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So lugc lich su

* Nam 1927: Adolf Butenand va cic nha nghién
clu Dulc da phan lap dudc hormone sinh duc
estrone tU t0 cung, nhau thai va d& nhan dudgc
giai thudng Nobel.

°* Nam 1929: Adolf Butenandt va Edward Aldelberg
Doisy da phan lap (doc 1ap v6i nhau) va da xac dinh
dudc céu truc héa hoc clia estrogen.

e Nam 1938: cac nha khoa hoc Dic phat trién ethinyl
estradiol (EE) - mdt estrogen van con duge st dung

rong rai trong cac vién thudc ngua thai hién nay.

« Nam 1960: Cong ty Dudc phdm Searle (Hoa Ky)
dua Enovid® (norethynodrel + mestranol) ra thj
trusng tai Hoa Ky.

» Ngay 01/01/1961: khu vic Chau A-Théi Binh Duong
c6 thudc vién tranh thai dau tién, Anovlar® (norethindrone

acetate + EE) do Schering (Uc) cung cép.

Khodng 6 thang sau, n6 dudc gisi thiéu  Chau Au
nhung chi dugc ké toa cho phu nii da lap gia
dinh va dudc su dong y ctia chong.

Hién nay, trén thi trudng da cé nhiéu loai thudc vién
tranh thai noi tiét két hop (TVTTNTKH) gbm:
e Estrogen: mestranol (chi trong TVTTNTKH dau tién

Enovid®), EE, estradiol valerate.
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* Progestin 14 loai noi tiét tdng hop co tinh chat gidng
nhu progesterone cla nang hoang thé, nhung tinh

ché&t progesteronic manh hon.

Trong hon nla thé ki, TVTTNTKH Ia thudc dudc nghién
clu nhiéu nhat, nham muc tiéu dem lai hiéu qua tranh
thai cao ma an toan nhat cho ngusi st dung, dong thoi,
cing dem lai nhiéu Igi ich khac cho phu nd, ngoai viéc
tranh thai. Cac thay d8i clla TVTTNTKH gdm:

Gidm ham lugng estrogen, thay EE bang loai estrogen
gan véi thien nhién hon nhu estradiol valerate hay
17B-estradiol.

« Dudc céi tién, tim ra nhing progestin maéi, dem dén
nhiéu lgi ich, ngoai viéc ngan chan rung tring trong

muc dich ké hoach héa gia dinh.

Thay déi liéu trinh udng.

Ha thap ham lugng estrogen

Do EE c6 thé cé mot sé tac dung khéng t6t cho stc
khde ngusi st dung, nén ham lugng estrogen trong
TVTTNTKH luén luén dugc quan tam, cai tién va

gidm thép:

* Nam 1960: 80-150ug mestranol trong Enovid®.

° Nam 1961: 50ug EE trong Anovlar®.

° Nam 1973: Schering md dau ki nguyén thubc vién
tranh thai liéu thdp (cha < 50ug EE) v6i Microgynon®.

* Loai thudc vién nguia thai hién dai ngay nay chi chia
20-30ug EE.

Thuc ra, td TVTTNTKH dau tién Enovid®, nha sdn xuét
¢6 y dinh dua ra mot loai thudc vién noi tiét chi c6 mot
loai progestogen téng hop — norethynodrel — nhdm Uc
ché hién tuong rung tring qua Uc ché tuyén yén tiét ra
LH. Tuy nhién, trong qué trinh t6ng hop norethynodrel,
lai xudt hién mot chat estrogen voi ham lugng rét nho
mestranol. Do do6, trong TVTTNTKH dau tién chua
9,85mg norethynodrel va 0,175mg mestranol, tén
thuong mai la Enovid®. Ngudi ta nghién ctiu thém va
nhan thay estrogen lai c6 thém Igi ich ngua thai khi
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Gc ché thém tuyén yén tiét ra FSH va van giup cho
ndi mac ti cung (NMTC) phat trién chi khong teo
moéng qua lau so véi vién thube chi co progestogen.
Do EE 13 mot estrogen téng hop va manh, cé thé c6
tac dung khoéng c¢é Igi nhu trén nén TVTTNTKH ngay
cang dugc nha san xuat nghién clu gidm ham lugng.
Ngoai ra, nhiéu nha nghién clu c6 géng thay EE bang
17B-estradiol, nhung chua thanh cong vi ti 1& ra huyét
gidfa chu ki cao, gidm tuan thd diéu tri va tang ti lé

ngung su dung.

Co ché tac dong cua thuéc vién noi tiét

tranh thai két hgp

o Uc ché tuyén yén va ving ha ddi: thanh phan
progestogen Uic ché tuyén yén, khong téng hop LH,
nang nodn khong thé trudng thanh va rung tring,
trong khi thanh phan estrogen Uc ché su ché tiét FSH
nén khong thé co nang vugt troi.

o Estrogen gid cho NMTC &n dinh: khéng bong ra
trong khi con uéng thuéc nén khong gay xuét huyét
am dao bat thudng. Estrogen con c6 tac dung ting
thu thé progesterone ndi bao nén cé thé gidm lugng
progestin can thiét.

« Progestogen co tac dung trén NMTC va chat nhay cé
tU cung: giti cho NMTC khong bi tang san va clng
khong phéat trién dd muc can thiét cho su lam t6.
Progestogen con 1dam cho chat nhay tai kénh cé tu
cung dac lai, gay kho khan, ngan cén tinh trung chui

vao budng tl cung, nén khong thé cé thu tinh.

Tinh chat dac trung cua estrogen khi qua gan

« Kich thich tang t6ng hop mot sé yéu t6 dong mau 2,
7,9, 10, lam tang dong.

« T&ng t6ng hop angiotensinogen, ti do, chuyén bién
thanh angiotensine va kich thich tuyén thugng than
tiét ra aldosterone, gili nuéc va mubi.

tdng hop SHBG

globuline), nén cé thé gidm bét tac dung nam hoa

e Tdng (sex-hormone-binding

do progestin; cac TVTTNTKH thé hé dau tién con co

mot it androgen cé tac dung nam hoa.



Thudc vién tranh thai hién 1a bién phap ngua thai dugc
st dung phd bién hang thi ba va dudc phan phéi rong
rdi nh&t (United Nations, Department of Economic and
Social Affairs, Population Division. World Contraceptive
Use, 2007-2009).

Ngay nay, khodng 14% phu nii trong dé tudi sinh s&n
3 Viét Nam va hon 21% tai TPHCM dé lua chon thudc
vién noi tiét nhu bién phap gilp sinh san c6 ké hoach,
c6 chd dich dé cudc séng dudc thanh thdn va hanh
phuc hon (Téng Cuc Dan sé, 2009).

Nam 1999, bao The Economist (The Economist
Millenium Issue, December 1999) binh chon thuéc vién
tranh thai Ia mot tién bé khoa hoc va céng nghé

vi dai nhat caa thé ki 20.

BIEU TRI XUAT HUYET
TU CUNG BAT THUGNG

Sinh li trong chu ki khong phong noan

Trong chu ki khéng phéong noan

Nong do estrogen tang lén kéo dai do cac nang noan
dugc chiéu mo tU dau chu ki phat trién, téng hop
estradiol.

Khong phéng nodn nén khong cé thanh 1ap hoang thé,

khong cé progesterone déi khang, khong bién ddi dugc
toan bd NMTC thanh ché tiét.

Khong con hién tugng bong NMTC - khi néng do
progesterone va estradiol gidm xuéng manh do hoang
thé teo nhé vao cudi chu ki kinh nguyét nén kinh nguyét

khong xay ra déu dan méi thang.

Nong do estrogen tang kéo dai lam cho NMTC cu day
lén, mach méau khong tang trudng kip. NMTC khong
dd mau nudi, hoai t va bong ra tting mang nhd, gay ra

huyét kéo dai.
Diéu tri xuat huyét ti cung bat thuéng

Do khong phéng noan, thiéu progesterone, cudng
estrogen nhu mo ta bén trén hoac do thiéu estrogen vi
du trii nang noan tai budng triing gidm, khoéng téng hop
du estradiol nhu trudng hop méan kinh. Nhiéu nghién
cliu cho thdy 2/3 cac trudng hop rong huyét tudi man
kinh 1a do NMTC va / hodc niem mac am dao mdng, dé
tén thuong, tray xuéc, chdy mau. Dé chan doan thiéu
estrogen, can lam siéu am, do NMTC. Do day NMTC
c6 thé 1a biéu hién lam sang trung thuc cla ndng do

estrogen trong c6 thé.

Co6 khi, NMTC day, can phai nao sinh thiét. Khi nao
budng t0 cung xong, NMTC mdng, cé thé sl dung
estrogen phéi hop v6i progestogen dé kich thich NMTC
phat trién ngay, |ap day sang chan do nao gay ra dé lam
ngung chdy mau, dong thoi cing khéng ché su phat
trién clla NMTC b&ng progestogen kem theo.

ESTROGEN
a < ~
VA TUOI VIAN KINH

Khi budng triing khong con hodc con rat it nang noan
thu cép, estrogen khong con duge téng hop dd, ngusi
phu n{ budc vao tudi man kinh. Day 14 thdi ki thusng
c6 nhiéu bénh li lam anh hudng dén suc khde va cudc
séng cla phu nd, do cac i loan than kinh thuc vat,
thudng gap nhét |a réi loan van mach va céac bénh li do
thiéu hut estrogen nhu: bénh tim mach, loang xuong,
réi loan tiét niéu - sinh duc, bénh Alzheimer... trong
do, thusng gdp nhat 1a bénh tim mach va ti 1é méc
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Biéu do 1

phai - td vong & phu nd cao hon nam gidi.

Bénh tim mach va estrogen tudi man kinh

Tai Hoa Ky, tli vong do bénh tim mach & phu ni cao
hon ti 1& ti vong do ung thu két hop véi bénh dai thao
dusng. Ti 1&é ma&c bénh tim mach tang mot cach dang
ké & nam gi6i sau 35 tudi, trong khi do, & phu ndi 1a sau
55 tudi.

Cac nghién cltu ban dau cho thay bénh tim mach
hiém gap & phu nd truéc man kinh, do do, thiéu hut
estrogen chinh la mét trong nhdng nguyén nhan gay
bénh. R6 rang estrogen cb vai trd bdo vé tim mach
cho phu nd truéec man kinh, do c6 nhiéu tac dung nhu:
Uc ché tac dung cla enzyme lipase tai gan dan dén
tang HDL-C va gidm LDL-C, tang t6ng hop nitric oxide
va prostacyclin gay gian mach va gidm thromboxan la
chat co mach; ngdn chan tac hai cla chat amyloid-B
trén cac té bao mau, nhat 1& bach cdu va tiéu cau,
ngdn chdn viém té bao nodi mach, su chét t€ bao
(apoptosis) va su két dinh cla tiéu cdu va bach cau

vao thanh mach.

Nghién ctu KEEPS (Kronos Early Estrogen Prevention
Study) do Hoi Man kinh Bac My tién hanh (2007-2012)
cho thay néu s dung hormone thay thé budng tring
ngay trong thdsi diém quanh man kinh, & phu ndi trong

do tudi 42-59, thi estrogen c6 nhiéu Igi ich so véi cac
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tac dung bét Igi cho suc khde va chét lugng cudc séng

cla phu n{ vi:

e Diéu tri nhlng triéu ching réi loan van mach, r6i loan
tiét niéu-sinh duc.

* Bdo vé tim mach.

¢ Du phong lodng xuong.

e Co6 thé lam cham xuat hién bénh Alzheimer.

Tuy nhién, néu phu nt con td cung thi khong thé st dung
estrogen don thudn ma phai két hgp v6i progestogen
dé ngan chan su phat trién qua muc clia NMTC, dé dan
dén tang sén rdi ung thu NMTC.

Két hgp progestogen-estrogen

c6 thé cé Igi cho tim mach

Tac dung cuia progestogen trén lipid phu thudc vao liéu

va duong dung clia progestogen.

Progestogen cé tinh khang androgen thi c6 Igi trén
chuyén hoé lipid va su dé& khang insulin hon so véi

progestogen c6 tinh androgen.
Progestogen c6 tinh khang mineralocorticoid thi khéng
lam tang huyét ap va khong co6 tac dung phu gidt mudi

va nudc.

Vé6i phu nd dudi 60 tudi méi man kinh trong vong



10 n&m, c6 triéu ching réi loan man kinh trung binh
hoac nang; nén dudc chi dinh st dung estrogen hoic
estrogen / progestogen phu hop, sé dem lai nhiéu Igi it

cho stc khde ngusi phu ndi hon 1a nguy co.

Can xem xét can than truéc va trong khi cho phu n
tudi man kinh st dung estrogen hoéc estrogen két hop
progestogen dé tranh nhing tac dung khéng c6 Igi cla

hormone cho ngudi st dung.

Loang xuong tuéi man kinh

Tuy c6 nhiéu nghién clu da dugc cong bé va tac dung
cla ERT (liéu phap thay thé estrogen don thuén) /
HRT (liéu phap hormone thay thé) trén phu ni méan
kinh, nhung chi c6 15 nghién ctiu quan sat c6 xem xét
vé gay xuong. Cac nghién clu nay cho thay phu nd s
dung ERT / HRT gidm nguy co gay xudng so véi nhom
chuing. Trong nghién clu vé gay xuong do lodng xuong
(SOF), gidm nguy co gay xuong thudng két hop voi
viéc c6 st dung ERT / HRT lau dai. Thd nghiém PEPI
(Postmenopausal Estrogen / Progestin Interventions)
theo d6i 875 phu nd trong 3 ndm d& ching minh: &
nhém co st dung ERT / HRT, méat do xuong tang dang
ké 5,3-6,8% 4 cot s6éng va 3,4% & ¢ xuong dui so Vi
nhém sU dung gid dugc; nhung tan sudt gay xuong
mai x&y ra khong thay ddi dang ké va cac trudng hop
gay xuong cling khéng dugc chdn doan xac dinh bang
X-quang. Trong nghién cliu HERS, véi 2.673 phu nd

c6 nguy co loang xuong thép, ti 1&é gay xuong trén 1am

sang clng khéng khac nhau cé y nghia gida nhém cé

st dung ERT / HRT va nhom gié dugc.

Trong mot nghién clu khac, thd nghiém lam sang 1
nam, véi 75 phu nl lodng xuong, ERT / HRT lam giam
rat dang ké nguy co gay cot séng, dén 61% phu nd/nam.
Chiing ¢l nay, cong voi két qud nhiéu nghién clu trén
mat do xuong, cho thdy ERT / HRT c6 thé lam gidm ti l&
gay xuong cho phu ni tudi man kinh cé nguy co cao bi

lodng xuong.

Tuy nhién, cac hiép hoi man kinh trén thé gidi khong
khuyén céo sU dung estrogen bé sung cho phu nu
man kinh néu chi dé du phong loang xuong. Néu phu
nG man kinh khong c6 cac triéu ching co nang cla
man kinh lam gidm chat lugng cudc séng, thi c6 thé
st dung cac loai thuéc khac dé du phong lodng va gay

xuong 6 phu n c6 nguy ¢o cao.

sU DUNG ESTROGEN
TRONG VIOT SO
TRUONG HOP KHAC

e TU cung nhi héa: can c6 kinh nguyét méi thang
hodc can c6 thai, c6 thé tao chu ki b&ng estrogen
va progestogen.

e Khi thuc hién cac phdu thuat dusng am dao cho phu
nG man kinh, can cho s dung estrogen truéc va sau
mé dé niem mac am dao day 1én, cé nhiéu mach
mau dén, sé mau lanh vét thuong.

e Didu hoa mic do “pham an” (bulimia nervosa): do
tang thém lugng va hoat hoa serotonin, estrogen cai
thién muic do thém an qua dd (pham an). Nghién
clu cho thay su thém &n thusng xay ra khi nébng do
estrogen thap va progesterone cao. o} ngusi cod bénh
them &n qua do, 17p-estradiol thoa hodc dan da hay
uéng déu cai thien dugc tinh trang nay.

¢ Diéu chinh chiéu cao cla cac bé gai: st dung estrogen
lam dia sun lién hop 6 2 dau xuong dai (xuong dui,
xuong éng chan...) voi hoa, ngung tdng trudng chiéu

cao & cac bé gai cao s6m va qua mdc binh thusng.
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Truong hop “Ashley treatment” hién van con gay
tranh cai tai Hoa Ky (bé Ashley bj khuyét tat than
kinh nang bdm sinh; khi bé dugc 6 tudi rudi, cao
135cm, da dudc su dung estrogen lam ngung téng
chiéu dai, cat td cung, cat rudt thira va 2 chdi va).

Mot s6 mi phdm cé chia chat “li trich tU banh
nhau” nhu: dadu goi, kem thoa mét... co estrogen,
c6 thé gay day thi sém, hién nay da bi Cuc Quéan Ii
Thuc phdm va Dugc phdm Hoa Ky (Foods and Drugs
Administration — FDA) budc phai ghi ré xuét xi va

thanh phan hormone.

TOM TAT

. Estrogen 1a mét hormone sinh duc nd, c6 nhiéu

dang, nhiéu tac dung trén co thé phu nd, nhat 13

c4c ¢o quan sinh san.

Estrogen c6 thé dugdc st dung dé:

* Ngua thai.

e Diéu tri xuat huyét ti cung bat thusng.

e Diéu tri cac triéu chiing co nang clia man kinh.

* Du phdong dugc loang xuong, cac bénh tim mach,
bénh Alzheimer & phu nii cao tudi néu dudc su
dung sém, quanh tudi man kinh.

e Truéc khi st dung estrogen cho bénh nhan (cé
hoadc khong co kém theo progestogen), can thong
tin day du va tu van that than trong vé cac tac
dung thuén Igi cing nhu anh hudng cla estrogen

trén co thé va slc khde cla ting ngudi.
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