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10 NAM SAU WHI - NHUNG GI PA LAM PUQC

> WHI - Women’ Health Initiative - Sang kién
ve suc khoe phu ntr.

> Cong bd thang 7/2002.

> Gay ra nhiéu thay doi trong nhan thirc - thai do
ve diéu tr1 va tac dung phu cua li¢u phap no1
tiet man kinh - MHT.

> Boc 10 nhiéu han ché trong phuong phéap
nghién ctru.

> Sau WHI, nhiéu nghién ctru k¥ ludng va khoa
hoc hon vé: 191 ich - nguy co - hi€u qua - tac
dung phu cua MHT
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10 NAM SAU WHI - NHUNG GI PA LAM PUQC

> Loi ich cia MHT nhiéu hon so véi nguy
co khi:

« duoc chi dinh s6m, quanh tudi man
Kinh.

. Tuoi: twong d6i tré, dudi 60.

>4 5 coe A DOCIOR

> MHT c6 hiéu qua trong: giam xo vira mach [~ it Twese ot
mau, giam bénh suat - tir vong do tim Lttt
mach; 1am cham tién trinh giam mat do
xuwong; lam cham sa sut tri tu¢ (bénh
Alzheimer) ¢ phu nir m&1 man kinh dudi
10 nam.
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10 NAM SAU WHI - NHUNG GI PA LAM PUQC

Systemic

> Phu nit man kinh do suy buong trimg / c.,.:u.at.m\ o
sodm: MHT c0 vai tro rat 1on trong bao V€  epatic Modioation
’ 9 - \ ~ A in '~--_J
strc khoé, ngan ngira lodng xuwong - bénh  * Hepatic

Artery /

%

Purtal 5
Vein f Intestinal

Tract

1y tim mach.

> St dung muon (>60 tudi; man kinh > 10
nim) => nguy co nhiéu hon loi ich.

> Estrogen c6 thé st dung qua nhiéu duong:
uong - thoa - dan - dat am dao.

> Udng: chuyén hoa ban dau tai gan - ting Benefits
dong - giam hi¢u qua sinh hoc cua -—
hormone => str dung qua da/ am dao.
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10 NAM SAU WHI - NHUNG GI PA LAM PUQC

> Li€u phap estrogen + progesterone: 5 nam la tho1 gian an toan do
nguy co ung thu va khong tang.

> Liéu phép estrogen don thuan: 7 niam, an toan.




LIEU PHAP HORMONE

(MENOPAUSE HORMONE THERAPY — MHT)
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LIEU PHAP HORMONE

> Estrogen duong toan than da dugc st dung hon nura thé ky dé dicu
tr1 cac ro1 loan t1€n man kinh.

> Nhiéu nghién ctru quan sat cho thay MHT lam giam ty 1é mac
bénh tim mach => tién hanh cac nghién ctru RCT d¢€ ki€ém
ching:WHI va HERS

> WHI va HERS: khong thay tic dung ma con ting nguy co dot quy,
bénh tim mach. Nhiéu nghién ctru phan tich la1 ca WHI va HERS
cho thay cac két luan nay sai do c6 nhiéu bias!

» Nghién ctru méi (KEEPS) => khai niém “cira so thoi co” va
khang dinh dwoc lgi ich cuaa liéu phap hormone doi véi phu nir
tuoi man Kinh.
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LIEU PHAP HORMONE

QUYET PINH SU DUNG
CHON LUA BENH NHAN

BAT PAU SU DUNG
CHON LUA THOI PIEM

CA THE HOA PIEU TRI
CAN NHAC NGUY CO - LOI ICH

KE TOA PIEU TRI

THEO DOI PIEU TRI

NGUNG PIEU TRI
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LIEU PHAP HORMONE

> Phai xem x¢&t tirng bénh nhan

» (Cac van dé can can nhac:

Tién cin gia dinh
Tién cin ban than
Tuoi ciia bénh nhan

Tuoi & sirc khoé chong BN

QUYET PINH SU DUNG
CHON LUA BENH NHAN

Thoi diem mén kinh
Cac triéu chung co nang BN gap phai
BMI

Mong mudn cho cudc song sau nay
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LIEU PHAP HORMONE CHON LUA BENH NHAN

. Kham tong quat

« S1€u am phu khoa va nhu

. Tam soat cac K sinh duc ntr

. Xét nghi€ém mau: cong thirc mau - fibrinogen - chirc nang gan -

chirc nang than - D Dimer (?)

11
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LIEU PHAP HORMONE BAT DAUSUDUNG
CHON LUA THOI DIEM

» Thoi diém bit dau MHT tot nhat:

*< 60 tuoi ]
— Cura so thoi co
*mdo1t man kinh < 10 nam

» Phu nir bit dau MHT trén 60 tudi: nguy co nhiéu
hon lgi ich

lieu thap;
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LIEU PHAP HORMONE CA THE HOA PIEU TR]

CAN NHAC NGUY CO - LOI iICH

Can than trong can nhac theo dac diém ri€ng cua mo1 nguol

» Roi loan vdn mach: MHT 14 lwa chon dau tay

» Lodng xwong: MHT c6 tac dung du phong loang xuong va gay
xurong do loang xuwong du ¢ liéu rat thap, nhung khong str dung
chi dé du phong loang xuong.

» Bénh tim mach: MHT 13 lwra chon dau tay néu chwa cé ton
thwong

» Du phong bénh mach vanh: tre, < 60 tudi, man kinh < 10 nam.

» (G1am nguy co xo vira dong mach néu dung som
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) ) CA THE HOA DIEU TRI
LIEU PHAP HORMONE CAN NHAC NGUY CO - LQI iCH

» Dot quy phu thudc: tudi - loai progestogen - duong sir dung - yéu to
nguy co san co.

» Phu nit tré quanh tu6i man kinh str dung MHT an toan.
» Progesterone vi hat va Dydrogesterone khong lam tang nguy co

» UK General practice research database: estrogen qua da liéu thap
khong lam tang nguy co.

» Nghién ciru trén cac diéu dudng & Pan Mach: MHT chi lam ting
nguy co dot quy ¢ phu nir san co tang huyét ap.

» Phu nit min kinh s6m: nguy co djt quy ting néu khong sir dung
MHT.
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CA THE HOA PIEU TRI

LIEU PHAP HORMONE CAN NHAC NGUY CO - LQI ICH
Ung thw vu:

» MHT: E + P khong lam tang nguy co ung thu vi sau 5 nam

» MHT: E don thuan khong 1am ting ma con giam (d6i vdi phu ni
da cat tor cung) nguy co ung thu va sau 7 nam

» Phu thudc: thoi diém bat dau - thoi gian st dung - BMI

» Progesterone dang vi hat, dydrogesterone khong lam tang nguy
co ung thu vu

» C6 thé MHT la diéu kién dé cac té bao ung thu san c6 phat trién
nhanh hon

=> KHUYEN CAO: DUNG 5 NAM la AN TOAN
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CA THE HOA PIEU TRI

LIEU PHAP HORMONE CAN NHAC NGUY CO - LOI ICH

» Ddi thdo dwong: MHT c6 tac dung giam duong huyét nhung co
ché chua r0, c6 thé do tang nhay cam vd1 insulin.

» Viém tic tinh mach: (venous thromboembolism - VTE)

» VTE la chong chi dinh ciia MHT

» Dydrogesterone két hop estrogen thién nhién (178 estradiol)
dugc chirng minh khong lam tang nguy co VTE.

» Estrogen qua da khong lam ting nguy co VTE do khong qua
chuyén hoa ban dau ¢ gan.
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LIEU PH AP HORMONE CA THE HOA PIEU TRI

CAN NHAC NGUY CO - LOI iCH
» Trieu chwng tiet nieu - sinh duc:.
- Estrogen tai cho co tac dung di€u tr1 tot

. Estrogen tai cho it gay tang sinh no1 mac tu cung va it
anh hudng toan than néu sir dung ngan ngay

. Estrogen tai cho sir dung dudi 12 thang: khong can
progestogen kem theo
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CA THE HOA PIEU TRI

LIEU PHAP HORMONE CAN NHAC NGUY CO - LOI ICH

» Tri giac va tri tue.
» MHT c6 tac dung tot bao vé niio bo & giam nguy co bénh
Alzheimer dén 29 - 44 % d61 voi phu nir tré, < 60 tudi, man
kinh sodm, da cat bo 2 buong trirng

» WHI: trén 65 tudi, MHT c6 hai vdi chirc nang nhan thuec.

» Khi sac: MHT lam giam bat thuong nhu cau gat, kho chiu,
tram cam...
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LIEU PHAP HORMONE

Panh gia lai chan
doan

/ KE TOA PIEU TRI

v
Lua chon
loa1 hormone

19

N

» Lua chon duong
st dung
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LUA CHON ESTROGEN KE TOA PIEU TR

» Can nhac sw dung estrogen:

. Tré, < 60 tudi, man kinh < 10 nam.

. RO1 loan van mach >

/

» Con_tir cung => st dung progestogen kem theo.

CUQC SONG

. R6i loan than kinh thuc vt

» Cat tir cung => khong can stir dung progestogen kém theo trur:

» Cat tir cung do ung thu nd1 mac tr cung
» Cat tir cung do u lac nd1 mac tir cung

» Cat tir cung ban phan

20

GIAM CHAT LUONG
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»Cac loai1 estrogen:
. Estradiol valeriate\
. CEE (Premarin) ———
. 17 estradiol g UONG,THOA/DAN g cong thuc

estrogen”do nang nodn tiét ra
mo1 chu ky kinh nguy¢t

» Céc duong str dung: uong - qua da - dat am dao (estriol)

21
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LUA CHQN ESTROGEN KE TOA PIEU TRI
Estrogen uéng Estrogen qua da
Duwgc dong hoc Nong d9 huyét thanh dao dong Nong d9 huyét thanh twong doi on
dinh
Chi so viém (thi du, C-reactive Ting tong hop CRP Khong anh huong

protein- CRP)
Tac dung chuyén hoa Lipid Triglycerides va HDL tang LDL  Triglycerides giam HDL va LDL

giam khong anh huwong
Huyét ap Tang Giam
Insulin-like growth factor 1  Giam(co6 thé din dén giam Khong anh huéng
(ILGF-1) khoi co bap va tang khoi
lwogng mo)
Sex hormone-binding globulin Tang cao Tang nhe
(SHBG)
Tong hop protein ting dong  Ting (co ,thfxi ting nguy co viém tic Khong anh hwong (khong
mau (do men gan kich thich)  huyét khoi tinh mach) tiing nguy co thuyén tic

HKTM néu sir dung liéu
thap)
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LUA CHON PROGESTOGEN KE TOA PIEU TRI

» Progestogen két hop voi estrogen dé tranh ting san ndi mac tir
cung

» Céach phoi hop véi estrogen: lién tuc hodc 12-14 ngay/chu ky

» Nguodn goc: nén sir dung cac loal hormone thién nhi€n hoac
gan thi€n nhién

. Thién nhién: progesterone

. Bdn tong hop: micronized progesterone, dydrogesterone

. Téng hop
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LUA CHON PROGESTOGEN KE TOA PIEU TRI

» Swr dung progestogen va nguy co ung thw vu?

» WHI: MPA va CEE lién tuc lam tang ung thu vi sau 5 nim, estrogen don thuan
khong lam tang ung thu vi sau 7 nam

» KEEPS:
. MHT véi estradiol va micronized progesterone khong lam tang ty 1¢ ung thu
vl sau 4 nam nghién ctru.
- Nhom 1: micronized progesterone + 17p-estradiol qua da

- Nhom 2: micronized progesterone + CEE

- Nhom 3 : placebo
Ty 1é ung thu vi & ca 3 nhom déu khong ting.

» N/C Phap va Phan Lan: dydrogesterone va micronized progesterone nguy
co ung thu va thap so véi progestogen khac.
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~ ESTRADIOL/DYDROGESTERONE
GIAM TRIEU CHUNG VAN MACH HIEU QUA

> Giam c6 y nghia tr/ch boc néong miit co ning — trung binh so véi placebo

o
|

» n= 305

—e— Placebo

1
=
|

1
N

—— E2 1 mg/D 5 mg

o
T

Lt
| AR RREEE

4 o A
|

to-severe hot flushes per day

Mean (95% CI) change from
baseline in number of moderate-

o™

*p<0.05, **p<0.01, ***p<0.001 vs. placebo

Figure reproduced from Maturitas, 67, Stevenson JC et al. Oral ultra-low dose continuous combined hormone
replacement therapy with 0.5mg 17p-oestradiol and 2.5mg dydrogesterone for the treatment of vasomotor
symptoms: Results from a double-blind, controlled study. 227-32, Copyright (2010), with permission from
Flsevier
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Relative risk (95% CI)

LUA CHON PROGESTOGEN VA NGUY CO UNG THU VU:
NGHIEN CUU POAN HE FRENCH

1.69

18 -

16 -

1.4 -

1.2

without HRT

NN

I Not statistically significantly different from risk

0.8 - Significantly different from the risk
' I without HRT

0.6 -

0.4 -

0.2 -

Baseline risk  Estrogen/ Estrogen/ Estrogen/ other
without HRT  progesterone Dydrogesterone progesterone

N = 80,377 women, for an average treatment duration of 8.1 years

Fournier A et al. Breast Cancer Res Treat 2008:107:103-11;
Fournier A et al. J Clin Oncol. 2008 :26:1260-1268.
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LUA CHON PROGESTOGEN VA NGUY CO UNG THU VU:
NGHIEN CUU POAN HE FINNISH

2.5 -
2.07

1.5 -

\\\\

0.5 -

Standard incidence ratio (95% CI)

Baseline risk Estradiol/ Estradiol/ Estradiol/ Estradiol/ other
without HRT Dydrogesterone  MPA NETA progestegens

N =50,210; women >50 years of age; treatment duration 5 years

Lyytinen H et al. Obst Gyn 2009;113:65-73.
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) ESTRADIOL/DYDROGESTERONE
CO KHUYNH HUONG GIAM NGUY CO TIM MACH

» Phan tich cac nghién ctru bénh ching dua trén UK-based
General Practice Research Data (n=69,412)
» Theo do1 6 nam

» St dung E2/D nhiéu thdng dén nhiéu nam khong lam
tang nguy co cdc tai bién tim mach vs. khong HRT hoac
st dung loa1 HRT khac
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) ESTRADIOL/DYDROGESTERONE
CO KHUYNH HUONG GIAM NGUY CO TIM MACH

1.10 ] NoHRT

B Other HRT
B EDHRT

T\

0.68

o
=y

0.31

Incidence per 1000
o
o

person-years

Myocardial Stroke Venous
infraction thromboembolism

»  Schneider C et al. Climacteric 2009:12:445-53.
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LIPID PROFILE
ESTRADIOL/DYDROGESTERONE VS. CEE/NORGESTREL

Trong mot nghién ctru 24 tuan trén 193 phu nit ¢ tudi quanh va sau man kinh:
»  HDL ting dang ké khi st dung E/D

»  HDL giam khi st dung CEE/norgestrel (0.625/0.15 mg)

Total HDL LDL
cholesterol cholesterol cholestero Triglycerides
3k % l
0.10

#
_ N
1
= & 0.00 mE/D 1/10
E E m CEE / norgestrel
= @© -0.10
o O
o .S
S @ -0.20
< 3
© o
S = -030
O o
= =

-0.40

*p<0.05, *p=0.01, **p=0.003, ***p=0.001 vs. baseline

Cieraad D et al. Arch Gynecol Obstet 2006;274:74-80.
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LIPID PROFILE
ESTRADIOL/DYDROGESTERONE VS TIBOLONE

Thay déi cia lipids huyét thanh trong mét nghién ciru mé trén 140 phu nit vira méin
Kinh: Sau 24 thang, E/D 2/10 tang mean HDL- cholesterol 7%, so v&i giam 26.8% HDL
cholesterol sur dung tibolone

Total LDL HDL
cholesterol (n=35) (n=35) (n=35)
b
10.0 ~ 7%
- |~
®) 50 -
s < mE/D 2/10
(Q\
g) — 0.0 M Tibolone
e
% g 0 | * W Chirng
c
3 = -10.0 V7
e
S g -15.0 1%
c C
) % 200 1
O
— )
él_) @ -25.0 |
O
-26.8%
-30.0 | ~

*p<0.05 vs. baseline
Hanggi W et al. Brit J Obst Gyn 1997;104:708-17.
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ESTRADIOL/DYDROGESTERONE DIEU TRI LIEN TUC
CAl THIEN MAT PO KHOANG CUA XUONG (BMD)

* 1/5,1/10 va 1/20 djéu tri lien tuc lam tang c6 y nghia mat do khoang cua
xuong cot song that lung va xuwong hong so vdl ban dau (n=214)

=
/ 3.63%
3.5 7
) /
15 /

B 12thang
Bl s thang

1.16%

t d0 khoang cuia xwong (BMD)

n

05 -
. /

12-14 Co xuong dui

au vé ma

Thay d0i ty I& phan tram trung binh so v&i ban

d

*p < 0,01 so v&i ban dau
Stevenson J va cong sw. Maturitas 2001;38:197-203.
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LIEU PHAP HORMONE THEO DOI PIEU TRI

» Hen tdi kham sau khi hét toa dau nham xem:
. Thuoc c6 phu hop khong?
. Co tac dung phu khong?
. Diéu chinh ( liéu - dudng dung)?

» Tdi khdm moi 6 thang — 1 ndm:

. Kham tong quat + Kham phu khoa,

. S1€u am phu khoa, si€u am nhii hoac chup Xquang nh, néu trén 40 tudi, do mat do
xuong, xet nghiém huyét hoc, chirc nang gan, chirc nang than,

. Xét nghiém tam soat ung thu sinh duc ni.

. Théo ludn véi bénh nhan vé két qua diéu tri va loi ich - nguy co.
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LIEU PHAP HORMONE NGUNG SU DUNG

>

4

Thoi gian stt dung: E + P :5 nam; estrogen don thuan: 7 nam.
Mot s6 doi tuong khac:

» Man kinh sém: ding vién noi tiét tranh thai liéu thap dén tuéi MK
trung binh.

» Dw phong loang xwong, khong sw dung dwoc bisphosphonate:.
MHT > 5 -7 nam => thao luan.

Ngung: Aot ngot/ tu tir; 50% phu nir: cac tri€u ching sé xuat hién trd lai
=> xem x¢t MHT ti€ép tuc hoac li¢u phap khong nd1 tiét.

HQi nghi IMS (4-6 December 2015 tai Taipei) : néu dang st dung, c6
hi¢u qua, khong tac dung phu, co can ngung sau 5 — 7 nam?



LIEU PHAP KHONG HORMONE
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LIEU PHAP KHONG HORMONE

» WHI duoc cong bo nam 2002 gay ra tim 1y e ngai 16n

» Ty 1€ sut giét}l trong st dung MHT, sut giam nghiém trong xdy ra ¢ cac
nudc phat trién:

* Dirc: giam 40,2% nam 2003 — 2004 so vo1 1997 — 1999 ( Du va cong su

- BMC Women’s Health 2007).

Uc: sut giam 55% & phu nit 50 — 80 tudi nam 2003 so véi 2001

(Travers va cs. — Austr. N. Z. J of Obstet Gynaecol - 2006).

* Hoa ky: giam 77% st dung MHT méi 6 phu nit 50 — 79 tudi naim 2004
so vo1 2001 (Weglenka va cs. J of Women’s Health - 2006).

» SU RA POT CUA CAC THUOC KHONG NOI TIET
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LIEU PHAP KHONG HORMONE

LIEU PHAP KHONG HORMONE

KE TOA

37
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LIEU PHAP KHONG HORMONE

LIEU PHAP KHONG KE TOA

> Thay doi l6i song

» Tap luyén thé thao

» Huéng dan kién thirc va tap luyén

> T

T

n1€n, hit thd sau cach quang, thu gian

N0l MIén

» Dinh dudng va thuc pham chirc ning

38
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LIEU PHAP KHONG KE TOA

THUC PHAM CHUC NANG:

* dau nanh va cdac ché pham tu dau nanh: nhiéu nghién ctru cho thay

tac dung thap.

- Dong quai va black cohosh can str dung chung véi nhiéu chat khac
dé co tac dung.

 Vitamin E c6 vé gitip dugc cho bénh nhan.

* Omega-3 co lo1, st dung duoc.

* Vitamin D3 gitip phu nit man kinh giam gay xuong.
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LIEU PHAP KHONG KE TOA

THUC PHAM CHUC NANG:
 Maca — Lepidium Mevyenii:

Day la mot loai thao dugc, thuong dugce goi la sam Peru, ¢6 cong dung
tang luc, ting strc chiu dung va gitip co thé thich nghi méi truong bén
ngoai, dugc nguo1 dan st dung dé diéu trj thiéu mau, vo sinh, thuong
danh cho cac van dong vién thé thao va cho bénh nhan suy giam tinh
duc.

ba dugc nghién cuu 0 nudc ngoai va ¢ Viet nam, cong nhan co tac
dung diéu chinh thu thé cac hormone sinh duc nam va nit. Chat chiét
xuat tir Lepidium Meyenii c6 chira estrogen, co thé co tac dung bo
sung hormone cho cac phu nit tudi man kinh.

(Hoi nghi IMS 4-6/12/2015 tai Taipei)
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LIEU PHAP KE TOA

» Muod1 paraxetine.

» Selective Serotonin Reuptake inhibitors (SSRI) va Serotonin-
Norepinephrine Reuptake inhibitors (SNRI).

» Gabapentinoids

» Clonidine
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LIEU PHAP KHAC

» Cham ciu

» Phong bé hach hinh sao

42



KET LUAN

Phu nit mén kinh cé triéu chirng réi loan co ning ning né:

. Can sir dung MHT ngay sau sang loc dé dam bao chat lwong
cudc song

. Thoi gian su dung: tuy thugoc muc dich st dung

. Can chon loai estrogen va progestogen phu hop, it tac dung phu

Phu nit man kinh sém tu nhién hoic do phau thuat...can phai sir

dung MHT it nhat dén tudi méan kinh trung binh.

Phu ntr c0O triéu chirng man kinh nhung nhe, hoac sau khi da di€u
tr1 cac ro1 loan man kinh: xem xét kha nang ngung di€u tr1 hormone,
cO thé chuyén sang lieu phap khong hormone.
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KET LUAN

Str dung MHT can luu y cac van deé:

. Cira so thoi co; tién st va bénh 1y nguoi s dung

. Nguy co huyét khoi tinh mach can duoc luu v

. Chon loai estrogen va progestogen it tac dung phu: két hop 17p-
estradiol va dydrogesterone da dugc chirng minh khong lam tang
nguy co ung thu v, khong ting thuyén tac huyét khoi tinh mach
va dot quy

. Ngudi bénh can duoce tu van k§ ludng vé 1oi ich - nguy co - két
qua diéu tri mdi lan tai kham.

Loi song hoat déng tich cwe, dinh dwing khoa hoc, tdp luyén hang

ngay, giii co thé khéong béo phi, tinh than thanh thdn, 13 cach tot

nhat dé giit gin strc khoe ciia phu nit tudéi man kinh.
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