Hallo

 

Mit Spätfolgen meine ich z.b Krebs,..Brustkrebs weil einige Hinweise dafür sprechen das Dyhydrotestosteron mit dieser Erkrankung assoziirt ist.Die Steroid-5-alpha-R ist nämlich auch im Brustgewebe exprimiert!Siehe her.

There is evidence that postmenopausal women with increased androgen levels have a higher risk of breast cancer (1, 2, 3, 4, 5, 6, 7, 8, 9) . Androgens may influence breast cancer risk indirectly through their conversion to estrogens, mediated by aromatase (10 , 11) , but also directly by stimulating the growth and division of breast cells (12 , 13) . 
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-reductase is an important regulator of local actions of androgens. It reduces testosterone into the biologically more active and nonaromatizable DHT (14) . DHT binds to the AR with greater affinity than testosterone and the DHT-AR complex transactivates a number of genes with AR-responsive elements. In addition, DHT has been shown to act through the estrogen receptor [image: image1.png]


as well, leading to cell proliferation without conversion to estrogens (15) . Two isoforms of 5-[image: image2.png]


-reductase are known, encoded for by different genes: SRD5A1 (chromosome 5p15) and SRD5A2 (chromosome 2p23). Both genes are restricted in their expression patterns, the SRD5A1 gene being primarily expressed in liver and skin and the SRD5A2 gene in liver, prostate, and epididymis (16) . Until now, no results have been published on the expression of these genes in normal breast tissue, but there is evidence that both type I and type II enzymes are expressed in human breast carcinoma tissues (17) .
 

Man bedenke hier auch,das DHT Östradiol im Zielgewebe mesenchymal stimmulieren kann.Warscheinlich soll das dann den systemischen Abfall bei Androgen induzierter Aromataseschwäche abfangen.

Desweiteren kann es zu Herz und Kreislauferkrankungen kommen.

 

Es ist so das die meissten Ärzte sich nicht ausreichend fortbilden,und deshalb nichts von hormonellen Interaktionen verstehen.Leider schiebt man die Krebsgefahr immer nur auf das Östrogen,durch welches zwar bestehnde Tumore wachsen können,..aber oft vergessen wird das Östrogen auch antioxidativ,..Zellschützend wirkt,wenn es nicht zu stark sekretiert,oder substituirt wird.Viele Ärzte wissen nicht das jedes Ungleichgewicht im Hormonhaushalt oxidativen Zellstress,der sich dann karzinogen auswirken kann,erzeugt.Alle schädigenden Einflüsse machen die selben Endfaktoren,..sei es ein Ungleichgewicht im Hormonhaushalt,oder externe Einflüsse wie Tabakkonsum,oder UV Strahlung,..oder auch Fehlernährung.

 

Guck mal da unten,..unzählige Publikationen(wenn man die Referenzen der Volltextdateien miteinbezieht),die ein erhöhtes Brustkrebsrisiko bei abnormalen Androgenwerten,CAG-Polymorphysmus,und Dihydrotestosteron bei Frauen nahelegen.

 

The V89L polymorphism in the 5-alpha-reductase type 2 gene and risk of breast cancer.
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Women with high androgen levels appear to be at increased risk for breast cancer. The 5-alpha-reductase type 2 enzyme (SRD5A2) is an important mediator of local androgen actions. The SRD5A2 gene contains a polymorphism leading to a valine to leucine change in codon 89 (V89L). The Leu allele has been associated with lower SRD5A2 activity and might be protective for breast cancer. At the same time, among breast cancer patients, the Leu allele has been associated with lower prostate-specific antigen expression, indicating poor prognosis. Within a cohort of breast cancer screening participants in the Netherlands (DOM-cohort) we examined whether the V89L polymorphism is associated with the risk and prognosis of breast cancer. We studied 295 postmenopausal breast cancer cases and a randomly selected reference group from the baseline cohort (n = 382). The genotype distribution in the reference group was: VV 52%; VL 40%; and LL 8%. Compared with women with the VV genotype, adjusted breast cancer rate ratios for women with VL and LL genotypes were 1.5 (95% confidence interval = 1.0-2.2) and 1.1 (95% confidence interval = 0.5-2.1), respectively. Compared with breast cancer patients with VV or VL genotypes, those with the LL genotype showed larger tumors (proportion with size > 2 cm is 26 versus 55%, respectively; P = 0.07), a higher frequency of positive lymph nodes (28 versus 55%, respectively; P = 0.09), and a higher tumor-node-metastasis stage (proportion with stage III/IV: 6 versus 25%, respectively; P = 0.04). The LL genotype is also associated with shorter survival than the VV and VL genotypes (P = 0.10). In conclusion, our findings do not provide evidence for an important role of the V89L polymorphism in the etiology of breast cancer. However, in breast cancer patients, the LL genotype may be associated with unfavorable prognosis. 

 

 

Serum sex hormone levels after menopause and subsequent breast cancer

F Berrino, P Muti, A Micheli, G Bolelli, V Krogh, R Sciajno, P Pisani, S Panico and G Secreto 
Istituto Nazionale Tumori, Milan, Italy. 

BACKGROUND: High levels of androgens and estrogens have been reported to be associated with breast cancer. However, the multiplicity of factors that influence hormone levels and methodologic issues complicate the study of the relationship between steroid sex hormones and breast cancer. PURPOSE: Using an improved study design, we assessed prospectively the relationship between the principal steroid sex hormones in serum and the subsequent occurrence of invasive breast cancer in postmenopausal women. METHODS: Four thousand fifty-three healthy postmenopausal women aged 40-69 years, were enrolled from June 1987 through June 1992 in a prospective investigation of hormones and diet in the etiology of breast tumors (ORDET study) as part of a larger volunteer cohort of 10 788 premenopausal and postmenopausal women from Varese Province, northern Italy. At recruitment, blood samples were taken between 8:00 AM and 9:30 AM (after overnight fasting), and sera were preserved in -80 degree Celsius freezers. Women who had received hormone treatment in the 3 months prior to enrollment, who had bilateral ovariectomy, or who had a history of cancer or liver disease were not recruited. Twenty-five women in the final eligible cohort of postmenopausal women developed histologically confirmed, invasive breast cancer during the first 3.5 years of follow-up for the cohort (13 537 women-years). For each case subject, four control subjects were randomly chosen after matching for factors possibly affecting hormone preservation in serum. One case subject and eight control subjects were excluded because premenopausal hormonal patterns were found; thus, after also excluding the four control subjects matched to the ineligible case subject, we included 24 case and 88 control subjects. In the spring of 1994, stored sera of case and control subjects were assayed in a blinded manner for dehydroepiandrosterone sulfate and estradiol (E2) by in-house radioimmunoassay and for total and free testosterone and sex hormone-binding globulin by commercially available nonextraction iodination kits. Mean differences in risk factors were tested by analysis of variance for paired data. Relative risks (RRs) were estimated by conditional logistic regression analysis. All P values resulted from two-sided tests. RESULTS: Age-adjusted mean values of total testosterone, free testosterone, and E2 were significantly higher in case subjects than in control subjects: total testosterone, 0.34 ng/mL versus 0.25 ng/mL (P<.001); free testosterone, 1.07 pg/ml versus 0.77 pg/mL (P= .006); and E2, 25 pg/mL versus 22 pg/mL (P= .027). Age-adjusted RRs for breast cancer in increasing tertiles were as follows: for total testosterone, 1.0, 4.8, and 7.0 (P for trend =.026); for free testosterone, 1.0, 1.8, and 5.7 (P for trend=.005); and for total E2, 1.0, 7.1, and 5.5 (P for trend= .128). CONCLUSIONS AND IMPLICATIONS: This prospective study provides further evidence in support of the already established association between elevated estrogen levels and breast cancer. Even more importantly, it provides new evidence that high serum testosterone levels precede breast cancer occurrence. 

 

Hier der Volltext: http://jncicancerspectrum.oxfordjournals.org/cgi/reprint/jnci;88/5/291.pdf
 

 

 

Urinary endogenous sex hormone levels and the risk of postmenopausal breast cancer.

Onland-Moret NC, Kaaks R, van Noord PA, Rinaldi S, Key T, Grobbee DE, Peeters PH.

Julius Center for Health Sciences and Primary Care, University Medical Center Utrecht, Room D-01.335, PO Box 85500, 3508 GA Utrecht, The Netherlands. N.C.Onland@jc.azu.nl

To assess the relation between urinary endogenous sex steroid levels and the risk of postmenopausal breast cancer, a nested case-cohort study was conducted within a large cohort (the DOM cohort) in the Netherlands (n=9,349). Until the end of follow-up (1 January 1996), 397 postmenopausal breast cancer cases were identified and a subcohort of 424 women was then taken from all eligible women. Women using hormones were excluded, leaving 364 breast cancer cases and 382 women in the subcohort for the analyses. Concentrations of oestrone, oestradiol, testosterone, 5alpha-androstane-3alpha, 17beta-diol and creatinine were measured in first morning urine samples, which had been stored since enrolment at -20 degrees C. A Cox proportional Hazards model was used, with Barlow's adjustment for case-cohort sampling, to estimate breast cancer risk in quartiles of each of the, creatinine corrected, hormone levels, the lowest quartile being the reference group. Women with higher levels of all four of the hormones were at increased risk for postmenopausal breast cancer (highest vs lowest quartile: incidence rate ratio for oestrone (IRR(oestrone)=2.5, 95% CI: 1.6-3.8; IRR(oestradiol)=1.5, 95% CI: 1.0-2.3; IRR(testosterone)=1.6, 95% CI: 1.0-2.4; IRR(5alpha-androstane-3alpha, 17beta-diol)=1.7, 95% CI: 1.1-2.7). In conclusion, women with higher excretion levels of both oestrogens and androgens have an increased risk of breast cancer.

 

 

A49T, V89L and TA repeat polymorphisms of steroid 5alpha-reductase type II and breast cancer risk in Japanese women.

Yang C, Hamajima N, Iwata H, Saito T, Matsuo K, Hirose K, Inoue M, Takezaki T, Tajima K.

Division of Epidemiology and Prevention, Aichi Cancer Center Research Institute, 1-1 Kanokoden, Chikusa-ku, Nagoya 464-8681, Japan.

BACKGROUND: Breast cancer is hormone related, as are cancers of the endometrium, ovary, and prostate. Several studies have suggested that higher extracellular levels of androgens are associated with breast cancer risk, while biological evidence indicates that androgens are protective. The codon 49 alanine to threonine substitution (A49T), codon 89 valine to leucine substitution (V89L) and TA repeat polymorphisms of the steroid 5alpha-reductase type II (SRD5A2) gene are considered functional with respect to enzyme activity converting testosterone into dihydrotestosterone. To test the hypothesis that these three polymorphisms are associated with risk of breast cancer, a case-control study was conducted with patients of Aichi Cancer Center Hospital. METHODS: The cases were 237 patients histologically diagnosed with breast cancer, and the controls were 185 noncancer outpatients. DNA from peripheral blood was genotyped by PCR methods. RESULTS: The threonine allele of A49T was not found in our subjects. Compared with the V/V genotype of V89L, the L/L genotype was associated with a decreased risk (crude odds ratio [OR] = 0.61, 95% confidence interval [CI] = 0.36-1.05). This was also the case for the TA(9/9) genotype, with an OR of 0.58 (95% CI = 0.13-2.63) relative to TA(0/0). Among women with the TA(0/0) genotype, however, the OR for the L/L genotype was 0.46 (95% CI = 0.24-0.88) compared with the V/V genotype, and those with the V/V and TA(0/0) genotypes had the highest risk. The haplotype with the L and TA(9) repeat alleles was not found. CONCLUSION: This study is the first to our knowledge focusing on Japanese women, suggesting that SRD5A2 polymorphisms might have an association with breast cancer risk. Further large-sample studies will be required to confirm the association and to assess any interactions with environmental factors.

 

Hier der Volltext:http://www.pubmedcentral.gov/picrender.fcgi?artid=116722&blobtype=pdf

 

 

Codon 89 polymorphism in the human 5 alpha-reductase gene in primary breast cancer.

Scorilas A, Bharaj B, Giai M, Diamandis EP.

Department of Pathology and Laboratory Medicine, Mount Sinai Hospital, Toronto, Ontario, M5G 1X5, Canada.

The enzyme human steroid 5-alpha reductase type II (SRD5A2) and androgen receptor (AR) are critical mediators of androgen action, suggesting a potential role in hormonally related cancers. The SRD5A2 gene harbours two frequent polymorphic sites, one in the coding region, at codon 89 of exon 1, where valine is substituted by leucine (V89L) and the other in the 3' untranslated region (3' UTR) where a variable number of dinucleotide TA repeat lengths exists. The V89L polymorphism is known to alter the activity of this enzyme. In the present study we examined 144 sporadic breast tumours from Italian patients for the V89L and TA polymorphisms by sequence and fragment analysis, respectively. Tumour extract prostate specific antigen (PSA) concentration as well as a number of well-established clinical and pathological parameters were evaluated. The results show that 53% of the tumours were homozygous for VV alleles, 37% were heterozygous for VL alleles and 10% were homozygous for LL alleles. TA(0) repeats were found in tumours with VV, LL and VL genotypes. TA(9) repeats were only found in VV homozygotes and were totally absent from either LL homozygotes or VL heterozygotes. PSA expression was significantly elevated in tumours with VV genotype. The presence of LL alleles in breast tumours is associated with earlier onset and shorter disease-free (RR = 2.65;P = 0.013) and overall survival (RR = 3.06;P = 0.014) rates. The VV genotype is associated with a more favourable prognosis. Our study suggests that the polymorphism in codon 89 of exon 1 of the human 5 alpha-reductase gene is related with TA repeat genotypes, PSA expression and breast cancer prognosis. More specifically, we found that the LL genotype is also associated with earlier onset and more aggressive forms of breast cancer. Long-term-outcome studies are needed to investigate the relevance of this polymorphism to breast cancer susceptibility. Copyright 2001 Cancer Research Campaign.
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-Reductase Gene and Breast Cancer 

Bhupinder Bharaj, Andreas Scorilas, Maurizia Giai and Eleftherios P. Diamandis1 
Department of Pathology and Laboratory Medicine, Mount Sinai Hospital [B. B., A. S., E. P. D.] and Department of Laboratory Medicine and Pathobiology, University of Toronto [B. B., A. S., E. P. D.], Toronto, Ontario M5G 1X5, Canada, and Department of Gynecologic Oncology, Institute of Obstetrics and Gynecology, University of Turin, Turin 10128, Italy [M. G.] 

There is increasing evidence that androgens play a significant role in the development and progression of breast cancer. 5[image: image8.png]


-Reductase (SRD5A2) is an enzyme that is expressed in androgen-dependent tissues, and it catalyzes the reduction of testosterone to its more bioactive form, dihydrotestosterone, which then transactivates a number of genes. One of these genes encodes for prostate-specific antigen (PSA), a favorable prognostic factor in breast cancer. The 3' untranslated region of the SRD5A2 gene contains either no TA repeats [(TA)0] or 9 [(TA)9] or 18 [(TA)18] repeats. Variations in the length of these dinucleotide repeats have been reported to influence the enzymatic activity of SRD5A2. 
In this study, we determined the TA genotypes in DNA from 141 well-characterized breast tumors and in DNA from whole blood of 70 women without cancer. The presence of TA genotypes was then associated with tumor cytosolic PSA concentrations and with clinicopathological variables, including disease-free survival and overall survival. Three genotypes, (TA)0 homozygote, (TA)0/(TA)9 heterozygote, and (TA)9 homozygote, were identified. No (TA)18 alleles were detected in any of the two patient groups. A statistically significant association between high PSA concentrations and (TA)0/(TA)9 or (TA)9 genotypes was observed (P = 0.004). (TA)0/(TA)9 or (TA)9 genotypes were found less frequently in patients at stage III or IV disease. TA genotypes were not associated with other clinicopathological variables by contingency table analysis. Patients with (TA)0/(TA)9 or (TA)9 repeats, when compared to those with genotypes homozygous for the (TA)0 allele, showed a significant reduction in the risk for relapse (P = 0.043). Long-term studies are needed to investigate the relevance of this polymorphism to breast cancer susceptibility. 

Volltext:http://cebp.aacrjournals.org/cgi/reprint/9/4/387
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