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BACKGROUND

In its 2022 position paper, the North American Menopause Society (NAMS, now The Menopause Society,
TMS) notes that initiation of hormone replacement therapy (HRT) in women older than 60 years or more
than 10 years postmenopausal carries complex risks and requires careful consideration. For women who
started HRT within 10 years of the menopause, there is no general rule that HRT should be stopped after the
age of 65. HRT can be continued, for example if hot flushes persist, after an individual assessment of the
benefits and harms [1]. However, many doctors are reluctant to prescribe HRT for women over the age of
60, particularly because of the fear of cardiovascular events.

SUMMARY OF RESULTS

The aim of this trial was to assess the health effects of HRT in women aged 65 and over. The outcomes were
all-cause mortality, malignancies (breast, ovarian, colorectal, lung, endometrial), cardiovascular disease
(myocardial infarction (M), venous thromboembolism (VTE), heart failure, stroke, atrial flutter, coronary
heart disease (CHD)), and dementia, as in the Women's Health Initiative. The researchers analysed
prescription data from 2007 to 2020 for more than 19 million US women aged 65 and over who were
enrolled in Medicare, the government health insurance programme. Medicare covers three groups of
patients in the US: people over 65, certain younger people with disabilities and people with end-stage renal
disease. Medicare has three components that cover different services: Medicare Part A (hospital
insurance), Medicare Part B (medical insurance, including some outpatient care) and Medicare Part D
(prescription drug coverage). Different types of estrogen (estradiol (E2), ethinylestradiol (EE), conjugated
equine estrogens (CEE)), types of progestogen (bioidentical, synthetic), routes of administration (oral,
transdermal, vaginal, injection), dosages (high, standard, low) and combination forms (E2 mono, E2 +
progesterone, E2 + synthetic progestogen) were analysed, low) and combination forms (E2 mono, E2 +
progesterone, E2 + synthetic progestogen, CEE mono, CEE + progesterone, CEE + synthetic progestogen,
EE + synthetic progestogen, progesterone mono, synthetic progestogen mono).The indication for HRT had
to be menopausal; indications such as contraception and bleeding disorders were excluded.A woman was
defined as an HRT user if she had received at least one prescription.The death cohortincluded 10,944,328
women with at least 6 months of follow-up, 14% of whom had ever used any form of HRT.The prevalence of
comorbidities at baseline was high in both groups and in the HRT group as follows (selection):CHD 27.3%,
diabetes 23.7%, chronic kidney disease 24.2%, depression 39.9%, anxiety 36.2%, osteoporosis 28.7%,
hypertension 67.6%, obesity 27.5%. Some also had 'major events'in their medical history (selection):Deep
vein thrombosis 7.1%, myocardial infarction 2.0%, stroke 7.7%, dementia 6.2%, breast cancer 6.6%, colon
cancer 1.5%, endometrial cancer 1.4%, ovarian cancer 1.0%.During the 14-year follow-up period (2007-
2020), the proportion of women over 65 using HRT halved.Surprisingly, very few women received
combined HRT (2007: 1.4% and 2020: 0.2%), even though the proportion of hysterectomised women was
only 22.6%.The results show that at age 65 years, estrogen monotherapy was associated with significant
risk reductions for all-cause mortality (19%), breast cancer (16%), lung cancer (13%), colorectal cancer
(12%), heart failure (5%), venous thromboembolism (3%), atrial fibrillation (4%), acute myocardial
infarction (11%), and dementia (2%). For combined oestrogen and progestogen therapy, both oestrogen +
synthetic progestogen and oestrogen + progesterone were associated with a 10-19% increased risk of
breast cancer.
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Oestrogen + gestagen also showed significant risk reductions for endometrial cancer (45%), ovarian
cancer (21%), CHD (5%), heart failure (5%) and VTE (5%), whereas oestrogen + progesterone only
showed a risk reduction for heart failure (4%).The results suggest that the effects of HRT in women over 65
vary according to the type, route and dose.In general, risk reductions appear to be greater with low doses,
vaginal or transdermal administration, and E2 compared with CEE.The study shows that women over 65
who have persistent menopausal symptoms should consider continuing HRT with appropriate counselling
and regular risk-benefit assessment.

COMMENT

The study is characterised by its large number of cases and a 'fairly pre-diseased' population, the majority of
whom appear to benefit from HRT.However, it also reveals some deficiencies in medical care (only in the
USA?!), such as 1) many women received HRT despite absolute contraindication, 2) many women received
estrogen mono despite having a uterus, 3) apparently some women still received combined hormonal
contraceptives despite their advanced age.lt is not clear from the study whether the women had already
been taking HRT before joining Medicare and were just continuing, or whether they were new users over the
age of 65.The duration of HRT use is also unclear. Vaginal estrogen therapy is reported to be particularly
safe, but it remains unclear, at least for us Europeans, whether this refers to local estrogen therapy for the
treatment of vaginal atrophy or the systemically active vaginal estrogen therapy (Femring®) available in the
USA. Finally, it may be possible to infer from the study that HRT appears to be safer than previously thought
after the age of 65.However, it is difficult to make specific recommendations, especially for combined HRT,
because of the many unanswered questions.

\
=
W
)
L
=
T
T
=
R

REFERENCES
[1] Panel, TH.T.P.S.0.TN.A.M.S.A.

The 2022 hormone therapy position statement of The North American Menopause Society.
Menopause, 2022. 29(7): p. 767-794.

m 2 C <

B N O D

Seite -2-
HERAUSGEBER REDAKTION GESCHAFTSSTELLE
Deutsche Menopause Gesellschaft e.V. Prof. Dr. Petra Stute Anne Becker, 35041 Marburg
Prasidentin: Dr. Katrin Schaudig Leitende Arztin Gyn. Endokrionologie und E-mail: Info-DMG@email.de

Reproduktionsmedizin, Inselspital Bern www.menopause-gesellschaft.de





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


