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BIOIDENTICAL HORMONES: SOUND SCIENCE
OR BAD MEDICINE?

THURSDAY, APRIL 19, 2007

U.S. SENATE,
SPECIAL COMMITTEE ON AGING,
Washington, DC.
The Committee met, pursuant to notice, at 10:05 a.m., in room
526, Dirksen Senate Office Building, Hon. Gordon H. Smith pre-
siding.
Present: Senators Smith and Craig.

OPENING STATEMENT OF SENATOR GORDON H. SMITH,
RANKING MEMBER

Senator SMITH. Good morning, ladies and gentlemen. With the
permission of the Chairman, Senator Kohl—he has asked us to pro-
ceed.

We thank you for attending today’s hearing, “Bioidentical Hor-
mones: Sound Science or Bad Medicine?”

As the title suggests, we are here today to closely examine the
controversy surrounding the production and use of bioidentical hor-
mones as an alternative to conventional hormone therapy..

The intent of this hearing is not to endorse one.therapy over an-
other. Rather, it is to ensure that the Federal Government is pro-
viding the information and oversight necessary so that consumers,

women specifically, are able to make safe and well-informed deci- :

sions about their individual health-care needs.

From my review, it seems that the Federal Government and
medical practitioners are playing a guessing game with women’s
health in the prescribing of hormone therapies. Today’s hearing re-
flects my belief that women deserve better. I hope to get some an-
swers today regarding the state of the science and the Federal Gov-
ernment’s oversight role in this arena.

Over a decade ago, the National Institutes of Health set out to
shed some light on the effect of hormone therapy on preventing
heart disease in women through the largest research initiative ever
undertaken of this kind: the Women’s Health Initiative.

When evidence indicated that the health risks of the therapies
studied in the WHI exceeded the benefits, the study was pre-
maturely ended, scaring thousands of women away from traditional
hormone therapy.

As an alternative, bioidentical hormones have become a popular
and controversial option, not only for aging women, but for men
and women of all ages seeking a route to the fountain of youth.
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The sale of bioidentical hormone products are on the rise and
have been promoted by such distinguished actresses as Suzanne
Somers and major marketing campaigns in doctors’ offices, phar-
macies and the Internet touting bioidenticals as natural and, thus,
safer alternatives to traditional hormone therapies.

There has been much debate in the scientific community, how-
ever, as to whether the science exists to support these claims. By
the end of this hearing, I hope to have a clear understanding of
whether additional federally funded studies are needed to address
concerns regarding the safety and efficacy of these products.

Today, we will also address the regulatory issues relating to the
manufacturing of these products, especially those that are custom-
made or compounded in pharmacies.

I am particularly troubled that compounded medications are not
routinely tested and are not accompanied by warning labels and
risk indicators that are required for traditionally manufactured
medications.

Further, there is a lack of information available to assist Con-
gress in determining the proper roles of the Federal Government,
the State Governments and the industry in regulating pharmacy
compounding. That is why I have asked the Congressional
Research Service to conduct a 50-State survey that will help me
anddmy colleagues determine the best course of action going for-
ward.

Ultimately, the Federal Government must do a better job of em-
powering consumers to make informed decisions regarding hor-
mone therapies and compounded medications. But the current reg-
ulatory framework is hazy and creating confusion between the Fed-
eral Trade Commission, the Food and Drug Administration, and
State boards of pharmacy, regarding who has ultimate regulatory
responsibility.

I fear that lack of consistent and certain oversight has created
an atmosphere ripe with opportunities for fraud and abuse. By the
end of this hearing, I would like to have some confidence that the
regulatory agencies are taking these issues seriously and have a
concrete plan of action to address the committee’s concerns.

On our first panel this morning, I am pleased that NIH will be
testifying for the first time before Congress regarding the latest
findings in the Women’s Health Initiative study. Also on the first
panel will be the FDA and the FTC, who will speak about the
agencies’ enforcement efforts.

Our second panel promises a lively discussion regarding the
science of bioidentical hormones and the regulatory issues relating
to pharmacy compounding. I look forward to that dialog.

With that, I will turn to my colleague, Senator Craig, from Idaho.
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OPENING STATEMENT OF SENATOR LARRY CRAIG

Senator CRAIG. Well, to the Chairman and to you, the Ranking
Member, let me thank you for bringing this hearing together.

I will ask unanimous consent that my full statement be a part
of the record, Gordon. Let me say—— :

Senator.SMITH. Without objection. - :

Senator CRAIG [continuing]. Just one thing.. SO

One of the expectations, I believe, that Americans have of their
Government is, in part, to keep them safe. This is especially true
in a protection from pharmaceuticals whose potential negative side
effects outweigh their potential benefits. Americans want to know
they can take a drug that is prescribed by their physician with the
knowledge that this drug will treat or cure what ails them.

However, like all other governmental responsibilities, we must
balance our obligation to protect with our responsibility to allow in-
dividual freedoms. That is a rather precarious balance at times
that we especially try to achieve in the area of medicine, certainly
in the area of pharmaceuticals.

4 So—I keep wanting to say, Mr. Chairman. Senator Smith—Gor-
on,

Senator SMITH. “Senator” works fine.

Senator CraiG. OK.

That is why I think this hearing is important; that you come
back to this issue, as you should, in an area where we may not be
as aggressive or as responsible as we should be.

Thank you.

[The prepared st

PREPARED STATEMENT OF SENATOR LARRY CRAIG

Mr. Chairman, I know that we have a lot of witnesses that we want to hear from
today, so I will be brief in my comments. First of all, I want to thank you for holding
this hearing today. Bioidentical hormones are a part of the lives of many Americans
and I think the questions surrounding them bear further examination. This hearing
brings together a cross-section of issues: individual freedom to choose alternative
therapies vs. ensuring drug safety.

One of the expectations that Americans have of their government is that we keep
them safe. This includes protection from pharmaceuticals whose potential negative
side effects outweigh their potential benefits. Americans want to know they can take
a drug that is prescribed by their physician with the knowledge that this drug will
treat or cure what ails them. However, like all other governmental responsibilities,
zve IéluSt balance our obligation to protect with our responsibility to allow individual
reedom. .

Many Americans utilize various alternative drug therapies or dietary supplements
as a significant part of their health care regimen. They want the freedom to have
more control of their health and to utilize what they believe are more natural drug
treatments. It is important that we do not eliminate that option.

As Congress, our challenge is to strike the proper balance between these respon-
sﬂ)ilities. We must ensure drug safety without infringing upon personal freedom and
choice.

When I first became aware of the concerns surrounding bioidentical hormones, my
first inclination was to keep the government out of the issue. Women should have
the freedom to choose natural treatments that may work better for them. However,
as Idhave learned more about this issue a few items raised some red flags in my
mind.

Many Americans, and I suspect many American women, are aware of the results
of the National Institutes of Health (NIH) Women’s Health Initiative relating to
hormone replacement therapy. Unfortunately, the general public does not fully un-
derstand the nuances of the findings. The story people heard was that hormone re-
placement therapy was bad for you. And as the witnesses will testify, there was a
significant drop in the number of women using hormone replacement therapy. How-
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ever, as Dr. Wartofsky points out, many women went straight to what they thought
were natural alternative treatments. Many women are not fully aware of the dif-
ferences, and more importantly, the similarities between bioidentical hormones,
compounded hormones, and those hormones used in the Women’s Health Initiative.
It concerns me that women who think they are choosing a natural alternative may
not have all of the facts.

That is why this hearing is so important. Hopefully it will shed more light on
compounded bioidentical hormones so that not just Congress, but consumers, are
more educated about the products that are out there. With that said, I want to wel-
come our witnesses and I look forward to hearing from them.

Senator SMITH. Thank you, Senator Craig.

Our first panel consists of Dr. Jacques Rossouw, who is the chief
of the Women’s Health Initiative branch of the National Heart,
Lung and Blood Institute at NIH. Dr. Rossouw will discuss findings
from the Women’s Health Initiative and its implications for the
current approach to hormone therapy. :

He will be followed by Dr. Steve Galson. He is the deputy direc-
tor for the Center for Drug Evaluation and Research at FDA. We
look forward to hearing about FDA’s suggestions for legislative and
regulatory initiatives.

Eileen Harrington is the deputy director of the Bureau of Con-
sumer Protection at the FTC. Ms. Harrington will discuss the
FTC’s enforcement efforts regarding online sales of hormone prod-
ucts. We look forward to hearing FDA’s future plans for oversight
in the area.

So with that, Dr. Rossouw, take it away.

STATEMENT OF JACQUES ROSSOUW, CHIEF OF THE WOMEN’S
HEALTH INITIATIVE BRANCH, NATIONAL HEART, LUNG AND
BLOOD INSTITUTE, NATIONAL INSTITUTES OF HEALTH,
BETHESDA, MD

Dr. Rossouw. I am pleased to appear before this

Senator SMITH. Hit your button there on the microphone.

Dr. Rossouw. Yes.

I am pleased to appear before this committee. I am here to tell
you about the Women’s Health Initiative, which used conjugated
equine estrogens. I will also briefly comment on other forms of es-
trogen therapy.

Recall that, prior to 1990, the main use of hormone therapy in
post-menopausal women was to treat the symptoms of menopause
and prevent osteoporosis. During the 1990’s, there was increasing
use for prevention of coronary heart disease. In fact, that was the
standard recommendation at that time.

This recommendation was based on preceding observational stud-
ies indicating benefit for cardiovascular disease in particular in
hormone users compared to nonusers.

NIH felt that this recommendation was an example where the
policy was exceeding the science basis and mounted the Women’s
Health Initiative to test the very hormones—conjugated equine es-
trogens and medroxyprogesterone—which were suggested to be as-
sociated with benefit in preceding observational studies.

The expectation was that we would show benefit for hormone
therapy—either estrogen alone or in combination with a progestin.
What we found was that the estrogen alone and the estrogen with
progestin did not protect against coronary heart disease.
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In fact, for the combination therapy, the trial was stopped early
because of an excess risk of breast cancer and heart disease and
?_troke and blood clots. These harms exceeded any potential bene-
its.

The estrogen-only trial was also stopped prematurely because of
an increased risk of stroke and no benefit for the primary outcome
of coronary heart disease.

As a result of these findings, the prescriptions for hormone ther-
apy dropped by about 60 percent after 2002.

Now, because the primary findings were what they were—in a
negative direction—certain questions then arose which would not
have arisen if the findings had been as expected: that is, of benefit
for coronary heart disease. But because there was no benefit, these
secondary questions gained importance.

First of all, would the result have been different if the hormone
therapy had been started at an earlier age, closer to the meno-
pause? In the Women’s Health Initiative, the age range was 50 to
79 because those are the women to whom hormone therapy was
being prescribed for prevention of coronary heart disease. So that
is what we tested. Would it have been different if most of the
women had been closer to the menopause? First question.

Second question, would the result have been different and more
beneficial if we had used a different kind of estrogen, such as estra-
diol, the estrogen produced by the human body?

So I want to get straight to the heart of the matter, if I may—
pun intended—and direct your attention within your packet to
these posters here, becanse to understand these guestions one has
to know a little bit about the science.

Atherosclerosis, which is the precursor of heart attacks and
stroke, is an age-related disease. You can divide it into stages. Of
course, that is artificial. I mean, it is a continuum. But for the pur-
poses of understanding this, I have divided it into some stages. ..

There is the initiation phase, which occurs in the young adult.
This is a process that involves the lining of the artery, the endo-
thelium, and it then leads to fatty streaks.

At middle age, there is the increasing prevalence of raised le-
sions—progression to raised lesions.

From then onwards into old age, there is an increasing preva-
lence of complicated lesions, some of which will eventually rupture
or erode, and a blood clot will form. This leads to the heart attack
or stroke.

Now, these are age related changes. Some of it is due directly to
the aging of the arteries. Some of it is due to the increasing preva-
lence of risk factors, such as high blood pressure and high blood
cholesterol as people age.

Now, we cannot stop aging. We haven’t figured out how to do
that. But we can treat the risk factors.

That is what we mean by “prevention.” You are not preventing
age, but you are treating the risk factors associated with age, and
thereby you are preventing the complications of age. Or, you are
not preventing them totally, but you are decreasing them.

So one example of such a prevention is lowering of the high blood
cholesterol—lipid lowering. I will use the example of statins be-
cause there is an awful lot of data on statins. Statins will interfere
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with every stage of the disease: from the initiation, to the progres-
sion, to the treatment of the complications—that is, people who
have already had heart attacks.

Statins are effective at every stage, OK? So, therefore, one can
assume that if you start statins at a young age and continue them
lifelong, they will continue to have benefit. That is an .assumption
because that trial is not feasible, as it is also not feasible to do a
really long-term lifelong trial of hormone therapy.

So statins represent a favorable or an acceptable prevention
strategy. There are no known long-term complications.

The situation is different with estrogens, be they Premarin, con-
jugated estrogens or estradiol.

There is increasing evidence that estrogens, generally, may re-
tard the earliest stages, the initiation, of atherosclerosis. There will
be more evidence in the next coming years that may or may not
be consistent with that idea. But at the moment there is reason-
ably good evidence that that is the case, including from the Wom-
en’s Health Initiative, the recent publication.

However, once there are established raised lesions,- established
atherosclerosis, there is good evidence that estrogen in any form,
be it conjugated estrogens or estradiol, does not prevent further
progression. There is also good evidence that once there are com-
plicated lesions, estrogens actually trigger events and make mat-
ters worse.

So estrogens do not represent a good preventlon strategy. We
cannot assume that if you start it early, and there is potential ben-
efit, that that benefit will persist into older age.

Again, that is an assumption. We cannot do that trial. But know-
ing what we know, that would be a very far stretch of the imagina-
tion to imagine that if you start it early and use the right estrogen,
you will get a different outcome than we found in the Women’s
Health Initiative. ]

So, again, we don’t think that there is any essential difference
between estradiol and conjugated equine estrogen as far as heart
disease is concerned. We don’t believe that this window of oppor-
tunity is anything but a window into the present. There is a rea-
sonably safe period to use hormone therapy close to the meno-
pause, but it is not necessarily a window into the future if you
start then and persist that that benefit will persist.

With that, I will close and thank the committee for addressing
them on this very important issue to women’s health. I am happy
to entertain questions.

[The prepared statement of Dr. Rossouw follows:]
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| am pleased to appear before this Committee in my capacity as the chief of the
Women's Health Initiative (WHI) branch of the National Heart, Lung, and Blood Institute
(NHLBI), part of the National Institutes of Health (NIH), an agency‘ of the Department of
Health and Human Services .- | am here to tell you what we have learned from the WHI
about menopausal hormone therapy using conjugated equine estrogens and to briefly
comment on other forms of estrogen therapy.

During the second half of the 20™ century, estrogen was shown to relieve
common menopausal symptoms such as hot flashes and night sweats. Subsequent
clinical trials showed that estrogen also prevents bone loss. Based on these findings
from rigorous scientific studies, menopausal hormone therapy was approved by the
Food and Drug Administration (FDA) and became well accepted for treatment of
menopausal symptoms and for prevention of osteoporosis. Most of the prescriptions for
menopausal hormone therapy were written by gynecologists and family doctors for
women experiencing symptoms shortly after the onset of the menopause transition. A
smaller number were for older women to prevent osteoporosis.

However, for many years estrogen was also used under circumstances where
there was no definitive proof of efficacy. One idea that was promoted and became part
of popular lore was that the ebb of estrogen levels after the menopause represented a
disease-like condition or “estrogen deficiency” that needed to be treated using “estrogen
replacement”. Many thought that such replacement would keep a woman “forever
young.” In the mid-1980s, another potential reason to use menopausal hormone therapy
emerged from observational studies: prevention of coronary heart disease. Women
taking menopausal hormone therapy appeared to have a lower risk of heart disease,
though a higher risk of breast cancer, than women who did not take hormones. Given
that heart disease is far more common than breast cancer, many researchers thought

that the benefit from menopausal hormone therapy would outweigh the risk.

The Women's Health Initiative April 19, 2007
Senate Special Committee on Aging
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Based on these observations, along with evidence suggesting that estrogen
improves blood cholesterol levels, several professional bodies recommended that
menopausal hormone therapy be considered for the prevention of heart disease,
especially‘in high-risk women (e‘g.;-those with existing héart disease or high blood+ - -
cholesterol levels). Unfortunately, however, observational studies have limitations, one
of the most important being that they do not establish causality. inthis case, it was
impossible to tell whether the women who took hormones had better heart health
because of the menopausal hormone therapy - or whether.the women who chose (“self-
selected”) to take hormones were simply heatithier to begin with. Nevertheless, as a
result of the new recommendations, hormones were increasingly prescribed to older
women for the express purpose of lowering blood cholesterol and preventing-heart
disease: -

Recognizing that practice recommendations related to menopausal hormone
therapy were outpacing the scientific evidence,.the NIH undertook two clinical trials of
hormone therapy as part of the WHI, a long-term effort begun in 1991 to identify
strategies for preventing heart disease, breast and colorectal cancers, and osteoporosis
in postmenopausal- women. Participants were randomly assigned to menopausal
hormone therapy or placebo, so self-selection for hormone therapy was not an issue. By
design; the trials used the same hormones and the same doses that were associated
with the apparent benefit-reported in the observational studies mentioned above. They

-enrolled more than 27,000 women, ranging in age from 50-79 years. Those who had a
uterus were assigned to take either a pill containing estrogen and progestin (0.625 mg of
conjugated eéquine estrogen plus 2.5 mg of medroxyprogesterone acetate--Prempro) or
a placebo; those who had undergone a hysterectomy were assigned to take either an

estrogen pill (0.626 mg of conjugated equine estrogen--Premarin) or a placebo.

The Women's Health Initiative - - . April 19, 2007
Senate Special Committee on Aging . :



10

When the trials began, many researchers expected that, after the 8 years,

menopausal hormone therapy would be shown to:

« reduce heart disease

« have no effect on stroke

« increase blood clots

» increase breast cancer

« decrease hip fractures

« and decrease colorectal cancer.
Although researchers anticipated some adverse effects, they believed that the overalt
benefits of menopausal hormone therapy would be shown to outweigh the risks.
Instead, the trial of estrogen plus progestin was stopped in 2002 after just over § years
because of increased risks of heart disease, stroke, blood clots, and breast cancer due
to menopausatl hormone therapy and because these risks exceeded the benefits from
reduced risks of hip fractures and colorectal cancer. The trial of estrogen alone was
stopped in 2004 after almost 7 years because estrogen increased risk of stroke and did
not benefit heart disease. The estrogen alone trial also showed that the hormone
increased blood clots and decreased hip fractures, but had no effect on breast or
colorectal cancer. Subsequently, investigators conducting an ancillary study found that
both hormone preparations increased the risk of memory problems and dementia in
women aged 65 and older.

As a result of WHI findings, professionai bodies altered their recommendations,
and the FDA required a "black box” warning that menopausal hormone therapy should
not be used for the prevention of heart disease or dementia. The drugs remain
approved for moderate to severe hot flashes or night sweats, vaginal atrophy, and the

prevention of osteoporosis, but with cautions to use the lowest doses for the shortest

The Women's Health Initiative Aprit 19, 2007
Senate Special Committee on Aging
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amount of time needed to achieve the desired effect. The FDA requires all formulations
of menopausal hormone therapy to carry the same language.

After 2002, the number of women using postmenopausal hormone therapy felf
from about 16 million to about 6 million in 2006, a decline of more than 60%. The main
use of menopausal hormone therapy has reverted back to the short-term treatment of
moderate to severe hot flashes and night sweats, symptoms that are most prevalent in
the years immediately surrounding onset of menopause, although, in a smali proportion
of women, they persist for much longer. Evidence from national databases indicates
that the drop in menopausal hormone therapy use occurred in women below 60 years of
age as well as in older women, and anecdotal evidence from gynecologists and from
news stories suggest that many younger women with hot flashes and night sweats
forego menopausal hormone therapy because they fear its adverse health
consequences.

Although the WHI showed that menopausal hormone therapy is not effective for
preventing heart disease in women generally, there has been much interest in learning
whether certain groups of women (e.g., younger women or women closer to
menopause) may experience less harm or even some benefit in terms of disease
outcomes. Several WHI publications have touched on the topic, and, in general, have
suggested that while the risk of stroke due to menopausal hormone therapy is not
affected by age or time since menopause, the risk of heart disease may not be
increased in younger women or those close to menopause who take hormones.

In an attempt to provide more definitive information to guide treatment choices;
the WHI investigators recently published analyses of the combined trial data that
examined various subgroups of women. The resuits suggest that women who begin
menopausal hormone therapy within 10 years of menopause may have less risk of

coronary heart disease due to the therapy than women farther from menopause.

The Women's Health Initiative April 19, 2007
Senate Special Committee on Aging
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Women who began treatment more than 20 years after menopause experienced a
significant increase in risk. There was a similar non-signiﬁcaﬁt trend for total mortality.
As before, menopatsal hormone therapy did not reduce the overall risk of heart disease,
and increased stroke risk regardless of years since menopause. Further exploratory
analyses also suggested that the increased risk of heart disease in older women due to
hormones occurred primarily among those with persistent moderate to severe hot
flashes. Women with these symptoms were also more likely to have risk factors for
heart disease such as high blood pressure, high blood cholesterol, diabetes, and excess
weight.

The more detailed analyses provide some reassurance to women who begin
menopausal hormone therapy within 10 years of entering menopause that short-term
treatment (up to 4 or 5 years) of hot flashes and night sweats is not accompanied by an
increased risk of heart disease. However, even women who begin menopausatl
hormone therapy soon after menopause need to be screened and treated for
cardiovascular risk factors such as high blood pressure and to have regular
mammograms. The findings should further discourage menopausal hormone therapy in
women who are more distant from menopause. In these women, particularly those with
hot flashes and night sweats, the focus should be on identifying and treating
cardiovascutar risk factors. The overall findings are consistent with current
recommendations and may aid in their implementation by encouraging doctors and
patients to focus on the appropriateness of menopausal hormone therapy based on an
individual's situation and medical history. According to the current recommendations,
menopausal hormone therapy should not be used for prevention of heart disease, but
can be used for the short-term treatment of menopausal symptoms.

Researchers are still interested in following up on results from animal and

laboratory studies supporting the hypothesis that menopausal hormone therapy may

The Women's Health [nitiative April 19, 2007
Senate Special Committee on Aging
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slow the earliest stages of arterial disease. Upcoming trials, including some supported
by NIH, will test whether hormones given at a younger age can forestall development of
the earliest stages of atherosclerosis. However, even if the results show a benefit or
lack of harm among younger women, they should not be taken to mean continuing to
use hormones as the women grow older would be safe. As women age, they are
increasingly more likely to develop artery disease, and the point at which any potential
benefit of menopausal hormone therapy becomes outweighed by the risk of harm is not
yet known. Addressing the remaining issues would require a trial of about 30,000
women close to the menopause, randomly assigned to take menopausal:-hormone
therapy or placebo and followed for 20 years. Such a trial would not be feasible due to
serious ethical concerns about the risk of stroke, blood clots, and breast cancer among
participants, technical issues such as poor long-term adherence to menopausal
hormone therapy, and the prqhibitive cost. Finally, to the extent that the motivation for
pursuing a large trial would be a desire to prevent cardiovascular disease among
women, it should be noted that further deployment and improvement of existing
prevention strategies, such as the identification and adequate treatment of known risk
factors, offers far better potential for safely and effectively reducing cardiovascular
disease burden.

Another important question arose after publication of the main WHI findings:
Would the resuits have been different if other types of hormones, such as estradiol or
progesterone, had been used instead of conjugated equine estrogens? First, it should
be reiterated that the hormones tested‘ by the WHI were chosen because they were the
same ones that appeared to be beneficial in early observational studies -- and, even so,
the results of the WHI trials and the early observational studies were quite different. .
Second, it should be noted that trials using oral estradiol have been conducted in women

with existing disease, and they have uniformly showed a lack of cardiovascular benefit.

The Women'’s Health initiatlve April 19, 2007
Senate Special Committee on Aging -
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One small trial using oral estradiol found a slight benefit for slowing the thickening of the
arteries that supply blood to the brain. However, trials using such surrogate outcomes
rather than clinical disease outcomes are not definitive.

A separate but related issue is whether the method used to administer
menopausal hérmone therapy affected the WHI results. In the human body, estradiol
and progesterone are released directly into the bloodstream, whereas when the
hormones are given by mouth, they must first pass through the liver, where a large
amount of hormone is rendered inactive. Most of the proteins involved in blood clotting,
lipid metabolism, and inflammation are manufactured in the liver, and oral estradiol in
particular has profound effects on all of these molecules. Therefore, the action of oral
hormones in the liver may contribute to adverse cardiovascular effects. On the other
hand, estradiol given transdermally is distributed throughout the body, has minimal, if
any, effect on molecules involved in blood clotting, lipid metabolism, and inflammation,
and may have direct and potentially beneficial effects on the normal arterial lining. Some
of the surrogate outcome trials will use non-oral routes of administration, and may
provide additional information about whether the route of administration affects the
outcome of menopausal hormone therapy.

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

women. | would be pleased to answer any questions the committee may have.

The Women'’s Health Initiative April 19, 2007
Senate Special Committee on Aging
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Senator SMITH. Thank you, Doctor.
Steve Galson.

STATEMENT OF STEVE GALSON, DIRECTOR, CENTER FOR
DRUG EVALUATION AND RESEARCH, FOOD AND DRUG
ADMINISTRATION, ROCKVILLE, MD

Dr. GaLsoN. Thank you. Mr. Chairman and membérs of the com-
mittee, I am Dr. Steven Galson

Senator SMITH. You need to hit your microphone.

Dr. GaLsoN. OK. I am Dr. Steven Galson. I am the director of
the Center for Drug Evaluation and Research at FDA, and a Rear
Admiral and Assistant Surgeon General in the United States Pub-
lic Health Service.

I am really very pleased to be here to discuss FDA’s role regard-
ing the compounding of so-called bioidentical hormone products.

FDA has increasingly seen these products prepared and mar-
keted by pharmacists as part of a practice called drug
compounding. FDA regards traditional drug compounding as com-
bining or altering of ingredients by a pharmacist in response to a
licensed practitioner’s prescription, which produces a medication
tailored to an individual patient’s needs.

Traditional pharmacy compounding enhances patlent treatment
with individually tailored drugs when a health-care provider de-
cides that an FDA-approved drug is not appropriate for that par-
ticular patient’s care.

Traditional compounding may involve reformulating a drug, for
example, by removing a dye or preservative in response to a pa-
tient allergy. Or it may involve making a suspension or a supposi-
tory form for a child or an elderly patient who has difficulty swal-
lowing a tablet. .

Sometimes, however, the risks associated with compounded
drugs outweigh their benefits. Improper compounding has. caused
patient harm and death.

Although many pharmacists are well-trained and well-equipped
to compound certain medications safely, not all pharmacists have
the same level of skill and equipment, and some products may not
be appropriate in the first place for pharmacy compounding.

In addition, compounding large volumes of standardized drugs
and copying FDA-approved drugs circumvents important public
health requirements. These practices undermine the drug approval
process, which is the evidence-based system of drug review that
flonsumers and health professionals rely on for safe and effective

rugs.

My written statement that you have describes FDA’s statutory
and regulatory authority over compounded drugs. FDA has regu-
lated compounded drugs consistent with its Compliance Policy
Guide on pharmacy compounding, or CPG.

This CPG explains that FDA generally exercises enforcement dis-
cretion toward traditional compounding. But when a pharmacy’s
activities raise concerns normally associated with the drug’s manu-
facture and result in significant violations of the Food, Drug and
Cosmetic Act, FDA considers enforcement action. The CPG identi-
fies some of the factors that FDA evaluates in deciding when and
how to act.
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FDA is aware that a growing number of pharmacists compound
hormone products for treatment of symptoms of menopause. These
pharmacists often promote their products as so-called bioidentical
to the hormones produced by a woman’s body. The phrase “bioiden-
tical hormone replacement therapy,” or BHRT, has been used to de-
scribe these products.

Compounded BHRT products typically contain various forms of
estrogen and progesterone and, in some cases, testosterone and
dehydroepiandosterone.

Some compounding pharmacists claim that their BHRT products .
are a “natural alternative” to FDA-approved drugs because the
compounded hormones are identical to the hormones produced in
the body. These pharmacists may also claim that their natural
compounded products are safer and more effective than FDA-ap-
proved hormone replacement drugs.

FDA is not aware of any credible scientific evidence supporting
these claims. Nor is FDA aware of sound evidence showing that the
side effects or risks of compounded BHRT products are different
than those of FDA-approved hormone replacement drugs.

Because many claims regarding the safety, efficacy and superi-
ority of compounded BHRT products have not been substantiated,
FDA is concerned that they mislead patients and practitioners.

In 2003, FDA began a focused public awareness campaign about
the risks and benefits of hormone therapy for indications including
the symptoms of menopause. This outreach campaign has two
parts.

Part one included the development of partnerships and edu-
cational materials. In implementing this, FDA’s Office of Women’s
Health formed a working group that included members from NIH,
the Agency for Healthcare Research and Quality, and 25 women’s
health and professional organizations.

The working groups identified a target audience, women aged 40
through 59, and developed core messages, such as “Get informed”
and “What can you believe?” The working groups supplemented
these messages with campaign materials and strategies for dis-
seminating key information.

Part two was a national media outreach effort. Campaign mate-
rials developed in part one were publicized through the media and
community outreach, Internet, and print advertising and direct e-
mail. The materials developed as part of this campaign continue to
be requested and distributed, and are available on our Web site.

FDA has not focused only on compounded BHRT drugs. Hormone
replacement therapy products are also marketed as over-the-
counter drugs and dietary supplements, often on television and on
the Internet.

In the fall of 2005, the FDA worked with FTC to address the
marketing of unapproved hormone replacement products. FDA sent
warning letters to 16 dietary supplement and hormone cream mar-
keters who were making unproven claims that their “alternative
hormone replacement therapy” products were useful in treating or
preventing cancer, heart disease, osteoporosis and other serious
diseases.

In closing, I assure you that FDA is aware of and attentive to
the many concerned voices about hormone replacement therapy
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products, including compounded so-called bioidentical drugs. As
these products have become increasingly prevalent, so has our at-
tention to them.

I am happy to answer your questions.

[The prepared statement of Dr. Galson follows:]
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INTRODUCTION

Mr. Chairman and Members of the Committee, I am Rear Admiral Steven K. Galson;
Director of the Center for Drug Evaluation and Research (CDER) at the Food and Drug
Administration (FDA or the Agency). Thank you for the opportunity to discuss FDA’s
role with regard to pharmacy compounding and compounded bio-identical hormone

replacement therapies.

In my testimony, I will provide background information on pharmacy compounding,
explain FDA’s current statutory and regulatory authority in this area, and describe FDA’s
approach to address the public health issues associated with pharmacy compounding

generally and compounded bio-identical hormone products in particular.

BACKGROUND

FDA’s Historical Approach to Traditional Pharmacy Compounding

FDA believes that pharmacists engaging in traditional compounding provide a valuable
medical service that is an important component of our pharmaceutical armamentarium.
FDA regards traditional pharmacy compounding as the combining or altering of
ingredients by a pharmacist in response to a licensed practitioner’s ﬁrescn'ption, which
produces a medication tailored to an individual patiexit’s spéci?ll ‘medical needs. In its
simplest form, traditional compounding may involve reformulaﬁng a drug, for example
by removing a dye or preservative in response to a patient allergy. Or it may involve
making a suspension or suppository doéage form for a child or elderly patient who has
difficulty swallowing a tablet.

It is FDA’s view that compounded drugs are “new-drugs” within the meaning of the
Federal Food, Drug, and Cosmetic (FD&C) Act and that, like all new drugs, compounded
drugs may not be introduced into interstate commerce without FDA approval. The drugs
that pharmacists compound are rarely FDA-approved and they lack an FDA finding of
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safety and efficacy. However, as a matter of policy, FDA historically has not brought
enforcement actions against pharmacists engaged in traditional compounding,
recognizing the important public health function that compounded drugs play for certain
patients with specialized medical needs. Instead, FDA directs its enforcement resources
against establishments whose activities raise the kinds of concerns normaily associated
with a drug manufacturer and whose compounding practices result in significant

violations of the new drug, adulteration, or misbranding provisions of the FD&C Act.

FDA’s Cooperation with States

FDA recognizes the important role of state authorities in overseeing the practice of
pharmacy and generally defers to these authorities regarding the regulation of traditional
pharmacy compounding. FDA often refers complaints to state authorities, provides them
with support upon request, and cooperates with them in investigations and follow-on
actions. However, state resources may be limited and states have varying standards and
regulatory requirements that affect their oversight of pharmacy compounding. For
example, it may be difficult for state regulators to respond to drugs that are compounded
and shipped’from across the country (or even from nearby states). Or state regulators
may lack the resources or authority to respond to poor compounding practices in their
own states. In cases like these, to protect the public health, FDA may need to act
independently of state regulators.

FDA'’s Public Health Concerns Regarding Compounding
The public health threat.posed by inappropriate drug compounding is the object of FDA

concern and enforcement. Improper compounding has caused patient harm and death.
Although many pharmacists are well-trained and well-equipped to compound certain
medications safely, not all pharmacists have the same level of skills and equipment, and
some products may be inappropriate fof compounding. In some cases, compounders
may lack sufficient controls (equipment, training, testing, or facilities) to ensure product
quality or to compound complex products such as sterile or modified release drugs. The
quality of the drugs that these pharmacists compound is uncertain and these drugs pose

potential.risks to the patients who take them.
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Moreover, when compounding occurs on a large scale and it is not performed properly,
compounders can expose many patients to health risks associated with unsafe or
ineffective drugs. This is especially the case when patients take these compounded
drugs in lieu of FDA-approved products.

FDA is also troubled by pharmacists that compound large volumes of drugs that are
copies of FDA-approved drugs. This practice circumvents important public health
requirements, including the FD&C Act’s drug approval provisions. By definition,
pharmacy compounding involves making a new drug whose safety and efficacy have not
been demonstrated with the kind of data that FDA requires to approve a new drug.
Consumers and health professionals rely on this evidence-based drug approval process to

'

ensure that drugs are safe and effective.

FDA’S LEGAL AUTHORITY OVER COMPOUNDED DRUGS

The Federal Food, Drug. and Cesmetic Act

The FD&C Act’s comprehensive scheme for the regulation of drugs includes provisions
applicable to compounded drugs. Under the FD&C Act, it is unlawful to introduce or
deliver for introduction into interstate commerce any new drug intended for human use
without FDA approval. Title 21, United States Code (U.S.C.)-§§331(d), 355(a). The
FD&C Act defines a “new drug” as “fa/ny drug . . . that . . . is not generally recognized .
. . as safe and effective for use under the conditions prescribed, recommended, or
suggested in [its] labeling.” Id. at §321(p). FDA has consistently interpreted the FD&C
Act’s broad new drug definition to embrace compounded drugs.

The FD&C Act also imposes requirements on drugs to ensure that they are not
“adulterated,” 21 U.5.C. §351, and it requires the labeling of drugs to provide
consumers, physicians, and pharmacists with necessary information about drug contents,

uses, and effects; drugs that are not properly labeled are “misbranded.” Id. §352. The
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adulteration and misbranding provisions of the FD&C Act do not contain exemptions for

compounded drugs.

To facilitate enforcement of the approval, adulteration, misbranding, and other FD&C
Act provisions, Congress has authorized FDA to enter “any . . . establishment” where
drugs are “manufactured, processed, packed, or held” and to inspect such establishments
and “all pertinent equipment, finished and unfinished materials, containers, and labeling
therein.” Id. §374(a)(1). This authority extends to “all things™ in these establishments,
including records relating to prescription drugs. Id. The statute provides an exemption
from records inspection for pharmacies that comply with local pharmacy law and that
satisfy other criteria. But there is no specific exemption from inspection for

compounding pharmacies or compounded drugs.

The 1992 Compliance Policy Guide on Compounding
FDA has long interpreted the FD&C Act to apply to compounded drugs, including the

provisions addressing new drug approval requirements, adulteration, and misbranding.
However, FDA has historically exercised its discretion to exempt from enforcement

pharmacists engaged in traditional compounding.

In March 1992, responding to a significant increase in pharmacy compounding, FDA
issued a compliance policy guide (CPG), section 7132.16 (later renumbered as 460.200)
to delineate FDA’s enforcement policy on pharmacy compounding. This CPG relied on
enforcement discretion, rather than legal exemptions from the FD&C Act’s new drug
approval and other requirements, to guide FDA’s regulatory approach. After Congress
enacted the Food and Drug Administration Modernization Act of 1997 to specifically
address FDA’s role in the regulation of pharmacy compounding, the 1992 CPG was

rescinded.

Food and Drug Administration Modernization Act of 1997
The Food and Drug Administration Modernization Act added section 503A to the FD&C

Act to clarify the status of pharmacy compounding and compounded drugs under Federal
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law. Under section 503A, compounded drugs that satisfied certain requirements were
exempted from three key provisions of the FD&C Act: (1) the adulteration provision of
section 501(a}(2)(B) (concerning good manufacturing practice requirements for drugs);
(2) the misbranding provision of section 502(f)(1) (concerning the labeling of drugs with

adequate directions for use); and (3) the new drug approval provision of section 505.

Thompson v. Western States Medical Center

Section 503A included prohibitions on the solicitatioln of prescriptions for, and the
advertising of, compounded drugs. In November 1998, these solicitation and advertising
provisions were challenged by seven compounding pharmacies as an impermissible
regulation of commercial speech. A federal district court ruled in the pharmacies” favor
and held that the solicitation and advertising restrictions violated the First Amendment.
On appeal, the Ninth Circuit Court of Appeals affirmed the District Court’s holding that
the solicitation and advertising provisions unconstitutionally restricted commercial
speech. The Court also declared section 503A to be invalid in its entirety, meaning that
the unconstitutional speech provisions could not be severed from the rest of S03A.
Western States Medical Center v. Shalala, 238 F.3™ 1090 (9* Cir. 2001)). The Supreme
Court affirmed the Ninth Circuit’s decision that the advertising and soliciting restrictions
were unconstitutional, but it did not consider whether these restrictions could be severed
from the rest of section 503A. Thompson v. Western States Medical Center, 535 U.S.
357 (2002). FDA shares the Ninth Circuit’s view that section 503A is now void.

Compliance Policy Guide of May 2002

In order to fill the regulatory vacuum created by the Supreme Court’s decision in
Thompson v. Western States Medical Center, FDA issued Compliance Policy Guide
section 460.200 [“Pharmacy Compounding™] in May 2002. FDA issued this CPG in
final form, and requested and received numerous comments on it. FDA stated that it
would review these comments and revise the CPG, if appropriate. That process is

underway, and FDA plans to issue a revised CPG, in draft, for public comment.
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The 2002 CPG reflects FDA’s current enforcement policy with respect to human drug
compounding. It recognizes that pharmacists traditionally have extemporaneously
compounded reasonable quantities of drugs upon receipt of a valid prescription for an
individually identified patient. This traditional compounding is not the subject of the”
guidance. Instead, the CPG provides that, when the scope and nature of a pharmacy’s
activity raise the kinds of concerns normally associated with a drug manufacturer and
result in significant violations of the new drug, adulteration, or misbranding provisions of
the FD&C Act, FDA will consider enforcement action. The CPG identifies factors that
FDA evaluates in deciding whether to take action; these factors are not intended to be

exhaustive.

Medical Center Pharmacy v. Gonzales
In 2004, ten pharmacies specializing in compounding brought suit in the United States

District Court for the Western District of Texas, challenging FDA’s authority to regulate
compounded drugs. In August 2006, the court ruled, among other things, that-
compounded drugs are “implicitly exempt” from the FD&C Act’s new drug approval
provisions. Medical Center Pharmacy v. Gonzales, 451 F. Supp. 2d 854 (W.D. Tex.
2006). The government has filed an appeal with the U.S. Court of Appeals for the Fifth
Circuit. Pending resolution of this appeal, the district court’s decision applies in the
Western District of Texas.! Elsewhere, FDA continues to be guided by the 2002 CPG

when considering enforcement actions regarding compounded drixgs.

COMPOUNDED BIO-IDENTICAL HORMONE REPLACEMENT THERAPY
PRODUCTS

FDA is aware that an increasing number of pharmacists compound hormone products for
use by postmenopausal women. These pharmacies often promote their products as “bio-
identical” to the hormones produced by a woman’s body, and the phrase “bio-identical
hormeone replacement therapy” (BHRT) has been used to describe these products.
Compounded BHRT products typically contain various forms of estrogen and

progesterone and, in some cases, testosterone and dehydroepiandrosterone. BHRT drugs
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are compounded for oral, topical, transdermal, suppesitory, and other routes of

administration.

FDA’sregulatory approach toward compounded BHRT. products is framed by its general
approach to compounded drugs: FDA recognizes the legitimacyof traditional pharmacy
compounding of BHRT products, i.e., when a pharmacist compounds a BHRT product in
response to a licensed pracﬁtioner’s decision that a patient’s specific medical need cannot
be met by an FDA-approved drug. FDA will generally continue to defer to state
regulators regarding this practice.

Claims Regarding Compounded BHRT Products

FDA is concerned, however, that a number of pharmacies make claims about
compounded BHRT products that are false and that may mislead patients and
practitioners as they decide whether these products are appropriate. Drugs that make
false and misleading claims are misbranded under the FD&C Act.

FDA believes that some promotional materials for compounded BHRT products contain
inaccurate information and do not adequately advise patients and practitioners of the risks
associated with compounded hormone products (risks that appear to be the same as the
hazards related to FDA-approved hormone products). These promotional materials may
also contain unsubstantiated claims about the safety and efficacy of compounded BHRT
products.

Moreover, some cbmpounding pharmacists claim that their BHRT products are a
“natural” alternative to FDA-approved drugs, because the compounded hormones are
identical to the hormones produced in the body. These pharmacists may further claim
that their “natural” cofnpounded BHRT products are a safe alternative to FDA-approved
drugs because they lack the risks and side effects associated with those drugs. FDA is
unaware of any credible scientific evidence supporting the assertions that these bio-
identical compounded products are a safe or effective alternative to FDA-approved drugs

containing hormones.
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Equally concemning are claims by compounding pharmacists that compounded BHRT
products can be used to prevent serious illnesses, im-:luding breast and colon cancers,
cardiovascular disease, and Alzheimer’s disease. These claims are not substantiated by
scientific evidence for these compounded BHRT products, and they risk misleadirig
consumers into using compounded BHRT products to pievént these illnesses in.the

absence of any evidence supporting there effectiveness.

FDA is also not aware of sound evidence showing the superiority of compounded BHRT
products over FDA-approved drugs. Likewise, FDA has no information indicating that
the side effects and risks of compounded BHRT products are dissimilar to those of.
FDA-approved drugs. Thus, claims regarding the safety, efficacy, and superiority of
compounded BHRT products have not been substantiated by FDA and may.mislead

patients and practitioners.

Lack of Warnings and Information: Compounded BHRT Products
FDA regulations require prescription drugs containing estrogen to be dispensed with a’

- patient package insert explaining the drug’s benefits and risks. 21 CFR §310.515.
Compounded BHRT products are often dispensed without this information. Thus,
patients are not explicitly advised of the risks associated with the use of these
compounded products. The absence of wamings and risk information may be viewed by
patients as implicit evidence that compounded BHRT products are safer than

FDA-approved drugs, when there is no data to support this conclusion.

FDA’s Shared Concerns with Medical Professional Organizations
FDA is not alone in.its concems regarding compounded BHRT products. A number of

medical professional organizations, including the American Medical Association (AMA),
the Endocrine Society, and the American College of Obstetricians and Gynecologists -
have published formal statements regarding compounded BHRT products.’ On the

! See American Medical Association House of Delegates Resolution 706, “FDA Oversight of Bio-
identical Hormone (BH) Preparations,” September 27, 2006; Endocrine Society Position Statement, “Bio--
identical Hormones,” October 2006; American College of Obstetricians and Gynecologists, Committee on
Gynecologic Practice Opinion on Compounded Bio-identical Hormones, November 2005,
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whole, these medical organizations believe that there is inadequate scientific evidence to
support the claims made regarding the safety and efficacy of compounded BHRT
products. Furthermore, two of these organizations, the AMA and the Endocrine Society,
expressed concerns about the spread of false and misleading information in conjunction

with the promotion of compounded BHRT products. - .+ ,. . P T TR

The Wyeth Citizen Petition

Currently, FDA is considering a Citizen Petition filed by Wyeth on October 6, 2005,
concerning compounded bio-identical hormone replacement thera;;y drugs. FDA Docket
No. 2005P-0411. The petition requests that FDA take a number of actions regarding
compounded BHRT drugs, including enforcement action, investigations, requiring certain
labeling and promotional disclosures, and engaging in educational initiatives. On April
4, 2006, Wyeth submitted a Supplemental Filing (Supplement) to the petition to address
issues raised in comments submitted to the docket by the International Academy of

Compounding Pharmacists and the National Community Pharmacists Association.

FDA has received more than 68,000 comments ‘conceming.this petition, and continues to
receive comments, These inciude at feast 13,000 form letters and comments from
individual consumers, phagrnagisté, pharmacy groups, and hg;_x}gl;hcare‘practitioners. ]
FDA also has received comments from consumer health care and professional
organizétions, including the National Women’s Health Network, the National Black
Women’s Healﬁl Project_,_t?:e National Association of Nurse Practitioners in Women’s
Health, the American Médica] Women’s Association, the North American Menopause
Society, American Society for Reproductive Medicine, the Society for Women's Health
Research, the Jacobs Institixte of.Wonien’s; Health, and the Ameﬁcan College of ‘

Obstetricians and Gynecologists, among others.

The majority of the comments — submitted by individual consumers, health-care
practitioners, pharmacists, alternative-medicine advocacy groups, and compounding
pharmacy associations — ask that we deny Wyeth’s petition. It is noteworthy, however,

that we received some comments from pharmacists and health-care practitioners who are

i
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concerned about the use and marketing of compounded BHRT products. The comments

received from consumer health organizations generally support Wyeth’s petition.

The petition and comments raise complicated scientific issues of safety and efficacy, as
well as regulatory and policy questions. FDA is currently evaluating these complex
questions. When its analysis is complete, FDA will provide a written response to the
petitioner, which will be available from FDA's Dockets Management Branch and will be

posted on FDA’s website.

Other Unapproved Hormone Replacement Products
FDA is concerned about the distribution of other unapproved hormone replacement

products, including products marketed as over-the-counter drugs and dietary

supplements.

In the fall of 2005, FDA worked with the Federal Trade Commission (FTC) on a joint
effort to address the marketing of unapproved hormone replacement products. In
November 2005, FDA sent warning letters to 16 dietary supplement and hormone cream
marketers who were making unproven claims that their “alternative hormone replacement
therapy” products were useful in treating or preventing cancer, heart disease,
osteoporosis, and other serious diseases. All of the products were available for purchase
directly from these firms’ websites without a prescription. FDA advised the firms that
their products-were “new drugs” because they claimed that the products were useful in
treating or preventing disease. The products were not approved by FDA for these uses,
and thus violated the FD&C Act’s new drug approval requirements. In addition, the
firms violated an FDA regulation, 21 CFR §310.530, which prohibits the marketing of
over-the-counter topically applied hormone-containing products without an FDA-

approved application.

CDER issued three of the warning letters to these firms. Two of the three firms that
received these letters no longer sell the hormone products. The third firm initially

complied, but a recent review of the firm’s website indicates that it is once again
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promoting hormone creams, albeit for different, less serious diseases. We are actively
reviewing this matter to determine the best course of action.

The Center for Food Safety and Applied Nutrition (CFSAN) issued thirteen of the
warning letters to firms marketing oral preparations as dietary supplements. Eleven of
the thirteen firms that received these letters promised corrections that included removing
the offending claims cited in the warning letters, discontinuing marketing the non-
compliant products, or taking down the websites on which the products were marketed.
CFSAN confirmed these corrections, but a recent review of the firms® websites showed
that two firms are now marketing new products with similar claims. CFSAN is

considering the steps that it will take to‘respond to this information.

FTC, in a joint effort with FDA, also sent notices to thirty-four websites promoting
hormone replacement products with unsubstantiated claims. FTC stated in its “Notice of
Potentially Ilegal Marketing of Menopausal/Hormonal Products” that the FTC Act, 15
U.S.C. §41 et seq., prohibits unfair or deceptive acts and practices, including false and
unsubstantiated advertising claims.

rw=

FDA’s Oifice of Women’s Health (OWH) Menopause and Hormones Campaign

In FY 2003, OWH was mandated by Congress to spearhead an “Agency outreach
campaign to provide concise information to women and health professionals about

. hormone replacement therapy” as a result of the findings of increased risk of heart attack,
stroke and breast cancer in the National Institutes of Health (NIH) Women’s Health
Initiative (WHI) combination hormone therapy study in 2002. In this directive, FDA
was to “work collaboratively with physicians, ‘women'’s health groups, and federal
agencies to conduct a public awareness campaign about the use of hormone therapy,

including the treatment of menopausal symptoms.”

The menopausal hormoné therapy outreach cémpaign had two parts. Part I included the

development of materials and partnerships (2003-2004) and Part II included nationwide
media outreach (2004-2005).
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Part I: Materials and Partnership development
OWH formed a working group that included members from CDER, HHS Office on
Women'’s Health, NIH, Agency for Healthcare Research and Quality (AHRQ), and 25
women’s health and health professional organizations. The group was tasked with
identifying the target audience, developing key messages, campaign materials, and

strategies for dissemination.

Rollout of the campaign materials was held on September 9, 2003. Materials included a
fact sheet and a purse guide (discussed below). The targeted audiences were women
ages 40-59, with a dissemination of materials to geographic areas across the U.S. with the
greatest density of women in these age groups. The key messages, which were

confirmed through focus group research, were:

Menopause and Hormones: “What Can You Believe?”
Get informed
Talk to your health care professional and decide if hormone therapy is right |
for you.

» If you choose to use hormones, use them at the lowest effective dose for the
shortest amount of time needed.

The “Mencpause and Hormones” fact sheet defines menopause and symptoms, as well as
hormone therapy for menopause. It also describes known benefits and risks of hormone
therapy as well as advises:

who should not take hormone therapy;

that the risks and benefits may be the same for all hormone products; and

that the risks and benefits of “herbs or other natural products* are not currently
known.

The “Menopause and Hornone” purse guide contains questions to facilitate discussion
between the woman and her health care professional on whether use of hormone therapy
is appropriate. It also provides an area for taking notes, suggests other beneficial health

tests or screening that could be discussed during the visit and provides federal resources

to find more information on hormone therapy for menopause.
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Part II: National media outreach

Campaign materials developed in Part I were publicizedrusing several different
approaches and elements to involve partners. These included FDA Public Affairs
Spemahsts media outreach in both print and radio; Internet advemsmg, print advemsmg,

St

outreach to commumty based orgamzatlons and direct e-mail.

Campaign Conclusions

Based on the combined circulation totals for all media activities used, projections of
membership in the community organizations contacted, and volume of materials ordered,
the campaign can account for nearly 100 million times that the menopause message was
delivered to peri-menopausal and postmenopausal women. In addition, the materials
developed as part of this Congressional mandate continue to be requested and distributed:
These materials are free and can be accessed via FDA’s Office of Women’s Health
website (http://www . fda.goviwomens/menopause/mhi-FS.html}y and the Federal
Clearinghouse at Pueblo (www.pueblo.gsa.gov), and-are available in both English and
Spanish. An extension of this campaign involves the development of a brochure on

FDA-approved medications for menopausal symptoms — which has become available in

FDA guide that provides basic information about menopausal hormone therapy and
describes all prescription products currently approved by the Agency for this indication.
The booklet is not intended to be used in place of the labeling, but to help women talk to
their doctor, nurse, or pharmacist about what they should know about risks and side

effects, and general safe use for each of these medications.

CONCLUSION

FDA intends to continue to address pharmacy compounding, including compounding of
BHRT products, in 2 manner that respects traditional pharmacy compounding. FDA will

the past month. This document was created in response to requests from women for an
pursue enforcement action against compounded drugs, including compounded BHRT
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drugs, when the compounding of these drugs raises concerns normally associated with
drug manufacturing and results in significant violations of the new drug, adulteration, or

misbranding provisions of the FD&C Act.

This concludes my testimony, Mr. Chairman. I will be glad to answer any questions you

may have.
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Senator SMITH. Thank you very much.
Dr. GALsSON. Thank you.
Senator SMITH. Eileen Harrington.

‘STATEMENT OF EILEEN HARRINGTON, DEPUTY DIRECTOR,
BUREAU OF CONSUMER PROTECTION, FEDERAL TRADE
COMMISSION, WASHINGTON, DC '’ SRR
Ms. HARRINGTON. Good morning, Ranking Member Smith. I am

Eileen Harrington, the deputy director of the FTC’s Bureau of Con-

sumer Protection.

The commission’s written testimony has been submitted for the
record. My oral statement and answers to any questions you may
have represent my views.

You have asked us to discuss the FTC’s efforts.to address the
misleading online advertising of alternatives to hormone replace-
;nen(t1 therapy, as well as our work to combat all types of Internet
raud.

Among its many benefits, the Internet provides consumers with
access to a vast array of information and products, including
health-related items. Unfortunately, it also provides an opportunity
for irresponsible marketers to prey on consumers, making false or
misleading claims, causing economic injury, and posing potentially
serious consequences for consumers’ health.

For over a decade, the FTC has been on the forefront of efforts
to protect consumers from online fraud. In doing this, we use a
three-pronged strategy.

First, we take law enforcement action to stop deceptive practices
and obtain redress for victims of fraudulent schemes.

Second, we conduct consumer education campaigns, often in part-
nership with colleagues like the FDA, to help consumers spot and
avoid online scams in the first instance.

Third, we educate businesses to help them comply with the law
and avoid engaging in deceptive practices.

The FTC’s work to address deceptive online health and safety
claims exemplifies our use of this strategy. We have aggressively
enforced the law, bringing 229 enforcement actions challenging on-
line false and misleading health and safety claims for products
ranging from weight-loss pills to cancer cures. -

For example, last November, following a fierce trial, the FTC
won a Federal court order requiring the sellers of the Q-Ray Brace-
let to refund up to $87 million to consumers who had purchased
the product based on false claims that the bracelets would signifi-
cantly reduce their pain.

On the consumer education front, the FTC provides consumers
with useful, creative and timely information to help them avoid
falling victim to false claims for everything from cure-alls to diet
and fitness products. We provide all of these materials on our Web
site. We spread the word offline, as well, often partnering with
private- and public-sector organizations to distribute publications
and our messages. :

QOur efforts involving alternative HRT products are a good exam-
ple of our use of the third prong of our strategy: educating business
about their legal responsibilities.
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Our staff identified 34 Web sites with claims that alternative
natural progesterone creams and sprays were safe or would pre-
vent, treat or cure serious cancer, heart disease or osteoporosis. We
sent a warning e-mail to each of those site operators; the e-mails
putting them on notice that they must have substantiation for any
health claims that they make about their products and urging
them to review their product claims to make sure they complied
with the law.

Our staff recently conducted a follow-up review of those Web
sites and has continued working with companies to clean up their
claims. Fifteen of the 34 Web sites have either removed the claims
or no longer sell the products.

As I said, we are continuing to follow up directly with the re-
maining sites, and our staff will be making appropriate enforce-
{nent recommendations about those that do not comply with the
aw.

The FTC’s efforts to halt deceptive health-related claims online
are part of its larger program to combat Internet fraud. Since 1994,
the FTC has launched 538 law enforcement actions, garnering
nearly $1 billion in judgments against those who have used the
Internet to prey upon American consumers.

Online deception generally falls into two categories: old-fashioned
schemes that have simply migrated online and new high-tech
schemes that are unique to the computer age.

Spam presents a hybrid of the two. Spammers use low-cost new
technology e-mails to carpet consumers with old-fashioned decep-
tive claims about everything from miracle cures to bogus invest-
ment opportunities.

The FTC has pounded the pavement on the spam beat for over
a decade. Since 1994, we have litigated 89 actions against 241 de-
fendants in which spam was an integral element of the scheme,
and 26 of those cases use the relatively new Can Spam Act.

As technology and scams change over time, the FTC continues to
shift its resources and adjust its priorities, targeting those frauds
that cause the most harm to consumers.

False and misleading claims that affect consumers’ health and
safety are prime targets, and they will remain prime targets, of the
FTC’s enforcement efforts. We will continue our efforts to ensure
the truthfulness and accuracy of advertising for health-related
products, regardless of the medium in which those ads appear.

Thank you, again, for inviting us. I am happy to answer your
questions.

[The prepared statement of Ms. Harrington follows:]
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L Introduction

Chairman Kohl, Ranking Member Smith, and Members of the Committee, I am Eileen
Harrington, Deputy Director of the Bureau of Consumer Protection of the Federal Trade
Commission (“FTC” or “Commission™).' 1 appreciate the opportunity to-discuss the
Commission’s efforts to address the misleading online advertising of “alternatives” to hormone
replacement therapy as well as its work to combat all types of Internet fraud.

Among its many benefits, the Internet provides consumers with access to a vast array of
information and products, including health-related items. Unfortunately, the online medium also
provides an opportunity for irresponsible marketers to prey on consumers with false or
misleading claims that can cause economic injury and have potentially serious consequences for
consumers’ health. Therefore, pursuant to its broad authority to prevent “unfair or deceptive acts
or practices,” the FTC has a longstanding and active program to protect consumers in the online
environment.

This testimony provides an overview of the FTC’s efforts with respect to health-related
fraud, including an explanation of its jurisdiction over health products and a discussion of the
FTC/FDA project to address the misleading marketing of hormone replact;ment therapy
alternatives. Pursuant to the Committee’s request, the testimony then discusses the FTC’s

broader program to combat online scams in general.

! This written staternent presents the views of the Commission, My oral festimony and
responses to questions reflect my views and do not necessarily represent the views of the
Commission or any individual Commissioner.

? Section 5 of the Federal Trade Commission Act, 15 U.S.C. § 45(a). In addition, Section 12 of
the Federal Trade Commission Act prohibits the false advertisement of “food, drugs, devices,
services, and cosmetics.” 15 U.S.C. § 52.
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. Health-Related Fraud

A. Overview

The Commission employs a three-pronged strategy to protect consumers from deceptive
claims for health-related products: (1) law enforcement; (2) consumer education; and
(3) business outreach. In each of these areas, the FTC works closely with its state, federal, and
international partners, including state attorneys general, the Food and Drug Administration
(“FDA™), and members of the Mexico, United States, and Canada Health Fraud Working Group.

On the law enforcement front, over the past decade the FTC has initiated 229
enforcement actions challenging false and misleading health and safety claims for products
ranging from weight-loss pills to cancer cures. Of particular note, the Commission successfully
challenged deceptive “fountain of youth” claims used to advertise purported human growth
hormone (“HGH”) products in a number of cases.” Additionally, in November the FTC obtained
a federal court order requiring the purveyors of the Q-Ray bracelet to refund up to $87 million to
consumers who had purchased the product'based on the defendants’ false representation that the

bracelets significantly alleviated pain *

On the consumer education front, the Commission has released a host of materials on

" how to avoid being victimized by false claims for everything from cure-alls, to indoor tanning, to

* E.g., FIC v. Pacific Herbal Servs., No. CV05-7247 (C.D. Cal.) (Prelim. Inj. Oct. 19, 2005),
www.fic. gov/os/caselist/pacificherbal/pacificherbal.shtm; FTC v. Global Web Promotions,
No.04C3022 (N.D. I11.) (Final Order June 16, 2005); www.fic.gov/os/caselist/0423086/0423086
.shtm; FTC v. Great American Prods., No. 3:05CV170 (N.D. Fla.) (Final Order May 20, 2005),
www.fic.gov/os/caselist/0323247/0323247 shtm; FTC v. Creaghan Harry, No. 04C4790 (N.D.
I11.) (Final Order May 5, 2005), www ftc.gov/os/caselist/0423085/0423085 shtm.

¢ FTCv. QT Inc., No. 03C 3578 (N.D. 1lL.) (Final Order Nov. 13, 2006),
www.fte.gov/opa/2006/09/aray.him.
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diet and fitness products.’ For example, the FTC issued a Consumer Alert on HGH pills and
sprays.® Most recently, the Commission released its “Glucobate” teaser website advertising a
phony miracle product to belp consumers avoid deceptive diabetes claims.’

On the business outreach front, the Commission has created numerous materials geared
toward helping businesses a;,'oid making deceptive claims. For eicample, the FTC’s publication
“Dietary Supplements: An Advertising Guide for Industry,” provides easy-to-understand
explanations of advertising standards for the marketing of health products, along with many
useful examples.® Additionally, the Commission conducts advertising *“surfs” looking for
potentially violative claims, and then follows up with warning letters, which can ultimately lead
to law enforcement action. For example, the FTC sent warning letters to more than 90 Intemet
marketers promoting purported HGH products for “anti-aging” benefits.’ Finally, the
Commiission has worked with industry trade associations to implement effective self-regulation

procedures.

* See, respectively, fic.gov, line/ed: htm; www. ftc.govibep/
conline/pubs/health/indootan.htm; and www.fic. gov/bgg/conlg;g{edcamslﬁm@gdex html.

¢ www.fic.gov/bep/conline/pubs/aterts/hghalrt pdf.

T Teaser sites mimic real web pages, using common buzz words and making exaggerated claims
like those found on many deceptive websites. At first glance, the teaser site appears to advertise
a miracle cure. When consumers click for more information, they learn the ad is actually a
consumer education piece posted by the FTC to warn consumers about rip-offs. See
www.wemarket4u.net/glucobate.

® www, fte. gov/bep/conline/pubs/buspubs/dietsupp.htm. This puhhcahon was accessed over
25,000 times last year.

® www.fic.pov/opa/2005/06/greatamerican.shtm.
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On all three fronts, the FTC frequently collaborates with the FDA on health issues.
_ Although the FTC and the FDA both have jurisdiction over health-related products, the agencies
coo.rdinate closely pursuant to a longstanding agreement.'® Under this agreement, the FTC has
primary responsibility to regulate the advertising of over-the-counter drugs, food, cosmetics, and
devices, while the FDA regulates the labeling of these products. The FDA also has primary
responsibility to regulate claims made in both the advertising and labeling of prescription drugs.
In many cases, however, the agencies work together to leverage resources and have a greater
effect on the marketplace. The agencies’ project to address misteading claims for alteative
hormone replacement therapy products sold on the Internet is a good example of these joint
efforts.

B. Targeting Deceptive Claims for Hormone Reﬁlacement Therapy Alternatives

Hormone replacement therapy is medication containing female hormones that doctors
prescribe to treat symptoms of menopause as well as other conditions. In 2002, the Women'’s
Health Initiative (sponsored by the National Institutes of Health) terminated a clinical trial of
bormone replaceiment therapy because the overail heaiih risks (e.g., of heart disease and breast
cancer) outweighed the benefits of the therapy."" This stunning news fueled the growth of a

market promoting “natural alternatives” to hormone replacement therapy. These products

" Working Agreement Between the FTC and FDA, 3 Trade Reg. Rep. (CCH) Y 9,859.01 (1971).

"' National Institutes of Health News Release, July 9, 2002, www.nhibi.nih.gov/new/ press/02-
07-09 htm. Since that time, researchers further analyzed the trial data and one recent review
suggests that the heart risks may have been overstated. Jacques E. Rossouw, MD,
Postmenopausal Hormone Therapy and Risk of Cardiovascular Disease by Age and Years Since
Menopause, 297 JAMA 1465-1477 (2007).
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include “natural” progesterone creams and sprays.”? Some of the marketers claim that their
“natural” progesterone prodl}cts are gafe and effectively prevent, treat, or cure serious diseases,
such as cancer, heart disease, and osteoporosis. However, the FTC is not aware of competent
and reliable scientific evidence to substantiate these claims."

Therefore, working in conjunction with the FDA, FTC staff surfed the Internet for
websites claiming that theirl progesterone products were safe or could prevent, treat, or cure
serious diseases. The staff used search engines to identify relevant websites and then examined
the sites to determine whether they made potentially deceptive claims. The FDA staff conducted
its own surf to identify websites. The FTC and FDA staff coordinated efforts and compared surf
results so that each agency would send letters to different targets and therefore have a greater
impact. The FTC found 34 websites making questionable safety and disease prevention claims
and sent warning letters to each. The FDA staff sent letters to an additional 16 websites.

The FTC staff’s emails explained that the marketers must have competent and reliable
scientific evidence to substantiate any health claim they make about their products. The emails
‘urged the marketers to review their product claims to make sure they complied with the law. In

addition, the FTC’s emails provided information about FDA law, as well as links to resources the

12 In addition, some online pharmacies offer compounded hormones which they claim are
customized to an individual’s needs based on an analysis of a saliva sample.

¥ FTC law requires that marketers possess competent and reliable scientific evidence to
substantiate claims about the safety and efficacy of health-related products, including dietary
supplements. FTC Policy Statement Regarding Advertising Substantiation, appended to
Thompson Med. Co., 104 F.T.C. 648, 839 (1984), www.ftc.gov/bep/guides/ ad3subst.htm.
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marketers could consult for gnidance.' Likewise, FDA wamning letters provided information
about FTC law. .

The FTC staff recently conducted a follow-up review of the websites to determine if the
sites removed or modified the safety or disease prevention claims. Although many sites revised
their claims, lmfoﬁunafely, sﬁghtly more than half of the v&ebsites, 19 of 34, continue to sell
“natural” progesterone creams and éprays by making unsubstaritiated claims that they are safe or
can treat or prevent cancer, heart disease, or osteoporosis. The FTC staff now is following up
with the companies and will make enforcement recommeridations.

. Internet Fraud

The Commission’s efforts to halt deceptive, online, health-related claims are part of a
la:gel;, aggressive program to combat Internet fraud. For over a decade, the FTC has employed °
the same three-pronged strategy discussed above — law enforcement, consumer education, and
business outreach — to address a wide array of online consumer protection problems, including
data security, pretexting, ideptity theft, children’s online privacy, spam, and spyware.

Online fraud generally falls into two categories: (1) old-fashioned schemes that have
simply moved online,'such as pyramid schemes, deceﬁtive work-at-home opportunities, and false

product claims;'* and (2) Internet trickery and other scams that exploit new technology and are

' See FTC Press Release and Sample Wamning Letter, www. ftc.gov/opa/2005/11/hormone htm.

¥ See, e.g., FTC v. SkyBiz.com, Inc., No. 01-CV-396-EA (N.D. Okla.) (Stipulated Final Order
Jan. 28, 2003), www.ftc.gov/opa/2003/03/skybiz.htm (pyramid); FTC v. Stuffingforcash.com,
No. 02C 5022 (N.D. I1l.) (Stipulated Final Order Jan. 30, 2003), www.ftc.gov/opa/2003/07/
spammers.htm (work at home); FTC v.. Phoenix Avatar, LLC, No. 04C 2897 (N.D. I11.)
(Stipulated Firial Order Mar. 29, 2005), www.fic. gov/opa/2005/03/phoenix htm (diet patches).
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unique to the computer age, such as pagejacking, phishing, and modem hijacking.' Since 1994,
the FTC has filed 538 actions against individuals and corporations that have used the Internet to
unleash a wide variety of deceptive and unfair practices on American consumers. The
Commission’s efforts to address deceptive spam and spyware illustrate this broader Internet
fraud program and the tools the FTC employs to combat online scams.

Since 1997, the Commission has filed 89 actions against 241 defendants in which spam
was an integral element of a scheme that hanmed consumers."” Twenty-six of these cases were
filed after Congress enacted the CAN-SPAM Act,'® which, among other things, prohibits email
senders from using deceptive message headers and subject lines. In many instances, scam artists
use unsolicited commercial email to put a new twist on schemes that previously could be
conducted in the offline world. 'For example, last year the FTC alleged that Internet marketer
Jumpstart Technologies disguised commercial email messages to appear as personal messages
from friends and misled consumers as to the terms and conditions of its “free” movie ticket
promotions. To resolve those allegations, the company paid $900,000, the largest civil penalty

obtained under the CAN-SPAM Act.”® Deceptive spam also can be part of a scheme that is

6 See, e.g., FTC v. Carlos Pereira, No. 99 Civ. 562 (E.D.N.Y.) (Final Order Jan. 24, 2005),
ftc.gov/opa/1999/ iz.htm (pagejacking); FTC v. Hill, No. H 03-5537 (S.D. Tex.)

(Stipulated Final Order May 24, 2004), www.ftc.gov/opa/2004/03/ phishinghilljoint htm
(phishing); and FTC v. Sheinkin, No. 2-00-3636-18 (D.S.C.) (Stipulated Final Order Aug, 15,

2001), www.fic. gov/opa/2001/08/ sheinkin htm (modem hijacking).
' Two of these cases addressed the deceptive sale of human growth hormone. Supra note 3.

'8 Controlling the Assault of Non-Solicited Pomography and Marketing Act, 15 U.S.C
§§ 7701-7713.

¥ United States v. Jumpstart Techs., LLC, No. C-06-2079 (N.D. Cal.) (Stipulated Final Order
Mar. 22, 2006), www.ftc. gov/opa/2006/03/freeflixtix htm.
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unique to the Internet. For example, in one case the FTC alleged that a defendant’s email
messages claimed that consumers won a Sony PlayStation in order to lure consumers to an adult
website and surreptitiously redirect their Intenet connections through a 900-number that charged
them up to, $3.99 a minute for the new cénnection.”

The FTC also has taken law enforcement actions against distributors of spyware —
another technology-driven scheme that provides digital data thieves with a back door into
consumers’ online lives. Spyware is downloaded without authorization and may be used to send
high volumes of pop-up ads, redirect computers to unwanted websites, monitor Internet surfing,
or record consumers’ keystrokes, which, in-tumn, could lead to identity theft. In the past three
years, the Commission has filed 11 cases against purveyors of spyware, disgorging over $12.9
million of their alleged ill-gotten gains. In the Commission’s most recent spyware case, the FTC
alleged that Direct Revenue, LLC surreptitiously installed advertising software programs, which
monitored Internet use to display targeted pop-up ads on consumers’ computers, and deliberately
made the programs difficult for consumers to identify and remove. To settle these ch__argm,
Direct Revenue agreed to disgorge $1.5 million and to-abide by injunctive provisions that will
protect consumers from these practices in the future.”!

The FTC employs a number of tools to develop its cases targeting online fraud. For
example, the Commission identifies potentially violative commercial email through its spam

database. Each day, the FTC receives &pproximately 300,000 pieces of spam — forwarded by

® FTCv. BTV Industries, CV $-03-1306 ('D Nev.) (Stipulated Final Order Nov. 25; 2003),
www.ftc. gov/opa/2004/02/playstation?. htm

' In re DirectRevenue, LLC, FTC File No. 052-3131 (Consent Agreement Feb. 16, 2007),
www.fic. gov/opa/2007/02/directrevenue htmn.
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computer users to spam@uce.gov — and stores it in a large database, which currently houses
more than 400 million pieces of unsolicited commercial email, including emails regarding
apparently bogus health claims.

The FTC’s Consumer Sentinel database also plays a central role in the agency’s law
enforcement efforts. The Consumer Sentinel database contains over 3.7 Mon consumer fraud
and identity theft complaints filed with the FTC; other federal, state, and local law enforcement
agencies; and private organizations. The FTC, as well as more than 1,600 law enforcement
entities worldwide, use the database to identify scams, specific companies generating high levels
of complaints, and individual consumers who may have been harmed by illegal activity.?

In addition, the recently-enacted US SAFE WEB Act” provides the Commission with
important new tools to fight online fraud that crosses international borders. The Commission’s
efforts to combat illegal spam, deceptive health-related advemsmg, and spyware illustrate the
need for these tools. Spam is often routed through servers and proxies located overseas and
contains links to websites hosted by foreign companies. In addition, sellers of bogus health-
related products may be located in foreign countries, but can promote their products to U.S.
consumers using the Internet and satellite TV. Spyware distributors also can be located overseas
or use foreign ISPs to host their websites. Therefore, in each of these situations, scammers,

consumer witnesses, and money derived from scams are located in foreign countries. To help

2 A number of the law enforcement entities that have access to the Consumer Sentinel database
investigate health-related matters, including the FDA, state attorneys general, the California
Department of Consumer Protection, the Connecticut Department of Consumer Protection, the
Montana Department of Administration’s Office of Consumer Protection, and the Texas
Department of Health.

3 Undertaking Spam, Spyware, and Fraud Enforcement With Enforcers Beyond Borders Act of
2006, Pub. L. No. 109-455, 120 Stat. 3372 (2006).
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overcome the challenges of investigating and prosecuting these types of international fraud, the
US SAFE WEB Act strengthens the FTC’s ability to cooperate with its foreign counterparts,
gather information from international sources, and follow the money trail without tipping off the
frand’s perpetrators:

As with health-related fraud, the FTC combines its law enforcement efforts against all
types of Internet fraud with consumer education and business outreach campaigns. The FTC has
produced a wide array of materials to educate consumers on how to spot and avoid online scams
and to increase business awareness on how to.oomply with the law. For example, the award-
winning website, OnGuardOnline.gov, contains tips, articles, videos, and interactive materials to
educate consumers on guarding against Internet fraud, filter spam, secure their computers, and
protect their personal information. The FTC developed OnGuardOnline in conjunction with
industry partners and other agencies, and since its launch in late 2005, the site has attracted more
than 3.5 million visits. The FTC also disseminates a variety of business education materials,
including materials to inform businesses about complying with the CAN-SPAM Act,?* and
publications providing advice on making clear disclosures in online ads.”

IV.  Conclusion

The FTC has been involved in policing the Internet for more than a decade and will
continue to protect consumers from the various types of online fraud. As technology and scams
change, the Commission continues to shift its resources to target those frauds that cause the most

harm to consumers. In addition, the FTC will continue its efforts to ensure the truthfulness and

* See www.fic.gov/bep/contine/pubs/buspubs/canspam.htm.
% See www.fic.gov/bep/conline/pubs/buspubs/dotcom/index pdf.
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accuracy of advertising for health-related products, regardless of the medium in which the ads
appear. This includes efforts against deceptive advertising targeted toward older Americans,
who are among our most vulnerable populations. Thank you for providing the Comumission an

opportunity to appear before the Committee.




47

Senator SMITH. Thank you very much, Eileen.

Ladies and gentlemen, I am holdlng in my hand a jar called
Products of Nature Natural Woman Progesterone Cream.

Dr. Rossouw, my staff purchased this on the Internet just a few
days ago. It comes with certain claims, spec1ﬁcally that, if applied
topically, it will greatly decrease a woman’s risk of. breast cancer;
that women who have previously had breast cancer will have little
or no reoccurrence if using natural progesterone cream.

In your scientific opinion, are there any studies that would sup-
port such claims?

Dr. Rossouw. No. There are no studies that support such a
claim. I would make two further points.

First, that, you know, the dichotomy between natural and syn-
thetic—which this kind of product plays on—appeals to an idea
amongst the public that natural is somehow better than synthetic.

From the scientific standpoint, there are either drugs that work
and are safe or drugs that don’t work or are not safe. Their origin
is quite irrelevant, firstly.

Second, if you look at the risk factors for breast cancer
epidemiologlcally they are all related to the levels and duration of
exposure to the natural human hormones estradiol and progester-
one, such as the earlier the onset of the menarche or the later the
delay in the menopause; with longer exposure the greater the risk
of breast cancer.

So I think the evidence would be, though inferential, to the con-
trary. There is no evidence that progesterone prevents breast can-
cer. I suspect that, in combination with estrogen, it probably in-
creases the risk.

Senator SMITH. It increases the risk.

Dr. Rossouw. From what we know, the likelihood is that it in-
creases the risk.

Senator SMITH. Topically applied, I mean, does that—there is no
value——

Dr. Rossouw. Well, there is a question of how much is absorbed.
My colleague from the FDA can address that. But if it is absorbed,
and a woman has circulating estradiol, then I would not regard
this as a favorable scenario.

Senator SMITH. You know, on the Western frontier, they had a
lot of snake oil salesmen. Do we have that in the 21st century, if
those claims are being made?

Dr. Rossouw. Well, I would just go so far as to say that these
claims are unsubstantiated.

Senator SMITH. Ms. Harrington, I am wondering why my staff
was able to purchase this on the Internet off a Web site that was
one of 34 companies that you sent warnings to in November of
2005.

Two weeks ago, this company was still in business. As far as I
know, they still are. As far as I know, this is still—I could get it
today, or a woman could get it today if she sought it.

Of the 34 companies that received warnings from the FTC in
2005, 32 of them still had Web sites up and running as of 2 weeks
ago.
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Now, you have identified in your testimony that 19 of these sites
are still selling hormone products that make unsubstantiated
health-related claims. ‘

I guess what I am asking is, what revisions is the FTC going to
be making to enforce its policies to ensure that this type of egre-
gious enforcement lapse does not reoccur? o

Ms. HARRINGTON. Senator, we, as I said, will be receiving en-
forcement recommendations on companies that are not in compli-
ance.' I can’t say, in a public setting, precisely when and what the
nature of those will be.

I think we could have moved faster here, and we should have.

Senator SMITH. Well, I don’t mean any personal embarrassment
to you. But, I mean, I am just saying that, in this senator’s opinion,
the American people are owed better by the FTC than what the
evidence shows by my staff’s being able to buy this with these kind
of claims on the Internet; something that may be harmless, it may
be dangerous, but it is unproven and ought not to be out there as
modern-day snake oil.

Ms. HARRINGTON. Point well-taken, Senator.

Senator SMITH. After the early termination of the Women’s
Health Initiative study, the FDA issued a black box warning indi-
cating that estrogens with or without progestin should be pre-
scribed at the lowest effective doses for the shortest duration.

However, it is my understanding that when the FDA issued the
guidance, there were no studies indicating at what dose women
faced the lowest risk of serious side effects. It seems to me that the
Federal Government is playing a guessing game with women’s
health, and I think they deserve better.

So, Dr. Rossouw and Dr. Galson, without studies indicating at
precisely what dose women will see less risk of serious side effects,
why did the FDA take such an extreme position?

Dr. GALSON. Well, let me make a few points.

The first is that, with any area where there is a lot of scientific
information, the data available to physicians and patients changes
month by month with more publications by Dr. Rossouw’s group
and others around the country. The challenge we have at FDA is
interpreting this information, deciding which of that information
warrants changing the instructions to patients and physicians.

At any one moment, when we are convening, when we get to-
gether at advisory committees, and we meet internally and we
make a decision about how to change a label and change the in-
structions, we base it on the best information that we have avail-
able at that moment. ,

We are aware, as we were when we most recently changed the
labeling, that there are many ongoing studies on hormone products.
So we anticipate continuing to make changes in these instructions.
But at the point which we put on those warnings, that was the best
information we had.

We do know that the news is not all bad. There are some women,
at some times in their life, depending on their symptoms, who may
benefit from short courses of these hormones. It wouldn’t be right
for us to completely shut the door and say they are never indicated,
never appropriate.
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Senator SMITH. So that brings me to the obvious question:
Should the FDA then require black box warnings for compounded
products containing hormones?

Dr. GALSON. The issue there and, you know——

Senator SMITH. There are none now.

Dr. GALSON. We really share your concern about this. One of our
major problems with compounded products, be they prescription
compounded products or over-the-counter hormone products, is that
they don’t contain the same sort of comprehensive labeling that
FDA-approved products have. )

For example, the information available on the Web site for the
product you mentioned—although I haven’t looked at it personally,
I can see it up there—and other products just doesn’t match what
we think the state of the science indicates patients and physicians
should have.

So we share your concern about that.

Senator SMITH. Well, it needs to match.

It is my understanding that when asked by my staff for a full
written accounting and summary of enforcement actions taken
against compounding pharmacies in general, and bioidentical prod-
ucts in particular, the FDA proffered a mere three examples of en-
forcement activity.

Specifically, (1) was a 2001 limited survey of compounded drugs;
(2) 16 warning letters issued in 2005; and (3) an assertion that the
FDA may inspect a pharmacy on a for-cause basis.

Given that, by your own policy, compounded pharmaceutical
products are unapproved new drugs subject to enforcement under
the Food Drug and Cosmetic Act, why has the agency done so little
to regulate this industry and to protect consumers from bad actors?

Dr. GALSON. As you know, there are tens of thousands of these
pharmacies, and we have a lot of other compliance activities that
are going on throughout the agency not related to compounded
drugs. So, at any one moment, we have to balance the resources
that we have available with the largest risks to public health.

We have taken regular action against compounded pharmacies.
Sure, you can argue that we should do more. We have to, at any
moment, balance what we can do with the information out there.

We do think it is important to continue to take these compliance
actions, and we are going to do that.

Senator SMITH. Well, I know you are under a lot of pressure from
a lot of different angles. I am just simply aware in the press and
best-selling books out there now, a lot of things are being pushed
right now- that really do demand, I believe, a more vigorous re-
sponse from the FDA.

I am very troubled by the thousands of Web sites touting bio-
identical products as natural and safe, in light of the fact that
there is no regulation regarding the term “bioidentical.” What pre-
cisely that term means, I don’t know. I don’t know that there is a
definition out there. I think there needs to be one. Medical doctors
have one definition, yet marketers use the term in a myriad of
ways.

The FDA has indicated to my staff that, “The term ’bioidentical’
has no defined meaning in any medical or conventional dictionary
and is not accepted by the agency as a- substantiated labeling
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claim.” Therefore, since the term “bioidentical” has become com-
monplace in the industry, shouldn’t the FDA develop guidance with
respect to the term that could be used both on over-the-counter and
prescription products? Is there any effort to do that, to define this?

Dr. GALSON. The term, you are correct, does not mean anything
to us.

I was just talking to Dr. Rossouw before the hearing got started
about the fact that in my remarks I was very careful to say “so-
calleil bioidentical” hormones. Dr. Rossouw didn’t mention the term
at all.

We hate this term. We don’t think it means anything. We are not
sure that it should mean anything.

It implies, by the very words “identical” and “bio,” that it is
something that patients should like and should use. We just don’t
think—we think these are drugs, and they deserve warning labels
like the drugs that we approve.

Senator SMITH. So you have a problem with all the Web sites out
there using this term that holds out medical promise and hope?

Dr. GALSON. I certainly do.

Senator SMITH. I certainly hope that the FDA will define the
term “bioidentical” or at least repudiate it; and that then the FTC
will do its part in getting these Web sites down. It just shouldn’t
be happening in this day and age.

Do you have any comment about the term “bioidentical,” Dr.
Rossouw?

Dr. Rossouw. Except to agree with my colleague. It is not a med-
ical term. It is a marketing term.

Senator SMITH. Yes. That is the same kind of marketing they
used to do in the 19th century.

Let me thank you all. This is, I am sure, not pleasant for you,
but it is important to the American people that we highlight what
is out there and that they not just be told, “Buyer beware,” because
we are dealing with people’s health here.

So, please regard this hearing as done in the spirit of trying to
get information out there so that people aren’t just told to beware,
that they actually have the opportunity to buy products that have
health benefits to them and are not scammed by things that may
actually be harmful to their health.

So, with that, I thank you for your attendance.

We will call up our next panel.

On our second panel, we are pleased to welcome medical experts
and industry representatives to further outline these issues.

Our first witness will be Dr. JoAnn Manson, who is the Chief of
preventive medicine at Brigham and Women’s Hospital in Boston.
She is also the Elizabeth F. Brigham professor of Women’s Health
and professor of Medicine at Harvard Medical School. Dr. Manson
is a recognized medical expert in hormone therapy and has pub-
lished a substantial body of work on the topic; and has recently
served as a medical consultant for the “Today” show.

That is why I recognize you.

She will be followed by Dr. Leonard Wartofsky, who is the chair-
man of the Washington Hospital Center’s Department of Medicine
and is the president of the Endocrine Society, an internationally
recognized association of 11,000 members from over 80 countries.
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He will be followed by Dr. Loyd Allen. He is here representing
the International Academy of Compounding Pharmacists. Dr. Allen
also serves as the editor-in-chief of the International Journal of
Pharmaceutical Compounding, among several other pharmacy-re-
lated posts.

Our final witness will be T.S. Wiley, who is a researcher, pub-
lished author, creator of the Wiley Protocol, a bioidentical hormone
regimen that she has developed for women seeking an alternatlve
to conventional hormone therapy.

Dr. Manson, we will start with you.

STATEMENT OF JOANN MANSON, CHIEF OF PREVENTIVE MED-
ICINE, BRIGHAM AND WOMEN’S HOSPITAL, PROFESSOR OF
MEDICINE, HARVARD MEDICAL SCHOOL, BOSTON MA

Dr. MaNsoN. Thank you.

Ranking Member Senator Smlth thank you for the opportunity
to speak to you today about bioidentical and custom- compounded
hormones.

Because of the risks of conventional hormone therapy that you
have heard about, identified by the Women’s Health Initiative, in-
cluding stroke, venous blood clots, breast cancer, and other health
problems, there has been a growing interest in bioidentical and
custom-compounded hormones as potentially safer alternatives.

The key question is: ‘Are these products indeed safer or more ef-
fective than conventional hormone therapy, as proponents of these
treatments claim?

Unfortunately, there is litile evidence, as you have heard, to sup-
port this assertion. Moreover, women are not getting accurate and
unbiased information to help them make .an 1nformed choice about
the use of these hormones.

In addition, what is the rationale for a different pohcy about
FDA regulatlon of bioidentical hormones when they are manufac-
tured en masse and sold by retail pharmacies, where there is full
FDA regulation, and not for bioidentical products that are custom-
compounded by pharmamsts" There is no clear rationale for a dif-
ference in regulation.

Advocates of bioidentical hormones, particularly custom-com-
pounded ones, assert that these products are more effective at re-
lieving menopause symptoms, have fewer side effects, and offer a
better balance of long-term health benefits and risks than other
hormone-options. .

However, the truth is, we simply don’t know that these claims
are valid. Large-scale, scientifically rigorous studies of bioidentical
hormones have not been conducted.

Until we have solid data to indicate otherwise, virtually all med-
ical authorities and professional societies agree that a conservative
and prudent approach is to assume that all hormone formulations
confer a similar balance of benefits and risks.

The following are specific concerns about custom- compounded
hormones due to their lack of FDA oversight. :

As you have heard, quality control- is problematic. Preparation
methods can differ from one pharmacy or pharmacist to. another,
so patients may not receive consistent amounts of hormones. In ad-
dition, inactive ingredients vary, and contaminants may be present.
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Such quality control problems have been demonstrated by a gov-
ernment study in 2001. The government purchased and tested 29
products, including hormone preparations from 12 compounding
pharmacies, and found that 34 percent of the samples failed one or
more standard quality tests. Ninety percent of the failing samples
contained less of the active ingredient than advertised.

In contrast to this 34 percent failure rate, the failure rate for
FDA-approved drug therapies was less than 2 percent.

Another problem is that the value of saliva or blood testing of
hormone levels to guide dose adjustments for these hormones is un-
substantiated.

Before custom-compounded hormones are prescribed, a saliva or
blood test is often performed to measure a woman’s natural hor-
mone levels. The belief is that the test can guide the dose of hor-
mones to prescribe.

However, the value of these tests is highly questionable and not
supported by scientific evidence. Hormone levels fluctuate through-
out the day, as well as from day to day, and these levels are not
clearly linked to severity of menopausal symptoms or to the dose
of hormones needed to control symptoms.

Expense and cost are also important issues. Many custom-com-
pounded hormone products, as well as the associated blood or sa-
liva testing, which must be done every few weeks or months until
hormones are “balanced,” are expensive and not covered by health
insurance.

Some women’s out-of-pocket costs, which can add up to thou-
sands of dollars per year, tend to be higher with custom-com-
pounded hormones than with bioidentical hormones or other hor-
mones that are covered by health insurance—the traditional hor-
mone therapy.

Consumers lack reliable product information and can fall prey to
misleading advertising claims. Unlike retail pharmacy prescrip-
tions, compounded products are not required to have a warning
package insert with information about benefits and risks, and as
you have heard, do not have a black-box warning and are subject
to fewer checks on their advertising claims.

Some women may request bioidentical or custom-compounded
hormones because they are misled by the following claims often
made by their proponents.

One claim is that bioidenticals are not drugs. This is false. Bio-
identical products are indeed drugs that provide hormone doses
that are not usually experienced by women after menopause. As a
result, they cannot be considered natural. These are not natural
levels that women experience during the post-menopause.

It is important to consider that even a woman’s natural estrogen
can confer some health risks, as Dr. Rossouw mentioned. For exam-
ple, women with higher natural estrogen levels after menopause,
as seen with obesity, have a higher risk of breast cancer. Also,
women’s natural estrogen levels climb during pregnancy. This rise
is linked to a higher risk of blood clots in the legs and lungs.

So the assertion that bioidentical estrogen has no risks because
it is natural is untrue. The assertion that bioidentical estrogen con-
fers less risk than synthetic forms of estrogen is unproven.
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How can we determine whether bioidentical hormones are safe
and effective? By conducting well-designed clinical trials which are
scientifically rigorous to gauge the safety and effectiveness of these
medications.

Unfortunately, for many bioidenticals, and for custom-com-
pounded bioidenticals specifically, such trials have not been done.
Without clinical trials,"we simply don’t know how safe or effective
these drugs are. ' T : '

Trials of a relatively small size and short duration could prove
or disprove whether such hormones are effective in treating hot
flashes, night sweats or other symptoms of menopause. These trials -
would have to be placebo-controlled.

However, larger-scale trials, even more than 25,000 women—the
scale of the Women’s Health Initiative, the both hormone trials—
would be needed to substantiate or refute the claim that bioiden-
tical or custom-compounded products are safer than conventional
hormone therapy in terms of clinical outcomes such as heart at-
tack, stroke, or venous blood clots, or breast cancer. .

Mid-size studies can be done to look at intermediate end-points
such as blood markers of clotting or inflammation and also non-
invasive imaging of atherosclerosis. Some trials, such as the Kronos
Early Estrogen Prevention Study and the ELITE Trial, are in
progress looking at those issues. But they cannot address whether
there is a -difference in clinical outcomes such as cardiovascular
events or breast cancer.

In summary, the prudent policy, in the absence of scientific evi-
dence to the contrary, is to assume that all post-menopausal hor-
mone formulations confer similar risks and benefits. However,
many proponents of custom-compounded bioidentical hormones are
making unsubstantiated claims of superiority that run directly
counter to this policy.

Given this pervasive and misleading marketing, I have a deep
concern that women, and even some of their doctors, are not get-
ting the objective information necessary to make well-informed
choices about hormone therapy.

There is an urgent need for increased regulatory oversight of cus-
tom-compounded biocidentical hormones as is done for traditional
hormone therapy, including assessment of purity and dosage con-
sistency, the inclusion of uniform patient information about risks
and benefits in the packaging of these products, mandatory report-
ing by drug manufacturers and compounding pharmacies of ad-
verse events related to these hormones, and clinical trials testing
the safety and efficacy of these products. B '

Thank you very much. I would be happy to answer any ques-
tions. ) S '

[The prepared statement of Dr. Manson follows:]
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Statement Before the U.S. Senate Special Committee on Aging,
Washington, D.C., April 19, 2007

JoAnn E. Manson, MD, DrPH, FACP

Professor of Medicine, Harvard Medical School

Chief, Division of Preventive Medicine, Brigham.and Women’s Hospital
Principal Investigator, Boston Center for the Women’s Health Initiative

Mr. Chairman, ranking member Senator Smith, and members of the Committee, thank you for
the opportunity to comment on bioidentical and custom-compounded hormones. Due to the risks
of conventional hormone therapy identified by the Women'’s Health Initiative and other studies,
there has been growing interest in bioidentical and custom-compounded hormones as potentially
safer alternatives. The key question is: are these products indeed safer or more effective than
conventional hormone therapy, as many proponents of these treatments claim? Unfortunately,
there is little evidence to support this assertion. Moreover, women are not receiving accurate and
unbiased information to help them make an informed choice about the use of these hormones and
there are concerns about the relative lack of regulation and oversight of this industry. [ am
grateful that the Committee is considering efforts to address these issues that are so-important to
women’s health.

The landscape of hormone therapy in the post-Women’s Health Initiative (WHI) era

The hormone therapy component of the WHI consisted of two randomized clinical trials
in postmenopausal women who were aged 50-79 years (average age, 63 years) and generally
healthy at baseline. The trials were designed to test the effect of estrogen plus progestin (for
women with a uterus) or estrogen alone (for women with hysterectomy) on coronary heart
disease (CHD), stroke, hip fracture, breast and colorectal cancer, and other health outcomes, and
whether the possible benefits would outweigh possible risks. Taken in aggregate, data from
observational studies had suggested benefits for osteoporotic fractures, heart disease, and
colorectal cancer and risks for breast cancer, stroke, and blood clots in the legs or lungs'. Until
the WHI, however, no large-scale clinical trial in healthy women had been conducted to confirm
or refute these observational findings.

The WHI results not only disprove the theory that supplemental estrogen confers heart
protection in women who are on average more than a decade past menopause onset but also
indicate that this hormone, when taken in combination with a progestin, may actually increase
the risk of coronary heart disease in such women.”* Moreover, the findings suggest that the
overall health risks associated with hormone therapy tend to outweigh the benefits in women
distant from the onset of menopause.> * However, because few participants were within 5 years
of menopause, the WHI trials could not conclusively determine the balance of benefits and risks
in recently menopausal women. Nonetheless, the WHI results are critically important because
the study halted what was becoming an increasingly common clinical practice of initiating
hormone therapy in older women and those at elevated risk of CHD.
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The WHI results have led to revisions of clinical guidelines for hormone therapy use. The
U.S. Preventive Services Task Force,® American College of Obstetricians and Gynecologists,’
American Heart Association,® Canadian Task Force on Preventive Health Care,’ and the North
American Menopause Society'® now recommend against the use of estrogen with or without a
progestogen to prevent CHD and other chronic diseases. Hot flashes and night sweats that are
severe or frequent enough to distupt sleep or quality of life are currently the only compelling
indications for hormone therapy. The WHI results suggest that key factors to considér in
deciding whether to initiate hormorie therapy in a woman with these symptoms (assuming she
has a personal preference for such therapy) are where she is in the menopausal transition and
whether she is in good cardiovascular health. A younger, recently postmenopausal woman—one
whose final menstrual period was 5 or fewer years ago—at low baseline risk of CHD, stroke, or
blood clots is a reasonable candidate for hormone therapy. Conversely, an older woman many
years past menopause, who is at higher risk of these conditions, is not. Use of hormone therapy is
best limited to 2 to 3 years and generally no more than 5 years, as breast cancer risk i increases the
longer hormones particularly estrogen plus progestm are used.

The WHI trials will undoubtedly remain the “gold standard” of evidence on the health
effects of hormone therapy for years to come, but their limitations must be acknowledged.
Although the WHI provided clear data on the benefits and risks of hormone therapy in women
aged 60 and older and ended the increasingly common practice of starting hormones in these
women for the express purpose of preventing CHD, the overall findings likely overstate the risks
for healthy women aged 40 to 59 who begin hormone therapy closer to menopause onset.
Moreover, only one type and dose of oral estrogen and progestogen was tested, so the results
may not apply to other formulations, doses, and routes of administration. There are few or no
trials on alternative hormone medications, particularly custom-compounded “bioidentical”
hormones. The lack of data on these agents, however, should not be construed to mean that they
are safer or more effective at preventing chronic disease; more research is needed to answer
these questions. Until such data are available, the prudent strategy—and one endorsed by all
major medical organizations in the U.S.—is to assume all formulatlons have a similar safety and
risk profile.

Follow-up studies that have been conducted to help clear up confusion after the WHI

The divergence between earlier observational studies, which suggested that hormone
therapy might protect against heart disease, and the WHI trials, which did not, raised concern
that the coronary benefit seen in observational studies might simply reflect the fact that women
who choese to use hormone therapy tend to be healthier, have greater access to medicat care, and
embrace health-promoting habits (e.g., eating a nutritious diet and exercising regularly) more
readily than women who do not choose to use hormones. Nevertheless, the concordance between
observational studies and the WHI for other endpoints, particularly stroke, which have lifestyle
determinants similar to those for CHD, suggest that these biases are not the primary explanation
for the discrepant CHD results."" ' Instead, a closer examination of available data suggests that
the timing of initiation of hormone therapy in relation to menopause onset may affect the
association between such therapy and risk of CHD. Hormone users in observational studies
typically start therapy within 2-3 years after menopausc onset, which occurs on average at age 51
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in the U.S., whereas WHI participants were assigned to hormones more than a decade later.
These older women likely had less healthy arteries than their younger counterparts.

Small trials conducted prior to the WHI had shown that estrogen therapy has both
beneficial and harmful effects on blood and other markers of cardiovascular health. In light of
findings from the WHI, as well as findings from clinical trials of hormone therapy among
women with preexisting heart disease (e.g., the Heart and Estrogen/progestin Study [HERS]' ™),
scientists have hypothesized that the clot- and inflammation-promoting effects of supplemental
cstrogen may be more problematic among women with advanced atherosclerosis who initiate
hormone therapy well after the menopausal transition, whereas women with less arterial damage
who start hormone therapy early in menopause may benefit most from estrogen’s favorable
effect on cholesterol levels and blood vessel elasticity.

Animal experiments support the idea that the coronary effect of hormone therapy depends
on the initial health of the arteries. In one series of studies, investigators induced menopause in
monkeys by surgically removing their ovaries and then attempted to induce atherosclerosis by
feeding them an “imprudent” diet high in fats.'® Some of the monkeys were given hormone
therapy immediately upon ovary removal and initiation of the imprudent diet. The remaining
monkeys were given hormones only after a 2-year lag (the equivalent of 6 years in a woman) or
were not given hormones at all. Compared with the monkeys that didn’t get hormones, the
monkeys that received the hormones early—and, presumably, before their arteries had advanced
fatty deposits—had 70% less atherosclerosis, while the monkeys that didn’t get hormones right
away had no reduction in atherosclerosis.

The WHI findings have prompted reanalyses of data from existing observational studies
and randomized clinical trials to examine whether timing of initiation of hormone therapy affects
coronary and other outcomes. Investigators with the Nurses® Health Study, the largest and
longest-running observational study of hormone therapy and CHD in the United States, who
carlier reported that current use of hormone therapy was associated with an approximate 40%
reduction in risk of CHD in the cohort as a whole,"” recently found that the coronary benefit was
largely limited to women who started hormone therapy within 4 years of menopause onset.'® A
2006 analysis that pooled data from 22 smaller randomized trials with data from the WHI found
that hormone therapy was associated with a 30 to 40% reduction in CHD risk in trials that
enrolled predominantly younger participants (women under age 60 or within 10 years of
menopause) but not in trials with predominantly older participants.’

The ongoing Early versus Late Intervention Trial with Estrogen (ELITE) is testing
whether there are differential effects of hormone therapy on the development and progression of
atherosclerosis according to the age at which therapy is initiated.”

1t should be noted that the evidence for differential health effects of hormone therapy by
age or time since menopause, though strong, is not yet conclusive. Nonetheless, even if
differential health effects do not exist, the much lower absolute baseline risks of coronary and
other events in younger or recently postmenopausal women means that these women experience
much lower absolute excess risks associated with hormone therapy use as compared with their
counterparts who are older or further past menopause.
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Recent WHI findings assessing the role of a woman’s age and time since menopause: what
it means for the current approach to hormone therapy

To test the hypothesis that timing of initiation of hormone therapy may influence its
benefit-risk profile, WHI investigators’ recently conducted a combined analysis of the two
hormone therapy trials of the WHI. We found that women who begin hormone therapy closer to
the onset of menopause tend to have more favorable outcomes, in terms of cardiovascular
disease and mortality, than women who begin treatment at older ages and when more distant
from menopause. Specifically, women who were less than 10 years since menopause when
randomized to hormone therapy had a 24% reduced risk of heart disease compared with those
randomized to placebo, while women 10-19 years past menopause had a 10% increased risk and
women 20 years or more past menopause had a 28% increased risk (p-value for trend=0.02).
When examined by age group, hormone therapy had a neutral effect on risk of heart disease in
women aged 50-59 and 60-69, but caused a 28% increase in risk among women aged 70-79. We
also found that total mortality rates with hormone therapy appeared to be more favorable in
younger women (a statistically significant 30% reduction in death rates), while older women had
slightly higher mortality rates with hormone therapy than placebo. Overall, the findings suggest
that timing of initjation does influence the benefit-to-risk profile of hormone therapy and provide
some reassurance for recently menopausal women considering hormone therapy for treatment of
menopausal symptoms. However, stroke risks were elevated with hormone therapy among
women in all age groups. The results do not change the recommendation that hormone therapy
should not be used for the express purpose of preventing cardiovascular disease in women,
regardless of age.

Bioidentical or custom-compounded hormone therapy and the new “alternative” protocols

There is very limited research on the efficacy and safety of bioidentical hormone
Women may be misled into believing that various “protocols” or regimens are safer or more
effective than they may actually be, and they may not be getting objective information and a
balanced overview about side effects, long-term risks, and benefits. There is no rigorous
scientific research on most, if not all, of these protocols with respect to safety and efficacy—i.e.,
they have not been tested in large-scale clinical trials with large numbers of women followed for
long durations. The data that do exist are primarily anecdotal.

As mentioned above, due to the risks of conventional hormone therapy identified by
recent randomized clinical trials, including stroke, venous blood clots, and breast cancer, there
has been growing interest in bioidentical and custom-compounded hormones as potentially safer
alternatives. The key question is: are these products indeed safer or more effective than
conventional hormone therapy? Unfortunately, there is little evidence to support this notion.
Moreover, women aren’t getting accurate, unbiased information to help them make an informed
choice about whether to use such hormones or not. Some consuner books have blurred the line
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between science and hearsay and promulgatd protocols that may expose women to serious health
dangerszz.

It is important to define and clarify the terminology, which has caused enormous
confusion. Scientists and mainstream healthcare providers use the term “bioidentical
hormones” to refer to medications that contain hormones that are an exact chemical match to
those made naturally by our bodies. Women make three types of estrogen—estradiol, estrone,
and estriol—as well as progesterone and other hormones. Thus, bioidentical bormones are
medications that provide one or more of these hormones as the active ingredient. Bioidentical
hormones are available with a doctor’s prescription at commercial retail pharmacies in a range of
standard doses. Commercially available bioidentical estradiol comes in several forms, including
pills (Estrace & various generics), skin patches (Alora, Climara, Esclim, Vivelle, Estraderm),
skin creams (EstroGel & Estrasorb), and various vaginal preparations (Estrace vaginal cream &
Estring vaginal ring). Commercially available bioidentical progesterone can be purchased as a
capsule (Prometrium, which has a peanut oil base) or a vaginal gel (Prochieve vaginal gef).
Because they are manufactured en masse and sold by retail pharmacies, these bioidentical
products are regulated by the FDA.

Many consumers and naturopaths use the term “bioidentical hormones” to refer
exclusively to custom-mixed cocktails of these hormones, prepared according to an
individualized prescription from a doctor by compounding pharmacies. A more precise term for
these preparations is “custom-compounded” bioidentical hormones. Although hormone
compounding has been popular in Europe for years, interest in the U.S. surged only after the
WHI results shifted the pendulum away from traditional hormone therapy. There are no reliable
estimates of how much of the U.S. prescription hormone market is serviced by compounders, but
some compounding pharmacies have claimed that as many as 2 million U.S. women rely on
customized hormone products.23

Advocates of bioidentical hormones—particularly custom-compounded ones—assert that.
these products are more effective at relieving menopause symptoms, have fewer side effects, and
offer a better balance of long-term health benefits and risks than other hormone options.
However, we simply don’t know whether these claims are valid, because large-scale,
scientifically rigorous studies of bioidentical hormones have not been conducted. Until we have
solid data that indicate otherwise, virtually all medical authorities (e.g., the North American
Menopause Society, the Endocrine Society, the American College of Obstetricians and
Gynecologists, and others) agree that a conservative and prudent approach is to assume that all
hormone formulations confer a roughly similar balance of benefits and risks.

It is true that custom-compounded hormones benefit women who for some reason cannot
use a commercially available preparation. For example, a patient may be allergic to an
ingredient, such as the peanut oil in Prometrium, or may require a specific dose or product
mixture not produced by a pharmaceutical company, although this is uncommon given the large
and increasing number of options offered by commercial manufacturers. However, there are also
unique risks associated with custom-compounded products, as they are not under the oversight of
the FDA:
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Quality control is problematic. Preparation methods differ from one pharmacy (and pharmacist)
to another, so patients may not receive consistent amounts of hormone. In addition, inactive
ingredients vary, and contaminants may be present. In 2001, the government purchased and
tested 29 products, including hormone preparations, from 12 compounding pharmacies and
found that 34% of the samples failed one or more standard quality tests.>* Additionalty, 90% of
the failing samples contained less of the active ingredient than advertised. In contrast [to the
34%)], the testing failure rate for FDA-approved drug therapies is less than 2%.% _—

The value of saliva and blood testing is unproven. Before custom-compounded hormones are
prescribed, a saliva or blood test is typically performed to measure a woman’s natural hormone
levels. The belief is that the test can determine whether a woman has the “right amount” or “right
balance” of hormones and guide adjustment of hormone doses. However, the value of these
saliva and blood tests is highly questionable, and there are little scientific data to support their
use. Optimal estrogen and progesterone levels in blood or saliva have not been established for
postmenopausal women. Hormone levels fluctuate throughout the day as well as from day to
day, and these levels are not clearly linked to the presence or severity of menopausal symptoms,
short-term side effects of hormone therapy (e.g., headaches), or, in most instances long-term
health outcomes (e.g., heart attack).

Expense is an issue. Many custom-compounded hormone products, as well as the associated
blood and saliva testing—which must be done every few weeks or months until hormones are
“balanced”—are expensive and are not covered by health insurance. Lab tests cost roughty $100
to $400 per visit, while hormones cost approximately $30 to $100 per month.

Consumers lack reliable product information and can fall prey to misleading advertising
claims. Unlike retail pharmacy prescriptions, compounded products are not required to havea -
package insert that contains information about their benefits and risks, do not have a “black box”
warning about side effects, and are subject to fewer checks on advertising claims. Testimonials
by patients  including books by celcbrities—are commoniy used to endorse custom-
compounded products, with little or no mention of the known risks of supplemental hormones. -
Some women may request bioidentical or custom-compounded hormones because they are
misled by the following claims often made by their proponents:

®  “Bioidenticals are not drugs.” This is false—bioidentical products are indeed drugs that
provide hormone doses that are not usually experienced by women after menopause.

* “Bioidenticals are ‘natural’ and are therefore safe.” In reality, bioidentical products
produce hormone levels that are not “natural” for women to experience after menopause.
Moreover, “natural” is not necessarily safe. Bioidentical estrogen has the same chemical
structure as a woman’s natural estrogen, but even a woman’s natural estrogen confers
some health risks. For example, women with higher natural estrogen levels after
menopause have a higher risk of breast cancer. Also, women’s natural estrogen levels
climb during pregnancy and this rise is linked to a higher risk of blood clots in the legs
and lungs. The assertion that bioidentical estrogen has no risks is patently untrue, and the
assertion that bioidentical estrogen confers less risk than synthetic forms of estrogen is

" unproven, - :
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How can we determine whether bioidentical hormones are safe and effective or not? By
conducting well-designed clinical trials, which are the scientifically rigorous way to gauge the
safety and effectiveness of medications. Unfortunately, for many bioidenticals and for custom-
compounded bioidenticals specificaily, such trials have not been done. Without clinical trials, the
best and most truthful thing we can say is that we simply don’t know how safe or effective these
drugs are.

As mentioned above, trials of relatively small size and short duration should suffice to
prove or disprove whether such hormones are effective at treating hot flashes, night sweats, or
other symptoms of menopause. However, a research effort on the scale of the WHI—which
followed 27,000 women for 5 to 7 years to determine the risks and benefits of conventional
hormones—will be needed to substantiate or refute the claim that bioidentical-—and custom-
compounded—products are safer than conventional hormone therapy or that they offer an
acceptable balance of long-term health benefits and risks (in terms of clinical outcomes such as
heart attacks, strokes, venous blood clots, breast cancer, and fractures).

Available evidence does suggest that patch estrogen may have an advantage over pill
estrogen in that it may be less likely to cause blood clots. There are also data to suggest that
bioidentical progesterone may have an advantage over synthetic progesterone in that it may be
less likely to interfere with the ability of supplemental estrogen to boost HDL (good) cholesterol
levels and to dilate arteries (improve blood flow). But no large-scale trials have been undertaken
to provide head-to-head comparisons of bioidentical versus traditional hormones in terms of their
effects on hard clinical outcomes such as those mentioned above.

Studies that are needed to shed light on bicidenticals and their potential place in
menopause management

To shed light on bioidenticals, we need to conduct well-designed randomized clinical
trials, which are the scientifically rigorous way to gauge the safety and effectiveness of
medications. As noted above, for many bioidenticals and for all custom-compounded
bioidenticals, such trials have not been done. Without clinical trials, we simply don’t know how
safe or effective these drugs are.

Trials of relatively small size and short duration should suffice to prove or disprove
whether such hormones are effective at treating hot flashes, night sweats, or other symptoms of
menopause. However, a research effort on the scale of the WHI—which followed 27,000 women
for 5 to 7 years to determine the risks and benefits of conventional hormones—will be needed to
substantiate or refute the claim that bioidentical—and custom-compounded—products are safe
(i.e., offer an acceptable balance of long-term health benefits and risks).

There is evidence suggesting that patch estrogen (available only in bioidentical form)
may have an advantage over pill estrogen (available in both bioidentical and conventional forms)
in that it may be less likely to cause blood clots.”® There are also data to suggest that bioidentical
progesterone may have an advantage over synthetic progesterone in that it may be less likely to
interfere with the ability of supplemental estrogen to boost HDL (good) cholesterol levels and to
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dilate arteries and improve blood flow.” The ongoing Kronos Early Estrogen Prevention Study
(KEEPS) is a clinical trial comparing the effect of conventional vs. bioidentical hormones (oral
vs transdermal) on the development and progression of atherosclerosis, cognitive function, and
quality-of-life outcomes in recently menopausal women.” But no large-scale trials have been
undertaken—or are currently planned—to provide a head-to-head comparison of bioidentical
versus traditional hormones in terms of their effects on hard clinical outcomes such as heart
attack, stroke, or breast cancer.

Dangers with over-the-counter products

Over-the-counter products that contain bioidentical hormones may carry real health risks
and should not be used without supervision by a qualified clinician. Among such products are
skin creams that contain bioidentical progesterone. Doctors routinely prescribe progesterone for
women who take estrogen to protect against possible overstimulation of the uterine lining, which -
could lead to uterine cancer. Existing data on progesterone skin creams are not consistent as to
how much progesterone is absorbed; moreover, such preparations are often not standardized.
Thus, it’s hard to know exactly how much progesterone one may be getting. Progesterone skin
creams may not adequately protect the uterine lining and should not be used for this purpose.

Some naturopaths and medical authors (most notably the late Dr. John Lee, whose
hormone books have been recent best-sellers) advocate using progesterone cream alone, without
estrogen, to relieve hot flashes and other menopausal symptoms. However, there has been little
research on whether it’s effective in doing so, and, more importantly, no research on potential
fong-term risks of this approach. I, along with the majority of doctors, don’t recommend it. Of
concem, such products are widely available without a doctor’s prescription over the Internet.
Although classified as a cosmetic by the FDA, progesterone skin creams may produce similar
exposure levels in the body as prescription oral progesterone (research is limited and
coniradictory on this point) and may confer similar long-term health risks, although no rigorous
research has been conducted on this subject. 1t’s a dangerous practice to use this product, or any
hormone product, without a doctor’s supervision

An over-the-counter product marketed as “wild yam cream™ contains an inactive
precursor of progesterone that cannot be metabolized by the human body. Given that it contains
no active hormones, wild yam cream is not likely to cause harm—but it won’t help with
menopause symptoms and it can be expensive.

Summary

The prudent policy recommended by all major medical organizations is, in the absence of
scientific evidence from well-designed studies comparing various forms of hormone therapy, is
to operate on the assumption that all postmenopausal hormone-formulations confer similar risks
and benefits. However, many proponents of custom-compounded bioidentical hormones are
making unsubstantiated claims of superiority that run directly counter to this policy. Given this
pervasive and misleading marketing, I have a deep concern that women—and even some of their
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doctors—are not getting the objective information necessary to make well-informed choices
about hormone therapy. There is an urgent need for (a) increased regulatory oversight of custom-
compounded bioidentical hormones, as provided for traditional hormone therapy, including
assessment of purity and dosage consistency; (b) inclusion of uniform patient information about
risks and benefits in the packaging of these products; (c) mandatory reporting by drug
manufacturers and compounding pharmacies of adverse events related to these hormones; and
(d) clinical trials testing the safety and efficacy of these products,;- Thank you very much for your
consideration of these issues and I'd be pleased to answer any questions.
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Senator SMITH. Dr. Manson, I wonder if you would agree with
the conclusion of some on the first panel that “bioidentical” is a
marketing term and it has no medical definition?

Dr. MaNsoN. I would agree. I think that there is a great dif-
ference ‘between the way the term “bioidentical” is used by sci-
entists and the way it is being used by alternative medicine practi-
tioners and in the mass media.

The scientists use it for hormones that are chemically identical
to those produced naturally by the body.

There are three types of natural estrogen that women make. In
addition, there is progesterone, as well as testosterone, and other
hormones. Many of these hormones, as we have discussed, these
bioidentical hormones, are available through FDA-regulated medi-
cations that are produced en masse and available in retail phar-
macies.

These custom-compounded hormones, often we don’t even know
what is in them. They do not have any clear advantage over the
bioidentical hormones that include the estradiol or progesterone
that are available through a retail pharmacy.

Senator SMITH. Do you know of any head-to-head studies be-
tween traditional hormone therapy versus bioidentical hormone
therapy?

Dr. MANSON. That is an interesting question. The only current
trial is the Kronos Early Estrogen Prevention Study, and it is ongo-
ing. The results are not yet available. It is a head-to-head compari-
son of oral conjugated equine estrogens, which were tested in the
Women’s Health Initiative, but a lower dose is being tested in the
Kronos trial, and a transdermal estradiol patch.

Senator SMITH. Who is doing that test?

Dr. MANSON. It is being done by the Kronos Longevity Research
Instlitute, a private foundation. It is not a drug company-sponsored
trial.

Senator SMITH. Do you think the Federal Government ought to
take the lead in it, or participate in it, or

Dr. MANSON. I think it would be helpful for the Federal Govern-
ment to get involved in providing some support so that women can
get answers to these questions. So it will be comparing the oral
conjugated estrogens in low dose with the transdermal bioidentical
form of estradiol.

Senator SMITH. You spoke in your testimony about the role of the
physician in prescribing bioidentical hormones.. Do they have
enough information to prescribe them? Are they doing that?

Dr. MANSON. Yes. Some of them are.

I do not think that, with how busy physicians are these days and
all of the other issues that they have to attend to, that most have
really gotten the information that they need about what bioiden-
tical hormones are, what custom-compounded hormones are—all of
these issues and concerns that we have been discussing this morn-
ing—and that they really have a full understanding of what they
are prescribing for their patients because of just a lack of available
information.

Senator SMITH. I mean, the obvious conclusion is some of them
may unwittingly be practicing some form of quackery by getting
into this area.
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Dr. MaNsoON. Well, I think that more information is necessary.
I think that some physicians consider that they have adequate in-
formation. '

But given the paucity of information out there, it is hard to un-
derstand how a rationale can be given for prescribing these hor-
mones over the retail pharmacy-available hormones, unless there is
a specific reason, such as a patient is allergic to peanuts and there
is peanut oil in the natural micronized progesterone that is avail-
able in retail pharmacies.

Senator SMITH. Maybe a message of this hearing ought to be
“Doctors beware.”

Dr. MANSON. Absolutely.

Senator SMITH. Thank you, Dr. Manson.

Dr. Wartofsky, please.

STATEMENT OF LEONARD WARTOFSKY, PRESIDENT, THE
ENDOCRINE SOCIETY, CHEVY CHASE, MD

Dr. WARTOFSKY. Senator Smith, thank you for the opportunity to
testify today. My name is Leonard Wartofsky. I am chairman, De-
partment of Medicine at the Washington Hospital Center, and Pro-
fessor of Medicine at Georgetown University.

But today I am here as President of the Endocrine Society, the
world’s largest professional organization of endocrinologists, rep-
resenting over 14,000 members.

The Society is deeply concerned about the safety of these so-
called bioidentical hormones and believes the Federal Government
should increase regulatory oversight of these compounds.

As you mentioned in your opening comments, Senator, bioiden-
tical hormones have been touted inaccurately, by high-profile indi-
viduals with no medical training, as being safer and more effective
than traditional hormone therapies.

You have raised the question of the definition of “bicidentical.”
As Dr. Manson said, scientists describe compounds as bioidentical
{:)hat are identical to similar compounds produced naturally in the

ody.

We do not oppose the use or prescribing of FDA-approved bio-
identical hormones, which have been available to the public for
years. Rather, our concern is with custom-compounded bioidentical
hormones.

The WHI study uncovered risks to women taking hormone re-
placement, as we heard this morning. We caution physicians and
patients alike against the unfounded presumption that
bioidenticals would be any safer.

In fact, no study as comprehensive as the WHI has assessed bio-
identical hormones. Until authoritative clinical trials of bicidentical
hormones are conducted, patient safety is best assured by assum-
ing these hormones carry the same benefits and the same risks as
those studied in the WHI.

Claims about safety and efficacy come from the belief that com-
pounded hormones are precisely and individually custom-formu-
lated. While theoretically appealing, such customization is difficult,
if not impossible, to achieve.

Perhaps most alarming, compounded preparations, as you again
mentioned this morning, are not required to have the black-box ad-
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visory warning, as required for FDA-approved hormones. This is a
serious concern for women and their doctors.

Compounding pharmacies are not required to adhere to the strict
manufacturing processes governing FDA-monitored facilities, rais-
ing concerns about purity, potency and quality.

In one FDA-conducted post-market survey, 4 out of 11 com-
pounded hormones failed tests for potency and/or uniformity.

Our concerns are shared by the broader medical community, in-
cluding multiple other professional medical organizations. The
AMA recently adopted a policy in support of our society’s positions.

In conclusion, the society supports legislative action to stand-
ardize regulation of compounded hormones to include requirements
for: (1) surveys for purity and potency; (2) mandatory reporting of
adverse events; (3) a registry of these events; (4) inclusion of uni-
form patient information in the packaging; and finally and (5) lim-
its on the use of this term, “bioidentical hormones.” The fact is that
scientific evidence is lacking at this time to either negate or sup-
port claims that bioidentical hormones are safer and more effective
than other commonly prescribed hormones. Until conclusions are
based on science, the Federal Government must ensure patients re-
ceive safe and effective drugs with accurate information.

That concludes my personal remarks, Senator. I would be happy
to answer any questions.

[The prepared statement of Dr. Wartofsky follows:]
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Statement of Leonard Wartofsky, M.D.
On Behalf of The Endocrine Society
Before the Senate Special Committee on Aging

April 19, 2007

Mr. Chairman, I would like to thank you, as well as the distinguished Ranking Member, Senator
Smith, and the members of the committee, for the opportunity to testify today. My name is
Leonard Wartofsky. Iam the Chairman of the Department of Medicine at the Washington
Hospital Center. I previously served as Director of the Endocrinology Division and the
Endocrinology Fellowship Training Program, and Chief of the Department of Medicine and
Program Director of the Internal Medicine Residency at Walter Reed Army Medical Center. |
am an elected a Master of the American College of Physicians, Professor of Medicine at
Georgetown University School of Medicine and Professor of Medicine and Physiology at the
Uniformed Services University of Health Sciences. In my professional capacity as a physician,
I treat patients suffering from a variety of endocrine disorders, such as thyroid disease, pituitary

disease, diabetes, and obesity.

I am here today, however, as President of The Endocrine Society, the world's largest and most
active professional organization of endocrinologists representing more than 14,000 members
worldwide. Our organization is dedicated to promoting excellence in research, education, and
clinical practice in the field of endocrinology. Appropriate clinical use of hormone therapy of
all kinds falls under the purview of endocrinology and the Endocrine Society. My testimony
will address The Endocrine Society’s concerns regarding the compounding of what are
commonly known as “bioidentical hormones.” Specifically, The Endocrine Society believes it
is critical that the federal government increase the regulatory oversight of bioidentical
hormones, which have been inaccurately touted as safer and more effective than traditional

hormone therapies.

Claims such as these, which are propagated by the popular media, are leading women to request

bioidentical hormones from their doctors. As the leading experts in hormone treatments,

endocrinologists are constantly approached by patients who are convinced that bioidentical
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hormone therapy will cure their ills without risk of side effects such as those reported in the
Womens Health Initiative (WHI). Despite their expertise, our doctors often find it extremely
difficult to reverse the misinformation held by their patients who hope to find relief of their

symptoms without the adverse effects reported in the WHI Study.

Initial analysis of The Women’s Health Initiative—a large, long-term, prospective study of
menopausal and post-menopausal women taking traditional hormone therapy for a period of
several years—has raised concerns among some patients and physicians regarding long-term use
of hormone replacement therapy. The study was cut short due to evidence of increased risk of
cardiovascular disease in women taking estrogen or a combination hormone replacement
therapy, and increased risk of breast cancer in women taking combination hormone therapy.
Although further analysis of this study shows that the risks vary by age cohort and at what age
hormone therapy began, the recent reports of these findings appeared too late to stop women
from searching for alternative methods.to treat the symptoms of menopause. This has created .
an environment for the proliferation in-the lay'media of the scientifically unproven idea that
“bioidentical hormones” are somehow safer and more effective than traditional hormone
therapies.

T4 ia n
i is amponam a

definitions. Much of the public demand for “bioidentical hormone” therapy has arisen as a
result of coverage in the media and popular press that encourages women to aggressively seek
out and utilize “bioidentical hormones” that are supposedly customized or individualized for a
particular woman’s needs. This is misleading in a number of ways. First, women are led'to
believe that the terms “bioidentical” and “customized” are interchangeable. In fact, the word
“bioidentical” simply describes a compound that has exactly the same structure as one produced
in the body.

Under this appropriate and precise definition, there are bioidentical hormones that exist as FDA-
approved drugs that have been available to the public for years. While we do not oppose the use
or prescribing of FDA-approved bioidentical hormones, we caution physicians and patients

alike against the presumption that they are safer or more effective than those hormones studied
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in the WHL. In fact, no study as comprehensive as the WHI has been performed to assess FDA-
approved bioidentical hormones. Therefore, it is impossible to directly compare the safety and
efficacy of bioidentical hormones with that of the drugs used in the WHI. In order to ensure
patient safety, then, we must begin with the assumption that “bioidentical hormones” would

perform similarly to their counterparts if tested in a similar study. -

Seco;ld, women are led to believe that compounded hormones are all bioidentical and are
provided in a dose and form that is precisely formulated for their bodies. In reality,
compounding does not by default make a hormone bioidentical; non-bioidentical hormones can
also be manipulated by compounding pharmacies. The purported customization, while perhaps

theoretically logical, is very difficult, if not impossible, to achieve.

Some compounding pharmacies are taking things even further by directly marketing their
products to the public. Clearly, such activities are outside the scope of compounding

pharmacies, which are intended to serve the special needs of patients on an individual basis.

The overall result of the activities I've just described has been one of confusion regarding the

definition of “bioidentical hormones.”

A further effect of this confusion is that women have been led to believe that bioidentical
hormones are more naturai than those studied in the Women’s Health Initiative. Given this
perception, it is easy to understand why women are drawn to these medications. In truth,
bioidentical hormones are produced in labs, just as many other drugs are.. Furthermore,
compounded hormone preparations are not required to include any black box warning that
reflects the findings of the Women’s Health Initiative, as is required for FDA-approved
estrogens and prdgesterones, which may also be bioidentical. The lack of patient information
in these formulations highlights the reason that the Society is here testifying before your
committee today. We are concerned that patients are not receiving accurate information

regarding the safety and efficacy of compounded hormones.
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Because compounding pharmacies are regulated by state boards of pharmacy, they are not
required to adhere to the strict manufacturing processes that govern FDA-monitored facilities.
Nor are they required to follow the same rigorous testing process for either safety or efficacy
that FDA requires for FDA-approved drugs. This raises questions regarding the purity, potency,
and quality of compounded drugs, that reflects in turn upon their safety and efficacy. In fact,
the FDA performed a post-market analysis of 29 product samples from 12 compounding
pharmacies in 2001. This revealed that 34 percent failed one or more standard quality tests. In
contrast, the testing failure rate for FDA-approved drugs is less than 2 percent. Nine of the ten
failing products, four of which were compounded hormones, failed assays for potency, in that
they contained less of the active ingredient than expected. These results raise great concern
about the inconsistencies and unknown risks of compounded bioidentical hormones. Without
proper oversight and control of these products, the public has no way of knowing precisely what

they are getting or what effect the drugs will have.

These concems, as well as the Endocrine Society’s call for greater oversight of bioidentical
horm.ones, are outlined in the Society’s 2006 position statement on the topic. This policy is
supported by many organizations that represent the interests of female patients, including the
American College of Obstetricians and Gynecologists, which issued their own Committee
Opinion in November 20035 on the use of bioideniicai hormones, and by the Norih American

Menopause Society, which endorses The Endocrine Society’s 2006 position statement.

The broader medical community also shares the Society’s views, as the position statement was
the basis for an overwhelmingly supported new policy of the American Medical Association.
This new policy calls for greater oversight of compounded bioidentical hormones, tracking of

adverse events, and inclusion of uniform patient information with each prescription.
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In summary, the Endocrine Society is concerned that patients are receiving potentially
misteading information about the risks and benefits associated with “bioidentical hormones.”
The Society supports FDA regulation and oversight of all hormone therapies—including both
traditional and bioidentical hormones—regardless of chemical structure or method of
manufacture. However, legislative action must be taken in order to give the FDA the authority

to regulate these hormone therapies. Regulations should include requirements for:

1. Surveys for purity and dosage accuracy;

2. Mandatory reporting by drug manufacturers or compounding pharmacies of all adverse
events;

3. A registry of adverse events related to the use of hormone preparations, including those
that come from compounding pharmacies;

4. Inclusion of uniform information for patients, such as warnings and precautions, in
packaging of all hormone products, compounded or commercial; and

5. According to the AMA’s policy, use of the term “bioidentical hormones” should be
prohibited unless the preparation is approved by the FDA.

Scientific evidence is lacking at this time that either negates or supports the claims that
bioidentical hormones are safer and more effective than those hormones commonly prescribed.
This would require controlled studies directly comparing bioidentical hormones to other
hormone treatments. Even though the WHI was halted more than four years ago, its results
have not been adequately analyzed to draw conclusions for all treatment groups. It is likely to
take years for the scientific community to definitively determine whether bioidentical hormones
are indeed safer than hormones that are not naturally produced in the human body. Until such
time as these conclusions are reached, the federal government must ensure that patients receive
safe and effective drugs, and accurate information about drugs they are taking. We believe that

a regulatory mechanism is the only way to ensure patient safety.

This concludes my prepared remarks. Thank you again, Mr. Chairman, for the opportunity to
testify before you today. I would be pleased to answer any questions that you or other members

of the committee may have.
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Senator SMITH. Thank you, Doctor.
I am going to let Dr. Allen testify, and then I have a question
for the both of you. -

STATEMENT- OF LOYD ALLEN, EDITOR-IN-CHIEF, INTER-
NATIONAL JOURNAL OF PHARMACEUTICAL COMPOUNDING
SUGAR LAND, TX - %

Dr. ALLEN. Thank you, Senator Smlth I apprec1ate and share
your dedication to improving the health of Americans. I thank you
for the opportunity to speak to you about my profession, pharmacy
compounding, and the role that we play in preparing compounded
hormone treatments.

In the way they are prescribed, prepared and regulated, com-
pounded hormones are just like all other compounded medicines, so
I will first address pharmacy compounding overall briefly.

Most of the time, when patients need pharmaceutical treatment,
doctors prescribe mass-produced, off-the-shelf drugs. But for some
patients, those drugs are inappropriate. When they are, doctors
may prescribe compounded medications, which are then custom-
compounded by licensed and trained compounding pharmacists.

Compounded ‘medicines are most commonly prescribed for a
number of reasons. Sometimes patients are allergic to the inactive
ingredients that are in off-the-shelf products. Other patients re-
quire personalized dosage strengths or delivery forms. Also, many
times pharmaceutlcal manufacturers discontinue drugs because
they aren’t profitable but patients still rely on them and can have
doctors prescribe compounded versions of them.

Hospice care patients; cancer patients, dental patients, especially
pediatric patients, HIV and AIDS patients, ophthalmology patients
all tend to have individual medlcal needs and, thus, tend to rely
on compounded medicines.

State boards of pharmacy, State medical boards, the Food and
Drug Administration, the Federal Trade Comm1ss1on the Drug En-
forcement Agency, and other Federal and State agencies each have
some degree of oversight over pharmacy compounding. The United
States Pharmacopeia and.the Pharmacy Compounding Accredita-
tion Board all play critical roles. Together, they have constructed
a web of regulations and 'standards that protect patients.

State boards of pharmacy license pharmacists and pharmacies
and enforce laws that cover the processes and equipment phar-
macists use to prepare these medicines, including sterile medicines,
recordkeeping, and labeling, among other aspects of pharmacy
practice.

Since 1820, the United States Pharmacopeia has been the na-
tional standard- -setting body for pharmaceuticals and pharma-
ceutical ingredients, and recognized by Congress as such. It, too,
has strong enforceable standards for pharmacy compoundmg of
both sterile and non-sterile medications. States are increasingly
codifying USP standards.

The profession is also taking action. Most notably, the United
States Pharmacopeia, American Pharmacists Association, National
Community Pharmacists Association, National Boards of Phar-
macy, and other associations have launched the Pharmacy
Compounding Accreditation Board.
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The FDA also regulates aspects of compounding, including the
suppliers of the ingredients that pharmacists use to compound.
FDA also has authority to inspect any pharmacy’s facility, equip-
ment and ingredients. Federal laws also prohibit the making of un-
substantiated claims of safety and efficacy.

A fundamental question is, what is the difference between com-
pounded and manufactured medicines?

First, compounded medications are always prepared pursuant to
a doctor’s prescription. Second, compounded medicines are retail
only, sold directly to the patient.

Third, they are not copies of commercially available drugs. They
are significantly different, as determined by the prescriber, where-
as manufactured medicines are produced well in advance of any
prescription and distributed at wholesale.

So how does this relate to hormone therapy? As I said, like com-
pounded medications overall, by definition compounded hormones
are always prescribed by doctors, prepared pursuant to those pre-
scriptions, and dispensed directly to patients at retail.

Compounded hormones meet the needs of patients that are oth-
erwise unmet by manufactured hormone products. For many pa-
tients, these products are effective, but for some, they are not. That
may be because the manufactured drugs simply don’t relieve the
symptoms of menopause. It may also be because doctors determine
that their patients need a lower dose than what is available com-
mercially. The Women’s Health Initiative recommended that
women in search of relief from menopause symptoms take the low-
est effective dose. '

Doctors may find that some patients respond better to different
delivery forms or drug combinations. Also, some drugs are made
with peanut oil, and patients allergic to peanut oil may need the
active ingredient to be compounded without it.

Each and every time, though, that doctors prescribe compounded
hormones, they do it because they determine that their patients
have needs for medications that are significantly different from
what is manufactured. .

Compounded hormones, like compounded medicines overall, are
regulated by State boards of pharmacy. The U.S. Pharmacopeia
and Pharmacy Compounding Accreditation Board set standards for
their preparation. FDA regulates the suppliers of the ingredients
that pharmacists use to compound these medicines. the FDA and
the Federal Trade Commission regulate the marketing practices of
pharmacies.

In conclusion, millions of women have been prescribed manufac-
tured hormone products. Many of them have found relief from the
torturous symptoms of menopause. Some have not and, instead,
have been prescribed compounded hormones by their physicians,
and they have found relief.

I would respectfully urge the members of this committee, and
Congress overall, to consider the impact of any new policies that
" they would have on them.

Thank you.
[The prepared statement of Dr. Allen follows:]
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Pharmacy éompoundihg is the preparation of a customized medicine that has been
prescribed by a doctor and is prepared by a state-licensed pharmacist. It has been
recognized by the Food and Drug Administration (FDA), the U.S. Supreme Court,
Congress and virtually every major health professional organization as a vital part of
healthcare.

Millions of Americans have unique health needs that off-the-shelf prescription medicines
cannot meet. For many of them a customized, compounded medication prescribed by
licensed physicians or veterinarians and mixed by trained, licensed compounding
pharmacists are the only way to better health. If customized medicines were not
available, some of our most at-risk patients would needlessly suffer and some would die.

Compounded medicines can only be prescribed by physicians, veterinarians and other
licensed health professionals as allowed under state law. They alone can assess their
patients’ conditions and determine when a compounded medicine is the most effective
treatment. The basis of the profession of pharmacy has always been the triad ~ the
patient-physician-pharmacist relationship. Through this relationship, patient needs are
determined by a physician, who chooses an appropriate treatment regimen. Because
every patient is different and has different needs, customized, compounded medications
are a vital part of quality medical care.

Patients Who Rely on Compounded Medicines

Examples of those who rely on compounded medicines include:

¢ Infants and children: Compounding pharmacists can transform medicines from
hard-to-swallow pills intended for adults into syrups, elixirs, suspensions, and
emulsions for children, at the request of physicians. Flavors offered by
compounding pharmacists can make drugs more palatable to children. In
addition, premature infants often rely on lifesaving and life-sustaining drugs made
only in compounding pharmacies.

o Hospital patients: Many, if not most, of the lifesaving intravenous drugs given in
hospitals and clinics are compounded. Because hospital patients are often on
multiple medications, compounding them into one treatment saves the hospital
personnel time and the patient multiple injections or administrations.

o Cancer patients: Cancer treatment often involves special mixtures of cancer drugs
that are compounded pursuant to a doctor’s prescription. Pharmacists can
combine multiple drugs into one treatment, leading to shorter administration times
for cancer patients.
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s Senior citizens: Elderly patients often have difficulty with traditional dosage
forms, such as pills taken orally. Compounding pharmacists create alternate
methods of delivery, like transdermal gels, to make it easier for the elderly to take
their medicine.

e Pets: Animals come in all shapes and sizes, so one-size-fits-all pharmaceuticals do
not always meet their needs. In many cases, a compounded medication may be
necessary for a non-food animal to be satisfactorily treated.

e Patients with allergies: Patients who are allergic to a preservative, dye, flavor or
other ingredient in commercial products can have their doctor write a prescription
for a compounding pharmacist to customize the same medication without the
offending ingredient.

e Menopausal women: Many women experience significant pain and discomfort as
their bodies’ progress through menopause. Doctors prescribe bioidentical
hormones for patients for whom synthetic hormone treatments may be ineffective
or produce undesired side effects. Several bioidentical hormone products are
available in FDA-approved, one-size-fits-all formulations from pharmaceutical
companies. However, physicians may determine that their patients have unique
needs that warrant prescribing a different compounded hormone treatment. This
often allows patients to take the smailest amount of a given hormone preparation
to treat their symptoms, in conjunction with the recommendation provided by the
Women’s Health Initiative study.

¢ Patients who require non-traditional dosage forms: Many patients are unable to
take medications orally or as injections — the traditional dosage forms for
manufactured drugs. Compounding pharmacists can create alternate methods of
delivery, like ointments, solutions or suppositories, to fit these patients’ unique
health needs. The pharmaceutical industry supplies only limited strengths of
drugs, which some patients cannot tolerate. It is often necessary for a doctor to
request a different strength of a drug for a patient through compounding.

o Patients who rely on discontinued drugs: Pharmaceutical manufacturers have
discontinued thousands of drug products over the years, due to low profitability.
For certain groups of patients, these were very effective, important, and
sometimes life-saving medications. Such medications are now only available if a
doctor prescribes them to be compounded.

¢ Hospice patients: End-of-life therapy involves the compounding of many different
and unique dosage forms to allow patients to live out their lives free of pain and
discomfort. Many combinations of drugs are prescribed by doctors and used for
these patients who cannot swallow medications and who don’t have the muscle
mass that is required to receive multiple injections each day. Compounding
pharmacists can provide alternate delivery methods such as oral inhalation, nasal
administration, topical, transdermal or rectal use.
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State and Federal Regulation of Pharmacy Compounding

State boards of pharmacy, state medical boards, the Food and Drug Administration, the
Federal Trade Commission, the Drug Enforcement Agency, and other federal and state
agencies each have some degree of oversight over compounding practice. The U.S.
Pharmacopeia and the Pharmacy Compounding Accreditation Board also play critical
roles. Together, they have constructed a web of regulations and standards that protect
patients.

States boards of pharmacy license pharmacists and pharmacies. State pharmacy laws,
enforced by state pharmacy boards, govern the processes and equipment pharmacists use
to prepare those medicines. States also have requirements that mandate record keeping,
labeling, and proper procedures for sterile compounding, among other aspects of
pharmacy practice.

The FDA, which primarily regulates manufacturers, still has an important role to play in
regulating compounding. Compounded medicines, including compounded hormones, are
prepared using ingredients that must come from FDA-registered facilities — ultimately,
the same facilities that supply manufacturers. The FDA also has authority to inspect any
pharmacy’s facilities, equipment, and ingredients. In addition, the FDA and the Federal
Trade Commission have authority over false and misleading marketing practices by
pharmacies.

In addition to state boards and federal agencies, compounding pharmacists follow
national standards and guidelines set by the U.S. Pharmacopeia (USP). Since 1820, USP
has been the official national standards-setter for pharmaceutical ingredients, recognized
by Congress as such. It has strong standards for compounding of both sterile and non-
sterile medications. USP’s compounding committee, of which I am a member, is
continually improving and strengthening its standards.

The increase in activity of the USP since the 1980s and 1990s has resulted in revision of
chapters related to compounding, both nonsterile and sterile. The revisions resulted in
USP Chapter <795> Nonsterile Compounding and USP Chapter <797> Sterile
Compounding, both of which have many new and rigorous standards. Since 1995, most
state boards of pharmacy have developed comprehensive regulations for pharmacy
compounding and now many are beginning to adopt the USP standards as well.. In fact,
this May at their annual meeting, the National Association of Boards of Pharmacy.is
conducting special training for state board inspectors with regards to the USP standards
for pharmacy compounding.

As an example, for sterile compounding, the process must be done in an ISO Class 5
environment using specialized equipment and documented procedures. By incorporating
standards that adopt or mirror USP standards, state boards require much more detail
regarding the environment in which both nonsterile and sterile compounding must be
done and the documentation that is required. Also, standard operating procedures are
required as well as additional continuing education, testing of compounded preparations,
record-keeping, quality assurance and patient education.
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In 2004, the pharmacy profession joined together to form the Pharmacy Compounding
Accreditation Board (PCAB), a voluntary accreditation body whose mission is to assure
the quality of compounded medications that patients are prescribed. PCAB’s founders
include the American Pharmacists Association, the National Association of Boards of
Pharmacy, USP, and five other organizations.

To become PCAB-accredited, compounding pharmacies are tested against ten stringent
standards, most with detailed sub-standards. These standards encompass regulatory
compliance; personnel; facilities and equipment for both sterile and non-sterile
compounding; chemicals and the compounding process; beyond-use dating and stability;
packaging, labeling, delivery for administration and dispensing; practitioner and patient
education; quality assurance and self-assessment.

PCAB-accredited pharmacies must adhere to the following set of principles:

e Compounding is the preparation of components into a drug product either as
the result of a practitioner's prescription drug order based on a valid
practitioner/patient/pharmacist relationship in the course of professional
practice, or for the purpose of, or as an incident to, research, teaching, or chemical
analysis that are not for sale or dispensing. Compounding is a part of the practice
of pharmacy subject to regulation and oversight from the state boards of
pharmacy.

+ Compounded medication may be dispensed to prescribers for office use,
where applicable state law permits. Office use does not include prescribers
reselling compounded medications.

+ Compounding may be conducted in anticipation of receiving prescription
orders when based on routine, regularly observed prescribing patterns.
Anticipatory compounding is limited to reasonable quantities, based on such
patterns.

e Compounding does not include the preparation of copies of commercially
available drug products. Compounded preparations that produce, for the patient, a
significant difference between the compounded drug and the comparable
commercially available drug product or are determined, by the prescriber, as
necessary for the medical best interest of the patient are not copies of
commercially available products. "Significant" differences may include, for
example, the removal of a dye for a medical reason (such as an allergic reaction),
changes in strength, and changes in dosage form or delivery mechanism. Price
differences are not a "significant” difference to justify compounding.

o “Both the prescriber (via the prescription) and the patient (via the label) should
be aware that a compounded preparation is dispensed.
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¢ The pharmacy may advertise or otherwise promote that it provides prescription
drug compounding services. Such advertising should include only those claims,
assertions, or inference of professional superiority in the compounding of drug-
products that can be independently and scientifically substantiated.

An extensive Accreditation Summary is publicly available for every accredited
pharmacy, and contains information on compounding pharmacy, the pharmacy's scope of
compounding at the time the pharmacy was last inspected; the date of the last and next
Review and Survey (inspection), and the results of the inspection.

With 13 pharmacies already accredited, and nearly 100 others pending, PCAB is already
giving patients and prescribers a way to select a pharmacy that meets high quality
standards.

Additionally, the association representing compounding pharmacists — the International
Academy of Compounding Pharmacists (IACP) — has issued guidelines for the labeling
of compounded medications. These are designed to help pharmacists communicate to
their patients that the compounded medications they’ve been prescribed are different
from off-the-shelf, one-size-fits-all pharmaceuticals and offer a unique value — a
medication customized to meet the individual patient’s unique needs.

e + h AFthin s Fmomn o lan,
Pharmacists and physicians communicate much of this information to paticnts alrcady,

but the labeling guidelines provide an extra measure to ensure patients understand (1) that
their medicine was compounded in a pharmacy, (2) how to use and care for the
medication, and (3) that their doctor or pharmacist can provide additional information.

IACP’s guidelines are meant to encourage pharmacists to go beyond what the laws
require to ensure patients understand the unique value of compounded medicines. For the
first time, the guidelines will provide a standardized labeling model for compounded
medicines across all 50 states.

Compounded Medicines are not Subject to the FDA New Drug Approval Process

Despite the fact that state boards of pharmacy primarily oversee pharmacy compounding,
the FDA has stated: “A_new drug -- including a compounded new drug -- may not be
legally manufactured or sold in the United States unless it has been pre-approved by FDA
as safe and effective for its intended uses. ... In virtually every instance, the drugs that
pharmacists compound have not been so approved.” (emphasis added)

While the FDA approval process is well suited for mass-produced pharmaceuticals,
inserting the FDA into the approval process for each of the individual compounded
medications, which number in the millions, is simply unworkable. Patients’ access to
these needed medications would be cut off. Already, many practitioners are discouraged
from prescribing and administering the most appropriate medications to patients because
of the misconception that compounding is illegal.
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There is legal precedent for exempting compounded medicines from the FDA new drug
approval process. As federal district court Judge Robert Juneil ruled in Medical Center
Pharmacy v. Gonzales in 2006, “Public policy supports exempting compounded drugs
from the new drug definitions. If compounded drugs were required to undergo the new
drug approval process, the result would be that patients needing individually tailored
prescriptions would not be able to receive the necessary medication due to the cost and
time associated with obtaining approval. When a licensed practitioner writes a
prescription for a compounded drug for a patient, the medication is normally needed soon
thereafter. It is not feasible, economically or time-wise for the needed medications to be
subjected to the FDA approval process. It is in the best interest of public health to
recognize an exemption for compounded drugs that are created based on a prescription
written for an individual patient by a licensed practitioner. [...] Compounded drugs,
when created for an individual patient pursuant to a prescription from a licensed
practitioner, are implicitly exempt from the new drug definitions.”

In Tommy G. Thompson, Secretary of Health and Human Services, et al., Petitioners v.
Western States Medical Center et al. in 2002, the United States Supreme Court ruled that
“The Government argues that eliminating the practice of compounding drugs for
individuals would be undesirable because compounding is sometimes critical to the care
of patients with drug allergies, patients who cannot tolerate particular drug delivery
systems, and patients requiring special drug dosages. Preserving the effectiveness and
integrity of the FDCA’s new drug approval process is clearly an important governmental
interest, and the Government has every reason to want as many drugs as possible to be
subject to that approval process. The Government also has an important interest,
however, in permitting the continuation of the practice of compounding so that patients
with particular needs may obtain medications suited to those needs. And it would not
make sense to require compounded drugs created to meet the unique needs of individual
patients to undergo the testing required for the new drug approval process. Pharmacists
do not make enough money from small-scale compounding to make safety and efficacy
testing of their compounded drugs economically feasible, so requiring such testing would
force pharmacists to stop providing compounded drugs.”

Bioidentical Hormone Replacement Therapy (BHRT)

All medications, including all compounded medications containing any form of estrogen,
require a valid prescription from a licensed prescriber. Physicians work with their
patients to determine when bioidentical hormones are appropriate and, if they are, they
work with pharmacists to design individualized treatments to meet their patients’ -
individual needs — needs that are unmet by off-the-shelf, one-size-fits-all, mass-produced
pharmaceuticals. Doctors ofien prescribe manufactured synthetic hormone products such
as Premarin and Prempro. When they determine those products are inappropriate,
doctors sometimes prescribe bioidentical hormones tailored to meet each patient’s unique
needs. Also, there are manufactured bioidentical hormones on the market — Prometrium
and Estragel are two examples.
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For many patients, manufactured synthetic products are effective, but for some they are
not. :

-'o' That may be because the manufactured drugs simply don’t relieve the.
symptoms of menopause. It may also be because doctors determine that their
patients need a lower dose than what is available commercially.

o Some patients experience adverse side effects from the manufactured
synthetic products. In those cases a compounded medication may be
prescribed in the attempt to lessen the bad effects while achieving intended
therapeutic effect.

o Other times, doctors find that changing combinations of hormones —
progesterone, estradiol, estriol and estrone — in ways that are not
commercially available alleviate their patients’ symptoms.

o Ordoctors find that different delivery forms — creams, liquids, capsules,
troches — are more effective for an individual patient.

o One manufactured bioidentical medication, Prometrium is made with peanut
oil, a common allergen. Many patients are allergic to peanut oil and need
progesterone — the active ingredient in Prometrium — to be compounded
without it.

o When compounded hormones are prescribed, it is because doctors determine
that their patients have needs for medications that are significantly different
from what is manufactured.

Existing laws enforced by the FDA and the Federal Trade Commission prohibit the
making of unsubstantiated claims of safety and efficacy in pharmacists marketing
practices. It is important to remember that compounded hormones are prescribed by
doctors and no amount of marketing is going to allow a patient to obtain compounded
hormones without a doctor’s prescription. Also, compounded hormones are always
prepared pursuant to a doctor’s prescription and dispensed directly to patients at retail.

* Because compounded medications are regulated by state pharmacy boards and are not

subject to federal laws designed to regulate mass-produced drugs, bioidentical hormones
are not subject to FDA approval. While the pharmacy profession supports and is funding
studies to determine the risk profile of BHRT, there are risks with all pharmaceuticals. It
is up to a physician to weigh the risks and rewards of any prescription drug.

Millions of women have been prescribed manufactured hormone products. Many of
them have found relief from torturous symptoms of menopause. Some have not and,
instead, have been prescribed compounded hormones by their physicians. They have
found relief and I would respectfully urge the Members of this Committee and Congress
overall to consider the impact any new policies would have on these patients.
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Senator SMITH. Dr. Allen, as I have listened to your testimony,
it seems. to me that you are saying the doctor just recommends a
certain compound and sends that to the pharmacy, and then that
is a kit made just for that particular patient.

What guidance do they have? I mean, is it just based on their
training as a physician, or is there something deeper that they
know that traditional therapies don’t have? ' '

Dr. ALLEN. Pharmacists will only fill a prescription from a li-
censed physician or a health-care practitioner. It is the responsi-
bility of the health-care practitioner to care for the patient and to
prescribe appropriate medications.

So, yes, you are correct. When the physician determines that a
specific patient needs a compounded medication, then it is origi-
nated at the physician’s office. :

Now, in some cases——

Senator SMITH. Well, I assume, because they are doctors, they
are very well-trained, but I don’t know if their training goes this
deeply into how all these things interact.

I am not a physician. I was trained in law. But I would think,
based on my training in law, they are out there on their own, if
they are doing this, if there is some ill effect from it.

Dr. ALLEN. That is correct. They are trained.

Basically the' physician will prescribe, first of all, the drug, the
dose, the dosage form, the frequency of administration, and the
quantity. That would all go on the prescription. Then they work
with the pharmacist in order to compound the medication specifi-
cally for that patient.

Senator SMITH. Is there any ever very ill effects from this pio-
neering method that each physician would take?

Dr. ALLEN. Well, there are obviously ill effects from almost any
medication that may be prescribed across the board. But with clin-
ical experience, the physicians, you know, continue to prescribe
medications for these specific patients.

Senator SMITH. So it is sort of an ad hoc building block. What
has worked in the past? Let’s try this and do that?

Dr. ALLEN. Yes. It is very similar to just the standard practice
of medicine. Not everything works for everybody, and so the physi-
cians will try a drug product until they find something that that
specific patient will respond to.

Senator SMITH. I appreciate the education you are giving me.

Dr. Wartofsky and Dr. Allen, your two organizations have two
. very different positions as to who ought to regulate bioidentical
hormones made by compounding pharmacies. The International
Academy says States are best to regulate it. The Endocrine Society
believes that the FDA, the Federal Government, is best to regulate
it.

I wonder if you can each tell the committee how your groups
have reached their very different positions, including what evidence
or information you found to support the conclusion of your academy
or society. '

Specifically, did you consider mortality and morbidity rates, con-
sumer complaints, State statutory and regulatory provisions re-
garding? compounding? How did you come to such different places
on that?
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Dr. WARTOFSKY. In the case of the Endocrine Society, I men-
tioned our professional organization of endocrinologists, the spe-
cialty of medicine that deals with hormone therapies. Our members
brought to our attention that they were getting questions from
their women patients about these bioidentical hormones. They were
lacking. information., They were .concerned about the claims that
were being made about these bioidentical hormones—custom-com-
pounded hormones. : D ’

Although Dr.. Allen is correct that pharmacists should not pre-
scribe anything without a prescription written by a physician, our
information is that there are large pharmacy chains that sell these
products on the Web; that one can get these mail-order; that they,
in fact, will provide the names of physicians who will write pre-
scriptions for these compounds.

We believe these physicians are acting without a basis in science,
as you alluded to, that they are perhaps on the fringe of medicine
and do not represent our mainstream endocrinologists.

Senator SMITH. These pharmacies—we call it “forum shopping”
in the law—do they doctor-shop to find physicians who——

Dr. WARTOFSKY. I am sure that is the case, yes.

Our concern about the need for a Federal regulation is because
the degree of regulation by the States is highly varied. From State
to State, there is no consistency.

The National Association of State Boards of Pharmacy has issued
guidelines for compounding which, as of recently, were adopted and
codified by less than a quarter of the States in the U.S. So these
guidelines are not uniform. -

We have heard this morning how difficult it is for the FDA, given
everything that is on their plate, to do the kind of enforcement and
regulation that Dr. Allen indicates that they do do, because this is
not happening. It just is not feasible, given the broad practice of
the dispensing of these bioidentical hormones.

So we believe there should be some greater oversight at the Fed-
eral level with more formal guidelines for regulation under which
the State boards of pharmacy would operate; that there would be

consistency throughout the country; and importantly, that there -

would be more teeth put into the regulations with enforcement.

Senator SMITH. Dr. Allen, obviously, if these products are being
sold on the Web and somebody in Oregon can get it from a doctor
in Arkansas on a Web site, that is clearly an interstate commerce
issue. That is where the Federal Government comes into play. So
I wonder how you reach a conclusion that the States ought to do
it. .

Dr. ALLEN. Well, basically the individual States recognize profes-
sions—medicine, pharmacy, nursing, et cetera—in their State pro-
fessional acts. In addition to that, they establish certain laws gov-
erning that profession and State boards to regulate those and en-
force those. _ .

The State boards, then, enact regulations to govern the practice
of pharmacy. So the practice of pharmacy and medicine is some-
thing that should be regulated at a State level.

Now, from the pharmacy standpoint, if a pharmacy sends a com-
pounded preparation into another State, they are required to be
registered with the State board of pharmacy in that State.
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Now, when you are talking about the other aspects of it—the
physician’s prescription—that is getting into marketing, and that is
a different story. Probably should be under the FTC or whatever.
But the pharmacies—any State that a pharmacy sends a com-
pounded prescription to, they must be registered in that State.

Senator SMiTH. Well, the lack of concrete evidence on the whole
issue of bioidenticals is what has led me and my staff to conclude
that we need some more information. That is why I have asked the
Congressional Research Service to prepare a report on the status
of laws across all 50 States.

It seems to me that before we can assess who is in the best posi-
tl;(ion to regulate this industry, we need to know more than we now

now.

I guess a further question is, does each State track adverse re-
lated events in pharmacy-compounded products? In other words,
does the Oregonian who gets the prescription out of Ohio—how do
they track it, what it has done to them?

Dr. ALLEN. Currently, there is no requirement for pharmacists to
report any adverse reactions for either a commercial manufactured
product or a compounded preparation.

Now, the USP in our chapter—it is either 795 or 1075—there is
a statement that adverse reactions should be reported to the USP
MedMarks reporting system. That is something, I think, that can
very easily be adapted to this so that it becomes a standard of
practice.

Senator SMITH. Without the information, though, how do we
know that people aren’t being harmed? Shouldn’t the States or the
FDA track the information?

I mean, it does seem to me that this is an area where the Fed-
eral Government really ought to get involved and play a role.

Dr. ALLEN. Currently, the success of therapy or any adverse re-
sponses to therapy should be picked up by the physicians and
changes in therapy made. I would think that a physician would—
it would be incumbent upon them, if the patient is not responding
or is responding adversely, that there would be a change in the
therapy of that patient.

Senator SMITH. Do you feel like there are some physicians out
there that will prescribe anything for a fee? That this may not be
being done at the highest standards of science?

Dr. ALLEN. I can’t really answer that question.

Senator SMITH. Dr. Allen, you are going to feel like I am picking
on you, and I am not trying to. I am asking these questions for the
record of the U.S. Senate and for my own understanding of this
issue, because there is reason to be concerned.

It leads me to my next question.

Some of the biggest criticisms against compounded products that
I have heard are their variability in composition, the fact that phy-
sicians and patients may not know exactly what is in the final
medication, and the lack of warning labels and patient information.

So, as to the labeling issue, I understand the International Acad-
emy of Compounding Pharmacists has developed a suggested label.
That label, however, as has been suggested, does not mention the
potential risks, any side effects, any contraindications of medica-
tions that may be present.




85

If so, why not? It seems to me like the most basic kinds of label-
ing that consumers ought to have.

Dr. ALLEN. You are exactly right.

Now, to address that issue, the USP standards for compounding
are currently looking at mcorporatmg additional labeling standards
for all compounded preparations to at least 1ncorporate the level of
information that you just mentioned. .

In addition to that, you have referred to black box warmngs and
things like that prev10usly The U.S. Pharmacopeia has had a set
of reference books called the “USP Drug Information.” There have
been three volumes: Volume One, Drug Information for the Health
Care Practitioner; Volume Two, Drug Information for the Patient;
and then Volume Three, which is basically the FDA orange book,
et cetera.

What is feasible is to take the information, the data, from Vol-
ume Two and put that in a data base in the pharmacy
compounding computer system software, so that as prescriptions
are filled for specific drugs, like progesterone or whatever, it will
automatically print out the information for the specific patient, just
like the commercial products is being done today. So that is some-
thing that we are looking at. .

Senator SMITH. Well, thank you. I think it is very important.

I think the most vital consumer information is what customers
ought to be given, and it ought to include the risks, the side effects
and what kind of consequences there may be for using these prod-
ucts. So, I don’t think we have that vet.

But thank you, Dr. Allen.

Dr. ALLEN. You are welcome.

Senator SMITH. Ms. Wiley, your testimony, please.

STATEMENT OF T.S. WILEY, WRITER/RESEARCHER, CREATOR
OF THE WILEY PROTOCOL, SANTA BARBARA, CA

Ms. WILEY. Mr. Chairman, members of the committee, I am T.S.
Wiley, and I thank you for inviting me to address you on the sub-
ject——

Senator SMITH. Can you hit your microphone button? There you
go.

Ms. WILEY. I thank you for inviting me to address you on a sub-
ject to which I have devoted over a decade of my life.

I have no formal training or indoctrination in the world of medi-
cine. I am a writer and a researcher in the areas of endocrinology
and women’s health.

Over 47 million women in menopause in our country are facing
the same dilemma we are in this room today: what to do.

At the turn of the century, women died on average by 47. But
life expectancy is now well over 80. That means a great many of.
us must go on perhaps 30 years or more w1thout the hormones that
our minds and bodies have always had. .

The Women’s Health Initiative, now the gold standard regarding
hormone replacement therapy, 1nterest1ngly enough never looked at
hormones at all; only drugs with hormone-like effects that were
dosed in a regimen that in no way resembled replacement in
human beings. ,
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The only thing the WHI proved was that static doses of synthetic
hormone-like drugs caused cardiovascular harm in women over 65.
This information was not pertinent to women 40 to 60 looking for
answers. Thirteen years ago, I was one of those women.

To me, the answer seemed simple. Since women’s hormones are

‘rhythmic with ups and downs across the 28-day cycle, I decided to

copy nature precisely with a bioidentical regimen based on a model
of hormone replacement seen in Type 1 diabetics who use bioiden-
tical insulin—you may argue with the term—biomimetic insulin—
taken through the skin and fat in doses their bodies would have
produced it.

That is all there is to the Wiley Protocol. It is a simple, logical
model using bioidentical compounded estrogen and progesterone in
variable dosing.

I arranged for the reporting of adverse events. We use a patient
insert with contraindications and warnings, and we test for purity
and potency quarterly in the pharmacies I work with.

I have standardized the production, the methods and materials,
of the compound so it could merit study on a large scale in clinical
trials, of which there are none right now, except, I believe, the one
we are planning at the University of Texas.

Menopausal women are orphans in the health-care system in this
country. There is no one to take care of us. Doctors prescribing the
standard of care, HRT, or even bioidentical hormones have little
support or education in the matter.

Big pharmaceutical companies and the compounders are now at
war over who gets to make a fortune on us women.

Instead of modeling hormone replacement like diabetes care,
women were given a once-a-day-dose pill of synthetic drugs, instead
of hormones, because that was easier for the pharmaceutical com-
pany and the doctors to monitor.

The last pronouncement from the NIH was just that quite simply
the drugs—and they weren’t hormones—studied by the WHI don’t
work. They are, in fact, dangerous, now that you have bothered to
look 20 years later.

So now women just can’t have any hormones because big pharma
couldn’t get it right in the first place. That is unacceptable.

The majority of Western medicine has been on a wild goose chase
for the elusive proof that being completely hormoneless will save
our lives in the face of massive evidence with all of our estrogen
blocked at every turn we still keep dying of cancer. Logically, if
high circulating estrogen caused cancer, all young women would be
dead; all pregnant women would be dead.

Now, the most recent move to keep us hormoneless is the debate
over the value of compounded bioidentical hormones.

The National Institute of Neurological Diseases and Strokes sees
the value in compounded hormones.

A national clinical trial designed to see if high doses of com-
pounded progesterone can protect the brain from destruction is
planned for military use and because 78 million voters are in their
peak years for stroke and degenerative brain disease.

Each year, 700,000 Americans suffer strokes and 500,000 more
are diagnosed with neurodegenerative disease.
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Dr. David Wright at Emory University Medical School in Atlanta
has been testing compounded progesterone for head injury. In a 3-
year trial of 100 such patients, 80 received high-dose progesterone
over 72 hours after trauma and 20 did not.

The study on young men—not women—found that those receiv-
ing compounded progesterone were 50 percent less likely to die.
There was less disability at the 1-month mark than‘would nor-
mally be expected considering the severity of their head injuries.

Marcus Baskett of Commerce, GA, was one of those patients in
a head-on automobile collision just 3 weeks shy of his high school
graduation. Early tests of his brain function suggested massive and
disabling head injury.

He spent almost 3 weeks in a coma. Then, 4 weeks later, Baskett
was released with lingering physical injuries but little evidence of
the severe head trauma. Three years later, a 21-year-old Baskett
is back 100 percent.

There are uses for compounded bioidentical hormones that none
of us have ever even imagined. To consider eliminating them is to
limit the researchers’ imagination everywhere. .

[The prepared statement of Ms. Wiley follows:]
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Mr. Chairman, Members of the Committee, 1 am T.S. Wiley and [ would like to
thank you for inviting me here today to share my expertise and experience with
menopause and, of course bio-identical hormone replacement therapy and compounding
pharmacy. I am a medical theorist in the field of Darwinian Medicine and
writer/researcher on the use of hormones, particularly in postmenopausal women.

I have devised and developed a new method of hormone replacement therapy
(HRT) called the Wiley Protocol for women to use as a more accurate form of
replacement for lost endocrine function. The remedies available to women suffering from
hormone deficiency are woefully inadequate. The commercial pharmaceutical offerings
are either bio-identical and too low in dosage to have efficacy, or synthetic drugs, far too
dangerous to take. Here in the United States, there are over 40 million women between
the ages of 40 and 60. )

Worldwide, about 25 million women enter menopause annually. It is estimated
that by the year 2030, that number will increase to 47 million women per year. Since
1900, in the developed countries, the life expectancy of women has increase from age 47
to well over age 80, however, the average onset of menopause has remained at 50 as
recorded for the last 150 years. That means, overall, women are living at least thirty years

longer than they did at the turn of the century.

Our society has never felt the impact of the majority of women living 30 or more
years in a hormone deficient state. It won’t be pretty. Right now, modern medicine keeps
us propped up with antlblohcs and surgery, thanks to blood transfusion and anesthesia.

But just being alive does not assure “quality of life.” Without it, extended lifespan is far

less than a gift. It’s estimated that eighty percent of women experience a variety of
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transiently debilitating symptoms in menopause and 30% of those are classified as

s¢vere.

About ten years before women ever have a hot flash or a migraine, we have odd,
too-short menstrual periods, we’re up half of .éy}f:ry night and we start to look old. And
almost as soon as we start to look old, we start to feel old. Exhaustion coupled with
plummeting sex hormones creates a life in tatters and a mind like Swiss cheese. Sex
would be a memory, if we could remember anything. Our joints twinge and, worst of all,
we can’t fall asleep or stay asleep. It is anecdotal common knowledge that older people
wander around all night limping and bumping into things when they should be out like a
light.

Given the evidence that these symptoms of menopause, which can begin for
women as early as their late thirties, are the same as the daily challenges the elderly face -
- that we become, in fact, “old” when our hormones start to plummet -- we can probably

assume we’re going to be sick, too, if we aren’t already.

Because it is, again, anecdotal common knowledge that old really equals sick in
the ﬁreponderance of cases -- and sick and old in our culture means usually means cancer,
diabetes, heart disease, glaucoma, depression, even Alzheimer’s, and since we’ve
established that menopausal symptoms are the same symptoms “old” people experience,
then, menopause must really equal sick, and since all those outcomes above of “sick”
can be life-threatening, menopause, itself, must really be life-threatening.

If menopause might really equal cancer, diabetes, heart disease, glaucoma,
depression, and Alzheimer’s, why is it, then, that in those ads for “menopause products™,
and in the health advice from the North American Menopause Society (NAMS), the
Women’s Health Intiative (WHI), the Food and Drug Administration (FDA), the
American College of Obstetricians and Gynecologists (ACOG), no one ever mentions
any of the life-threatening disabilities associated with hormonal decline and urges women

to accurately replace those hormones that have gone missing?



Confusion and Media Hype

Instead, women are told that the FDA sanctioned hormones from Big Pharma are
really way too dangerous to take (WHI) and biodentical compounded hormones have
never been studied (AMA). The most twisted take on the current predicament women”
face when trying to decide on a mode of relief is the one taken by Barbara Kantrowitiz
and Pat Wingert, columnists for Newsweek magazine, who have written their own book
called, “Is it Hot in Here or Is It Me? , The Complete Guide to Menopause.” Wingert
and Kantrowitz, ostensibly women themselves, oddly have written an article blaming
women for not being resilient enough to tough it out without HRT. They portray
menopause as a transitional state that anybody with enough planning can live though.
After all, they report that you should not consider yourself “a lost cause,” you’re just
passing through “menopause milestones”. As if, on the other side of this change. your life
and health will suddenly just fall back into place. It doesn’t. It’s never the same again.

Generations of women (and men) before us knew forty was almost “old” and fifty
was as close to sixty as it was to forty. Most of our parents had children in their twenties
when they were our age. We knew they were old. How do we continue to deny how old
we really are?

Baby Boomer women have certainly had help sustaining this mass hallucination.
The feminists of our youth, like Betty Friedan and Germaine Greer, have written books
exalting this new “undiscovered country” and ali of Gyneculture has a whole céb]e
channel called Lifetime Network to celebrate it. The trend was to embrace our
reproductive denouement -- sort of. ‘“Medicated” conventional menopause was becoming
more and more acceptable until the WHI report. Doctors handed out PremPro like Pez
and no one questioned it.

Every gynecologist with word processing software has told us the sum total of
their knowledge on the subject and has been interviewed by every morning show on
every network. So, we all really understood “menopause” and we were OK with it. Those
were the good old days. Women knew it was something they couldn’t avoid, unless they
lived fast, died young and left a beautiful corpse. We all know that unless you go out

young, the only certainties in life are death, taxes and menopause.

In that list only taxes aren’t natural, right?
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The Inevitable is Acceptable Because it’s Natural

Not even. Menopause is certainly not “natural.” There is no menopause in nature.
They never mention that on Lifetime. You'll get more accurate scientific reporting on
Ammal Planet The ammals always die when they re no longer reproductwe

Othemnse, we would hang around and compete for the food supply with the
offspring of the reproductive (young) animals. That scenario benefits no one. That’s why
there’s a fail-safe in nature. When a female runs out of eggs and her hormone levels
bottom out, its game over. Her Jjudgment flags, her spirits plummet, her immune system
freaks out, homeostasis goes out the window and she goes not so gentle into that
goodnight, unless someone does the right thing and pushes her out to sea on an ice floe
for the good of the “group”. .

The elderly experience auto-immune conditions like arthritis or Lupus or
Parkinson’s disease and the more obvious degenerative states like Alzheimer’s or
cataracts and macular degeneration. But, what if real hormone replacement could really
mimic youthful hormone levels, not just mask a few obvious symptoms, and therefore;
was a cure for those diseases? It does make logical sense. After all, young women don’t
have those diseases and the difference between young women and old womén is
reproductive capacity and me atiendant normones Theretore, it’s loglcal that the majority
of women with normal hormones don’t have those diseases.

Menopause, and andropause in men, are states of hormone depletion akin to the
failure of Type I diabetics to produce insulin from their own pancreas. Type I diabetics
take a bio-identical molecule of insulin, using a short needle, through their skin,
dosing it as their bodies would have produced it—after a meal, dependmg on what the
meal consisted of, and they live long, pretty comfortable, healthy, productive lives. One
of the shining moments in medicine in the last century was the synthesis of insulin for
replacement in Type I’s, and yet medicine refuses to acknowledge the obvious -- that the
replacemeni of sex hormones in the same manner might put a serious dent in the diseases
of old age. . A

Instead, the Today Show offers health advice like “herbs, acupuncture,.

aromatherapy and massage™ for menopausal “discomfort.” Aromatherapy?? We'd like to
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see a doctor tell a diabetic near coma to go get a massage instead of taking insulin. That
would be tantamount to murder, but that’s what women in 2003 got from the WHI

historic report on synthetic drugs with hormone-like effects, PremPro and Premarin.

These substances were donated by the pharmaceutical company that had sold
them since 1942 because the assumption was the drugs would be found safe and
effective. Nothing could have been further from the truth. After nearly 800 million
taxpayer dollars and 14 years later, the overly emphasized negative results of the
Women’s Health Initiative were released in May 2002. This study was poorly designed,

strangely monitored and incompetently analyzed.

The Study that Still Needs to be Studied

The WHI is now the “gold standard” regarding hormone therapy. Interestingly,
the WHI never looked at hormones, only drugs with “hormone-like” effects that were
dosed in a regimen far from that of human replacement. This study has led us to believe
that conjugated equine estrogens (from pregnant mare urine) and a synthetic progestin
(Prempro) dosed on a daily basis in static doses is clearly very harmful to women after
only a few years, and yet, in contradictory reports from the same agency, PremPro
seemed to have had positive effects as well. The other drug studied, daily Premarin,
seemed to show substantially less harmful effects. Even though the death rate for all arms .
of this study was equal, the study was dramatically halted early in a very public effort to
“save lives.”

This confusing and frightening media spin caused millions of women to
immediately stop taking their Premarin or Prempro, or any other product deemed a
hormone. Physicians also threatened by the negative media reports stopped prescribing
them, thus leaving millions of symptomatic women without any reasonable clinical
guidance, except the ludicrous exception to the bad news, that lower doses of Prempro,
the killer drug, taken for less years is safer.

This advice has not left women feeling safe.

As was alluded to in the beginning of this testimony, the mortality and morbidity

of menopause is substantial, as substantial as it is being elderly. Young people very, very
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rarely experience heart disease, diabetes and cancer. Old people very, very often do. And
the difference between “young” and “old” is what happens in the middle or mid-life --
hormonal fail-off. The incidence of heart disease for women equilibrates (catches up)
with men ten years after menopause. The big clue there could be the sudden absence of
estrogen for the first time in their lives.

There is enormous data from two researchers named Grady and Rubin, who
looked at 85% of the world’s data on estrogen and cardiovascular effects and found that
the positive cardiovascular effect of estrogen in decreasing blood pressure and lipid
profiles was unparalleled by pharmacological agents. Could the just Jack of hormones

- explain why the rate of heart attack among women in this country is ten times-less than it
is in men until menopause or; gasf), the epidemic of breast cancer from forty on in
women? Makes us wonder. Everybody “knows” estrogen causes cancer. But do we know

that, or, have we just been told that?

Reasoning vs. Rationalizations about Estrogen

Common sense belies the logic that natural (not synthetic drugs with hormone-
like effects) hormone replacement, in and of itself, could ever cause cancer. If estrogen
and progesterone, or even testosterone, caused cancer, all young women would be dead.
They're full of it. So. if logic tells us ﬂ1at estrogen doesn’t acfually cause cancer in and of
itself, then there must be more to the story—llke what kind and how much estrogen and
when to take it.

There are too many pieces of evidence that real estrogen replacement, not
PremPro, also negates the need for bisphosphonates, the commercial pharmaceutical

_treatment for osteoporosis. Those drugs in newer data are implicated in actually

weakening bone. Béca.us;'e"this class.of drugs Blocks old bone resorp‘tion and there’s no
progesterone to normally build new bone—it turns mto a substance akin to petrified
wood. Blsphosphonates are now known to cause mxcro-fractures in bone that must have
a normal estrogen/progesterone metabolism to be healthy.

Estfogen»also alleviates rxi;ld to moderate depression, tﬁe most cémmon diagnosis
in women ages 40 to 50. However, Dr. Joanne Manson of Harvard, who, too, has written
her own book, called “Hot Flashes, Hormones and Your Health,” insists hot flashes “are
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the only compelling reason to take hormone therapy,” (what an understatement) and thht
“hormones are best used for only two to three years.” What are the depressed women
aged 40 to 50 to do three years later — live on Prozac, when a natural substance would
have put them right instead?

Follow the Money

The importance of understanding the biology of menopause and its morbidity
must be a primary medical economic concern to America. Relief of menopausal
symptoms such as improved sleep will likely translate into a more productive woman
whether in the workforce or as a mother or a spouse. Healthcare dollars can be spent
more wisely than in Medicare reimbursements for constant doctor visits and endless
prescripﬁons and procedures. Quality of life will improve for most symptomatic women
and hormone replacement is an important choice for women since estrogens are known to
be the only effective treatment for estrogen-depleted states.

Although no formal medico-economic analysis is yet available, Dr. Julie Taguchi,
oncologist at Sansum Clinic in Santa Barbara, California predicts that there would be a
substantial medical savings. In prescription drug costs alone, scientifically proven safe
and effective HRT could reduce the use of anti-depressants, blood pressure medications,
lipid lowering agents, sleeping aids, gastrointestinal drugs, etc. to such an extend that the
estimated annual savings in the 10 to 20 billion dollar range would not be unreasonable.
Additional cost savings in office visits, hospital stays, productivity are hard to estimate.

The failure of the WHI trial is partially due to the lack of understanding of the
biology of the reproductive and menopausal state as well as, the indiscriminant choice of
study subjects without well defined entry criteria, such as on the average enrolling
subjects 12 to 15 years into menopause, creates unfathomable noise for the outcome.

A larger issue is the administration of drug molecules that are not natural to
women’s bodies as compounded versions of plant-derived hormones could be. The
choice of the molecule, the dosage, and timing of the onset of therapy are the most

important variables in the search for safe and effective HRT and the WHI spent almost a

billion dollars and never approached any of the most important questions..




95

Women, now suspicious of drug companies and their compliant physicians, yet
desperate for relief of menopausal symptoms, are turning to other treatments or plant
based bio-identical hormones in droves. These plant-based hormones of different sorts
seem to be the most widely used and promising altematives at this point in time in the
infancy of the endocrinology of menopause. It is clear that the conjugated horse urine
estrogens (Premarin) with progestins (Provera) were the number one drug(s) most likely
NOT to be refilled. Studies confirm that women can feel a difference between the kinds
of hormones taken, so much so, that women prefer black cohosh and lachesis
(homeopathic literal snake oil) to Premarin and PremPro.

Alternative medicine is really making a killing (literally and figuratively) on this
one. Women are so distraught and physically miserable that they are looking for any
answer that doesn’t involve a hysterectomy or chemotherapy. Their disillusionment with
Western medicine has driven them to herbal and homeopathic “cures,” that may or may
not do even'more damage. They’ve placed the same blind faith in alternative medicine
that has usually been reserved for their Western doctors.

But Western medicine and science have issued edicts that say women can only

-have a medicated menopause courtesy of the drugs they, themselves, have already
deemed dangerous or we can grit our teeth (what we have left of them) and try to survive
it without any relief. Estrogen is responsible for: memory, eyesight, bones, heart, teeth,
sleep, ability to withstand stress, and progesterone since ovulation is impossible without
estrogen (even.using natural progesterone, at this point the receptors aren’t “reading” its
action because progesterone receptors are created by estrogen) And without progesterone
women risk: cancer, sudden vaso-spasm (female heart attack), migraines, psychotic
behavior, auto-immune diseases like lupus, arthritis, rashes, rosacea, neuralgia, no
bones, no libido, high cholesterol and carbohydrate craving, possibly obesity, Type II

diabetes.

Hormone Replacement from Plants is Not a New Idea
Whether or not women replace their missing hormones is not up for debate.
Living without them is far too miserable and dangerous. So ‘then, the question becomes

“how”? Replacing missing estrogen, progesterone or testosterone with molecules of the
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identical hormones synthesized from plants make the most sense. The original hormone
substances, before they were changed in the lab to be patentable, in pharmacentical HRT
came from animals and plants, too.

Human beings, like all animals, have receptors in brain-and body cells to receive
everything that the planet has to offer, from nicotinic receptors to cannabis receptors.
“Natural” hormones are made from molecules called phyto- estrogens that, despite their
name, are synthesized into natural progesterone first and then tweaked into testosterone
and eventually estrogen. The source of these plant-derived hormones is most likely soy
beans or Mexican yams, but unlike progestins (the artificial molecules served up by
pharmaceutical companies as the real thing), the unpatentable natural version fit perfectly
into human receptors.

Hormone replacement therapy from plants was never dangerous. Real, natural
hormones synthesized from plants have been known throughout history to be safe and
effective birth control and death defiers. Only when drug companies got into the act did
our lives get shorter and more painful. Hormone replacement from nature’s bounty
directly to our receptors was as natural as child spacing through lactation. Women always
knew how to take care of themselves and each other. Women have always self-medicated

with plants for contraception, beauty products and hormone replacement.

It’s All Downhill from Here

While estrogen and testosterone levels slide steadily downward from twenty-six
years of age on, when human growth hormone slows, the biggest difference between a
woman in her twenties and a woman in her late thirties is in the levels of progesterone
she can produce.

In a normal twenty-year old, the act of ovulating -- which produces progesterone,
once a month for fourteen days -- is dependent on a system of feedback loops between
the ovaries and the brain which are regulated by levels of estrogen.

Estrogen production is directly dependent upon the number of eggs a woman has
left every month afier ovulation, deducted from the finite number we are born with.

Ovulation uses up about 150 every month in an effort to produce one “good” one. From

conception until puberty, eggs are destroyed by a genetic clock. As fetuses, in utero, we
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had about one million eggs, but by the time we were born -- we were down to half a
million. At puberty we’re down again by half, to a quarter of a million. Every seven years
after puberty the number of eggs diminishes by one half of the declining base number,
until we reach about thirty-three, when the decline picks-up speed, and the number of
eggs are halved every threé years. . : ' ) ’

- In'the ten to fifteen years before we actually hit the wall sometime in our fifties,
and run out of eggs, the declining estrogen falls in step-fashion with the declining egg
base. Therefore, ovuldting the remaining eggs gets “iffier” as time goes by (since the

“system is run by estrogen)and fertility is truly at risk by the time we are in our mid- .
thirties; because we don’t have enough estrogen to tell the brain to send the signal to
ovulate, at least not on a regular basis.

So, as we’re running out of eggs, the estrogen signal from our ovaries to our brain
is weak. The weak estrogen signal is ultimately responsible for the loss of progesterone
since progesterone seeps from the blister that housed the egg. -- No pop, no progesterone.

The first hint of estrogen depletion is shorter or longer menstrual periods as 1
mentioned on page one. The other earliest symptoms are sleeplessness, inability to V
concentrate or “mind noise,” loss of libido and weight gain. And let us not forget the
wrinkles. In peri-menopause (age thirty-three to fifty), internal estrogen levels certainly
aren’t high enough anymore to reliably ovulate, but they are just high enough for too
long to be “normal.” Normal levels of progesterone would bring it down. But we don’t

have normal levels anymore. It's like a game of dominoes.

It’s Only Rock and Roll

The problem is one of “priming,” The estrogen must create the internal
environmental potential for the progesterbne to wipe out the growth and start over again.
One just doesn’t-work properly without the other. They are for lack of a better term, “in
tandem” rhythmically as long as a woman is young, healthy and fertile. It is impossible
to be one out of that list of three without the other two. That’s why the menstrual cycle
has two peaks that cease to be when one goes missing.

Everything alive has a rhythm,
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The world as we know it, from bacteria to blue whales, the whole universe, in
fact, is all about timing, within each of us and in relation to everything outside us. The
individual rhythms overlap into larger pattemns that then weave in and out of each other.
Human beings swim in and out of this sea of rhythms. The moon provides more light
with its full face and sure enough as the new moon ends, every twenty-cight days females
bleed. The circadian clock in every cell of our body measures one spin of the planet, and

the moon tracks the repeating 28 of those days 13 times in one revolution around the sun.

Estradiol / Progesterone Doses

The Wiley Protocol™
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To see a graph representation of a menstrual cycle is to see what appear to be two
mounu:lins. There’s a peak of estrogen and then a peak of progesterone. If one imagines
that picture strung together over a year, one month connected to the next, there’s a
rhythm of unending ups and downs. It’s a balancing act. Estrogen’s solo in the first half
of our cycle sets the stage for pregnancy all over our body. Estrogen grows, hence its
reputation in cancer research. But estrogen, by way of creating progesterone receptors,
has sealed its own fate. Progesterone generated by the popping of the egg, steps on stage

to end that song of creation.

Cancer
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The progesterone that we make naturally, in the second half of our cycle when

‘we’re young, protects us from cancer on the molecular level. Natural progesterone is a

genomic effecter for apoptosis. (In English: natural progesterone latches on to switches
on the genes called promoter regions for “cell suicide.”). Cell suicide is the mechanism
that-causes the death of the one for the good of the many. Natural progesterone in a
normal menstrual cycle controls the destruction phase which kicks in about half way

through your cycle when no conception has occurred.

it’s only when the fat lady never sings and the opera never ends, when we stop
popping eggs and producing progesterone regularly as we head toward menopause -- that

estrogen can continue to grow cells unchecked.

And this doesn’t just happen in the uterus, either.

These rapidly multiplying estrogen-driven cells exist in our breasts and brain, too,
and they have progesterone receptors on them. The receptors are waiting for
progesterone to signal the final act. The chemical listening for that signal from
progesterone will go (;n indefinitely as long as estrogen continues to pour, unless we
artificially drop the curtain on the show by replacing from the sutside the natiral
hormones we lack. '

Does estrogen cause cancer? No or all young women would be dead.

Can estrogen cause cancer? Yes, but only in the absence of progesterone.

Cells, fed by estrogen and insulin that continue to grow in the absence of
progesterone past a programmed growth phase,_ have all sorts of potential for genetic and
immunological mistakgﬁ to be.made.

We call those mistakes cancer.

In r_gality, ihe mutational changes that are the hallmark of metastatic cancer are
not caused by mistakes during repeated cellular divisions or assaults by toxic polhutants,
rather tho..se changes a}e caused by the fall-off of regulatory hormones that control the
switches an your very DNA for the growth.and death of your cells.

(see abstracts Formby/Wiley)
Knowing that progesterone deprivation is the key to cancer at midlife for women

makes the research showing that women who have given birth multiple times, and
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thereby experienced long periods of placental progesterone, have much less cancer —-it
makes those findings make sense in a whole new way. When we examine the statistic that
the incidence of breast cancer in our grandmother’s day was 1 in 21, and in our mother’s
generation it was up to 1 in 18, it becomes painfully obvious that our standing at 1 in 8
(in one generation) is self-inflicted.

Our lack of childbearing has prevented the long periods of progesterone exposure
necessary to buy time. Repeated pregnancies and bouts of lactation added up to a savings
of at least 150 eggs a month or 1350 per birth, and if Grandma nursed for a year or so,
another 2100. That means a savings of about 3500 eggs per child. Do the math. Grandma,
in her day, would have given birth four to eight times; maybe Mom had three or four.
That’s 10,000 to 15,000 eggs for Mom and twice that for Grandma. That means Mom and
Grandma extended their reproductive lives at least two extra years for every child made
viable. Eight children would have extended Grandma’s hormonal protection sixteen extra
years. Not a bad deal, all in all.

That formula pretty much explains not only the above statistics, but why we
experience peri-menopause for fifteen years and why they, on the other hand, went from
child bearing to menopause at a later age and with fewer physiological repercussions. So
the smug assumption that if our mothers and our grandmothers were just fine without
hormone replacement then we will be too, may be far from a reasonable one. For all time,
the only way to beat the reaper was to rack up points by winning at the game of life. For a
woman--or any animal, for that matter—that meant to be fruitful and multiply.

Apparently, biology is destiny.

Evidence and logic amply support the theory that random and irregular ovulation
due to declining egg stores creates a scenario that features an over-abundance of estrogen
hanging in the balance against a hit-or-miss supply of progesterone for a good ten to

fifteen years. .

What about the Women Who Survive Without HRT?
Grandma’s shift to an expanding middle, a little thinner hair on top, and a few

chin whiskers was part of her salvation. When estrogen declines and progesterone

production stops, all that’s left is the testosterone that once upon a time fed our libido. In
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the grand scheme of things, old women — aren’t women at all past a certain point. If this
phase-shift happens quickly - say after decades of childbearing and breastfeeding --some
of us make it through it without getting cancer. But, if it takes too long, we’re targeted for
transformation, because cancer is an evolufionary function in nature. All of the genes
active in cancer are active at only one oth& time in life. They are all switched on in the
high estrogen/low progesterone state of the first nine weeks of life in utero when we are
neither man nor woman. Since nature abhors a vacuum and is about duality, we must be
one or the other -- man or woman.

We can’t remain in limbo for more than nine weeks or nature will take over,
trying out combinational strategies in an effort to make us become “‘something”. Cancer
is no plague on mankind, it is life, it’s just the new you. It’s a group of cells turned on to
rapid unchecked growth by genes that are exactly the same in fetal tissue. That’s why
they call them fetal oncogenes in research.

That’s also why cancer isn’t something you can kill like a germ with an antibiotic.
You can’t burn it, poison it or take it away because it is us -- or at least what’s become of
us in the absence of performing a role in nature. Cancer is actually the genetic creativity
shown in nature when an organism ceases to fit into-The Plan. -

Of course, 2 lot of us die from this evolutionary function, but many of us live with
it, too. 93% of elderly men show some degree of prostate cancer on autopsy, but it’s not

listed as the cause of death. Most of us will likely die with, not of, some form of cancer.

Cancer is only transformation, unless it kills you first.

I believe there is an alternative. We can turn back the clock with the products
nature has to offer. The catch is, how do we prove it? You see only the bio-identical
molecules do this. The product from Wyeth does not. The hormone receptors can tell the
difference. The bio-identicals need to be compounded from bulk materials and left in
their unpatentable form. All that means is that the drug companies won’t make as much
fnoney as they would by turning it into a drug. That also means there’s no money for
research because drug companies foot the bills for scientists and those drug companies
will never be able to patent a “natural substance” and their already patented drugs don’t
work the same way on almost any system in a woman’s body. Oh, and then there’s the .

impending Kennedy, Burr, Roberts Bill that could literally put an end-to it all.
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Bio-identical progesterone replacement is a shoe-in as a cancer treatment because
cancer was never about cellular overgrowth. It has always been about not enough death--
in the presence of overgrowth. But cutting edge medicine has never equated menopause -
with cancer, even though cancer strikes at the time in a woman’s life when her hormones
are disappearing. The Standard of Care treatment plan is to further remove her estrogen.
Taking estrogen away from women, or selectively blocking it without ever considering
the synergy between the estrogen and progesterone, the most selective potent apoptotic
Jactor known in the human body, is not the way to eradicate cancer. |

It’s the way to cause heart disease and Alzheimer’s.

Are They Bioidentical Hormones Bio-identical or Not?

Even natural bio-identical hormones are not bio-identical unless your body can
recognize them as hormones. Since natural hormone replacement is possible, the other
half of the question is how to take bio-identical hormones? The scientific studies looking
at the differences in Oral (by mouth) and Transdermal (using a neutral cream base as a
carrier of the hormone) show significantly less side effects when hormones enter the
bloodstream through the skin and fat base barrier just like Type Is take insulin. So
through the skin is “how”. What remains is “when”. Replacement is not replacement
unless you truly replace what has been lost.

The idea that hormone “replacement” could be affected by a one time a day, same
dose every day regimen is illogical. The hallmark of an endocrine system is pulsitilty and
amplitude, meaning that hormones pulse every few seconds and their amounts go higher
and higher, depending on the time of the month in the case of estrogen and progesterone.
So it seemed to me that the way to achieve HRT with least side-effects was to use a bio-
identical molecule for both hormones, transdermally, in doses that could increase and

decrease over time.

Natural hormones are not bio-identical unless the)} replace prec.isely the "natural"
thythmic levels of your own estrogen and progesterone when you were a young woman.
Currently, the standard hormone replacement therapy you would receive from a doctor

would be PremPro, or Premarin, if you've had a hysterectomy. And doctors who want to
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prescribe natural hormones but who aren't familiar with the fact that hormones should
mimic your natural hormone rhythms will merely prescribe natural hormones in the same
way they prescribe synthetics. The Women's Health Initiative has already found the
Standard of Care to be dangerous, what if it's not just the synthetic molecules that are

dangerous?
Or, conversely, what if it's really the missing rhythm that matters?
The Wiley Protocol

I decided it was all three, the molecule, the delivery system and the timing. I .
devised a'dosing schedule accomplished in 3cc capped syringes with 30 lines on the each.
An average 1 month prescription has nine syringes of estrogen and nine syringes of .
progesterone. The-hormones are dosed in “lines” on the syringes. The dose escalates
every three days to address the issue of 72 hour “receptor roll-over”: In other words, we
wait for the receptors for the hormones to catch-up to the dose before raising it each time.
The Basic Wiley Protocol®.dosing schedule is the same starting point for all women
using this method of BHRT, but it-can be individualized by raising or lowering the dose

of either hormone by 2 lines in a 28 day period or making more amplitude by raising the

dose of the appropriate hormone two more lines on the peak days of Day 12 and Day 21.

The formulation and manner of dosing bio-identical HRT started out as a "tho‘ight
experiment” in my book, Sex, Lies and Menopause. In the book, I asked the question - "if

hormone replacement was made of real bio-identical hormones and dosed to mimic the °

ups and downs of the horinone blood levels in a normal menstrual cycle in a 20 year-old

woman, would all of the symptoms and disease states of aging decline or even,
disappear?"

Well, so far'we have watched over a thousand women here in Santa Barbara and it-

looks like the logic holds - because it was the rhythm that was always missing in other
regimens. [ asked the doctors to prescribe no more than 3 months at a time and require -
blood tests of estrogen and progesterone at month 3 on the peak days of the cycle to see if

we had attained the levels in serum blood work for a woman twenty years-old, or if we
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had reached optimum theoretical therapeutic levels. Women intact, or without
hysterectomy, have normal menstrual periods, no matter what their symptoms of irregular
or absent cycles were previously. We have made every effort among the many doctors
and women involved to report adverse events to Dr. Julie Taguchi, in Santa Barbara. The
Wiley Protocol is the only HRT or BHRT Protoco!l developed under the scrutiny of an
Oncologist. No other HRT or BHRT can make that claim. Dr. Taguchi has recently
reported on 58 cancer patients in her practice, post diagnosis, without active cancers
receiving the Wiley Protocol for a median of 2.5 years, 28 of whom had breast cancer.
The expected recurrence rate is 1 in 10. We saw only 2.5 recurrences in 58 people and
remarkable attenuation of osteoporosis, fibroids and, of course, the garden-variety

disabilities of menopause in general. (see slides J. Taguchi, MD)

Any doctor or healthcare practitioner who offers “hormone” replacement that
does not result in a 4 to 5 day period of bleeding at the end of 26-30 day cycleina
woman with a uterus has not offered hormone replacement. Replacing only some of our
endocrine function does nothing but create different disease or, in the case of estrogen

without progesterone, sometimes even cancer.

Doctors :
Right now, in the wake of the National Institutes of Health (NIH) Women’s

Health Initiative (WHI), getting hormones, at all, is difficult. Doctors are leery of even
the “Standard of Care” approved synthetics in this time and place. Getting legitimate
insurance-covered physicians to prescribe even bio-identical hormone molecules of any
sort, let alone the Wiley Protocol has, for the last twenty-years or so, been, at best, a roll
of the dice.

The majority of Western medicine has been on a wild goose chase for the elusive
proof that being completely hormone-less will save our lives, in the face of massive
evidence that even with all of our estrogen blocked at every turn, we still keep dying of
cancer. In the burst of the Baby Boomers becoming menopausal, doctors from all
specialties—ER docs, Internists, Family Practice and GPs along with the usual Ob/Gyns,

Naturopaths, Chiropractors, Nurse Practitioners and the occasional Neurologist have

clamored to the forefront to be of service. (guesstimates of the incredible revenue stream
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are mind-boggling) The problem is, they have no idea how to prescribe hormones for
women. Most of them didn’t even do a rotation in endocrinology in med school.

They flock to large seminars held on bioidentical prescribing by the larger
compounding pharmacies and associations.like the American College for the
Advancement of Medicine (ACAM) or American Academy of Anti-Aging Medicine
{AdM), who can afford the more expensive “talent” (other self-proclaimed physician
experts) to draw a crowd. Right now physicians are in serious need of re-education that
bears some resemblance to endocrinology. The way women are treated skirts dangerously
close to fad. The flavor de jour in BHRT really does change every day.

Doctors who prescribe the Wiley Protocol are in the vanguard of an elite group of
forward-thinking physicians and researchers trying to put the scientific method back into
medicine. All HRT and bio-identical hormones, particularly, still reside in a no-man’s
land of uncertainty when it comes to prescribing because of the lack of long-term study
and testing. By z.}sking the physicians to use one of the many pharmacies that I’ve trained*
with other liéeﬂsgd phaﬁnacists (Dana Nelson, Paul Lotholm R.Ph D.) Registered to
dispense the Wiley Protocol® prescriptions, we have eliminated all the guess-work and
potential errors in prescribing natural hormones.

Big Pharma is willing to educate the physician, minimally, about synthetic -
hormones and, of course, all drugs, but, here and now, the only commercial enterprise .
handing out natural hormone information to any professional group is PCCA
(Professional Compounding Centers of America). PCCA aims to educate Compounders
on the “hows” and “whys” of preparing bio-identical hormone preparations and, )
unfortunately, a lot more information that is of questionable value to women. We have a
better plan, a plan that keeps the pharmacist from encroaching on the physician’s
territory. -

With the opportunity for our Registered, trained in methods and material,
pharmacies to have a Wiley Protocol® Clinicat Practice Guidelines Manual, as well as
their Wiley Protocol® Methods and Materials Guide, the Doctor and the Pharmacist can
be sure that the patients treatment guidelines are consistent, reducing the possible

variables for further diagnosis which will make safety and efficacy possible. The doctor -
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and the patient can be can reassured that the hormones that prescribed are the same

compound made with the same raw materials every time.

Compounded Bioidentical Hormones.

As many as two million women in the US use customized hormones for
menopause symptoms. Compounding pharmacy can provide a service that industry
cannot and will not meet. This service is customizing individualized medications. Put
simply, the medications provided by the drug industry do not always come in the dosage
forms, strengths, or drugs needed by specific patients. Compounding pharmacies are the
only resource that has been able to make and dispense these medications.

The first college of pharmacy in the U.S. was established in 1821 and they had
laboratories that taught compounding. The processes of compounding continued to be
taught in schools of pharmacy well up until the 1980’s. This means each pharmacist was
taught standardized methods for compounding. These pharmacy schools were regulated
by accrediting bodies. In the 1980’s, pharmacy training turned away from its historical
roots in compounding and concentrated instead on clinical pharmacy. What this means is
that a trained pharmacist became a medicine “cop”, whose purpose was to ensure that
there were no drug interactions or misuse of medications. Today, there is a much
different landscape. '

Why did this happen?

Drug companies started to designate dosage forms and drug doses. While they
may have been based on scientifically justified conclusions, they certainly left no room
for individual variation. The thinking by drug companies was that they would be able to
come up with every drug needed by each person at an effective ddsage level. With few
exceptions, physicians and pharmacists went right along with the drug industry’s
mandate. However, if we look at reality, compounding never really went away. [t
continued to exist and be in demand.

Dermatologists realized early on that in order to treat their patients effectively,
they would need to combine medications in dosage forms not available from drug

companies. Even more prominent, hospital pharmacies continued to compound IV

additives and parenteral feedings and specialized medications because there was nothing
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available from drug companies that could respond to the individualized need of hospital
patients. As pharmacy schools backed off from educating pharmacists in compounding,
the art and science of compounding was nearly lost.

But not suxpﬁsingly, the need for specialized drugs with individualized dosing did
not go away. Now there is a resurgence of demand for compbundi?xg pharmacy, driven by
the needs of patients not met by the medications availabIeA from the drug industry,
patients who cannot be treated with standard dosage forms.

Examples of this include Héspice patients who cannot swallow their medications
and need compounded medications in the form of Transdermal creams; patients that are
allérgic to preservatives and need preservative free medications; patients that are lactose-
intolerant and need lactose free mediéations; neonates and pediatric patients that require
drug dosages not available without compounding; and patients that need medications the

drug industry has deemed no longer profitable and discontinued.

Standards and Over Site on the Wiley Protocol _

For the Wiley Protocol the patient doses in a fashion which replicates the
reproductive hormohal cycle in serum blood levels. The preparations are not
commercially available and are applied to the skin, so, must be compounded by a
compounding pharmacist. We have had very significant success in women who can not
take other bio-identical or synthetic pharmaceutical medications by mouth, Transdermal
route or injection. We will soon publish our accomplished standardization of a

Compounded bio-identical hormone results. Contact plotholm(@aol.com

Below is just an example of the potency analysis we require of the Registered

Pharmacies:
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Estradiol and Analytical Research Labratories

Results (Estradiol Strength 1mg/0.1mlL)
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Progesterone (P4) and Analytical Research
Labratories Results
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Who’s Watching Women Using the Wiley Protocol?

We are also waiting for our “study number” from the University of Texas at
Tyler’s Nursing School’s IRB Committee. Contact janithwilliams1@msn.com The
proposed study is a longitudinal, observational study measuring many of the parameters
of the WHI in women currently using the Wiley Protocol.

Though many physicians have been prescribing them for decades, thereis a
paucity of data in our literature due to the fact that there has not been any pharmaceutical
support for plant-based products (considered food and therefore not patentabie). They can
be compounded by a pharmacist. Another point here is that the same compounded
hormone prescription can vary widely from pharmacy to pharmacy, making them
virtually “un-studiable.”

Thus no standardization exists in this area of hormones for research heretofore.
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A controlled systematic pilot clinical study of the most promising few plant based
hormone therapy alternatives would quickly yield to a well-organized national multi-
centered clinical triz;l of a large heterogeneous cohort. A short duration observational
study with biologically correct endpoints associated with menopause and with periodic
measurements of clinically significant biochemical markers should be the next step to
jumpstart the WHI-2.

All Wiley “Registered” Pharmacies use ingredients that are all purchased from the
same supplier. At the Registered Pharmacies, The Wiley Protocol® is made in small
batches (lot# identified) in uniform standardized steps outlined in the Wiley Protocol®
Methods and Materials Training Manual and packaged in our unique colér-coded
identifying system of purple and green for progesterone and estrogen, respectively.

I have recruited these Registered Pharmacies, not only to insure quality control on
a very variable treatment - BHRT, but to make sure that in the future a real and legitimate
study could be affected on the Wiley Protocol® by requesting 10 pro bono prescriptions
per pharmacy for a national study. Also, BHRT has never been studied in any Standard of
Care controlled environment because the “study substance” in any legitimate trial has
been mandated by the NIH to be donated to the participants. Of course, no small
compounder can bear the economic burden of donating 4000 compounded prescriptions,
however; the eventual 400 or so Wiley Registered Pharmacies can.and will, together. The
donations will have been standardized to Good Compounding Practices, so the results of

such a study can be taken seriously at any level of scrutiny.

Who’s Watching Wiley?

In the spirit of financial disclosure and complete transparency, I trade the
Pharmacies the use of my name and list them on the website thewileyprotocol.com in
exchange for their commitment to make the bioidentical hormones used in the Wiley
Protocol in the standardized method I require and agree to donate a percentage of their
volume to a future national study of the Wiley Protocol. They must buy the packaging
(purple and green stamped with a 28WP logo) from my company Wiley Systems. The
proceeds from the sales of packaging have built the website and paid for the development

of the University of Texas study, so far. I take no personal income from Wiley Systems.
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It is self-maintaining financially and it’s profits are only used to promote the Wiley
Protocol to doctors and academic institutions and to develop educational materials like

the website.

Our Process for Standardization
In an effort to standardize the compounded preparations of Estrogen and
Progesterone we have asked the pharmacists to do several things in order to minimize the
potential for variation:
. ADrug 'Speciﬁcations: we use the bulk drugs estradiol and USP prog&cteroné 4
which are recognized and standardized by the United States Pharmacopoeia.
We compare the USP Standards with the Certificate of Analysis which
accompanies each buik drug shipment. We want to assure ourselves of that the
Purity and Identification Standards are met. '

e Formulation Speciﬁcations: We use a detailed formulation so that the
prescription conforms from batch to batch. The formulation is spelled out like
a recipe (formulary) and the quantities are recorded with the lot numbers,

expiration dates, if any, and manufacturer’s or supplier’s name.

e Method of preparation is detailed and ‘for our preparations we use specific

equipment for weighing, measuring, and mixing. i.e. an ointment mill

® Inorder to assist the patients in measuring the correct dose, we use a special
syringé. The objective in using this measuring device is to apply to the skin a
specific amount of cream containing a particular content of hormone. The
calibrations on the syringe allow for the physician’s prescription of the Wiley
Protocol to be “individualized” in the spirit of a compounded product to the
variation in endocrine physiology from woman to woman. So with the Wiley
Protocol we have provided “standardization in customization”, something no
one has vever done before, except in the case of commercial pharmaceutical

products like the Vivelle® and Climera® patches which are offered in a range
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of set doses. The Wiley Protocol’s delivery system allows for far more
individualized, unique, “finger-printing” of a womnan’s own original menstrual

cycle.

We supply typically a one month supply of medications with a beyond-use
date based on literature review, scientific studies, or USP monograph

specifications.

We sample our medications and send them out for independent analysis to

validate our work. (see attached evidence)

We also test our Compounders for the presence or absence of the “drugs” they -
are compounding for us in their blood stream to assess potential exposure to

the hormones that they are working with.

On the clinical side, we encourage Wiley Protocol prescribing physicians to
order blood work for their patients on Days 12 and 21 of the 28 day cycle to
assess hormone absorption, compliance and ultimately correlate the findings
to the clinical picture so that the patient is best served when adjustments are

necessary.

We support PCCA’’s invented *‘physician-pharmacist-patient triad” only in the
sense that we stipulate the necessity for Collaborative Agreements between-
Prescribing Physicians and Wiley Registered Pharmacies allowing the
Pharmacist to advise WP patients from the WP Clinical Practice Guidelines
Manual only when authorized by a WP prescribing physician, assuring that all
patients get the same answers and information to any and all unique questions,

creating, again, a standardized mode of follow-up that keeps the physician in

the loop and on the same page.
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e We support the pharmacy’s exemption from the rules which govern
manufacturers, while we expect the FDA to enforce standards and principles
relating to labeling, purity, content, etc. We believe that the regulation of the
healing professions is the purview of the States and should remain there as
long as rigid guidelines for methods and matg_rials are maintained by regular

State Inspection.

e We support extended education and training for all pharmacists who
compound and provide specific training in the above requirement methods for

compounding the Wiley Protocol.

The Future of Compounding

While we have a rigorous protocol for the preparations that comprise the Wiley
Protocol that our pharmacists compound and we are confident that our preparations
contain what they say they contain due to rigorous and frequent testing (evidence
attached), should the detractors accuse the profession of custom Compounding to fall
short of quality benchmarks in general or in specific cases, more over site of the
profession by the States, is long overdue and not an unbearable burden, fiscally. The
conundrum i§ how to regulate compounding phan_nacists and pharmacies.

The logical anﬁwer is to look back at historyA.‘ Pharmacy schools need to once
again assume the résponsibility of training compounding pharmacists. Academic
accrediting bodies need to be in charge of credentialing compounding pharmacists.
State Boards of Pharmacy need to be in charge of inspecting and monitoring
compounding pharmacies. In most states, the State Board of Pharmacy is responsible for
licensing sterile compounding; there is no reason why they should not assume to
responsibility of licensing non-sterile compounding as well.

If the Federal Government stopped the practice of compounding, all it would
achieve is leaving millions of patients without resources to alleviate various conditions.
We certainly need the federal government to support Schools of Pharmacy, State Boards
of Pharmacy and accrediting agencies, to ensure that compounding pharmacies are

meeting the required highest of standards.
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1"d advocate for either Accreditation by the Pharmacy Compounding
Accreditation Board {[PCAB] or equivalent or provide more moneys to the States so that
they can hire and train many, many more Compounding Inspectors. A hefty increase in
the Licensure Fees for Compounding as was affected for Sterile Compounding would
also create a healthy revenue stream to State coffers for recruitrhent and training of a
legion of stringent regular inspectors. As far as models of National, not Federal,
regulatory bodies are available for template: the National Association of Insurance
Commissioners (NAIC) acts as a forum for the creation of laws and regulations for the
insurance industry, with each state’s Insurance Commissioners reporting to them.

This model also assumes the registering body would be responsible for the ethics
of the profession, but in the UK there has been a move to separate the two roles. Other
nations use representation and regulation at the national level such as, the Royal
Pharmaceutical Society of Great Britain (RPSGB), the Pharmacy Guild of Australia and
we do have our own American Pharmacists Association (APhA) which is a weakly
structured organization. A pilot project among interested States could be a good way to
start restructuring and remodeling the regulation of compounding pharmacy to Good
Compounding Practices (GCP) at a national level.

On the other hand, we have an Accreditation Body who could provide the basis
for inspecting to Good Compounding Practices (GCP) as [ have mentioned above. For
those women relying on the Wiley Protocol for hormone replacement therapy, a
compounding pharmacist is essential. I would ask for your support in the potential re-
regulation of compounding pharmacy at the States level to achieve qud Compounding
Practice (GCP). . o

While the amount of prescriptions which are compounded is relatively small,-
compared to the economic Goliath of the big pharmaceutical companies, for those people
who need the service, there is no manufacturer who can or would do it. The pharmacist
plays a vital role in meeting those specific patient needs, if the patient is to be offered a
pharmacologic solution.

Furthermore, as 1 said, compounding is essential in the hospital environment
where intravenous prescriptions are compounded daily. In the Los Angeles Times, April

9, 2007, Times Staff Writer, Melissa Healy eloquently investigated three new promising
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treatments for stroke, neurogenerative disease and brain trauma. She looked at natural
progesterone, creatine and magnesium. In her piece entitled, “Search for the Brain's First
Defense”, she said “When under attack — from ischemic stroke, head trauma or many
degenerative diseases — a small cluster of affected brain cells basically commit suicide
and, in so doing, releasetoxins that kill off their neighbors in droves. Neurons tumble like
dominoes to their death in a process that can take hours (in a stroke or a head trauma) or
years (in Alzheimer's or Parkinson's disease)”.

But what if there were a simple way to fortify human neurons against the brain's
many disparate enemies? What if some safe, readily available compound, taken before or
Just after a stroke or injury or even long before a neurodegenerative disease takes hold —
could protect the brain against many kinds of insults and injuries in both men and

women?
Proggsti'ohe’s Not Just for Women Anymore

This summer, the National Institute of Neurological Diseases and Stroke is
expected to approve and fund a national clinical trial designed to see if high doses of
compounded progesterone, a hormone that is present in all human brains — can help
disrupt the rapid death of brain cells that frequently follows a trauma to the head. The
quest for neuroprotection is driven not only by a deepening understanding of how i mjury

and disease damage the human brain but, by a growing sense of urgency.

In the yvars in Afghanistan and Iraq, traumatic brain injury has become
widespréad, a préBléiﬁ for which the military's medical establishment is poorly prepared.
Almost 1,900 U.S. soldiers have been treated for traumatic brain injury, and some
Pentagon estimaiesAha_ve suggested that as many as 28% of the 1.4 million troops that
have served in Iraq and Afghanistan may have sustained at least mild brain injury from

the concussive effects of bomb blast.

As the United States enters its fifth year of war and the U.S. military ponders a
world in which its troops will remain vulnerable to improvised explosive devices, the
Pentagon has become deeply interested in the science of neuroprotection. In July 2006,
the armed services' medical leaders huddled at a military installation outside Washington,
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D.C., and established a goal to "develop better neuroprotectants for acute head injuries
ranging from severe penetrating injuries to mild traumatic brain injury." Last month, the
Pentagon announced it is spending $14 million to conduct more research on blast injuries
and to help medics in the field better diagnose mild brain injury. This will include a look
into compounded natural USP progesterone. Of course, the big bharmaceuiical compa.nyu
trying to steal back its lost market to bio-identicals would have you believe the money
they are losing in the interstate commerce of compounded products is the big issue here,

but it’s not.

Seventy-eight million baby boomers (that’s voters, to you) are reaching the peak
years for stroke and degenerative brain diseases. Already, in the United States each year,
700,000 Americans suffer a stroke, and as many as 500,000 are diagnosed with a
neurodegenerative disease (1.4 million suffer a traumatic brain injury). Such numbers
have helped propel the search for an agent that could limit or hold off disability across a

range of illnesses.

All of the substances under investigation, like progesterone, have, in some form,
long been in safe use in the medical arsenal. And all have shown promise in protecting
the brain against other types of injury and disease. Progesterone, for instance, seems to
fortify the brain cells against degeneration caused by multiple sclerosis and has shown
early promise as a protectant in stroke. "The graveyard of neuroprotectants is absolutely
full. it's depressing," says Dr. David Wright, a professor of medicine at Emory University
Medical School in Atlanta who has been a leader in testing progesterone for head injury.

But his hopes have been buoyed by early studies suggesting that quickly elevating
levels of progesterone, a steroid present in the brains of both men and women, may help
save many with traumatic head injury and improve their outcomes. In a three-year trial
involving 100 such patients brought to Emory's Grady Memorial Hospital, 80 received a

high dose of progesterone over 72 hours and 20 did not, receiving standard care only.

The study suggested that those receiving a rapid infusion of progesterone were

50% less likely to die. And among those who got the progesterone, there was less

disability at the one-month mark than would normally be expected, considering the
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severity of their head injury. "We think it's just shifting the whole curve," making all but
the most severely injured patients better off, Wright says. "It way outdid what we were

expecting.”
This Could Be Your Son, Brother, Father or Grandson

Marcus Baskett of Commerce, Ga., was one of those patients. A passenger in a
head-on au(omoi)ile collision just three weeks shy of his high school graduation, Baskett
was evacuated by helicopter to Emory and received thé progesterone infusion upon his
arrival. In addition to broken bones, early tests of his brain function suggested massive

and disabling head injury, and he spent almost three weeks in a coma.

But seven weeks after his April 2004 injury, Baskett was released from the
hospital with lingering physical injuries but little evidence of the severe trauma to his
brain. Three years later, a 21-year-old Baskett keeps up a rapid-fire conversation and
lives close to his parents' home but independently, keeping track of appointments and
birthdays on a cell phone scheduler.

"I wouldn't have believed that a woman's compounded hormone would help my

body and brain in a situation like that,"” Baskett says. "I'm back almost 100%, and I don't

think I'd be here if it weren't for progesterone.”

Senators Kennedy (D-MA) Burr (R-NC) and Roberts (R-KS), among others are as
I write this, considering legislation (Safe Compounding Drug Act of 2007) that would
severely restrict and possibly deny access to critical medications. This draft bill is
supported not only by Wyeth in'an attempt to retrieve their lost revenue stream from
Compounders dispensing Bio-identical hormones which out perform Wyeth’s PremPro,
but by Astra Zeneca, through their funding of Mothers of Asthmatics. Astra Zeneca, by
working through this ostensibly public and non-commercial Mothers of Asthmatics has
falsely portrayed the Safe Compounding Act as a patient-driven. There has been no harm
to asthmatics, only to Astra Zeneca’s bottom line, Because Astra Zeneca believes that

Compounders have “knoc_ked-off;’ one of their inhalant products.
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If this legislation passes, federal regulators, not the doctor, will decide what
medicines can be taken. 1believe that it is fundamentally the right of the consumer to

choose and the practitioner to practice.

Among other things, the so-called Safe Drug Compoundihg Act would give the Food
and Drug Administration the power to:

o Broadly eliminate the availability of many critical, commonly compounded
medications that many patients rely on (most especially bio-identical hormones
for women).

o Determine when compounded medicines are needed - a decision that has always

been and should always be made by doctors.

e Restrict the compounded medications the doctor can prescribe even if he or she

determines the need for them.

Among those left with little or no choice will be menopausal women and andropausal
men; the Autistic community; individuals living with HIV/AIDS; infants and young
children with conditions like gastroesophageal reflux disease (GERD); hospice and
nursing home patients; and people who are extremely allergic or sensitive to fillers, dyes,
and additives in medicines. And now we can add researchers with imagination like Dr.

Wright in Georgia and head trauma victims like the young man, whose life and mind was

saved by a Compounded bio-identical hormone. Please don’t let this happen.
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This is a sample of the patient inserts in every package of the
HRT devised by T.S. Wiley:

Use Dlrectlons for the Wiley Protocol ™

You have received two sllver packages.

One has 10 syringes of Estradiol which have Evergreen colored

caps and foil iabeling. The Estradiol is in a cream base at the

concentration of 1mg of Estradio! for each 0.1ml of cream. The
syringes hold a total of 3mis’s, or 30 “lines” each of 0.1mi.

The other silver package has 9 syringes of Progesterone which
have Purple caps and purple foil labeling. The Progesterone is
in a cream base and the concentration is 25mg of Progesterone
for each 0.1m! of cream. The syringes hoid a total of 3mf’s, or 30

“lines” each of 0.1ml
This is for the standard Wiley Protocol ™

On the back of each bag you will see the dosing schedule
fof @ach hormone separately day by day. For the first two
weeks of your new cycle and forever after, you will take
estrogen only during the first two weeks and progesterone

. and estrogen together during the second two weeks. The
" goal of the Wiley Protocol is to re-establish normal rhythmic
. cycles for estrogen and progesterone in your body by
increasing and decreasing {muiti-phasic) doses in the
undulating rhythm actually documented in young women.

“BID” means twice a day (once in the morning and again In the evening)

The basic Wiley Protodol dose schedule is also shown in the Appendix | on page 219 of the book
"Sex, Lies, and Menopause”, by T.S. Wiley.

How to Start the Wiley Protocol ~

If you are still having regutar periods then DAY ONE is the first day of your period. Take the dose
for DAY ONE.

if you have stopped having periods, then DAY ONE for you is shown on the moon or Lunar
Calendar which you can find online at the rhythmicliving.com website or maybe included in your
hormones packets. The doses are aiso shown at the bottom of each day of this Lunar Calendar.
Most months are not 28 days, so if you are on a Lunar Cycle, you will stop your progesterone on
day 28, but continue your Estrogen through the “blank days” untit you hit DAY ONE on the next
Lunar Cycle.

Place the plunger on the palm
- of your hand and place your . One line of cream

m{uu{un(rm[nn(tmg
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first and second finger on the barrel.

Push plunger carefuily. It can be sticky. It takes a few times to develop the skili to measure 1 line
at a time.

Measure out 4 lines for your first application of estradiol. Make a dot of cream on your hand or
arm for each line of hormone that you measure out to practice controlhng the plunger in the

syringe.

. Deposit the cream in the bend of your arm
Deposit the cream /:‘{\ and use your hand to work the cream into
in the bend of your arm. ik t,@@ the bend and the fat at the back of your arm
towards your shoulder and any fatty arm
skin that is not sun damaged.

" ..~Estradiol
g G The larger the application area the better

e

RS 28 days  YOUr absorption will be. Rub it in well until it
:Rub.intd the fat all disappears.
" towards the shoulder Don't mix or layer over with other creams of
At ' " any other kind.

You will do this with your estrogen on the same arm through out your 28 day cycle. Read the
bag or book to see how many lines to apply for each application.

Cn day 14 begin to apply your progesterone to the opposite am in the same way.

At the start of the next cycle you will switch arms. So you will use the opposite arm for estrogen
and the opposite arm for progesterone, switching arms once a month thereafter.

important Information about the Application of Your Hormone Cream
Do not bathe for 40 minutes to 1 hour after applying the hormones.

Do not exercise for two hours because, although you can't wash off the hormones after an hour,
you may sweat them back out of your fat base.

You can also-apply the hormones to the back of your knees and inner thighs, but stay consistent.
You want to build up a deposit of hormones in the fat base. Either use your arms or your legs.

Expectations during the First Three Months

Changes are going to happen in your body while your hormones and receptors are adapting back
to a normal rhythm. You might not or might not feel the minute changes of adaptation. There is
an adjustment period as your system “wakes-up®. Some side effects of this “wake-up call” that
you might experience the first month and even later are: a slight headache during the second
progesterone phase, nausea as your blood sugar normalizes, an odd taste in your mouth,
dizziness, weight changes (water), hypoglycemia, and breast tenderness.

Your thyroid may have to adjust to having your hormones back so you might feel palpitations or
vibrations in the morning or at night when you lie down to go to sieep. Should this occur, spread
out the entire day’s dose (lines for morning and night added together) throughout the day, for-
example, 2 lines an hour for five hours. Continue this method for at least three days before
returning to BID scheduling. If this thyroid response still continues, you should call your doctor to
discuss it and go to the user group to learn about other's experiences with this effect.

These are normal transient effects that are a result of your body making adjustments as your
hormones take effect and your receptors return.
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i you have a history of heart problems pleése discuss this with your doctor.

During the first month you may not receive all the estrogen you are applying and probably may
not receive much of the progesterone. By month two, the estrogen from the first month's dose
will have made enough estrogen receptors in a closed loop to provoke progesterone receptors.
By your second cycle the progesterone effect will be more pronounced because it will have
progesterone receptors to read to.

By month three a full compliment of receptors should be up and running and then it is time to start
adjusting the dose for your individual needs. Blood testing is in order at this juncture to give
your doctor the.information to correlate your remaining symptoms with the amounts of
hormone you are receiving. Women who are already cycling when they start the Protoco! might
need to ad;ust earlier.

Until your hormones are in synchrony, sleeping pattems may still continue to be broken. To deal

with this interval waking, (at 2am and 4am or 1am and 3am) some women use Tylenol PM or

sublingual melatonin one hour before bed, but never more than two hours after sunset. This |
regimen may also be used to “get off” of other common sleep aids. Never use more than 3mg of

melatonin in the winter and never more than 1 mg in the summer. Melatonin is a powerful over-

the-counter hormone available in the United States.

There is an expanded Frequently Asked Questions on the web site as well as a link to the user
group. Questions that are gathered there are submitted to T.S. Wiley. The user group and web
page is an educational forum and you are advised to discuss all decisions about your heaith and
dosage changes with your doctor.

Should you have an emergency situation contact your doctor.

About medications, supplements and herbs.

All.medications, prescnptlon or otherwise, available to the public work across hormone receptors
0 be effeciive, iherefore, ail medications, supplements and herbs can have an effect on
hormone receptors.

ALL herbs work across hormone receptors. For example, evening primrose oil, Vitex agnus
castus Chastetree or berry, Black Cohosh, Estrovan, lignans, red clover and flax have hormonal
effects and could interfere with your Wiley Protocol ™. Check the constituents of all
“combination” products from healthfood stores and naturopathic and chiropractic practitioners.

Medications that are Contraindicated on the Wiley Protocol™
Arimidex

Anastrazole

Letrezole

Aromasin

Exemestane

Fosamax

Raloxifen

Tamoxifen

Discuss these drugs wsth your doctor before stopping them.
Down the line you may find you need less of certain conventional medications like anti-
depressants, especially SSRIs and Lipitor. Discuss this with your doctor.
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These products that have been seen to be no problem with the Wiley
Protocol™

Magnesium

B-vitamins

Omega 3's and 6's

Lithium

Anti-psychotic drugs

Anti-epilepsy

Common sleep meds like Ambien, Tylenol PM, Melatonin, Resterol, Zantax, Zantac

Bleeding Out nf Rhythm

Consult your doctor and the website for information about:

Bleeding before day 21 can be either a sign of too much or too little estrogen. On the basic
Protocol™, too much is unlikely. Bleeding on or after day 21: try using 2-4 lines more of
progesterone BID for one day only. If the bleeding continues, stop all progesterone and let your
period happen. Call the next day DAY ONE. This earlier than normal bleeding indicates the need
for 2 more lines of estradiol BID for your entire cycle beginning on this new DAY ONE, so you will
make more progesterone receptors and your progesterone can hold the lining past DAY 21.

To see more answers to many frequently asked questions go to the website thewileyprotocol.com
Discuss the educational material with your doctor before you make decisions about your health.

Consultation with your pharmacist

Your pharmacist is only allowed to answer questions about your order, to tell you where and how
to apply the cream, the production and contents of the cream and hormones, your insurance,
compounding information, and business matters pertaining to your order.

By month 3 and every six months after that you are urged to get your blood
tested.

Blood testing is done on day 12 and day 21.

There are cream application issues with regard to blood testing so here are two options for
getting blood work done in regard to applying your cream. Stick with one. Morning or afternoon,
either before you apply or 3 hr after.
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These are abstracts of journal science published in molecular
biology on the mechanisms of fetal oncogenes and compounded
hormones by T.S. Wiley.

i Pfogesterone inhibits growth and Inducos apoptosls in breast cancer cells: Inverse
effeets on Bel-2 and ps3. ‘

¢ Formby B,
* Wiley 7s. .

Sansum Medical Research In‘s,tltute, FSanta Barbara, CA 93105, USA.

Progesterane inhibits the proliferation of normal breast epithelial cells in vivo, as
well as breast cancer cells in vitro. But the biologic mechanism of this inhibition
remains to be determined. We explored the possibility that an antiproliferative
activity of progeéterbne in breast cancer celi lines is due to its ability to induce
apoptosis. Since p53 and bci-2 genetically control the apoptotic process, we
investigated whether or not these genes could be involved in the progesterone-
induced apoptosis. We found a maximal 90 percent inhibition of cell proliferation
with T47-D breast cancer cells after exposure to 10 microM progesterone for 72
hours. Control progesterone receptor negative MDA-231 cancer cells were
unresponsive to these two concentrations of progesterone. After 24 hours of
exposure to 10 mitroM progesterone, cytofiuorometric analysis of T47-D breast
cancer cells demonstrated 43 percent had undergone apoptosis without signs of
necrosis. After 72 hours of exposure to 10 -microM progesterone, 48 percent of .
the cells had undergone apoptosls and 40 percent demonstrated "leaky"
membranes. Untreated cancer celis did not undergo apoptosis. Evidence proving
apoptosis was aiso demonstrated by fragmentation of nuclear DNA into multiples
of oligonucleosoma! fragments. After 24 hours of exposure to either 1 microM or
10 microM progesterone, the expression by T47-D cancer celis of bcl-2 was
down-regulated, and that of p53 was up-regulated as detected by
semiquantitative RT-PCR analysls. These results demonstrate that progesterone
at a concentration similar to that seen during the third trimester of pregnancy
exhibited a strong antiproiiferative effect on at least two breast cancer cell lines.
Apoptosis was induced in the progesterone receptor expressing T47-D breast
cancer cells.

PMID: 9846203 [PubMed - Indexed for MEDLINE]




Bcl-2, survivin and variant CD44 v7-v10 are downregulated and p53 Is upregulated
in breast cancer cells by progesterone: inhibition of cell growth and induction of
apoptosis. ’ )

* Formby B,
e Wiley TS.

Sansum Medical Research Institute, Program In Molecular Oncology, Santa Barbara, CA
93105, USA. bent@sansumres.com

Progesterone inhibits the proliferation of normal breast epithelial cells in vivo, as ]
well as breast cancer cells in vitro. But the biologic mechanism of this inhibition |
remains to be determined. We explored the possibility that an antiproliferative

actlvity of progesterone in breast cancer cell lines Is due to its ability to induce

apoptosis. Since p53, bci-2 and survivin geneticaily control the apoptotic

process, we investigated whether or not these genes could be involved in the
progesterone-induced apoptosis. We found a maximal 90% inhibition of cell

proliferation with T47-D breast cancer cells after exposure to 10 microM

progesterone for 72 h. Control progesterone receptor negative MDA-231 cancer

cells were unresponsive to 10 microM progesterone. The earliest sign of

apoptosis is translocation of phosphatidylserine from the inner to the outer

leaflet of the plasma membrane and can be monitored by the caicium-dependent

binding of annexin V in conjunction with flow cytometry. After 24 h of exposure

to 10 microM progesterone, cytofluorometric analysis of T47-D breast cancer

celis indicated 43% were annexin V-positive and had undergone apoptosis and

no cells showed signs of cellular necrosils {propidium iodide negative). After 72 h

of exposure to 10 microM progesterone, 48% of the cells had undergone

apoptosis and 40% were annexin V positive/propidium iodide positive indicating

signs of necrosis. Control untreated cancer cells did not undergo apoptosis.

Evidence proving apoptosis was aiso demonstrated by fragmentation of nuclear |
DNA into multiples of oligonucleosomal fragments. After 24 h of exposure of
T47-D cells to either 1 or 10 microM progesterone, we observed a marked down-
regulation of protooncogene bcl-2 protein and mRNA levels. mRNA levels of
survivin and the metastatic variant CD44 v7-v10 were also downregulated.
Progesterone increased p53 mRNA levels. These results demonstrate that
progesterone at relative high physiological concentrations, but comparable to
those seen in plasma during the third trimester of human pregnancy, exhibited a
strong antiproliferative effect on breast cancer cells and induced apoptosis.

PMID: 10705995 [PubMed - indexed for MEDLINE]




Stern R,
Shuster S,
Wiley TS,
Formby B

Department of Pathology, School of Medlclne, University of California, San Francisco,
California 94143- 0596, USA. rstern®@itsa.ucsf.edi : ‘

CD44 is a family -of transmembrane glycoproteins with multiple isoforms

_ generated by alternative exon splicing of a single gene. CD44 and its variants

are expressed on a wide variety of cells includihg cancer cells. The mechanisms
by which splice variant exons are selected are unknown. The presence of
hyaluronan in the environment of the cell appears to influence that selection
process. The expression of particular splice variants of CD44 as well as the

- simultaneous presence of hyaluronan s important for motility, invasion, and the

metastatic spread of some tumors. The influence of hyaluronidase digestion on
the expression of CD44 in human cancer cell lines was examined. CD44 isoforms
Containin_g alternatively spli'ced exons were sensitive to hyaluronidase digestion
in all lines examined, -but differences between cell lines were observed.
Expression of CD44s, the standard forrﬁ, was resistant to digestion in two of
three'céll' lines. A tentative model was formulated proposing that CD44 isoforms

containing splice variants are unstable, requiring the continuous presence of

’ -iganu for expre»non CD44s is reiativeiy more stabie, not requiring the
’ continuous presence of hyaluronan. Additionally, a number of new CD44 variant

|soforms, not prevnously observed were |dentn°ed Copyright 2001 Academic

. Press.

PMID':{_I}V3398:35 [PubMed - Indexed for MEDLINE] -




Kim SC, - . T
Tompkins P, . 3

Stevens A, : : ' ' REREEREE
- Sakakl S, . . cur
Loftus CM.

Department of Neurosurgery, The University of Oklahama Health Sciences Center,
o City, USA. hime-u.ac.ip )

OBJECT: Exmenous progesterone has been shown to reduce brain edema and
ischemia-induced cell damage and to improve physlologncal and neurologicat
function during the early stage of focal cerebral |schemia In the present study,
the authors d the neuropr of p Guring the

late stage of ischemia in a transient middle cerebral anery {MCA) occluston
" model In the rat. METHODS: Forty-eight male spontaneousty hypertenswe rats

were randomly assigned to six groups. Progesterone was dissolved In dimethyl ™
sulfoxide-(DMSO). In four groups of rats, the dissolved progesterone (4 mg/kg *
or 8 mg/kg) was administered for 2 or 7 days after ischemia. In two control
groups DMSO was administered for 2 or 7 days after ischemia. Occiusion of the
MCA was induced by insertion of an Intraluminal suture, and reperfusion was
. accomplished by withdrawal .of the suture. Treatment was initiated on
reperfusion, which followed 2 hours of MCA occluslon, and continued once a Qay
Lesion volume, neurotegical deficit; and body weight Joss ‘'were measured 2 or 7
days after ischemia, depending on the animal group. Treatment with a high dose.
of progesterone (8 mg/kg) resulted in reductlons in lesion size, neurological
deficits, and body welght, oompared with controi rats. CONCLUSIONS .
Administration of progesurone to male rats 2 hours after MCA' occtuslon reduces
ischemic brain damage and improves neurclogical deficit even 7 days after -
Ischemia o . R R

PMID: 10794300 [PubMed - Indexed for MEDLINE}
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» Goss CW,
. Hoffmancsw
. Stein DG

RN TR I IS ) L?h KO EAT IS IR PR RN

S e Rl

Department of Psychology, Emory Umverslty, Atlanta, GA 30322, USA.
E A S R .

. Evidence suggests that progesterone enhances functional recovery in rats after
medial frontal cortical contusions; however, a high dose of progesterone
exacerbates tissue loss in a stroke mode! when admlmstered chronlcally (7-10
days) prior to injury [Stroke 31 (2000) 1173)]}. This study.attempts to determine
progesterone's dose-response effects on behavioral perfprmance and GABA-A
receptor expression following a cortical contusion. Male rats recelved injections
of 0, 8, 16, or 32 ihg/kg progesterone in 22.5% 2-hydroxypropyl-beta—
cyclodextrin following cortical impact. Lesion 8 mg/kg and lesion 16 ma/kg
groups dlsplayed less’ thigmotaxis in'the Morris water’ maze (MWM) than O and
32 mg/kg groups and were not s:gnlﬁcantly impaired relative to shams on other
water maze measures. Increased- varlablllty in the 32 mg/kg group during
somatosensory neglect testing was the only evidence indicating that a high dose
of progesterone was disruptive to a few animals. These results suggest that low
and moderate doses of progesterone are optimal for faciiitating recovery of
select behavnors and that postln)ury progesterone treatment permlts a wider
dose range than prem]ury treatment.- Progesterone did not affect lesion size, but
a strong negatuve correlatlon was observed be{'ween tha{am,\‘ GABA-A recepior
densnty and water maze performance Future studies couId explore causes for
this. relatlonshvp : [

PMID: 14592674 [PubMed mdexed for MEDLINE]

trauma,

e Cutler SM,
¢ Vanlandingham JW,
e Stein DG.

-~ - -- Department of Emergency Medicine,-Emory University, Atlanta, GA, USA.
scutler@emory.edu

We previously demonstrated that after traumatic brain injury (TBI), acute
progesterone withdrawal (AW) causes an increase in anxiety behaviors and



128

cerebro-cellular inflammation.compared to tapered progesterone withdrawal
(TW). Our current study investigates the behavioral and cellular effects_'o.f AW
two weeks after termination of treatments to determine the longer-term * a
influence of withdrawal after injury. Aduit, male Sprague-Dawley rats received
either bilateral frontal cortex contusion (L) or sham (S) surgery. Rats were
injected at 1 and 6 h post-injury, then every 24 h for six days. Vehicle (Y)—
treated rats were given 9 injections of 22.5% cyclodextrin, whereas AW rats
received 9 injections of 16 mg/kg progesterone and TW rats received 7. _
injections of P at 16 mg/kg, followed by one at 8 mg/kg and one at 4 mg/kg. On
day 8, sensory neglect and locomotor activity tests were initiated. Animals were
killed 22 days post-TBI and the brains prepared for either molecular or
histological analysis. Western blotting revealed increased brain-derived
neurotrophic factor (BDNF) and heat shock protein 70 (HSP70) in TW vs. AW
animals. P53 was increased in VL animals, whereas all progesterone-treated
groups were equivalent to shams. TW animals had markedly decreased sensory
neglect compared to AW animals and increased center time In locomotor activity
assays. In addition, lesion reconstruction revealed a decreased lesion size for
TWL over AWL over VL animals. Glial fibrillary acidic protein (GFAP)
immunofluorescent staining followed this pattern as well. In conclusion, after
TBI, AW affects select behaviors and molecular markers in the chronic recovery
period.

PMID: 16797538 [PubMed - indexed for MEDLINE]
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Slides of Recurrence Rates of Caneer Patients on the
Wlley Protocol

[ L . o, [ st

" Clinical Characteristics
*67 women on hormone therapy identified

*54 women Wiley Protocol

-Premenopausal =2
—Postmenopausal = 52
+Natural - 22
*Surgical = 24
*Chemo induced = 5

«Other =1

Clinical Characteristics: Age

20-29 = 2
30- 39= 2
40- 49 = 12
50- 59= 25
60- 69 = 8
70- 80 = 5

Years Duratioﬁ
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*>0.5

*1+

2+

*3+

>4

Clinical Characteristics

®*Invasive Breast Cancer

*Stage I 10
*Stage II 12
*Stage 111 2
*Stage IV ‘ 4

*Non-invasive Breast Cancer

Receptor Status
*Invasive
—ER + 24/28
—€R - 4/28
*Non-Invasive

—ER + 4/5

—ER - 1/5

18

13

# women

28
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Clinical Characteristics

*Non-Hodgkin’s Lymphoma 4
*Colorectal . 2
*Ovarian 2
*Post BMT 1
*Lung 1
*Leukopenia 3
*No cancer + FHx, hematological 8
WP Data

*Average length of

—Ranges-6 mo to 4.5 years

*Blood levels and tests
*Dose Adjustments
-28/54

*Compliance

*Drop out

Wiley Protocol AE's
*Pulmonary embolism

—71y.0. after 3 years; cont'd WP
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*Breast cancer
=57 y.o. recurrence resected- continued
—59 y.0. new cancer opposite breast after 2 years

«(present at time of initiation)

Adverse Events

60 y.o. breast cancer mass removed- no nodes taken
Started WP 1 year later
Axillary mass 1 years after WP

Restaged- only axilla 2 nodes present at 2nd surgery

Ovarian Cancer IlIc

—49 y.o0. 2.5 years on WP

Wiley Protocol Concerns

*Fibroids: for better, stable, or worse-
*Endometrial thickening or cancers - 0

*Cardiac events, stroke,-or DVT -0 -

*Gailbladder disease -3 surgery -2
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*Serum levels:
—~progesterone levels- accuracy?
~Low day 12 E2
*Hypermetabolism

*Seasonal controlled by light/food/ stress

Benefits
*Bone deﬁsity
*Lipids
'Perimenbpausal symptoms
*Headache
*Mood and psyche
*Deep sieep and dreams
*Incontinence .
*Vaginal dryness
sLibido

*Skin

Skin
Lipids

Wiley Protocol Issues
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*Labor intense for patient and MD . i
—-Need for patient education and selection
*Not reaching “target” levels
-Absorption / metabolism/ compour'\;dring variations
*Early bleeding (day 22 menses) o
~Either not enough day 1-21 E2 or P4 sharp fall off .
*Symptoms in between doses-. e e e
~Raise or change to TID x 3 days

* Dose adjustments- frequent

*Progesterone > estradiol

Wiley Protocol Issues
*Minor:
—Allergic skin reaction
*Base variation
—Thin vs. adipose sufficient
—Denser Breast tissue on mammography
*Most, but not all
—Lack of insurance coverage If not at registered pharmacies

—Weight gain- < 5lbs

—Breast tenderness- over in 3 months
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Conclusions about the WP
*Provides definite relief of vasomotor and menopausal symptoms

Very effective for new bone mineralization

e ¥

[

*Stabilizes or mlnfrjn{;il[yv impmvg; lipid 'profile
Improves of mOt;zlji;n‘t;ﬂqu‘alit!y of sleep

*Has similar effects of other reported-éé T
*Has promising fu?:}frewnth further stu‘d.y-> B SR

«Short term use in high risk oncology population does not afppear to be detrimental

~=Clinical trials needed !t! . BTN
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Senator SMITH. Thank you very much, Ms. Wiley. You have glven
us another view, and we respect that.

I guess the thmg that leads to my questlomng of you is clearly
the FDA gives a black box warning for hormone therapy when even
the slightest amounts or smallest amounts of hormones are used
They tell you to do it for a short duration.t - - .t g

You, however, developed a protocol that uses higher amounts and
for longer penods as I understand it, recommended for lifetime
usage. We have heard differing views at this morning’s hearing.

I wonder, your protocol’s approach contradicts that held by the
larger—the greater—medical community on hormone therapy. - You
have said you are not a medical doctor. Can you explain how your
proposal doesn’t put women at-greater risk? -

Ms. WILEY. Yes. Hormones, as I am sure Dr. Wartofsky could
agree, are dose-dependent in their effects on cellular systems and
different in every organ in the body.

The normal menstrual rhythm, or the normal production of hor-
mones over the course of 28 days in a healthy young woman who
does not have breast cancer, heart disease, Alzheimer’s, arthritis,
osteoporosis—we could go on for days—in those healthy young
women, is a rhythmic production with a crescendo of estrogen on
day 12 ‘and a crescendo of progesterone on day 21.

In using bioidentical transdermal hormone creams, it is possible,
through justification with blood work, to recreate a dosmg schedule
that mimics those normally rolling hormones that provoke some-
thing called apoptosis, which is cell suicide, in the progesterone
phase, that in the estrogen phase on day 12 provoked the pro-
gesterone receptor so that apoptosis can happen.

Endocrinology is about pulsatility and amplitude. A diabetic, for
example, would never take the same amount of insulin day-in and
day-out. The diabetic responds to the meal the diabetic ate with the
appropriate amount of insulin that his body might have produced
could he produce it. I only suggest that women are treated the
same way.

Senator SMITH. You obviously believe that the bioidentical prod-
ucts ought to have a medical definition.

Ms. WILEY. Yes, I do.

Senator SMITH. OK. It is not just a marketing term. :

Ms. WILEY. No. Well, I think “bioidentical” is a marketmg term.
I think “biomimetic” is more accurate. But there are differences in
the effects of the molecule .of estradiol versus conjugated equine es-
trogens, very big differences, certainly on 1nﬂammatory response in
cardiovascular events.. ‘

Senator SMITH. Thank you.

Dr. Manson, have you reviewed the Wiley Protocol'?

Dr. MANSON. Yes, I have. .

Senator SMITH. Do you have any problems or concerns?

Dr. MANSON. I think it is an interesting theory, and I would like
to see it tested.

But I think we have to note that in the post-menopausal woman,
there are not these levels of estrogen and progesterone that are
achieved with this treatment, so it is not a natural state that is
being induced.
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We just doni’t know what the health effects are, especially of very

}ong—term indeﬁnite use. We don’t even know the: short-term ef-
ects. .
. T would. like to see fundmg of trials to look at hormone regimens
that do more closely simulate what happens in a woman’s natural,
pre-menopausal state. I think that is very important te. have that
research and-to do those studies. But at' this point in, time, I don’t
think we can reassure women that this is any safer, any more ef-
fective, without rigorous science.

I would ask the question, why would any woman agree to spend

so much out-of-pocket to pay for the hormones, to pay for these
blood or saliva tests, if she really understood that there was no evi-
dence that these treatments were any more effective than.treat-
ments that could be covered by her health insurance; that there
was really no rigorous evidence that these tests were useful in
guiding her hormone therapy treatment, and also if she were
aware of the concerns about dosage consistency and impurities?

. So I think it is clear that women are not getting the information
that they need, or else it seems very unlikely to me that this would
become as popular as it has become.

Senator SMITH. Ms. Wiley, would you welcome a Federal sci-
entific test of these things? .

Ms. WILEY. Oh, absolutely.

Senator SMITH. A vigorous——

Ms. WILEY. Absolutely. =

nght now, the University of Texas at Tyler, through the nursing
school,, is entertaining giving us an IRB number, an Internal Re-
view Board number, so that we can be watched—the women who
are on the Wiley Protocol now—in a longitudinal observational
study We would love to go head-to- head Wlth the commercial prod-
ucts
f " Senator SMITH Are you tracking occurrences of any adverse ef-
ects?

Ms. WILEY. Absolutely Dr. Julie Taguchi in Santa Barbara, CA,
is in touch with all the doctors who will report to us. We track
them not only through the doctors but through somethlng———

Senator SMITH. There are adverse events?

Ms. WILEY. We have seen two blood clots in I would say we have
watched over 1,000 women almost face-to-face in Santa Barbara.
There are many more that report to us from Santa Fe; NM; for ex-
ample. There are pockets of women all over the country—

‘Senator SMITH. What do- you do w1th the information, you know,
of an-adverse event?

Ms. WILEY. Dr: Taguchi chronicles it and keeps it. '

We right now have reported on cancer patients who have taken
the Wiley Protocol post-diagnosis without active cancers. That was
reported to a large group of doctors at the American Academy for
the Advan¢ement of Medicine, ACAM.

Senator SMITH. 1 understand that you require pharmacies to be
certified

Ms. WILEY. Well, I-
- Senator SMITH [contmumg] Before they can dlspense drugs.

Ms. WILEY. I found that for the Wiley Protocol I expected a -cer-
tain rigor in compounding. I perceived that there is a process that
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makes these hormones uniquely standardized. In other words, a
woman in New Mexico can pick up the same Wiley Protocol as a
woman in New York City if, in fact, she goes to a pharmacy that
has agreed and committed to make them in this certain way.

I went for standardization because, obviously, it removes vari-
ables for the doctors in discerning what is_going on with their pa“
tients. More importantly, I was aware that no large pharmaceutical
company is going to sponsor clinical trials for the Wiley Protocol,
and that clinical trials would be useless without a standardlzed
compound.

So by engaging enough pharmacies and asking them to donate
a percent of their volume that they do in the Wiley Protocol, ulti-
mately, to a national trial, I would have a standardized product
that could be looked at.

Senator SMITH. Do you have any relationship ‘to the FDA? Do
they monitor what you do?

Ms. WILEY. No. Other than they monitor the. bulk substances
that the Wiley Protocol, you know, derives from. -

Senator SMITH. But they have 1nvest1gated your products, I as-
sume, and——

Ms. WILEY. I believe they only investigate the bulk material that
pharmacists use, and then that is, as Dr. Allen said, a pharmacy-
to-pharmacy case, whether or not FDA inspects——

Senator SMITH. Those women who sign up for the Wiley Protocol
you have found overwhelmingly good results? ‘ .

Ms. WILEY. Surprisingly good results.

T don’t know what 1 anticipated. I was just interested. The
oncologist I have worked with for over 7, 8 years, and a very large
group of doctors both in Santa Barbara and around. the country, we
are all surprised at how remarkably well the women seem to do.

Senator SMITH. Dr. Allen, how does the Wiley Protocol fit within
your academy’s view of thmgs"

Dr. ALLEN. Well, I can address it from the. formulation stand-
point.

Physicians in prescribing a compounded preparation may want a
certain effect, and so the pharmacist has some leeway in the dif-
ferent excipients, or non-active ingredients, that can be included.
So for the Wiley Protocol, it is, as was explained, a set formulation
so that it can be compared

Senator SMITH. Which would be different from your members
who might be coming up with their own formulatlons and having
pharmacies produce them? -

Dr. ALLEN. Yes. The individual physician, based upon what they
want in their specific prescription for their specific patients, they
have some flexibility in the different excipients that can be used,
yes.

Senator SMITH. Dr. Manson and Dr. Wartofsky, if compounded
products could be standardized, as Ms. Wiley has done with her
products, would that alleviate your concerns?

Dr. WARTOFSKY. I would have——

Senator SMITH. Push your button there.

Dr. WARTOFSKY. Sorry. I would have residual concern. The con-
cern with compounded products is that they may not be of suffi-
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cient content, quality, purity, so that women might be either
underdosed or overdosed.

So Dr. Allen’s comment. that the doctor should pick up these ad-
verse effects really doesn’t apply because some of these effects may
take years, if not decades. For example, if an estrogenic compound
is underdosed and leads to bone mineral loss and osteoporosis, that
will show up. 10, 20 years later. The doctor will not. pick that up.

- Ms."Wiley’s standardization of her formulation that is going out
across the country to different pharmacies to me is counterintuitive
to customization. If she is customizing the dosage for the 1nd1v1dual
patient, how does this fit a standard protocol?

Her analogy to.diabetes and insulin doesn’t hold. In the case of
diabetes, we have a very specific marker to follow in terms of the
efficacy of insulin: the blood sugar.

As Dr. Manson mentioned, the test to measure hormones by sa-
liva or blood tests are notoriously inaccurate and thrown off. So it
is really impossible, as I mentioned in my statement, to truly cus-
tomize to an individual woman what her estrogen levels or pro-
- gesterone levels should be by some standard formulation analogous
to insulin and blood sugar.

Ms. WILEY. May I respond?

Senator SMITH. Yes. Let me get Dr. Manson. Then we will give
you the last word, like Bill O’Reilly. [Laughter.]

Dr. MANSON. I agree with all of the concerns expressed by Dr.
Wartofsky. But I also want to emphasize that some of the risks of
having an inadequate dose of the progesterone are very serious.

Women who have a uterus who are taking estrogen have in-
creased growth of the lining of the uterus. It is very important that
they receive an adequate dose of a progestogen, whether it is nat-
ural or synthetic; in order to avoid uterine cancer, endometrial can-
cer. So if there is an inadequate dose of the progestogen, then they
are at an increased risk of uterine cancer.

So I think there are some very serious concerns about not having

uniformity of dose or consistency, knowing exactly what doses are
there.
. Also, if women are being told about the lack of scientific studies,
the lack of evidence that these custom-compounded hormones are
any safer or more effective then, again, it seems unlikely that they
would be paying as much out-of-pocket for them and having these
tests done that have not been proven to have validity.

-Senator SMITH. Ms. Wiley?

Ms. WILEY. Well, first of all I am flattered that anyone could in-
sinuate low doses with the Wlley Protocol because we use quite a
bit at the Wiley. Protocol.

I don’t ever involve myself with individual patient response. That
belongs to their doctor.

However, by testing potency four times a year at the registered
pharmac1es to make sure what is on the label is in the syringe—
and we use syringes—by following these women with what seems
to be a standardized dose—it is one dose not fits all, but starts
all—the customization actually is true.

These women are all on a rhythm. I am very concerned about the
curves in the rhythm. However, their doctors customize this—be-
cause it is a compounded product and not FDA-approved—they cus-
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tomize the Wiley Protocol by raising or lowering the dose a couple
of lines, maintaining the curves which conceptually was my con-
cern.

As far as tests, we never use saliva. I, too, agree with all of you.
It is not reliable.

However, we do use blood testing that has been standardized and
considered a reasonable approach in medicine since the early
1950’s—Dblood tests. We test for estradiol blood levels on day 12 and
progesterone both, and then we test again for both on day 21.

Now, as far as expense goes, the Wiley Protocol is $75 a month,
and most insurance companies do cover it, OK?

The testing is not onerous either. In the first 3 months, the wom-
an’s levels are checked to make sure she has optimum response,
and her doctor can adjust it to her needs given symptoms, match-
ing numbers.

So I think we have created something that is standardized and
simultaneously customized for the first time in compounded medi-
cine.

Senator SMITH. Well, thank you, Ms. Wiley.

Thanks to all of our witnesses. We respect your time and don’t
hesitate in telling you that you have each contributed, I think,
wonderfully to the understanding of this Senator and to the U.S.
Senate record.

This is an important issue, and what is at stake is women’s
health. That matters to this committee and it certainly ought to be
of concern to Federal agencies charged with consumer protection
and legitimacy in medicine.

This hearing has been most enlightening, and for that we thank
you. We wish you all a very good day.

We are adjourned.

[Whereupon, at 11:47 a.m., the Committee was adjourned. ]
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RESPONSES TO SENATOR SMITH QUESTIONS FROM JOANN MANSON

Question What does the April 19, 2007 New England Journal of Medicine report!
mean for hormone therapy and women’s health in general?

Answer. This stud{ compared time trends in breast cancer incidence with time
trends in hormone therapy use in the United States. The researchers speculated
that the 7 percent decline 1n the incidence of breast cancer that occurred fgom 2002
to 2003 in this country was most likely a result of the dramatic reduction in the
use of hormone therapy following the publication of the WHI estrogen-plus-progestin
trial results in July 2002. However, studies of this type (i.e., time-trencf) ecologic
studies, which compare variations in aggregate exposures and outcomes over time
within a population) cannot definitively establish the existence of cause-and-effect
relationships. We need more research to tease out the factors causing the drop in
breast cancer rates. Declining use of hormone therapy is likely part of the answer,
but the decreasing prevalence of use of screening mammography may also play a
role.2 If so, some of the apparent decline in breast cancer rates could simply reﬂ);ct
underdiagnosis, because fewer women are getting screened for the disease. A key
question i1s whether deaths from breast cancer will also decline, and it will take
ﬁears to answer this definitively. Additionally, another recent study suggests that

reast cancer rates have been declining since 19993—that is, well before the mid-
2002 drop in hormone therapy use.

Nonetheless, the results of the New England Journal of Medicine report under-
score the importance of adhering to current clinical guidelines regarding the use of
hormone therapy. To minimize the increase in breast cancer risk associated with
hormone therapy, use of such therapy, particularly estrogen plus progestogen,
should be limited to no more than five years (and ideally no more than two or three
years). It should be noted that available data, including the WHI trials, more
strongly implicate estrogen plus progestogen than estrogen alone in raising breast
cancer risk. (Indeed, the WHI estrogen-alone trial found no increase in risk of breast
cancer after 7 years of estrogen use among women with hysterectomy.) Some data
suggest that less frequent use of a progestogen (e.g., as in cyclic regimens, where
the progestogen is taken for only 10-14 days per month, or even less frequently)
may carry less risk than more frequent use of a progestogen (e.g., as in continuous
regimens, where it is taken every day), but more research is needed on this topic.

Question. Can you clarify for the record your position on the use of the term “bio-
identical”—in what circumstances would its use be appropriate or accurate?

Answer. “Bioidentical” hormone preparations properly refer to medications that
contain hormones that are an exact chemical match to those made naturally by
women’s bodies. Bioidentical preparations fall into two broad categories: (1) FDA-
approved medications that are available at commercial pharmacies in a range of
standard doses, and (2) custom-compounded medications prepared according to an
individualized prescription from a doctor by compounding pharmacies. This distinc-
tion must be made clear to women who are considering t%e use of bioidentical prod-
ucts. A growing number of bioidentical products have FDA approval and are widely
available through retail pharmacies, so most women have no need to take on the
unique risks of custom-compounded products to satisfy their preference for bioiden-
tical over traditional hormone formulations. Another important point is that no type
of menopausal hormone therapy, including bioidentica{) products, should be called

1Ravdin PM, Cronin KA, Howlader N, Berg CD, Chlebowski RT, Feuer EJ, Edwards BK,
Berry DA. The decrease in breast-cancer incidence in 2003 in the United States. New England
Journal of Medicine 2007; 356:1670—4.

2Breen N, K AC, Meissner HI, Taplin SH, Tangka FK, Tiro JA, McNeel TS. Reported drop
in mammography: is this cause for concern? Cancer 2007 [e-published on 14 May 2007]

3Jemal A, Ward E, Thun MJ. Recent trends in breast cancer incidence rates by age and tumor
characteristics among U.S. women. Breast Cancer Research 2007; 9:R28.
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“natural,” because all lead to substantially higher blood levels of estrogen and/or
progesterone than the levels that occur natura?ly in women after menopause. (also
see response to question #3)

Question. Coucid you clarify for the record your position on the use of FDA-ap-
proved bioidentical versus custom-compounded hormone therapy products?

Answer. Provided that they are appropriate candidates for hormone therapy,
women who prefer to use FDA-approved bioidentical hormone preparations (such as
estradiol and micronized progesterone) rather than .traditional hormone products
(such as conjugated equine estrogens and synthetic progestins), or transdermal over
oral delivery systems, can be encouraged to do so, as these products may offer some
advantages over traditional ones. That said, until we have solid data from random-
ized clinical trials that indicate otherwise, the conservative and prudent approach
is to assume that all FDA-approved hormone formulations confer a roughly similar
balance of benefits and risks. . .

There is no evidence that custom-compounded biocidentical hormone products are
safer than FDA-approved bioidentical products, and healthcare providers should
clearly convey this message to their patients. Indeed, custom-compounded bioiden-
tical products carry unique risks—insufficient quality control; unreliable information
about benefits and risks; misleading advertising claims; and are often accompanied
by unreliable and expensive saliva and blood tests;—and should not be used by most
women. Few women have a legitimate need to select a custom-compounded hormone
product over other hormone options. The main valid reasons for a woman to choose
a custom-compounded hormone product are allergies to certain ingredients (e.g.,
peanut oil in Prometrium) or intolerance to doses of commercially available prod-
ucts. With the recent availability of many different dose levels, there should be even
less need than in the past to select a custom-compounded hormone product.

Question. When you spoke of the need for clinical trials on bioidentical hormones,
did you mean head-to-head studies between FDA-approved bioidentical hormone
products and traditional conjugated equine products, or did you mean custom-com-
pounded bioidentical hormones and traditional products? If you were referring to
custom compounding, how could you have a controlled trial without having a “stand-
ardized” compound preparation?

Answer. There are two types of double-blinded randomized clinical trials that
need to be done. First, we need clinical trials that directly compare FDA-approved
bioidentical hormone products to traditional hormone therapies such as conjugated
equine estrogens or otger synthetic products. These studies should compare different
hormone formulations, as well as routes of delivery (such as pill, patch, or cream),
with respect to their effects on blood-based biomarkers (including levels of choles-
terol, C-reactive protein and other markers of inflammation, and markers of throm-
bosis), intermediate endpoints (such as noninvasive measures of atherosclerotic
build-up or mammographic density), and, eventually, hard clinical endpoints (such
as heart attack or breast cancer). Second, we need clinical trials that directly com-
pare FDA-approved bioidentical hormone products with custom-compounded bio-
identical hormones to determine which type of therapy, if either, is more effective
at relieving menopausal symptoms and improving quality of life and sleep. In the
FDA-approved bioidentical hormone arm of such a trial, the dosing should be deter-
mined in the usual way—i.e., start with the lowest possible dose and then adjust
the dose based on the symptoms subsequently reported by the participant. In the
custom-compounded bioidentical hormone arm, the initial and subsequent dosing
would be based on results of ongoing blood and saliva tests until hormone levels are
“stabilized” according to a preset protocol. Both types of clinical trials are affordable
and feasible; they can be conducted with relatively few women and in a short time
span, providing answers to many of the research questions in 6 to 12 months of fol-
low-up. If initial trials look promising, then serious consideration should be given
to mounting a large-scale clinical trial to compare the effect of these various hor-
mone products on clinical events.

RESPONSES TO SENATOR SMITH QUESTIONS FROM LEONARD WARTOFSKY

Question. In your testimony you referenced