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•

1920: estrogen found in women’s urine.

•

1929: Nomenclature of Progesterone.

•

1939‐Bioidentical Progesterone made.

•

1942: Equine estrogen prepared.

•

1960 : Media promotes HRT

•

1970’s:‐ERT linked to Endometrial cancer

•

1980’s:‐ Progestin developed to suppress side effects of equine estrogen

•

1988: Micronized Bio‐identical Progesterone approved by FDA

•

Made available in Europe

•

1995: Canada uses Bio‐identical Progesterone

•

1993: WHI study begins using equine estrogen /progestin

•

2002 : Study halted due to increased risk of stroke / MI /Breast cancer

•

2004: Equine estrogen only study stopped due to increased incidence of stroke /dementia
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By January 1978 , the journal of American Geriatric Society addressed the growing concern that
treatment with exogenous estrogen alone causes cancer and reported on progestogen as the solution.
As early as 1980, and continuing into the recent literature , untoward side effects of synthetic progestins
such as thrombotic phenomena , breast tissue cell hyperplastic changes and
Cardiovascular,Cholesterol,Carbohydrate and lipid metabolism changes prompted more research into
Bio Identical progesterone as a safer option.

An Article in the British Medical Journal in March 1980 noted : “ Clinically , Bio Identical Progesterone
may be of value when synthetic progestogens have caused adverse symptoms that necessitates
stopping treatment stopping treatment. Recommendations for the use of Bio‐Identical progesterone as
a safer alternative were found in the medical literature from Europe as well as United States throughout
the early 1980’s.
In 1980’s and the early 1990’s , Research scientists expressed concern that the synthetic progestins in
hormone therapy could increase the risk of breast cancer. About the same time, the scientific literature
was replete with studies of safer alternatives in the form of Bio‐Identical estradiol and Progesterone, as
well as studies comparing various methods of administration with transdermal method of
administration demonstrating the most promised in the area of safety and efficacy.
Notably the Post Menopausal Estrogen/Progestin Interventions (PEPI) trial , a long term randomized trial
of HRT compared multiple effects including cardiovascular effects of , both synthetic progestin’s and Bio
Identical Progesterone in combination with conjugated Equine Estrogen. The PEPI trial confirmed that
over the course of 3 years, oral conjugated Estrogen taken alone or with synthetic progestin or Bio
Identical Progesterone was associated with clinically significant improvement in lipoprotein profile and
lowered fibrinogen levels. But there was significant loss in HDL Cholesterol when synthetic progestin
was added. However when Bio Identical progesterone was added , there appeared to be statistically
significant endometrial sparing and the bulk of estrogen favorable effects on risk factors , including HDL
Cholesterol , were also preserved.
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In 1994, the National Institute of Health began the Women’s Health Initiative (WHI) , a large scale
prospective double blind placebo controlled study. The goal of the study was was to evaluate the long
term effects of HRT in post menopausal women. The only form of HRT in the study was Conjugated
Equine Estrogen (CEE) and Medroxy Progesterone (Synthetic). Unfortunately the WHI study had the
following fallacies:
•

The population of the study is not a representative population‐

‐Older patients: Mean age 63 yrs. Patients had not been under HRT before inclusion i.e. no real
primary prevention.
‐ Not a healthy population: 2/3 rd of patients were overweight, 1/3 rd were morbid obese, 35% were
hypertensive, 12 % were hypercholesterolemic, 4% were diabetic.
‐ About 50% were smokers or had been smokers.
‐ The type of hormone was not bio‐identical.
‐ Route was not transdermal.
‐ High dropout rate (42%)

And still physicians/Doctors are apprehensive to start the Hormone Replacement Therapy (Bio Identical)
and hence the population is being devoid of the beneficial effects of HRT.
Studies comparing the effectiveness and safety of different methods of administration , the use of
synthetic versus Bio Identical replacement , and the use of Estrogen only Vs Combined Estrogen &
Progesterone have raised more questions about the logic and safety of using conjugated estrogen and
synthetic progestins in our patients.
Large scale studies have been conducted in Europe where BIHRT is the main type of Hormone
Supplementation in Menopausal women.

