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Hinweis ausschlieRlich auf Daten der WHI stiitzt. Es besteht Ubereinstimmung, dass in Bezug auf jiingere
Frauen der Einfluss von HT auf die Kognition unzureichend untersucht ist.
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Systematischer Review

Autor, Jahr Lethaby A, Hogervorst E, Richards M, Yesufu A, Yaffe K. Hormone
replacement therapy for cognitive function in postmenopausal women.
Cochrane Database of Systematic Reviews 2008; (1): CD003122

Fragestellung To investigate the effect of ERT or HRT in comparison with placebo in RCTs
on cognitive function in postmenopausal women.

|Datenbanken/ Suchstrategie ]CDCIG, Medline, Embase, Psychinfo, Cinahl

Einschlusskriterien All double-blind RCTs trials of the effect of ERT or HRT on cognitive function
over a treatment period of at least two weeks in postmenopausal women.

|Ausgewéhlte Studien |16 RCTs

Ergebnisse In total, 24 trials were included, but only 16 (10,114 women) had analysable

data. Metaanalyses showed no effects of either ERT or HRT on prevention
of cognitive impairment after five and four years of treatment, respectively
(odds ratio 1.34, 95% CI 0.95 to 1.9; odds ratio 1.05, 95% CI 0.72 to 1.54
respectively) (trend favouring control in both instances). Analyses assessing
the effects of treatment over time found that both ERT and HRT did not
maintain or improve cognitive function and may even adversely affect this
outcome (WMD = -0.45, 95% CI -0.99 to 0.09; WMD = -0.16, 95% CI -0.58
to 0.26, respectively at maximum follow up). Negative effects were found for
ERT after one year and HRT after three and four years of therapy. Results
from smaller trials assessing effects on individual cognitive domains mostly
reported no evidence of benefit.

Schlussfolgerung der Autoren |There is good evidence that both ERT and HRT do not prevent cognitive
decline in older postmenopausal women when given as short term or longer
term (up to five years) therapy. It is not known whether either specific types
of ERT or HRT have specific effects in subgroups of women, although there
was evidence that combined hormone therapy in similarly aged women was
associated with a decrement in a number of verbal memory tests and a
small improvement in a test of figural memory. There is insufficient evidence
to determine whether subgroups of women using specific types of hormone
therapy could benefit from treatment. It remains to be determined whether
factors such as younger age (< 60 years of age), type of menopause
(surgical or natural) and type of treatment (type of estrogen with or without a
progestagen), mode of delivery (transdermal, oral or intramuscular) and
dosage have positive effects at a clinically relevant level. In addition, whether
the absence or presence of menopausal symptoms can modify treatment

12.10.2010 10:41

Die "Leitlinien" der Wissenschaftlichen Medizinischen Fachgesellschaften sind systematisch entwickelte

Hilfen fiir Arzte zur Entscheidungsfindung in spezifischen Situationen. Sie beruhen auf aktuellen wissenschaftlichen
Erkenntnissen und in der Praxis bewahrten Verfahren und sorgen fir mehr Sicherheit in der Medizin, sollten aber auch
dkonomische Aspekte bertiicksichtigen. Die "Leitlinien" sind fiir Arzte rechtlich nicht bindend und haben daher weder
haftungsbegriindende noch haftungsbefreiende Wirkung.

Die AWMF erfasst und publiziert die Leitlinien der Fachgesellschaften mit grétmdglicher Sorgfalt - dennoch kann die
AWMF fiir die Richtigkeit - insbesondere von Dosierungsangaben - keine Verantwortung tibernehmen.



effects should be investigated in more detail. Large RCTs currently underway
in the USA may be able to provide answers to these uncertainties by the
year 2010. In the meantime, based on the available evidence, ERT or HRT
cannot be recommended for overall cognitive improvement or maintenance in
older postmenopausal women without cognitive impairment.

"Evidenz'grad, Methodik LoE 1a, ++ (SIGN)

Autor, Jahr 8. Maki PM. A systematic review of clinical trials of hormone therapy on
cognitive function. Ann NY Acad Sci 2005; 1052: 182-187
Fragestellung To explore the external generalizability of those findings to younger

postmenopausal women, the medical literature was surveyed for
randomized, double-blind, placebo-controlled trials of treatment with either
estrogen alone or estrogen plus a progestin on neuropsychological test
performance.

‘Datenbanken/ Suchstrategie |The National Library of Medicine's PubMed Central Database

’Einschlusskriterien |
Ausgewahlte Studien 20 RCTs
\Ergebnisse |

Schlussfolgerung der Autoren [This review finds little support for beneficial cognitive effects in older women
of estrogen alone or in combination with progestin. However, evidence from
younger women suggests potential beneficial effects in select cognitive
domains, particularly among symptomatic women and recently menopausal
women, and scant evidence of harm.

"Evidenz"grad, Methodik LoE 1a, + (SIGN)

Bewertung

Die systematischen Reviews kommen Ubereinstimmend zu dem Ergebnis, dass bei alteren
postmenopausalen Frauen kein Benefit einer HT beziiglich Kognition besteht. Sie lassen offen, ob ewtl. ein
Nutzen bei jingeren peri- oder postmenopausalen Frauen besteht, da hier die derzeitige Daten-lage zu einer
Beurteilung nicht ausreicht. Die Resultate der systematischen Reviews sind mit unserem Statement
konsistent.

RCT

o Viscoli CM et al. Estrogen therapy and risk of cognitive decline: Results from the Women's Estrogen
for Stroke Trial (WEST). Am J Obstet Gyncocol 2005; 192 : 387-393

o Maki PM et al. Hormone therapy in menopausal women with cognitive complaints [COGENT].
Neurology 2007; 69: 1322-1330

Kohortenstudien

o MacLennan AH et al. Hormone therapy, timing of initiation, and cognition in women aged older than 60
years: the REMEMBER pilot study. Menopause 2006; 13: 28-36

o Kok HS et al. Cognitive function across the life course and the menopausal transition in a British birth
cohort. Menopause 2006; 13: 19-27

9.2 Demenz

9.2.1 Fragestellung

Beeinflusst die HT das Risiko fir Demenzen (Alzheimer-Erkrankung) oder deren Verlauf?

9.2.2 Statements

Eine HT zeigt keinen Nutzen in Bezug auf Demenzsymptome bei Frauen mit Alzheimer-Erkrankung. (LoE 1a)

Eine kombiniert-kontinuierliche HT erhdht das Risiko einer Demenz fir Frauen im Alter Uber 65 Jahre. (LoE
2a)

9.2.3 Empfehlung
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Die HT soll zur Verringerung des Risikos einer Demenz nicht empfohlen werden. (A)
Leitlinien
NZGG 2001

Estrogen is not an effective treatment in elderly women with established Alzheimer's disease (of mild to
moderate severity). (A)

There is insufficient or inconsistent evidence that HRT prevents of delays the development of Alzheimer's
disease in postmenopausal women.

It is unknown whether HRT has any benefits for younger postmenopausal women with Alzheimer's disease.

(A: Well designed meta-analysis [MA] of RCT, or a body or evidence of RCTs which are consistently
applicable)

NZGG 2004

ERT is not an effective treatment in older women with established Alzheimer's disease (of mild to moderate
severity). (A)

In women aged 65 years and over, combined HRT doubles the risk of dementia (mostly of the Alzheimer's
type). The estimated average absolute risk* of dementia in this group of women is 22 per 10,000 women per
year in non-users of HRT compared to 45 per 10,0000 women per year in users of HRT (averaged over 4
years). (B)

*The absolute risk estimate apply to the WHI population but the magnitude of the difference is likely to be
similar in NZ.

There is insufficient evidence to justify the prescribing of ERT to: improve cognitive function, prevent
dementia or delay the progression of established Alzheimer's disease in midlife women. (l)

(A: Well designed meta-analysis [MA] or RCT, or a body of evidence that is consistently applicable; B: Very
well-designed observational studies or extrapolated evidence from RCTs or Mas; |: no recommendation can
be made because the evidence is insufficient.)

Arzneimittelkommission 2003

Eine Ostrogentherapie ist kein Mittel zur Prévention oder Therapie einer Demenz (M. Alzheimer) sowie zur
Verbesserung der Kognition.

NAMS 2007

Initiating EPT after 65 years should not be recommended for primary prevention of dementia or cognitive
decline as it may increase the risk of dementia during the ensuing 5 years in this population. The evidence is
insufficient to either support or refute the efficacy or harm of ET/EPT for primary prevention of dementia
when therapy is initiated during the menopause transition or early postmenopause. ET does not appear to
convey a direct benefit or harm for treatment of dementia due to Alzheimer's disease.

USPSTF 2005

While earlier studies showed a beneficial effect of hormone therapy on cognition, these studies had marked
heterogeneity and variation in assessment of outcomes. For example, 9 randomized controlled trials
examining the effect of hormone therapy on cognition in women showed improvement in verbal memory,
vigilance, reasoning, and motor speed; however, these trials may have biased results, since they were
conducted with women experiencing menopausal symptoms at baseline. A meta-analysis of 12 observational
studies (1 of good quality, 3 of fair quality, and 8 of poor quality) showed a reduction in the risk for dementia
among postmenopausal women taking hormone therapy (RR, 0.66; 95% CIl 0.53-0.82).18

Because of issues of internal and external validity from these previous studies, the more recent, fair-quality
WHI memory studies are more likely to represent the effects of hormone therapy use in the healthy
postmenopausal population. The WHI memory study showed decreased global cognitive function (measured
by the modified Mini-Mental State Examination) in women taking estrogen alone and in the pooled group of
women taking estrogen alone or estrogen-progestin.19 The WHI memory study also showed an increased
risk for probable dementia or mild cognitive impairment in both the estrogen-alone (HR, 1.38; 95% CI
1.01-1.89) and estrogen-progestin (HR, 1.44; 95% CI 1.04-1.99) arms of the trial.20 The overall evidence
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supports harmful effects of hormone therapy on cognitive function, although the clinical relevance of this
difference in cognitive function is unclear.

AACE 2006

In several Metaanalyses of observational studies, the risk of dementia has been reduced with long-term use
of estrogen (LOE 2), whereas in the WHI trial, the HR for probable dementia was 2.05 (95% CIl 1.21 to
3.48) in women beyond age 65 years who were taking E+P (LOE 1). To date, use of HT for the prevention
or treatment of dementia has not been recommended (grade D).

After age 80 years, women have an increased risk of Alzheimer's disease in comparison with men (possibly
attributable to postmenopausal depletion of endogenous estrogen). The prospective, longitudinal Cache
County (Utah) Study (35) investigated the prevalence and incidence of Alzheimer's disease in a cohort of
5,677 elderly adults. Study results showed that the risk of this disorder varied with the duration of
self-selected use of HT. Longer duration of HT use was associated with greater reduction in the risk of
Alzheimer's disease. Prior HT use was associated with a decreased risk in comparison with nonusers, and
women's higher risk versus men was virtually eliminated after more than 10 years of exposure to HT. In
addition, there was no apparent benefit with current use of HT unless that use exceeded 10 years (35) (LOE
2c).

Several Metaanalyses have examined the use of HT and the incidence of dementia in older postmenopausal
women. One meta-analysis, which included 2 cohort studies and 10 case-control studies, showed a 34%
reduction in the risk of dementia (odds ratio, 0.66; 95% CI 0.53 to 0.82) with use of HT (LOE 2b).

In the Women's Health Initiative Memory Study (37), E+P was associated with an increased risk of dementia
among women 65 years of age or older, and therapy did not prevent mild cognitive impairment. In
comparison with placebo, the HR for probable dementia was 2.05 (95% CI 1.21 to 3.48) in women who
received E+P (LOE 1).

The methods used to evaluate the effects of HT on memory and cognition among asymptomatic women are
insensitive and cannot accurately distinguish early dementia from cerebrovascular disease. Therefore, these
older women (age > 65 years) with abnormal results on tests of cognition and memory were designated as
having probable dementia. In the Women's Health Initiative Memory Study (37), cases of probable dementia
appeared during the first year of intervention in both the E+P and the placebo groups; this finding supports
the significant incidence of cognitive dysfunction at baseline in both groups.

IMS 2007

HT initiated around the time of menopause or by younger postmenopausal women is associated with a
reduced risk of Alzheimer's disease.

During development and adulthood, the human brain is a target for estrogen and other steroid hormones.
Estrogen influences neural function and neurological disease directly, through effects on neurons and glia,
and indirectly, through effects on the cerebral vasculature and immune system.

With menopause, the cessation of ovarian estrogen production and the initiation of HT have the potential to
influence processes in the central nervous system relevant to a variety of neurological disorders.

For women with Alzheimer's disease (AD), limited evidence from clinical trials indicates that HT does not
improve symptoms or slow disease progression.

There is limited evidence from clinical trials that HT increases dementia risk when initiated after the age of
64.

Observational evidence implies that HT used by younger women around the time of menopause is
associated with lower risk of AD. However, findings may be biased, and further research is needed to
determine whether there might exist an early window during which the effects of HT on AD risk are beneficial
rather than harmful.

Many women complain of memory and other cognitive/emotional difficulties at times that are associated with
changes in estrogen levels.

However, the biological mechanisms through which estrogen may exert these effects remain poorly
understood. Also, the effect of estrogen treatment on cognition and brain function in healthy women and
those with Alzheimer's disease is controversial.
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EMAS 2005

HRT should not be prescribed to women suffering from dementia (Grade A recommendation) as there is
insufficient evidence of a beneficial effect of HRT on cognitive function or risk of dementia. The EPT part of
the WHI study found a two-fold increased risk of dementia (possibly of thrombotic origin) in women.
However, this increased risk was only significant in women over the age of 75 years. The results contrast
with earlier results from observational studies.

Bewertung

Die qualitativ gute Leitlinie NZGG 2001 bewertet die Datenlage zu HT und Kognition differenziert. Die
Autoren kommen zu dem Schluss, dass in Bezug auf die Reduktion des Risikos, eine Demenz, insbesondere
Alzheimer-Demenz, zu entwickeln, zwar zwei Metaanalysen von Fallkontroll- und Kohortenstudien vorliegen,
jedoch aufgrund der Heterogenitat der Daten sowie Studienlimitationen eine abschlieRende Empfehlung nicht
mdglich ist. In Bezug auf die Therapie der Alzheimer-Demenz finden die Autoren keine verlassliche "Evidenz",
dass eine Ostrogentherapie bei Alzheimer-Demenz von Nutzen ist. Dies stimmt mit unserem Statement
Uberein.

Die NZGG 2004 ist aufgrund der fehlenden systematischen Literatursuche nach 2001 weniger gut als die
Leitlinie von 2001. Sie wurde als Reaktion auf die Daten der WHI entwickelt und beinhaltet die Bewertung
der WHI sowie der MWS. Die Empfehlungen werden erweitert um Daten aus der WHIMS, die eine Erhéhung
des Risikos flr die Entwicklung einer Demenz bei Frauen Uber 65 Jahren nachwies. Im Bezug auf jiingere
Frauen werden keine neuen Aussagen getroffen.

Die qualitativ gute Leitlinie der Arzneimittelkommission 2003 sagt aus, dass eine Ostrogentherapie kein Mittel
zur Pravention oder Therapie einer Demenz (M. Alzheimer) ist.

Das NAMS-Statement, welches als qualitativ gut zu bewerten ist, bestatigt die nicht ausreichende Datenlage
zur Bewertung einer Primarpravention bei jingeren Frauen in der Perimenopause oder friihen
Postmenopause. Ebenfalls bestatigt es den fehlenden Nutzen der HT bei Alzheimer-Erkrankung.

Die USPSTF hat 2005 eine qualitativ weniger gute Leitlinie publiziert, die zwar frihere Metaanalysen
erwahnt, die eine Verbesserung kognitiver Fahigkeiten durch HT sowie eine Risikoreduktion fir die
Entwicklung einer Demenz zeigten. Jedoch basiert die eigentliche Aussage lediglich auf der Basis der
WHIMS-Daten, und es werden negative Effekte der HT auf die Kognition festgestellt, ohne eine weitere
Differenzierung, z. B. in Bezug auf das Alter, vorzunehmen. Ebenso wird auf eine bereits manifeste
Alzheimer-Demenz nicht eingegangen.

Die AACE 2006 bewertet die Datenlage zu HT und Demenz differenziert. Im Bezug auf Alzheimer-Demenz ist
das Statement mit unserem Statement konsistent, wobei durch die explizite Berlicksichtigung der Cache-
County-Studie der mégliche Benefit einer langfristigen HRT fir die Reduktion des Alzheimer-Risikos starker
betont wird. Das Alter zum Zeitpunkt des Beginns mit HT und die Mdglichkeit einer praexistenten Demenz bei
alteren Frauen in der WHIMS wird gewrdigt.

In der IMS 2007, einer qualitativ weniger guten Leitlinie, wird der biologische Nutzen der Ostrogene fiir die
Funktion des ZNS hervorgehoben. Die IMS kommt abweichend von unserem Statement zu der Aussage,
dass eine um den Zeitpunkt der Menopause oder bei jingeren postmenopausalen Frauen begonnene HT mit
einem reduzierten Risiko fir Alzheimer-Erkrankung verbunden ist, wobei hier auf Beobachtungsstudien Bezug
genommen wird. In Bezug auf Frauen mit Alzheimer-Erkrankung stimmt die Aussage der IMS mit unserem
Statement Uberein.

Die EMAS publiziert eine qualitativ weniger gute Leitlinie mit regelmaRigen Updates. Sie warnt vor der
Verordnung von HT an Frauen, die an Demenz leiden, da die "Evidenz" beztiglich positiver Effekte der HT auf
Kognition und das Demenzrisiko unzureichend ist. Im Bezug auf die WHI wird der kombinierte Arm erwéhnt,
in dem ein signifikant erhdhtes Demenzrisiko nur bei Frauen tber 75 Jahre gesehen wurde und wobei es sich
maoglicherweise um ein vaskulares Demenzrisiko handelt.

Bewertung

Zusammenfassend kommen alle Leitlinien aulRer IMS zu der Schlussfolgerung, dass die Datenlage nicht
ausreicht, um eine HT zur Pravention der Alzheimer-Erkrankung zu empfehlen. Ebenso kommen alle Leitlinien
aulRer AKDA, USPSTF und AACE, die hierzu keine Aussage machen, iibereinstimmend zu der
Schlussfolgerung, dass eine HT keinen Nutzen in Bezug auf Demenzsymptome bei Frauen mit Alzheimer-
Erkrankung zeigt.

Klassifizierung der "Evidenz"-Grade nach Oxford Centre of Evidence Based Medicine, 2001. Bewertung der
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Metaanalysen und system. Reviews nach den SIGN-Kriterien des Scottish Intercollegiate Guideline Network,
2004.
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Systematischer Review

Autor, Jahr Farquhar CM, Marjoribanks J, Lethaby A, Lamberts Q, Suckling JA, and the
Cochrane HT Study Group. Long-term hormone therapy for perimenopausal
and postmenopausal women (Review). Cochrane Database of Systematic
Reviews 2005; (3): CD004143

|Frageste||ung ’Longterm effects of hormone therapy in peri- and postmenopause

|Datenbanken, Suchstrategie ]Medline, Embase, Cochrane control register, Biological abstracts 1966-2004

Einschlusskriterien Randomized double-blind trials of HT vs. placebo, taken for at least one year
by peri- and postmenopausal women.

|Ausgewahlte Studien 1 RCT

Ergebnisse Mild cognitive impairment: WHI 1998 (WHIMS 2003). No statistically

significant difference of ET or EPT vs placebo.Probable dementia: WHI 1998
(WHIMS). ET: no statistically significant difference vs placebo. EPT:
incidence for probable dementia significantly higher vs placebo (RR 1.97,
95% CI 1.16 to 3.33).Mild cognitive impairment or dementia: WHI 1998
(WHIMS). ET: incidence of mid cognitive impairment or dementia significantly
higher vs placebo. EPT: no statistically significant difference.

Long-term use of combined continuous therapy incereases the risk of
dementia in women over 65

"Evidenz"grad, Methodik LoE 1a, ++ (SIGN)

Schlussfolgerung der Autoren

Bewertung des systematischen Reviews

Der systematische Review kommt zu dem Ergebnis, dass eine kombinierte HT oder eine ET weder einen
Benefit bezuglich der kognitiven Globalfunktion bei Frauen iber 65 Jahren erbringt noch das Risiko kognitiver
Beeintrachtigung reduziert. Eine Aussage beziglich Wirkung der HT bei manifester Alzheimer-Erkrankung
wird hier nicht gemacht. Die Betrachtung des Endpunkts Demenz ist allerdings nur ein Teilaspekt des
Systematic Review und die Aussage basiert auf einem einzigen RCT, da die anderen in dem Systematic
Review erfassten RCTs diese Fragestellung nicht bearbeitet haben. Fragen der Pravention wurden in dem
Review nicht beantwortet. Das Systematic Review ist mit unserem Statement konsistent.

Beobachtungsstudie

o Zandi PP et al. Hormone replacement therapy and incidence of Alzheimers's disease in older women:
The Cache County Study. JAMA 2002; 288: 2123-2129
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15.ad 10 Malignome
O. Ortmann, G. Emons, Th. Rabe, M. W. Beckmann, H. Schulte, D. Noss
10.1 Mammakarzinom

10.1.1 Fragestellung

Beeinflusst die HT das Risiko, an einem Mammakarzinom zu erkranken?

10.1.2 Statements

Die EPT erhoht das Brustkrebsrisiko. (LoE 1b)

Eine ET erhoht das Risiko weniger als eine EPT. (LoE2a)

10.1.3 Empfehlung

Die Erhéhung des Brustkrebsrisikos muss in die Nutzen-Risiko-Bewertung der HT eingehen. (A)
Leitlinien

Aus den folgenden Leitlinien (siehe Tab. 2 mit Delbi-Bewertung) wurden, wenn vorhanden, die relevanten
Statements oder, falls nicht vorhanden, Texte zitiert, die zu der Assoziation HT und Brustkrebsrisiko Stellung
nehmen.

NZGG 2001

Short-term HRT use (< 5 years) can be used, for appropriate indications, without increasing the risk of
breast cancer diagnosis. (B)

Longer-term use of HRT (> 5 years) in postmenopausal women may be associated with an increase in risk
of breast cancer diagnosis but it is uncertain whether mortality from breast cancer is affected. For 1000
women commencing HRT use at age 50, the excess numbers of breast cancers diagnosed would be 2 after
5 years of use, 6 after 10 years of use and 12 after 15 years of use. This increased risk of breast cancer
diagnosis disappears 5 years after HRT is discontinued. (B)

Cautious short-term use (< 5 years) of low dose HRT in localised breast cancer survivors may be
considered if severe menopausal symptoms are present and are unresponsive to other treatments. (C)

(A: Well designed meta-analysis of RCT, or a body or evidence of RCTs which are consistently applicable;
B: Very well designed observational studies or extrapolated evidence from RCTs or Meta-analysis; C: Lower
quality observational studies or extrapolated evidence from RCT or Meta-analysis; D: Non analytical
studies.)

NZGG 2004

Use of combined HRT is associated with an increased risk of breast cancer that increases with duration of
use. In postmenopausal women aged 50 to 79 years, the estimated absolute risk of breast cancer is 30
cases per 10,000 women per year in non-users of combined HRT compared to 38 cases per 10,000 women
per year in users of combined HRT (averaged over 5 years). (A)

Women taking combined HRT are more likely to have abnormal mammograms that require further
investigation than women not taking combined HRT. (B)

Women who have breast cancer diagnosed while on combined HRT are more likely to have larger, more
advanced tumours than women not taking combined HRT. (B)

Use of ERT is associated with an increased risk of breast cancer that increases with duration of use.
Annualised figures per 10,000 women based on randomised data are not available. For women aged 50
years not using ERT, the estimated cumulative absolute risk of breast cancer by age 65 years is 320 cases
per 10,000 women. The estimated increase in breast cancer cases for women at age 50 using ERT for 5
years is 15 cases per 10,000 women and for women using ERT for 10 years an extra 50 cases of breast
cancer per 10,000 women. (B)

The length of time combined HRT or ERT is taken before the risk of breast cancer becomes apparent is
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uncertain. It may be within the first 2 years of use. (C)
Use of tibolone is associated with an increased risk of invasive breast cancer. (C)

An increased risk of invasive breast cancer applies to the use of different types of estrogen and
progestogen, and also different regimens (sequential or continuous) for combined HRT. It also applies to the
use of different types of delivery (oral, transdermal or implants) for estrogen therapy. (C)

The increased risk of breast cancer disappears within 5 years after ERT or combined HRT is discontinued.
(€)

Deaths from breast cancer may be increased in women using combined HRT or ERT. There is insufficient
evidence to compare deaths in users of combined HRT with ERT. (I)

Arzneimittelkommission 2003

Jede zur Behandlung mit Ostrogenen (und Gestagenen) eingeleitete Hormontherapie bedarf wegen der
Karzinomrisiken einer strengen Indikationsstellung. Eine Hormontherapie (Ostrogen bzw. Ostrogen-
Gestagen) geht mit einem erhdhten Risiko flr invasives Mammakarzinom einher. Dieses Risiko steigt mit der
Lange der Therapie. Auch Behandlungszeitraume unter vier Jahren sind nicht als risikofrei anzusehen.

NAMS 2007

Breast cancer risk increases with EPT use beyond 5 years. In absolute terms, this increased risk was rare
in the WHI, being 4 to 6 additional invasive cancers per 10,000 women per year who used EPT for 5 or
more years. Studies have not clarified whether the risk differs between continuous or sequential use of
progestogen. Women in the ET arm of the WHI demonstrated no increase in risk of breast cancer after an
average of 7.1 years of use, with 8 fewer cases of invasive breast cancer per 10,000 women per year of ET
use. Although available evidence suggests that estrogen alone for fewer than 5 years has little impact on
breast cancer risk, there is inadequate evidence to support any indication for ET in reduction of breast
cancer risk. Specific subgroups may be affected in different ways. There are limited observational data
suggesting that ET for more than 15 years may increase the risk of breast cancer. There are minimal data
reporting any change in breast cancer mortality with HT. EPT and, to a lesser extent, ET increase breast cell
proliferation, breast pain, and mammographic density, and EPT may impede the diagnostic interpretation of
mammograms.

The effects of ET/EPT on risk of breast cancer, CHD, stroke, total CVD, and osteoporotic fracture in
perimenopausal women with moderate to severe menopause symptoms have not been established in RCTs.
The findings from trials in different populations should, therefore, be extrapolated with caution. For example,
data from large studies such as the WHI and HERS should not be extrapolated to symptomatic
postmenopausal women younger than 50 years of age who initiate HT at that time as these women were not
studied in those trials. The WHI and HERS involved predominantly asymptomatic postmenopausal women
aged 50 years and older (with mean ages of 63 and 67 y, respectively), the majority of whom were 10 years
or more beyond menopause, and HERS was conducted solely among women with known coronary artery
disease. The data should not be extrapolated to women experiencing premature menopause (e40 y) and
initiating HT at that time.

NAMS 2008

Diagnosis of breast cancer increases with EPT use beyond 3 to 5 years. In the WHI, this increased risk, in
absolute terms, was in the rare category, being four to six additional invasive cancers per 10.000 women per
year of EPT use for 5 or more years. In this trial, the increase in breast cancer risk was significantly related
to EPT use before enrolment in the trail. Studies have not clarified whether the risk differs between
continuous and sequential use of progestogen. Women in the ET arm of the WHI demonstrated no increase
in risk of breast cancer after an average of 7,1 years of use, with six fewer cases of invasive breast cancer
per 10.000 women per year of ET use, which is not statistically significant. The decrease in risk was
observed in all three age groups studied (ie, starting ET at 50-59, 60-69 and 70-79 y). Available evidence
suggests that ET for fewer than 5 years has little impact on breast cancer risk. Specific supgroups may be
affected in different ways.

EPT and, to a lesser extent, ET, increase breast cell proliferation, breast pain, and mammographic density,
and EPT may impede the diagnostic interpretation of mammograms. The question of HT use in women with
a history of breast cancer is unresolved. The limited epidemiologic evidence is mixed; there are no
completed long-term RCTs.

USPSTF 2005
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The estrogen-progestin arm of the WHI study was terminated after an average of 5.2 years of follow up
because "evidence for breast cancer harm, along with evidence for some increase in CHD, stroke, and
pulmonary embolism, outweighed the evidence of benefit for fractures and possible benefit for colon cancer.”
This study showed an increased invasive breast cancer incidence (HR, 1.26; nominal 95% CI 1.00-1.59).
However, no effect on breast cancer mortality was observed. Comparable increases in breast cancer
incidence were observed among women taking estrogen and progestin over 6.8 years of follow up in HERS.
The U.K. Million Women Study, a fair-quality study, showed an increased risk for breast cancer in current
users of combined estrogen-progestin (RR, 2.00; 95% CI 1.91-2.09) compared with those who had never
used hormone therapy. Results from two good-quality cohort studies conflict on the effects of long-term
hormone therapy on breast cancer mortality. Overall, there is a good-quality body of evidence indicating that
combined estrogen-progestin increases breast cancer risk. It is unclear whether the combination of
estrogen-progestin confers a greater breast cancer risk than estrogen alone. In studies of estrogen alone,
the results are conflicting: the Million Women Study showed an increased risk for breast cancer in current
users of estrogen only (RR, 1.30; 95% CI 1.22-1.38) compared with those who had never used it; but the
estrogen-only arm of the WHI trial showed a trend toward breast cancer prevention (HR, 0.77; nominal 95%
Cl 0.59-1.01).

AACE 2006

The overall hazard ratio (HR) of breast cancer in the E+P arm of the WHI trial was 1.26 (95% confidence
interval [Cl], 1.00 to 1.59) (LOE 1). In the WHI estrogen-only treatment arm, there was a lower relative risk
(RR) of invasive breast cancer in the treatment group than in the placebo group (HR, 0.77; 95% CI 0.59 to
1.01) (LOE 1). Comment: In the text of these guidelines, several studies (LOE 2) are cited with similar RR
for breast cancer, noting that a difference may exist in the use of estrogen alone versus E+P. Therefore, the
presence of a uterus and consequent need for the use of progesterone may temper the recommendation to
use estrogen with regard to breast cancer risk.

IMS 2007

Studies on the risks of postmenopausal hormone use have mainly focused on breast and endometrial
cancer, venous thromboembolism (pulmonary embolism or deep vein thrombosis), stroke and coronary
events.

The incidence of breast cancer varies in different countries. Therefore, currently available data cannot
necessarily be generalized. The degree of association between breast cancer and postmenopausal HT
remains controversial. Women should be reassured that the possible risk of breast cancer associated with
HT is small (less than 0.1% per annum). For combined HT, observational data from the Million Women Study
suggested that breast cancer risk was increased as early as the first year, raising serious reservations on
possible methodologic flaws. On the contrary, randomized controlled data from the Women's Health Initiative
(WHI) study indicate that no increased risk is observed in women initiating HT, for up to 7 years. It should be
noted that the majority of subjects in the WHI study were overweight or obese. Data from the WHI and
Nurses' Health Study suggest that long-term estrogen-only administration for 7 and 15 years, respectively,
does not increase the risk of breast cancer in American women. Recent European observational studies
suggest that risk may increase after 5 years. There are insufficient data to evaluate the possible differences
in the incidence of breast cancer using different types and routes of estrogen, natural progesterone and
progestogens, and androgen administration. Baseline mammographic density correlates with breast cancer
risk. This does not necessarily apply to the increase in mammographic density induced by HT. The combined
estrogen-progestogen therapyrelated increase in mammographic density may impede the diagnostic
interpretation of mammograms.

Estrogen associated with breast cancer development is not circulating estrogen but rather that produced
locally within the breast. Excessive formation of catechol estrogen quinones initiates a series of events
leading to breast cancer, by reacting with DNA. Endogenous estrogen is detrimental primarily in those
women with genetic susceptibility. The WHI study demonstrated that 7.1 years of treatment with estrogen
only did not increase the risk of breast cancer in hysterectomized women. The prospective cohort in the
Nurses' Health Study also reported that unopposed estrogen did not increase the risk of breast cancer until
after 15 years of estrogen exposure. Data from the estrogen plus progestogen arm of the WHI showed an
increase in breast cancer risk at an average follow-up of 5.6 years. However, women who had not used HT
prior to the study were not at a higher risk for breast cancer for up to 7 years after initiation of therapy.
Micronized progesterone or dydrogesterone used in association with oral or percutaneous estradiol may be
associated with no increase in risk or lower risk than use of synthetic progestogens for at least 4 years, and
perhaps even 8 years, of treatment. The risk of breast cancer decreases rapidly after cessation of HT; by 5
years, the risk may not be greater than that in women without any history of exposure.

EMAS 2005
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EPT is associated with increased risk of breast cancer. There is good evidence that the excess relative risk
increases with duration of use, returning to baseline levels within a few, at most five, years after stopping the
intake. The magnitude of the excess relative risk is greater when the estrogen is combined with both
progestogen given sequentially or continuously. In contrast the ET part of the WHI trial has shown no
increased risk of breast cancer during the study. The absolute excess in life-time risk attributable to EPT
corresponds to 1-2 cases per 100 women after HRT from the age of 50 years to 70 years, whereas ET
results in a small reduction in risk. The risk disappears 5 years after cessation of therapy with and is very
low with HRT used for less than 5 years. The level of beast cancer assocated with HRT use is not
significantly different or even lower than from the increase in risk due to other risk factors such as alcohol
use, obesity, lack of exercise, late first child-birth and late menopause.. EPT may cause increased
mammographic density and may thus reduce the sensitivity of mammographic screening. The WHI study
showed no increase on ET up to 7 years. Due to a possible risk of recurrence, HRT should not be
prescribed to women with a previous breast cancer . In such women topical vaginal ET may be considered in
individual cases with distressing urogenital symptoms not responsive to other medical approaches.

ACOG 2004

There is ample evidence to support the conclusion that women who take HT are more likely to develop
clinically evident breast cancer than women who do not take HT. Whether this is a result of the promotion of
an already present cancer focus or the development of new neoplastic cells is not known.

The magnitude of the increase in breast cancer risk per year of hormone use is comparable to that
associated with delaying menopause by a year, because in never- users of HT, the relative risk of breast
cancer increases by a factor of 1.028 for each year older at menopause.

Based on the estrogen plus progestin study in the WHI and the meta-analysis of 51 observational studies, an
excess of 20 cases per 10,000 women using combined HT for 5 years would occur, 60 excess cases after
10 years of use, and 120 excess cases after 15 years of use.

The increased risk of breast cancer appears to dissipate once HT use is discontinued. Hormone therapy
increases the incidence of breast cancer (with best evidence for estrogen plus progestin), but its effects on
breast cancer mortality are uncertain.

Although observational studies suggest a small increase in breast cancer risk for women with hysterectomies
taking unopposed estrogen, the WHI study of estrogen alone showed no increase.

Women should be counseled that the absolute risk of breast cancer for any individual remains relatively low,
but study findings indicate that combined HT is associated with increased risk of breast cancer. This fact
should be taken into account when HT is being considered. Although the risk of breast cancer may be other
risk factors.

Bewertung

Die qualitativ gute Leitlinie NZGG 2001 bewertet die Datenlage zur HT und Brustkrebsrisiko umfangreich. Die
Autoren kommen zu dem Schluss, dass die HT bei Anwendung bis zu einer Dauer von unter finf Jahren zu
keiner Erhéhung des Risikos fuhrt. Diese Aussage basiert wesentlich auf der Metaanalyse der Collaborative
Group on Hormonal Factors in Breast Cancer 1997. Jungere Daten zur EPT und Brustkrebsrisiko konnten
nicht beriicksichtigt werden. Uber fiinfjahrige Anwendung fiihrt zu einer Steigerung des Risikos. Unser
Statement ist aufgrund jingerer Daten differenzierter.

Die NZGG 2004 ist aufgrund der fehlenden systematischen Literatursuche nach 2001 weniger gut als die

Leitlinie von 2001. Sie wurde als Reaktion auf die Daten der WHI entwickelt und beinhaltet die Bewertung
der WHI sowie groRer Studien, die nach 2001 publiziert wurden. Sie bewertet das Brustkrebsrisiko einer

EPT flr erhoht (A). Die ET erhoht das Risiko zeitabhangig (B). Die Daten des WHI ET-Arms wurden nicht
miteinbezogen.

Die qualitativ gute Leitlinie der Arzneimittelkommission 2003 kommt zu dem Schluss, dass die HT zu einer
Erhéhung des Brustkrebsrisikos fihrt. In der Bewertung wird darauf hingewiesen, dass Anwendungszeiten
unter vier Jahren nicht risikofrei sind, was sich vorwiegend auf die EPT bezieht.

Das NAMS-2007-Statement, welches als qualitativ gut zu bewerten ist, macht differenziertere Aussagen zur
Assoziation zwischen HT und Brustkrebsrisiko. Es wird zu den WHI-Daten fir die ET Stellung bezogen, die
eine Senkung des Brustkrebsrisikos zeigen. Daraus sollte nicht die Konsequenz gezogen werden, die ET zur
Pravention einzusetzen. Die Anwendung einer ET Uber 15 Jahre erhéht das Brustkrebsrisiko. Die Datenlage
wird als limitiert bewertet. Zu diesem Punkt verweisen wir auf u. a. Metaanalysen.
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Das NAMS-2008-Statement ist in den Kernaussagen weitgehend identisch. Allerdings wird zur ET
festgestellt, dass die weniger als funfjahrige Anwendung das Risiko nicht erhéht (vgl. oben).

Die USPSTF hat 2005 eine qualitativ weniger gute Leitlinie publiziert, die auf der Basis von WHI, HERS und
Daten aus Beobachtungsstudien zu der Schlussfolgerung kommt, dass die EPT das Brustkrebsrisiko erhdht.
Zu unterschiedlichen Ergebnissen kommen Studien zur ET.

Die AACE 2004 bewertet das Brustkrebsrisiko unter EPT als erhdht. Im Text werden Daten aus
Beobachtungsstudien zitiert, die ein erhdhtes Brustkrebsrisiko nach ET zeigen, was den Daten der WHI als
RCT widerspricht. Es wird auf die Problematik hingewiesen, dass derzeit bei nicht hysterektomierten Frauen
eine EPT durchgefiihrt wird und die Protektion des Endometriums durch diese Therapie weniger relevant ist
als das erhohte Brustkrebsrisiko. Nach Ansicht der Arbeitsgruppe sollte an der derzeitigen Praxis jedoch
nichts gedndert werden.

In der IMS 2007, einer qualitativ weniger guten Leitlinie, werden umfangreiche Aussagen zur HT und
Brustkrebsrisiko gemacht. Auffallig ist der narrative Stil mit Einbeziehung von selektiven klinischen und
experimentellen Daten. Die Autoren bewerten das Brustkrebsrisiko nach Anwendung einer EPT fir erhéht,
weisen allerdings darauf hin, dass der Effekt gering ist. Auch die ET erhéht das Risiko méglicherweise,
allerdings nur nach langer Anwendungsdauer, je nach Studie > 5Jahre bis 15 Jahre.

Die EMAS publiziert eine qualitativ weniger gute Leitlinie mit regelmaRigen Updates. Die Autoren kommen zu
der Schlussfolgerung, dass die EPT das Brustkrebsrisiko erhoht, der Effekt ist zeitabhangig. Die ET wird nur
auf Basis der WHI-Daten bewertet, ohne dass dazu Stellung genommen wird. Gesamtbewertung der
Leitlinien

Zusammenfassend kommen alle Leitlinien zu der Schlussfolgerung, dass die EPT das Brustkrebsrisiko
erhéht. Die WHI ist die einzige RCT zur Prifung der Wirkung einer ET und zeigt eine statistisch nicht
signifikante Risikoreduktion. Die meisten Leitlinien bewerten das Risiko einer langfristigen ET (> 5 Jahre) auf
der Basis von Daten aus Beobachtungsstudien als erhdht.

Viele Leitlinien machen Angaben zur Bedeutung von Anwendungsdauer und Bewertung des Risikos (RR,
absolute Risiken).

Klassifizierung der "Evidenz"-Grade nach Oxford Centre of Evidence Based Medicine, 2001. Bewertung der
Metaanalysen und system. Reviews nach den SIGN-Kriterien des Scottish Intercollegiate Guidelines
Network, 2004.
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Fragestellung

Objective to examine the specific relationships of postmenopausal estrogen
therapy, postmenopausal combined hormone therapy, and the incidence of
breast cancer

Datenbanken, Suchstrategie |Med|ine (1966-2003), CancerLit (1975-2003)

Einschlusskriterien

Observational studies with comparison group, current use of ET/EPT and the
relationship to incident cases of breast cancer

Ausgewahlte Studien

ET: n=701160 5 CCS, 8 Cohort
EPT: n= 650000 4 CCS, 4 Cohort

Ergebnisse

ET: OR 1.16, 95% CI 1.06-1.28

OR 1.16, 95% CI 1.02-1.32 (< 5 years),1.20, 95% CI 1.06-1.37 (> 5 years)
EPT: OR 1.39, 95% CI 1.12-1.72,0R 1.35, 95% CI 1.16-1.57 (< 5
years),OR 1.63, 95% CI 1.22-2.18 (> 5 years)

Schlussfolgerung der Autoren (Increased but considerable different risks for breast cancer incidence among

current users of ET and EPT

"Evidenz"grad, Methodik

2a LoE, ++ (SIGN)

Autor, Jahr

Reeves GK, Beral V, Green J, Gathani T, Bull D; Million Women Study
Collaborators. Hormonal therapy for menopause and breast-cancer risk by
histological type: a cohort study and meta-analysis. Lancet Oncol 2006; 7
(11): 910-918

\Fragestellung

|To describe the association of breast cancer histology with HAT

’Datenbank |k. A

’Einschlusskriterien |k. A.

Ausgewihite Studien IMWS, 10 CCS, RCT, CS

Ergebnisse MWS:
current users ET: RR 1.22, 95% CI 1.13-1.31 (ductal), RR 1.68, 95% ClI
1.43-1.96 (lobular), RR 1.81, 95% CI 1.36-2.42 (tubular), RR 1.32, 95% CI
1.24-1.39 (all)
Current users EPT: RR 2.0, 95% CI 1.89-2.12 (ductal), RR 2.80, 95% CI
2.46-3.18 (lobular), RR 3.51, 95% CI 2.80-4.41 (tubular), RR 2.14, 95% CI
2.04-2.,24 (all)
Metaanalysis:
Current user ET: RR 1.10, 95% CI 1.13-1.31 (ductal), RR 1.42, 95% CI
1.27-1.57 (lobular), RR 1.77, 95% CI 1.34-2.33 (tubular).
Current user EPT: RR 1.76, 95% CI 1.68-1.85 (ductal), RR 2.51, 95% CI
2.27-2.77 (lobular), RR 3.57, 95% CI 2.93-4.36 (tubular)

Schlussfolgerung The effects of HT on invasive ductal, lobular and tubular cancer were
generally greater for oestrogen-progestagen therapy than for oestrogen-only
therapy.

"Evidenz'grad, Methodik

1b LoE, - (SIGN)

Autor, Jahr

Greiser CM, Greiser EM, Déren M. Menopausal hormone therapy and risk of
breast cancer: a meta-analysis of epidemiological studies and randomized
controlled trials. Hum Reprod Update 2005; 11 (6): 561-573. Epub 2005 Sep 8

Fragestellung

To assess the impact of menopausal hormone therapy on the risk of incident
invasive breast cancer.

‘Datenbanken

|Med|ine, Cochrane Controlled Register (1989-2004)

\Einschlusskriterien

|Studies from US, Canada, Europe. Key words

’Ausgew'ahlte Studien

|n = 45887, 21 CCS, 15 CS, 6 RCTs

Ergebnisse

ET (20 Studies, ever use):
Case-Control-Studies:

RR 1.02, 95% CI 0.93-1.11 (before 1992),
RR 1.18, 95% CI 1.08-1.30 (after 1992)
Cohort/ RCT:

RR 1.19, 95% CI 1.10-1.28 (before 1992),
RR 1.27, 95% CI 1.19-1.35 (after 1992)
EPT (19 Studies, ever use):
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Case-Control-Studies:

RR 0.99, 95% CI 0.84-1.17 (before 1992)

RR 1.48, 95% CI 1.33-1.54 (after 1992)Cohort/RCT:
RR 1.33, 95% CI 1.14-1.54 (before 1992)

RR 1.95, 95% CI 1.87-2.04 (after 1992)

Schlussfolgerungen

There is evidence that relative risks for BC risks by HT, in particular EPT, have
been increasing in recent years.

"Evidenz"grad, Methodik

LoE 1a, ++ (SIGN)

Autor, Jahr

Lee SA, Ross RK, Pike MC. An overview of menopausal oestrogen-progestin
hormone therapy and breast cancer risk. Br J Cancer 2005; 92 (11): 2049-2058

Fragestellung

To provide a more precise estimate of the risk from EPT and how it is affected by
schedule of progestin administration and histologic subtype.

Datenbanken

Medline

Einschlusskriterien

We conducted a meta-analysis using EPT-specific results from the Collaborative
Group on Hormonal Factors in Breast Cancer (CGHFBC) pooled analysis and
studies published since that report to obtain an overview of EPT use and breast
cancer risk.

’Ausgewéhlte Studien

‘1 RCT, 7 CCS, 5 CS, results from CGHFBC

\Ergebnisse

|OR (risk per year): 1.076, 95% CI 1.07-1.082

Schlussfolgerungen

We estimate that overall, EPT results in a 7.6% increase in breast cancer risk per
year of use. The risk was statistically significantly lower in US studies - 5.2% vs.
7.9%. There was a significantly higher risk for continous-combined than for
sequential EPT use in Scandinavian studies where much higher total doses of
progestin were used in continous-combined than in sequential EPT.

"Evidenz"grad, Methodik

LoE 1b, + (SIGN)

Autor, Jahr

Collins JA, Blake JM, Crosignani PG. Breast cancer risk with postmenopausal
hormonal treatment. Hum Reprod Update 2005; 11 (6): 545-560. Epub 2005 Sep
8. Review.

Fragestellung

This review was designed to determine from the best evidence whether there is
an association between postmenopausal hormonal treatment and breast cancer
risk.

Datenbanken

Medline, Cochrane Database of Systematic Reviews, Reference lists of citations

Einschlusskriterien

English publications, addresed invasive breast cancer risk associated with use of
estrogen products with or without progestin for traetment of menopausal
symptoms.

Ausgewabhlte Studien

19 RCTs, 9 CCS, 9 CS

Ergebnisse

ET (4 RCTs): RR 0.79, 95% CI 0.61-1.02

ET (Observational): RR 1.18, 95% CI 1.01-1.38 (Current use), RR 1.08, 95% CI
0.97-1.20 (Ever use)

EPT (4 RCTs): RR 1.24, 95% CI 1.03-1.50

ET (Observational): RR 1.70, 95% CI 1.36-2.13 (Current use), RR 1.31, 95% CI
1.12-1.53 (Ever use), RR 1.02, 95% CI 0.96-1.08 (Past use)

Schlussfolgerungen

Valid evidence from randomized controlled trials indicates that breast cancer risk
is increased with estrogen-progestin use more than with estrogen alone.
Epidemiological evidence involving more than 1.5 million women agrees broadly
with the trial findings.

"Evidenz'grad, Methodik

LoE 1a, + (SIGN)

Autor, Jahr

Eberhardt S, Keil T, Kulp W, Greiner W, Willich SN, von der Schulenburg
J-M. Hormone zur Therapie von Beschwerden im Klimakterium und zur
Primarpravention von Erkrankungen in der Postmenopause. DIMDI,
HTA-Bericht 52, 2007. http://gripsdb.dimdi.de/de/hta/hta_berichte
/hta127_bericht_de.pdf externer Link
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Fragestellung Ziel dieses HTA-Reports ist es, bei allgemein gesunden Frauen medizinische
Effektivitat und 6konomische Effizienz der HT zur Therapie von
Hitzewallungen und nachtlichen Schweilausbriichen sowie zur
Primarpravention von Osteoporose und Herz-Kreislauf-Erkrankungen in der
Postmenopause anhand publizierter Studien zu bewerten.

\Datenbanken, Suchstrategie ’Medline, Embase, HTA, Cochrane Library 1999-2004

Einschlusskriterien Available RCT
/Ausgewahlte Studien 1 RCT
Ergebnisse HR 1.24, 95% CI 1,02-1,50

Schlussfolgerung der Autoren [Die Ergebnisse sind v. a. auf Frauen zwischen 50 und 79 Jahren (mit
intaktem Uterus), die allgemein gesund sind, Ubertragbar. In dieser
Altersgruppe der Frauen treten unter Kombinationstherapie-HT pro Jahr und
10.000 Frauen zehn Brustkrebsféalle mehr auf als ohne HT.

"Evidenz"grad, Methodik LoE 1a, ++ (SIGN)

Autor, Jahr IARC Monographs on the evaluation of carcinogenic risks to human 2007; Volume
91. Combined Estrogen-Progestogen Contraceptives and Combined Estrogen-
Progestogen Menopausal Therapy. 528 pages; ISBN 978 92 832 1291 1

‘Fragestellung |Carcinogenic effects of hormone therapy

\Datenbanken |k. A

’Einschlusskriterien |k. A

\Ausgewéhlte Studien |2 RCTs, 4 CS, 8 CCS

\Ergebnisse |k. A

Schlussfolgerungen There is sufficient evidence in humans for the carcinogenicity of combined

estrogen-progestogen menopausal therapy in the breast.
"Evidenz"grad, Methodik |LOE 1a, + (SIGN)

In den IARC Monographs 2008, die eine sehr umfangreiche Bewertung von Datenmaterial zur Assoziation
von HT und Brustkrebsrisiko machen, wird die EPT als kanzerogen bewertet. Dabei ist nicht unbedingt die
Bedeutung des Wortes im deutschen Sprachgebrauch gemeint, sondern u. a. auch die Tatsache, dass die
EPT zu einer Steigerung der Brustkrebsinzidenz fiihrt. Die Daten zur ET werden zwar umfangreich bewertet,
es wird allerdings keine Evaluation abgegeben.

Autor, Jahr Farquhar CM, Marjoribanks J, Lethaby A, Lamberts Q, Suckling JA, and the
Cochrane HT Study Group. Longterm hormone therapy for perimenopausal
and postmenopausal women (Review). Cochrane Database of Systematic
Reviews 2005; (3): CD004143

Fragestellung Longterm effects of hormone therapy in peri- and postmenopause

Datenbanken, Suchstrategie Medline, EMBASE, Cochrane control register, Biological abstracts

1966-2004

Einschlusskriterien Randomized double-blind trials of HT vs. placebo, taken for at least one year
by peri- and postmenopausal women.

Ausgewahlte Studien 6 RCTs

Ergebnisse All the statistically significant results were derived from the two biggest trials.

In relatively healthy women, combined continuous HT significantly increased
the risk of venous thromboembolism or coronary event (after one year's
use), stroke (after 3 years), breast cancer (after 5 years) and gallbladder
disease.

Schlussfolgerung der Autoren |It has been suggested that the higher risk for breast cancer observed in the
combined HT group of WHI 1998, which is supported by a similar trend in
HERS 1998 and Beral 2003, indicates that MPA and other progestogens
increase the risk for brest cancer above any risk associated with oestrogen
alone.

"Evidenz"grad, Methodik LoE 1a, ++ (SIGN)

Gesamtbewertung
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Die Metaanalysen und systematischen Reviews kommen alle zu dem Ergebnis, dass die EPT das
Brustkrebsrisiko erhoht. Die Arbeiten, die die ET untersucht haben, zeigen eine Risikosteigerung. Dies beruht
auf Daten aus Beobachtungsstudien. Der Effekt der ET auf das Risiko ist geringer als der einer EPT.

Die qualitativ guten Leitlinien, Metaanalysen und systematischen Reviews sind Grundlage fiir unsere
Statements.

Weitere Literatur

o Li Cl et al. Relationship between menopausal hormone therapy and risk of duktal, lobular and ductal-
lobular breast carcinomas. Cancer Epidemiol Biomarkers Prev 2008; 17: 43-50

o Ravdin PM et al. The decrease in breast-cancer incidence in 2003 in the United states. N Engl J Med
2007; 356: 1670-1674

o Kerlikowske K et al. Declines in invasive breast cancer and use of postmenopausal hormone therapy
in a screening mammography population. J Natl Cancer Inst 2007; 99: 1335-1339

o Robbins AS et al. Regional changes in hormone therapy use and breast cancer incidence in California
from 2001 to 2004. J Clin Oncol 2007; 25: 3437-3439

o Katalinic A et al. Less hormone replacement therapy, less breast cancer in Germany? Geburtsh
Frauenheilk 2007; 67: 1217-1222

o Soerjomataram | et al. Does the decrease in hormone therapy also affect breast cancer risk in the
Netherlands? J Clin Oncol 2007; 25: 5038-5039; author reply 5039-5040

o Lyytinen A et al. Breast cancer risk in postmenopausal women using estrogen-only therapy. Obstet
Gynecol 2006; 108: 1354-1360

o Heiss G et al. Health risks and benefits 3 years after stopping randomized treatment with estrogen
and progestin. JAMA 2008; 9: 1036-1045

o Reeves GK, Beral V, Green J, Gathani T, Bull D. Hormonal therapy for menopause and breast-
cancer risk by histological type: a cohort study and meta-analysis. Lancet Oncol 2006; 7: 910-918

o Beral V; Million Women Study Collaborators. Breast cancer and hormone-replacement therapy in the
Million Women Study. Lancet 2003; 362 (9382): 419-427. Erratum in: Lancet 2003; 362 (9390): 1160

o Rossouw JE, Anderson GL, Prentice RL, LaCroix AZ, Kooperberg C, Stefanick ML, Jackson RD,
Beresford SA, Howard BV, Johnson KC, Kotchen JM, Ockene J; Writing Group for the Women's
Health Initiative Investigators. Risks and benefits of estrogen plus progestin in healthy
postmenopausal women: principal results From the Women's Health Initiative randomized controlled
trial. JAMA 2002; 288 (3): 321-333

10.2 Endometriumkarzinom

10.2.1 Fragestellung
Beeinflusst eine HT das Risiko, an einem Endometriumkarzinom zu erkranken?
10.2.2 Statement

Eine ET erhoht das Endometriumkarzinomrisiko, eine kombinierte EPT mit mindestens 10-, besser
12-tagiger Gestagenanwendung pro Behandlungsmonat nicht. (LoE 1a)

10.2.3 Empfehlung

Eine ET soll nur bei hysterektomierten Frauen durchgefiihrt werden. Eine kombinierte EPT bei nicht
hysterektomierten Frauen soll eine mindestens 10-, besser 12-tagige Gestagenanwendung pro
Behandlungsmonat enthalten.

Leitlinien
NZGG 2001

Unopposed estrogen therapy should not be used in women with a uterus because of an increased risk of
endometrial cancer. (A)

Women who have had a hysterectomy may take unopposed estrogen therapy where this is indicated. (A)

Combined estrogen-progestogen therapy should be prescribed to women who have not had a hysterectomy
and who want hormonal replacement for symptoms or prevention of osteoporosis. (A)

Combined continuous regimens offer better protection of the endometrium than sequential regimens. For
combined continuous regimens, a minimum of 1 mg norethisterone (NET), 2.5 mg medroxyprogesterone
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acetate (MPA) or equivalent should be added to a moderate dose of estrogen. For sequential regimens, 10
days or more of progestogen are required. (B)
Estrogen replacement for women who are endometrial cancer survivors (stage 1 or 2) can be considered if
severe menopausal symptoms are present. (C)

NZGG 2004

ERT should not be used in women with a uterus because of an increased risk of endometrial cancer. (A)
Women who have had a hysterectomy may take ERT where this is indicated. Continuous combined. (A)
HRT regimens offer better protection of the endometrium than sequential regimens. (A)

For continuous combined HRT regimens, a minimum of 2.5 mg medroxyprogesterone acetate (MPA) daily or
equivalent should be added to a moderate dose of estrogen. For sequential regimens, 10 days or more of 5
mg MPA or equivalent are required to avoid endometrial changes. (B)

Arzneimittelkommission 2003

Eine Ostrogenmonotherapie ist wegen des ansonsten deutlich erhéhten Endometriumkarzinomrisikos
obsolet. Es ist derzeit nicht auszuschlieBen, dass auch eine sequenzielle Ostrogen-Gestagen-Therapie ein
Restrisiko beinhaltet, das das hormonell unbehandelter Frauen Ubersteigt. Die tagliche Anwendung eines
Ostrogens und eines Gestagens (so genannte kombiniert kontinuierliche Therapie) geht offenbar nicht mit
einer Erhohung des Risikos einher. Diese Therapieform steht jedoch im Verdacht, das Risiko eines
Mammakarzinoms noch starker zu vergroRern als eine alleinige Ostrogentherapie.

NAMS 2007

The primary menopause-related indication for progestogen use is endometrial protection from unopposed
ET. Unopposed ET in women with an intact uterus significantly increases the risk of endometrial cancer. For
all women with an intact uterus who are using ET, clinicians are advised to also prescribe adequate
progestogen, in either a CC-EPT or CS-EPT regimen. Postmenopausal women without a uterus should
generally not be prescribed a progestogen with systemic estrogen. Progestogen is generally not indicated
when low-dose estrogen is administered locally for vaginal atrophy.

Some women with an intact uterus who choose EPT may experience undesirable side effects from the
progestogen component. However, there is insufficient evidence regarding endometrial safety to recommend
the off-label use of long-cycle progestogen (ie, progestogen every 3-6 mo for 12-14 d), vaginal
administration of progesterone, the contraceptive levonorgestrel-releasing intrauterine system, or low-dose
estrogen without progestogen as an alternative to standard EPT regimens. If any of these approaches is
used, close surveillance of the endometrium is recommended, pending more definitive research. There are
encouraging data on the efficacy of lower-dose therapies that offer reduced side effects

USPSTF 2005

Results of a meta-analysis of 29 good-quality observational studies of endometrial cancer reported a relative
risk of 2.3 for users of unopposed estrogen compared with nonusers. Risks increased with increasing
duration of use (RR, 9.5 for 10 years of use), and the risk for endometrial cancer remained elevated 5 or
more years after discontinuation of unopposed estrogen therapy. Estrogen and progestin did not increase
the risk for endometrial cancer in HERS or in the WHI.

AACE 2006

Endometrial cancer has been shown to be increased with use of unopposed estrogen; thus, this treatment
option should be avoided in women with an intact uterus (LOE 1, grade A)

IMS 2007

Studies on the risks of postmenopausal hormone use have mainly focussed on breast and endometrial
cancer, venous thromboembolism (pulmonary embolism or deep vein thrombosis), stroke and coronary
events.

Unopposed estrogen administration induces a dose-related stimulation of the endometrium. Women with a
uterus should have progestogen supplementation. Continuous combined estrogen-progestogen regimens are
associated with a lower incidence of endometrial hyperplasia and cancer than occurs in the normal
population. Direct intrauterine delivery systems may have advantages. Regimens containing low-/ultra-
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lowdose estrogen and progestogen cause less endometrial stimulation and less bleeding.

Progestogen prevents the endometrial proliferation of estrogen. Continuous combined regimens are
associated with a lower risk of endometrial cancer than in the untreated population. New lower-dose
regimens cause less endometrial stimulation and less bleeding. Intrauterine delivery of progestogen is a
suitable and logical route of administration. The protective effect of progestogen on the endometrium has to
be balanced against the apparent adverse effect on breast cancer risk. Data on the effect of tibolone on the
endometrium from randomized, controlled trials suggest a similar effect to continuous combined regimens.

EMAS 2005

In women with an intact uterus, ET causes a dose- and duration-dependent increase in the risk of
endometrial hyperplasia and cancer and should therefore be combined with progestogen therapy (Grade A
recommendation). Endometrial protection is currently the only menopause-related indication for progestogen
use. Continuous combined EPT is slightly more efficient in prevention of hyperplasia compared with
sequential EPT in particular sequential therapy with less than 12 days of progestin per cycle (Grade B). In
hysterectomized women, ET is preferable to EPT.

ACOG 2004
In contrast to ET, HT does not increase the risk of endometrial cancer in women with intact uterus.
Bewertung

In der qualitativ hochwertigen NZGG-2001-Leitlinie wird ein Statement abgegeben, das die ET bei Frauen
mit Uterus ablehnt, da diese das Endometriumkarzinomrisiko erhoht (A). Es wird u. a. ein Statement zur
Anwendung bestimmter Gestagene und der Einnahmedauer gemacht. Es sind mindestens 10 Tage
erforderlich, Mindestdosen von MPA oder NETA sollten bei kontinuierlich kombinierter EPT 2,5 bzw. 1 mg
sein.

In der NZGG 2004, die qualitativ weniger gut ist (s. 0.), wird die Aussage gemacht, dass die kontinuierlich
kombinierte Therapie zu einer besseren Protektion des Endometriums fiihrt. Dies ist korrekt, da so in einigen
Studien gezeigt.

Die Leitlinie der Arzneimittelkommission 2003 bewertet die ET ebenfalls als Risiko fiir das
Endometriumkarzinom. Die kontinuierliche kombinierte EPT flihrt zu keiner Risikoerhéhung. Es ist nicht
auszuschlieBen, dass eine sequenzielle EPT das Endometriumkarzinomrisiko erhdht. Diese Aussage wird auf
der Basis einiger Beobachtungsstudien gemacht, die zeigen, dass eine langfristi-ge sequenzielle EPT das
Risiko erhéht.

Das NAMS-Statement 2007 kommt zu der Schlussfolgerung, dass die ET das Endometriumkarzinomrisiko
erhéht, die adaquate EPT nicht. Dazu wurden Handlungsweisungen gegeben.

Die USPSTF 2005 kommt zu einem Ergebnis, das konsistent mit unserem Statement ist.
Die AACE 2006 kommt ebenfalls zu einem Ergebnis, das konsistent zu unserem Statement ist.

Die Leitlinie der IMS 2007 kommt zu der Bewertung, dass die kontinuierlich kombinierte EPT das Risiko
senkt. Die Regime, die als EPT vorgeschlagen werden, stellen z. T. Expertenmeinungen dar.

Die EMAS gibt ein Statement ab, das auf das erhéhte Endometriumkarzinomrisiko bei ET hinweist und die
EPT empfiehlt. Die unterschiedlichen Regime werden in ihrer Wirksamkeit im Hinblick auf die Protektion
bewertet.

Gesamtbewertung

Zusammenfassend kommen die gepriften Leitlinien zu der Schlussfolgerung, dass die ET das
Endometriumkarzinomrisiko erhdht, die adaquate EPT (Beispiele sieche NZGG 2001) nicht.

Literatur
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ACOG 2004

Metaanalysen und systematische Reviews

Autor, Jahr Eberhardt S, Keil T, Kulp W, Greiner W, Willich SN, von der Schulenburg
J-M. Hormone zur Therapie von Beschwerden im Klimakterium und zur
Primarpravention von Erkrankungen in der Postmenopause. DIMDI,
HTA-Bericht 52, 2007. http://gripsdb.dimdi.de/de/hta/hta_berichte
/hta127_bericht_de.pdf externer Link

Fragestellung Ziel dieses HTA-Report ist es, bei allgemein gesunden Frauen medizinische
Effektivitat und 6konomische Effizienz der HT zur Therapie von
Hitzewallungen und nachtlichen Schweilausbriichen sowie zur
Primarpravention von Osteoporose und Herz-Kreislauf-Erkrankungen in der
Postmenopause anhand publizierter Studien zu bewerten.

IDatenbanken, Suchstrategie [Medline, EMBASE, HTA, Cochrane Library 1999-2004

|Einsch|usskriterien ’k. A
|Ausgewéhlte Studien |1 RCT
. HR: 0,81, um 19% erniedrigtes Risiko unter HT vs. Placebo (statistisch nicht
Ergebnisse C
signifikant)

Schlussfolgerung der Autoren |Gynakologische Karzinome waren nicht priméare Zielgrof3e dieses RCT. Bei
vielen untersuchten ZielgréRen innerhalb einer Studie steigt die
Wahrscheinlichkeit von Zufallsbefunden. Ebenso lasst sich aus der hier
untersuchten Kombinations-HT nicht auf die Wirkung anderer
postmenopausaler HT schlieRen.Zur Beurteilung des Risikos der Entstehung
endometrialer Karzinome bei kombinierter HT war dieser RCT mit einer
einjahrigen Studiendauer sicherlich zu kurz.

"Evidenz"grad, Methodik LoE 1a, ++ (SIGN)

Autor, Jahr Farquhar CM, Marjoribanks J, Lethaby A, Lamberts Q, Suckling JA, and the
Cochrane HT Study Group. Long-term hormone therapy for perimenopausal
and postmenopausal women (Review). Cochrane Database of Systematic
Reviews 2005; (3): CD004143

Fragestellung Longterm effects of hormone therapy in peri- and postmenopause

Datenbanken, Suchstrategie Medline, EMBASE, Cochrane control register, Biological abstracts

1966-2004

Einschlusskriterien Randomized double-blind trials of HT vs. placebo, taken for at least one year
by peri- and postmenopausal women.

Ausgewahlte Studien 7 RCTs

Ergebnisse This outcome was measured in seven trials (EPAT 2001; ESPRIT 2002;

Ferenczy 2002; HERS 1998; Obel 1993; PEPI 1995; WHI 1998) with a total
of eleven different interventions, comprising comparisons of oestrogen-only
HT, combined continuous HT and combined sequential HT versus placebo for
varying durations from one year to over five years.Results:

None of the trials showed any statistically significant difference in the
incidence of endometrial cancer between women taking any type of HT and
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women taking placebo. This result included comparisons of oestrogen-only
HT versus placebo (EPAT 2001; ESPRIT 2002; PEPI 1995); however all
women with a uterus in these trials had close monitoring for endometrial
hyperplasia and two trials specified that study medications were withdrawn if
atypical hyperplasia was detected (ESPRIT 2002; PEPI 1995).

\Schlussfolgerung der Autoren

"Evidenz'grad, Methodik

ILoE 1a, ++ (SIGN)

Autor, Jahr

Lethaby A, Suckling J, Barlow D, Farquhar CM, Jepson RG, Roberts H.
Hormone replacement therapy in postmenopausal women: endometrial
hyperplasia and irregular bleeding. Cochrane Database of Systematic
Reviews 2004; (2): CD000402

Fragestellung

The objective of this review is to assess which hormone replacement therapy
regimens provide effective protection against the development of endometrial
hyperplasia and/or carcinoma with a low rate of abnormal vaginal bleeding.

Datenbanken, Suchstrategie

Cochrane Menstrual Disorders and Subfertility Group trials register
(searched January 2003), The Cochrane Library (Issue 2, 2003), Medline
(1966 to January 2003), Embase (1980 to January 2003), Current Contents
(1993 to January 2003), Biological Abstracts (1969 to 2002), Social
Sciences Index (1980 to January 2003), Psycinfo (1972 to February 2003)
and Cinahl (1982 to January 2003). The search strategy was developed by
the Cochrane Menstrual Disorder and Subfertility Group.

Einschlusskriterien

The inclusion criteria were randomised comparisons of unopposed oestrogen
therapy, combined continuous oestrogen-progestogen therapy and
sequential oestrogen-progestogen therapy with each other and placebo
administered over a minimum treatment period of six months. Trials had to
assess which regimen was the most protective against the development of
endometrial hyperplasia/carcinoma and/or caused the lowest rate of irregular
bleeding.

Ausgewahlte Studien

30 RCTs

Ergebnisse

Unopposed moderate or high dose oestrogen therapy when compared to
placebo was associated with a significant increase in rates of endometrial
hyperplasia with increasing rates at longer duration of treatment and follow
up. Odds ratios ranged from (1 RCT; OR 5.4, 95% CI 1.4 to 20.9) for 6
months of treatment to (4 RCTs; OR 9.6, 95% CI 5.9 to 15.5) for 24 months
treatment and (1 RCT; OR 15.0, 95% CI 9.3 to 27.5) for 36 months of
treatment with moderate dose oestrogen (in the PEPI trial, 62% of those
who took moderate dose oestrogen had some form of hyperplasia at 36
months compared to 2% of those who took placebo). Irregular bleeding and
non adherence to treatment were also significantly more likely under these
unopposed oestrogen regimens that increased bleeding with higher dose
therapy. Although not statistically significant, there was a 3% incidence (2
RCTs) of hyperplasia in women who took low dose oestrogen compared to
no incidence of hyperplasia in the placebo group.

Schlussfolgerung der Autoren

There is strong and consistent evidence in this review that unopposed
oestrogen therapy, at moderate and high doses, is associated with
increased rates of endometrial hyperplasia, irregular bleeding and
consequent non adherence to therapy. The addition of oral progestogens
administered either sequentially or continuously is associated with reduced
rates of hyperplasia and improved adherence to therapy. Irregular bleeding
is less likely under sequential than continuous therapy during the first year of
therapy but there is a suggestion that continuous therapy over long duration
is more protective than sequential therapy in the prevention of endometrial
hyperplasia. Hyperplasia is more likely when progestogen is given every
three months in a sequential regimen compared to a monthly progestogen
sequential regimen.

"Evidenz'grad, Methodik

ILoE 1a, ++ (SIGN)

Autor, Jahr Mourits MJ, DE Bock GH. Exogenous steroids for menopausal symptoms and
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breast/endometrial cancer risk. Int J Gynecol Cancer 2006; 16 (Suppl 2):
494-496

To collect information concerning hormone therapy for menopausal symptoms by
exogenous steroids and breast and endometrial cancer risk.

Fragestellung

IDatenbanken IMedline Database 1990-2005

\Einschlusskriterien |Search terms, only original papers

/Ausgewahlite Studien  |RCT, CS

‘Ergebnisse |k. A

Schlussfolgerungen HT in women > 50y of age induces increased risk of breast and endometrial

cancer. In women < 50y of age, HT does not completely negate the breast
cancer risk reduction by premature menopause.In conclusions, the decision to use
HRT should be weighed against the risks and discouraged in women older than
50 years of age and after breast cancer. Counseling should be performed in an
individual manner.

"Evidenz'grad, Methodik |LoE 2a, - (SIGN)

IARC Monographs 2008

There is sufficient evidence in humans for the carcinogenicity of combined estrogen-progestogen
menopausal therapy in the endometrium when progestogen are taken for fewer than 10 days per month, and
there is evidence suggesting lack of carcinogenicity in the endometrium when progestogens are taken daily.
The risk for endometrial cancer is inversely associated with the number of days per month that progestogens
are added to the regimen.

In den IARC Monographs 2008, in denen eine umfangreiche Analyse aller Daten bis 2005 zur Assoziation
zwischen HT und Endometriumkarzinomrisiko gemacht wurde, wird festgehalten, dass eine adaquate EPT
nicht karzinogen ist.

Gesamtbewertung

Die qualitativ guten Metaanalysen und systematischen Reviews kommen zu dem Resultat, dass die ET das
Endometriumkarzinomrisiko erhdht. Die EPT hat keine risikosteigernde Wirkung, vorausgesetzt, dass die
Gestagengabe pro Behandlungsmonat eine Mindestdauer von 10 Tagen hat.

Weitere Literatur

o Doherty JA, Cushing-Haugen KL, Saltzman BS, Voigt LF, Hill DA, Beresford SA, Chen C, Weiss NS.
Long-term use of postmenopausal estrogen and progestin hormone therapies and the risk of
endometrial cancer. Am J Obstet Gynecol 2007; 197 (2): 139.e1-7

o Byrjalsen |, Alexandersen P, Christiansen C. Piperazine oestrone sulphate and interrupted
norethisterone: effects on the postmenopausal endometrium. BJOG 2000; 107 (3): 347-355

o Woodruff JD, Pickar JH. Incidence of endometrial hyperplasia in postmenopausal women taking
conjugated estrogens (Premarin) with medroxyprogesterone acetate or conjugated estrogens alone.
The Menopause Study Group. Am J Obstet Gynecol 1994; 170 (5 Pt 1): 1213-1223

10.3 Ovarialkarzinom

10.3.1 Fragestellung
Beeinflusst eine HT das Risiko, an einem Ovarialkarzinom zu erkranken?
10.3.2 Statement

Eine HT erhoht das Ovarialkarzinomrisiko, inwieweit Unterschiede zwischen ET und EPT bestehen, ist unklar.
(LoE 2a)

10.3.3 Empfehlung
Die Erhéhung des Ovarialkarzinomrisikos muss in die Nutzen-Risiko-Bewertung der HT eingehen. (A)
Leitlinien

NZGG 2001
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Previous ovarian cancer is not a contraindication for HRT. (A)

There is no conclusive evidence that HRT either increases or decreases the risk of developing ovarian
cancer. (C)

NZGG 2004

Women with previous ovarian cancer who use ERT for less than 4 years have no increase in recurrence or
mortality. (B)

Women with an intact uterus taking high doses of ERT (ie, doses routinely used in the 1980s and 1990s),
particularly for 10 years or more, are at increased risk of developing ovarian cancer. (C)

There is insufficient evidence of the effect of low-dose (current usage) ERT on the risk of ovarian cancer. (1)
There is insufficient evidence of the effect of combined HRT on the risk of ovarian cancer. (I)

Arzneimittelkommission 2003

Méglicherweise ist bei langzeitiger postmenopausaler Hormongabe auch das Karzinomrisiko fur andere
Organsysteme, nicht nur des Reproduktionstrakts, erhéht: Ovarialkarzinom, Gallenblasenkarzinom,
follikulares Non-Hodgkin-Lymphom.

NAMS 2007

k. A.

NAMS 2008

k. A.

USPSTF 2005

Data on the association between the use of hormone therapy and the risk for ovarian cancer are
inconsistent. Two good-quality cohort studies reported increased risks for ovarian cancer or ovarian cancer
mortality among women who had taken hormone therapy for 10 years or more. However, a third study found
no effect of hormone therapy on ovarian cancer mortality. One study suggested higher risk with unopposed
estrogen than with estrogen-progestin therapy, but data are insufficient to resolve the effects of different
formulations or doses of hormone therapy on ovarian cancer risk. Neither the WHI nor HERS reported risk
for ovarian cancer

AACE 2006

Patients may have an increase in ovarian epithelial tumors with use of estrogen for more than 10 years.
(LOE 2).

IMS 2007
k. A.
EMAS 2005

Results from observational studies and the WHI trial indicate that EPT may be associated with a slightly,
albeit significant, risk of epithelial ovarian cancer after long-term use.

ACOG 2004

The use of HT does not appear to increase the risk of ovarian cancer. There may be a weak association in
ovarian cancer risk with long-term ET use (longer than 10 y duration), but the data are inconsistent and
therefore inconclusive.

Bewertung

Die qualitativ guten Leitlinien kommen, soweit sie Aussagen machen, zu dem Ergebnis, dass aufgrund der
Daten keine eindeutige Bewertung zur Assoziation von HT und Ovarialkarzinomrisiko gemacht werden kann.

Literatur
o New Zealand Guideline Group (NZGG). Best practice evidence-based guideline. The appropriate
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prescribing of hormone replacement therapy. Published May 2001; ISBN 0-473-4 471 4185
o http://www.nzgg.org.nz/quidelines/0078/HRT summary web.pdf externer Link

o Arzneimittelkommission
Therapieempfehlungen.

der Deutschen Arzteschaft 2003. Hormontherapie im Klimakterium.

Arzneiverordnung in der Praxis. 1. Auflage; 2003. http://www.akdae.de/35/10

/82 Hormontherapie 2003 1Auflage.pdf externer Link

o North American Menopause Society (NAMS Board). Estrogen and progestogen use in peri- and
postmenopausal women. March 2007 position statement of the North American Menopause Society.
Menopause 2007; 14: 168-182

o Position Statement of the North American Menopause Society. Menopause 2008; 15 (4): 584-603

o U.S. Preventive Services Task Force. Hormone therapy for the prevention of chronic conditions in
postmenopausal women: recommendation statement. AHRQ Publication No. 05-0576, May 2005.
Agency for Healthcare Research and Quality, Rockville, MD. http://www.ahrq.gov/clinic/uspstf05
[ht/htpostmenrs.htm externer Link

o American Association of Clinical Endocrinologists. Medical Guidelines for Clinical Practice for the

diagnosis and treatment of menopause. AACE Guideline 2006. Endocrine Practice 2006; 12: 315-337

o International Menopause Society (IMS Board). IMS Updated recommendations on postmenopausal
hormone therapy. Climacteric 2007; 10: 181-194

o European Menopause and Andropause Society (EMAS Board). EMAS 2004/2005 position statements

on peri- and postmenopausal hormone replacement therapy. Maturitas 2005; 51: 8-14

ACOG 2004

Metaanalysen und systematische Reviews

Autor, Jahr

Greiser CM, Greiser EM, Déren M. Menopausal hormone therapy and risk
of ovarian cancer: systematic review and meta-analysis. Hum Reprod
Up-date 2007; 13 (5): 453-463. Epub 2007 Jun 15. Review

Fragestellung

Metaanalyses to asses the impact of specified types of HT on the risk of
OovC

Datenbanken/ Suchstrategie

Medline 1966-2006, EMBASE, Cochrane, Cancerlit

Einschlusskriterien

Containing information upon ever-use of any type of HT, risk by duration of
use or increase of risk within a given time interval. Studies were eligible if
confidence intervals or standard errors of risk estimates were provided.

Ausgewahlte Studien

n =42 (12238 cases), 30 CCS, 7 CS, 1 RCT, 4 cancer registry based
studies

Ergebnisse

Summary estimates of risk:
EPT: 1.110 (Cl 1.020-1.207)
ET: 1.284 (ClI 1.178-1.399)
HT: 1.023 (Cl 0.978-1.070)

|Sch|ussfolgerung der Autoren

’The risk of OvC is increased by EPT and ET

|"Evidenz"g rad, Methodik

b LoE, ++ (SIGN)

Autor, Jahr

Zhou B, Sun Q, Cong R, Gu H, Tang N, Yang L, Wang B. Hormone
replacement therapy and ovarian cancer risk: a meta-analysis. Gynecol
Oncol 2008; 108 (3): 641-651. Epub 2008 Jan 24

Datenbanken, Suchstrategie

Pubmed, Medline (1966-2007)

Einschlusskriterien

Prospective or case-control study design, present data on ovarian cancer
incidence or mortality, report results on HRT use, provide data on rates of
ovarian cancer in at least two groups (ever/never user) and include RR
estimates.

Ausgewabhlte Studien

19 CCS, 8 Cohort

Ergebnisse

8 Cohort ET (Ever use): RR 1.51, 95% CI 1.21-1.88

8 Cohort HT (Ever use): RR 1.24, 95% Cl 1.15-1.34

19 Case-Control ET (Ever use): OR 1.19, 95% CI 1.02-1.40
19 Case-Control EPT (Ever use): OR 1.01, 95% CI 0.83-1.22

|Sch|ussfolgerung der Autoren

|HRT was associated with increased risk for ovarian cancer

|"Evidenz"grad, Methodik

b LOE, ++ (SIGN)
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Autor, Jahr Beral V; Million Women Study Collaborators, Bull D, Green J, Reeves G. Ovarian
cancer and hormone replacement therapy in the Million Women Study. Lancet 2007;
369 (9574): 1703-1710

Fragestellung Follow-up-Study and Metaanalysis based on relative risk for incident and fatal ovarian
cancer among current users of HT

Einschlusskriterien 984576 women between 1996 and 2001, average age 57.2 years, average follow-up of
5.3 years for incident cancer, average follow-up 6.9 years for fatal cancer
Metaanalysis: 9 CS

Ergebnisse MWS: RR 1.20, 95% CI 1.09-1.32 (Current use HT)
Metaanalysis: RR 1.28, 95% CI 1.20-1.36 (Current use HT)

Schlussfolgerung [Women who use HRT are at an increased risk of both incident and fatal ovarian cancer.
Since 1991, use of HRT has resulted in some 1300 additional ovarian cancers and 1000
additional deaths from the malignancy in the UK.

"Evidenz"grad 2a LoE, - (SIGN)

Autor, Jahr Eberhardt S, Keil T, Kulp W, Greiner W, Willich SN, von der Schulenburg
J-M. Hormone zur Therapie von Beschwerden im Klimakterium und zur
Primarpravention von Erkrankungen in der Postmenopause. DIMDI,
HTA-Bericht 52, 2007.
http://gripsdb.dimdi.de/de/hta/hta_berichte/hta127_bericht_de.pdf externer
Link

Fragestellung Ziel diese HTA-Report ist es, bei allgemein gesunden Frauen medizinische
Effektivitat und 6konomische Effizienz der HT zur Therapie von
Hitzewallungen und nachtlichen SchweilRausbriichen sowie zur
Primarpravention von Osteoporose und Herz-Kreislauf-Eerkrankungen in der
Postmenopause anhand publizierter Studien zu bewerten.

’Datenbanken, Suchstrategie |Med|ine, Embase, HTA, Cochrane Library 1999-2004

Einschlusskriterien Available RCT
\Ausgewéhlte Studien |1 RCT (HT vs. Placebo/ WHI)
‘Ergebnisse ’HR 1,58; 95% Kl 0,70-3,24 (statistisch nicht signifikant)

Schlussfolgerung der Autoren (Gynakologische Karzinome waren nicht primare Zielgréf3e dieses RCT. Bei
vielen untersuchten Zielgrofien innerhalb einer Studie steigt die
Wahrscheinlichkeit von Zufallsbefunden. Ebenso lasst sich aus der hier
untersuchten Kombinations-HT nicht auf die Wirkung anderer
postmenopausaler HAT schlieRen.

"Evidenz"grad, Methodik LoE 1b, ++ (SIGN)

Autor, Jahr IARC Monographs on the evaluation of carcinogenic risks to human 2007;
Volume 91. Combined Estrogen-Progestogen Contraceptives and Combined
Estrogen-Progestogen Menopausal Therapy. 528 pages; ISBN 978 92 832

1291 1
\Datenbanken, Suchstrategie |k. A
‘Einschlusskriterien |k. A
Ausgewihite Studien 6 CCS
\Ergebnisse ’k. A

‘Schlussfolgerung der Autoren ’k. A.
"Evidenz'grad, Methodik  [LoE 2b, + (SIGN)

Gesamtbewertung
Bewertung der Metaanalysen und systematische Reviews:

Die Metaanalysen, die qualitativ hochwertig sind (SIGN ++ bzw. +), kommen zu der Bewertung, dass das
Ovarialkarzinomrisiko durch HT bzw. EPT und ET erhdéht ist.

Diese Metaanalysen sind die Grundlage fiur die Statements.
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Die "Million Women Study" ist eine grof3e Kohortenstudie sowie Metaanalyse, die fur die HT-Anwendung eine
Steigerung des Ovarialkarzinomrisikos bei "current users" findet. Auch wenn es sich nur um eine
Kohortenstudie handelt, ist sie qualitativ gut und die Resultate flir Empfehlungen relevant.

IARC Monographs machen nach einer Bewertung von Fallkontrollstudien keine Aussage in der Evaluation.
10.4 Kolorektale Karzinome

10.4.1 Fragestellung

Beeinflusst eine HT das Risiko, an einem kolorektalen Karzinom zu erkranken?
10.4.2 Statement

Eine EPT senkt das Risiko fir kolorektale Karzinome, eine ET nicht. (LoE 1a)
10.4.3 Empfehlung

Hieraus ergibt sich keine Indikation fur eine HT. (A)

Leitlinien

NZGG 2001

HRT use is not associated with an increased risk of colorectal cancer. (B)
NZGG 2004

Combined HRT use is associated with a decreased risk of colorectal cancer.

In postmenopausal women aged 50 to 79 years, the estimated absolute riskt of colorectal cancer is 16
cases per 10,000 women per year in non-users of combined HRT compared to 10 cases per 10,000 women
per year in users of combined HRT (averaged over 51/2 years). However, the cancers diagnosed in HRT
users were more likely to be advanced (regional or metastatic) than those diagnosed in non-users of
combined HRT. (B)

Arzneimittelkommission 2003

Eine Ostrogen-Gestagen-Therapie vermag vielleicht das Risiko kolorektaler Karzinome zu senken, eine
Indikation zur Hormontherapie leitet sich daraus nicht ab.

NAMS 2007

k. A.

NAMS 2008

k. A.

USPSTF 2005

Results from the WHI study and HERS showed a trend toward reduced incidence of colon cancer (HR, 0.63;
adjusted 95% Cl 0.32-1.24 and RH, 0.81; 95% CI 0.46-1.45, respectively), but the trend did not reach
statistical significance. The estrogen-only arm of the WHI trial showed neither benefit nor harm for colorectal
cancer risk (HR, 1.08; adjusted 95% CI 0.63-1.86). A meta-analysis of 18 observational studies of
postmenopausal women reported a 20-percent reduction in colon cancer (RR, 0.80; 95% CI 0.74-0.86) and
a 19-percent reduction in rectal cancer (RR, 0.81; 95% CI 0.72-0.92) among women who had ever used
combined estrogen-progestin or estrogen alone compared with women who had never used hormone
therapy. This decrease in risk was more apparent when current users were compared with those who had
never used hormone therapy (RR, 0.66; 95% CI 0.59-0.74). Overall, the evidence suggesting a trend toward
reduction of colorectal cancer risk with combined hormone therapy should be interpreted cautiously until
controlled trials clarify whether therapy has either no benefit or modest benefit.

AACE 2006

Several studies, including the E+P arm of the WHI trial, have demonstrated a decrease in colon cancer
incidence (LOE 1, 2a, 2b).
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IMS 2007

k. A

EMAS 2005

EPT reduces the risk of colorectal cancer (Grade A recommendation). Both previous observational data and
the EPT part of the WHI trial show a significantly reduced risk. It is unknown how long the effect of combined
HRT persists after treatment is stopped or how HRT affects mortality from colorectal cancer. The reduction
of risk has not been shown with ET. At present, we do not recommend the use of HRT solely for this
indication

ACOG 2004

The results from several large Metaanalyses and the WHI have shown a substantial reduction in the
incidence of colorectal cancer in women taking HT.
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International Menopause Society (IMS Board). IMS Updated recommendations on postmenopausal
hormone therapy. Climacteric 2007; 10: 181-194

European Menopause and Andropause Society (EMAS Board). EMAS 2004/2005 position statements
on peri- and postmenopausal hormone replacement therapy. Maturitas 2005; 51: 8-14

ACOG 2004

Metaanalysen und systematische Reviews

Autor, Jahr Eberhardt S, Keil T, Kulp W, Greiner W, Willich SN, von der Schulenburg

J-M. Hormone zur Therapie von Beschwerden im Klimakterium und zur
Primarpravention von Erkrankungen in der Postmeno-pause. DIMDI,
HTA-Bericht 52, 2007. http://gripsdb.dimdi.de/de/hta/hta_berichte
/hta127_bericht_de.pdf externer Link

Fragestellung Ziel diese HTA-Report ist es, bei allgemein gesunden Frauen medizinische

Effektivitat und 6konomische Effizienz der HT zur Therapie von
Hitzewallungen und nachtlichen Schweillausbriichen sowie zur
Primarpravention von Osteoporose und Herz-Kreislauf-Erkrankungen in der
Postmenopause anhand publizierter Studien zu bewerten.

|Datenbanken, Suchstrategie ’Medline, Embase, HTA, Cochrane Library 1999-2004

|Einsch|usskriterien |k. A
|Ausgewihite Studien 1RCT
|Ergebnisse ]HR: 0,63, signifikantes um 37% reduziertes Risiko unter HT vs. Placebo

Schlussfolgerung der Autoren |Dick- und Enddarmkarzinome waren nicht primare Zielgrof3e dieses RCT.

Daher sind die Ergebnisse vorsichtig zu interpretieren. Werden innerhalb
einer Studie viele ZielgréfRen untersucht, steigt die Wahrscheinlichkeit von
Zufallsbefunden. Ebenso lasst sich aus der hier untersuchten
Kombinations-HT nicht auf die Wirkung anderer postmenopausaler HT
schlielRen.

"Evidenz'grad, Methodik LoE 1b, ++ (SIGN)
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Autor, Jahr Farquhar CM, Marjoribanks J, Lethaby A, Lamberts Q, Suckling JA, and the
Cochrane HT Study Group. Long-term hormone therapy for perimenopausal
and postmenopausal women (Review). Cochrane Database of Systematic
Reviews 2005; (3): CD004143

Fragestellung Longterm effects of hormone therapy in peri- and postmenopause

Medline, Embase, Cochrane control register, Biological abstracts
1966-2004

Randomized double-blind trials of HT vs. placebo, taken for at least one
year by peri- and postmenopausal women.

Ausgewahlte Studien |4 RCTs

Ergebnisse und PEPI: RR 0.33 (0.01-8.08)

Schlussfolgerung der Autoren |WHI (1y): RR 0.64 (95% CI 0.29-1.41)

WHI (2y): RR 0.83 (95% CI 0.46-1.50)

HERS (4y): RR 0.69 (95% CI 0.32-1.48)

HERS (4-6y): RR 0.81 (95% CI 0.46-1.44)

Nachtigal et al.: RR 1.0 (95% CI 0.06-15.73)

WHI 1998 (combined HT arm) reported that among relatively healthy women
taking combined continuous HT (CEE 0.625 mg + MPA 2.5 mg), there was
no statistically significant difference in the incidence of colorectal cancer,
compared with women taking placebo, at one to four years' follow-up.
However, women taking combined continuous HT had a significantly lower
incidence of colon cancer after five or more years (at mean of 5.6 years:
RRO0.62 [95% CI 0.43 to 0.89]). No statistically significant difference was
shown between any other type of HT and placebo for this outcome;
however the relevant

trials were small. With respect to colorectal cancer, the significantly reduced
incidence

in women taking combined continuous HT in WHI 1998 (combined HT arm)
was offset by the finding that colorectal cancers diagnosed in such women
tended to be more advanced, withmore likelihood of lymphatic ormetastatic
involvement. The investigators suggested that women taking combined HT
might benefit from routine bowel screening, despite their reduction in overall
risk of colorectal cancer (Chlebowski 2003).

"Evidenz"grad, Methodik LoE 1a, ++ (SIGN)

Datenbanken, Suchstrategie

Einschlusskriterien

IARC Monographs 2007

There is evidence suggesting lack of carcinogenicity in humans for combined estrogen-progestogen
menopausal therapy in the colorectum.

Gesamtbewertung

Alle Leitlinien kommen zu der Schlussfolgerung, dass das Risiko fur kolorektale Karzinome durch eine HT
nicht erhéht wird. Es wird darauf hingewiesen, dass die RCTs einen Trend zur Risikoreduktion zeigen.
Metaanalysen zeigen eine leichte Risikoreduktion.

Weitere Literatur
o Ritenbaugh C, Stanford JL, Wu L, Shikany JM, Schoen RE, Stefanick ML, Taylor V, Garland C, Frank
G, Lane D, Mason E, McNeeley SG, Ascensao J, Chlebowski RT; Women's Health Initiati-ve
Investigators. Conjugated equine estrogens and colorectal cancer incidence and survival: the
Women's Health Initiative randomized clinical trial. Cancer Epidemiol Biomarkers Prev 2008; 17 (10):
2609-2618. Epub 2008 Sep 30

10.5 HT nach Malignomerkrankung

10.5.1 Fragestellung
1. Beeinflusst die HT nach Mammakarzinom das Rezidivrisiko/Gesamtiiberleben?
2. Beeinflusst die HT nach Genitalkarzinom das Rezidivrisiko/Gesamtliberleben?
3. Beeinflusst die HT nach kolorektalen und anderen Karzinomen das Rezidivrisiko/Gesamtiiberleben?

10.5.2 Statement
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Eine HT steigert das Risiko flr ein Rezidiv nach behandeltem Mammakarzinom. (LoE 2 b)

Das Risiko einer HT nach behandelten Endometrium-, Ovarial- oder kolorektalen Karzinomen ist nicht
ausreichend untersucht. (LoE 2b)

Zu anderen Tumorentitaten konnen aufgrund fehlender Daten keine Aussagen gemacht werden. (LoE 5)
10.5.3 Empfehlung

Eine HT ist nach behandeltem Mammakarzinom kontraindiziert. (A)

Leitlinien

NZGG 2001

Estrogen replacement for women who are endometrial cancer survivors (stage 1 and 2) can be considered if
severe menopausal symptoms are present (C).

Previous ovarian cancer is not a contraindication for HRT (A).

Cautions short term use (< 5Syears) of low dose HRT in localised cancer survivers may be considerd if
severe menopausal symptoms or low bone density are present and are unresponsive to other treatment (C).

Several observational studies have suggested that there is no increased risk of breast cancer recurrence in
women with breast cancer who are given HRT. However the follow-up periods in these studies are short and
the women are likely to have early stage disease.

NZGG 2004
k. A.

Arzneimittelkommission 2003

k. A.

NAMS 2007

k. A.

USPSTF 2005
k. A.

AACE 2006

A history of breast cancer or uterine cancer is still the main contraindication to HRT. The conventional
prohibition against HRT in survivors of breast and Endometrium cancer is currently being reexamined.

IMS 2007

k. A.

EMAS 2006
k. A.

ACOG 2004

For breast cancer survivors, alternatives to HT should be considered for the treatment of menopausal
symptoms. The routine use of ET-HT in women who have had breast cancer is not recommended.

DGS (Deutsche Gesellschaft flir Senologie) 2002

Frauen mit behandeltem Mammakarzinom, die eine Hormonersatztherapie (HRT) wiinschen oder bei denen
Folgeerscheinungen eines Ostrogenmangels zu befiirchten sind, sollten die heute verfiigbaren anderen
Behandlungsméglichkeiten empfohlen werden. Nur bei einer gravierenden Beeintrachtigung der
Lebensqualitat durch klimakterische Symptome, die durch andere Behandlungsstrategien inkl. Modifikation
der Lebensfiihrung nicht beherrscht werden, kann eine HRT erwogen werden. Vorher muss die Patientin
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umfassend Uber die individuelle Nutzen- und Risikokonstellation bei Einleitung einer HRT aufgeklart werden
und gegebenenfalls Ricksprache mit der/dem behandelnden onkologischen Spezialistin/en erfolgen. Diese
Aufklarung muss dokumentiert werden. Eine HRT bei Mammakarzinom-Patientinnen sollte in der geringst
maoglichen Dosierung durchgefiihrt und sobald wie moglich wieder abgesetzt werden.

Literatur

o

o
o

New Zealand Guideline Group (NZGG). Best practice evidence-based guideline. The appropriate
prescribing of hormone replacement therapy. Published May 2001; ISBN 0-473-4 471 4185
http://www.nzgg.org.nz/guidelines/0078/HRT summary web.pdf externer Link
Arzneimittelkommission der Deutschen Arzteschaft 2003. Hormontherapie im Klimakterium.
Therapieempfehlungen. Arzneiverordnung in der Praxis. 1. Auflage; 2003. http://www.akdae.de/35/10
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Menopause 2007; 14: 168-182
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Agency for Healthcare Research and Quality, Rockville, MD. http://www.ahrg.gov/clinic/uspstf05
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diagnosis and treatment of menopause. AACE Guideline 2006. Endocrine Practice 2006; 12: 315-337
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on peri- and postmenopausal hormone replacement therapy. Maturitas 2005; 51: 8-14

ACOG 2004

DGS 2002

Metaanalysen und systematische Reviews

Autor, Jahr Col NF, Kim JA, Chlebowski RT. Menopausal hormone therapy after breast

cancer: a meta-analysis and critical appraisal of the evidence. Breast Cancer
Res 2005; 7 (4): R535-540. Epub 2005 May 19

Fragestellung To estimate the effects of HT on recurrence in breast cancer survivors and to

examine the reliability of these estimates

Datenbanken, Suchstrategie |Medline 1966-2004

Einschlusskriterien In a systematic review of the literature we identified all reports of HT use in

breast cancer survivors that included comparison groups. Study design
features that might affect selection of participants, detection of recurrence,
and manuscript publication were assessed. The relative risks for breast
cancer recurrence associated with HT were combined with random effects

models.
Ausgewahlte Studien 2 RCTs, 8 CS
Ergebnisse Two randomized and eight observational studies included 1,316 breast

cancer survivors who used HT and 2,839 nonusers. In the observational
studies, HT users were younger and more commonly node negative; only
two reported balanced restaging for HT and control groups. Randomized
trials suggest that HT increased the risk for recurrence (relative risk 3.41,
95% confidence interval 1.59-7.33), whereas observational studies suggest
that HT decreased this risk (relative risk 0.64, 95% confidence interval
0.50-0.82).

Schlussfolgerung der Autoren |Results from observational studies are discrepant with results from

randomized trials. Observational studies of HT use in breast cancer survivors
have design limitations that cannot be controlled for using standart statistical

methods. Therefore, the RCT data provide the only reliable estimates of the

effect of HT use on recurrence risks in breast cancer survivors.

"Evidenz'grad, Methodik  |LoE 1a, + (SIGN)

Autor, Jahr Baber R, Hickey M, Kwik M. Therapy for menopausal symptoms during and

after treatment for breast cancer: safety considerations. Drug Saf 2005; 28
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| (12): 1085-1100. Review

\Fragestellung |k. A.

’Datenbanken, Suchstrategie |Med|ine, Cochrane Database (1960-2005)
\Einschlusskriterien |k. A

Ausgewihite Studien 1 RCT, 10 CS, 9 CCS

\Ergebnisse |k. A

Schlussfolgerung der Autoren |More than 20 clinical trials have been conducted examining the relationship
between postmenopausal hormone therapy and breast cancer recurrence.
The majority of these have been observational and have shown no increased
risk of recurrence. However, the largest randomized trial that has thus far
been conducted was recently halted because of a reported increase in the
risk of recurrence amongst users of hormone replacement therapy.

"Evidenz"grad, Methodik LoE 1b, + (SIGN)

Autor, Jahr Antoine C, Liebens F, Carly B, Pastijn A, Neusy S, Rozenberg S. Safety of
hormone therapy after breast cancer: a qualitative systematic review. Hum
Reprod 2007; 22 (2): 616-622. Epub 2006 Oct 18. Review

This qualitative review systematically analyses the safety of hormone
therapy in breast cancer patients

Fragestellung

Datenbanken, Suchstrategie |Medline, Embase, Cochrane Controlled Trials

We systematically searched studies reporting the use of HT in BC patients.
We selected 20 studies in which we evaluated the methodology,
characteristics of the studied populations and outcomes in terms of mortality
and recurrence rates (RRs).

Ausgewahlte Studien 2 RCTs, 7 CCS, 11 CS

Ergebnisse Many studies evaluating HT were uncontrolled and retrospective. Ten
prospective and two randomized studies were found. These were
characterized by heterogeneity in populations, tumour characteristics,
prognostic factors and treatments. Two studies reported a reduced RR, and
two reported lowered BC mortality rates in HT users. One randomized study
reported an increased rate of new BC events in HT users.

Einschlusskriterien

There are currently no reassuring data indicating the absence of a harmful
effect of HT

"Evidenz"grad, Methodik LoE 1a, ++ (SIGN)

Schlussfolgerung der Autoren

RCT

Autor, Jahr Holmberg L, Iversen OE, Rudenstam CM, Hammar M, Kumpu-lainen E,
Jaskiewicz J, Jassem J, Dobaczewska D, Fjosne HE, Peralta O, Arriagada
R, Holmqvist M, Maenpaa J; HABITS Study Group. Increased risk of
recurrence after hormone replacement therapy in breast cancer survivors. J
Natl Cancer Inst 2008; 100 (7): 475-482. Epub 2008 Mar 25. Erratum in: J
Natl Cancer Inst 2008; 100 (9): 685

Fragestellung The randomized HABITS study, which compared HT for menopausal
symptoms with best management without hormones among women with
previously treated breast cancer

Ergebnisse Of the 447 women randomly assigned, 442 could be followed for a median
of 4 years. Thirty-nine of the 221 women in the HT arm and 17 of the 221
women in the control arm experienced a new breast cancer event (HR = 2.4,
95% CI = 1.3 to 4.2). Cumulative incidences at 5 years were 22.2% in the
HT arm and 8.0% in the control arm. By the end of follow-up, six women in
the HT arm had died of breast cancer and six were alive with distant
metastases. In the control arm, five women had died of breast cancer and
four had metastatic breast cancer (P = 0.51, log-rank test).

After extended follow-up, there was a clinically and statistically significant
Schlussfolgerung der Autoren |. : . .
increased risk of a new breast cancer event in survivors who took HT.

12.10.2010 10:41

Die "Leitlinien" der Wissenschaftlichen Medizinischen Fachgesellschaften sind systematisch entwickelte

Hilfen fiir Arzte zur Entscheidungsfindung in spezifischen Situationen. Sie beruhen auf aktuellen wissenschaftlichen
Erkenntnissen und in der Praxis bewahrten Verfahren und sorgen fir mehr Sicherheit in der Medizin, sollten aber auch
dkonomische Aspekte bertiicksichtigen. Die "Leitlinien" sind fiir Arzte rechtlich nicht bindend und haben daher weder
haftungsbegriindende noch haftungsbefreiende Wirkung.

Die AWMF erfasst und publiziert die Leitlinien der Fachgesellschaften mit grétmdglicher Sorgfalt - dennoch kann die
AWMF fiir die Richtigkeit - insbesondere von Dosierungsangaben - keine Verantwortung tibernehmen.



137

Studientyp, Methodik

Randomized, non placebo-controlled noninferiority trial, + (SIGN)

Kohortenstudien

Autor, Jahr

Mascarenhas C, Lambe M, Bellocco R, Bergfeldt K, Riman T, Persson I,
Weiderpass E. Use of hormone replacement therapy before and after
ovarian cancer diagnosis and ovarian cancer survival. Int J Cancer 2006; 119
(12): 2907-2915

Einschlusskriterien

We studied 5-year survival in patients with invasive EOC and borderline
ovarian tumors (BOT) according to HRT use before and after diagnosis in a
prospective nation-wide cohort study of 799 women diagnosed with EOC (n
= 649) and BOT (n = 150) aged 50-74 years in 1993-1995 in Sweden.

Ergebnisse

After 5 years of follow-up, 45% of the patients with EOC and 93% of the
patients with BOT were alive. For women with BOT there were no
associations between HRT-use pre- or postdiagnosis and survival. There
was no overall difference in 5-year EOC survival according to use HRT
before diagnosis (multivariate HR = 0.83, 95% CI = 0.65-1.08), except for
serous EOC (HR = 0.69, 95% CI = 0.48-0.98). Analyses of different HRT
preparations, duration and recency of use did not reveal any variations in
pattern of survival. We observed a better survival for EOC-patients who
used HRT after diagnosis (multivariate HR = 0.57, 95% CI = 0.42-0.78).

Schlussfolgerung der Autoren

We conclude that HRT-use prior to diagnosis of EOC does not affect 5-year
survival, except for a possible survival advantage in serous EOC. Women
using HRT after diagnosis had a better survival than women with no use, but
we cannot rule out that this latter finding may reflect a subtle selection
process.

"Evidenz"grad, Methodik

LoE 2b, Cohort-Study

Autor, Jahr

McDonnell BA, Twiggs LB. Hormone replacement therapy in endometrial
cancer survivors: new perspectives after the heart and estrogen progestin
replacement study and the women's health initiative. J Low Genit Tract Dis
2006; 10 (2): 92-101. Review

Datenbanken, Suchstrategie

Narrative review

Einschlusskriterien

This article reviews the published literature concerning both the safety of
prescribing HRT to endometrial cancer survivors and the therapy s potential
risks and benefits.

Ausgewahlte Studien

k. A.

Ergebnisse

Prescribing HRT to endometrial cancer survivors does not seem to be
contraindicated and may even confer modest protection, depending on the
doses and the specific drugs used. The potential benefits of HRT are more
conflicting. Although the medical community agrees on the positive effects for
bone density and relief of vasomotor symptoms, the results of our review
offer no clear consensus in regard to HRT's effects on coronary heart
disease, health-related quality of life, cognitive functioning, and cancer
incidence.

Schlussfolgerung der Autoren

Until the medical community can concur on the proper prescription practices
in endometrial cancer survivors, an individualized patient-based approach
must be taken.

"Evidenz'grad, Methodik

LoE 1a, - (SIGN)

Autor, Jahr Chan JA, Meyerhardt JA, Chan AT, Giovannucci EL, Colditz GA, Fuchs CS.
Hormone replacement therapy and survival after colorectal cancer diagnosis.
J Clin Oncol 2006; 24 (36): 5680-5686

Methodik \We examined the influence of postmenopausal estrogen use on mortality

among 834 women participating in the Nurses' Health Study who were
diagnosed with colorectal cancer between 1976 and 2000 and observed until
death or June 2004, whichever came first. Colorectal cancer-specific
mortality and overall mortality according to categories of hormone use were
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assessed. Cox proportional hazards models were used to calculate hazard
ratios (HRs) adjusted for other risk factors for cancer survival.

Ergebnisse Postmenopausal estrogen use before diagnosis of colorectal cancer was
associated with significant reduction in mortality. Compared with women with
no prior estrogen use, those reporting current use before diagnosis had an
adjusted HR of 0.64 (95% CI 0.47 to 0.88) for colorectal cancer-specific
mortality and 0.74 (95% CI 0.56 to 0.97) for overall mortality. This inverse
association between hormone use and mortality was most evident among
women whose duration of use was less than 5 years. Longer durations and
past use were not associated with significant survival benefit. Assessment of
estrogen use after diagnosis demonstrated similar findings.

Schlussfolgerung der Autoren |Current postmenopausal estrogen use before diagnosis of colorectal cancer
was associated with improved colorectal cancer-specific and overall
mortality. This benefit was principally limited to women who initiated
estrogens within 5 years of diagnosis. Additional efforts to understand
mechanisms through which estrogens influence colorectal carcinogenesis
and cancer progression seem warranted.

"Evidenz'grad, Methodik LoE 2b

Bewertung
Es existieren nur wenige Empfehlungen in den gepriften Leitlinien. Dies liegt an der limitierten Datenlage.

NZGG 2001: Aufgrund der fehlenden "Evidenz" halten wir die Bewertung zu HT nach Ovarialkarzinom fir
falsch. Die Aussagen zur Anwendung nach Endometrium- und Mammakarzinom basieren auf unzureichender
"Evidenz", die aus Beobachtungsstudien stammt. Die Statements zur Anwendung nach Genital- und
kolorektalen Karzinomen leitet sich aus der unzureichenden Datenlage ab. Die Studien sind meist offene,
selten kontrollierte Studien, die zu kleine Fallzahlen aufweisen, um eine zuverlassige Aussage zu machen.

Eine RCT zeigt erhéhtes Rezidivrisiko durch Anwendung einer HT nach behandeltem Mammakarzinom. Die
Metaanalysen kommen zwar zu dem Resultat, dass das Rezidivrisiko in den meisten Beobachtungsstudien
nicht erhoht ist, diese aber Mangel aufweisen und somit ein Risiko nicht auszuschlieflen ist.

Der sog. HABITS trial ist eine RCT, die ein eindeutig erhéhtes Mammakarzinomrisiko nach HT zeigt.
Einschrankend ist die relativ kleine Fallzahl. Die RCT ist Grundlage fiir das Statement zum Mammakarzinom.

Weitere Literatur

o Holmberg L, Anderson H. HABITS (hormonal replacement therapy after breast cancer - is it safe?), a
randomised comparison: trial stopped. Lancet 2004; 363 (9407): 453-455

o Chan JA et al. Hormone replacement therapy and survival after colorectal cancer diagnosis. J Clin
Oncol 2006; 24: 5680-5686

o Ayhan A et al. Does immediate hormone replacement therapy affect the oncologic outcome in
endometrial cancer survivors? Int J Gynecol Cancer 2006; 16: 805-808

o Mascarenhas C et al. Use of hormone replacement therapy before and after ovarian cancer diagnosis
and ovarian cancer survival. Int J Cancer 2006; 119: 2907-2915

o McDonnel BA et al. Hormone replacement therapy in endometrial cancer survivors: new perspectives
after the heart and estrogen progestin replacement study and the women's health initiative. J Low
Genit Tract Dis 2006; 10: 92-101

o Colditz A et al. Menopausal hormone therapy after breast cancer. Breast Cancer Research 2005; 7:
168-170

o Von Schoultz E et al. Menopausal hormone therapy after breast cancer: the Stockholm Randomized
Trial. Lancet 2004; 363 (9407): 453-455

15.ad 11 Pramature Ovarialinsuffizienz
Th. Strowitzki, L. Kiesel
11.1 Fragestellung

Ist eine HT bei pramaturer Ovarialinsuffizienz indiziert?
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11.2 Statement

Ob Nutzen und Risiken einer HT bei Frauen mit prdmaturer Menopause verschieden sind von denen bei
Frauen mit Eintritt der Menopause um das 50. Lebensjahr, ist unklar. (LoE 2a)

Eine HT ist bei symptomatischen Frauen mit pramaturer Menopause zur Behandlung von Hitzewallungen und
vaginaler Atrophie geeignet. (LoE2a)

11.3 Empfehlung

Eine HT kann bei Frauen mit pramaturer Menopause bis zum durchschnittlichen Menopausealter
durchgefuhrt werden. (0)

Leitlinien
NZGG 2001
"premature menopause

Young women with premature ovarian failure, either natural or secondary to chemotherapy/radiotherapy or
bilateral oophorectomy, often experience severe hot flushes and over 75% need a higher dose of HRT.

As oral estrogen, particularly CEE, increases SHBG and thus lowers free testosterone, non oral routes of
estrogen therapy can be beneficial if libido is decreased with oral treatment.

It has been standard clinical practice to prescribe HRT for women who have a premature menopause at
least until the age of 50 not only for symptom relief but to protect bone. For asymptomatic women with
premature menopause and normal bone mineral density, there is no evidence to support the use of HRT for
cardiovascular benefit alone. However, follow up bone density measurement will be needed to clarify when
and if HRT may be required to decrease osteoporosis risk."

Diese Aussage basiert nicht auf angegebenen Studien.
NAMS 2007
"Premature menopause and premature ovarian failure

Premature menopause and premature ovarian failure are conditions associated with a lower risk of breast
cancer and earlier onset of osteoporosis and CHD, but there are no clear data as to whether ET or EPT will
affect morbidity or mortality from these conditions. The risk-benefit ratio for younger women who initiate
therapy at an early age may be more favourable but is currently unknown."

Diese Aussage basiert nicht auf angegebenen Studien.
NAMS 2008

"There are inadequate data regarding HT in these populations. Most reports suggesting an increased risk of
CHD with early natural or surgical menopause also suggest a protective effect of HT. The existing data
regarding HT in women experiencing menopause at the typical age should not be extrapolated to women
experiencing premature menopause and initiating HT at that time. The risks attributable to HT use by these
young women receiving HT are likely smaller and the benefits potentially greater than those in older women
who commence HT at or beyond the typical age of menopause, although no trial data exist."

Diese Aussage basiert nicht auf angegebenen Studien.
Nelson HD et al. 2005

"A large number of studies reported data on women with bilateral oophorectomies, but did not stratify results
by this characteristic. Trials of estrogen that exclusively enrolled women with oophorectomies to take
unopposed estrogen reported similar improvements in vasomotor symptoms as trials of women without
oophorectomies taking unopposed estrogen."

Bewertung

Die qualitativ gute Leitlinie NZGG 2001 nimmt nur sehr eingeschrankt zur pramaturen Menopause Stellung.
Sie kommt zu dem Schluss, dass die HT bei POF gute klinische Praxis bis zum Lebensalter von 50 Jahren
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ist, auch zur Prophylaxe einer Osteoporose, aber nicht zur Pravention kardiovaskularer Erkrankungen. Diese
Aussage stlitzt sich aber nicht auf angegebene Literaturstellen. Die zitierten Literaturangaben beziehen sich
ausschlieBlich auf den Effekt einer denkbaren Androgensubstitution.

Das NAMS-2007-Statement, welches als qualitativ gut zu bewerten ist, macht differenziertere Aussagen zur
Assoziation zwischen HT und Brustkrebsrisiko. Es wird zu den WHI-Daten fiir die ET Stellung bezogen, die
eine Senkung des Brustkrebsrisikos zeigen. Daraus sollte nicht die Konsequenz gezogen werden, die ET zur
Pravention einzusetzen. Die Anwendung einer ET Uber 15 Jahre erhdht das Brustkrebsrisiko. Die Datenlage
wird als limitiert bewertet. Zu diesem Punkt verweisen wir auf u. a. Metaanalysen.

Das NAMS-2008-Update gibt weiterhin keine Studien an, befasst sich aber mit den potenziellen protektiven
Effekten einer HT bei POF.

Der AHRQ Evidence Report von 2005 macht Aussagen zur Situation bei Frauen nach chirurgischer
Menopause. Die Verringerung vasomotorischer Symptome durch ET ist vergleichbar einer EPT bei Frauen
ohne OP. Zum eigentlichen POF-Syndrom, d. h. zur spontan auftretenden prama-turen Menopause, liegen
nach diesem Report keine Studien vor.

NAMS 2003 und Arzneimittelkommission 2003 befassen sich nicht mit der Situation der pramaturen
Menopause.

Klassifizierung der "Evidenz"-Grade nach Oxford Centre of Evidence Based Medicine, 2001. Bewertung der
Metaanalysen und system. Reviews nach den SIGN-Kriterien des Scottish Intercollegiate Guidelines
Network, 2004.
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Metaanalysen
keine

Reviews

Autor, Jahr Nelson HD et al. Management of menopause-related symptoms. Evidence
Report/Technology Assessment No. 120 AHRQ Publication No. 05-E016-2.
Rockuville, MD, 2005

Ausgewahlte Studien 20 (Stratifizierung in keiner der Studien nach Oophorektomie), 1 Studie
ausschlieRlich mit Frauen n. Oophorektomie

Statement Trials of estrogen that exclusively enrolled women with oophorectomies to take
unopposed estrogen reported similar improvements in vasomotor symptoms as
trials of women without oophorectomies taking unopposed estrogen.

"Evidenz'grad, Methodik |LoE 2a

Autor, Jahr Nelson LM, Covington SN, Rebar RW. An update: spontaneous premature ovarian
failure is not an early menopause. Fertil Steril 2005; 83: 1327-1332

Ausgewahlte Studien Keine
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Statement Our clinical judgement suggests that remaining sex steroid deficient as a young
woman carries a greater long-term health risk than does replacing the hormones
normally supplied by the ovaries.

"Evidenz"grad, Methodik |LoE 5, SIGN 4, GCP-Empfehlung

Goswamy D, Conway G. Premature ovarian failure. Hum Reprod Update 2005;

Autor, Jahr 11: 391-410
Ausgewabhlte Studien
Statement Long-term HRT is needed for relief of menopausal symptoms (including

vasomotor instability, sexual dysfunction, mood, fatigue and skin issues) and to
prevent long-term health sequel of estrogen deficiency, such as osteoporosis.
Estrogen replacement is usually continued up to the age of 50 years, when the
risk and benefit of continued treatment are reviewed. No data are available to
evaluate the impact of treatment on risk factors, such as the development of
breast cancer or of cardiovascular events in young women with POF and
extrapolation from studies in older women may not always be appropriate.

"Evidenz"grad, Methodik |LoE 5, SIGN 4, GCP-Empfehlung

Meskhi A und Seif MW. Premature ovarian failure. Curr Opin Obstet Gynecol

Autor, Jahr 2006: 18: 418-426

Ausgewahlte Studien

Statement Women with POF would ideally require hormone replacement therapy for a
prolonged period of time. In view of recent developments in hormone replacement
administration, every patient should be counselled about its implications, and
appropriate screening should be offered in order to maintain a careful balance
between the benefits and potential risks of long-term hormonal therapy.

"Evidenz"grad, Methodik |LoE 5, SIGN 4, GCP-Empfehlung

Bewertung

In vier Reviews wird die Frage der HT bei pramaturer Ovarialinsuffizienz angesprochen. Nur das Review von
Nelson et al. enthalt konkret Studien zu einer speziellen Subgruppe der Frauen mit pramaturer
Ovarialinsuffizienz, namlich der Frauen mit chirurgisch durch bilaterale Ovarektomie induzierter Menopause,
die einer Cochrane-Analyse entnommen sind. In diesen Daten sind die Verbesserungen vasomotorischer
Symptome durch Ostrogene vergleichbar mit denen bei Frauen mit natiirlicher Menopause. Die anderen
Reviews geben ausschlief3lich die Meinung der Autoren wieder.

12. Alternative Therapien
D. Foth, Th. Strowitzki
12.1 Fragestellungen

Sind alternative Therapien in ihrer Wirksamkeit auf vasomotorische Beschwerden einer HT aquivalent?

Sind alternative Therapien sicher?
12.2 Statements

Isoflavonhaltige Nahrungserganzungsmittel aus Soja und Rotklee oder eine phytodstrogenreiche Erndhrung
vermindern Hitzewallungen nicht oder wenn Gberhaupt, dann nur marginal. (LoE1a)

Médgliche Risiken alternativer Therapien kénnen heute nicht ausreichend bewertet werden. (LoE1a)

12.3 Empfehlung

Phytodstrogene, andere pflanzliche und nichthormonale Therapien kdnnen nicht als Alternative zur HT
empfohlen werden. (0) Leitlinien

IMS 2007
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The efficacy and safety of complementary alternative medicines have not been demonstrated and further
studies are required.

Selective serotonin reuptake inhibitors, selective noradrenaline reuptake inhibitors and Gabapentin are
effective in reducing vasomotor symptoms in shortterm studies. Their long-term safety needs further
evaluation.

Plant-derived compounds (i.e. isoflavones, evening primrose, black cohosh and ginseng) are very popular as
remedies for vasomotor symptoms, sleep disturbances and bad mood. Although some studies found those
products to be helpful, the magnitude of the effect - when present - is small and not much greater than that
of placebo.

The most tested pharmacological alternatives to estrogens are serotonin reuptake inhibitors (SSRI). At their
best, SSRIs reduce hot flushes by 50-60% and their effect appears only short-term. The more positive
results were seen in breast cancer survivors, whereas the chance for negative results was greater in healthy
women. SSRIs improve mood independently of their effect on hot flushes.

AACE 2006
Prescription Medication

Prescription drugs, including clonidine, antidepressants, and anticonvulsants, may have benefit for some
menopausal women (on the basis of LOE 2 studies) and may be tried in individual patients who have no
specific contraindications (grade B).

Over-the-Counter and Herbal Preparations

Although they are not regulated by the FDA, supplements have the potential for interaction with other
medications or medical conditions and the potential to cause harm. Studies have yielded inconsistent results
in relief of symptoms with various preparations including black cohosh, phytoestrogens, and vitamin E (LOE
2). Women should be counseled that data regarding the estrogenic effects of soy are inconclusive.
Therefore, women with a personal or strong family history of hormone-dependent cancers (breast, uterine,
or ovarian), thromboembolic events, or cardiovascular events should not use soy-based therapies (grade D).

If pharmacologic therapy is needed, the most effective nonestrogen class of agents is the antidepressants.
Venlafaxine is probably the most beneficial in this class. If antidepressants are not tolerated or cannot be
used, then clonidine or megestrol may be considered, although side effects may occur more frequently with
these agents. Gabapentin can be considered as a promising new therapeutic option, although both long-term
efficacy and safety remain to be substantiated.

Data on most nutritional supplements are limited by the lack of placebo-controlled trials and by existing trials
that have generally shown no differences between therapy and placebo. Because soy may have some
estrogen agonist properties, long-term safety issues, especially in patients with breast cancer, remain of
concern for high-dose therapy. A healthful diet that incorporates some soy protein seems reasonable (grade
C).

AHRQ 2005

Several agents demonstrate benefits in managing vasomotor symptoms in some, but not all trials, or in only
a few available trials, including paroxetine, veralipride, gabapentin, soy isoflavones, and other
phytoestrogens.

Trials of soy isoflavones and other complementary and alternative medicine therapies report benefits in
improving nonvasomotor symptoms, although results vary widely, methods are lacking, and studies are
typically small and not generalizable.

Arzneimittelkommission 2003

Daher kénnen zzt. die o. g. Phytodstrogene und Cimicifugae-Extrakte nicht als Alternative zur
Ostrogentherapie angesehen werden, nicht nur wegen der inkonsistenten Studienlage, sondern auch,
solange keine hinreichenden Daten zur Langzeiteffizienz und Sicherheit dieser Produkte, die z. T. als
Nahrungserganzungsmittel auch in Deutschland verflgbar sind, vorliegen.

Fir die Wirksamkeit von Ginseng, Angelica sinensis, Nachtkerzendél und chinesischen Heilkrautern gibt es
keine hinreichenden Belege aus kontrollierten klinischen Studien.
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Sofern eine Ostrogentherapie kontraindiziert ist oder die betroffene Frau diese ablehnt, sind auch als
Arzneimittel zugelassene pflanzliche Praparate (mit z. B. Cimicifugae racemosae rhizoma) nicht
empfehlenswert, da Uberzeugende Belege zur Wirksamkeit und Daten zur Langzeitsicherheit fehlen.

Kontrollierte klinische Studien mit Clonidin, Methyldopa oder Vitamin E zeigten keine positiven Effekte zur
Behandlung von vasomotorischen Symptomen,; in Deutschland besteht fiir diese Indikationen keine
Zulassung. Bestimmte Antidepressiva wie Venlafaxin, Paroxetin und Fluoxetin zeigten in kontrollierten
klinischen Studien (auch bei Brustkrebspatientinnen) positive Wirkungen. Diese Substanzen sind jedoch nicht
zur Behandlung klimakterischer Beschwerden zugelassen. Vergleichende Studien zwischen
Ostrogenpraparaten und den o. g. Substanzen fehlen fast vollstandig, daher kann keine Aussage zur
relativen Effektivitat hinsichtlich der Reduktion von Hitzewallungen gemacht werden.

NZGG 2001
There is limited randomized evidence of efficacy for the following treatments:
o Extracts prepared from black cohosh.
There is inconsistent randomized evidence of efficacy for the following treatments:

o Phytoestrogen enriched food products or tablets
o Clonidine.

There is no conclusive evidence that the following treatments relieve vasomotor symptoms:

o Ginseng
o Dong quai
o Vitamin E.

Clonidine

A review of the literature has reported inconsistent results with this therapy, with some studies showing no
greater effectiveness than placebo [1-].

Complementary therapies

A number of herbal remedies (ginseng, dong quai, evening primrose oil and vitamin therapy) have been
recommended but few RCTs have been performed. Ginseng did not relieve vasomotor symptoms when
compared with placebo in 400 women, although there was a marked improvement in a reported feeling of
well being in the treated group [1-]. An RCT of 71 menopausal women showed no difference in the
frequency of hot flushes or vaginal symptoms between Dong Quai and placebo [1+]. An RCT, with 56
women, of evening primrose oil compared with placebo also showed no effect on hot flushes [1-]. Vitamin E
therapy has been reported to provide relief from hot flushes but most of the evidence comes from poorly
designed studies without blinding or placebo controls in the 1940s [1-].

Black cohosh

A review of five small clinical trials reported that Remifemin was superior to placebo and equivalent to 0.625
mg of conjugated estrogens for the relief of vasomotor symptoms, although the measured outcomes were
not specific, the numbers in each treatment group were small and long term safety was not established [1-].

Phytoestrogens

There is evidence of a small reduction in hot flushes in some trials but results are only marginally better than
placebo. All of the clinical trials are small with a very short duration of exposure, the soy products used as
interventions vary, the response to treatment by trial participants is variable and there are high dropout
rates. Phytoestrogen enriched products may benefit some women in alleviating menopausal symptoms;
however, it is difficult to make specific recommendations of formulation and dosage.

(KEY to SIGN Grading System: | No recommendation can be made because the evidence is insufficient)
HTA-Bericht 2007
k. A.

NAMS 2007
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k. A.

NAMS 2008

k. A.

EMAS 2005

k. A.

USPSTF 2005
k. A.
Bewertung

Die Leitlinie der IMS 2007 kommt zu der Bewertung, dass die Wirksamkeit und Sicherheit pflanzlicher
Therapien, d. h. z. B. von Isoflavonen, Nachtkerzendl, Cimicifuga und Ginseng, nicht nachgewiesen sind.
SSRI, SNRI und Gabapentin stellen eine Therapiemdglichkeit bei Karzinompatientinnen da. Es existieren
jedoch nur Kurzzeitstudien.

Die AACE 2006 kommt ebenfalls zu der Bewertung, dass die Wirksamkeit und Sicherheit pflanzlicher
Therapien nicht nachgewiesen sind.

Bei Therapienotwendigkeit und Vorliegen von Kontraindikationen werden als nichthormononale Therapien
Antidepressiva (z. B. Venlafaxin) und bei Vorliegen von Kontraindikationen Clonidin oder Gabapentin
empfohlen. Hingewiesen wird ebenfalls auf den limitierten Umfang der vorliegenden Daten.

Die AHRQ 2005 weist auf variierende Studienergebnisse bzw. limitiert vorliegende Daten zu Paroxetinen,
Gabapentin, Soja-Isoflavonen und anderen Phytodstrogenen hin.

Die Arzneimittelkommission 2003 empfiehlt keine pflanzlichen Therapien wegen fehlender Datenlage zur
Effiziens und Langzeitsicherheit.

Als nichthormononale Therapie werden Clonidin, Metyldopa und Vitamin E nicht empfohlen. Fr die
Antidepressiva Venlafaxin, Paroxitin oder Fluoxitin werden positive Effekte beschrieben, jedoch auf die
fehlende Zulassung zur Behandlung vasomotorischer Beschwerden hingewiesen.

Die qualitative hochwertige NZGG 2001 weist auf die limitierte Datenlage zu alternativen Therapien wie z. B.
Cimicifuga und Clonidin hin. Einzelne Studien zeigen unter Phytodstrogenen eine Besserung vasomotorischer
Beschwerden, aus den vorliegenden Studien kénnen jedoch keine Empfehlungen zur Dosierung und
Patientinnenselektion gegeben werden. Ginseng, Dong quai, Nachtkerzendl and Vitamin E kénnen nicht zur
Behandlung vasomotorischer Beschwerden empfohlen werden.
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Relevante Metaanalysen und systematische Reviews nach 2003

Metaanalysen

Autor, Jahr

Nelson et al. Nonhormonal therapies for menopausal hot flashes. Systematic
Review and Meta-analysis. JAMA 2006; 295: 2057-2071

Fragestellung

Efficacy and adverse effects of nonhormonal therapies for menopausal hot
flashes

Datenbank

Medline (1966 - October 2005),

PsycINFO (1974 - October 2005),

Cochrane Controlled Clinical Trials Register Database (1966 - October 2005)
Mantis (1880 - July 2004),

Allied and Complementary Medicine Database (AMED) (1985 - August 2004)
databases- no relevant trials -

Einschlusskriterien

Randomized, double-blind, placebocontrolled trials providing data on treatment of
menopausal hot flashes using 1 or more nonhormonal therapiesTrials enrolling
women with breast cancer were included and additional data unique to them, such
as concomitant use of tamoxifen or other selective estrogen receptor modulators
(SERMs), were obtained.Trials of women with other major diseases or estrogen
use within 1 month of commencement of the study were excluded.Trials were
included if they measured frequency or severity of hot flashes.Trial size (> / = 50
patients per group) and duration (> / = 4 weeks)

Ausgewahlte Studien

24 RCTs Included in Meta-analysis:
6 SSRIs or SNRIs

4 Clonidine

2 Gabapentin

6 Red Clover Isoflavone Extracts

6 Soy Isoflavone Extracts

Ergebnisse

The number of daily hot flashes decreased compared with placebo in
Metaanalyses of:

7 comparisons of selective serotonin reuptake inhibitors (SSRIs) or serotonin
norepinephrine reuptake inhibitors (SNRIs) (mean difference, -1.13; 95%
confidence interval [Cl], -1.70 to -0.57),

4 trials of clonidine (-0.95; 95% CI -1.44 to -0.47), and trials of gabapentin (-2.05;
95% CI -2.80 to -1.30).

Frequency was not reduced in meta-analysis of trials of red clover isoflavone
extracts and results were mixed for soy isoflavone extracts.

Schlussfolgerung

The SSRIs or SNRIs, clonidine, and gabapentin trials provide evidence for
efficacy; however, effects are less than for estrogen, few trials have been
published and most have methodological deficiencies, generalizability is limited,
and adverse effects and cost may restrict use for many women. These therapies
may be most useful for highly symptomatic women who cannot take estrogen but

are not optimal choices for most women.
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1+: Studien mit TAM usw. eingeschlossen

Autor, Jahr

Lethaby AE et al. Phytoestrogens for vasomotor menopausal symptoms.
Cochrane Database of Systematic Reviews 2007; (4): CD001395

Fragestellung

Efficacy, safety and acceptability of foods and supplements based on high levels
of phytoestrogens for reducing hot flushes and night sweats in postmenopausal
women.
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Datenbanken

Cochrane Menstrual Disorders and Subfertility Group Specialised Register of
randomised trials, Cochrane Register of Controlled Trials (Central) (March 2007),
Medline (1966 to March 2007), Embase (1980 to March 2007), Amed (1985 to
March 2007), Psycinfo (1986 to March 2007) and Cinahl (1982 to March 2007).

Einschlusskriterien

Randomised controlled comparisons of food products or dietary supplements
containing high levels of phytoestrogens (for example at least 30 mg/day of
isoflavones) versus placebo, HRT, no treatment or products containing low levels
of phytoestrogens for the alleviation of vasomotor menopausal
symptoms.Perimenopausal women, defined as being in the 45 to 55 year age
range, who have menstruated within the last 12months and who are seeking
treatment for menopausal vasomotor symptomsPostmenopausal women, defined
as women who are more than 45 years of age, who have not menstruated for
more than 12 months and who are seeking treatment for menopausal
symptomsExclusion criteriaPrevious HRT (hormone replacement therapy) within
one month of commencement of the study or an oestrogen implant within the last
year Women with breast cancer or a history of breast cancer.

Ausgewahlte Studien

Thirty RCTs

Ergebnisse

Of the five trials with data suitable for pooling that assessed daily frequency of
hot flushes, there was no significant difference overall in the frequency of hot
flushes between Promensil (a red clover extract) and placebo (WMD = -0.6, 95%
Cl -1.8 to 0.6).There was no evidence of a difference in percentage reduction in
hot flushes in two trials between Promensil and placebo (WMD = 20.2, 95% ClI
-12.1 to 52.4).Some of the trials found that phytoestrogen treatments alleviated
the frequency and severity of hot flushes and night sweats when compared to
placebo but many of the trials were of low quality and were underpowered.There
was no indication that the discrepant results were due to the amount of isoflavone
in the active treatmentarm, the severity of vasomotor symptoms or trial quality
factors.There was also no evidence that the treatments caused oestrogenic
stimulation of the endometrium (an adverse effect) when used for up to two
years.

Schlussfolgerungen

There is no conclusive evidence that phytoestrogen supplements effectively
reduce the frequency or severity of hot flushes and night sweats in
postmenopausal women.Many of the included studies were of poor quality and
results were inconsistent, providing no guidance onwhich type of productwas likely
to bemore beneficial.
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* Bis auf Problem Vergleichbarkeit der Isoflavone alles ok.

Systematischer Review

Autor, Jahr

Krebs et al. Phytoestrogens for treatment of menopausal symptoms: a
systematic review. Obstet Gynecol 2004; 104: 824-836

Fragestellung

Efficacy and tolerability of phytoestrogens for treatment of menopausal
symptoms.

Datenbanken

Cochrane Library and MEDLINE from 1966 to March 2004

Einschlusskriterien

Randomized trials were eligible if they involved symptomatic perimenopausal or
postmenopausal women, compared phytoestrogen with placebo or control,
reported hot flush frequency or menopausal symptom scores, and were at least 4
weeks in duration.

Ausgewabhlte tudien

Twenty-five trials involving 2,348 participantsTrials were grouped into categories
according to type of phytoestrogen: soy foods, beverages, or powders (n - 11);
soy extracts (n - 9); and red clover extracts (n - 5).Because of variations in
treatments, participant characteristics, and study design, quantitative pooling
measures such as weighted mean differences and risk ratios could not be
performed for the soy food and soy extract studies.

Ergebnisse

Of the 8 soy food trials reporting hot flush frequency outcomes, 7 were negative.
Five trials of soy foods provided information to calculate effect sizes; these were
in the small-to-medium range, favoring placebo in 3 trials and soy in 2. Of the 5
soy extract trials reporting hot flush frequency, 3 (including the 2 largest trials)
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were negative. Effect sizes were calculated for 2 soy extract trials: one favored
placebo with small effect size and the other favored soy with moderate effect
size. Red clover trials showed no improvement in hot flush frequency (weighted
mean difference -0.60, 95% confidence interval -1.71 to 0.51). Adverse effects
were primarily gastrointestinal and taste intolerance in the soy food and beverage
trials.

Schlussfolgerungen

The available evidence suggests that phytoestrogens available as soy foods, soy
extracts, and red clover extracts do not improve hot flushes or other menopausal
symptoms.
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1+: Studien mit TAM usw. eingeschlossen

Autor, Jahr

Huntley A L et al. Soy for the treatment of perimenopausal symptoms: a
systematic review. Maturitas 2004; 47 (1): 1-9

Fragestellung

Efficacy of soy preparations for the treatment of physical and psychological
perimenopausal symptoms.

Datenbanken

Medline, Embase, Phytodok and the Cochrane Library to March 2003 with no
language restrictions

Einschlusskriterien

Studies evaluating soy or soy isoflavones as monotherapy. Studies of soy as part
of a phytoestrogen-rich diet, or in combination with other sources of
phytoestrogens, were excluded. Healthy women with perimenopausal symptoms
and no major diseases were eligible.

Ausgewahlte Studien

10 RCTs (n = 784)
The studies were combined in a narrative.

Ergebnisse

Four studies had a Jadad score of 3, 5 studies scored 4, and the remaining study
scored 5. The majority of the included studies did not independently assess the
quality or bioavailability of the isoflavone content of the soy product used.In six of
the 10 studies there was no statistically significant difference between the
treatment and control groups in the primary outcome measures. In the remaining
studies there was a statistically significant difference in outcomes, in favour of the
soy supplement, between the two groups: 2 studies reported a reduction in the
frequency of hot flushes; one reported an improvement in oestrogenic symptom
score and hot flush severity score; and one reported a decrease on a menopause
symptom index. Seven studies reported adverse events and one of these stated
there were none. The most common adverse events were gastrointestinal, such
as nausea and constipation, but these were similar in both the soy and the control
groups.

Schlussfolgerungen

There was some evidence for the efficacy of soy preparations for perimenopausal
symptoms, though the diversity of the studies included in the review meant it was
difficult to draw a definitive conclusion. There were no serious concerns about
safety in short-term use.
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* The review methodology was not well described and only the data extraction appeared to use measures to

reduce error and bias.

Autor, Jahr

Howes LG et al. Isoflavone therapy for menopausal flushes: a systematic review
and meta-analysis. Maturitas 2006; 55 (3): 203-211

‘Fragestellung

|Efficacy of isoflavone therapy in reducing the number of daily menopausal flushes.

‘Datenbanken

|Med|ine, Pre-Medline, PubMed and the Cochrane Database of clinical trials

Einschlusskriterien

Randomized, controlled, parallel group studies that had compared isoflavone
therapy (using either soy products or red clover products) to a non-isoflavone,
non-estrogenic comparator and which had reported both the number of flushes
per day at baseline and the variance of daily flushes.

Ausgewahlte Studien

Thirty potentially eligible studies were identified, 17 of which fulfilled the
acceptability criteria
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Ergebnisse

Isoflavone supplementation was found to be associated with a significant
reduction in flushes (effect size -0.28, 95% confidence intervals -0.39 to -0.18, P
< 0.0001). Marked heterogeneity was found between the studies, but the effect
remained significant when analyzed using a random effects model (delta = -0.49,
95% confidence intervals -0.81 to -0.17, P = 0.001). The percentage reduction in
flushes was significantly related to the number of baseline flushes per day and the
dose of isoflavone studied (beta = -0.49 and -0.26, respectively, both P <
0.0001).

Schlussfolgerungen

These results suggest that isoflavone supplementation may produce a light to
modest reduction the number of daily flushes in menopausal women and that the
benefit may be more apparent in women experiencing a high number of flushes
per day.
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Autor, Jahr

Coon J et al. Trifolium pratense isoflavones in the treatment of menopausal hot
flushes: a systematic review and meta-analysis. Phytomedicine: international
journal of phytotherapy and phytopharmacology 2007; 14: 153-159

Fragestellung

Evidence of supplements containing Trifolium pratense (red clover) isoflavones in
the reduction of hot flush frequency in menopausal women

Datenbanken

Medline (1951 - April 2006), Embase (1974 - April 2006), Cinahl (1982 - April
2006), Amed (1985 - April 2006) and The Cochrane Library (Issue 2, 2006)

Einschlusskriterien

All randomized clinical trials of monopreparations containing T. pratense
isoflavones for treating hot flushes were included. No language restrictions were
imposed.

Ausgewahlte Studien

Seventeen potentially relevant articles were retrieved for further evaluation. Five
were suitable for inclusion in the meta-analysis.

Ergebnisse The meta-analysis indicates a reduction in hot flush frequency in the active
treatment group (40-82 mg daily) compared with the placebo group (weighted
mean difference -1.5 hot flushes daily; 95% CI -2.94 to 0.03; p = 0.05).

Schlussfolgerungen There is evidence of a marginally significant effect of T. pratense isoflavones for

treating hot flushes in menopausal women. Whether the size of this effect can be
considered clinically relevant is unclear. Whereas there is no apparent evidence of
adverse events during short-term use, there are no available data on the safety of

long-term administration.
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Bewertung

Die Metaanalyse von Lethaby et al. 2007 zu Phytodstrogenen und vasomotorischen Symptomen bestatigt
alle bisherigen Aussagen: Einzelne Studien zeigen einen Gber den Placeboeffekt hinausreichenden
Wirkeffekt, die Mehrheit der Studien jedoch nicht. Viele Studien sind qualitativ schlecht. Die
Studienergebnisse zeigen keinen Zusammenhang zur Isoflavondosierung oder Schwere der Beschwerden.
Bei bis zu zweijahriger Anwendung besteht kein Hinweis fiir eine Stimulation des Endometriums.

Die Metaanalyse von Coon et al. 2007 zeigt fiir den Einsatz von Isoflavonen aus Rotklee keine Signifikanz in
der Reduktion von Hitzewallungen.

Howes et al. (2006) konnten jedoch eine leichte Reduktion von Hitzewallungen durch Isolfavone in ihrer
Metaanalyse z. B. fiir Frauen mit einer hohen Anzahl von Beschwerden nachweisen.

Huntley et al. (2004) bestatigen widerspriichliche Studienergebnisse mit fehlendem Nachweis einer
Effektivitat von Sojaisoflavonen in der Mehrheit der Studien und weisen ebenfalls auf fehlende Daten zur
Langzeitsicherheit hin, sehen fir die Kurzzeitanwendung jedoch keine Sicherheitsprobleme.

Fir Isoflavone aus Soja und Rotklee konnten Krebs et al. (2004) keinen Wirkeffekt auf Hitzewallungen

zeigen.

In der Metaanalyse von Nelson et al. 2006 reduzieren SSRI, SNRI, Clonidin und Gabapentin vasomotorische
Beschwerden, sind in ihrer Wirksamkeit jedoch nicht mit einer Ostrogentherapie vergleichbar. Fiir Isoflavone
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ergab sich bei variierenden Studienergebnissen ebenfalls kein sicherer Wirksamkeitsnachweis.
Zusammenfassung

Es gibt derzeit keinen Nachweis einer sicheren Effektivitat pflanzlicher Therapien auf vasomotorische
Beschwerden.

Bei leichten Hitzewallungen und SchweiRausbriichen ist ein Therapieversuch mit Isoflavonen oder Cimicifuga
mdglich. Die Wirkung kann individuell nicht vorausgesagt werden. Bei starken vasomotorischen Beschwerden
ist ein ausreichender therapeutischer Effekt nicht zu erwarten.

Bei Vorliegen von Kontraindikationen gegen hormonale Therapien und Therapienotwendigkeit kommen als
individueller Therapieversuch SSRI und Gabapentin in Frage. Beide Substanzen sind fur diese Indikation
allerdings derzeit nicht zugelassen. Notwendig ist daher eine medizinische Begriindung auf Basis der Nutzen-
Risiko-Abwagung und eine Aufklarung der Patientin/des Patienten Gber den Sachverhalt ("off-label-use").

Fir alle alternativen Therapien liegen heute keine ausreichenden Daten zur Langzeitsicherheit vor.

16. Leitlinien- und Methodenreport

Der ausfubhrliche Leitlinien- und Methodenreport ist auf der Homepage der DGGG und der AWMF publiziert
(http//www.dggg.de externer Link, Bereich "Leitlinien" und www.awmf-leitlinien.de).
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