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Trials such as the Women’s Health Initiative trial, confirm once again, that non-exact replica of human hormones (conjugated horse estrogen and progestins), lead to an increase in side effects, less tolerance, and an increase in complications. Copying nature, including the quantity of hormone, routes of administration and timing of administration makes much more logical sense.

Bioidentical hormones used in compounded creams are synthesised from wild yam to have the same structure as human hormones. They are perceived as “natural” to the human body and physiology because their structure is that of human hormones.

Compounded hormones are regulated in terms of section 14(4) of the Medicines Act 101. They are also regulated by the Health Professions Act. Further, according to the Pharmacy Act, compounding is one of the unique activities specially relating to the pharmacy profession. There is a triad relationship between physician, patient and pharmacist and prescribing a compounded combination of human hormones is an entirely regulated, prescription-based process.

Bioidentical hormones are scheduled, for example estradiol and estriol are schedule 3, testosterone is schedule 4 and DHEA (an adrenal gland steroid) is schedule 5.

The compounding pharmacy of South Africa sends products randomly for quantitative analysis to verify label claims. Efficacy and safety of bioidentical / human hormone replenishment is monitored by the patient’s doctors.

Through lab testing, including serum, 24hr urine, saliva and blood spot testing, as well as symptomatology improvement, it is possible to balance and optimise an individual’s hormones. When replenishing human/ bioidentical hormones we do not adopt a “one size fits all” approach as with conventional HRT. We individualise doses and this is why compounding of the right dose for an individual is essential and a necessity.

Newer tests like saliva testing, 24hr urine metabolites and oestrogen fractions (E1 estrone, E2 estradiol, E3 estriol), 2:16 OH estrone ratio in the urine (>2<9 to prevent breast cancer) are now becoming available through Ampath Laboratories. These new laboratory tests make individualising a person’s doses far easier to accomplish. Saliva tests reflect tissue levels of hormones and this has been studied extensively in the US.

Correcting misconceptions about compounding hormones

· Prescriptions are prepared by compounding pharmacies

· Provides individualised and customised therapy that does not meet the definition of manufacturing as described by state boards of pharmacies and the supreme court

· Compounding has always been regulated

· Compounded hormones must be prescribed by a physician. The decision to prescribe is a professional judgement made in the interest of the patient

· One of the foremost references on bioidentical HRT is the well-known textbook: The clinical gynaecologic endocrinology and Infertility textbook, written by Speroff and Fritz.

So let us now turn to some of the evidence pertaining to bioidentical hormones.

1. PROGESTERONE

Progesterone has clear advantages over synthetic progestins. For example, progesterone protects against breast cancer, while progestins increase the risk for breast cancer.

a) Fertility and sterility vol 70, no 1, Jan 2003

Topical progesterone cream has an antiproliferative effect on estrogen-stimulated endometrium. 98% of the 37 women studied, completed the study. Minimal vaginal spotting occurred in 6 of the women. Endometrial histologic changes confirmed an antiproliferative effect of transdermal progesterone, doses varied from 1.5-4% progesterone cream.

Bioidentical progesterone benefits include:

a) Helps balance oestrogen
b) Leaves the body quickly
c) Assists sleep
d) Has a natural, calming effect
e) Lowers blood pressure
f) Helps the body use and eliminate fats
g) Lowers cholesterol
h) Protects against breast cancer
i) Increases scalp hair
j) Normalises libido
k) Helps balance fluid in cells
l) Blood vessel dilation
m) Antiproliferative
n) Increases metabolic rate
o) Natural diuretic
p) Natural antidepressant.

b) Cancer Research 62, 881-886, feb 1,2002

Progesterone inhibits human endometrial cancer cell growth and invasiveness by down regulation of cellular adhesion molecules through progesterone B receptors. Loss of progesterone B receptors has recently been linked to poorly differentiated endometrial cancer Progesterone inhibits endometrial cancer cell division
Progesterone induces a secretory phenotype through progesterone B receptors, and induces replicative senescence through progesterone A receptors Progesterone and growth factor deprivation induces apoptosis of cancer cells
Progesterone upregulates cdk inhibitors p21 and p27
Progesterone down regulates the expression of cellular adhesion molecules

c) Journal of Menopause Society vol 12 no2, p232-237

Percutaneous administration of progesterone has antiproliferative effects on the endometrium and this is seen even with very low blood circulating levels of progesterone. The saliva levels are much higher than the blood levels confirming tissue concentration.

d) Progesterone

>5ng/ml is required to inhibit endometrial mitosis and to induce secretory changes in the endometrium Leonetti, et al Fertility and Sterility 2003:79: 221-222 confirms decreased endometrial proliferative effects despite low serum levels of progesterone

This is supported by landes et al obstetrics gynecol (2003;101(suppl ) :56

e) European Journal of Neuroscience, vol 23, p43-54,2006,

anti-apoptotic effects of allopregnanolone on P19 neurons Modulators of GABA A, also interfere with apoptotic pathways

f) Journal of American College of cardiology vol 36, no 7 2000

Natural progesterone, but not medroxyprogesterone acetate, enhances the beneficial effect of oestrogen on exercise-induced myocardial ischemia in postmenopausal women. Progestins cause coronary vasospasm unlike progesterone

2. OESTROGEN

The literature has much evidence for bioidentical estradiol, and the lack of it in the menopause leads to aging of the skin, brain, skeletal system and an increase in heart disease and age-related diseases. Without us replenishing deficient oestrogen the following age-related complications occur:

· Osteoporosis

· Flushing

· Mood disorders, depression

· Increase in vascular and heart disease

A safe method of replenishing oestrogen is via the transdermal route. Women’s requirements for oestrogen replenishment differ. The easiest way to individualise a dose is to compound the amount needed to replenish what is deficient in an individualised fashion. “One size does not fit all”.

Transdermal and intravaginal estradiol and estriol is absorbed, metabolised and excreted somewhat differently than orally administered estrogen, even if the doses are the same. Nature introduces oestrogen and other ovarial steroids into the circulation via the pelvic plexus of veins, carries them to the heart, and circulates them to all parts of the body, including the liver. It is very clear that nature does not introduce the hormones into the portal vein and directly to the liver (as is the case with oral oestrogen).

So ìs there any evidence for the unique effects of estriol? Absolutely, let us look a bit closer at some of the clinical trial evidence.

a) Orv Hetil 1995 feb 12 ; 136(7) : 343-345

Treatment of climacteric urogenital disorders with an estriol containing ointment Vaginal burning, dryness, urinary tract dysfunction, dyspareunia, itching all ceased. Estriol is suitable for treatment of chronic vaginitis and cystitis

b) Mol Endocrine. 1997 nov; 11(12): 1868-78

Molecular and kinetic basis for the mixed agonist/antagonist activity of estriol. Anti-estrogenic activity occurs in a dose dependant fashion, where it reduces estradiol-dependant transcription. Estradiol binding to receptor is also decreased. Estriol is hypothesised then to oppose the carcinogenic effects of estradiol.

Oestrogen dominance

Causes:

· Stress and a bad diet can result in low progesterone and anovulatory cycles (low progesterone is in effect estrogen dominance)

· Environmental: petrochemicals in the air, food and water. Examples include pesticides and herbicides (DDT, dieldrin, heptachlor,etc) as well as plastics and PCBs. These xenoestrogens are non-biodegradable and highly fat soluble and can lead to oestrogen dominance and an increased risk for breast cancer. Supplementation with progesterone can help alleviate oestrogen dominance.

What are the effects of natural progesterone?

· Progesterone is the precursor of adrenal corticosteroids. Without adequate progesterone, cortisone synthesis is impaired, and the body turns to alternate pathways, resulting in masculinising effects like facial hair and scalp hair loss.

· Perimenopausal women suffering from thyroid deficiency such as fatigue, lack of energy, intolerance to cold, may be suffering from oestrogen dominance and may require progesterone replenishment.

· Progesterone is a natural diuretic and antihypertensive

· Progesterone, when combined with oestrogen, helps stabilise natural homeostatic control of glucose

· Progesterone is a skin moisturiser and helps restore skin hydration

· Progesterone helps keep brain cells healthy. Premature senility can result from progesterone deficiency

· Progesterone is required for production of the myelin sheath which protects nerve cells

· Progesterone promotes an enhanced sense of emotional well being and psychological self-sufficiency

· Progesterone enhances libido.

