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oxidation of DNA bases in vitro.
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The PEPI Trial, a 3-year multicenter, randomized, double-blind, placebo-controlled study
of 875 healthy postmenopausal women, confirmed that synthetic progestins partially
negate the beneficial effects on cholesterol levels that result from taking estrogen. Natural
progesterone, on the other hand, maintains all the benefits of estrogen on cholesterol
without any of the side effects associated with synthetic progestins, such as
medroxyprogesterone acetate.

JAMA 1995 Jan 18;273(3):199-208

Effects of estrogen or estrogen/progestin regimens on heart disease risk factors in
postmenopausal women. The Postmenopausal Estrogen/Progestin Interventions (PEPI)
Trial.
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Certain progestogens, such as micronized progesterone, can be administered concurrently
with estrogen replacement therapy, providing protection against endometrial hyperplasia
without significantly affecting the beneficial effects of estrogen on lipid profiles,
atherosclerosis and vascular reactivity.
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Rationale for hormone replacement therapy in atherosclerosis prevention.
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J Clin Endocrinol Metab 2002;87:1062-1067
Estrogen status correlates with the calcium content of coronary atherosclerotic plaques in
women.
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J Neurosci. 2003 Dec 10;23(36):11420-6
Estradiol attenuates programmed cell death after stroke-like injury.
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Endocrinology 2001 Mar 1;142(3):969-973
Minireview: Neuroprotective Effects of Estrogen-New Insights into Mechanisms of
Action.
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Mayo Clinic researchers surveyed 176 women taking natural micronized progesterone
who had previously taken synthetic progestins. After one to six months, the women
reported an overall 34% increase in satisfaction on micronized progesterone compared to
their previous HRT, reporting these improvements: 50% in hot flashes, 42% in
depression, and 47% in anxiety. Micronized progesterone was also more effective in
controlling breakthrough bleeding.
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J Womens Health Gend Based Med 2000 May;9(4):381-7

Comparison of regimens containing oral micronized progesterone or
medroxyprogesterone acetate on quality of life in postmenopausal women: a cross-
sectional survey.
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Micronized progesterone: clinical indications and comparison with current treatments.
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J Am Coll Cardiol 2000 Dec;36(7):2154-9
Natural progesterone, but not medroxyprogesterone acetate, enhances the beneficial
effect of estrogen on exercise-induced myocardial ischemia in postmenopausal women.
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The following study concluded that in non-human primates, medroxyprogesterone in
contrast to progesterone increases the risk of coronary vasospasm. Progesterone plus
estradiol protected but medroxyprogesterone plus estradiol failed to protect, allowing
vasospasm.

Nat Med 1997 Mar;3(3):324-7
Medroxyprogesterone interferes with ovarian steroid protection against coronary
vasospasm.
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MPA reduces the dilatory effect of estrogens on coronary arteries, increases the
progression of coronary artery atherosclerosis, accelerates low-density lipoprotein uptake
in plaque, increases the thrombogenic potential of atherosclerotic plaques and promotes
insulin resistance and its consequent hyperglycemia. These effects may be largely limited
to MPA and not shared with other progestogens.
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Progestogens and cardiovascular disease. A critical review.
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Significant bone loss occurs during the 10 to 15 years before menopause when estrogen
levels are still normal. Progesterone can stimulate new bone formation in women with
osteoporosis. Dr. Prior measured estrogen and progesterone levels in female marathon
runners who had osteoporosis. Although their estrogen levels were still high, they had
stopped ovulating (common in female athletes) and progesterone levels had fallen,
triggering the onset of osteoporosis. This can indicate a role for progesterone use, alone
or combined with estrogen which reduces bone loss, in improving Bone Mineral Density.
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Progesterone as a bone-trophic hormone.
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The WHI assessed the major health benefits and risks of the most commonly used
combined hormone preparation in the United States, the synthetic combination of
conjugated equine estrogens and medroxyprogesterone acetate. Absolute excess risks per
10,000 person-years attributable to this synthetic hormone combination were 7 more
CHD events, 8 more strokes, 8 more PEs, and 8 more invasive breast cancers, while
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absolute risk reductions per 10,000 person-years were 6 fewer colorectal cancers and 5
fewer hip fractures.

JAMA. 2002 Jul 17;288(3):321-33
Risks and benefits of estrogen plus progestin in healthy postmenopausal women:
principal results From the Women's Health Initiative randomized controlled trial.
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Among postmenopausal women aged 65 years or older, synthetic estrogen plus progestin
did not improve cognitive function when compared with placebo. However, typical HRT
users are in their 50s and this study focused on women aged 65 and over, who have a
higher risk for dementia.

JAMA 2003 May 28;289(20):2663-72
Effect of estrogen plus progestin on global cognitive function in postmenopausal women:
the Women's Health Initiative Memory Study: a randomized controlled trial.
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Estrogen plus progestin increases the risk of ischemic stroke in generally healthy
postmenopausal women. This finding is consistent with the differences noted earlier
between synthetic medroxyprogesterone acetate and bio-identical progesterone.
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Effect of estrogen plus progestin on stroke in postmenopausal women: the Women's
Health Initiative: a randomized trial.
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