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TU ndm 1943, vién Premarin gdm nhiing estrogen chiét
XUAt tU nuéc tiéu clia ngua (ham luong 0,625mg) da dugc

dua ra thj trusng dé bd sung hormone cho phu n man kinh.

Khodng 5 ndm sau, thong ké cho thay nhing phu ni
uéng Premarin ¢6 ti 16 ung thu ndi mac td cung cao
g4p nhiéu 1an so véi ngusi khong uéng. Cong ty Wyeth
Ayers da nghién clu thém vao vién Premarin moét loai
progestin t8ng hop — Medroxy Progesterone Acetate
(MPA), véi tén goi mdéi la vien Prempro (tai Viét Nam
tU ndm 1997, vién nay dugc ban trén thi trudng véi tén
Prempak-C).

R&t nhiéu n&m sau do, cac bac si da dugc hudng dan
bdi nhiéu nghién clu cho thdy vién Prempro gém
0,625mg estrogen (Conjugated Equine Estrogens —
CEE) va 5mg MPA c6 tac dung gid lai tudi thanh xuan,
tri tué cho phu nd man kinh; giup bé xuong luén cldng

chac va co rat it tac dung khong mong mudn.
Thuc su, vien Prempro da diéu tri rét hiéu qué nhiing triéu
chting cd nang clia man kinh nhu: béc néng mat cd, va md

hoi, m&t ngd, bt rit, kho chiu, tang can va khd am dao.

Cac nghién cliu quan sat trén sé luong 16n cing xac

nhan vién Prempro con c6 thé:

» Bdo vé tim mach.



» Giam ti lé gay xuong do loang xuong.

« Gidm va lam cham su xuét hién cla bénh sa sut tri

tué (Alzheimer).

Qua do, vién Prempro gitp nang cao chat lugng cudc
séng cla phu nd méan kinh (Stamfer va cs., 1985;
Bush va cs., 1987; Petitti va cs., 1987; Henderson va

cs., 1988; Van der Giezen va cs., 1990; Psaty va cs.,

1994; Grodstein va cs., 2000).

NGHIEN cUu WHI BUGC

cOnNG BO VAO NAM 2002

WHI (Womens Health Initiative) la mét nghién clu
thuc nghiém 1am sang, ngau nhién cé déi ching
(Randomized Clinical Trial — RCT) trén s6 lugng 16n
(16.608 phu nd). Nhom tac gid WHI da vdi va tung ra

cac két qua nghién clu, cho rang vién Prempro lam:

» Tdng dot qui.
« T&ng ung thu vi trong ndm dau tién s dung.

» Tang nguy cd bénh tim mach.

Tin nay da gay chan dong trén toan thé gi6i khién cac

bac si hoang mang, phu ni mén kinh ngung ngay viéc

s dung hormone thay thé.

Cac nha khoa hoc, nhat 1a nhiing chuyén gia vé noi tiét

sinh san, yéu cau cong bd chi tiét cong trinh nghién

ctu WHI va ho da xem xét ti mi, phan tich tat ca tu dé

cuong dén két qua nghién cuu.

NHIEU NGHIEN cUu
LAT LAI WHI

Qua céc hoi nghi dugc Hiép hoi Man kinh Quéc té
(International Menopause Society — IMS) va cac hoi
man kinh cac chau luc 8 Bic My, Chau Au, Chau
A-Thai Binh Duong..., mét s6 bias cda WHI da dugc

SOl roi:

(1) WHI chi nghién ctu trén vién Prempro gdm CEE va
MPA, khong thé tng quat héa cac tac dung khong
mong mudn cla 2 loai hormone nay cho tat ca cac
loai estrogen va progestin — vi méi loai hormone c6
tinh chat va tac dung khac nhau.

(2) D6i tuong nghién clu:

« Phu n{ cao tudi (trung binh 63,3 tudi) va hau
hét qua tudi man kinh da lau (trén 10 nam). S6
phu nt & dé tudi nay thudng khéng can dén
hormone thay thé. Co thé phu nd trén 60 tudi
luén cé sén nhiéu tén thuong (tiém &n hodc da
biéu 16) nhu: xc viia déng mach, dé dua dén cac
nguy co dot qui, réi loan tudi mau nédo, nguyén
nhan dua dén bénh Alzheimer... Do d6, nhiing
tai bién trén khong phai chi do CEE va MPA.

» Trong s6 déi tugng nghién clu, chi c6 2,3% la
ngudi da vang va & Chau A-Thai Binh Duong —
chiing toc cé dac diém riéng déi véi cac bénh
ly tim mach, ung thu vu, lodng xuong do cd
dia, 16i s6ng, dinh dudng khac véi ching téc
da trdng va da den... Hau hét déi tuong la thua
can, béo phi: chi c6 30,4% c6 chi s6 BMI <25.
Nhu vay, két qud WHI khéng thé 4p dung cho
ngudi Viét Nam.

(3) Phan tich trén nhom phu nd man kinh con tré (50-
59 tudi) co st dung hormone, nhan thay liéu phap
hormone thay thé (LPHTT) c6 tac dung tét trén

tim mach, xuong, nao b6 — giéng nhu két qua cla



nhlng nghién cliu quan séat trugc day.

Tu cac nghién clu trén, sau nam 2002, IMS, APMF
(Asia Pacific Menopause Federation) va NAMS (North
American Menopause Society) da chinh thic ra

khuyén céo:

» Tiép tuc LPHTT cho phu nd man kinh cé triéu ching.

o LPHTT can dugc ca thé hoa, xem xét liéu lugng va
loai hormone thich hgp cho tuing ngudi.

« Phu n man kinh sé6m (tru6c 40 tudi) can sl dung
LPHTT ¢é b&o vé tim mach, hé xuong-khép-néo bo...

« M®i phu ndi tudi quanh man kinh can dugc kham, xét
nghiém, siéu am va dugc thong tin day da, tu vén
ranh mach vé viéc st dung hormone thay thé.

o LPHTT can dugc xem 1a mot phan trong toan bo chién
lugc chung dé cham soc va bdo vé stc khde cho phu
nd tudi méan kinh, bao gdm ca dinh dudng khoa hoc,
I6i séng lanh manh, rén luyén than thé va tranh nhing

yéu t6 nguy co nhu hat thude, udng rugu...

CAC LOAI THAO DUGC
THIEN NHIEN

K& tU nam 2003, cac loai thdo dudc thién nhién (dudc
goi 1a thuc phdm chic nang) c6 tac dung hd tré phu ni
trong giai doan thiéu hut hormone quanh mén kinh, da

dudc ram ro nghién clu:

» C6 nhiéu nghién clu vé chiét xuat tU dau nanh co
chua phytoestrogen, tuy ham lugng rét it, nhung co
thé gitp co thé ngusi phu n phan nao thich nghi véi
trang thai thiéu hut estrogen khi budng triing khéng
con hoat dong nua.

o Nhiéu loai thdo ducc khac nhu Déng quai, Black
Cohosh... cling dugc dua ra thi trudng.

o Cu Lepidium Meyenii trong s&m Angela dugc nghién
clu rong rai. Day la 1 loai cay ndm trén day nui
cao Andes & Peru (d6 cao khodng 3.000m trén mat

nuéc bién). Tt hon 2.000 nadm, Lepidium Meyenii da

dugc ngudi dan Peru dia phucng thudn hoa, st dung

nhu mét loai thuc phdm qui c6 Igi cho stc khde.
Nhiéu nghién ctu xac dinh co ché tac dung cla
Lepidium Meyenii 1a kich thich hé truc ndo bo-tuyén
yén-budng tring, tinh hoan — ké ca tuyén thugng
than, tuy tang va tuyén giap — lam cho céac tuyén
nay cham bj ldo hoa nén gid dudc su téng hop cac
hormone ndi sinh, du la rat it. Do Lepidium Meyenii
la mot loai thuc phdm nén khong gay tac dung phu
cho ngudi st dung (theo Garry P Gordon, Chicago,
Illinois — Former President of the American College
of Advanced Longevity Medicine — nguyén Chd tich
Hoi Y hoc tudi tho Hoa Ky).

CAC LOAI HORNVIONE
VA BUCONG SU DUNG

» Progesterone thién nhién khong lam t&ng ti 1& thuyén
tc huyét khéi tinh mach.

» Estrogen dan hay thoa da khong lam tang ti 1& thuyén
tdc huyé&t khéi tinh mach.

» Estrogen s dung qua dudng &m dao ciing khong lam

tang tf 1& huyét khdi tinh mach.

Gan day, mot s6 nghién clu (Fournier va cs., 2008;
Lyytinen va cs., 2009; Schneider va cs., 2009)
cho thdy phu nd tudi man kinh s dung estradiol va

dydrogesterone khéng lam tang nguy co ung thu va va
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cé&c tai bién tim mach. progestin khac c6 RR=2,07 (95% CI 1,76-2,04) (s6

liéu dugc trich ra tu théng ké qudc gia vé bdo hiém
+ Nghién cuu cla Lyytinen va cong su (1994-2005) y t6 cla cac phu ni da dudgc hoan phi diéu tri ung

trén 50.210 phu nd Phan Lan trén 50 tudi, st dung thu va) (Biu dé 1).

estradiol va dydrogesterone trong 5 ndm cho thay
khong tang ti 1é ung thu vu, trong khi estrogen va
MPA c6 RR=1,64 (95% CI| 1,49-1,79), estrogen/
NETA c6 RR=2,03 (95% ClI 1,88-2,18) va estrogen/

Nghién ctiu clia Fournier A va cong su (2008) trén
80.377 phu ni Phap cho thay trong s6 80.377 phu
nd, c6 2.354 ca ung thu vU qua theo dbi 8,1 ndam
(Bi€u dé 2):
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= Estradiol/dydrogesterone c¢6 RR=1,29 (95% ClI
1,02-1,65).

= Estradiol/dydrogesterone c6 RR=1,00 (0,83-1,22).

= Estradiol/progestine khac c6 RR=1,69 (1,50-1,91).

» Nghién ctu ctia Schneider va cong su (2009) cho thay
khong tang ti 1& bénh tim mach & phu ni st dung
estradiol/dydrogesterone véi n=69.412 chia lam 3
nhom: (1) nhom c¢6 st dung estradiol/dydrogesterone,
(2) nhém st dung hormone khéac va (3) nhom chua bao
gid st dung hormone.

e Phan tich bénh ching tu dd liéu nghién clu thuc
hanh UK, estradiol/dydrogesterone dugc st dung tu
vai thang dén vai nam khong lam tang nguy co bénh
tim mach.

» Nguy cd tuong d6i clia nhom estradiol/dydrogesterone
c6 nhdi mau co tim la 0,4; dot qui 1a 0,27; thuyén tic

huyé&t khéi tinh mach la 0,31 (Biéu dé 3).
KET LUAN

(1) Hién nay, si dung hormone van dugc xem la bién
phap hang dau dé diéu tri cac triéu chiing co ning
clia man kinh nhu: béc néng mat c8, va md hoi, mat
ngu, but rut, kho chiu.

(2)Can khuyén phu ni nén bt dau sd dung LPHTT
sém (truéc 60 tudi, man kinh chua quéa 10 ndm) vi

cac nghién clu déu cho thdy LPHTT khong co tac

dung phu nao dang ké.

(3) Liéu phap nay phai dugc ca thé hoa, can trao ddi
can ké v6i bénh nhan vé nhiing lgi ich va tac dung
khéng mong muén cé thé cé clia cac hormone sé
dugc sl dung dé ho cling quyét dinh.

(4) Nén can nhéc st dung loai hormone va dudng su
dung phu hgp véi ting ngudi, véi liéu thap nhat co
hiéu qua.

(5) Tac dung khong mong mudn nguy hiém nhéat cla
estrogen la thuyén tdc huyét khdi tinh mach. Can
lam xét nghiém mau hodc co thé lam siéu am ép 2
chi dusi dé loai trd nguy co nay khi bat dau chi dinh
st dung hormone va trong khi theo dbi.

(6) Nhiéu nghién cliu cho thay estradiol/dydrogesterone
hodc progeserone thién nhién khéng lam tédng nguy
c6 bénh tim mach hodc ung thu va.

(7) Néu bénh nhan c6 chéng chi dinh hodc khéng déng
vy st dung hormone, c6 thé khuyén ho nght dén cac
loai thdo dugc thién nhién co hiéu qua tot dé gilp
ho vugt qua giai doan tién man kinh - man kinh mot

cach ém ai va gil dugc chat lugng cudc séng.

TAI LIEU THAM KHAO

1. Agrinier N, Cournot M, Dallongeville J et al. (2010). Menopause
and modifiable coronary heart disease risk factors: a population-

based study. Maturitas; 65:237-243.



. Design of the Womens Health

Anderson GL, Limacher M, Assaf AR, Bassford T, Beresford SA,
Black H et al. (2004). Effects of conjugated equine estrogens in
postmenopausal women with hysterectomy: the Womens Health
Initiative randomized controlled trial. Womens Health Initiative
Steering Committee. JAMA; 291:1701-1712. PubMed.

Archer DF (2009). Premature menopause increases cardiovascular
risk. Climacteric; 12 (Suppl 1):26-31.

Atsma F, Bartelink ML, Grobbee DE, Van der Schouw YT (2006).
Postmenopausal status and early menopause as independent risk
factors for cardiovascular disease: a meta-analysis. Menopause;
13:265-279.

Baer HJ, Glynn RJ, Hu FB et al. (2011). Risk factors for mortality
in the Nurses Health Study: a competing risks analysis. Am J
Epidemiol; 173:319-329.

Ballagh SA (2005). Vaginal hormone therapy for urogenital and
menopausal symptoms. Semin report Med; 23:126-140. PubMed.
T, Martinelli L (2007). therapy and
thromboembolitic disease. Curr Opin Hematol; 14:488-493. PubMed.

Battaglioli Hormone
Canonico M, Oger E, Conard J, Meyer G, Levesque H, Trillot N et
al. (2006). Obesity and risk of venous thromboembolism among
postmenopausal women: differential impact of hormone therapy
by route of estrogen administration. The ESTHER study. EStrogen
and THromboEmbolism Risk (ESTHER) Study Group. J Thromb
Haemost; 4:1259-1265. PubMed.

Canonico M, Oger E, Plu-Bureau G, Conard J, Meyer G, Levesque
H et al. (2007). Hormone therapy and venous thromboembolism
among postmenopausal women: impact of the route of estrogen
administration and progestogens: the ESTHER study. Estrogen
and Thromboembolism Risk. (ESTHER) Study Group. Circulation;
115:840-845. PubMed.

. Canonico Marianne et al. Age at menopause, reproductive history,

and venous thromboembolism risk among postmenopausal

women: the Womens Health Initiative hormone therapy
clinical trials. Menopause: The Journal of The North American
Menopause Society; Vol.21, No.3,214-220. Doi: 10-1097/

gme.0b013e31829752¢e0.

. Committee Opinion. Number 556. April 2013. The American

College of Obstetricians and Gynecologists — Womens Health
Care Physicians.

Initiative clinical trial and
observational study (1998). The Womens Health Initiative Study

Group. Control Clin Trials; 19:61-109.

. Eilertsen AL, Hoibraaten E, Os I, Anderson TO, Sandvik L,

Sandset PM (2005). The effects of oral and transdermal hormone
replacement therapy on C-reactive-protein levels and other
inflammatory markers in women with high risk of thrombosis.

Maturitas; 52:111-118. PubMed.

. Grady D, Hulley SB, Furberg C (1997). Venous thromboembolic

events associated with hormone replacement therapy. JAMA,
278-477. PubMed.

. Gurney EP, Nachtigall MJ, Naftolin F (2014). The Womens Health

Initiative trial and related studies: 10 years later: a clinicians
view. J Steroid Biochem Mol Biol; 142:4-11. Doi: 10.1016/j.
jsbmb.2013.10.009. Epub 2013 Oct 27.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

He L, Tang X, Li N et al. (2012). Menopause with cardiovascular
disease and its risk factors among rural Chinese women in Beijing:
a population-based study. Maturitas; 72:132-138.

Henriksson L, Stjernquist M, Boquist L, Cedergren |, Selinus |
(1996). A one-year multicenter study of efficacy and safety of a
continuous, low-dose, estradiol-releasing vaginal ring (Estring) in
postmenopausal women with symptoms and signs of urogenital
aging. Am J Obstet Gynecol; 174:85-92. PubMed.

Lowe GD, Upton MN, Rumley A, McConnachie A, OReilly DS,
Watt GC (2001). Different effects of oral and transdermal hormone
replacement therapies on factor IX, APC resistance, t-PA, PAl and
C-reactive-protein — a cross-sectional population survey. Thromb
Haemost; 86:550-656. PubMed.

Lutsey PL, Virnig BA, Durham SB et al. (2010). Correlates and
consequences of venous thromboembolism: the lowa Womens
Health Study. Am J Public Health; 100:1.506-1513.

Ohira T, Folsom AR, Cushman M etal. (2010). Reproductive history,
hormone replacement and incidence of venous thromboembolism:
the Longetudinal Investigation of Thromboembolism Etiology. Br J
Haematolm; 149:606-612.

Prentice RL, Manson JE, Anderson GL, Pettinger M, Jackson
RD et al. (2009). Benefits and risks of postmenopausal hormone
therapy when it is initiated soon after menopause. Am J Epidemiol;
170:12-23. PubMed.

Randomized comparison of oestrogen versus oestrogen plus
progestogen hormone replacement therapy in women with
hysterectomy (1996). Medical Research Councils General Practice
Research Framework. BMJ; 312:473-478. PubMed.

Samama MM (2000). An epidemiologic study of risk factors for
deep vein thrombosis in medical out-patients: the Sirius study.
Arch Intern Med; 160:3415-3420.

Scarabin PY, Oger E (2003). Differential association of oral
and transdermal oestrogen-replacement therapy with venous
thromboembolism risk. EStrogen and THromboEmbolism Risk
Study Group. Lancet; 362:428-432. PubMed.

Scarabin PY, Oger E, Plu-Bureau G et al. (2003). Differential
association of oral and transdermal oestrogen - replacement
therapy with venous thromboembolism risk. Lancet; 362:428-432.
Shuster LT, Rhodes DJ, Gostout BS, Grossardt BR, Rocca WA
(2010). Premature menopause or early menopause: long-term
health consequences. Maturitas; 65:161-166.

Simon T, Beau Yon de Jonage-Canonico M, Oger E et al. (2006).
Indicators of lifetime endogenous estrogen exposure and risk of
venous thromboembolism. J Thromb Haemost; 4:71-76.

Straczek C, Oger E, Yon de Jonage Canonico MB, Plu-Bureau G,
Conard J, Meyer G et al. (2005). Prothrombotic mutations, hormone
therapy and venous thromboembolism among postmenopausal
women: impact of the route of estrogen administration. ESTHER
Study Group. Circulation; 112:3495-3500. PubMed.
Wassertheil-Smoller S, Hendrix SL, Limacher M, Heiss G,
Kooperberg C, Baird A et al. (2003). Effect of estrogen plus
progestin on stroke in postmenopausal women: the \Womens
Health Initiative: a randomized trial. WHI Investigators. JAMA;
289:2673-2684. PubMed.



