWORK - or mare; enroll as monthly sustainer; host a party bencfiting NWHN;

circulate NWFIN materials; initern at NWHN ¥ s¢rve o our Board of
THE COLLECTIVE VOICE ] Directors.” As always, ;

’iumou)u

FOUNDATIONS The Brownigron Foundavon Clarence B & Joan § Coleman Charitable Foundation Common Benefic Trust
Compton Foundavon  Enivar Charitable Fund  Ford Foundation  General Service Foundation  Ruchard & Rhoda Goldman Fund  Gralla
Family Philanthropic Fund  Betry Hoffenberg through the Sidney Stern Memonal Trust - Jewssh Community Endowment Fund The Jones
Family Fund Joyce & frving Goldman Family Foundatron The Morizh Fund  Samt Lows Community Foundation Tides Foundation
Vanguard Charitable Endowment Program  Barbara | Wright & Dec Kenny The Roots & Wings Fund of Astraca Foundanon

SUPPORTIRS ST.000 Anonymous () Pat Adamek Franz & Marcia Albma Thelma F Basten, Ph D Breast Cancer Action
Phillip Cosfman Betry Dodson Laura Dunn  Susan Ferguson Casol Fontem Jane Gottesnan  Janet Greenberg Susan Hunter 1BIS
Reproducuve Health Lousse & Somucl Kaymen Kimberly § Law, PhD> April CT Lee Sarah Lee Pamela Lichty C Abson McLean
Barbara Mozena & Greg Berg Nancy Neff Porrer Novells Karen A Rosmarin Janet M Stallmeyer  Esther Weissman Manamne
Whatley, Ph D Alice | Wolfson, ] D Nancy Worcester, Ph D Stacey Zones

SUPPORTERS $250 - $990 Marcia Ahlborg Alexandra Alger Amy Allima Ertc & Jessica Allna- Prsano - Effie Ambler
Anonymous (5) Alan & Judith Appelbaum Lynn Appelbaum - Nina Auerbach Chantal Bacon Jean Baker Diane H Baker Manon
Banzhal Sara Bartos Lacry Bennert Rita Berkson Susan Beenstein Bonnte Birk Sandra Blank Jyl Bohne. PAD  Margaret C Bowles
Eugeme Bradford Barbara Brenner & Suzanne Lampere Pamela § Burdman  Wallace Cackowski N Campau Juhe A Caswell Cynthia
Chung Mi Chot Mary L Christopherson Constance Clark Naoms W Cohen Elizabeth Colton Libby Cone. M D Janet Conn - Pamela
Cranston Mary Curre Hope Curtis Jacomina P do Rege Lynn Diamond  Adele § Dresner Andrea DuBrow. M PH, MSW TaraR
Edwards Barbara B Eder Sandra Eskin Nancy ) Feldman Kathie R Florsheim Manian Flynn Mary E Forsberg Loss & Jason Frand
Dr Adruanc | Fugh-Berman Donald & Martha Galley Margaree Geddes Elizabeth George Dina Ghen Karyn Gill Nancy € Galtiland
Judy Goldsmuth & Andrew Klapper Barbaca Goldsmuh Muriel Green Miraim Greenblact Jan Griesinger Edward & Ruta Grover Lois
Harrson Trish Heidersbach Ann Fleck Henderson Sonja Herbert, M PH  Joyce Hinsch Rosemary Hobson Peter Hoffman Susan
Holcombe Maya Honda Linda Hope feffrey Q_ Horrell Yardenna Hurvicz Carolyn tkeda Cindy frvine Marsha § Jackson Lisalyn R
Jacobs, J D Marjorie Jaffe Naomw Urata Joy Judy M judd Manlyn Kaggen Laura Kaplan Dr Ann Kasper Atma Kaur Khalsa - Clare
Kirby Francme Klagsbrun Melinda Kodsmer-Nordeng Dorsie R Kovacs. DVM  Duane Lauver Gerard & Lilo Leeds Sherry Letbowtz
Ann B Lennartz Paula Levioe Katherne Levy Bobbi Lewss Pamela Linov- Gert Loe Jim Loukopoulos John Love Mra Luluquises,
RN, MPH . DrPH Judih Lumb Wendy MacKenzie Joanne Marqusee Joy Martn Mane Therese McDermut, RN Gloria
McKeever Mart Mennel-Bell Yael Mesa Manan s Moore Anita R Murphy Pam Hyde Naka Marvin | Nakashima Ruth
Nickodemus Nancy Noel Judy Norsigian  Gail Oakley Linda Ogara Sara Osborne Marlene Patrick Cynthia A Pearson  Barbara
Peckins Rosalind Petchesky Jane Petro, M D). Fran Pollner Ellen M Poss Purple Lady/Barbara Messhn  Irene Rabinor Dt Jeanne
Raler & Dr Jonathan Alten Cohn Carolyn Rapp Mary K Reilly Beth Reisen Susan Reverby Martha Richardson Fdward & Patricia
Richmond Lourdes Ruvera, | D Dr Patricia Rosbrow Trude § Rosclle - Andee Rubtn Yvette Rudmitzky Evelyn Whelan Rudolph Sheryt
Burr Ruzek, Ph DM PH  David Sacks Susan Sasser Audrey Kaplan Scher Susan Schewel Mimam Schocken Mary K Schroth, M D
Andrea Seebaum  Mardya Shapiro Manya Shapiro Barbara Sherman Claire Sherwood Tobyanne Sidman Joanna T Stewchen  Frances
Storey Polly Strand  Elame Strassburgee Bruce Sule Beverly Bermice Thomas Linda Usdwn Traude Valach Cornelia Van der Ziel Gad
Van Haren Demise Venur: Richard Virshup Kathleen Waits Kathy Walker Bectine Walhn Judy Aan Warren Mddred Werssman
Low Whitman Gertrude K Winsberg Nora Witoman  Party A Wong

SPECIAL FRITNDS Adene Alpuerto & Women's World Fitness Center Charon Asctoger, MA  Am Barker & SQN
Commumcastons Design Inc Rhonda Buchanan Maria Elena Fernandez - Tony Flores & Gabi Gonzdlez Rck Fredland & Outland
Mountain Store Mauricio Gonzales Dav & Emilie Hanson Willie 1lerson  Elune Jones, Inca Mohamed, & Management Assistance Group
Roberta Lampert Shahe Mankerian Virginua L Nelson Tiffany Parker & Pasadena Brewing Company Michele Ringler & Steve Mackey
Ana Rodriguez Reyes Rodnguez & Tropico de Nopal Abel Salas Erik Sandberg Teresa Rust Smith. Ph D Sherry Winn Jane Sprague
Zones. PhD

FOUNDERS Phyths Chesler, Ph D Belira Cowan Mary Howell, M D Barbara Seaman  Ahice Wolfson, J D

All former NWHN Board Mewbers and Tnterns are considered part of our permanent Collective Vonce “This listing represents 2003 exclusively,
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