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DAI CUONG

-Man kinh (sau man kinh) |a giai doan ma tat ca phu ni déu trai qua

- 2021: 1,02 ti phu ni* man kinh; 2050: 1,65 ti

- Quanh man kinh (perimenopause): 1a khoang thdi gian t khi bat dau co
bat dau co6 bat thwérng chu ki kinh dén 12 thang sau khu ki kinh cudi cting

- Man kinh (menopause transition) dwoc tinh tlr khi bat dau bat thwérng chu
ki kinh dén chu ki kinh cudi ciing

- Sau man kinh (postmenopause): ttr 12 thang sau chu ki kinh cudi cung




-Man kinh s&m (early menopause): man kinh truwdc 45 tudi

- Suy chirc nang budng trieng sém (Premature ovary insufiency): buéng tring
ngtrng hoat ddng trwdc 40 tudi

- Céac yéu to lién quan man kinh s&m hon: cat t& cung, song & ving cao 2000
m, trinh d6 hoc thirc

- Kinh nguyét chdm dut khi budng trivng khdng con da cac nang trieng dé dap
tng va duy tri truc HPG

- tudi trung binh man kinh nt 51; 7% man kinh 40-45; 1,9% trudc 40




- Bat dau giai doan tién MK dwoc danh dau bang sw thay dbi ctia chu ki kinh nguyét
- DAu hiéu man kinh tw nhién c6 thé kéo dai 3 - > 11 nam, la biéu hién cla sw suy
giam estreogen (20% bdc hda 50s; 10% 60s, 5% 70s)

- Stre khde tinh duc l1a trang thai ma co’ thé, cdm xdc, tinh than, xa hoi thoai mai lién
quan dén tinh duc

- Chire nang tinh duc gidm di clng véi qua trinh mén kinh, khdng phu thudc tudi

- Sex steroid & hormone déng vai trd quan trong diéu hoa hoat ddng, hanh vi, cdm

xUc veé tinh duc




Estradiol

Estrone

Estriol

Three major naturally
occurring circulating

estrogens in women:
Estrone (E1)

Estradiol (E2) most potent
Estriol (E3) least potent
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Fig. Premenopausal hormone production. The arrow size indicates the levels
of hormone secretion. FSH, follicle-stimulating hormone.




Central nervous

system: Cardiovascular
ERa, ERpP system: ERa, ERf3

Gastrointestinal
tract: ER[

Urogenital tract:
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TAC DONG SINH LY CUA ESTROGEN

» Tac doéng trén CVS:
- tdc ddng tich cwe trén chirc nang té bao ndi mac

- gian co tron mach mau
- cdi thién tinh tran co that lam tdng dong mau mach vanh
> Tac doéng trén chuyén hoa:
-Tang nhe TG, giam TC
- tang HDL, giam LDL
-Thay dbi ti 18 HDL/LDL
- cai thién chuyén hoa glucose va insulin
- Duy tri phan bé m& kiéu nir




The Stages of Reproductive Aging in women
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Physical changes




DAU HIEU LAM SANG VA XET NGHIEM GIAI DOAN
QUANH MK

Biéu hién l1am sang:
1. rOi loan kinh nguyét

2. rbi loan van mach: boc héa, va mo hoi (74%)

3. roi loan tw chu (autonomic disorders)

4. hodi chirng niéu duc: khd dm dao, giao hop dau, nhiém khuan am dao tai
dién); dai khoé, dai dau, nhiém khuan tiét niéu

5. suy giam chirc nang tinh duc

6. bénh ly tim mach va chuyén hoéa

7. Tram cam, roi loan giac ngu
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Effect of Estrogen on brain




Painful intercourse may
be caused by injury to
or disease of the
vagina

Yeast infection Vaginal ulcer




Chan doan (theo International Menopause

Society 2023)

- > 45 tudi: mat kinh > 12 thang, c6 hodc khdng co triéu chirng
- néu da cat tl cung va co6 dau hiéu kinh dién man kinh: diéu tri ngay

- > 58 tudi




Xét nghiém hormone khi nao

- Hormon khoéng nén thwe hién dé chan doan man kinh véi phu niv = 45 tudi

- Phu nr dang s dung thudc tranh thai thi xét nghiém hormone khéng st
dung dwoc

- str dung dung cu t& cung cé chra progestin thi co thé k& don st dung
estrogen néu c6 triéu chirng ma khéng can hormone test

- testosterone khdng dung dé chan doan thiéu hut T. chi xét nghiém néu co

nghi ngo cwong andorgen




Xét nghiém hormone co6 thé gilp ich khi:

- vo kinh va triéu chirng khdng rd rang (thay déi cdm xuc, thinh thoang boc
bda). Néu FSH va estrogen binh thwéng cling khéng loai trir dwore tinh trang
quanh MK do sw I1én xudng clia hormone

- 40-45 tudi

Hormon can thiét khi

- POI: FSH tang va estradiol thap & it nhat 2 lan xét nghiém , cach nhau it

nhat 4 — 6 tuan
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Fig 1 | Hormone therapy history timeline?* ?*; CHD=coronary heart disease; HT=hormone therapy; RCT=randomized controlled trial; WHI=women's
health initiative

2 doi: 10.1136/bmj-2022-072612 | BMJ 2023;382:e072612 | thebmj




Liéu phap hormone (Hormone replacement therapy - HRT)

- la phwong phéap diéu tri phd bién nhat va quan trong dé diéu tri nhirng

triéu chirng do thiéu hut E va P (d&c biét boc héa)

- Muc tiéu: gidm 70% triéu chirng va it tdc dung phu nhat




Hormone therapy terminology

Hormone therapy
(HT) is the only
pharmacologic

therapy government
approved in US and
Canada for treating
menopausal
symptoms. HT

encompasses both
estrogen-alone and
estrogen-
progestogen
therapies.

Estrogen-
progestogen
therapy (EPT):
Progestogen is
added to ET to
protect
women with a
uterus against
endometrial
cancer, which can
be caused by
estrogen alone

Bioidentical
hormone therapy
(BHT): Consists of

hormones
chemically identical
or very similar to
those made in the
body. Available from
two sources: 1) FDA-
approved and
tested; 2)
unapproved and
untested from
compounding
pharmacies




Absolute risks for HT use in healthy women ages 50-59 are low, but can include thrombosis, stroke,
and cardiovascular events

HT initiation in older women carries greater risks

Breast cancer risk increases with EPT beyond 3-5 years

ET can be considered for longer duration of use because it carries a lower risk for breast cancer

Consider each woman’s priorities and risk factors prior to initiating HT




Nguy co cua HRT
- Ung thw vu:
o + sau EPT 5,6 ndm nguy co K vU tang |én; tuy nhién v&i nguwdi bat dang bat dau liéu
phap 1an dau thi nguy co khdng tang cho dén 7t ndm
> + V&i ET, nguy co K vu da giam sau 7,2 nam, giam c6 y nghia sau 13,2 nam
> MHT khéng khuyén céo cho nguoi K v
- K budng trirng: EPT khong tang nguy co K BT; ET lau dai tdng nguy co’ K biéu mé budng
tr'ng nhwng hiém gap (0,7 cases/1000 ngwdi / 5 ndm
- K ndi mac t& cung: P 12 — 14 ngay/thang tdng nhe nguy co K ndi mac, néu trong liéu phap
phdi hop thi gidm nguy co
- K dai trwc trang: EPT giam nguy co




- Tim mach:

Effects of estrogen on vessel wall at different stages of menopause
€—— Premenopause ——p Perimenopause <«—— Post menopause P

e

! 5 9

Benefits of Endogenous Primary Benefits of HT Harmful
Estrogens Effects of HT




Mach vanh:

- < 60 tubi va man kinh < 10s: gidm nguy co bénh va tlr vong

- Nguy co khac nhau phu thudc st dung progentogen va théi gian bat dau
- khdng khuyén cdo MHT dé dw phong CHD

Mach néao:

- Khéng tang nguy co stroke véi < 60 tudi va mén kinh < 10s

- hormone dwérng udng liéu thap hoac dwdng dwdi da gidm nguy co stroke
Huyét khéi tinh mach

- MHT tang nguy co huyét khoi TM (tudi cao va Mk > 10s)

- ET nguy co thap hon EPT




Characteristic WHI 20 year follow-up®® CGHFBC*’
Study type Randomized controlled trial Nested case-control meta-analysis of 24 prospective and 34
retrospective observational studies
No of participants CEE trial: 10739; CEE+MPA trial: 16 608 Breast cancer cases: 128 435; controls: 366 965
Hormone exposure:
Estrogen alone CEE CEE, estradiol
Estrogen+progestogen CEE+MPA CEE, estradiol; levonorgestrel, MPA, NETA; small No with
dydrogesterone, micronized progesterone
Comparator groups Women with hysterectomy: CEE v placebo; women with uterus: Current users v never users; past users v never users; subdivided
CEE+MPA v placebo by treatment type
Outcomes Primary: heart disease; secondary: osteoporosis; primary Primary: incident invasive breast cancer

adverse event: incident invasive breast cancer

Mean duration of use, years:

Estrogen alone 7.2

Estrogen+progestogen 5.6

Analogous figures not available. Reported as mean years of use for
all formulations of HT by age at start. Ranges from 10.7 years for
those starting age 40-44 to 7.9 years for age 60-69

Relative risk of invasive breast cancer, HR (95% Cl):

Estrogen alone All durations: 0.78 (0.65 to 0.93) 1-4 year use—current use: 1,17 (1.10 to 1.26); past use: 1.04
(0.98 10 1.11)
5-9 year use—current use: 1.22 (1.17 to 1.28); past use: 1.09
(1.03t0 1.15)

Estrogen+progestogen All durations: 1.28 (1.13 to 1.45) 1-4 year use—current use: 1.60 (1.52 to 1.69); past use: 1.10

(1.05-1.16)

5-9 year use—current use: 1,97 (1.90 to 2.04); past use: 1.21
(1.16 to0 1.26)

Relative risk of breast cancer mortality, HR (95% Cl):

Estrogen alone 0.60(0.37 t0 0.97)

Estrogen+progestogen 1.35 (0.94 to 1.95)

Did not evaluate mortality

Absolute risk of invasive breast cancer:

Measure Reported: cases per  Extrapolation: cases per 100 people

10000 person years over 20 years

Estimated cases per 100 people using HT for 5 years starting at
age 50, over 20 year follow-up

Estrogen alone =7 -1.4 0.5

Estrogen+progestogen 9 1.8 1.4 (cycled); 2 (continuous)
Absolute risk of breast cancer mortality:

Estrogen alone ~2 -0.4 Did not evaluate mortality

Estrogen+progestogen 0 0

CEE=conjugated equine estrogen; CGHFBC=Collaborative Group on Hormonal Factors in Breast Cancer; Cl=confidence interval; HR=hazard ratio; HT=harmone therapy; MPA=medroxyprogesterone

acetate; NETA=norethindrone acetate; WHI=Women's Health Initiative.




NAMS 2023 | BMS 2020 KSM 2020 AACE 2017 | ES 2015 ACOG 2014

Chi dinh - TC man kinh - TC man kinh - TC méan kinh -TC méan kinh - TC man kinh - TC méan kinh
- Loang xwong - Loangxwong <60s - Loang xwong < - GSM
- POl - POI 60s/<10y sau MK
- GSM - POI
YTNC < 60 tudi va MK Can nhac cac loi ich Danh gia tién sir bénh va  Tudi, thoi gian Nguy co CVD, K Khéng khuyén céo
trwdc diéu  trong vong 10 ndm  va nguy co K, bat ddu xn (gan, than, g, L, MK, L, DTD, hat v
tri trwérc 60s thi lgi ich > xwong khép, pap smear  thubc, CVD
nguy co
Thoi gian Trwéc 60s, <10y Trwéc60sva<10y Diéu tri ngay khi c6 TC, <60sva<10y <60sva<l10y <60sva<10y say
diéu tri sau MK sau MK, c6 thé dw trudc60sva<10ysau  say MK say MK MK
phong CVD néu dtr MK
ngay sau MK
Liéu Thép nhét co6 tac Liéu va thoi gian phu  Thap nhét c6 tac dung Liéu thdp nhatva Thip nhatcotac  Liéu thap nhéat va
dung thuéc mirc do va dap thoi gian gan dung thdi gian gan nhét co
&ng diéu tri, cAn nhac nhét co tac dung tac dung va giam
nguy co K vu thiéu nguy co
Thoigian - tiép tuc st dung Liéu va thoi gian phu Khong gi¢i han thdigian <=5y Ngan nhét dat Dwa trén Igi ich va
néu TC xuét hién thudc mirc dd va dap  néu st dung liéu thap muc tiéu didu tri  nguy co cuda tirng ca
sau ngirng thubc tng diéu tri, cdn nhdc  nhéat va nguy co thé
néu co nguy co’ nguy co K vu
th&p CVD va K vii

Liéu phap | Bwoc wu tién néu it | Buoc uuw tién neu Néu téang nguy co Néu tang nguy co' | Néu téang nguy co' | Néu tédng nguy co
E qua da ham muon tinh duc | tang nguy co VTE, VTE/stroke, béo phi, VTE, giam stroke | VTE, HCCH, tang | VTE
stroke / > 60s THA, hut thudc/ >60s va CAD TG, BPTD, THA,

soi mat

Buwong am | Khuyén céo clia BS | Liéu thap E am dao Khuyén céao ctia BS K Ot covered Tham khdo BS K | Khuyén céo cta BS
Knéu co ts Kvu khéng tang nguy co K | néu co ts K v, db néu sty Knéucdts Kvu




Box 2: Hormone therapy contraindications and comorbidities

Contraindications
—> e Breastcancer
e Endometrial cancer (advanced stage hormonal ornon-hormonal)
e Untreated endometrial hyperplasia or cancer
e Unexplained vaginal bleeding
e Myocardial infarction, stroke, ortransientischemic attack
e Uncontrolled hypertension
e Peripheral artery disease
e Unprovoked venous thromboembolism
e Known clotting disorder
e Cirrhosis
e Active hepatitis
* Porphyria cutanea tarda

Comorbidities of concern

e Controlled hypertension

e Hyperlipidemia

e Diabetes

* Smoking

® Provoked venous thromboembolism

e Chronic inflammatory states

e HIV

e Gallbladderdisease

e Ovarian or cervical cancer with suspected hormone responsiveness




Nhirng ché pham Estrogen

Table 3 | Estrogens for systemic hormone therapy®***
Name Route Typical dose range Frequency Equivalent dose
17-B estradiol Oral 0.5-2 mg Daily 1 mg

Patch 0.014-0.1 mg Once or twice weekly  0.05 mg

Gel pouch 0.25-1.25 mg Daily 1 mg

Gel pump 1-4 pumps (0.52-0.75 mg per pump) _ Daily 1-2 pumps

Spra 1-3 sprays (1.53 mg per spray) Daily 2-3 sprays
Conjugated equine estrogen  Oral 0.3-1.25 mg Daily 0.625
Conjugated estrogen Oral 0.3-1.25 mg Daily 0.625 mg
Ethinyl estradiol Oral 0.01-0.03 mg Daily 0.01-0.015 mg
Esterified estrogen Oral 0.3-2.5 mg Daily 0.625 mg
Estradiol acetate Vaginal ring 0.05 mg; 0.10 mg 90 days 0.05 mg
Estropipate Oral 0.625-5 mg Daily 0.625 mg




PROGESTERON

Table 4 | Progestogens for hormone therapy®***

Name Route Dose range Frequency Side effects
Micronized progesterone Oral 100-300 mg; 200-300 mg (300 Daily; cycled Somnolence, fatigue, bloating, abdominal pain,
mg rarely needed) nausea, dizziness
Levonorgestrel IUD 52 mg*t 5 years (approved in EU,  Pain with placement, pelvic pain, breast pain,
off-label in US) irregular bleeding and spotting, acne, abdominal
pain, nausea, dizziness, headache, fatigue
Drospirenone Oral 4 mg*t Daily Acne, weight gain, nausea, headache, breast
tenderness, low libido, hyperkalemia
Medroxyprogesterone acetate Oral (depo unstudied) 2.5-5 mg; 5-10 mg Daily; cycled Bloating, weight gain, abdominal pain, dizziness,
fatigue
Norethindrone# Oral 0.35-0.7 mg*t; 0.7 mg Daily; cycled Nausea, headache, breast tenderness
Norethindrone acetate Oral 2.5 mg*t (lowest dose needed  Daily; cycled Edema, nausea, breast tenderness
is 0.5 mg, but 2.5 mg is smallest
dose available)
Megestrol acetate Oral 20-40 mg Daily Hypertension, rash, hot sweats, weight gain,
diarrhea, nausea, insomnia, mood swings
Micronized progesterone Capsule inserted 100-300 mg; 200-300 mg Daily; cycled As above for oral consumption, to a lesser degree
vaginallyt§
Progesterone Vaginal gelt§ 4-8% (45-90 mg); 8% Daily; cycled Same as oral micronized progesterone, to a

lesser degree




Phol hop Estrogen va Progesteron

Table 5| Combined estrogen-progestogen options for hormone therapy®**
Name Route Dose range Frequency
17-B estradiol Patch 0.05 mg+0.14 mg; 0.05 mg+0.25 mg Twice weekly
NETA Oral 0.5 mg+0.1 me: 1.0 mg+0.5 mg Daily
17-B estradiol+levonorgestrel Patch 0.045 mg+0.015 mg Weekly
CEE+MPA Oral 0.625 mg+5 mg CEE daily; CEE+MPA on days 15-28
0.3 mg+1.5 mg; 0.45 mg+1.5 mg; 0.625 mg+2.5 mg;  Daily
0.625 mg+5 mg
17- estradiol+norgestimate Oral 1 mg+0.09 mg Cyclic
17-p estradiol+micronized progesterane Oral 0.5 mg+100 mg; 1 mg+100 mg Daily
17-p estradiol+drospirenone Oral 0.5 mg+0.25 mg; 1mg+0.5 mg; 1 mg+1 mg aily
BZA+CE Oral 20 mg+0.45 mg; 20 mg+0.625 mg Daily
Ethinyl estradiol+NETA Oral 2.5 pg+0.5 mg; 5 pg+1 mg Daily

BZA=bazedoxifene acetate; CE=conjugated estrogen; CEE=conjugated equine estrogen; MPA=medroxyprogesterone acetate; NETA=norethindrone acetate.




D3u hiéu do thay d6i hormone trong giai doan quanh va

sau MK

v

-

[ Quanh Mk |

~

[ Tranh thai ] [ AT el ]: | Danh gid tinh an toan cha HT |

Néu lwa chon P
only, c6 thé thém E
liéu thap

e }/ N]
| <60 tudi/ Can nhac: > Chéng chi dinh:
i MK <10 60 tUOi/ MK -Kvu /nguy co’ cao K
E namva >10 nam/ ) vu, bénh mach mau
SRR nguy co’ K nguy co’ K vu n3o/ tim mach
vi va tim va tim mach - 60 tudi va MK > 10
mach thap T8 o
\_ /| nam & nguy co' TB

| c6TC:E-P || citTC:E |

- Bénh gan cap
- Ra mau am dao
- Bénh porphyrin da




r 2
Panh gia TC va tac Panh gia nguy co
dung phu tirng nguoi
. e
r 5 N g R
D3 cai thién L ux \ [/ Strc khée chung:
- Liéu thap nhat véi 'tl':::: chirng vn tién f, Phoi nhiém \ 7, Bénh mach \
_ tct.;?‘i :zgc L Phéi ho'p non- - tu’f)i HT ’ rr:a’u‘néo, tién
o & hormonal va ting liéu - SO nam sw sur va nguy co’ K
liéu . dung HT - Xwong khép,
l | : niéu duc va
' ( TacdungphucliaHT: - E/E-P nguy co K dai
| Canbinglgiichva | | - Gidm nguy \_ trang
| | |
: gguv ‘;‘?’ hici th : coKva=E |
! idm liéu khi c6 thé | o ' !
| . | 5 nam dau |
| | ! & / , J |
‘. ‘. ‘. ‘. i

”[ Thao luan veé lgi ich va nguy co HT, sw thay d6i cong thirc HT, liéu va 16 trinh thich hop ]
( (c6 thé thém non-hormonal)

(e (%) (]

K& hoach vé suw thay ddi ca xwong Lwa chon cdng thirc véi nguy co’ thap nhat,
va niéu duc khi giam liéu E liéu thap nhat va liéu trinh thich hop




Diéu tri giai doan tién man kinh

Muc tiéu: kiém sodt vong kinh, tranh thai va gidm nhe triéu chirng

- vién udng tranh thai phdi hop; cé thé chuyén tir liéu phdp hormone tranh
thai sang liéu phap hormone sau man kinh néu tranh thai khong can thiét

- Liéu phap Progesterol: dungj cu tl cung chira levonorgestrel; chd y tac dung

phu (tang can, dau vu, gilr nudc, khi hw am dao




Diéu tri sau man kinh
E+P

- estrogen therapy: vién uéng, boi ngoai da

- Progestogen therapy




NICE 2022

Provide evidence based information about menopause and treatment options and help
women make informed, individual decisions about menopause management

Do use blood tests to confirm diagnosis of POl and offer hormonal treatment up to
average age of menopause at least



Cau hoi lvgng gia

1. trinh bay khai niém: quanh man kinh (perimenopause); man kinh, sau man kinh
(postmenopause)

2. Phan biét dugc man kinh s&m va suy chirc ndng budng trirng sém

3. Trinh bay dwoc cac dau hiéu |1am sang, xét nghiém cdia man kinh

4. trinh bay duoc chi dinh diéu tri hormone replacement therapy (HRT)
5. trinh bay dwoc cac CHong chi dinh cdia HRT

6. Tac dung phu khi diéu tri E, P don dbc va phoi hop




