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What | Hope to Cover

1+ Definitions of terms

» What we know or think we know about
hormonal health

rReview of current osynth
options

yWhat we dondot know about

1 Individualized risk/benefit ratios

+ Time for questions and comments




My biases

; Have no financial arrangement with a
pharmaceutical company

1 Have a preference for non - pharmaceutical
management of conditions

1 Am not a gynecologist so do not see women
routinely for pelvic exams

+ Am fortunate to have had a relatively easy

menopause




Your biases

1 Never touch that stuff (HT) -1t 0 s
1 Rather take my chances with HT

1 Definitely going to take some type of HT
rWonot give 1t up.

1 Only take something natural




What is natural?

1 Present in or produced by nature:  anatural pearl.

1 Of, relating to, or concerning nature: a natural
environment.

1 Conforming to the usual or ordinary course of
nature: a natural death.

1 Not altered, treated, or disguised: natural
coloring; natural produce.

1 Faithfully representing nature or life

} Being in a state regarded as primitive,
uncivilized, or unregenerate.




What is synthetic?

}

Relating to, involving, or of the nature of
synthesis.

Chemistry Produced by synthesis, especially
not of natural origin

Not natural or genuine; artificial or contrived:
"counterfeit rhetoric that flourishes when
passions are synthetic" (George F. Will).

Prepared or made artificially




What is hormonal balance?
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Risk Factors for Breast Cancer

o o o

Early menarche

Late menopause
Nulliparity

Late age at 1 St pregnancy
Never breast fed

Recent OCP use

Recent and long term
HRT use

Obesity(post -
menopausal)

High bone density (post -
menopausal)

—

Hormonal Non - Hormonal

Increasing age
Genetic mutation
(BRCAL, 2)

Family history

High dose radiation to
chest

High socioeconomic
status

Jewish heritage
History of breast biopsies
Dense mammograms




Major Assumptions

1 Reducing circulating estrogens is an important if
not essential part of treatment for ER+ BC

1 Estrogen makes a major contribution to breast
cancer

} Estrogen is equal through - out the body

1 All menopausal symptoms can be treated the
same way in most women

1 What happens in mice is the same as in women

+ The placebo response is significant in most
menopausal symptom treatment trials




Hormone sources

Major Endocrine Glands
Male Female

2 Pineal gland
Pituitary gland

Thyroid gland —-“i

ﬁhs Thymus

Adrenal gland .
Pancreas

W
?L Ovary
Testis ——o‘




Hormone/steroid pathway
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Why take hormones?

1 Prevent illness

1 Stop aging

1 Feel better

} Relieve a symptom
1 Spend money




Brief History

Progesterone discovered in 1927 (in rabbits)

DES synthesized in 1936, first recommended for menopause

1939 Nobel Prize in Chemistry given for discovery of sex hormones
Premarin patented in 1942

Feminine Forever by Robert Wilson published in 1966

Observational studies noted that older women on hormones
appeared to be healthier

»  Estrogen linked to uterine cancer, prescriptions plummeted,
progestins added to HT for uterine protection

}  Pervasive industry advertising strongly promotes HRT, number of
prescriptions rises exponentially 1imn

1 WHI started in 1993 to see if HRT did in fact help and prevent
cardiovascular disease

1 WHI stopped in 2002 early due to the risks exceeding any benefit
1 Dramatic decrease in ER+breast cancer in postmenopausal women
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WHI

} Started recruiting in 1993, expected to
conclude in 2005

1 Recruited 27,347 women to participate in the
normone study (E vs. placebo, E/P vs.
nlacebo)

. Total of 68,132 women recruited for all
hormone, observational, diet studies

1 Ages 50 - 79, average age 64years
} Largely Caucasian




Overall conclusions from WHI Trial

Total Women 8,506 8,102

Invasive BC 166 124 1.26
Noninvasive BC 40 33 1.13 (NS)
CHD 164 122 1.29
CHD deaths 33 26 1.18
Stroke 127 85 1.41
Pulmonary 70 31 2.31
Emboli

DVT 115 52 2.07




Million Women’s Study, Lancet
2003

Breast cancer

70— 2 10 years’ use of oestrogen-
progestagen HRT:
excess 19 per 1000
60+ 10 years' use of oestrogen-
- only HRT:
g excess 5 per 1000
g 50 Never users of HRT
g
2 40+
3
c
=
& 30—
£
@
=
%‘5 20— Endometrial cancer
g 10 years’ use of oestrogen-
o only HRT:
10— excess 10 per 1000
Never users of HRT*

65
Age (years)




500+

=50 Years of age
400

n
300

Tl &

200

Rate per 100,000 Women

100-|
<50 Years of age

0000000000000 00 0009000000000 000

0—1 T T T
1975 1980

T T T T T T T T T T T T

— 2
1985 1990 1995

Year of Diagnosis

The NEW ENGLAND

JOURNAL MEDICINE




Where are we 6 years later?

+ HRT for short term (<5 years) use for relief of
symptoms may still be beneficial and
outweigh the risks -

+ Other routes of administration may be more
acceptable and are being studied

1 Other progestins may be safer or less
frequent use may be encouraged

+ Providers and women are looking at
individual benefit/risk ratios
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Current available HT-
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Synthetics
Premarin 0 natural to a horse
Cenestin
Menest
Ortho - Est
Ogen

Combinations
Prempro/Premphrase
Femhrt
Activella 0 E2
Ortho - prefest 6 E2
Combipatch 6 E2
Estratab

(SR R O O VUL W R S

Natural & made from yams
Estrace
Prometrium (peanut oil)
Estring
Vagifem

Patches
Climara
Esclim
Vivelle and Vivelle dot
Estrogel
Estrasorb
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Compounding Pharmacies

1 Specialize in bioidentical hormones
} Biest

} Triest

; Estriol

; DHEA (oral or vaginal)

}

ndividualized compounds based on salivary
evels

Can provide various routes of administration
Addition of testosterone, DHEA - S
Find a trusted, accredited provider
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Studies with Bioidentical hormones

+ Mayo Clinic 0 40 women 0 comparing Biest,
Vivelle - dot for pharmacokinetic evaluation

+ University of Kansas - 40 women o comparing
Prempro to E2P4

1 University of Texas o CHOIICE Study o 3 year
study of 150 women looking at
cardiovascular biomarkers of transdermal
bioidentical hormones




Are bioidentical hormones safer?

1 What is a bioidentical hormone? 0 progesterone,
estradiol, estrone and estriol are the formulas
secreted by the human ovary

1+ Prometrium, Estrace, Climara are all bioidentical

} Compounding pharmacies can formulate
different mixtures or single bioidentical
hormones

1 No study has compared BIH to CEE or other
synthetic hormones

1 Some European studies have compared
progestins to progesterone and found a
difference




Problems

1+ Unclear physiological standard
levels

1+ Unclear differentiation among
different metabolizers

1 No bearing given to other aspects
of the ohost woman

 Whom to believe




Standard reference levels -blood

Estrone, estriol

Estradiol 110 - 410pm/ml < 35pg/ml 14 - 55pg/ml
at ovulation
FSH 5- 26 IU/L 30- 118 IU/L 1- 8 IU/L
at ovulation
Progesterone 6- 29 ng/ml
Mid - luteal
Testosterone 20- 85 ng/dL 230 - 1000ng/dL
Source-

Wikipedia
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Key Points

1 No size fits all
» We are all different

+ We may have very different
reactions to the same
experience or same drug




1 Xenoestrogens are industrially made and widely used in the last
decades compounds such as PCB, and , they differ
chemically from the naturally occurring estrogenic substances
internally produced by their

} Its name derives from the words . (xeno) ,
"foreign" and the word estrogen, the which giving
fertility to the female mammals (for "estrus" -Greek , g -,
meaning sexual desire and "gene" -Greek _ - _for"to
generate").

y It literally means foreign, not coming from within

1 "EDC" (for Endocrine disrupting compounds) and most scientists
that had study the phenomenon agree that there are
both on wildlife and humans.

} Xenoestrogens have been introduced into the environment by
industrial, agricultural and chemical companies and consumers
only in the last 70 years or so
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