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RTCOG Clinical Practice Guideline

Menopausal Hormone Therapy
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wumnaiifildiedumaineuoRiligndeausesds uummanmuiRacud TléiTngussasd

Tunslfdundngulunsandunisniangmng

masnednsseluuluievunszy | 361



AWIDuLwooUnIm

MeiaUSuUIuuImInsinudeeeTuulutenuaseglddarhiulag auaute
vunszquissemAlneiiteimunyfudsdiiuatouas duuimeUfoR andoasdevieanidios
suiilesninanuvainuangvesuuImenisguadnudesiuilignanaurieuniuazuuzii
Inediliifiveasudaau

Fupousaznszuaumsiauumnsiniundesesluutl Iaseunquiuneuninsgu
WREINUNITRRLINTTATIILLINIURUR (Clinical practice guideline)™” lneAsounay
anavindniiieades livdngrudsuszanslunmsianmumuuumisividu Tiemnm
aseuAguazasuiuluidefesmsluuzhifioduumslunvU R fansviuate desdns
nansiiiiusasgiuty aunau 0sdng wiemhseuiiAsatesiiluniadguasionyuillidug
Usglegilviudou dnsmumusasUsviaiissanssuegiadussuuuaziinisysadu nsien
Fnnduuimansonsafiuiiniusiiieshindaaszst Wauinumnisinudestulaeds
wangulausyanthlundnddey

= [

sruun1soedanldluenarswuinianissnwismegesiuvluienunseg sdananaiy
nang sl sedneniludagdunateyaanuseimalnguazstend lasildoasuseauves
AUz BIuUrangIulaUsEdny AuAIIinAIINYRINITaN9BesludINYaITEAUYRS

4
S(2,4-5

naNgIUBUTEInYuas SR uvesA kUt Awialui>?

s:QuuoLhaANUIBOUS:DNY: Level of evidence

Level of evidence | #u18fs In5ANIFULUUNITIATIENDANIY (meta-analysis)
YIMIANILUULATNguAIUAN Videegaesnsfnwnuuduiiinguaiuay (randomized,
controlled trial)

Level of evidence Il %1884 miﬁﬂmﬁﬁmjumuau (non-randomized, controlled
trial) fiflnunmsesasnlaglifinsdundunviuaznguauny ie msAnwwuulanuuni
YN quasi-experimental study

Level of evidence Ill viungfia N15AN¥15ULUUNTIUN (non-experimental descriptive
studies, correlation studies) #38A15ANWILUU case-control

Level of evidence IV 1188 %aaj‘dmﬂmmﬁ@Lﬁmaﬂcgﬁimmag (expert committee

reports or opinions or clinical experience of respected authorities, or both)
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s:QuyovAIIULN : Strength of recommendation
Grade A suvangudaUsednylunislimuugiinmu Level of evidence |
Grade B snuvidngnudausednylunislimuugiingu Level of evidence |l
Grade C munangudasednglunislyauugidiniy Level of evidence |l
Grade GPP (good practical point) a1uvang udslsednslunislvdanugiinig

Level of evidence IV

danNUS:avA
Weduwamslunmsquasnwidesesluuluievunseg

MmsAsounau
WANERI S ULT NS TY

JouvBuovmssnundoasosuuludsnuas:q
1. 81n3vesTemunAsEe (menopausal symptoms) fiffernisuiunansfieguusvied
HANSENUADAMNINT TN

1.1 nguenmsieugunuuazviesennansduluievaasey (vasomotor symptoms,
VMS) (Level of Evidence |, Grade of Recommendation A)

1.2 ngueinisvesadvvinanazniniutaanizluienunseg (genitourinary
syndrome of menopause) (Level of Evidence |, Grade of Recommendation A)

13 9Imsduvesionunseq Wy ensualuUsusu e1swaliai Fnndna 91U
slesndnuiloniete ueulindy a1 erefduldanmssnudeseslilufovuasey (Level
of Evidence |, Grade of Recommendation A)

2. andiunszgvidoaglunmeraedlasiaunouety 45 9 fanussaAuazanmg
mﬁm%‘%amm@gu 9 (Level of Evidence II, Grade of Recommendation B)

3. ietestunsgaydenanszgnuasdesiuanudssiensiinnszgnitnainlsansegn
uniuam%'ﬁ'wumza (Level of Evidence |, Grade of Recommendation A)

JormulBuoomssnundosoosiuuludenuas:q
Favulilagfinv1a (Absolute Contraindication)
1. fuszinduuziSadiuy (Level of Evidence |, Grade of Recommendation A)
2. famuideneenainlnsangninundfdsldlsunisidads (Level of Evidence IV,
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Grade of Recommendation D)

3. ﬁ’]ﬁqﬁéuLﬁamqmﬁﬂwaamﬁamﬁw (deep vein thrombosis, pulmonary embolism)
(Level of Evidence I, Grade of Recommendation A)

4. Mddlnznasniienunsandy NaesIuds lsAnasaiienausd (stroke) 1sa
naenianiila (cardiovascular disease) kaglsAvaandenunigaiudsundu (acute arterial
occlusion) (Level of Evidence |, Grade of Recommendation A)

49255539 (Relative Contraindication)

1. fusziRdunzieinevauessieioalnsiau (estrogen sensitive cancers) (Level of
Evidence I-ll, Grade of Recommendation B-C)

2. syeulnsndwelse (Triglyceride level) >500 fiadnsunaln@ans (Level of
Evidence Ill, Grade of Recommendation C)

3. an3fidanudsseinsiinlsaiilauazuasnidon (cardiovascular disease) 5E6u
Uunansiuly mnesadddsaumuiinueuldlii enuduladingsiieuasldlifviediane
end-organ damage laun UseiRlsavasnidonauasuaslsanaanidontiala 1udu (Level of
Evidence I-ll, Grade of Recommendation A-B)

4. Iiﬂﬁ'uquLLiﬂﬁﬁﬂﬁ'&Lﬂuagj (severe active liver disease) (Level of Evidence |, Grade
of Recommendation A)

5. fusgiviomnuidssienaiinaudengasulumasadonsi (Level of Evidence |,

Grade of Recommendation A)

lusomoMsidonismssnundossosiuuiudanuas:Q

1. an3fovunszgiideiiungn uuzinldnsinundiesesluvlufevunszgiiusznaudae
walnsuaugiuluswalamy wedesfunizdeylnswagnrundifiauni (Endometrial
hyperplasia) LLaxmL‘%u?J'anwsamgn (Endometrial cancer) (Level of evidence |,
Grade of recommendation A)

fndngrudanuianiifiungnuazliunissnundesesluulufonunsyglugiuuy
lalnsiauien (estrogen alone) flgdAnisainsiinnziBeylnssungniaiaiinuniuay
uzadoylnsswagniintunitansfildlésunsinudeseluululenunsegodaiitodidy

6-11 12,13)

a5 )I P a4 o o ¢ a U:.!d' I ltdlﬂw ] '
Meadd® ! Inediinanudsduinsveininfiauzisaudoynsungnagiuseuna 2.3-10 Wi
waznunzdeylnswngnasyrnunAuszanaserar 20 lu 1 U uazfevay 62 nasnsld
walaswiendunal 3 ¥ nnsidesvvduuasiinguatuauiddidisuddendudiuo

596 Au wuansnlasunisShwimesesiuululsnuaseguiinealasiaunedluguuuures
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Conjugated Equine Estrogens (CEE) 0.625 diadnsusaiu ﬁqﬂ’ﬁmsaﬁmnﬁmL?jaqiwmmqﬂ
WiaAnunftiutuseeiitfoddry (p<0.001) ijaLU'%EJULﬁauﬁ’umjuamaaﬂ“‘”hmﬁmwﬁmﬂa
voudoylnsamngniauduiusivruauaysveznanmsliiealnsiau’*

Tunenauniu mﬂ%ﬂﬂma‘lmLﬂuiauﬁULaaImLﬁ]uﬁ”’ﬂugULLUULaaImwusiaLﬁaaﬁamﬁu
TWswalaauuuuduseu (sequential regimen) w3aUnuuioalasiauuazlusaalaauniug
serfloafuiduyszdmniu (continuous combined regimen) Haganm dssdeALRRUNAvRY

120 1 ag5eaena1barruInuadlusaalaau

Heylnssuagnainnnslisesluulfedsiltod
firnudnlumstestunedanmvsadoylnsawngn

2. an3iilifiungn wuzildnnsinundiegesluvlufenuaszgiifioalnsauiiios
28191087 (Level of evidence |, Grade of recommendation A)

assfifaungnuiiliddudedldsulusealamuiedesiunnzideylnsmngnissoaund
wazuzifadoylnssuagn Fauuzthlildnmsnusesesluluiovueseguialuedlasouden
iosniiansfinmnuin nslasunisinumesesluuluiovunszgviaealasauies ua
doseguamluszezontoninguiliiuealnsauswiulusealaeu ndnguddfidudu
Toyafiina1IANMTITeLUdLLariinguAIUANYUAMAAB The Women's Health Initiative
(WHI) s2ufenissusindeyassiafuszuy (Cochrane Reviews, 2017) Fanuinnguitly
walnslaumugiulusealaeuiivanudssdunisfsuzadunidefeuiunguemasn
TumandusunguilliiealnsnuietsannnuidssmesmsSadun®? uenandunguildsy
walnsumugiulusiealaauduiugtAnisaiveslsanasnidentiila (coronary event)
Turaginguiildsuealasaudealildifiunndswedsasionan®

3. jUuuunsldoasiuu

3.1 szgnansldlusalauilimnzauvesnisinusesesluuluiovuasyg

TusUuuy cyclic 39 sequential regimen e szezategteos 10-14 Ju Tuusazsoumou
ﬁ'ﬂLLamgiJmWﬁ' 1 (Level of evidence Il, Grade of recommendation B)

nslilusalmauduszeznatogietios 10-14 Suselfiou aansnanmudssiants

10,11,19,22-25) q]’]ﬂﬂ’]iﬁﬂw’]

LﬁmLﬁauIWiqquﬂm’%mﬁmﬂaummSqL%@Wiﬂmgﬂiﬁaéwaﬁﬁaﬁwﬁ@(
Tngnsnumuegiaussuy (systematic review) aguin msltiealasiauluszdudsi
Tuswalauegaiios 10 fuderoulusuuuudusey annsadesfunesaninveadoylnse
ungnla™”

nsAnwInHalUnImg (case-control study) Wuin arsiildsunsinuseseslu
Tufonunszglnglilusnalaauimdedussozing 10 Yutulusosoudeu aslifiuarundes

sensinuzisudeylnsauegnifiafieuiunguiilalaldeesluu (RR 1.3; 95% C1 0.8-2.2)% uay
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Continuous-combined regimen

Progestin Progestin
Estrogen Estrogen
\ | | \ \
| | ! | |
Day 0 Day 14 Day 28 Day 14 Day 28
Progestin Progestin
‘ Estrogen Estrogen

Sequential-combined regimen

JUN 1 uansguuuunisuimseesiuunauwnuluaniienunseg

mMyReLvvduingumuanvualvggnud1 M3ty CEE 0.625 fadnsunnu sy MPA 10 Hadnsy
siofu Wunan 12 Suseiieu uu 3 Y fgdinsalnmsiAndeylnsangniadaiiaund (endome-
trial hyperplasia) Liupnsineainavasn™
3.2 LLusﬂﬂﬂ%ms%’ﬂmﬁ’aaaaﬁimuiui’ammmizgﬂug‘uLLuwiaLfiaq (continuous-
combined regimen) dusunsinemesesluuluievunseglusseren (Level of evidence Il
Grade of recommendation C)
TunsdliilénssnuseseslunluiomnszglusUuuuyes sequential regimen 3AAd 59
wwé’ﬂgmaﬁuayujwqﬁﬁmsaﬁmmﬁmﬂﬂamaqL?JauiwsqmqﬂLﬁmﬁu Tnedauidesveuzd

42 ynnidalinisfnwanualunimenudn nsld

Hoylnssngnifisdudszans 2 '
goslunluzuuuy sequential iWuszozannnndi 5 ¥ wiiesdunguililusealaaudunan
1N 10 Fusteiieundiiny wuinfiuanudssesuzisadeylnswngniloifisuiungud
lildsugesluwedrelidudAty (RR 2.5; 95% CI 1.1-5.5)* agnslsinuinnsfinwiainualunimg
3nsreaumils nuinisldsesluuwuy sequential regimen Tagldluswalmauduszayiia
wnnt 10 Yusteiftou wiu 5 B Liiiulenafnuziadeylnsauagn (adjusted OR 1.07;
95% Cl 0.82-1.41, p=0.62)*"

n133nwisivgesiuuluienunseg3Ulu continuous-combined regimen Jasiiu
maismesanwludeylnssuagnlfindeitguuuy sequential regimen®2” Fauugrilily
sequential regimen lunsdiflegszninisessevesionuasequazdosnslifidonseniduseu
dnluszerenmaasuguuuunmsinuesesluluienuaszguidu continuous-combined

regimen @eiin15338uvuduninguatuanvuinlug nuinissnwsiesesiuuluievunseg
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suuusidedlsiiivmudsdunsiiauzdadoylnswegniloifivuiusvasn (HR 0.81; 95%
C10.48-1.36) wazanansnanaundsslfegediteddynadfidefanunguinuidliiduna
13 ﬂ(20,28,29)
4. YUAVDIFDILAY

4.1 wugihlildealasavluvunamaniifiussansamlunssnwennsisvunsyg
Tagfinrsanduseyana (Level of evidence I, Grade of recommendation A) fan13147 1

4.2 yuravestsalauiivmnganlifiansandszneuiu qnsveslusaalaan
YUINVDLBALNTLAU LLﬁngLLUUﬂﬁU‘%msaaﬂuu (Level of evidence |, Grade of recommen-
dation A) famn3147 2

gosluunildlulseinalng asudannsian 3

A157°99 1 vllalazauinveuedalngiay

%ﬁmjmtaaimwu ?Juqﬂéh YuIAUIUNAg ?J‘L!"Iﬂ@\?
(iaansu) (#agnsu) (iaan3u)
Conjugated Equine Estrogens (CEE) 0.3 0.625 1.25
Micronized 17-estradiol 1 2 i
Estradiol valerate 1 2 a4
17B-estradiol (transdermal route) 0.025 0.050 0.1

A15197 2 sawazIuInvedusalau @adnsy) Weldealnsauruiauiunaid

JunveslUsdlniau Sequential regimen Continuous
combined regimen
Norethisterone acetate (NETA) 1 0.5
Medroxyprogesterone acetate 5 2.5
(MPA)
Micronized progesterone 200 100
Dydrogesterone 10 5
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m131991 3 sesluuluienuaseailliluusemalne

= %
YBNNNNI1IAN

Estrogen Progestogen

Estrogen preparation
Estromon® Conjugated estrogens -

0.625 un/\din
Premarin® Conjugated estrogens -

0.3, 0.625 un/\din
Progynova® Estradiol valerate -

1, 2 un/ifin
Divigel® 17B-estradiol 1 1n/w94 -
Oestrogel® / 17B-estradiol 1.5 un/ldl -
Oestrodose® 0.06% 17B-estradiol 0.75 un/

A19NA
Climara® Estradiol 0.05 un/weu -
Gynoflor® Estriol 0.03 un/uiin -
Progestogen preparation
Provera® - Medroxyprogesterone

acetate 5, 10 1n/kln

Duphaston® - Dydrogesterone 10 31n/ifin
Utrogestan® - Micronized progesterone

100, 200 Un/sdin

Combined Estrogen-progestogen preparation

Sequential-combined regimen

Cycloprogynova® Estradiol valerate Norgestrel
2 un/\din 0.5 un/idin
Femoston® Estradiol hemihydrate | Dydrogesterone
1 un/idie 10 un/idie
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m131991 3 sesluuluievuaseaiildlulszmelng (de)

= %
YaNINN1IAN

Estrogen

Progestogen

Continuous-combined regimen

Climen®

Estradiol valerate
2 un/udin

Cyproterone acetate
1 un/din

Femoston conti®

Estradiol hemihydrate
1 un/idin

Dydrogesterone
5 un/udln

Angelig® Estradiol hemihydrate | Drospirenone
1 un/dia 2 un/\din
Activelle® Estradiol hemihydrate | Norethisterone acetate

1 un/idin

0.5 un/udin

5. uush3smsusmsiealasiuguuuurinuiiaviis (transdermal estrogen) Lilaeann
Liiuarnudsanisiinduidangadulunasaidand (Level of evidence I, Grade of
recommendation A) uazanaazananadewianisiinlsavasnidansuauazlsaaaniaon
wlagaduiianFeuiisuiunisuimsealnsausuiuuiulszniu (Level of evidence I,
Grade of recommendation B)

msuinsiealasiauguiuuiuRmilsliiunssuumsiumuedaniicu Jdliiduasonis
WasuuUastlasenisudsshveadon Tnefinsdnwuuudnszsioniun (meta-analysis)® 53U
msnwuuUdnaiaue 15 M13Any wasiinansfnsanusssnsiildsumsinufesesiuu
Tufenunszgauiuuiudsesviudiuiy 22,489 seuazuszvnsiléiunmsnwimesesluy
Tufvnszgsuuuuinuiavilssnuan 5,671 1 iflssaznafanumamsinyumuanmsiuious
3-20 ¥ lnenUseuiisuravesnssnwimesesluuluivunseaseninsuimsealnsausUiuy
rnufmifanazguiuuuUszmusionsiinaudengaiulunasaidens wuitlunguillésu
walasiausduuuiuussmuiianudssienisiindudengadulunasaidens (venous
thromboembolism) mﬂﬂdﬁﬂduﬁiﬁ%’ULaaImsLaugULLuusiwua’gwﬂfqﬁq 1.6 111 (RR 1.63, 95%Cl
1.4-1.9) egdlstinnulinuanuuanvesnsiinlsaaenidonauss (stroke) waglsanasaiden
slalustaesndy aeapdostunsnuiiaeioRuuaan (meta-analysis)/® Sasusunsfing

WUUdune 18 MIfinwuaznsfnukuuduuaziinguaiuni 4 n1sany) WIguliigunavenis
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SnwnegeeiluuluismasegsuwuuiulsemulasUuhuusknuimil wasiinanmsAnunainuserng
ﬁlﬁ%fumﬁﬂ‘mﬁaaaaﬁmuiﬁwumz@gﬂwahuﬂmﬁaﬁ?mu 113,059 euazUssunsiilasunis
Shwisrgsesluululsnunsegsuuuuiuuseniuiiuig 281,018 51¢ wumUEEeAN3AN
duidengadulunasaidendlunguiilasusesluugunuuiulsemuannninnguilssuseslan
gﬂLL‘U‘UN"mﬁ’mﬁd 1.66 1 (OR 1.66, 95%CI 1.39-1.98) (Level of evidence I, Grade of
recommendation A)

Tuwdveslsamlanas nasndonlazlsanasnidondlod J51891UNANNTANYINITNUNIY
1550unsuREATUTTUU (systematic review) WagNSANYILULIALATIZBANU (Meta-analysis)
Wisuieunanisinwisgeesluuluienuaseguiiaealnsauuuuuriuimtdslay U uy

Fudsemusanisiinlsaiilauasnaonden

" WUKAAINATANILUU cohort study waney
msanwluansTovunszgitliflsauseri wuinguitlésunssnvmesesnduiovunszguie
walasuviagesliusy Insmsuimseesuuriaealnsauguuuuriuividsiinudssie
msiinlsanaenidonsiilagaduideundu (myocardial infarction) Heund WeSeuifisui
nguiiuiniseesluuiealnsiausuuuuiuyseniu 881wy n13AnvIgULUY nested
case-control fiszeziian 7 U luaienidsngueny 52-74 Vitlaifiuse Rlsaalanneunthi
wuhanudssnisifalsanasaidentladsundulunguiildsusesluuealnsiousuuuy
ruRImifsegl OR 0.66; 95%CI 0.49-0.88 Waifisurunguitlallisusesluumauny Tuvaed
nauilsusesluuealasiausUuuusulssmuiimudssmsiinlsaasnidenilangil OR 0.77;
95%Cl 0.66-0.90

dmsuteyanisfnyinisldeasiuunawnusislsavasndenaues (stroke) wuinlungu
Aldeosluuealasiauguuuuivusemiu Juwlduanudsanisiilsanasnidenaues
wnnilunguiilésusesluuguuuuruimiietnsdiioddy RR 1.24 (95%C 1.03-1.48) (Level of
evidence Il, Grade of recommendation B)

6. wuziviiavaslusealaoudu micronized progesterone n3anguduil
yanwilaannguayusYas norpregnane Lssannlitiuarundesisnisiinauidangady
Tuvisanidiana (Level of evidence I, Grade of recommendation B) YaNIMNLE WU
ns¥nwdneseiluvluienunszgiifidiulssnevvesiusnalawuiduluswane lsusssuni
liiuarndessiansifauziGaduy (Level of evidence Il, Grade of recommendation B)

PNNSANYIUUIATIEROANTY (meta-analysis) A5IUTMNSANYILUUELARTIMLA
7 Msfinw Wisuisuiemglunguitldfunisnvisesesluuluionunszgviaealnsiay
sUuvushuimiasmiuluswalaausiinma 4 nuinguilssuluswalmeulungu norpregnane

Toun nomegestrol acetate, medroxyprogesterone acetate ILa¢ promegestone LNAALED S
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sonsiinaudengasilunasnidoniis 2.42 i (RR 2.42; 95%CI 1.84-3.18) ileiUSeuiiiey
funguiilallésunssnusesesluulufovunszg Inewuianudssaswusnniigaluasslasu
mi%’ﬂmc-’hEJaaﬁuu‘iu’iwmsz@ﬁﬁeﬁ’;uﬂizﬂawaa medroxyprogesterone acetate (RR 2.77,
95% CI 2.33-3.30) luvnizAinguiilésulusiaalpaungudu 4 wag progesterone lailfisinnandes
yosmsiindudengasiilunasaidens®

PNNSANBLUUAATIEHReRLY (meta-analysis) i57U530NSANYILUU AN
3 msfinwUsziiuadssiensinuz S uimsluass Sonuasegilasunsinusmesesluy
ms¥nwisesesluvluiovunsegifidmusznevvedusaalaeuduluseanelsusssuma
(natural progesterone) lU3guLisuAUTUSIALUAILATIZY (synthetic progestin) Tagsausau
Usznnsdiuau 86,881 18 engade 59 Tuaziiszezandnnuade 5 U wuiilunguitlésunis
Snwshoseslunluiovunszgifduuszneudulusnamolsusssund liifinanuidesions
Aeuzidafunieisudisuiunguilsfulusealanuviindaaszidu 9 (RR 0.67; 95%C
0.55-0.80)"

7. wuzih tibolone wu1a 2.5 me saduidumadenuiisvasnissnedresasiuy
lutenunseg (Level of evidence |, Grade of recommendation A) WsoanInaiUsza
L?janW'ia&lﬂgmﬁwﬁﬂﬁ (Level of evidence IV, Grade of recommendation D)

PINNSENBIMUUIATIZR0ALY (meta-analysis) Ti5Iusamn1sANELUSE U BUNaTDS
nl4 tibolone Tuan3fovmnszgiiaau 46 n1sAnyinuh tibolone dwmalifnamzdonsen
AnUnfivnadesasatieenitlunguitlimssnusesesluluionunszgsuuuusesluusmdu o
(OR 0.32; 95% CI 0.24-0.41)*” 9nuan1sAinwwuvduwasiinguaiuau wWisuieunavesnisly
tibolone fugmaenluan3fevunszginuau 4,538 918 \Wuszezina 34 Wouw wud tibolone
anAnudsIMsIAnnsEgndundain (OR 0.55; 95% Cl, 0.41-0.74) uaznsgnitlildnsygndumnds
¥ (OR 0.74; 95%C], 0.58-0.93) anAm AN 5L AnuzS i uLsEezanaty (OR 0.32; 95%C]
0.13-0.80) uzSeanldlvig) (OR 0.31; 95%CI 0.10-0.96) Tngliifiupudssonisiinlsaviasn
Fosrialauaznsiindundengasuluvasidons agndlsAnumuin tibolone iiuauiAg e
mainlsAvasaidenduas (OR 2.19; 95%Cl 1.14-4.23) Gt luasdfovunszefitlonguinnin
60 VL™

Tuan Jonunszgiifiusy SAdoylnssuagniadafing (endometriosis) wuzahlild tibolone
iedumadenmsinmennsvesionunszg Wesmnndsenunsfnwuuuduuaziinguniuny
wumsnduidusvesenstesnimssnniesesluulutovunszguiaoalnsaueviondn

ga5luugIuC®
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8. mfiaanmMsnwdemanawelsuluanidenunssg Wumadenluan3devun
52ANANABININIANAAAAY (Hypoactive Sexual Desire Disorder %38 Low Sexual Desire)
(Level of evidence |, Grade of recommendation A)

1NNSANYILUUTATIERBANIY (meta-analysis) N5IUTIUNTANYIMUUANKAEENEGY

q
=

muauIsufisuiavesnsinwmemalnamelsuluasd Sovunsegiunauiilssusmann v
nauiilesunisinusesesluvlufenunszguiniealnsioudsiluand fevnuasegainnisunde
(surgical menopause) vionguitlisunsinuimneseslululsmnsyguiinsosluusy
36 Msfnw nuhasEnauildsunsinusemalnamelsuiiensualniawe (sexual function)
At mnesand AudeIn1sIane (sexual desire) aufianels (pleasure) svariuga
NIWWA (arousal) 3¥8EEABDANINNA (orgasm) NITABUAUBININA (responsiveness) AL
flanelalugusisiies (selfimage) wazanuinalafoafumadiniug WeSsuifisufiungui
Llasumsshwmewmalnawalsu®

wugthmsuimamalnamelsuguiuuriufovs Wesnnlifinadeszduluiuluiden
Faumnsrsannalnaimelsusunuuiudssmuivinliszdy LDL Iul,ﬁamﬁszﬁmﬁmqﬂmﬁu
Tunauefiszdu total cholesterol, triglyceride waz HOL ludonanas agslsinudeyanisfine
Fudunsinussezduiifisseznaunuliiiy 6 Weou Seliuunhlfdmainamelsufindaiy
Wiy 6 thau“”

Jagduddlddauuzihdmivvuinveanalnawmalsuluanifonunsygagrataiau
winsinwsemalnawelnluvaivinlisssfumalnamelsludenlndifesiuaunfives
wialnawelsuluan3fonoununsen anaiinadse sexual function warausaRarsanlysuiu
mssnwsheseslnuiovunszgguuuuund luasdldsumssnusesesinluionuaszgogieu
uiwefasantiinalnamelsuguuuuifenls

asu

nsfnwidesesluvlufonunszgaisfiansaniifidesd dovulilasiangderiald
Tneidnuauazdonisssfuield vonnimsidenylisvessesluu jUuuu Bnsudmsuas
yualinzaniuaniuiazne lnsddadsgloninazanudsmundngiudese ndis
Tutaglu

(BruseazBeaiiudy 161 Auusinvufianisinudesesluvluienunszg ves
aunANTEnIAsEAUUIUsEINALNG W.A. 2563)

372 | wwwmnnlfiRvessainendagizunmediialsymalng



[ONENSONDDD

1.

10.

11.

12.

13.

Guyatt GH, Oxman AD, Kunz R, Jaeschke R, Helfand M, Liberati A, et al. Incorporating
considerations of resources use into grading recommmendations. BMJ 2008; 336:1170-3.
Shekelle PG, Woolf SH, Eccles M, Grimshaw J. Developing clinical guidelines. West J
Med 1999; 170:348-51.

Woolf SH, Grol R, Hutchinson A, Eccles M, Grimshaw J. Clinical guidelines: potential
benefits, limitations, and harms of clinical guidelines. BMJ 1999;318:527-30.

Atkins D, Eccles M, Flottorp S, Guyatt GH, Henry D, Hill S, et al. Systems for grading
the quality of evidence and the strength of recommendations I: critical appraisal of
existing approaches The GRADE Working Group. BMC Health Serv Res 2004;4:38.
Shiffman RN, Shekelle P, Overhage JM, Slutsky J, Grimshaw J, Deshpande AM.
Standardized Reporting of Clinical Practice Guidelines: A Proposal from the
Conference on Guideline Standardization. Ann Intern Med 2003;139:493-8.

Group MS. Woodruff JD, Picker JH. Incidence of endometrial hyperplasia in postmeno-
pausal women taking conjugated estrogens (Premarin) with medroxyprogesterone
acetate or conjugated estrogens alone. Am J Obstet Gynecol 1994;170:1213-23.
Santen RJ, Allred DC, Ardoin SP, Archer DF, Boyd N, Braunstein GD, et al. Postmeno-
pausal hormone therapy: an Endocrine Society scientific statement. J Clin Endocrinol
Metab 2010;95(7 Suppl 1):51-s66.

Weiss NS, Szekely DR, Austin DF. Increasing incidence of endometrial cancer in the
United States. N Engl J Med 1976;294:1259-62.

Mack TM, Pike MC, Henderson BE, Pfeffer RI, Gerkins VR, Arthur M, et al. Estrogens
and endometrial cancer in a retirement community. N Engl J Med 1976;294:1262-7.
Sjogren LL, Mgrch LS, Lakkegaard E. Hormone replacement therapy and the risk of
endometrial cancer: a systematic review. Maturitas 2016;91:25-35.

Lethaby A, Farquhar C, Sarkis A, Roberts H, Jepson R, Barlow D. Hormone replacement
therapy in postmenopausal women: endometrial hyperplasia and irregular bleeding.
Cochrane Database Syst Rev 2004:Cd000402.

Paganini-Hill A, Ross R, Henderson B. Endometrial cancer and patterns of use of
oestrogen replacement therapy: a cohort study. Br J Cancer 1989;59:445-7.

Grady D, Gebretsadik T, Kerlikowske K, Ernster V, Petitti D. Hormone replacement
therapy and endometrial cancer risk: a meta-analysis. Obstet Gynecol 1995;85:304-13.

mafnendneaeslunlutovunszg | 373



14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

Effects of hormone replacement therapy on endometrial histology in postmenopausal
women. The Postmenopausal Estrogen/Progestin Interventions (PEPI) Trial. The
Writing Group for the PEPI Trial. JAMA 1996;275:370-5.

Gelfand MM, Ferenczy A. A prospective 1-year study of estrogen and progestin
in postmenopausal women: effects on the endometrium. Obstet Gynecol 1989;74:
398-402.

Paterson M, Wade-Evans T, Sturdee D, Thom MH, Studd J. Endometrial disease after
treatment with oestrogens and progestogens in the climacteric. Br Med J 1980;280:
822-4.

Pickar JH, Yeh IT, Wheeler JE, Cunnane MF, Speroff L. Endometrial effects of lower
doses of conjugated equine estrogens and medroxyprogesterone acetate: two-year
substudy results. Fertil Steril 2003;80:1234-40.

Whitehead M, McQueen J, King R, Campbell S. Endometrial histology and biochemistry
in climacteric women during oestrogen and oestrogen/progestogen therapy. J Royal
Soc Med 1979;72:322-7.

Weiderpass E, Adami HO, Baron JA, Magnusson C, Bergstrdm R, Lindgren A, et al. Risk
of endometrial cancer following estrogen replacement with and without progestins.
J Natl Cancer Inst 1999;91:1131-7.

Manson JE, Chlebowski RT, Stefanick ML, Aragaki AK, Rossouw JE, Prentice RL, et al.
Menopausal hormone therapy and health outcomes during the intervention and
extended poststopping phases of the Women’s Health Initiative randomized trials.
JAMA 2013;310:1353-68.

Marjoribanks J, Farquhar C, Roberts H, Lethaby A, Lee J. Long-term hormone therapy
for perimenopausal and postmenopausal women. Cochrane Database Syst Rev
2017:Cd004143.

Rossouw JE, Anderson GL, Prentice RL, LaCroix AZ, Kooperberg C, Stefanick ML, et al.
Risks and benefits of estrogen plus progestin in healthy postmenopausal women:
principal results from the Women’s Health Initiative randomized controlled trial.
JAMA 2002;288:321-33.

Miller VT, LaRosa J, Barnabei V, Kessler C, Levin G, Smith-Roth A, et al. Effects of
estrogen or estrogen/progestin regimens on heart disease risk factors in postmeno-

pausal women: the postmenopausal estrogen/progestin interventions (PEPI) trial.

374 | wwomnnlfiRvessinendagizunmdiialsymalng



24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

JAMA 1995;273:199-208.

Pike MC, Peters RK, Cozen W, Probst-Hensch NM, Wan PC, Mack TM, et al. Estro-
gen-progestin replacement therapy and endometrial cancer. J Natl Cancer Inst
1997,89:1110-6.

Beresford SA, Weiss NS, Voigt LF, McKnight B. Risk of endometrial cancer in relation
to use of oestrogen combined with cyclic progestagen therapy in postmenopausal
women. Lancet 1997;349:458-61.

Roberts H, Hickey M, Lethaby A. Hormone therapy in postmenopausal women and
risk of endometrial hyperplasia: a Cochrane review summary. Maturitas 2014;77:4-6.
Doherty JA, Cushing-Haugen KL, Saltzman BS, Voigt LF, Hill DA, Beresford SA, et al.
Long-term use of postmenopausal estrogen and progestin hormone therapies and
the risk of endometrial cancer. Am J Obstet Gynecol 2007;197:139.e1-7.

de Villiers TJ, Stevenson JC. The WHI: the effect of hormone replacement therapy
on fracture prevention. Climacteric 2012;15:263-6.

Anderson GL, Judd HL, Kaunitz AM, Barad DH, Beresford SA, Pettinger M, et al. Ef-
fects of estrogen plus progestin on gynecologic cancers and associated diagnostic
procedures: the Women’s Health Initiative randomized trial. JAMA 2003;290:1739-48.
Mohammed K, Abu Dabrh AM, Benkhadra K, Al Nofal A, Carranza Leon BG, Prokop
LJ, et al. Oral vs Transdermal Estrogen Therapy and Vascular Events: A Systematic
Review and Meta-Analysis. J Clin Endocrinol Metab 2015;100:4012-20.

Rovinski D, Ramos RB, Fighera TM, Casanova GK, Spritzer PM. Risk of venous throm-
boembolism events in postmenopausal women using oral versus non-oral hormone
therapy: A systematic review and meta-analysis. Thromb Res 2018;168:83-95.
Bezwada P, Shaikh A, Misra D. The Effect of Transdermal Estrogen Patch Use on
Cardiovascular Outcomes: A Systematic Review. J Womens Health (Larchmt)
2017;26:1319-25.

Scarabin PY. Progestogens and venous thromboembolism in menopausal women:
an updated oral versus transdermal estrogen meta-analysis. Climacteric 2018;21:341-5.
Asi N, Mohammed K, Haydour Q, Gionfriddo MR, Vargas OL, Prokop LJ, et al. Proges-
terone vs. synthetic progestins and the risk of breast cancer: a systematic review and
meta-analysis. Syst Rev 2016;5:121.

Formoso G, Perrone E, Maltoni S, Balduzzi S, Wilkinson J, Basevi V, et al. Short term

masnedasselunluievuaszy | 375



36.

37.

38.

39.

40.

and long-term effects of tibolone in postmenopausal women. Cochrane Database
Syst Rev 2016;10:Cd008536.

Cummings SR, Ettinger B, Delmas PD, Kenemans P, Stathopoulos V, Verwejj P, et al.
The effects of tibolone in older postmenopausal women. N Engl J Med 2008;359:697-
708.

Gemmell LC, Webster KE, Kirtley S, Vincent K, Zondervan KT, Becker CM. The management
of menopause in women with a history of endometriosis: a systematic review.
Hum Reprod Update 2017;23:481-500.

Dunselman GA, Vermeulen N, Becker C, Calhaz-Jorge C, D’Hooghe T, De Bie B,
et al. ESHRE guideline: management of women with endometriosis. Hum Reprod
2014,29:400-12.

Shifren JL, Davis SR. Androgens in postmenopausal women: a review. Menopause
2017,24:970-9.

Istam RM, Bell RJ, Green S, Page MJ, Davis SR. Safety and efficacy of testosterone for
women: a systematic review and meta-analysis of randomised controlled trial data.
Lancet Diabetes Endocrinol 2019;7:754-66.

376 | wwmanmlfiRvesainendagivFunmdusiasymalne



