REBUTTAL OF THE 2006 HARVARD NURSES STUDY REPORT ON TESTOSTERONE & BREAST CANCER:           .         The observational study  report (Tamimi, Harvard, July 2006)  damning testosterone replacement TRT for women   is seriously misleading. The Abstract concludes that (in the USA Nurses' Health, and  Ewertz' Danish, studies) women using estrogen and testosterone E+T therapies (for symptom relief)   " have increased (2.7 x)  risk of invasive breast cancer BRCA ", significantly higher than estrogen ERT alone and   marginally higher than estrogen-progestin E+PT therapy..                                                                                                                                                 
   But only half way through the paper – under Comment-   does it mention that the nurses were largely using  oral therapy; and only under Methods does it note that by 1998 one oral brand (Estratest)   accounted for 90% of testosterone TT use. Thus at least 90% of the women they analysed were  not taking  appropriate ie systemic hormone replacement SHR   –Estratest   does not contain  human hormones (estradiol and TT),  but equine estrogens (like premarin)  0.625 to  1.25mg/day, and long-condemned  methyltestosterone MTT 1.25 to 10mg/day.
      .     The Harvard study   ignores that BRCA has been reported for over 30 years to be increased by vigorous sex hormone therapy -mostly premarin/ provera in USA. The earliest reports on Pubmed are Fechner 1972; Hoover 1976; and by 1980 Ross, Henderson et al reported   that BRCA occurrence occurs increasingly  once premarin total dose exceeds 1500mg ie about 7years. Women who take physiological (ie not oral)   ERT  at the usual preventative relieving dose of about 0.05-0.07mg/day – about  1/20th of the historical USA industry-promoted oral dose – thus   approach the risk total dose of estrogen only beyond 70 years of systemic ERT. 
   They ignore that longterm oral anabolic steroids like MTT have been condemned for 50 years because they cause liver disease including cancer (Wood 1952; Frey 1973) Yet no  case of breast cancer occurring in a hypogonadal male on appropriate physiological androgen replacement   is listed on Pubmed,  nor reported by established clinics. This is unique since rare cases are always reported, especially emotive cancers – as happened 20 years (Herbst 1971 – vaginal cancer)   after the publication of the disastrous outcome of the Chicago DES trial (Dieckmann 1953)  In contrast, a 20year follow-up study ( Karydas ea 1987) showed that testosterone therapy after breast cancer made no difference to survival.  
Tamimi ea   wrongly imply  that TRT was available in USA only as oral MTT. This is incorrect; for 50 years Schering Corp and others have had testosterone and estradiol tablets, creams, suppositories, implant   pellets and injections and lately patches  available there and everywhere. William Masters and team proved  benefits of  (shortacting)  T+E replacement by imi injection in a 13month randomised controlled trial by 1953. .
For decades it has been accepted  that all   for common endocrine deficiency,  hormone  replacement HRT must be with physiological human hormones: melatonin, cortisone &   thyroid are exceptions that can be take orally, whereas for most, the oral-hepatic route simply does not work well enough  (eg insulin, erythropoetin,   vasopressin, glucagon, calcitonin, parathyroid,  growth hormone, TT, estrogen ) . But (especially in USA)  hypogonadal women – who make up over half   of the elderly population-  have for commercial reasons –aka   "convenience" (Masters 1957)   mostly been denied physiological ie systemic balanced natural (ie unpatentable)  SHR, made the exception (to all other hormone substitution) with unphysiolgical   often  inferior xeno- and  synthetic patent sex hormones  
   By contrast, unlike with oral HRT or androgen abuse,   no clinics following hypogonadal men or women on long-term physiological ie appropriate systemic TRT for over 40 years have reported any increase in cancer let alone any androgen-induced   disease – in fact such patients appear  to have less of all common degenerative diseases (Schleyer-Saunders; Gelfand; Greenblatt;   Gambrel; Behre, Whitehead, Studd, Davis, Kaufman, Carruthers, Schiff).  Such specialist clinics using appropriate systemic HRT (estradiol/ testosterone)   have been running at least in Australia, Europe, Canada, South Africa, UK and USA for up to 50 years, and patients continue to return after 40 years, well past 80yrs, including for their implants (Gambrell 2004)..                
  Ewertz' 1988 Danish study( that Tamimi et al quote as doubling the risk of breast cancer) also did not study women using   physiological hormone replacement: they used bolus "injections of 50-100mg testosterone and estradiol  2.5-5mg at 3-7week intervals"   ie giving the women  outlandish  mean (virilizing)  testosterone levels of perhaps 8nmol/L, and mean estradiol perhaps above 1 nmol/L (extrapolation from Nieschlag & Behre:Testosterone Action, Deficiency, Substitution: Springer, Berlin   1998  p336). Physiological HRT in men replaces testosterone to within the range of about 12 – 40nmol/L (as with eg 3monthly Nebido 1gm, or creams, or depotestosterone enanthate/cypionate   DTT 80-100mg sc weekly; and in women replaces estradiol to within the serum  range of about 100-400pmol/L and testosterone 1 to 3nmol/L (with creams, patches or sc DTT 5-10mg + depot-estradiol   0.25-0.5mg, or lowdose micronized tablets).
CONCLUSION: So the conclusions of these  Harvard and Danish (and the   EPIC WHO(2006), and the WHI(2002-4))  analyses are wrongly generalised,  and  irrelevant to appropriate physiological human testosterone-estradiol   replacement  in postmenopausal women to measured levels near the range of healthy young people - as is the only defensible    practice in all areas of endocrinology. 
      The denial of appropriate sexhormone replacement by mis-interpretation of the WHI trial has done women great harm. This must not occur again with inappropriate knee-jerk denial of appropriate testosterone replacement for hypogonadal men or women. 
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Ewertz M.Danish Cancer Society, Copenhagen Int J Cancer. 1988 Dec 15;42(6):832-8 Influence of non-contraceptive exogenous and endogenous sex hormones on breast cancer risk in Denmark. .
 a population-based case-control study was conducted in Denmark, including 1,486 cases diagnosed over a one-year period, identified from the files of the nation-wide clinical trial of the Danish Breast Cancer   Group/ Registry. The control group was an age-stratified random sample of 1,336 women from the general population. Data on risk factors were collected by (mailed) questionnaires. The major findings included a trend (p = 0.001) toward decreasing risk with increasing age at menarche in pre-menopausal women, trends toward increasing risk with continued menstrual cycles after the age of 50 in pre- and post-menopausal women (p-values of 0.01 and 0.002 respectively), and a trend (p = 0.002) toward increasing risk with increasing duration of non-contraceptive sex hormone usage in post-menopausal women. Information on brand names made it possible to examine types of hormones used, which showed an RR of 1.36 (95% CI 0.98-1.87) for sequential therapy with oestrogen and progestagen and RR = 2.31 (95% CI 1.37-3.88) for combined oestrogen-androgen treatment. These results should be interpreted with caution, however, needing verification from other studies. 
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 1891 women given conjugated estrogens for the menopause were followed for 12 years (mean) for incidence of breast cancer. Overall, 49 cases were observed; 39.1 were expected on the basis of rates in the general population (relative risk = 1.3, P = 0.06). The relative risk increased with follow-up duration, progressing to 2.0 after 15 years (13/6.6, P = 0.01). The excess risk after 10 years was not due simply to prolonged estrogen use, since there was no clear dose-response relation to accumulated years of use. However, higher risk accrued to women using higher-dose tablets and those taking the medication on an other than daily basis. In addition, after 10 years of follow-up observation, two factors related to low risk of breast cancer, multiparity and oophorectomy, were no longer so related. Finally, estrogen use was related to an especially high risk of breast cancer among women in whom benign disease developed after they had started the drug. 
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Postmenopausal serum androgens, oestrogens and breast cancer risk: the European prospective investigation into cancer and nutrition. Endocr Relat Cancer. 2005;12:1071-82 Considerable experimental and epidemiological evidence suggests that elevated endogenous sex steroids - notably androgens and oestrogens - promote breast tumour development. In spite of this evidence, postmenopausal androgen replacement therapy with dehydroepiandrosterone (DHEA) or testosterone has been advocated for the prevention of osteoporosis and improved sexual well-being. We conducted a case-control study nested within the European Prospective Investigation into Cancer and Nutrition. Levels of testosterone, oestrone, oestradiol and (SHBG) were measured in prediagnostic serum samples of 677 postmenopausal women who subsequently developed breast cancer and 1309 matched control subjects. Levels of free testosterone and free oestradiol were calculated from absolute concentrations of testosterone, oestradiol and SHBG. Logistic regression models were used to estimate relative risks of breast cancer by quintiles of hormone concentrations. For all sex steroids -the androgens as well as the oestrogens - elevated serum levels were positively associated with breast cancer risk, while SHBG levels were inversely related to risk. For the androgens, relative risk estimates (95% confidence intervals) between the top and bottom quintiles of the exposure distribution were: DHEAS 1.69 (1.23-2.33), androstenedione 1.94 (1.40-2.69), testosterone 1.85 (1.33-2.57) and free testosterone 2.50 (1.76-3.55). For the oestrogens, relative risk estimates were: oestrone 2.07 (1.42-3.02), oestradiol 2.28 (1.61-3.23 ) and free oestradiol (odds ratios 2.13 (1.52-2.98)). Adjustments for body mass index or other potential confounding factors did not substantially alter any of these relative risk estimates. Our results have shown that, among postmenopausal women, not only elevated serum oestrogens but also serum androgens are associated with increased breast cancer risk. Since DHEAS and androstenedione are largely of adrenal origin in postmenopausal women, our results indicated that elevated adrenal androgen synthesis is a risk factor for breast cancer. The results from this study caution against the use of DHEA(S), or other androgens, for postmenopausal androgen replacement therapy
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One hundred and fifty-five patients with carcinoma of the breast treated by mastectomy were randomised to receive no additional treatment or to receive adjuvant testosterone. After a minimum follow up of 15 years there is no difference in either relapse free survival or overall survival between the treated and control groups. Stratification by pathological nodal status showed no benefit either for those with negative or positive axillary lymph node involvement. 
Ross RK, Paganini-Hill A, Gerkins VR, Mack TM, Pfeffer R, Arthur M, Henderson BE A case-control study of menopausal estrogen therapy and breast cancer. JAMA. 1980 Apr 25;243(16):1635-9
.The association between estrogen replacement therapy and female breast cancer was studied in two Los Angeles area retirement communities. The 138 study cases of breast cancer occurring in residents younger than 75 years were compared with age- and race-matched community control subjects. The risk ratio for a total cumulative dose in excess of 1,500 mg was estimated to be 2.5 in women with intact ovaries. This increase was present using various independent sources of drug usage information but was inconsistent at low dose and undetectable in oophorectomized women. No important sources of confounding could be identified, and no risk modifiers could be identified except for a history of surgically confirmed benign breast disease. In such women with intact ovaries, the risk ratio for a high cumulative dose rose to 5.7 relative to nonusers with normal breasts.            So we must continue to ask: why did USA continue to use premarin 0.625mg/day as routine, even in the WHI?
Tamimi RM, Hankinson SE, Chen WY, Rosner B, Colditz GA.Harvard, Boston,. Combined estrogen and testosterone use and risk of breast cancer in postmenopausal women.   Arch Intern Med. 2006;166:1483-9 
BACKGROUND: The role of androgens in breast cancer etiology has been unclear. Epidemiologic studies suggest that endogenous testosterone levels are positively associated with breast cancer risk in postmenopausal women   We conducted a prospective cohort study in the Nurses' Health Study from 1978 to 2002 to assess the risk of breast cancer associated with different types of postmenopausal hormone (PMH) formulations containing testosterone. During 24 years of follow-up (1 359 323 person-years), 4610 incident cases of invasive breast cancer were identified among postmenopausal women. Information on menopausal status, PMH use, and breast cancer diagnosis was updated every 2 years through questionnaires. RESULTS: Among women with a natural menopause, the risk of breast cancer was nearly 2.5-fold greater among current users of estrogen plus testosterone therapies (multivariate relative risk, 2.48; 95% confidence interval, 1.53-4.04) than among never users of PMHs.(P for heterogeneity, .11). Women receiving PMHs with testosterone had a 17.2% (95% confidence interval, 6.7%-28.7%) increased risk of breast cancer per year of use. CONCLUSION: Consistent with the elevation in risk for endogenous testosterone levels, women using estrogen and testosterone therapies have a significantly increased risk of invasive breast cancer. 
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