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Liéu phap néi tiet man kinh (MHT) da quay lai (1)

— Dung cho nhitng phu nit < 60 tuoi hodc min kinh < 10 nim va khong c6
chong chi dinh, can nhic gitra loi ich va nguy co 1a yéu to quan trong cho viéc
diéu trj cac triéu chirg kho chiu cua triéu chirng van mach (VMS) va nhiing
d6i tuong c6 nguy co cao loang xuong va gy xuong.

— Liéu phap ndi tiét (HT) dugc xem 1a diéu tri hiéu qua nhat cho cac triéu
chirng van mach (VMS) va hi chirng niéu duc & tudi man kinh (GSM).

— HT cho thay c6 hiéu qua phong ngira lodng xwong, giy xwong va cai thién
giac nga ¢ nhitng phu nit kho chiu vé dém do céc triéu chtimg van mach.

— Phu nir trong nghién ctru WHI va cac nghién ctru khac it bi dau va cirng khop
hon $0 v61 nhom dung gia dugc.

— Khong dung dwong uong (ngoai da, dit Am dao, va tai tr cung) cé nhiéu loi
ich hon do khong bi hiéu tmg qua gan lan dau.

NAMS 2017 Position Statement. Menopause 2017; 24(7): 728-753
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Liéu phdp néi tiet man kinh (MHT) da quay lai (!)

— Nguy co sOi tgi mat, \{iém tdi mat va cat tui mat tang l&n khi dung estrogen dwdng
udng don thuan yé két hgp véi HT. Nhirng nghién ctru quan sat cljo thay khi sir dung
liéu phap nai tiet qua da thi giam nguy co’ hon so v&i dwdng udng...(NAMS 2017).

— Dung qua da thi giam nguy co’ huyét khoi, dét quy, va bénh dong mach vanh hon
so v@i dwong udbng (AACE 2017).

— Progesterone dw&ng uong co tac dung an than nhe, 1am gidam mat ngli nhung
khéng anh huwdng dén chirc nang nhan thirc hang ngay, thong qua tac dung dong van
GABA. (NAMS 2017).

— Khican dung progesterone, progesterqne vi hat dwoc xem la chon lwa an‘toén
(AACE 2017). Mét vai chir khdng phai tat ca cac nghién clru quan sat cho rang
progesterone vi hat c6 thé lam giam nguy co’ ung thw va (NAMS 2017).

NAMS 2017 Position Statement. Menopause 2017; 24(7): 728-753
Cobin RH, Goodman NF on behalf of the AACE Committee. Endocrine Practice 2017; 23(7): 869-880
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Bayesian network meta-analysis
Phwong phap diéu tri tot nhat nham lam giam Q@DVFAP
tan suat caa VMS

Log mean ratios (with their 95% CI) of all interventions in the network (from NICE

Placebo Reference treatment 0.00% 10 (7-12)
Sham acupuncture -0.30 (-1.32, 0.64) 1.44% 7(2-12)
Oestrogen + progestogen -1.46 (-2.37, -0.56) 69.82% 1(1-5)
6
Oestrogen + progestogen oral  -0.67 (-1.4, 0.06) 3.73% 4 (1-10)
Tibolone -0.60 (-1.45, 0.25) 4.02% 5(1-11)
Raloxifine 0.50 (-0.49, 1.51) 0.04% 12 (6-12)
SSRIs/SNRIs -0.17 (-0.61, 0.26) 0.01% 8(4-11)
Isoflavones -0.48 (-0.82, -0.13) 0.10% 6(39)
Chinese herbal medicine -0.05 (-0.78, 0.63) 0.09% 9(4-12)
Black cohosh -0.92 (-1.8,-0.11) 14.23% 3(1-9)
Multibotanicals -0.34 (-1.43, 0.73) 2.88% 7(1-12)
Acupuncture -0.54 (-1.49, 0.31) 3.64% 5(1-11)
Between-study heterogeneity: Standard deviation on the log MRs scale (SD) (95% Crl) 0.50 (0.37,
0.70)

Sarri G et al. Br J Obstet Gynecol 2017; 124(10) :1514-1523



Sw thay doi cac triéu chirng man kinh giira viéc dung

estrogen két hop dwérng uong hoac qua da cdng v&i @VFAP
progesterone vi hat so v&i gia dwoc (thir nghiém

KEEPS) — N—
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Unadjusted cross-sectional prevalence of symptoms over time. The proportion of women reporting moderate to severe
symptoms is shown at each assessment. The x axis indicates the month of study. Significant differences from PBO
indicated by additional symbol: (X) P<0.01 and (p)0.01<P<0.05. o-CEE, oral conjugated estrogens; PBO, placebo; t-E2,
transdermal estradiol.

Santoro N et al. Menopause 2017; 24 (3): 238-



GVFAP

/] Progesterone va an toan NMTC

O//@\i

Progesterone



Liéu khuyéen céo cta progesterone vi hat (mP4)

trong bao vé ndi mac twr cung. @ ’FAP

Puwdng uong

> Chu ky: 200 mg mP4 tir 12 — 14 ngay moéi thang (NAMS 2017)

> Lién tuc: 100 mg mP4 moi ngay (NAMS 2017, Lobo 2018)
Pwong am dao

> Hang ngay: 100 mg mP4 (Cicinelli 2005)

> Duy tri : 45-100 mg, it nhat 10 ngay trong thang.

> Liéu thap: 100 mg 2 lan trong tuan (can nhiéu nghién ctru, phai theo

ddéi néi mac tir cung)

Pwong qua da

> Khéng khuyén céo

Eden J, et al. Aust N Z J Obstet Gynaecol 2017; 57: 12-15
Stute P, et al. Climacteric 2016; 19 (4): 316-328. Lobo RA, et al. Obstet Gynecol 2018; 132(1): 161-170
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Nguy co va lgi ich cua HT:
So trwong hop / 1.000 phu nir dung trén 5 nam. {@VFAP

+15  +125 +10 +7.5 +|5 +2|.5 0 -2.5 -9 -7.5 '1.0 -12|.5
lc Gay xwong
B Dai thao dwéng
Ung thw va

Ung thw dai trwc trang
T suat chung
Bénh mach vanh
Ung thw ndéi mac tir cung
Ung thw phéi
* Pulmonary Embolism accounts for about 1/3 of the . .,
excess incidence of potentially fatal events due to Huyét kh6i t'i'nh mach
Hormone Therapy*! .
Dot quy
Viém tuai mat
Nguy co Lovi ich

Phu nip ttr 50 — 59 tudi hodc man kinh trong 10 nam

Santen RJ et. al. Postmenopausal Hormone Therapy: An Endocrine Society Scientific Statement.
J Clin Endocrinol Metab 2010: 95, S1:S1-S66
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Estradiol-based postmenopausal hormone therapy and risk of
cardiovascular and all-cause mortality
Tomi S. Mikkola, MD, PhD,]'2 Pauliina Tuomikoski, MD, PhD,] Heli Lyytinen, MD, PlzD,1

Pasi Korhonen, PhD,j Fabian Hoti, PhD,j Pia Vattulainen, MSC,3 Mika Gissler, MSocSci, PhD,‘“
and Olavi Ylikorkala, MD, PhD'’

Decisive details on women using hormone therapy in
Finland, 1994-2009

Hormone Years of use
Therapy
Users of any hormone therapy n <14
Total number of women 489.105
Total duration of exposure >1 to <3
Any hormone therapy 3,291.436
Estrogen therapy 1,670,971 e 5310 <5
Estrogen-progestin therapy 1,941,551 =
Cause of death Hormone therapy Background
users population >5 to 510
Coronary heart disease 3.843 6,905
Stroke 2.464 3.679
. >104 o
Any discase 28,734 40,723

Coronary heartdisease

03 04 05 06 07

0.8

0.9

1.0

EVFAP

Observed/
expected
deaths
1022/1 247

464/691

318/510

461/1 021

1578/3435

Difference in
deaths per
follow-up years
-2/10 000

-2/10 000

-2/10 000

-4/10 000

-19/10 000

Két luan: Dl‘mg’HT sé lam giam nguy co bénh tim mach va d()t'quy_, it hon 19
triroong hop chét do bénh tim mach va it hon 7 trieoong hop chéet do dot quy

trén 1.000 phu ni¥ str dung HT it nhat 10 nam.

Mikkola TS, et al. Menopause 2015; 22(9): 976-983



CIMT (mm)

—— Late Postmenopause, Placebo

095 - - Late Postmenopause, Estradiol
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Hiéu qua bao vé mach mau cta diéu tri {@VFAP
estradiol s&m so v@i diéu tri mudn & phu ni¥

«i  mankinh

0.00

0.704

Years

Tang chieu day trung binh I&p ao giira ddng mach canh (CIMT) (mm/nam)

Man kinh sé&ém Man kinh muén
0,0100 0,0100 - 0,0100
p=0,008 0,0088 p=0,29
0,0080 0,0078 0,0080 - 0,0073-0,00103) ns
0,0060 - 0,0060 -
0,0044

0,0040 - 0,0040 -

0,0020 - 0,0020 -

0,0000 - . 0,0000 - .

Placebo oestradiol Placebo oestradiol

Diéu tri estrogen cdng v&i progesterol vi hat lam gidm nguy cé xo vira ddng mach dwédi Iam sang (dwoc do béi CIMT) hon so véi gia duoc
khi bat dau diéu tri trong 6 ndm dau man kinh nhwng néu bat dau diéu tri sau 10 ndm man kinh thi khong tac dung.

Adapted from Hodis et al, N Engl J Med 2016; 374(13): 1221-31.



Nong do E2 va tac dung bao vé mach mau cia {@VFAP
diéu tri estradiol s&m va mudn & phu nir man
kinh.

(A) M Early postmenopause M Late postmenopause (B) B Early postmenopause M Late postmenopause
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9 pg/ml 17 pg/ml 38 pg/ml 25 pg/ml 37 pg/ml 57 pg/ml
Estradiol levels Estradiol levels
M6 hinh phéng doan ti 1& tdng chiéu day trung binh I&p gido gilra M6 hinh phéng doan ti 1& tdng chiéu day trung binh I1&p gido gitra DM
DM canh (CIMT) & cac t&r phan vi nong dé E2 khac nhau tt ltc canh (CIMT) & cac t&r phan vi nong do E2 khac nhau theo thoi gian tw
man kinh phan tang trong nghién ctru doan hé [uc man kinh phan tang trong nghién ctru doan hé

The lines represent standard error. Number of participants (%) in each quartile of E2: First-quartile HT group N = 10 (6.5%), placebo group N = 144 (93.5%); second-quartile HT group N = 21 (14.9%), placebo group N = 120 (85.1%); third-quartile HT group
N =122 (78.7%), placebo group N = 33 (21.39%); fourth-quartile HT group N = 144 (98.6%), placebo group N = 2 (1.4%). (A) Estimates of CIMT rate (with 95% Cl) by E2 level: 25th percentile at 9 pg/mL: early postmenopause 8.5 (4.1, 12.8) mml/y, late
postmenopause 9.8 (5.5, 14.1) mm/y (P = 0.18); 50th percentile at 17 pg/mL: early postmenopause 8.1 (3.8, 12.4) mml/y, late postmenopause 10.3 (6.1, 14.6) mm/y (P = 0.014); 75th percentile at 38 pg/mL: early postmenopause 7.2 (2.9, 11.5) mmly, late
postmenopause 11.7 (7.3, 16) mm/y (P, 0.0001). (B) Estimates of CIMT rate (with 95% CI) by E2 level: 25th percentile at 25 pg/mL: early postmenopause 6.8 (0.7, 12.9) mml/y, late postmenopause 10.4 (4.3, 16.4) mm/y (P = 0.0144); 50th percentile at 37
pg/mL: early postmenopause 6.6 (0.6, 12.6) mmly, late postmenopause 11.6 (5.6, 17.6) mm/y (P, 0.0001); 75th percentile at 57 pg/mL: early postmenopause 6.2 (0.2, 12.2) mmly, late postmenopause 13.6 (7.4, 20.0) mm/y (P , 0.0001).

Sriprasert I, et al. J Clin Endocrinol Metab 2019; 104: 293-300.



Phan tich gép vé nguy co bénh mach mau & phy niv
man kinh dung estrogen dwé'ng uong so véi dwong
ngoai da.

Study %

Name RR (95% Cl) Weight
VT E 1.52 (1.15,2.01) 13.78
1.93(1.23,3.02) 7.92
- 3.43(0.80, 14.82) 1.02
Renoux, 2010 1.38 (1.24, 1.53) 2347
Canonico, 2007 2.04 (1.65,2.53) 1717
Sweetland, 2012 1.77 (1.34,2.34) 13.83
E Daly, 1996 1.39(0.79, 2.46) 5.56
Canonico, 2010 1.34 (1.03, 1.75) 14.58
Douketis, 2005
Subtotal (I-squared = 53.3%, p = 0.029) -
1,63 (1,40-1,90)
DVT 1.87 (1.13,3.10) 74.96
ubwdl (I-squared = 0.0%, p = 0.394) -
2,09 (1,35-3,23)

PE
Laliberte, 2011
Subtotal (I-squared=.%,p=.)

CV
A .%,p =)

Mi
Vries, 2006

evv Vv, Tewvy twvaun

1,23 (1,03-1,48)

Hippisley-Cox, 2003 0.84 (0.45, 1.58) 18.48
Chilvers, 2003 0.92(0.52, 1.62) 20.32
Lokkeggard, 2008 1.87(1.39,2.51) 29.96
Subtotal (I-squared = 73.5%, p = 0.010) 1.17 (0.80, 1.72) 100.00
NOTE: Weights are from random effects analysis
T T 1 T T T
.05 =5 5 15 50

Oral MHT

* based on 15 observational studies at moderate risk of bias

Mohammed K et. al. J Clin Endocrinol Metab 2015; 100: 4012-4020
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HRT va nguy co’ thuyén tac
mach theo nghién cuu
ESTHER, E3N, GPRD & MWS




Journals &t luan
BM Ket luc @’FAP

CHUNG TA BIET PUOC NHUNG GI TRONG CHU PE NAY

eLiéu phap noi tiét thay thé cai thién chat lugng cudc song phu n.

eNguy cd thuyén tac mach tang Ién khi dung liéu phap noi tiét thay thé.

*NHUNG PIEU BIET THEM TRONG NGHIEN CUU NAY LA GI

e SUr dung estrogen qua da c6 nguy cc thuyén tac mach it han so v3i dudng udng va dudc xem |a
an toan vdi nguy co huyét khai.

e Nhitng phu n{r bi dot bién gen prothrombine hoac c6 BMI cao thi tranh dung estrogen dudng
uong.

Canonico et al. Br Med J 2008; 336 (7655): 1227-



Nguy co thuyén tac mach (VTE) & phu ni¥ sir dung estrgen
dwong udng so v&i estradiol qua da trong nghién ciru
ESTHER, GPRD & Anh, nghién ctru doan hé E3N va MWS.

FAP

Odds ratio (95% CI)

8,00
4:50
7,00
6,00 450
5,00
4,00
3’00 1,70
2.00 1,10 1,49 1,10 1,42 1,10
1,01
In T
0,00
ESTHER UK GPRD E3N MWS QR&CPRD

mOral estrogens W Transdermal estrogens

*, adjusted for family history of VTE and varicose veins, and body mass index (BMI); t, adjusted for body mass index, history of or treatment for varicose veins, inherited thrombophilia,
antiphospholipid syndrome, known or diagnosed cancer in the year before the index date, immobiliz ation, major surgery, trauma or fracture in the month
prior to the index date, myeloproliferative disorders, inflammator bowel disease, nephrotic syndrome, hypertension, cardiovascular and cerebrovascular diseases, smoking status and use
of non-steroidal anti-infl ammatory drugs or tamoxifen; f , adjusted for confounding factors (BMI, parity, education level, and time period)
* Million Women Study

Adapted from Mueck A, et al. Climacteric 2012; 15 (Suppl 1): 11-17. Sweetland S, et al. J Thromb Haemostasis. 2012; 10: 2277-2286.
Yana Vinogradova 'Y, et al. BMJ 2019; 364: k4810. doi.org/10.1136/bm;.k4810
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orenaccess  Use of hormone replacement therapy and risk of venous

thromboembolism: nested case-control studies using the
| ® checkiorwpdates| - QResearch and CPRD databases

Odds ratio (95% CI )

Yana Vinogradova,' Carol Coupland,! Julia Hippisley-Cox! 2,00

1,50

1,73
1,40
Két luan: 0,96 oo
» Nhirng ngudi co nguy co thuyén tac mach thi ligu phap ’
ndi tiét thay thé qua da la diéu tri an toan nhat. 0.50

> Diéu tri qua da it dwoc 4p dung do sw phd bién va tién

loi clia cac ché pham dwong udng. 0,00
Oral oesiay@esmbgen combinedransdefireal e2onmbt E2 combined

Biét thém nhirng gi trong nghién cifu nay

> Day la nghién cliu I6n, dua trén dir lieu dugc thu thap tu cac don vi cham séc ban dau.

> Hau hét cac ché pham dudng udng lam ting nguy co thuyén tac mach.

» Cac ché& pham estrogen két hop cé6 hoac khong cé6 medroxyprogesterone acetate (MPA), cé
nguy co cao nhat.

» Cac ché& pham qua da thi khong lam ting nguy co thuyén tac mach.

Vinogradova Y, et al. BMJ 2019; 364: k4810. doi.org/10.1136/bmj.k4810
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Transdermal and oral hormone replacement therapy and the
risk of stroke: a nested case-control study

Christel Renoux, fellow,” Sophie Dell’ Aniello, statistician,” Edeltraut Garbe, professor,? Samy Suissa,
professor’

Renoux C et al. BMJ 2010; 340: c2519



Két luan cta nghién ctru Br Med J@[FAP

NHU’NG DIEU PA PU'OC BIET TRONG NGHIEN CUU
Liéu phap oestrogen thay thé cé hay khéng progesterone lam tang nguy co dét quy & phu niy
man kinh

NH’NG PIEU BIET THEM TU NGHIEN CU'U

Viéc sir dung hormone thay thé oestrogen liéu thap qua da khéng lam tang nguy co dét quy,
ngwoec lai khi st dung oestrogen don thuan hodc cé két hop véi progesterone

Liéu phap hormone thay thé qua da cé thé s dung an toan hon so véi duwéng ubng

Mac du nhitng két qua cda nghién ciru nay khong c6 bang chirng di manh dé thic day viéc s dung estrogen qua da hon so Voi
dwdng udng, nghié‘n ctru nay khuyén khich nghién ctru thém vé tam quan trong ciia dwdng dung nham xac dinh vai trd cla estrgen
qua da la vl khi diéu tri cac triéu chirng & phu nir man kinh.

Renoux C et al. BMJ 2010; 340: c2519
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Ung thw vi xam lan & phu ni*r man kinh ding estrogen va

progestogen
Phu thuéc vao khoang th&i gian dung thuéc (Gap Time ) =3 nam, dang progestogen, va tong
lieu dung, so sanh vé&i phu nir man kinh khéng dung thuoc theo nghién ciru E3N tw 1992- 2005.

HRT: All types
E + Micronised Progesterone
E + dydrogesterone

E + synthetic progestins

3.0 -

1,89

1,88
T

2,0 -

HR

1,0

0,0
<2 nam 2 dén 5 nam

* EP-MHT: estrogen progestogen-menopause Hormone Therapy

Fournier A et al. J Clin Oncol. 2009; 27(31): 5138-43.
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16a-OH-E, concentrations

ORIGINAL ARTICLE WILEY
Impact of route of administration on genotoxic ocestrogens 4000
L] L] L] - L] - 3500
concentrations using oral vs transdermal oestradiol in girls with S
Turner syndrome = 2500
g 2000
= 1500
Melly Mauras’ | Lournaris Torres-Santiago® | Richard Santen® | Veronica Mericg® | 1000
Judith Ross* | Gerardo Colon-Otero® | Ligeia Damaso® | Jobayer Hossain® | 5"3
Qingging Wang? | Clementina Mesaros’ | lan A. Blair
2-OH-E, concentrations 2-OH-E, concentrations 4-OH-E, concentrations
400 4000 250 600
350 3500
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- 250 g 2500 — 400
E 200 g 2000 é = E 300
= 150 2 1500 & 100 =
100 1000 r 200
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0 9 0 7 0
onl L Cenus Oral ™D Controls Oral TD Controls

Y4
Oral TD Controls

4-OH-E, concentrations

Oral TD Controls

Genotoxic oestrogen concentrations (total—conjugated and unconjugated) in girls with Turner syndrome after 1y of oral vs transdermal

oestradiol and in normally menstruating age-matched controls; top left: 2-hydroxy- E2,top right: 2-hydroxy-
E2, middle right panel: 4-hydroxy- E1; bottom panel: 16a-OH-E1.

All comparisons per oestrogen compound between oral and transdermal levels, P < 0.0001.

Levels measured in the non Turner syndrome controls are presented for comparison

Mauras N, et al. Clinical Endocrinology 2019; 90: 155-161.

E1; middle left panel: 4-hydroxy-
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HRT va bénh soi tui mat @’FAP

BMJ Journals RESEARCH

Gallbladder disease and use of transdermal versus oral

hormone replacement therapy in postmenopausal women:
prospective cohort study

Bette Liu, clinical epidemiologist, Valerie Beral, professor of epidemiology, Angela Balkwill, statistical
programmer, Jane Green, clinical research scientist, Sian Sweetland, statistical epidemiologist,
Gillian Reeves, statistical epidemiclogist, for the Million Women Study Collaborators

Liu B et al. Br Med J 2008; 337: a386. doi:10.1136/bmj.a386



BM|oumals  Két luan G/FAP

CHUNG TA BIET DPUOC NHUNG GI TRONG CHU PE NAY
®* Dung estrogen qua da c6 nguy co soi tui mat thap han so vdi dung estrogen dudng udng.
THONG TIN BIET THEM TRONG NGHIEN CUU NAY LA GI

* Trong khoang thdi gian 5 ndm, cé thé tranh dudc viéc cat bé tai mat cho 140 phu nir
sau man kinh diéu tri qua da thay vi diéu tri bang dudng udng.

Liu B et al. Br Med J 2008; 337: a386. doi:10.1136/bmj.a386



Toi wu HRT (TdL E2 £ Mic P4) & nhi¥ng phu ni¥ c6 triéu
G/FAP

Khong lam tang nguy co' thuyén tac mach (Esther 2007, E3N 2010, GPRD 2010, MEVE 2011, MWS 2012, QResearch & CPRD
2019) & dot quy.

Loi ich:

- Hiéu qua trén cac triéu chirng man kinh

Nguy co?

- Cai thién chat lwong cudc séng

- Phong tranh gay xwong
- Strc chju dwng t6t
-Bao vé tim mach

Adapted from L'Hermite. Climacteric 2017. doi.org/10.1080/13697137.2017.1291607.



