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Risks with androgens? 
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Cardiovascular and cancer safety of testosterone in women. 
 
Davis SR. 
PURPOSE OF REVIEW: 
To examine the recent data pertaining to the relationships between testosterone and 
cardiovascular disease (CVD) and cancer in women. 
RECENT FINDINGS: 
Despite the entrenched belief that higher blood levels of testosterone increase the risk of 
CVD in women, data from recent observational studies mostly show an inverse relationship 
between testosterone and CVD risk. One pilot study suggests favorable e!ects of nonoral 
testosterone treatment of women with established congestive cardiac failure which merits 
further evaluation. The relationship between endogenous testosterone production and 
breast cancer risk remains contentious, with recent studies indicating either no relationship, 
or a possible increase in risk when estrone and estradiol are not taken into account. No 
randomized controlled trial of testosterone therapy has been su"ciently large or of 
su"cient duration to establish whether such treatment may influence breast cancer 
occurrence. There does not appear to be an association between testosterone and 
endometrial cancer, or other malignancies on review of published studies. 
SUMMARY: 
Testosterone is inversely associated with increased CVD risk in women, whereas low sex 
hormone binding globulin increases CVD risk. The relationship between testosterone and 
breast cancer remains unclear, although a clear signal of risk has not emerged from studies 
of women treated with testosterone therapy over the past decade. 
 
Curr Opin Endocrinol Diabetes Obes. 2011 Jun;18(3):198-203. doi: 10.1097/MED.
0b013e328344f449. 
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Testosterone is inversely associated with increased 
CVD risk in women… [the > T, the < risk] 
 

 

Cardiovascular and cancer safety  
of testosterone in women. 

 

 

 
The relationship between testosterone and breast 
cancer remains unclear, although a clear signal of risk 
has not emerged from studies of women treated with 
testosterone therapy over the past decade. 
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Circulating sex steroids and breast cancer risk in 
premenopausal women. 
 

Recently, the associations between circulating hormones in premenopausal women 
and subsequent risk of breast cancer have been evaluated. To date, both positive 
and null associations have been observed for estrogens and inverse and null 
associations for progesterone with breast cancer risk. For estrogens, the 
relationships may vary by menstrual cycle phase (e.g., follicular versus luteal 
phase), although this requires confirmation. Few studies have evaluated estrogen 
metabolites in relation to breast cancer risk; hence, no conclusions can yet be 
drawn. Findings for the largely adrenal-derived dehydroepiandrosterone (DHEA) 
and DHEA sulfate also are inconsistent and may vary by age. However, relatively 
consistent positive associations have been observed between testosterone (or free 
testosterone) levels and breast cancer risk; these associations are of similar 
magnitude to those confirmed among postmenopausal women. In this review, we 
summarize current evidence and identify gaps and inconsistencies that need to be 
addressed in future studies of sex steroids and premenopausal breast cancer risk. 
Horm Cancer. 2010 Feb;1(1):2-10. doi: 10.1007/s12672-009-0003-0. Epub 2010 Feb 9. 
 
Source 
Channing Laboratory, Department of Medicine, Harvard Medical School and 
Brigham and Women's Hospital,  
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PRE-Menopausal women 
 
…relatively consistent positive associations have been observed 
between testosterone (or free testosterone) levels and breast 
cancer risk; these associations are of similar magnitude to 
those confirmed among postmenopausal women 

My question:  
Are testosterone levels being assessed with 24 hour urine 
hormone tests? 
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Re Cancer safety  
of testosterone in women. 

 
•  Additional note: As it is possible for testosterone 

to aromatize to estradiol, hormone testing when 
administering testosterone, as always, is 
imperative.  

•  This provides excellent assessment of any 
hormonal excess that could relate to 
overstimulation of breast glandular tissue.  
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Associations between serum testosterone levels, cell proliferation and 
progesterone receptor content in normal and malignant breast tissue in 
postmenopausal women 

Progestogens and progesterone receptors (PR) may play an important role in 
increased breast proliferation following combined estrogen/progestogen hormone 
therapy, while androgens may counteract this e!ect. In 50 untreated healthy 
postmenopausal women and 48 untreated postmenopausal breast cancer patients, 
we measured serum levels of testosterone (T), sex hormone-binding globulin (SHBG), 
estrone (E1) and adrenal androgens; and additionally, in the breast cancer patients, 
cortisol and corticosteroid-binding globulin and endocrine data related to breast 
proliferation (assessed using the Ki-67/MIB-1 monoclonal antibody) and PR levels 
(determined by enzyme immunoassay) in the breast cancer tissue. In the healthy 
women the percentage of MIB-1+ cells showed significant negative correlations with 
serum levels of total T, calculated free T (fT) and the fT/E1 ratio; while in the breast 
cancer patients PR content showed significant negative correlations with fT level, the 
fT/E1 ratio and the T/SHBG ratio. No other correlations were found in any of the 
groups. Our findings in healthy women confirm previous reports of an antiproliferative 
e!ect of androgens in breast tissue and our finding in breast cancer patients suggests 
that this antiproliferative e!ect may be mediated via downregulation of PR. 

Marie Hofling, Lars Löfgren, et.al.   Gynecological Endocrinology  2008, Vol. 24, 
No. 7 , Pages 405-410   http://informahealthcare.com/doi/abs/
10.1080/09513590802193061 
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Our findings in healthy women confirm previous reports of an 
antiproliferative e!ect of androgens in breast tissue and our 
finding in breast cancer patients suggests that this 
antiproliferative e!ect may be mediated via downregulation 
of PR [progesterone receptor]. 
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Circulating sex steroids and breast cancer risk in premenopausal women. 
Recently, the associations between circulating hormones in premenopausal 
women and subsequent risk of breast cancer have been evaluated. To 
date, both positive and null associations have been observed for estrogens 
and inverse and null associations for progesterone with breast cancer risk. 
For estrogens, the relationships may vary by menstrual cycle phase (e.g., 
follicular versus luteal phase), although this requires confirmation. Few 
studies have evaluated estrogen metabolites in relation to breast cancer 
risk; hence, no conclusions can yet be drawn. Findings for the largely 
adrenal-derived dehydroepiandrosterone (DHEA) and DHEA sulfate also 
are inconsistent and may vary by age. However, relatively consistent 
positive associations have been observed between testosterone (or free 
testosterone) levels and breast cancer risk; these associations are of similar 
magnitude to those confirmed among postmenopausal women. In this 
review, we summarize current evidence and identify gaps and 
inconsistencies that need to be addressed in future studies of sex steroids 
and premenopausal breast cancer risk. Horm Cancer. 2010 Feb;1(1):2-10. 
doi: 10.1007/s12672-009-0003-0. Epub 2010 Feb 9. 
Source. Susan E. Hankinson & A. Heather Eliassen 
Channing Laboratory, Department of Medicine, Harvard Medical School 
and Brigham and Women's Hospital,  
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both positive and null associations  Estrogens 
both inverse and null associations  Progesterone 

Estrogen metabolites both inverse and null associations  

DHEA & DHEA-S inconclusive 

Testosterone relatively consistent positive associations 

similar to these associations in 
postmenopausal women 

total & free 

“The complexity of measuring estrogens in di!erent phases of the 
menstrual cycle may have contributed to the inconsistencies in the 
literature.” 

Circulating sex steroids and breast cancer 
 risk in premenopausal women 
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•  DHEA transdermals can be optimal way to Rx… 
    though absorption can be good or not good 
•  100 mg/ml in organic base: 4 mg/gtt 

•  Test, especially if you are going to exceed 10 mg/day 
•  Region to apply: similar to testosterone 

-  Do not exceed 15mg/day p.o. without testing 
•  Test without omitting dose on 24 hr urine, either for 

 oral or TD 

•  DHEA oral dose 5 - 15mg/day 

- In pump bottle 1 pump = # g = # ml  
- 1 pump = 5 mg or 15 mg (using above strengths)  

•  DHEA can be compounded combined with oral 
Progesterone for same cost per capsule as either alone 

•  10 mg/g, 30 mg/g examples of a gel preparation, 
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-   Androgen depletion occurs over time 

-  Dose determine testosterone based on symptoms: always 
confirm clinical improvement by testing 

-   Androgens may be adequate in peri-menopause (or not!) 

-  All hormones matter: androgens are their own   adventure 

-  Restoring androgens, DHEA & Testosterone, are 
important in menopausal women, & very much so for 
those in advanced age 

Androgen Journey 


