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(post-menopausal women) valanlu 3 A.A.2024 Hogrzanm
1 Wudnuse lnsusazsngenaiennsfiuansieiuly daeta
Vi1 @IN1788NFAUFLIY (hot flushes) N1TTUNIUNITUBUUAL
(sleep disturbance) naasuulamisesinl AnuEavse
ANNBuEAY LU RIWARIAULS UseanfeuRindng doamade
vdanaaiile @wusnnlutssmnsmaede) uasinnsaaeziL
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1.65 Wuauselutl A.A.2050 dayanisANEINLGT 8IN13189
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UaNUHeANNaINNIIR3enNALIZALABU (Menopausal
symptoms) ﬁﬁﬂﬁcyl,l,@zwuﬁ@ﬂ 11 hot flushes, vulvovaginal
atrophy waz psychological symptoms waa lunsguainengtae
MgfanannarAateanadtmeguIniuaY uanmila
aN3GainanaNn19su Taun bone health wu Uiunas
Futlsgnuevnsiaregunm aanmaanie UiuAengi
31953, N3M399 bone mineral density, BMD nadiaidasied
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cardiovascular disease 7R8G9 NENBINITNIUNNTLOAAN
UaNANHEIATNANTNNIIT IR e lesulsAathananzan
aruniunisldaasinuinaluanidovunszgsud
a v | v a 1 oA ~
nsAnAUlWTuIaIARITTEN 19 Mnatiwiaiies auluign
Ann7anm conjugated equine estrogens (CEE) TanANIann
flaannzaesnfinansss waglfrunisiuseIaIneIAnITanmng
wazenesdsuinAaniyeTnilul A.A.1942 nasantiwiu
a"d v 6% 1 1 d? ar v
gANAnIsldaesluuatnaunInat o N INIUA U 8 Nag ANy
ﬁ?ﬁﬂmuﬂﬁiﬁmmugmaﬂﬂ‘m\mmgﬂ (endometrial cancer) Qﬁu
Tuaranliaalnsauinenasnaien (estrogen alone) MRS LG
6% | v a = v 6% | ar 1
FRTLNUARNAY LAZARNTlAENANNTIdae T luuTINAUTILNING
estrogen + progestin TaWLA bLANAMALEENADNNTIAANZLS
\HaYlNTINAgN WATAINNITANE Nurses’ Health Study (NHS)
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DENUNTUAUNINTUBNATY AIRANNNNINAFBINITNGAL
dszlaminasaalawnaluanifavunszgreszuuiila uay
WABARERA ANN1TANENTHA randomized placebo controlled trial
1897 Heart and Estrogen/progestin Replacement (HER) study
AN luarIndlsAn1aidlaussnaenifeatnet LNaRadnIg
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Tutlusnanmas @ann13ANEN PN N8 18AATLTI LA WIUNN
79971 Women's Health Initiative (WHI) study gﬁﬂﬁmmiﬂmﬁ
s = Ay P o
NAUBIADT LNLABNIALAZ VA DALARRLUARIN LHLAtHLT AT A
LATVADALABANINEL (primary prevention study) NANNTANEN
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AUVNNNIANENFABdEAAINBUNIMUA (premature closure)

Timeline of hormone therapy use in the United States E=
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Tuilaqiiu wannisiansannisliaasinuneluass
TemuATTe (Menopausal hormone therapy, MHT) ATEIANANING
3 dsznsha 1) nmsliaasluuniadetsd 2) filaslidideis
Tunsldaasiay way 8) NBuNEes Ny AYTIENENlUT297)
\{lu “window opportunity” A NMsENeluRNaNLdeand 60 1
ranaaNalsraniaulaiifu 10 T
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dauivdeidldrasaesluunlasun1siuses @pproved
indication) a1niszinAanizessna leun 1) vasomotor
symptoms 2) prevention of bone loss 3) premature
hypoestrogenism La¢ 4) genitourinary symptoms lne 3 4@
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tietugn WHunngld systemic estrogen therapy Turnennigld
885 LNUABTNEN genitourinary symptoms Bulue bl local
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local estrogen Tun1sinen genitourinary symptoms By
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NNUADALADARN (deep vein thrombosis, pulmonary embolism)
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AMTUUUIAR “window opportunity” 78 “timing
hypothesis” A8 G99L9AULYAILANIAUTENHJLYELIA7
UNEANT YINMIENLE MHT aglutianainainizsinan
vV M Yo = 1 =
Aihoazldlliunadaannasiluusassunlsaniamaaniaanuag
NNIAUNU window opportunity FNaNdagan1sAneludn
neaed Lazinisigatlusysduaanisfnm nsAnenni
unalvnjuazdimanadnty laln N2y secondary (post-hoc)
3 A o a ¢
analysis Ingl Rossouw JE UazAnE MVNNaiAszingyeias
angudayafnes WHI study tiues ndeuldiinisdnmn
WAN18d WHI study wusvinlugihesnuau 16,000 71e lnai
21g1e981aaiATaRY 63 U Tunnsdiassiaiausnnugn
nisldaesiau (conjugated equine estrogen, CEE+
medroxyprogesterone acetate, MPA) @uNALALAaIzULTALA
WATVRBALADA WA Rossouw JE WATANILLITRIN ARANTRYE
AFTINTENENARNIZITENEE LazTEuzinantiuantszan
WmauATIgANIEUNIATAINaReTs LY lauazviaanlAen
Aainsaemzilud lnaulaingueesmnansnzlsvaing
AN (subgroup analysis) TIULNATNTINBIYUATTINIAT
naamsvaaszanreulutnenE N aaluy Nan199ATen
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N334 MHT pasiEaenaesinuluaninengiasndn 60 1
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timing hypothesis 138 the window of opportunity
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AINANY MNNANNTLA estrogen az@INalyilivd MMPs (matrix
metalloproteinases) expression AunANITURY fiorous cap AN
A plaque instability/rupture LL@ZLﬁNmﬁ;muﬁwm lesion
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WsnasinlsavialalarvaealdenlunguiUiageangann
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gnsan nMsRasundnsadld progestogen fansaanTald
TAININNITUTUNTYN (route of administration) THAUA
progestogen UIUNAEN UAZIZEZUIANT D EN (duration of treatment)
1a3aaINNITANEILLL observational study W91
n19ld estrogen TRANIUNNRINTNHANNEEIFAD venous
thromboembolism AN Fideneiaiulseniu lumunisld
MHT slaaaaiaessiaNziiusmuy wudeyadinisld estrogen
\A8I9 (estrogen alone) LaliNANNLELNABNZISUARNUN WANNT
1t estrogen TAHMU progestogen (Tmmfaw*w CEE + MPA)
a s v ~ X A o 5 o 4
NUNNTNANZTUFUNN NN TN B8 UAVEINABN? ALY
n3ld MHT Dimanzanludiloausazsnauuatsiansnnmg

N9AU formulation, type, dose, route, LAY duration (gﬂﬁ 2)

* Formulation >55> (+/- progestogen)

. * Type >»>>  (17-Bestradiol), MP, DYD
Choice of MHT:
*Individual risk * Dose >»>>  (Treatment Goal)
*Treatment goals
* Route >>>>  (Minimize some Risks with TE)
* Duration >»»» (Treatment Goal)

UNUINDBINT M progestogen T MHT Idinailasiu
N31AAN19E unopposed estrogen UATHZFALEBUINTINAGN
] [~3 v =1 2
agalafima n9ld progestogen a1anwuann1slaialseaan
v a . . A . =
1sun nn9iim vaginal bleeding ¥38 spotting NM9iaauuas
TusnuesunilaziiaAdssRan iiaNsEui U tnelu
v A o o 1% . Yo
&‘jﬂfmmmmmmmmﬂml,m (hysterectomized women) ANTLATL
estrogen (RELVINTW (NENANAgNAITIEgATEN estrogen +
progestogen YI9TNTI estrogen + progestogen @1:NNTRLA

slugﬂLL‘Ll‘Ll continuous-combined Aaln estrogen uae

progestogen ANWNNIUW Teazyinlillil withdrawal bleeding

dugrsnmanzandmivginandszanneuiluszazionn
wAY 1-2 1 ‘lummzﬁmﬂ%’mgﬂuuu continuous-cyclic
sequential (171 estrogen %N3u uaz progestogen 12-14 4y
1 = ° Yy a A ° = 128 o o
Aawraw) avinbigthadinentszaineuetasanzand iy
Anianaadszanseuldiin 1-2 1 wielugdedl ovarian
function asvABeE e INnaentd continuous-combined
TugMfedl ovarian function MaUYABEE BIANLLABABEN
ASILGITE

nasAne1 WHI wuanlugildfinagnuas nasld
estrogen + progestogen A CEE + MPA WUNZISIULANUMN
xnnanguiileiuevaen Tuanendlasu CEE naanau
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anANIAEEAaNTRANFuAuNlA (51U 3) wanani
1A progestogen SNAIHARDNZLTIATUNLANANNAY
TAgaNNNITANEWLAN estrogen + micronized progesterone
138 dydrogesterone A¥NANNIALNABNNTNANLTUANFAININ
progestogens FnAL LATAINATLLEUNT89 The International
Menopause Society (IMS) 2016 seyiMslE MHT LNKAMLAEN
' a v ~ e v a ~ >
AaNNANZISLFUNAaanTas IngANlEaiaumna
V3eNNIRReALUDITANSFUMUNAMUBU 7] D1 ANEIU
878 WUNTTN WAZANHNIALNLUNAZAINIT Caend micronized
progesterone Y78 dydrogesterone WealTauneuny synthetic

progestogen A28

JAMA | Original Investigation

Association of Menopausal Hormone Therapy With Breast Cancer
Incidence and Mortality During Long-term Follow-up of the Women's
Health Initiative Randomized Clinical Trials
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CEE alone vs placebo: HR, 0.78
(95%Cl, 0.65-0.93); P=.005
—— CEEalone

------ Placebo

o
S
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Cumulative hazard

MPA vs placebo: HR, 1.28
(95%Cl, 1.13-1.45); P<.001
——— CEE + MPA

------ Placebo

°
2

Rowan T. Chlebowski
JAMA July 2020
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ANFUNNTI progestogen NUNAANWENIY thrombotic
risk WL TTA84 progestogen UANFNIAL HHARBAINIAL
e thrombotic risk WANANNAY LAg medroxyprogesterone,
norethisterone WAL norgestrel/drospirenone %‘W‘umﬂm?ﬁlm

11NN progestogen THAB1Y (517 4) European Menopause
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and Andropause Society (EMAS) position statement 1alsFan
o a A Y ~ a ]

LUZUITUAUDY progestogen 1uﬂimwgﬂmumqmmmm@

thrombosis @11131 non-hysterectomized women 91A39Laan 4

micronized progesterone YRR dydrogesterone

Oestrogen only oral HRT
Conjugated equine oestrogen 1.49 (1.39 to 1.60)* -
Estradiol 1.27 (1.16 to 1.39)" -
Combined oral HRT
Conjugated equine oestrogen
Medroxyprogesterone 2.10 (1.92 to 2.31)" —
Norgestrel 1.73 (1.57 to 1.91)* —-
Estradiol
Medroxyprogesterone 1.44 (1.00 to 1.89)) —
Dydrogesterone 1.18 (0.98 to 1.42) T
Norethisterone. 1,68 (1.57 to 1.80)'] -
Nol drospirenone 1.42 (1.00 to 2. rp——
Transdermal HRT
Estradiol 0.96 (0.88 to 1.04) - 3
Combined estradiol 0.86 (0.73 to 1.01) e |
Other menopausal therapy
Tibolone 1.02(0.90t0 1.15) | -
Raloxifene 1.49 (1.24 to 1.79)* - —
¥ Vinogradova. BMJ 2019

(Uszannu 48-52 T)) uanantinisligasiiundsnansanlsasa

(comorbidities) 184 lae @l AuuzIilunsldlugily 5

Tyr'?:kd Probability Proposed HT

Comorbidity HT ;

Breast cancer Contra-
2 e Recurrence | High a
survivor indicated

BRCA1/2 mutations
after RSO, without Can be

a personal history of considered
breast cancer

De"eﬁ'zp‘"g Low TE/MP/DYD

— Canbe Ischaemic |
tgiane considered stroke

| RECOMMENDATIONS FOR HT IN WOMEN
. WITH POI WITH POTENTIAL HIGHER RISKS
LINKED TO COMORBIDITIES

e Can be Ischaemic
Migraine with Aura considered stroke Unclear

Transdermal estrogen
(COC contraindicated?)

: Can be .
Hypertension comored | CVONTE Low TE/MP/DYD

Diabetes mellitus . i CVDNTE Low

1TE/MP/DYD: Transdermal estrogen, Micronized progesterone,
considered

TE/MP/DYD !

7 an be »
Obesity considered | CVDNTE Low TE/MP/DYD 2see st

Can be gl combined estrogen

ummary.html
considered progestogen v

Canbe
8 considered after TE/MP/DYD !
Prior VIE «  haematologist | YTE/PE High (COC contraindicated?)

review.
Inadequate
Recommended |absorption of|  Unclear Non-oral HT
oral therapy
Relatively The ESHRE, ASRM, CREWHIRL and IMS Guideline Group on PO 2024
ntra-

Contra TE/MP/DYD !
dicated
indicat > e

Malabsorption

1N

Known CVD

[———

Abnormal 1 liver Canbe

function cobsidaradl [T Unclear | Transdermal estrogen
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2UNALN MHT AUALNANNTTNENTABINTUAZ AL
#1 ARaLNUTU VNN aTNENaINNT hot flushes AATLELUIUNA
ggandslinanisinesidonang luanennisldaesiaulu
primary ovarian insufficiency (POI) mﬂﬁmﬂu‘uum@q e
msleielvszavaesaeslauldanlnalAeaiuaesiuulng
Tusene iellesiunisiialsaialawaznsgodenaansegn
AUFUTUMLILIBINTUTINTENTWNLGINT LN estrogen
Tugduuuiudsenuasiianszuaunng first pass hepatic effects
Tuanueiinislif estrogen Tugiutiy transdermal aziinislualdsn
2RIV ALLA AN 1F8N91 secondary pass hepatic
effects AEINNTNARAMNNALIABNTNAREARAULS Wazann
= = 1 v s
NNIANELLTILWEUTENINNT LS oral AU transdermal estrogens
WLINNT M transdermal estradiol agwLN9WA VTE deasnan
n15ld oral estrogen® @MILNNTABNLININARTNTIULULYN
n3ld transdermal estrogen lugnaAYMALesBNNTNA VTE,
hypertriglyceridemia, sexual desire loss, Wag metabolic
syndrome
v z é’ ar v 1 o
sravinareInis Maesluuiduiudasddlunnsinen
iy wnidunslienaniunisinen hot flushes wienloild
o P o v a af
U 6-8 dUnY wazidafagsnFanNeINNg vnenIshuu
annsanunLsEidiunn 6 e waziarsanAnandulunig
ligsensald wivinfunisldaesiaulufileg POl Gailu
nslgasinwnenauny (replacement) aaflunislilussey
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agunslienaesinuiuaaslduannis “Put the right
man, On the right job, At the right time” A® AYINANTUNLTBY
ALY PUIAYN regimen, TTETIAT WATILUULNNTUIINTEN
FNNANHNALNTDILE (T ANMAEABNZTAFUN LAZATN
LAeA® thrombosis lAANNNTldaas LNuANT ALl tuLazNaI T
A Ny v v = ' a a v a
ngthaddamnaainsldoviell wardailunisGuldeny

WANNZENATNUANNNT window of opportunity
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