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Progesterone, Estrogens and Breast Cancer  
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(Landmark study involving 1083 white women treated for infertility from 1945 to 1965. Subjects were 
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breast cancer and a 10x greater risk of death from malignant tumors compared to women with a normal 
progesterone level.) 
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(Describes studies indicating that breast cancer risk is higher with non-bioidentical HRT use, (oral 
conjugated equine estrogens combined with synthetic progestin) than with BHRT use (transdermal, 
bioidentical estradiol combined with progesterone). The article goes on to say that just because studies 
show that synthetic progestins do not adequately decrease estradiol’s proliferation of cancer cells in the 
postmenopausal breast does not mean that progesterone does not as well. Placing all progestogens in the 
same class, regardless of their chemical structure, is not based on scientific evidence.) 
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(Study concluded that topical (vaginal) estriol was safe for use in post-menopausal women previously 
treated for breast cancer.)  
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human breast epithelial cells. Fertil Steril 1998 May; 69(5): 963-9. 
(This double-blind, randomized study involved 40 untreated premenopausal women about to undergo 
breast cancer surgery who had plasma FSH levels of >30 mIU/mL and estradiol levels of <20 pg/mL. For 
14 days prior to breast surgery or removal of a benign lesion, these women underwent daily topical 
application to both breasts of a gel containing placebo, estradiol, progesterone, or a combination of 
estradiol and progesterone. Findings showed that topical gel exposure to progesterone for 14 days prior to 
surgery reduced estradiol-induced spread of normal breast epithelial cells in the body.) 
 
Formby B, Wiley TS; Progesterone inhibits growth and induces apoptosis in breast cancer cells: inverse 
effects on Bcl-2 and p53. 
Ann Clin Lab Sci 1998 Nov-Dec;28(6):360-9. 
(Study explaining the biological reasons why progesterone inhibits spread of breast cancer cells. Results 
indicated that this inhibition is due to progesterone’s ability to induce apoptosis (i.e., cell death) that is 
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exposure to cancer cells showed up to a 90 percent decrease in cancer cell growth, with p53 up-regulated 
and bcl-2 down regulated during apoptosis.) 
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Fournier A, Berrino F, Riboli E, et. al.; Breast cancer risk in relation to different types of hormone 
replacement therapy in the E3N-EPIC cohort study. Int J Cancer 2005 Apr 10;114(3):448-54. 
(French E3N cohort study analyzed breast cancer risk among 54,548 – 98,997 postmenopausal women on 
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of breast cancer, RR=1.0. Estrogen alone increased risk, RR=1.29.  Weak estrogens such as estriol did not 
increase breast cancer risks.) 
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progesterone) safer or more efficacious than commonly used synthetic versions in hormone replacement 
therapy? Postgrad Med 2009 Jan;121(1):73-85. 
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cardiovascular system and breast cancer risks that can be avoided by using bioidentical progesterone.)  
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doses of estriol arrested tumor growth or induced remission in 37 percent (6) of patients.) 
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(Findings of estriol protective action against chemical carcinogens used to induce breast cancer in 
laboratory animals.) 
 
 
 
 



Lemon HM, et al. Pathophysiologic considerations in the treatment of menopausal patients with 
estrogens; the role of estriol in patients in the prevention of mammary carcinoma.  
Acta Endocrino Suppl. 1980;233:17-27 
(Findings that estriol, unlike estradiol or estrone, has protective action against chemical carcinogens used 
to induce breast cancer in laboratory animals.)  
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therapy. JAMA. 1966;196:112-20 
(Findings that women with breast cancer produce less estriol than those without the disease) 
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found no increased risk of breast cancer.) 
 
Mauvais-Jarvis P, Kuttenn F, Gompel A; Antiestrogen action of progesterone in breast tissue. 
Horm Res 1987; 28(2-4):212-8. 
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Br J Cancer 1996 Jun;73(12):1552-5. 
(Study conducted between 1975 and 1992 involving 280 postmenopausal women whose blood serum was 
tested three days following breast cancer surgery. Results indicated that women with raised progesterone 
levels had an improved survival rate.) 

Plu-Bureau G, Le MG, Thalabard JC, et. al.; Percutaneous progesterone use and risk of breast cancer: 
results from a French cohort study of premenopausal women with benign breast disease. Cancer Detect 
Prev 1999; 23(4): 290-6.(these results suggest an absence of deleterious effects caused by percutaneous 
progesterone use in women with benign breast disease.) 
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(Hormonal findings (serum samples) on 15,000 women followed up to 40 years at the California Kaiser 
Foundations Health Plan. A subset had become pregnant between 1959 and 1967. Of these women, 204 
eventually developed breast cancer and had lower estriol levels during pregnancy than the 434 women 
who did not develop breast cancer. Data analysis found that the highest estriol levels had 58% less risk of 
breast cancer than the lowest estriol group.) 
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Valdivia I, Ortega D. Mammographic density in postmenopausal women treated with tibolone, estriol or 
conventional hormone replacement therapy. Clin Drug Invest. 2000 Aug;20(2):101-7 
(Estriol does not increase breast density in post-menopausal women treated with estriol or conventional 
hormone replacement therapy.)  
 
 
 



Testosterone and Breast Cancer 
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Arch Intern Med 2006;166(14):1483-9. 
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Non-bioidentical Hormone Replacement Therapy (HRT) and Breast Cancer Risk 
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Million Women Study. Lancet. 2003 Aug 9;362(9382):419-27. 
(In the Million Women Study, 1,084,100 UK women, ages 50-64, provided information about their use of 
HRT and were followed up for cancer incidence and death. Findings indicated that current use of HRT is 
associated with a 66 percent greater risk of incident breast cancer and a 22 percent greater chance of 
dying from breast cancer, particularly when estrogen-progestagen, non-bioidentical combinations are 
used.) 
 
Berry DA, Ravdin PM; Breast cancer trends: a marriage between clinical trial evidence and 
epidemiology. J Natl Cancer Inst 2007;99: 1139-41. 
(Study examining how changes in screening mammography and use of HRT affected decreases in breast 
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Campagnoli C, Clavel-Chapelon F, Kaaks R, et. al.; Progestins and progesterone in hormone replacement 
therapy and the risk of breast cancer. J Steroid Biochem Mol Biol 2005 Jul;96(2):95-108. 
(This literature review indicates that combining natural progesterone with estrogen does not increase 
breast cancer risk, but that, continued use of combined non-bioidentical estrogen-progestin is risky to 
breast tissue.)  
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(Researchers concluded that continued use of HRT containing progestins rendered the highest risks for 
breast carcinoma.) 
 
Chelbowski RT et. Al. Influence of estrogen plus progestin on breast cancer and mammography in 
healthy post-menopausal women. The women’s health initiative randomized trial.  
JAMA. 2002 Jun 25.289(24):3243-53 
(Study revealed that menopausal women receiving Premarin and Provera (artificial, non-bioidentical 
hormones) have a higher occurrence of breast cancer.) 
 
Chen, CL, Weiss, NS, et. al.; Hormone replacement therapy in relation to breast cancer. 
JAMA 2002 Feb 13;287(6):734-41. 
(This case-control study examined causal relationships between breast cancer incidence and long-term use 
of HRT. The study involved 705 postmenopausal women, ages 50 to 74, diagnosed with breast cancer 
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(whether estrogen alone or estrogen in combination with progestin) increases breast cancer incidence.) 
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cancer. Arch Intern Med. 2006 May 8;166(9):1027-32. 
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the relationship between long-term use of unopposed estrogen and breast cancer incidence. Beginning in 
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incidence.) 
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replacement therapy in the E3N-EPIC cohort study. Int J Cancer 2005 Apr 10;114(3):448-54. 
(French E3N cohort study analyzed breast cancer risk among 54,548 postmenopausal women on different 
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10% decrease in breast cancer risk. Results indicated that even short-term use of synthetic progestins 
combined with oral or transdermal estrogens increases breast cancer risk.) 
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This well-publicized, randomized, controlled study involved 16,608 postmenopausal women, ages 50-79, 
having intact uterus. Subjects were recruited between 1993 and 1998 and were prescribed conjugated 
equine estrogens plus medroxyprogesterone acetate (progestin) or placebo. (The study, originally planned 
for 8.5 years, was stopped after an average of 5.6 years due to severe health risks, including increased 
incidence of breast cancer and stroke, associated with non-bioidentical HRT. These risks outweighed the 
benefits associated with the therapy including incidence of osteoporotic fractures and colorectal cancer.) 
 



Jernstrom H, et al . A prospective study of different types of hormone replacement therapy use and the 
risk of breast cancer: the women’s health in the Lund area (WHILA) study (Sweden). 
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 Obesity, Insulin Resistance, Diabetes and Breast Cancer  
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(The results of the current study suggest that insulin resistance and IGFs may synergistically increase the 
risk of breast carcinoma.) 
 
Michels KB, et al. Type 2 diabetes and subsequent incidence of breast cancer in the nurses’ health study. 
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between low 25-hydroxyvitamin D blood serum levels and breast cancer risk.) 
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