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Synthetic Progestin Shown To Have Greater Risk of
Breast Cancer versus Bio-Identical Progesterone
Points/Quotes from Articles
1. A
 ccording to several studies, bio-identical progesterone inhibits estrogen-stimulated breast epithelial cells, downregulates estrogen
receptor-1 (ER-1) in the breast, induces breast cancer cell apoptosis, diminishes breast cell mitotic activity, and arrests human
breast cancer cells in the G1 phase by upregulating cyclin-dependent kinase inhibitors and downregulating cyclin D1.1
2. I n contrast, synthetic progestins, upregulate cyclin D1 and increase breast cell proliferation.   Synthetic progestins may also
increase the conversion of weaker endogenous estrogens into more potent estrogens potentially contributing to their carcinogenic
effects, which are not apparent with progesterone.1
3. T
 he Women’s Health Initiative, demonstrated that a synthetic progestin, MPA, as a component of HRT significantly increased
the risk for breast cancer.  This trial confirmed results from numerous other groups demonstrating that a synthetic progestin
significantly increases breast cancer risk.  In addition, higher doses of progestins, testosterone-derived synthetic progestins, and
progestin-only regimens further increase the risk of breast cancer.1
4. I n 2007, Founier et al reported that a synthetic progestin in combination with estrogen increased the risk for breast cancer by 1.69
times that for control subjects.  However, for women who used progesterone in combination with estrogen, the increased risk for
breast cancer was eliminated with a significant reduction in breast cancer risk compared with synthetic progestin use.1,3
5. I n an analysis of more than 50,000 postmenopausal women, Fournier et al found that the risk of breast cancer was significantly
increased if synthetic progestins were used (RR=1.4), but was reduced if progesterone was used (RR=0.9).  There was a
significant difference in the risk for breast cancer between the use of estrogens combined with synthetic progestins versus
estrogens combined with progesterone.1
6. Fournier et al concluded that the association between HRT use and breast cancer risk most likely varies according to the type of
progestogen used.  There was no or little increase in risk with estrogens used alone or combined with micronized progesterone.  
The increase in risk reached significance when estrogens were combined with synthetic progestins.3
7. P
 ostmenopausal primates were give placebo, estradiol, estradiol and MPA, and estradiol and bioidentical progesterone.  
Compared with placebo, significantly increased proliferation was found with combination of estrogen and MPA in both lobular
and ductal tissues, but was not seen with the combination of estrogen and progesterone.1
8. D
 uctal proliferation was significantly higher after estradiol + MPA (synthetic progestin) treatment but not estradiol or estradiol +
bio-identical progesterone.4
9. Bio-identical progesterone resulted in less breast epithelial proliferation than MPA (synthetic progesterone).4
10. Adding MPA (synthetic progesterone) to CEE enhances overall breast epithelial proliferation by 30-50%.  A corresponding effect
was not seen with micronized progesterone (bio-identical progesterone).4
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