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Spezielle Analysen zu den einzelnen Indikationsgebieten

Brustkrebserkrankungen bei Frauen und der Einfluss der
Hormontherapie in und nach den Wechseljahren

Cornelia Gerdau-Heitmann

BARMER GEK Arzneimittel-Report 2010

Schriftenreihe zur Gesundheitsanalyse, Band 2: 1-224
Gerdau-Heitmann C. Kapitel 3, 99-109



Abbildung 3.1.2 Altersspezifische HT-Verordnungspravalenz der Jahre 2001, 2005
und 2009 in Prozent
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BARMER GEK Arzneimittel-Report 2010, Schriftenreihe zur
Gesundheitsanalyse, Band 2: 1-224
Gerdau-Heitmann C. Kapitel 3, 99-109



In Bezug auf das Jahr 2001 lasst sich dagegen nahezu
eine Halbierung der HT-Verordnungspravalenz

feststellen.

Die Abbildung 3.1.2 zeigt die

altersspezifischen HT-Verordnungspravalenzen.
Vergleicht man die Ergebnisse mit denen im Jahr 2001,

SO zeigt sic
unter 70 Ja
eine Veroro
bis sechste

N, dass im Altersbereich zwischen 50 und
nren nicht mehr jede zweite bis dritte Frau

nung aufweist, sondern nur noch jede flnfte
Frau.

BARMER GEK Arzneimittel-Report 2010
Schriftenreihe zur Gesundheitsanalyse, Band 2: 1-224
Gerdau-Heitmann C. Kapitel 3, 99-109



Abbildung 3.1.3 Altersspezifische Brustkrebspravalenz der Jahre 2001, 2005 und
2008 in Prozent
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BARMER GEK Arzneimittel-Report 2010, Schriftenreihe zur
Gesundheitsanalyse, Band 2: 1-224
Gerdau-Heitmann C. Kapitel 3, 99-109



Abbildung 3.1.1 Altersstandardisierte HT-Verordnungspravalenz der Jahre 2001
bis 2009 sowie die Brustkrebspravalenz von 2001 bis 2008
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BARMER GEK Arzneimittel-Report 2010, Schriftenreihe zur
Gesundheitsanalyse, Band 2: 1-224
Gerdau-Heitmann C. Kapitel 3, 99-109



Anhand der Arzneiverordnungsdaten wurde
anschliel3end ermittelt, welche Frauen Hormone im
Untersuchungszeitraum von 2001bis 2008
verschrieben bekamen und welche Frauen in den
stationaren Daten die Diagnhose Brustkrebs aufwiesen.
Die Auswertung mit der Prozedur Proc logistic zeigte
jedoch einen erniedrigten Wert mit einem OR = 0,666
(95 % KI =0,571 - 0,778)..

BARMER GEK Arzneimittel-Report 2010
Schriftenreihe zur Gesundheitsanalyse, Band 2: 1-224
Gerdau-Heitmann C. Kapitel 3, 99-109



Die Ursache fur dieses Ergebnis dirfte am ehesten im
Studiendesign sowie der nicht ausreichenden
Datenbasis zu suchen sein. Keinesfalls darf dieses
Ergebnis so interpretiert werden, dass Hormone vor
Brustkrebs schitzen

BARMER GEK Arzneimittel-Report 2010
Schriftenreihe zur Gesundheitsanalyse, Band 2: 1-224
Gerdau-Heitmann C. Kapitel 3, 99-109



KOMIMENTAR I

HORMONERSATZTHERAPIE

Ein Drittel weniger
Brustkrebs-Diagnosen
unter HRT

Barmer GEK Arzneimittel-Report 2010 mit kaum
bekanntem Ergebnis

J. Matthias Wenderlein

Im Arzneimittel-Report 2010 der Barmer GEK stief3 der Autor
auf einige bemerkenswerte Ergebnisse zum Thema HRT, die er
im Folgenden mit kurzen Anmerkungen versehen vorstellt.

Wenderlein JIM. FRAUENARZT 2011;52(6):558-559



ONCOLOGY

Reduced incidence of distant metastases and lower mortality
in 1072 patients with breast cancer with a history

of hormone replacement therapy

Florian Schuetz, MD; Ingo ]. Diel, MD; Marit Pueschel, MD; Thomas von Holst, MD; Erich F. Solomayer, MD;
Stefan Lange, MD; Peter Sinn, MD; Gunther Bastert, MD; Christof Sohn, MD

American Journal of Obstetrics & Gynecology AFRIL 2007



PRIMARE METASTASEN

PRIOR HRT USER 1,9%
0>0,001
PRIOR NON HRT USER 7%

Florian Schuetz. Reduced incidence of distant metastases and lower
mortality in 1072 patients with breast cancer with a history of hormone
replacement therapy. Am J Obstet Gynecol 2007;196:342.e1-342.e9



SEKUNDARE METASTASEN
FREE (5 JAHRE)

NON USER 80,6%
HRT USER 90, 7%

Florian Schuetz. Reduced incidence of distant metastases and lower mortality
in 1072 patients with breast cancer with a history of hormone replacement
therapy. Am J Obstet Gynecol 2007;196:342.e1-342.e9



MORTALITAT
(BRUSTSPEZIFISCH)

45 MONTH
HRT USER 7,3%
NON USER 21,1%

Florian Schuetz. Reduced incidence of distant metastases and lower mortality
in 1072 patients with breast cancer with a history of hormone replacement
therapy. Am J Obstet Gynecol 2007;196:342.e1-342.e9
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Postmenopausal group

Premenopausal group HRT nonuser HRT user All patients
Variable (n = 279) (n = 473) (n = 320) {(n = 1072) P value*
Local recurrence (n)
All 40 (14.3%) 49 (10.4%) 25 (7.8%) 114 (10.6%) NS
=6 mo 2 (0.6%) 2 (0.4%) 3 (0.9%) 7 (0.7%)
=6 mo 37 (13.3%) 45 (9.5%) 18 (5.6%) 100 (9.3%)
Metastases (n)
All 71 (25.4%) 120 (25.4%) 38 (11.9%) 229 (21.4%) <001
=6 mo 11 (3.9%) 33 (7.0%) 6 (1.9%) 50 (4.7%)
=6 mo 60 (21.5%) 87 (18.4%) 32 (10.0%) 179 (16.7%)
Eune metastases (n)
All 47 (16.8%) 68 (14.4%) 20 (6.2%) 135 (12.6%) <001
=6 mo 5 (1.8%) 16 (3.4%) 2 (0.6%) 23 (2.1%)
=6 mo 41 (14.7%) 50 (10.6%) 18 (5.6%) 109 (10.2%)

American Journal of Obstetrics & Gynecology AFRIL 2007



Postmenopausal group

Premenopausal group HRT nonuser HRT user All patients
Variable (n = 279) (n = 473) (n = 320) (n = 1072) P value*
'I:i\rer metastases (n)
All 21 (7.5%) 47 (9.9%) 13 (4.1%) 81 (7.6%) <001
=6 mo 3 (1.1%) 14 (3.0%) 1 (0.3%) 18 (1.7%)
=6 mo 17 (6.1%) 28 (5.9%) 11 (3.4%) 56 (5.2%)
Lung/pulmonary metastases (n)
All 27 (9.7%) 47 (9.9%) 13 (4.1%) 87 (8.1%) <001
=6 mo 2 (0.7%) 6 (1.3%) 2 (0.6%) 10 (0.9%)
=6 mo 24 (8.6%) 37 (7.8%) 10 (3.1%) 71 (6.6%)
ﬁtner metastases (n)
All 27 (10.0%) 45 (9.5%) 19 (5.9%) 92 (8.6%) <001
=6 mo 4 (1.4%) 6 (1.4%) 4 (1.3%) 14 (1.3%)
=6 mo 22 (7.9%) 32 (6.8%) 14 {4.4%) 68 (6.3%)
.Ifl.eam 39 (14.0%) 100 (21.1%) 24 (7.5%) 163 (15.2%) <001

American Journal of Obstetrics & Gynecology AFRIL 2007



Rethinking Screening for Breast Cancer
and Prostate Cancer

Laura Esserman, MDD, MBA

Yiwey Shieh, AB

lan '["hnm|mm, MD

REAST CANCER AND PROSTATE
cancer account for 26% of all
cancers in the United States,
with an estimated 386 560 pa-
tients diagnosed annually: 194 280 for
breast cancer and 192 280 for prostate
cancer! For both, there are remarkable
differences between outcomes of local-
ized vs advanced disease (breast can-
cer: 5-year relative survival rates of 98.1%

=T e T ety

After 20 years of screening for breast and prostate cancer, several observa-
tions can be made. First, the incidence of these cancers increased after
the introduction of screening but has never returned to prescreening levels.
Second, the increase in the relative fraction of early stage cancers has in-
creased. Third, the incidence of regional cancers has not decreased at a com-
mensurate rate. One possible explanation is that screening may be increas-
ing the burden of low-risk cancers without significantly reducing the burden
of more aggressively growing cancers and therefore not resulting in the an-
ticipated reduction in cancer mortality. To reduce morbidity and mortality
from prostate cancer and breast cancer, new approaches for screening, early
detection, and prevention for both diseases should be considered.

JAMA. 2009;302(75):1685-1652 WWW A a.com
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Incidence per 100 000 Men

Prostate cancer
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Cancer Progres slon
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Gesamitzanl Zahl der Frauen + Zahl der Frauen mit
der Frauen mit Brustkrebs atypischen Lasionen

i & L k
il = Qf

Gerichtsmedizinische Autopsie von radiologisch okkulten Malignome.
Nach Nielsen et al 1987
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EREAST CANCER AMD PROSTATE CANMCER SCREEMIMNG

at a young age ([or which surgical pro-
phvlaxis rechaces absclute risk
than 40%-70%).- Chemopreventior

JAMA. 2009;302(15):1685-1692
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Relatives Risiko fiir Brustkrebs
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Maximale Gewichtsveranderung in kg

Relatives Brustkrebsrisiko postmenopausaler Frauen in Abhangigkeit von der
Max. Gewichtszunahme in der PrAmenopause nach Trentham Dietz 2000
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3.0
2.5
ohne HRT
2,0

15

1.0}
mit HRT
0.5

Relatives Brustkrebsrisiko

15 10 -5 0 5 10 15 20 25 30 35 40 45 50 55 &0

Gewichtsveranderung in kg

Relatives Brustkrebsrisiko der Frauen in der Postmenopause in Abhéngigkeit
Von der Gewichtszunahme seit dem 18. Lebensjahr; nach Ahn et al 2007
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Medizin........... Mammakarzinome

Privention des Mammakarzinoms (Teil I)

BEI ADIPOSEN POSTMENOPAUSALEN FRAUEN
MINDERT EINE HRT DAS BRUSTKREBSRISIKO

Marika Ehrlich und Herbert Kuhl

salRIVATARZT s s swingemsn ..
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Adipositas, HRT und Brustkrebsrisiko
Nach Morimoto et al 2002 Observationsstudie
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BMI (kg / m?2) Relatives Risiko Relatives Risiko

(ohne HRT) (mit HRT oder
friherer HRT)

< 22,6 1,00 (Referenz) 1,00 (Referenz)

22,6 - 24,9 1,52 0,89

24,9 - 27,4 1,4 0,86

27,4 - 31,1 1,7 0,92

> 31,1 2,52 0,96

Der Privatarzt, Gynakologie, Ausgabe 1/ Februar 2011




Belatives Risiko

tohne HRT)

52 'ers
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Adipositas, HRT und Brustkrebs
Prospektive Kohortenstudie mit 12 000 posstmenopausalen Frauen
Nach Lehman et al. 2003

PRIVATARZT s saragense
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% Korperfett Relatives Risiko Relatives Risiko
(ohne HRT) (mit HRT)

< 27,0 1,00 (Referenz) 1,00 (Referenz)

27,0-29,9 1,94 0,95

30,0 - 32,9 2,57 0,71

33,0 - 36,0 2,29 0,69

> 36,0 3,41 1

Der Privatarzt, Gynakologie, Ausgabe 1/ Februar 2011



Anteil der Frauen ohne Diabetes in %%
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' Hormonersatztherapie
98.0 — kontinuierlich (= 2,5 Jahre -
9.3 | — friher
— nie

97.0

0 2 K

Jahre

Protektion postmenopausaler Frauen vor einem Diabetes Il durch HRT
Prospektive Kohortenstudie an 8483 Frauen; nach Pentti et al 2009
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Effects of Conjugated Equine Estrogens
on Breast Cancer and Mammography
Screening in Postmenopausal Women
With Hysterectomy

Marcia L. Stelanick, PhD)
Garnet L. Anderson, Phl)
Karen L. Margali=, MD, MPH
Susan L. Hendrix, DO
Rehecea ). Rodabough, MS
Elactra I, Paskatt, PhD)
Darathy 5 Lane, MIL MPH
F. Allan Hubbell, MD, M5PH
Annlovise R. Assaf, PhD
Cloria E. Sarto, MD

Robert 5 Schenken, MI
Shacufta Yasmeen, MDD
Lawrance Lessin, MDD

Rowan T. Chlabowski, MDD, Phl

far the WHI Investigators

Context The Women's Health Intiative Estrogen-Acone trial companng conjugated
equine estrogens (CEE) with placebo was stopped early because of an increased
stroke incidence and no reduction in sk of coronary heart disease. Preliminary
results suggesting possible reduction in breast cancers warmantad more detailed
analyss.

Objective To determine the effects of CEE on breast cancers and mammaographic
findings.

Diesign, Setting, and Participants Following breast cancer risk asessment.
10738 postmenopausal wiomen aged 50 to 79 years with prior hysterectomy were
randomized to CEE or placebo at 40 LS dinical centers from 1993 through 1958,
Mammography screenings and dinical breast examinations were performed at
baseline and annually. All breast cancers diagnosed through February 29, 2004 are
Included.

Imtervention Adcose of 0625 mg/d of CEE or an identical-appearing placebo.

Main Outcome Measures EBreast cancerincidence. tumor characterstics. and mam-
mogram findings.

Results After a mean (509 followe-up of 7.1 {1.6) years, the invasive breast cancer
harard ratio (HR) for wiomen assigned to CEE ws placebo was 080 95% confidence
interval [CI] 062-1 04; P= 090 with annualized rates of 0.28% (104 cases in the CEE
groups and 0.34% (133 cases in the placebo group). In explomtory analyses, ductal

Figure 2. Cumulative Hazard for Invasive Breast Cancer: S=nsitwiby Analysis
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Das erhohte Insulin regt die Zellteilung an und fordert die
Karzinomentwicklung.

Das erhohte Insulin stimuliert die Aromataseaktivitat im
Fettgewebe.

Das erhdhte Insulin reduziert das Sexualhormon-bindende Globulin
(SHBG) und erhoht das freie Estradiol.

Das erhohte Insulin geht mit einer Erh6hung auch des freien
Insulin-like Growth Factor 1 (IGF-1) einher.

Erho6hte Freisetzung von Leptin aus dem viszeralen Fettgewebe,
welches das Karzinomwachstum und die Angiogenese stimuliert.

Reduzierte Freisetzung von Adiponektin, welches das
Karzinomwachstum und die Angiogenese hemmt.

Die Freisetzung von inflammatorischen Zytokinen ist erhoht.

Der Privatarzt, Gynakologie, Ausgabe 1/ Februar 2011
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Modifizierbare Lébensstil Risikofaktoren for die Entwicklung eines
Mammakarzinoms

PRIVATARZT wuin s sinpemin
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Risikofaktor Relatives Risiko

Serum-Insulin niedrig vs. hoch 1:2,9 (+ 190 %)
Korpergewicht normal vs. Adipositas 1:2,5(+ 150 %)
Serum-Lipide normal vs. erhoht 1:1,6 (+60 %)
Alkoholkonsum kein vs. 2 20 g taglich 1:1,3(+ 30 %)
Rauchen nie vs. 10 Zigaretten taglich 1:1,3(+ 30 %)
Korperliche Aktivitat aktiv vs. inaktiv 1:1,2(+ 20 %)

Der Privatarzt, Gynakologie, Ausgabe 1/ Februar 2011



[nsulin-Lowering Effects of Metformin in Women
with Early Breast Cancer

Pamela J. Goodwin,1:2.3:4 Kathleen I. Pritchard,?-6 Marguerite Ennis,/
Mark Clemons,3:8 Margaret Graham,4 1. George Fantus4.9

Conclusion: Metformin significantly lowers insulin levels, and it improves insulin resistance
in nondiabetic women with breast cancer. A phase Il randomized trial to evaluate its effects on breast

cancer outcomes is recommended.

Clinical Breast Cancer December 2008 « 501



RESEARCH POINTERS

Metformin and reduced risk of cancer in diabetic patients
Josie M M Evans, Lowise A Donnelly, Alistair M Emslie-Smith, Dario R Alessi, Andrew D Morris

BM] VOLUME 330 4 JUNE 20053 - bmj.com



The New England Journal of Medicine
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Mechanisms of Disease

PRODUCTION AND ACTIONS
OF ESTROGENS

CHRIsTIAN J. GRUBER, M.D., WALTER TscHUGGUEL, M.D.,
CHRISTIAN SCHNEEBERGER, PH.D.,
AND JoHanNEs C. Huger, M.D., PH.D.

tase monooxvgenase enzyme complex that is present
in the smooth endoplasmic reticulum and functions
as a demethylase. In three consecutive hydroxylating
reactions, estrone and estradiol are formed from
their obligatory precursors androstenedione and tes-
tosterone, respectively (Fig. 1). The final hydroxylat-
ing step in aromatization does not require enzymatic
action and 1s not product sensitive.

Several plant compounds have structural and func-
tional similarities to estrogens and are therefore re-
ferred to as phytoestrogens (Fig. 1). Genistein and
daidzein are isoflavonoids found in soybeans and clo-
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The NEW ENGLAND JOURNAL of MEDICINE

REVIEW ARTICLE

MECHANISMS OF DISEASE

Estrogen Carcinogenesis in Breast Cancer

James D. ‘r";'agﬁfr, Ph.D., and Nancy E. Davidson, M.D.

N THIS ARTICLE, WE REVIEW RECENT FINDINGS RELATED TO ESTROGEN EX-
posure and the risk of breast cancer, the mechanisms that may be involved, and
the clinical implications of these findings. The weight of evidence indicates that
exposure to estrogen is an important determinant of the risk of breast cancer. The
mechanisms of carcinogenesis in the breast caused by estrogen include the metabo-
lism of estrogen to genotoxic, mutagenic metabolites and the stimulation of tissue
growth. Together, these processes cause initiation, promotion, and progressionof car-

N Engl] Med 2006;354:270-82.
Copyright © 2006 Massachusetts Medical Society.
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Chapter 4: Estrogens as Endogenous Genotoxic
Agents—DNA Adducts and Mutations

Ercole Cavalieri, Krvstyna Frenkel, Joachim G. Liehr, Eleanor Rogan,
Deodutta Roy




Chapter 4: Estrogens as Endogenous Genotoxic
Agents—DNA Adducts and Mutations

Ercole Cavalieri, Krystyna Frenkel, Joachim G. Liehr, Eleanor Rogan,
Deadutta Roy







Paria, B.C., et. Al
Embryo Implantation Requires Estrogen-Directed Uterine

Preparation and Catecholestrogen-Mediated Embryonic

Activation
Advances in Pharmacology, Vol. 42, pp. 840-842




Pharmacogenetics and Regulation of Human Cytochrome
P450 1B1: Implications in Hormone-Mediated Tumor
Metabolism and a Novel Target for

Therapeutic Intervention

Tristan M. Sissung, Douglas K. Price, Alex Sparreboom, and William D. Figg

Clinical Pharmacology Research Core and Cancer Therapeutics Branch,
National Cancer Institute, Bethesda, Maryland
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CANCER CHEMOPREVENTION WITH
DIETARY PHYTOCHEMICALS

Young-Joon Surh

Chemoprevention refers to the use of agents to inhibit, reverse or retard tumorigenesis.
Numerous phytochemicals derived from edible plants have been reported to interfere with a
specific stage of the carcinogenic process. Many mechanisms have been shown to account
for the anticarcinogenic actions of dietary constituents, but attention has recently been
focused on intracellular-signalling cascades as common molecular targets for various

chemopreventive phytochemicals.

Cancer is a growing health problem around the world
— particularly with the steady rise in life expectancy,
increasing urbanization and the subsequent changes in
environmental conditions, including lifestyle. According
to a recent report by the World Health Organization

A wide array of substances derived from the diet
have been found to stimulate the development, growth
and spread of tumours in experimental animals, and to
transform normal cells into malignant ones. These are
regarded as suspected human carcinogens.

www.nature.com/reviews/cancer
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Plasma Phytoestrogens and Subsequent Breast Cancer Risk

Martijn Verheus, Carla H. van Gils, Lital Keinan-Boker, Philip B. Grace, Sheila A. Bingham, and
Petra H.M. Peeters

Purpose
Phytoestrogens are plant compounds that are structurally and functionally similar to mammalian

estrogens. By competing for estrogen receptors, phytoestrogens possibly inhibit binding of the
more potent endogenous estrogens and decrease their potential effects on breast cancer risk. We
investigated the association between plasma phytoestrogen levels and breast cancer risk in a
prospective manner.
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Plasma Isoflavone Level and Subsequent Risk of Breast
Cancer Among Japanese Women: A Nested Case-Control
Study From the Japan Public Health Center-Based
Prospective Study Group

Motoki Iwasaki, Manami Inoue, Tetsuva Otani, Shizuka Sasazuki, Norie Kurahashi, Tsutomu Miura,
Seiichiro Yamamoto, and Sheichiro Tsugane
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Purpose
Because they have large variations in consumption, Asian countries are suitable settings for

studies of the effect of relatively high-dose isoflavone intake on breast cancer risk. Nevertheless,
no prospective study from Asia has assessed blood or urine levels as biomarkers of isofla-
vone intake.
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Phytoestrogens in clinical practice: a review of the
literature

Clemens B. Tempfer, M.D.,* Eva-Katrin Bentz, M.D.,* Sepp Leodolter, M.D.,* Georg Tscherne, M.D.,°
Ferdinand Reuss, M.D..® Heide S. Cross, Ph.D..* and Johannes C. Huber, M.D., Ph.D.*

“ Department of Obstetrics and Gynecology. Medical University of Vienna, Vienna; " Department of Obstetrics and Gynecology.
Medical University of Graz, Graz; and © Department of Pathophysiology, Medical University of Vienna, Vienna, Austria

Objective: To review clinical studies assessing the effect of phytoestrogen supplementation on the signs and symp-
toms of the climacteric syndrome and on the incidence of breast cancer, cardiovascular disease. and skeletal
fractures.
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NAD(P)H:quinone oxidoreductase 1 NQOI*2 genotype
(P187S) is a strong prognostic and predictive factor in
breast cancer

Rainer Fagerholm''7, Barbara Hofstetter", Johanna Tommiska'!'”, Kirsimari Aaltonen'?, Radek Vrtel15,
Kirsi Syrjikoski!, Anne Kallioniemi®, Outi Kilpivaara', Arto Mannermaa®®, Veli-Matti Kosma®*®,

Matti Uusitupa’, Matti Eskelinen®, Vesa Kataja™'%, Kristiina Aittomiki'!, Karl von Smitten'?, Pdivi Heikkila'?,
Jiri Lukas®, Kaija Holli', Jirina Bartkova®, Carl Blomgvist™", Jiri Bartek®'® & Heli Nevanlinna'

NOQO1 guards against oxidative stress and carcinogenesis and stahilizes p53. We find that a homozygous common missense
variant (NQOT*2, rs1800566(T), NM_ 000903, 2:c.558C = T) that disables NQO1 strongly predicts poor survival among two
independent series of women with breast cancer (P = 0.002, N = 1,005; P= 0,005, N = 1,162), an efiect particularly evident
after anthracycline-based adjuvant chemotherapy with epirubicin (P = 7.52 = 107% and in p53-aberrant tumaors

(P = 6,15 = 107, Survival after metastasis was reduced among NQOT*2 homozvgotes, further implicating NQO1 deficiency in
cancer progression and treatment resistance. Consistently, response to epirubicin was impaired in NQOT*2-homozygous breast
carcinoma cells in vitro, reflecting both p53-linked and p53-independent roles of NQO1T, We propose a model of defective
anthracycline respomse in NQO1-deficient breast tumors, along with increased genomic instability promoted by elevated reactive
oxygen species (ROS), and suggest that the NQOT genotype is a prognostic and predictive marker for breast cancer.

VOLUME 40 | NUMBER 7 | JULY 2008 NATURE GENETICS
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Androgens and mammary growth and
neoplasia

Constantine Dimitrakakis, M.D., Jian Zhou, M.D., and Carolyn A. Bondy, M.D.

Deavelopmental Endocrinology Branch, National Institute of Child Heailth and Human Development, National
institutes of Health, Bethesda, Maryland
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DRUG THERAPY

Alastair J.J. Wood, M.D., Editor

Aromatase Inhibitors in Breast Cancer
lan E. Smith, M.D., and Mitch Dowsett, Ph.D.
approaches to the endocrine treatment of breast cancer. These drugs are effec-

tively challenging tamoxifen, the previous gold standard of care, 13 for use in
postmenopausal patients with estrogen-receptor—positive cancers, who make up the

T HE THIRD-GENERATION AROMATASE INHIBITORS PROVIDE NOVEL

From the Royal Marsden Hospital and In-
stitute of Cancer Research, London. Ad-
dress reprint requests to Dr. Smith at the
Breast Unit, Royal Marsden Hospital, Ful-
ham Rd., London SW3 6JJ, United Kingdom,

oratian. nthames.nhs.ul

majority of patients with breast cancer. These agents are also being idered for use
in chemoprevention, a strategy in which tamoxifen has already been shown to reduce
the incidence of breast cancer.415 In this article, we review the current role of aroma-
tase inhibitors and assess their potential for clinical use. Other reviews that may be of
interest to specialists are also available.16:17

N Engl) Med 2003;348:2431-42.
Copyright © 2003 Massachusetts Medical Society.
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British Journal of Obstetrics-and Gynaecology
January 1998, Vol. 105, pp. 100-102

Treatment of menopausal keratoconjunctivitis sicca with
topical oestradiol

*Michael O. Sator Registrar. *Elmar A. Joura Consultant Lecturer, *Thomas Golaszewski Consultant.
*Doris Gruber Registrar, *Peter Frigo Consultant, *Markus Metka Consulran:,
TAnton Hommer Consulrani, *Johannes C. Huber Professor

*Department of Obstetrics and Gynaecology, Division of Endocrinology and Sterility Treatment, and #Department of Ophthalmology,
Universitv of Vienna, Austria

Objective To mvestigate the effect of 17B-oestradiol ophthalmic drops in comparison with a traditional
tear substitute in postmenopausal women with keratoconjunctivitis sicca.
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Der Gelenksschmerz in der
Pra- und Postmenopause
Arthropathia climacterica
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Solving an age-old problem

Western governments need to rethink their approach to dealing with an ageing population.

‘

Vol 442|124 August 2006
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Effects and side-effects of 2% progesterone cream on the
skin of peri- and postmenopausal women: results from a

double-blind, vehicle-controlled, randomized study
G. Holzer, E. Riegler, H. Hénigsmann, 5. Farokhnia* and B. Schmidt

Division of Special and Environmental Demmatobygy, Medical Univesity of Vienna, Wahringer Giirtel 18-20, A-10%0 Vienna, Awsiria
*"Pharmacy Department, General Hospital of Vienna, Walwinger Guirtel 18—-20, A-1090 Vienna, Austria

Summary

Correspondence Background For many years topical progesterone has been prescribed by gynaecolo

Dr Giregor Holzer. gists as an antiageing and skin-firming treatment, without any clinical scientific
E-mail: gregor hobreriaimeduniwien.ac at evidence of its effects, tolerability and safety when applied o skin.
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Breast and cervical cancer in 187 countries between 1980
and 2010: a systematic analysis

Mohammad H Farouzanfar, Kyle | Foreman, Allyne M Delossantos, Rafael Lozano, Alan D Lopez, Christopher] L Murray, Mohsen Naghawi

www thelancet. com Published online September 15, 2011 DOE10.1016/50140- 6736(11)61351-2
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Der grof3e Prostata-Irrtum

Denn in Zahlen ausgedruckt wirde eine
20 %ige Mortalitatssenkung im Sinne der
ERSPC-Studie bedeuten, dass sich 1410 Man-
ner dem Screening unterziehen, davon 48
operiert werden bzw. im Sinne der ,active
Surveillance” zumindest biopsiert werden,
damit letztendlich 1 Patient vor dem Tod be-
wahrt werden kann [3]. Zweifelsohne gilt es je-
den Tod durch ein Karzinom zu verhindern, der
Preis den 47 weitere Manner mit oben genann-
ten psychischen und physischen Belastungen
dafur bezahlen, ist jedenfalls erheblich.
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