The Reproductive Medicine Training Course 2023
MASNFAMEQS-USIOBINYT AtULWNYAMEQS D1avNSIUUKISNeNay
sounu Exeltis (Thailand) Co., Ltd.

16 Nov 2023

Faculty of Medicine, Chulalongkorn University

Assoc.ProfWoraluk
Somboonporn

Faculty of Medicine,
Khon Kaen University

The Treatment of Vaginal Atrophy due to

Oestrogen Deficiency in Postmenopausal Women

Assoc.Prof. Woraluk Somboonporn

1. U

vindafiazussnanseunqalulssiiuselyd

e Definition

* Magnitude of problem

e NAMS Position Statement 2020

e Qestradiol hemihydrate 10 mcg, vaginal tablet

e What is the gap of knowledge?

sluﬂ@’gﬁuﬂm’?ﬁﬁmqmﬂﬂdﬁ 50 1 (%uﬂumq‘imm@?iﬂ‘um
nsvNAlsEaAaN) e uaulszann 15 anuau Anlluiesas 20.56
N 72 AUAU mﬂmﬁ%ﬁﬂmm menopausal symptoms LA8AZWL
ﬂ’]ﬂ’]ﬁ‘ﬁﬁ@"lﬂﬁﬂ’]ﬂ Vlﬁu,n'

1. Vasomotor symptoms

2. Vulvovaginal atrophy (Genitourinary Syndrome of

Menopause) %qwu"l@fmﬂﬁummmzmmﬁluxmﬂi:ﬂiﬁ Hau
3. Psychological symptoms

4. Atypical symptoms

2. AMANAAN (Definition)

Genitourinary Syndrome of Menopause (GSM) Ae
terminology ﬁﬁﬂﬂﬂuﬂﬂﬁwﬂm vulvovaginal atrophy %meﬂﬂﬁd
BINITEBENNNIUAAITILIAATN estrogen deficiency FeaeHalHAinaINS
NTIAARR WAYTELLNNLALIAA9E [The International Society
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e Genital symptoms: dryness, burning and irritation
e Sexual symptoms: lack of lubrication, discomfort or pain
and sexual dysfunction
e Urinary symptoms: urgency, dysuria and urinary tract
infections (UTI)
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Q Healthy vagina & uterus

Y2 Vaginal atrophy

Thin vaginal wall
Pale, dry, smooth vaginal lining

Shorter vaginal canal ?
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e Vaginal pH: pH > 5




e \aginal Maturation Index: Superficial cells correspondents
< 5%
e \aginal Health Index (5-25) < 15

3. Magnitude of problem

dyuraes GSM @aruluniiiluilgniludsziduaes
underdiagnosis WaY undertreatment AINNNIANEANT 7 ARWLN
ANNIDY GSM Flszanas 13-87% TiiduegiudaznsAnmg
Vlutasssaznainndszadeulnunnteaiieds M
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dayanisdnm GSM lunguilszimaandan 5 dsza laun
sznalne (@W’]mmfﬁ), Indonesia, Malaysia, Singapore, Taiwan "ﬁ!\iﬁ
druntszannsiidnsaumsinenyisuae 5,992 118 Tudasent 4575 1)
Wudﬁmmiﬁwuﬂ@ﬂﬁzgmﬁ@ ANNNTTRIARDAWIY (dryness) WAY
ANIANTTANELASY (irritation) TusziAueInisitady GSM ans
waanfasas 35 Snsiufihineg GeMm istulsluTanaelsyinfiau
Tan¥asns 32 1eanguii3an GSM anALaniaIawE aFFALaY
Faray 25 TS meaeiuuwdluFeseinisres GsM latlu
SuauilfihaflufEusounaiansfimuemuosas 64 uazunnd
HugEnsulunisaaunuenisiiasiesas 24 andayadanann
uaasliiuduwnddunuimadrannnlunisdqelninnsitadelsa
FannTuly duanilignnanenimanzaasel

fayan1sfneil Menopause Clinic MlsswennaAiupiung
Q. UBULNY wudmzﬂmm’?ﬁumﬂizﬁﬂLﬁ@uﬁmms vaginal dryness 138
desnnanusanas 71.2, nMaznauilaanazlald urinary incontinence)
fotay 62.4 UATIALUMEIIWARNWUS (dyspareunia) Feuay 52 law
finsdadineunmdfidamoymeduiliedfesas 50

fayan1sAnmiiFedluainy prevalence 189 GSM Hiatiay
87.2 lnufanar 62.5 danasieAMNINEIR Feuar 52.9 lanely
wuunng nezdauluAedanay 82.6 lunguilAnduiludesns
uwaziauar 48.4 AndufluFediunduens fasas 94.2 10sauiiionns
Wanafiuhesnliunmdifugadnoineimsaes GsM
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4. NAMS Position Statement 2020
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Level A: Supported by sufficient, consistent scientific evidence

Level B: Supported by limited or inconsistent evidence

Level C: Based primarily on expert opinion

a3l aIn NAMS Position Statement 2020 wWudA23li
‘ﬁaamﬁlmﬁuqu GSM Tugia9 peri and post-menopausal (level C) Lay
first line therapy A5l lubricant 1ieLTuanIna oAUl Ut T TN AGHWLS
waz/vMIald long-acting vaginal moisturizers (level A)

fMFUaRITANN9Y moderate to severe GSM Mﬂimﬁ
ldmavaunsfanisinENAae lubricants WAz moisturizers LAWANTON
Wnnssnenseluil 1un
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e | ow-dose vaginal ET [Level A]

e Vaginal DHEA [Level A]

e Ospemifene [Level A]

e Systemic ET (when VMS are also present) [Level A]

MafnENN9E GSM msvhatedaienlunainu 3 ey
wazinsnaanamanilusses dniuasinily breast cancer viie
endometrial cancer A5 LANNTINENAINAINFBINTTBIART AT THTULI
gadlsn wazpandsdlunsnaufiudaeddsa Fenasiinmatinensaniy
unngsnen cancer Tne NAMS Position Statement 2020 wuztinan
aun90leild E2 Vaginal Tablet for GSM [Level C] 1o

annsAnenfieautlaanialunisli Vaginal Estrogen
Therapy for GSM ’lum’?‘?‘iﬁﬂiziﬁ Breast Cancer lng Agrawal, et al.
(Vaginal Estrogen Therapy for Genitourinary Syndrome of Menopause
in Women With a History of Breast Cancer. Obstetrics & Gynecology.
September 2023:142(3):660-8) IaainnsAn=ilulLy Cohort study
Tunganlszanng 42,113 #efifiannts GSM wasanldFunisatade
breast cancer lagidFauiiaunislven vaginal estrogen (5.0% of GSM
patients) waznislalaaslanlunissnm wudwa 2 naNANI9LARA
recurrent breast cancer TilaluAnsNi

annsAnendisangelag McVicker L, Labeit AM, Coupland
CAC, et al. (Vaginal Estrogen Therapy Use and Survival in Females
With Breast Cancer. JAMA Oncol. Published online November 2, 2023.
doi:10.1001/jamaoncol.2023.4508) Iaeinis@nsLluusy Cohort study
Tunguansiiflungifafiun 49,237 sefifeanis GSM wudn
mlwaeslau estrogen aunsnaneins GSM Taluasiild lubricant
1odlAna

am3 GSM wuldiaelunguansiial breast cancer Intianiz
n@"mmﬁﬁ?um tamoxifen %38 aromatase inhibitor Iaewuiesay 60
UDIA m?ﬁﬁmaz postmenopausal breast cancer survivors Uag

Faeay 40 109aRINAN1Y premenopausal breast cancer survivors

5. Oestradiol hemihydrate 10 mcg, vaginal tablet

g5 vaginal estrogen #iaznanafia l&un Estradiol
hemihydrate tablets laau3unsenaunaLdnas 10 meg ABIU WU
2 dlantt annifumadan 1 e dlaiay 2 AN NudTTALTeS
lanilaaenludan (estradiol level) wxafﬁ 5 pg/mL (gﬂﬁ 2)

pproved therapies for Genitourinary of in the United States and Canada

Type Composition Commonly used starting dose | Commonly used maintenance dose | Typical serum estradiol level

Vaginal creams | 17B-estradiol 0.01% (0.1mg | 0.5-1g/d for 2 wk
active ingredient/g)

0.5-1g 1-3 times/wk Variable

Conjugated estrogens 0.5-1g/d for 2wk 0.5-1g1-3 times/wk Variable
(0.625mg active

ingredient/g)

Estrone 0.1% (1 mg active
ingredient/g)

0.5-4 g/d, intended for short-term Variable
use; Progestogen recommended

Vaginal inserts | 178 estradiol inserts 4 or 10 meg/d for 2 wk Linsert twice/wk 3.6 (4 meg)

4.6 (10 meg)

Estradiol 2wk 1 5
tablets

Prasterone (DHEA) inserts | 6.5 mg/d Linsert/d [

Vaginalring | 17B-estradiol 2mg ring releases.

approx 7.5mg/d

Replace ring every 90 days 8

Oral tablet Ospemifene 60 mg/d 1 tablet by mouth/d N/A

DHEA, dehydroepiandrosterone. E2 Vaginal Tablet for GSM

Estradiol hemihydrate tablets 4147 10 mcg ﬂ@'ﬁﬂuﬁmﬂ%’m
14NN 8 AnuLdATAlan



dszAnsniwlumenaiin

N3ANENLLL Multicenter, double-blind RCT study lu 45
centers in the US W& 4 centers in Canada lagifianuauassnieinis
GSM 309 18 laglasunisgulirleu Estradiol hemihydrate tablets
111m 10 meg Wisuiauiunsldanvaaniilunan 52 dland

w@miﬁnmwudﬁﬂzjmm?ﬁiﬁ%um Estradiol hemihydrate
tablets 1u1m 10 mcg by objective measurements oun Vaginal Maturation
index, vaginal pH, vaginal health (gﬂﬁ 3) amsRtu wazinnNlaensieg
laidanansznusia endometrium waziinsgadalunszuaidanlivios
(systemic absorption) 4 objective outcomes azLANANILNITTaIAN Aty
Mo dantagunuiia 52 &1lanr dau the most bothersome symptoms
Fadlu subjective measurement AzEuATWA 4 dUpntk uANTEAATY
AT 8 FUanv

Significantly improvement (p<0.001) different from placebo after 2 weeks of treatment

- Grading of vaginal health

The treatment effects were sustained & statistically significant at week 52

18
1 —+—Placebo —4— 10 micrograms estradiol

12
Mild 10

Bascine Week2  Week4  Week Week 12 Week 52
ocr) (woch)
P values were derived from comparisons of the change from baseline between treatment groups

Simon, JA, Nachtigall, L, Gut, R, Lang, E, Archer, DF, Utian, W. Effective Treatment of Vaginal Atrophy With an Ultra-Low-Dose Estradiol Vaginal Tablet.
Obstetrics and Gynecology 2008; 12(5): 1053-1060

ANnuNdaanna

Estradiol level ﬂ:zgﬁzgmluf?mwn mﬂﬁu%@mmﬂﬂ'wmn
Tnellumamiuedagaying Aeduil 83 estradiol level azlndlAerivy
Anewniin wansindinisgeadudngnszuaidenlften uenani
Falimupmnadesaasniin endometrial cancer uAetnla

nsuIvnsevinlalaglildenduay 1 1m Wwaan 2 dland
antildendaniaz 2 axe o1alildunu 3-12 tieu ddaldelild
wuiluaunadsiledinlg laiaanfingnily 2 wih (gﬂﬁ 4)

Posology & Method of administration
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6. What is the gap of knowledge?

A

Imported from W
b Germany )

Uszifiuidslisidoagidaau ldun naves local estrogen s
lower urinary symptom

AINNIANEN89 Apiwat Jongjakapun uazAmy T9las
nRRNRlY Menopause Lilaifawameu w.a. 2566 wudnnisld
vaginal E3/lactobacilli 11/3euiiuiiu placebo taelild 1 Lfiayndu

Wluinan 2 et udasesae 1 e d@laviae 2 Au flwnan 2 e
Wudﬁﬁ‘ 4 §JA197 Wa224 the most bothersome lower urinary symptoms
ldunnmAneiuszndnanisldan vaginal E3/lactobacilli waze1naan
Fesananananenmeadlaieianas 63 lugilhaiiaaings

atielafinn Faflmnindesszozinanild, auinen,
potency 18ENAUANANANNNNIANENFINENT azlinaTiuanaraae sl
atdls

Interesting Case
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s1eugilas

frlasmineg a1y 60 T 11daueIn1stesnRaALTIAILS
waalszanieu lduauniedu uAFAniunInaWAFNTUE
TnanzanzGuaanld nastinaduusinionnisilaanazuaudn
vililaiFesmeflnAdiusTUanS aniRsiAeRnaguRuS 1-2 Ay
Fanef widelles 1-2 AsaRew auludas 1 Huniindananasy
AdladladiwAduiusiuan i

Jthalifinnunefindnd lifdessannitesnaan daaioy
wazganszlng ldfennsfeuguany fenmsueulinduiuuciu
Athedfaslsndszanda ldinauien Wunssimnzaniauties Ailogm
flasnazuaudn filaapaninraaiilsananunawisiiiie 1 Udeu
unidudshAndauueiiGauayldaomdfouy waminduiihedesn
aiaRgaTusniudssmuiieflennislaefusnuda 3-4 afaludlid

fhevanlszaFewdaeny 50 T liiyns laineldsu MHT,
steroid, surgery Wa PAP smear 1Un# (NILM with atrophy) Wa MMG Un
(BIRADs 2) 1neifinansaaneflugail

NIUB: minimal hair, labia atrophy, small vaginal orifice

Vagina: thin, dryness, pale vaginal mucosa, reduce rugae

Cervix: os closed, clean

Uterus: small size

Adnexa: free, no mass

nuaRsaasInaunmelszudngilaainnag genitourinary
syndrome of menopause (GSM) Tneid dyspareunia Wa¥ recurrent cystitis

Ay odaey GSM! ﬁwu‘lu@ﬂqmﬂﬂﬁﬂi:n@uﬁaﬂ

e | abial atrophy, shrinking

® |ntroital stenosis, narrowing

e (Clitoral atrophy

e Phimosis of the prepuce

e Vaginal dryness, itching, stenosis

e Friable, hypopigmented, petechiae, ulcerations

* Few rugae

nadszifudalsanin 4 asAdsznoundntedangilan
flannsann esddszneuiivssfiudszneugae

1. The most bothersome symptoms W1 dryness, soreness,

dyspareunia (L32Liiu positive finding 99N21N197UUINTEAL
moderate a¢149tiag 1 a1N13) (gﬂﬁ 1)
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The most bothersome symptoms

Absent (0) Mild (1) Moderate (2) | Severe (3)
Dryness N
Itching/
irritation
Soreness N
Dyspareunia J
Measuring symptom relief i studies of vaginal and vulvar atrophy: the most bothersome symptom approach. Menopause 2008;15885-0

TABLE 2. G

proved therapies for inary syndrome of menopause in the United States and Canada

Commanly used Commonly used Typical serum estra-
starting dose maintenance dose diol level (pg/mL)

05-1g 13 times'wk. Variable

Type Composition Product name

Vaginal
creams

Estrace vaginal cream  0.5-1 g/d for 2 wk

Premarin vaginal cream  0.5-1 g/d for 2 wk 0501 143 times/wk Variable

Estragyn vaginal cream”’ Variable
P
recommended
Vaginal inserts 178 estradiol inserts Invexxy” dor 10pg/d for2 wk 1 insert twice/wk 36 (4pg)
46 (10ng)
Estradiol hemihydrate tablets  Vagifem 10pg/d for 2 wk 1 tablet twice/wk 55
Yuvafem
Prasterone (DHEA) inserts  Intrarosa 65 mg/d 1 insert/d 5
Vaginal ring 17 estradiol Etring 2mg ring releases Replace ring every 8
approx 7.5 pg/d 90 days.

y:
Oral tablet Ospemifene Osphena” 60 me/d 1 tablet by mouth/d N/A

Cochrane 2016

The of
o L for

- 30 RCTs, n= 6235
- Similar efficacy among various preparations
- No significant differences in adverse event

t Rey 2016,C000150!

gﬂﬁ 1 The most bothersome symptoms

Vaginal atrophy score

Not present (0) Mid (1) Moderate (2) Severe (3)
Dryness. Normal Slightly Minimal \/
ory
(d3anEAu) lubrication decreased lubrication
Rugae
s Normal number \I Reduced
(reuthurestabindluies Rare rugae Smooth vagina
and depth rugae
an0m)
Palior J ‘White/
Normal pink Light pink Very pale
(@apamivinsneasinily) deepred
Petechiae Bleeds on Bleeds on
5 V hone Clearly seen
(qaieanen) scraping contact
Mucosal thinning
(omdaveureslvies Normal o pecrssss None stenosis
)

gﬂﬁ 2 Vaginal atrophy score

2. Vaginal atrophy score Wil dryness rugae, pallor, petechiae,
mucosal thinning (gﬂ‘ﬁ 2)

3. Vaginal pH 3¢1i1a7nA" pH §4nd1 5.0 %qﬁﬂqaﬁ pH 6.5

4. Vaginal cytology (VMIAV/MV) 1lg213iuann vaginal maturation
value < 50 Tagfilaeaziuuingy 15

IayaNNARLNURY vaginal estrogen

Global Consensus Statement on Menopausal Hormone
Therapy wuzinlARa1sn local low-dose estrogen therapy W
systemic menopausal hormonal therapy AUIUNN9INEN vaginal dryness
138 dyspareunia T9NDNEMTUN19T]RaAU recurrent urinary tract
infections® aaAARBANLLUINIRTLTRNTTNE GSM 1nt The North
American Menopause Society (2020) @autiztinn1sRansan low-dose
estrogen therapy WU systemic treatment lneiitlselamine dyspareunia,
vaginal dryness, lower urinary tract symptoms, vaginal pH Wae lactobacilli
wazuuzinlifan vaginal estrogen ‘Lué’ﬂfmﬁﬁ vulvovaginal symptoms
WAY/Y3BIINAL urinary symptoms’

N195NENAIE vaginal estrogen Hlsravan nuazmnNlaansiy
il GSM nsgaturesendngnszuadestuagiuaunafild (3107 3)
nN93NENALE vaginal estrogen Rdamaldlu undiagnosed vaginal/uterine
bleeding wazmlsldiatneszanseialy estrogen-dependent neoplasia’
asndlsfia vaginal estrogen 1ﬁLﬁNﬂQﬁNL%ﬂWi@ endometrial hyperplasia/

cancer, breast cancer, CVD %38 VTE nn93nEnsng vaginal estrogen
Gaiunalulaindlaniuasiiunadnigagail 12 &lani Tasanansn
anANENNslF ANt Filaefilé5u vaginal estrogen ‘lidniflu
sadlaTu progestogen’®

gﬂ*ﬁ 3 Government-approved therapies for GSM in US and Canada
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AuaeidsziRumgle KY jely wlslalasinane ooy
MUBEMUE AN TINATHLS uanainilainistesraanustelalia
flhagainnaTimadaiusvinlifasfasinadiug adndlsfa
AlsdensReansiinaduiusiuaniiag

wWANSRANTUINNTTNHA9e Estradiol hemihydrate tablet
TaeEngataun 10 meg/d w2 &anni udaassumunmdu 1 tablet
twice/wk 93U moisturizer 2 times/wk ANNNNIRARNNT 2 &ilpni
wuenmaiurzaanlaiaasnn laway ldiennstlaanazuaudn
MRS NATNAUS

G

asM wilugndsdanasetnafonaTmiliuazdananszny
atheidudAyiequnanueilas n1sinEnaae low-dose estrogen
fnadnssulsrdninmuazanulaenifoia gl inadnifiuatng
ﬁﬁﬂﬁﬁﬁw?«,wi 2 Fanii uaztispnTiunaiothesediiods 52 anii
nsinEmae low-dose estrogen Ansgadsdngnszualfentiotuay
fannsaansiefia wazdislaiagiisneaunisiia endometrial hyperplasia
vida cancer MdNWUSALINTFNEN
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