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Calam sang 1

e Bénh nhan: N{, 35 tudi, PARA 2002 (2 Ian sinh thudng 2020, 2023).

o Tién su gia dinh: C6 2 ngudi di rudt mac ung thu budng triing va ung thu v

« Kham stc khoe dinh ky: Khéng triéu chiing, kinh nguyét déu.

« Tam so4t di truyén: Xét nghiém gene BRCA cho két qua duang tinh véi BRCAT1.

o XU tri: Dudgc tu van va tién hanh phiu thuat cat voi triing va budng triing du phong (risk-reducing salpingo-
oophorectomy — RRSO) & tudi 35.



Nguy co ung thuw vu

Man kinh som
Bénh li tim mach
Loang xwong
Tam than

T&r vong s&'m



Chi dinh tam soat gene BRCA1/2

Table 1. USPSTF Recommendations™

Ashkenazi Jewish Women:

e Any first-degree relative with breast or ovarian cancer

e« Two second-degree relatives on the same side of the family with breast or ovarian cancer

Non-Ashkenazi Women:

e Two first-degree relatives with breast cancer (including one diagnosed =< age 50)
e Three or more first- or second-degree relatives with breast cancer
e Both breast cancer and ovarian cancer among first- and second-degree relatives

o Afirst-degree relative with bilateral breast cancer

e | Two or more first- or second-degree relatives with ovarian cancer

e Afirst- or second-degree relative with both breast and ovarian cancer

e A male relative with breast cancer

*US Preventive Services Task Force. Ann Intern Med 2005, 743:355.



Chién lwoc tam soat ung thuw v

The NCCN recommends that women at high risk get a mammogram and breast MRI every year starting at age 25 to 40,
depending on the type of gene mutation and youngest age of breast cancer in the family. The NCCN also suggests that
women at high risk have clinical breast exams every 6 to 12 months beginning at age 25. These women should also
consult with a health care provider to discuss screening and how to manage their risk.

The ACS recommends that women at high risk should get a mammogram and breast MRI every year. The ACS suggests
that women at high risk begin screening at age 30 or an age recommended by their health care provider and continue
for as long as they are in good health.

The National Comprehensive Cancer Network and U.S. Preventive Services Task Force recommend discussion of this
option with the patient: Bilateral Mastectomy in women with BRCA mutations
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BRCA1: 35-40 tuodi

BRCA2: 40-45 tudi vi nguy
nguy co khéi phat ung thw
thuw muon hon

Figure 1. Forest plots of relative risk (RR) estimates for risk reduction  tive sample sizes of the individual studies; horizontal lines represent
associated with risk-reducing salpingo-oophorectomy (RRSO). A) 95% confidence intervals (Cls). Diamonds represent the pooled point
Ovarian cancer risk reduction in BRCA1/2 mutation carriers. B) Breast estimate and 95% confidence intervals. Vertical dashed lines repre-
cancer risk reduction in BRCA1/2 mutation carriers. C) Breast cancer sent the pooled relative risk estimate. Estimates less than a value of
risk reduction in BRCA71 mutation carriers. D) Breast cancer risk 1.0 suggest a favorable reduction in cancer risk associated with
reduction in BRCA2 mutation carriers. The box sizes reflect the rela- RRSO.

ACOG: Phau thuat cat phan phu hai bén lam gidm nguy co’ ung thw budng trirng va ung thw va &
ung thuw vu & phu nir c6 dot bién BRCA1/BRCA2
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Study Design

Number

Results

Eisen et al. (2008) [39]

Case—control study on BRCA1

mutation carriers with and
without RRSO

236 case—control pairs BRCA1

Decrease in risk of BC in OR = 0.58; 95% CI 0.35-0.96;

BRCALI1 carriers p=0.03

Kotsopoulos et al. (2016) [40]

Case—control study on BRCA1
mutation carriers with and
without RRSO

432 case—control pairs BRCA1

No increase in risk of BC in OR = 0.80; 95% CI0.55-1.16;

BRCAI1 carriers p=0.24

Rebbeck et al. (1999) [7]

Case—control study on BRCA1
and BRCA2 mutation carriers
after RRSO

BRCA1 and BRCA2 mutation
carriers after RRSO

Decrease in BC risk in BRCA1
and BRCA?2 associated with
RRSO after

122 BRCA1 (43 cases with
RRSO, 79 controls
without surgery)

HR = 0.42; 95% CI = 0.22-0.81

exclusion of HRT users

Rebbeck et al. (2005) [10]

Prospective cohort study

315 BRCA1 (110 with RRSO),

No increase in BC risk

associated with RRSO | HR = ()—;7’ 95% CI 0.14-0.96

147 BRCA2 (45 with RRSO)

Domchek et al. (2011) [41]

Extension and follow-up to
Rebbeck et al. (2005)

BRCA1 mutation carriers with
and without RRSO 795
BRCA1,504 BRCA2
(321 with RRSO)

BRCA1: decrease in risk for

women with (HR = 0.52; 95%

No increase in BC risk in

CI 0.30-0.92) and without
BRCA1 and BRCA2 carriers

associated with RRSO RRSO (HR = 0.29; 95% CI

0.13-0.69)

No association with different

types of HRT

Kotsopoulos et al. (2018) [42]

Prospective cohort study

872 BRCA1 (all with RRSO)

No increase in BC risk in HR = 0.97; 95% CI 0.62-1.52;

BRCAT1 carriers associated
with RRSO

p=0.89

HRT 5-10 ndm sau phau thuat
khong lam tang nguy cd ung thu
vU

Th&i gian dung dai han can thém
nghién cuu




GYNECOLOGIC
ONCOLOGY

Hormone replacement therapy after risk reducing
salpingo-oophorectomy in patients with BRCA1 or
BRCA2 mutations; a systematic review of risks and

benefits

Sushmita Gordhandas « Barbara M. Norquist ¢« Kathryn P. Pennington ¢ Rachel L. Yung  Mary B. Laya e Elizabeth M. Swisher

Highlights

 Hormone replacement therapy use improves endocrine symptoms and sexual function after premature surgical menopause.
e In BRCA mutation carriers, breast cancer risk is not altered by estrogen replacement therapy after oophorectomy.

e Progestin containing hormonal regimens may have a less favorable breast cancer risk profile for BRCA mutation carriers.



W) Check for updates

nature OPEN The risk of heart-?peciﬁc death in
breast cancer patients

B Breast cancer Heart disease Other CVD Other disease
100%
90%

80% Z Bénh nhan ung thu vu chét vi

49.0% . ‘
70% benh li tim mach nhiéu hon la
chét vi ban than ung thu va!!!

50%

5-10 years > 10 years




3 nam sau co nay dwoc phat hién ung thu vu...

e 3 nam sau kha@i ddng HRT, MRI ghi nhan mét nodt vi vé hda & vung vu trai vi tri 9h, kich thudc 3x5mm,
khéng kém theo hach nach. FNA: Carcinoma dang 6ng (Tubular carcinoma)

« Hoéa mé mién dich ER (-), HR (-), HER2 (-)

P4 16i cho HRT gay ra ung thw vi dwoc khong? & ‘ C6 tiép tuc dung HRT khong?
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Table 3. Hormone Use Among Women With Breast Cancer and Women in the Control Group, Restricted
to Ages 50-60 Years

Type of Hormone Control Group (n=143,070) Case Group (n=14,307) Crude OR (95% CI) Adjusted OR (95% Cl)

Ever menopausal HT* 26,639(18.6) 2,874 (20.1) 1.19 (1.16-1.23) 1.10 (1.07-1.13)
Estrogen’
No estrogen 119,219 (83.3) 11,742 (82.1) 1.0 (Ref) 1.0 (Ref)
Bioidentical 9,788 (6.8) 1.072 (7.5) 1.18 (1.13-1. 1.03 (0.98-1.08) E2
Animal-derived 10,151 (7.1) 1,114 (7.8) 1.20 (1.16-1. 0.99 (0.95-1.04) CEE
Both 3,912 (2.7) 379 (2.7) 1.13 (1.05-1. 0.94 (0.88-1.01) Both

+
Progestogen

No progestogen 133,049 (93.0) 13,162 (92.0) 1.0 (Ref) 1.0 (Ref)

Bioidentical 72 (0.1) 10 (0.1) 0.98 (0.54-1.77) 0.98 (0.54-1.77) P
Synthetic 9,941 (7.0) 1,134 (7.9) 1.34 (1.28-1.39) 1.28 (1.21-1.34) MPA
Both 8 (0.01) 1(0.01) 1.36 (0.31-5.93) 1.31 (0.30-5.73) Both

OR, odds ratio; HT, hormone therapy; Ref, referent.

Data are n (%) unless otherwise specified.

* Adjusted for age, body mass index, smoking status, alcohol consumption, hysterectomy, oophorectomy, history of endometrial cancer,
history of family breast cancer, and oral contraceptive use.

" Adjusted for exposure to progestogen therapy and age, body mass index, smoking status, alcohol consumption, hysterectomy,
oophorectomy, history of endometrial cancer, history of family breast cancer, and oral contraceptive use.

* Adjusted for exposure to estrogen therapy and age, body mass index, smoking status, alcohol consumption, hysterectomy, oophorectomy,
history of endometrial cancer, history of family breast cancer, and oral contraceptive use.

Abenhaim et al. Menopausal Hormone Therapy Formulation and Breast Cancer Risk. Obstetrics & Gynecology 139(6).p 1103-1710, June 2022



Women's Health Initiative (WHI) Hormone Therapy
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- UGc tinh khoang théi gian ti khi xay ra mot dot bién ac
tinh ban dau dén khi xuat hién mét khoi ung thu va cé thé
phat hién dudc, dua trén thdi gian nhan ddi té bao, dao
dong ti 7 dén 12 nam.

- M6t ton thuong ung thu v sau 3 nam diéu tri 13 do tén
thucng da ton tai trudc dol!

Chlebowski RT et al; WHI Investigators. Influence of estrogen plus progestin on breast cancer and mammography in
healthy postmenopausal women. the Women's Health Initiative Randomized Trial. JAMA. 2003 Jun.



Co tiép tuc dung HRT khong?

NCCN Survivorship Guidelines (2024):

“Systemic menopausal hormone therapy is contraindicated in survivors of breast cancer.”

ACOG Practice Bulletin No. 141 (2022, Menopause HT):

"Hormone therapy should not be used in women with a history of breast cancer.”

ESMO Guidelines for Breast Cancer (2023):

“Systemic hormone replacement therapy is not recommended for breast cancer survivors due to
iIncreased risk of recurrence.”

NAMS Position Statement (2022):

“Systemic hormone therapy is contraindicated in breast cancer survivors. Non-hormonal
management of vasomotor and genitourinary symptoms is recommended.”




Ca lam sang 2

e N, 25 tudi, cao 168 cm, nang 67 kg, PARA 0000, da két hdn 4 nam nay, lam luat su.

« Vicéng viéc ban rén, bénh nhan st dung thudc tranh thai dudng uéng (OCP) ti Itc két hdn dén nay. 6
thang trudc da ngung OCP dé mong c¢o thai.

 Kinh cuéi cung cach day 5 thang.
e Lido dén kham: béc hoa, khé am dao, khé chiju khi giao hap, dé cau gat, khd ngu.
e Xét nghiém: B-hCG am tinh, FSH 45 IU/ml, Estradiol (E2) 70 pmol/L.



Nhirng nguyén nhan thwong gap nhat cua vo kinh
kinh th& phat o phu ni¥

e COo thai

« Buéng triing da nang (PCO/PCOS): FSH binh thudng — Estradiol (E2) binh thudng
« V& kinh do ha déi: FSH ¥, E2 ¢

 Suy buéng triing sém (POI): FSH 1, E2 ¥



Nguyén nhan cta POI (Suy buong trirng sdm) (ESHRE
(ESHRE 2024)

« V6 can (Idiopathic): chiém t3i 90%, trong dé 20% c6 tién su gia dinh.
« Do iatrogenic (nguyén nhan do diéu tri): nguy&n nhan thudng gap nhat & cac nudc phuong Tay
e Hoatriva xa tri

e Phau thuat (cat budng triing hai bén — BSO, cat nang budng tring, cat voi va budng triing du phong — RRSO, thuyén
tdc mach)

e Cyclophosphamide diéu tri lupus ban dd hé théng (SLE)

o Ditruyén (Genetic): 10-13% (chu yéu héi chiing Turner); Fragile X (FMR1) khoang 3% dang I& t& hodc di truyén nhiém
sac thé thudng.

e Tu mién (Autoimmune): 5%.
« Chuyén héa (Metabolic): galactosemia.
« Nhiém trung (Infectious): HIV, Cytomegalovirus, zona, quai bi (mumps).

« Ddc chat/Méi trudng (Toxins/Environmental): hut thuéce 14, cac chat hitu ¢ doc hai.



Kham lam sang

« Chiéu cao, can nang, vong eo, huyét ap, chi sé BMI
e Sup mi (ptosis), run, that diéu (ataxia)

e Tang sac t6 da hoac bach bién, rung toc

e Kham tuyén giap

e DPanh gia giai doan Tanner: vu, I6ng mu, I6ng nach
e Kham tim - phdi (CVR), khdm bung

« Kham phu khoa dé phat hién héi ching sinh duc - tiét niéu do man kinh



Xét nghiém trong POI (Suy buéng trirng sém)

« Ban dau (initial): pregnancy, Prolactin, FSH, Estradiol, TSH
 Sau khi chan doan (After diagnosis):
« Nhiém sac thé dé (Karyotype) va xét nghiém FMR1 (Fragile X)
« Dém nang thu cap (Antral Follicle Count), do thé tich budng trung.
« Khéang thé tuyén giap (thyroid antibodies - hién tai da bd khuyén cédo thudng quy).
« Khang thé tuyén thugng than (anti-adrenal antibodies) — néu duong tinh - chuyén ndi tiét.
e Dudng huyét ltc doi, HbA1C.
e MG mau (Lipids).
e Do mat dé xuong (DEXA).
e Neéu khong tim dudc nguyén nhan - xem xét giai trinh tu thé hé mdi (NGS)/EGS (Exome/Genome Sequencing).



POl diagnosed according to the following
diagnostic criteria:

. Bilateral
e disordered menses (spontaneous oophorectomy
amenorrhea or irregular menstrual cycles) before age 40 years
for at least 4 months, and
an elevated FSH concentration >25 IU/I.
Yes

Previous chemotherapy, pelvic | yas
radiotherapy, pelvic/ovarian
surgery?

Diagnosis of
iatrogenic POI

No

v
Genetic tests:

After counselling ~ ~ Vs \
and informed consent Kbriceaal Diagnosis of [ Refer for genetic
* Chromosomal analysis POl with genetic ' counsellingand |

* FMR1 premutation testing* cause \ follow up
« Additional testing (e.g. NGS)

may be offered, if available

Consider effect

on relatives

Normal

v



Autoimmune tests:

soses 20y MR
9 - POl with

Additional autoimmune autolmmune cause
antibody tests depending on utol u u

history and examination

Refer for follow up
testing

Normal TSH and antibodies
No other causes identified

r

Diagnosis of
idiopathic POI

*Fragile X premutation testing is indicated in all women diagnosed with POI. This needs to be performed as a specific test as multigene panels and NGS
are not useful in detecting FMR1 premutation. Abbreviations: FSH, follicle stimulating hormone; NGS, next generation sequencing;




POI do Fragile X

» Khéng tin ndi, buon sau séc, mat hy vong, cam
glac gia trudc tuoi, cam thay "bi hét han' fragile site

Normal X chromosome Fragile-X chromosome

e Tac dong dang ké dén suc khoe tam ly,
hinh anh ban than va chat lugng
cuoc song




Piéu tri noi tiét lién quan dén triéu chirng

Menopause Society S

Promoting education and research on midlife women's health

International I MS} ‘ eShre

Hormone therapy is recommended for women with POI until the usual
STRONG

age of menopause for primary prevention to reduce the risk of morbidity O®®O0

and mortality, whether there are estrogen deficiency symptoms or not.

The guideline group recommends shared decision making when
prescribing each component of hormone therapy with consideration of

patient preference, contraceptive needs, and presence of co-morbidities.



Hormone Therapy (HT) = Hormone replacement therapy (HRT) + COCs

Systemic Hormone Therapy

* Discuss benefits/risks
* Individualize according to patient
preferences and comorbidities cated or not recommended
tion see Summary of

Non-hormonal treatments for VMS

ndations for POI linked tc

R i existing medical conditions /cancer
(e.g. estrogen dependent
cancers)

Hysterectomy? . Estrogen-only HT

Contraception
required?

Insufficient evidence
to recommend herbal
T therapies or

52mcg LNG IUS + complementary
medicine.

Continuous Sequential Combined COC

combined HRT combined HRT (continuous use) Estradiol

(transdermal or oral)

ESHRE Guideline on premature ovarian insufficiency 2024



Liéu phap hormone (HRT) so v&i thudc tranh thai dwong
dwong udng (COC) — Rat it chong chi dinh

CHONG CHi BINH VOI HRT KHONG PHAI CHONG CHIi BINH V3| HRT
Ra mau am dao khéng r6 nguyén nhan/chua dudc Hut thuéc.
chan doan Pai thao dudng.
D3 biét hodc nghi ngd ung thu va. Tang huyét ap.
Bénh gan cap. Pau ntra dau khéng co tién triéu (migraine without
Tién st hodc bénh huyét khdi tinh mach sau / aura).

thuyén tac phdi (DVT/PE)

Bénh tim mach cap

Tién s dét quy hodc bénh mach vanh (coronary
heart disease)

Pot quy gan day.

Co thai.

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



Comorbidity

Breast cancer survivor

BRCA1/2 mutations
after RRSO, without a
personal history of
breast cancer

Migraine

Migraine with Aura

Hypertension

Diabetes mellitus

Endometriosis

Malabsorption

Known CVD

Abnormal liver
function

Type of risk

Probabi

ity

® Contra-indicated Recurrence

O

Can be
considered

Can be
considered

Can be
considered

Can be
considered

Can be
considered

Can be
considered

Can be
considered

Can be

considered after
haematologist

review.

Recommended

Relatively

Contra-indicated

Can be
considered

Developing BC

Ischaemic stroke Unclear

Ischaemic stroke Unclear

CVD/VTE

CVD/VTE

CVD/VTE

Disease
reactivation /
malignancy

VTE/PE

Inadequate
absorption of
oral therapy

Unclear

CcvD Unclear

Worsening of

. . Unclear
liver function

. ITE/MP/DYD: Transdermal estrogen, Micronized progesterone, Dydrogesterone

™ Igee https://www.cdc.gov/reproductivehealth/contraception/mmwr/mec/summary.html

Proposed HT

TE/MP/DYD'

Dose/regimen/administrat
ion can be adapted in line
with migraine symptoms

Transdermal estrogen
(COC contraindicated?)

TE/MP/DYD'
TE/MP/DYD'

TE/MP/DYD'

combined estrogen-
progestogen

TE/MP/DYD!?
(COC contraindicated?)

MNon-oral HT

TE/MP/DYD’

Transdermal estrogen



Bang chirng cho thiy HRT wu thé hon COC & POl

« Xudng (Bone): Cai thién mat dd xuong sau 12 thang diéu tri hormone thay thé (HRT) so vé&i thudc tranh thai (OCP) va thuc
day qua trinh tao xuong.

e TU cung (Uterus): Noi mac ti cung tét hon (4,8 mm so véi 3 mm) - nhung cé su khac biét hon - tadng SHBG, va giam
testosterone tu do khi diung OCP => gidm nhu cau tinh duc gitta bénh nhan Turner va cac bénh nhan POI khéc.

 Tim mach & Chuyén héa (CVR - huyét ap va lipid): Huyét ap tdm thu va tam truong thap hon khi dung HRT qua da so vdi
OCP. Lipid: LDL thap han khi dung HRT so véi OCP

« Androgen: It 'c ché androgen

« VU (Breast): Co thé cdé mét sé khac biét sinh ly trong dap Ung kich thich gilta cac loai progestin.



Liéu lwong va dwong dung Estrogen

Transdermal estrogen

1990s Today

« Pudng dung
 Vién udng (Estradiol valerate)
e Estrogen qua da
e Miéng dén
e Gel bdi qua da (17 B Estradiol)
« Estrogen tai cho (tac dung tai &m dao)
« Estrogen liéu thap it co tac ddng 1én ddng mau va viém mach
e CO thé dung liéu thap tdng dan dat dén liéu diéu tri
e Né&n suf dung lién tuc, khéng ngung cat quang

One Pump. One Arm. Once A Day.




Phan tich gép vé nguy co’ bénh mach mau & phu nir man kinh dung estrogen dwé'ng udng so voi

udng so v&i dwong qua da

Cac nguy co’ & dwong uéng

déu cao hon dwéong qua da

Mohammed K et. al. J Clin Endocrinol Metab 2075, 100: 4072-4020

*based on 15 observational studies at moderate risk of bias

VTE

Roach, 2013

Laliberte, 2011

Olie, 2011

Renoux, 2010

Canonico, 2007

Sweetland, 2012

E Daly, 1996

Canonico, 2010

Douketis, 2005

Subtotal (I-squared = 53.3%, p = 0.029)

DVT

ouketis, 2005
Subtotal (I-squared = 0.0%, p = 0.394)

PE

CVA ared = %, p=.)

CVA
Renoux, 2010
Subtotal (I-squared =.%,p =)

Mi

Vries, 2006

Hippisley-Cox, 2003

Chilvers, 2003

Lokkeggard, 2008

Subtotal (I-squared =73.5%, p =0.010)

NOTE: Weights are from random effects analysis

.05 : 15
Oral MHT

RR (95% Cl)

1.52 (1.15,2.01)
1.93(1.23,3.02)
3.43(0.80, 14.82)
1.38(1.24, 1.53)
2.04 (1.65, 2.53)
1.77 (1.34, 2.34)
1.39 (0.79, 2.46)
1.34(1.03,1.75

1.87 (1.13, 3.10) 74.96
2.90 (1.21. 6.95) 25.04

2.00 (0.81, 4.95) 100.00
2.00 (0.81, 4.95) 100.00

1.23(1.03, 1.48)
1.23(1.03, 1.48)

1.06 (0.82, 1.38)
0.84 (0.45, 1.58)
0.92 (0.52, 1.62)
1.87 (1.39, 2.51)
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D{r liéu an toan cua Estrogen qua da so v¢&i dwong
dwong udng

Hormone thay thé dudng

Viec su dung estrogen qua Estrogen qua da uéng 1am

da so v3i dudng udng co trong
thé dugc coi la khi do stf dung dudng udng
lien quan dén viéc tang
nguy cd bénh mach nguy cad dét quy (NICE

il Guideline 2015, BJGP 2018) (libido)

(NAMS 2017, BJGP 2017)

NICE

H H American Association THE NORTH AMERICAN
gu Ide' In€ of Clinical Endocrinology MENOPAUSE SOCIETY

1. Menopause: The Journal of The North American Menopause Society Vol. 24, No. 7, pp. 728-753. DOI: 10.1097/GME.0000000000000921 2017 by The North American Menopause Society
2. National Institute for Health and Care Excellence. Menopause: diagnosis and management. NG23. London: NICE, 2015
3. British Journal of General Practice 2018; 68: 499-500, 4. Menopause Update, Endocr Pract. 2017;23 (No. 7)



Khi nao can sir dung Progestogen

e Progestogen bao vé ndi mac tif cung, chdng lai cac phan Ung tang sinh NMTC cla estrogen
e Phu n{ POl da cat tU cung: uu tién Estrogen-only therapy

« Phu nii POI c6 ttf cung con nguyén ven: Liéu phap ndi tiét nén bao gbm céa estrogen va progestogen dé
giam thiéu nguy co tdng san ndi mac ti cung

« Sequential combined HRT: Estrogen két hop vdi it nhat 12-14 ngay progesterone moi thang

« Continuous combined HRT: Estrogen va progesterone hang ngay an toan doi véi ndi mac ti cung.

North American Menopause Society. Menopause. 2012;19:257-71; Sturdee D W, et al. Climacteric 20171;74:302-20. Furness S, et al. Cochrane Database Syst Rev.

2008,(2):CD000402.



Hoat tinh sinh hoc cua progesterone tw nhién so v@i progestin tong
progestin tong hop

@ Uutiénsw dung Progesterone tu nhién khi diéu tri man kinh so v&i Progestin

Progesterone

Drospirenone

Dydrogesterone

MPA

LNG
It gitt mudi + nwdc, gidm nguy co tim mach va Tac dung GABA ho trg an than
tdng huyét ap cho Phu n{r man kinh

Schindler AE, et al. Maturitas 2003,46 Suppl 1:57-S516; Kuhl H. Climacteric 2005, 8 Supp! 1:3-63. Barentsen R, et al. Eur Menopause J 1996,;3:266-271



So sanh vé nguy co’ ung thuw vi (mod hoc) giita cac phac dé E2 qua da +

qua da + Progesterone vi hat dwo'ng uéng

RR

3.0

p -

2.0

1.5

1.0

|

meesss——lT o— maesssss——llT 2 ISSSs—————— @400 ool SS—

0.5

E2 don tri liéu E2 + Dydrogesterone E2 + Progestin tdng hgp

Fournier et al. J Clin Oncol 2008; 26: 1260-1268



Estradiol containing COCs have not been studied specifically in women with POI. |
Estrogen dose in COCs containing 1.5mg estradiol or 20mcg ethinyl estradiol may be
inadequate for bone health. Usual precautions regarding COCs apply.

HRT type

Sequential combined HRT

Continuous combined HRT

Per 24 hours or day Lowy/standard doses ‘POI’ doses Lowystandard doses ‘POI" doses
Estradiol type

Patch (transdermal, 25-50 75-100 25-50 75-100
Hg/24h

Gel sachet (transdermal, 0.5-1.0 1.5-2.0 0.5-1.0 1.5-2.0
mg)

Gel pump (1 metered 1-2 3.4 1-2 3.4
dose = 0.75 mg)

Spray (1.53mg per spray) 1-2 3-4 1-2 3-4
Oral (mg) 1.0-2.0 2.0-4.0 1.0-2.0 2.0-4.0
Progestogen

Micronized progesterone = 200

(oral/per vagina, mg) 100-200 (e.g. 300-400) 100 =200
Dydrogesterone (oral, 10 20 5.0 10
mg)

Medroxyprogesterone 5.0 10 25 5.0
acetate (oral, mg)

Norethisterone acetate 2.5-5.0 2.5-10 1.25-2.5* 2.5-5.0
(oral, mg)

Levonorgestrel
intrauterine system (LNG
IUS)

20 pg/day sufficient for low/standard and POI doses (52mg LNG IUS)

17 beta-estradiol (E2

)/progestogen fixed dose combined preparations

E2/micronized
progesterone (oral, mg)

1.0-2.0/100-200 = 2.0/=z 200

1.0-2.0/100-200

3.0-4.0/300-400

E2/norethisterone
acetate
(transdermal) (pg)

25-50/85-170 75-100/255-340

25-50/85-170

75-100/255-340

E2/dydrogesterone
(oral, mg)

1.0-2.0/10 2.0/10

0.5-1.0/2.5-5.0

3.0-4.0/7.5-10




* HT commenced, unless contra-indicated

HT

Provide information on risk factors that can be modified through Iifestyle\
behavioural change (including avoiding smoking, heart healthy diet,
regular physical activity, and maintenance of normal body weight).

-,

/_‘ -’ Risk factors for low BMD
_ﬂ_ MONITORING and osteoporosis:

ANNUAL REVIEW:
Adherence to therapy
Bone health risk factors
Cardiovascular risk factors:

Blood pressure

weight

ooododd
" T

Smoking status
Psychological health and QoL
Estrogen deficiency symptoms
including genitourinary symptoms
Sexual health
Other concerns

U
.

Indications for more

LESS FREQUENT TESTS: frequent monitoring of

BMD measurement if indicated BMD / osteoporosis
Lipid profile/diabetes screening*

N |

FURTHER TESTS BASED ON
INDICATION:
Referral to specialist as needed
e.g. endocrinologist, cardiologist
or psychiatrist/psychologist

ESHRE Guideline on premature
USUAL AGE OF

MENOPAUSE

HT continuation depending on personalised risk-benefit assessment

ovarian insufficiency 2024

(HT)




Calam sang 3

e Bénh nhan nit, 49 tudi, PARA 1011 (11an sinh mé tai Bénh vién Tu DG ndm 2006, 11an pha thai ndi khoa 2008). Bénh nhan
nglra thai bang xuat tinh ngoai, khéng mudn cé thai

« Tién cdn: Hep ha trung binh van hai 1a; hd trung binh van ddng mach chu; hé trung binh van ba I1a. Siéu am tim
(27/12/2025): bé&nh van tim hdu thap, Hep ha trung binh van hai I&; hd trung binh van ddng mach chu; hé trung binh van
ba 14 tdng ap phoi (PAPs= 45mmHg), tim co bép tét, EF (Simpson, Bi-plane) = 59,6%

e Ph&u thuat cat thuy trai tuyén giap vi ung thu tuyén giap 12/2024. Chiic ndng tuyén giap binh thudng

e Phu khoa: Kinh chét 19/8/2025, kinh déu, chu ki kinh trudc day khoang 26-28 ngay, hién khoang 31-32 ngay

e Bénh nhan c6 triéu ching: bdc hoa vé dém, khé ngu, ngu hay thirc gitta dém, khé teo &m dao, tinh tinh dé ndng gian,
giam nhu cau tinh duc. Pang diéu tri bang Femoston (1mg 17b-estradiol + dydrogesteron) tai bénh vién X



1. C6 nén dung
HT trén bénh
nhan co triéu
chung va kem
bénh li nén

2. Dung loai HT
nao la an toan?
HRT hay OCP?



U.S. Medical Eligibility Criteria for Contraceptive Use,
2024

Cardiovascular Disease

I. Higher risk for recurrent DVT/PE ~ 2*
(one or more risk factors)

e Thrombophilia (e.g., factor V
Leiden mutation; prothrombin
gene mutation; protein S, protein
C, and antithrombin deficiencies;
or antiphospholipid syndrome)

e Active cancer (metastatic,
receiving therapy, or within 6
months after clinical remission),
excluding nonmelanoma skin
cancer

e History of recurrent DVT/PE




U.S. Medical Eligibility Criteria for Contraceptive Use, 2024

Cardiovascular Disease

i. Higher risk for recurrent DVT/PE 2% 2% 2* 3* 2* 4*
(one or more risk factors)

e Thrombophilia (e.g., factor V
Leiden mutation; prothrombin
gene mutation; protein S, protein
C, and antithrombin deficiencies;
or antiphospholipid syndrome

e Active cancer (metastatic,

receiving therapy, or within 6

months after clinical remission),
excluding nonmelanoma skin
cancer

e History of recurrent DVT/PE




U.S. Medical Eligibility Criteria for Contraceptive Use, 2024

Cardiovascular Disease

Valvular heart disease
Complicated valvular heart disease is associated with
iIncreased risk for adverse health events as a result of

pregnancy (Box 3).

a. Uncomplicated

b. Complicated
(pulmonary
hypertension,
risk for atrial
fibrillation, or
history of
subacute
bacterial
endocarditis)




Liéu phap hormone (HRT) so v&i thudc tranh thai dwong
dwong udng (COC) — Rat it chong chi dinh

CHONG CHi BINH VOI HRT KHONG PHAI CHONG CHIi BINH V3| HRT
Ra mau am dao khéng r6 nguyén nhan/chua dudc Hut thuéc.
chan doan Pai thao dudng.
D3 biét hodc nghi ngd ung thu va. Tang huyét ap.
Bénh gan cap. Pau ntra dau khéng co tién triéu (migraine without
Tién st hodc bénh huyét khdi tinh mach sau / aura).

thuyén tac phdi (DVT/PE)

Bénh tim mach cap

Tién s dét quy hodc bénh mach vanh (coronary
heart disease)

Pot quy gan day.

Co thai.

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



ESHRE Guideline on premature ovarian insufficiency 2024

Comorbidity

HT Type of risk

Breast cancer survivor ® Contra-indicated Recurrence

BRCA1/2 mutations
after RRSO, without a
personal history of
breast cancer

Migraine
Migraine with Aura

Hypertension
Diabetes mellitus

Obesity

Endometriosis

Malabsorption

Known CVD

Abnormal liver
function

O

Can be

considered Developing BC

Can be

. Ischaemic stroke
considered

Can be

. Ischaemic stroke
considered

Can be

CVD/VTE
considered /

Can be
considered

Can be
considered

CVD/VTE

CVD/VTE

Can be Disease

. reactivation /
considered

malignancy
Can be
considered after
haematologist
review.

VTE/PE

Inadequate
absorption of
oral therapy

Recommended

Relatively

CVvD
Contra-indicated

Can be
considered

Worsening of
liver function

Probabi

P HT
ity roposed

TE/MP/DYD''

Dose/regimen/administrat
ion can be adapted in line
with migraine symptoms

Unclear

Transdermal estrogen

Unclear
(COC contraindicated?)

TE/MP/DYD'

TE/MP/DYD''

TE/MP/DYD''

combined estrogen-
progestogen

TE/MP/DYD!
(COC contraindicated?)

Unclear Non-oral HT

Unclear TE/MP/DYD 1

Unclear Transdermal estrogen

o ITE/MP/DYD: Transdermal estrogen, Micronized progesterone, Dydrogesterone



Dac diém chuyén héa cua Estrogen qua da va udng

* Estrogen dang gel b6i qua da thadm thiu truc ti€p qua da khéng chuyén hda liéu dau qua gan,
khong gay tang protein dong mau

= giam nguy co huyét khoi tinh mach khi dung l1au dai
e Khong anh hudng xau dén lipid mau (khong lam tang triglyceride)
* NoOng dé trong mau s& on dinh trong qua trinh diéu tri

* Ti lé sau chuyén héa E1:E2 = 1:1 ti |é chuyén héa thanh dang cé hoat tinh E2 (estradiol) cao
hon estrogen duwong uéng (E1:E2 = 5:1)

Transdermal Estrone : estradiol

ratio

[o—

Premenopause
Postmenopause

Oral estrone sulfate

Oral estradiol

Transdermal estradiol (patch)
Transdermal estradiol (gel)
Intranasal estradiol

A
-
o

2
©
-
—
c
@
Q
c
o
o
&
S
S
@

w

Serum concentration

0 2 46 8101214161820 2224
Time after dosing (hours)

Sublingual estradiol

0 24 6 8112141618202224

. : Vaginal estradiol
Time after dosing (hours)

Subcutaneous estradiol (implant)

DN = U U0 et et ek ok e e ND
n

2:
S:
5:
1:
15
2:
|-
1

1

1

. Intramuscular estradiol
Estradiol — — Estrone

Pharmacology of estrogens and progestogens: influence of different routes of administration. CLIMACTERIC 2005,8(Suppl 1):3-63
Clinical efficacy of estradiol transdermal system in the treatment of hot flashes in postmenopausal women, Camil Castelo-Branco, 2017

Archer DF (Oestrogel Study Group). Menopause 2003; 10(6): 516-521



Hoat tinh sinh hoc cia progesterone ty nhien so véi progestin tong
progestin tsngho'p

@ uutién sir dungProgesterone tu nhién khi dicu tri mén kinh so véi Progestin

Progesterone

Drospirenone

Dydrogesterone

MPA

LNG
It gitr musi +nuéc, gam nguy co tim mach va tang Tac dung GABA hé trg an than
huyét ap cho Phy nir man kinh

Schindler AE, et al. Maturitas 2003,46 Suppl 1:57-S516; Kuhl H. Climacteric 2005, 8 Supp! 1:3-63. Barentsen R, et al. Eur Menopause J 1996,;3:266-271



So sanh vé nguy co’ ung thuw vi (mod hoc) giita cac phac dé E2 qua da +

Progesterone vi hat dwo'ng uéng

RR

3.0

p -

2.0

1.5

1.0

|

meesss——lT o— maesssss——llT 2 ISSSs—————— @400 ool SS—

0.5

E2 don tri liéu E2 + Dydrogesterone E2 + Progestin tdng hgp

Fournier et al. J Clin Oncol 2008; 26: 1260-1268



Nonhormonal options for management of vasomotor symptoms (Adapted
from (North American Menopause Society., 2023) with permission).

Agent Dose Comments

Pharmacological
SNRIs

Venlafaxine 37.5-150 mg/day Commence with lowest dose then titrate upwards

Desvenlafaxine 100-150 mg/day Commence with 50mg/day and titrate upwards
SSRIs

7.5 ma/day’ Do not use paroxetine concurrently with tamoxifen.
.5 mg/day

Paroxetine Single dose, no titration needed

10-25 mg/day

° AN ’ N -
Lieu phap khong hormone ===
- then titrate upwards
® Citalopram 10-20 mg/day
Other
900-2400 mg/day in

three divided doses.

Gabapentin

Commence with 100-300 mg nighttime dose.

Fezolinetant 45 mg/day’ Single dose, no titration needed

. . , Commence with lowest dose
Oxybutynin 2.5-5 mg twice daily .
’ then titrate upwards

c e o 50-150 pg/day in Commence with 25 pg twice daily
Clonidine® ) ) : .
twice daily dosing’ and titrate upwards.

This does not represent the entire list as published in (North American Menopause Society., 2023).
Non-Pharmacological
Cognitive behavioural therapy

Hypnosis

'Government approved in some countries for use for vasomotor symptoms
2 Clonidine was not included in the original NAMS publication

B. Complementary therapies

ESHRE Guideline on premature ovarian /nsuff/c:/ency 2024 e Evidence for benefit for Chinese herbal medicine and acupuncture is limited.

e There is insufficient evidence for other complementary therapies.

e Complementary therapies should not replace HT.



Piéu tri triéu chirng niéu
niéu sinh duc

ESHRE Guideline on premature ovarian insufficiency 2024

Women may not volunteer symptoms

Symptoms include: vaginal dryness, irritation, itching, urinary symptoms and dyspareunia
Distress and impact on quality of life
Pelvic examination
Assess potential contributing/ exacerbating factors
o Comorbidities eg. cancer treatment, Diabetes mellitus
o Medications eg. aromatase inhibitors

Adequate systemic estrogen therapy

Offer local vaginal estrogen if symptoms not contolled on systemic estrogen

o Caution in those with estrogen sensitive cancer especially breast cancer
Non-hormonal vaginal moisturisers and lubricants can be used for treatment of vaginal
discomfort and dyspareunia in women with POl and can be combined with other treatments.

o Hyaluronic acid-based moisturisers have the best evidence base
Physical therapy
Prasterone (Intravaginal DHEA) and oral ospemefine are other options, although not
investigated in women with POl and may not be available in all countries




Step 1: Sensitively ask permission to discuss sexual function

e Screen for sexual concerns

Step 2: Assess current sexual function and genitourinary

symptoms
Sexual response including desire, arousal, orgasm
Presence of sexual pain
Genitourinary symptoms such as vaginal dryness
Other symptoms impacting sexual function eg hot flushes, fatigue
Sexual and romantic relationships (if applicable)
Distress and impact on relationship

|\ 4
Diéu tri rai Ioa n hoat d.a ng Medications (eg aromatase inhibitors, anti-depressants) and co-morbidities (eg. cancer
° ° ° ° diagnosis, depression) which may impact sexual function
@
sinh duc

Step 3. Personalised treatment

Education regarding sexual function and factors that can affect it.
ESHRE Guideline on premature ovarian insufficiency 2024 Adequate systemic estrogen therapy

Treat genitourinary symptoms

Topical 4% aqueous lidocaine applied for 3 minutes before vaginal intercourse may be

effective for dyspareunia related to introital pain

Transdermal testosterone therapy can be considered if hypoactive sexual desire disorder.

o Baseline total testosterone concentration should be evaluated before treatment is

started and continue to be measured every 3 to 6 months to avoid overdose,
particularly with off label use of male gels. Maintain testosterone level in normal
female physiological range. Adverse effects and the effect of the treatment should
be evaluated and if no improvement of sexual function is seen after a maximum of
6 months, treatment should be discontinued. Long term safety is unknown.

Psychosexual counselling

Physical therapy
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