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Giéi thiéu

Nhiéu thudc méi chira hormone dung trong phu khoa duoc gidi thiéu trong vai nam gan day. Mot
s6 ché pham thuén tién ddi v6i nguoi sir dung nhd hé thdng phong thich thude duoc cai tién, doi
moi nhu que cdy, miéng dan, dung cu trong tir cung va vong am dao. Tuy nhién, chi vai
progestogens moi sin co trén thi trudng trong 5 dén 10 nim vira qua. Cac thudc trén c6 that su
khac biét va mang lai nhidu lgi ich d6i v6i phu nit can tranh thai hiéu qua, diéu tri cac réi loan
phu khoa, lam giam triéu ching van mach thoi ky man kinh. Vén dé nay s€ dugc ban sau hon
trong bai nay véi cac thong tin lién quan trén 1am sang, nhung khong nhim mé ta chi tiét cac
phan tu steroid khéac nhau.

Tac dung cua progestogens

Progesterone chuyén hoa nhanh chéng va cac liéu dugc lap lai thuong xuyén néu ding duong
tiém, dat am dao hay ubng. Cac progestogens tong hop c6 uu dlem dung it 1an hon, nhung ciing
gidng nhu progesterone, cac progestogens tong hop sau khi gin két vi cac thy thé progesterone
ndi bao, co tic dong bao vé ndi mac tir cung va e ché rung trimg tuy theo loai progestogen. Co
ché tac dung tai mo dich rat phtrc tap, cic cong thirc hda hoc khac nhau c6 kha ning tic dong
(kich thich hay &c ché) 1én cac thu thé khac nhu thu thé androgen, oestrogen, glucocorticoid va
mineralocorticoid.

Phéan loai cac progestogens

Pa sb cac progestogens déu 1a din xuét cua testosterone hay progesterone, mic du drospirenone,
mot progestogen mai ra doi, c6 ngudn gbe tir 17 alpha-spirolactone. Mdi progestogen (nht 13
hoat chat trong vién tranh thai phéi hop duong udng) thuong duoc sap xép theo nam/thap nién
gi6i thiéu — d6 1a cac hop chat thé hé thir nhat, thir hai va thr ba (Bang 1). Diéu nay khong hiru
ich vi c6 thé dan dén ham ¥ cac hoat chét cung thé hé c6 ciu tric hoa hoc tuong tu va ¢ cac dic
tinh lién quan v6i nhau. Mot chon lia khac la phén loai cac progestogens theo nhom sinh hoa
(Bang 2). Phuong phap nay ciing khong uu viét vi chi can wvai thay ddi nho & phan tur steroid co
thé gay nhing bién d6i 16n vé chuyén hoa d6i véi ai luc gén két thy the steroid, dén dén cac tac
dong khac nhau dang ké. Cac nha san xuit dang trén dudng phat trién cic progestogens “tinh
khiét hon” va gin chuyén biét v6i thu thé progesterone nham ting cudng nhitng dic tinh c6 loi
va giam thiéu céc tac dung phu nhu hoat tinh androgen (Bang 3).

Bang 1 Vi du vé cac thé hé progestogens

Progestogen Nam gidi thi¢u Thé hé Biét dugc

Norethynodrel | Thép nién 1950 Thir nhat | Enovid (150pg mestranol + 9.58mg
norethynodrel) vao ndm 1959

Norethisterone | Pau thap nién 1960 Thr hai Anovlar (50pg ethinylestradiol +
4mg norethisterone) vao nam 1961

Levonorgestrel | Pau thap nién 1970 Thr hai Microgynon vao nam 1973

Norgestimate Cuoi thap nién 1980 Thir hai/ba | Cilest vao cudi thap nién 1980
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Gestodene Gitra thap nién 1980 Thur ba Femodene vao thap nién 1980
Desogestrel Gifra thap nién 1980 Thir ba Marvelon vao dau thap nién 1980
Drospirenone Dau nam 2000 Thu tu Yasmin vao nam 2001

Cac progestogens mai

Vai progestogens méi di duoc tong hop trong hai thap ky vira qua bao gém dienogest,
drospirenone, nestorone, nomegestrol acetate va trimegestone. Cac progestogens nay khong co
tac dung androgen hay oestrogen va c6 hoat tinh gan gidng voi progesterone tur nhién.
Trimegestone va nestorone duoc xem c6 hoat tinh progesterone cao nhat, tiép theo 1a 3-keto-
desogestrel va levonorgestrel. Kha nang tre ché rung tring cua cac progestogens cling khac nhau.
Cac progestogens nay c6 thé mang lai loi ich cho phu nir néu duoc sir dung trong cac ché pham
tranh thai phdi hop, diéu tri thay thé hormone (HRT) hay diéu tri cac réi loan trong phu khoa nhur
lac ndi mac tir cung. Vi du nhu dienogest, drospirenone va trimegestone c6 hoat tinh khang
androgen. Céc linh vyc diéu tri trén s& duoc khao sat k§ hon nham xem xét khuynh hudng chi
dinh cac progestogens méi dua trén cac dit lidu da dugc cong bd.

Béang 2 Phan loai cac progestogens

Progestogen Vidu
Progesterone Progesterone tu nhién
Retroprogesterone Dydrogesterone
Dian xuét progesterone Medrogestone

Dan xuat 174-hydroxyprogesterone
(pregnanes)

Medroxyprogesterone acetate
Megestrol acetate
Chlormadinone acetate
Cyproterone acetate

Dan xuat 174-hydroxynorprogesterone
(norpregnanes)

Gestonorone caproate
Nomegestrol acetate

Dan xuat 19-norprogesterone (norpregnanes)

Demegestone
Promegestone
Nestorone

Trimegestone

Dan xuat 19-nortestosterone (estranes)

Norethisterone
Norethisterone acetate
Lynestrenol

Etynodiol diacetate

Dan xuat 19-nortestosterone (gonanes)

Norgestrel

Levonorgestrel

Desogestrel

Etonogestrel (3-keto-desogestrel)
Gestodene

Norgestimate

Norelgestromin (17-deacetyl-norgestimate)
Dienogest

Dan xuat spirolactone

Drospirenone
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Bang 3 Tac dung chuyén héa ciia cic progestogens (dua trén i luc gan két véi cac thy
thé steroid sinh duc)
Hoat tinh Hoat tinh Khang Khang Hoat tinh SHBG
progesteron androgen | androgen | mineralocor glucocor
ticoid ticoid

Progesterone 1 _ (+) ay _ _
Cyproterone acetate 4 +4++ _ (+) _
Norethisterone 4 i _ - _ _
Medroxyprogesterone 4 + = = (+) +
Levonorgestrel 6 e _ _ _ gy
Desogestrel 8 + _ _ _ _
Gestodene 9 + - (+) _ 4
Norgestimate 4 it - = . S
Drospirenone 4 _ oy ne g =
Dienogest 4 2 - _ _
Nomegestrol 5 - T - _ _
Nestorone 10 = = = . S
Trimegestone 10 = (+) (+) : ?

Hoat tinh progesterone 1-10 : 10 la manh nhét ’
- khong tac dung, (+) tac dung yé€u, + trung binh, ++ manh, +++ rat manh
SHBG = sex hormone binding globulin

Vai tro ciia cic progestogens méi trong thudc tranh thai phdi hop

Vién tranh thai phdi hop dudng udng hién nay chira thanh phan oestrogen 1a ethinylestradiol,
mdt dan xuit tong hop cua estradiol, thay thé cho mestranol dam bao kiém soat dugc chu ky.
Hon nita, cac progestogens dugc phdi hop voi oestrogen dé trc ché rung trimg va ngan ngira su
tang sinh ndi mac tur cung.

Céc progestogen moi ¢6 hoat tinh manh hon va c6 thém mot sb tac dung khac, nhu hoat tinh
khang androgen va khang mineralocorticoid. Viéc két hop cac progestogens nay voi
ethinylestradiol giup tao ra cac dic tinh riéng biét cho mbi ché pham tranh thai phéi hop dudng
udng. Cac phén tir 19- -norprogesterone, drospirenone va dienogest khong c6 tinh androgen va, do
d6, khong tac dong trén chuyén hoa lipid. Khong giong nhu cac dan xuit 19-nortestosterone, cac
progestogens moi it gy ra nguy co' vé mach mau va chuyén hoa nhung can c6 thém nghién ctru
dé khang dinh diéu nay. Mot sb cong ty duoc pham dang khao sat viéc st dung két hop céc
oestrogens “ty nhién” vai cac progestogens moi dé bao ché vién ngira thai co tinh dung nap tdt
hon.

Vién tranh thai phdi hop chira drospirenone

Drospirenone, dan xuit cua 17 alpha-spirolactone, c6 tdc dung dugc luc tuong tu progesterone tu
nhién, vi hoat tinh khang mineralocorticoid, lam tang vira phai sy dao thai nudc va natri.
Drospirenone c6 hiéu quéa gap 8-10 lan spironolactone (Bang 3). Hoat tinh khang androgen ciia
drospirenone bang 1/3 cyproterone acetate.
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Tai Anh Qudc hién c6 vién tranh thai phdi hop dudng ubng chtra 30 pg ethinylestradiol/3 mg
drospirenone (Yasmin®, Schering Health Care, Burgess Hill, West Sussex) . Yasmin ngura thai
hiéu qua va c6 tinh dung nap tét. Néu so sanh véi vién tranh thai phdi hop duong udng chira 30
pg ethinylestradiol/150 pg levonorgestrel (Microgynon®, Schering Health Care), nhom str dung
Yasmin c6 ty 18 ting huyét ap va ting can thap hon trong thoi gian 6 thang.

Hoat tinh khang androgen ctia Yasmin da duogc chung té qua mot thir nghiém trong 9 thang va
tac dung lam giam muyn twong ty khi so sanh v6i vién chira 35 ug ethinylestradiol/2 mg
cyproterone acetate (Dianette®, Schering Health Care). Da s6 cac thudce tranh thai phdi hop
duong udng (ngay ca d6i v6i vién chita 20pug ethinylestradiol) déu cho thiy tac dung giam muyn,
giam bai tiét chat nhon va loi ich ctia cac progestogens co tinh khang androgen chi biéu hién r&
rang khi sir dung thudc trong thoi gian dai.

Mot sb triéu ching tién kinh nguyét duoc cai thién khi dung Yasmin theo chu ky. M6t nghién
ctru di ching minh vién tranh thai phdi hop duong ubng chira 20 pg ethinylestradiol/3 mg
drospirenone, duoc sir dung trong 24 ngay dbi voi chu ky kinh 28 ngay, cai thién cac triéu ching
¢6 lién quan dén rdi loan tim than tién kinh nguyét so voi gia duoc.

Vién tranh thai phdi hop chira dienogest

Dienogest thuong duoc goi 1a progestogen ngoai lai, vi n6 c6 tac dung duoc lyc két hop cac dic
tinh ctia din xuét 19-nortestosterone va dan xudt progesgerone. Dienogest c6 tac dong
progestogen rd rang trén ndi mac tir cung, ai lyc gin két thip véi cac thy thé oestrogen,
glucocorticoid va mineralocorticoid. Hoat tinh khang androgen cta dienogest bang khoang 30%
cyproterone acetate.

Tir dau thap nién 1990, thude tranh thai phdi hop duong udng da xuit hién & Chau Au (nhung
khong co tai Anh qudc) véi thanh phan 30 pg ethinylestradiol/2 mg dienogest (Valette®). Theo
mdt nghién ctru, vién thude chira 35 pg ethinylestradiol/2 mg cyproterone acetate (Dianette®,
Schering Health) 1am giam 70% testosterone tu do, ting 250-300% globulin gin hormone sinh
duc (SHBGQG) va c6 tac dung gidm mun tuong tu.

Vong tranh thai dat Am dao chira nestorone

Nestorone 1a din xuat 19- -norprogesterone, chi c6 hoat tinh khi dung duong tiém do bi chuyén
hoa nhanh chéng tai gan. Hoat chat nay c6 4i luc gin két cao véi thy thé progesterone nhung it
gan két véi cac thy the androgen va oestrogen, vi vy gdy tc ché rung trimg manh. Nestorone c6
tiém luc cao va chi can ding cac lidu rat thap, duoc giai phong tir tir qua hé thong phong thich
cham.

Vong am dao phong thich 15 pg ethinylestradiol/150 pg nestorone mdi ngiy, c6 thé trc ché rung
trirng mot cach hiéu qua va tao chu ky chay mau phu hop cho nguoi sir dung. Chua c6 nghién
ctru so sanh vong dat Am dao nay v6i san pham di duoc cip phép chua 15 pg
ethinylestradiol/120 pg etonogestrel (NuvaRing®, Organon, Cambridge, Cambs)

Vai tro cia cac progestogens moi trong ché pham tranh thai chi chira progestogen

Vién tranh thai duong udng chira liéu thap norethisterone va levonorgestrel van c6 hiéu qua mac
du céc progestogens ndy c6 thé trc ché rung trimg khong hoan toan (di dugc ghi nhan voi
khoang 7> 5O chu ky diéu trj voi cac progestogens nay). Co ché tac dong c6 thé dua trén sy thay
601 chat nhay co tir cung lam giam kha nang tham nhap cia tinh tring. Desogestrel ding duong
ubng (Cerazette®, Organon), chuyén hoa thanh 3-keto-desogestrel (etonogestrel), ¢6 i lyc gan
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két manh véi thu thé progesterone, vi vay uc ché rung trung dén 99% sb chu ky va co tac dung
ngura thai & muc do dang tin cay hon.

Ché pham Norplant dugc phat trién v6i sy kiém soat cac steroids khuéch tan qua mang silicone
véi toc dd hang dinh (rat khoi thi truong Anh qudc vao nim 1999), d6 1 hé théng gdm 6 vién
nang cay dudi da chira levonorgestrel. Cac nghién ciru vé dang thudc ciy dudi da d3 mé rong
cho hé théng chira mot hogc hai rods silicone : Implanon® (Organon) va Jadelle® (Schering
AG). Implanon san c6 trén thi truong Anh qudc va mot s nude Chau Au, trong khi Jadelle
khong c6 trén thi truong Anh quéc nhung c6 mit & cac nude Chau Au.

Que cay tranh thai chi chira progestogen (nestorone)

Hoi dong Dan sb tai My dang khéo sat que cdy dudi da 1 nang, chira nestorone c6 hi¢u qua trong
2 nam. Vi nestorone khong c6 hoat tinh khi dung duong uéng nén c6 thé st dung & phu nit cho
con bu sita me. Cac nghién ctru ban dau cho thay que cay nay kha hiéu qua va co tinh dung nap
mac du co thé gdp phai vai tac dung phu nhu roi loan kinh nguyét, nhirc dau va tang can. Can
tién hanh thém nghién ctru c6 thay doi thiét ké véi hy vong cai thién tinh hiéu qua.

Que ciy tranh thai chi chira progestogen (nomegestrol acetate)

Nomegestrol acetate la progestogen co tac dung manh trén ndi mac tir cung. Nomegestrol acetate
néu dung duong uong tac dong manh gap 4 1an so voi medroxyprogesterone acetate va c6 ai luc
gan két v6i thu thé progesterone cao gip 2.5 1an progesterone tu nhién. Nomegestrol acetate co
tinh khang androgen nhung khong manh bang cyproterone acetate. Hoat chat nay khong gan két
vé6i cac thu thé cua oestrogen, aldosterone hay glucocorticoid.

Céac nghién ctru da chung minh rang que cdy tranh thai 1 nang chira nomegestrol acetate
(Uniplant®), duoc nghién ciru rat nhiéu nhung chua co trén thi truong hién nay, c6 hiéu qua
ngura thai trong vong 1 nam, khoéng géy néi mun nhu que cay chira levonorgestrel. 56% phu ni
su dung que cdy nay co kinh nguyét giong nhu chu ky binh thuong va 16% ngung dung thude
nay sau 1 nam. Que cdy chira nomegestrol acetate it ¢ tac dung trén chuyén hoa carbohydrate,
lipid hodc chuyén hoa tai gan.

Thudc xit tranh thai chi chira progestogen (nestorone)

Hoi dong Dan s va Acrux Ltd di bat dau cac nghién ctru giai doan I khao sat thudc xit ngira thai
chira nestorone danh cho phu n. Két qua cho thay cac lidu nestorone dinh truge duge xit 1én
canh tay, ngim qua da, vao trong mau, va dat dugc ndng do can thiét trong huyét tuong dé trc
ché rung trimg. Liéu don nestorone khong hap thu hoan toan trong 24 gio, vi vdy c6 thé linh hoat
hon trong viéc dinh thoi diém st dung céc lidu thude.

Vai tro cia cac progestogens m¢i trong phu khoa

Céc hop chét progestogens dau tién dugc st dung trong vién tranh thai duong ubng nhung da
som c0 vai tro quan trong trong diéu tri cac r6i loan kinh nguy¢t, ung thu ndi mac tur cung, lac
ndi mac tir cung, hd tro thai ky trong diéu tri hd trg sinh san va hoi chimg tién kinh nguyét.

Progestogens trong diéu tri réi loan kinh nguyét

Céc progestogens thuong dugc sir dung dinh ky dé diéu hoa chu ky kinh hay dung lién tuc (vi
du, dung cu tir cung chira levonorgestrel) dé diéu trj rong kinh. Ché d liéu dung va loai
progestogen str dung khac nhau rat nhiu, chua nhat tri hoan toan vé phac d6 diéu trj tdi uu. Cho
dén nay, khong c6 bang chimg cho thay cic progestogens mdi mang lai cac vu diém gi.
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Progestogens trong diéu tri lac ndi mac tir cung

Lac ndi mac tir cung 1a bénh 1y tién trién chiém ty 18 5-10% phu nit, c¢6 thé gay thong kinh, giao
hop kho, dau dudi lung va vo sinh. Bénh c6 ty 16 tai phat cao (khoang 50% truong hop diéu tri
ndi khoa bi tai phat sau 5 ndm). Progestogens lidu cao (thudc tranh thai phdi hop dudng udng) tc
ché bai tiét FSH va LH, lam teo ndi mac tir cung va giam luong méu kinh. Céac nghién ctru cho
rang progestogens ¢ hiéu qua twong tu cac thude khac nhung chi phi thap hon dang ké va c6
tinh dung nap t6t hon danazol hay cac chit dong van gonadotrophin-releasing hormone (GnRH).
Mot khi ¢6 hi€u qua tri liéu, cac thudc nay co thé dung an toan trong thoi gian dai.

Mot s6 nghién ctru gan day da ching to rang 1 mg dienogest moi ngay c6 hiéu qua bang 3.75 mg
triptorelin, tiém bap mdi 4 tudn trong thoi gian 16 tuan sau diéu tri phau thuat lac ndi mac tir
cung. Vi vy, dy co6 thé 1a mot thay thé tri liéu cho cac chit dong van GnRH.

Progestogens trong diéu tri hdi chirng tién kinh nguyét

Vi€e sir dung progesterone va cac progestogens trong diéu tri hoi ching tién kinh nguyét dua
trén nguyén nhan thiéu hut progesterone. Chua c6 bang ching vé quan diém nay. Hon nita, nhiéu
két qua cua cac phan tich tong hop gan day khong khuyén céo st dung progesterone hay
progestogens (moi hay cil) trong diéu tri hoi ching trude kinh.

Vai tro cia progestogens trong diéu trj thay thé hormone (PTTTH)

Progestogens duoc két hop v6i oestrogen trong diéu tri thay thé hormone nham bao vé ndi mac
tir cung, kiém soat chay mau kinh va giam nguy co ung thu ndi mac tir cung. Néu ph01 hop voi
progestogens c6 tinh androgen c6 thé gay tic dung c6 hai trén chuyen hoa (vi du, ddi véi
lipoproteins) do lam giam HDL cholesterol. Dir li¢u dugc cong bd tir nghién ctiru Womens
Health Initiative cho rang progestogens c6 lién quan dén tang nguy co ung thu v & nhimg nguoi
diéu tri thay thé hormon, c6 nhiéu gia thuyét vé cac progestogens khac nhau va tic dong cia
chung tai cac mo dich.

Piéu tri thay thé hormone véi drospirenone

San pham phoi hop lién tuc 2 mg drospirenone va 1 mg 17 B-estradiol dang san co trén thi
truong cua Anh quoc (Angeliq®, Schering Health). Thudc kiém soat cac triéu ching van mach
thoi ky mén kinh va c6 thé c6 tac dong tot trén huyét a ap. Dur liéu tur hai cudc nghién ctru gan day
da chimg minh diéu nay. Mot nhom phu nit bi cao huyét ap nhe v6i huyét ap ban dau trén 140/90
mmHg, huyét ap tam thu giam trung binh 9 mmHg sau 28 tuan tri liéu va huyét ap tam truong
giam trung binh 5.7 mmHg. Can c6 thém nghién ctru dé khang dinh két qua nay véi s lugng
bénh nhan l6n hon trong thoi gian nghién ctru dai hon.

Picu tri thay thé hormone voi dienogest

Ché pham phéi hop lién tuc duong ubng chira 2 mg estradiol valerate/2 mg dienogest
(Climodien®, Schering AG; c6 trén thi truong mot sé nude Chau Au khong c6 & Anh qudc) da
ching t6 1am giam céc triéu chimg man kinh. Mot thir nghiém ngau nhién, c6 kiém soat voi gia
duogc da cho théy réng thude ¢ tac dung hd tro cho phu nir bi trAm cam murc do nhe dén trung
binh.

Piéu tri thay thé hormone véi nomegestrol acetate

Heé théng tri liéu qua da chtra 50 pg/ngay 17 estradiol / 5 mg/ngay nomegestrol acetate da dugc
khao sat va so sanh voi cac ché pham dicu tri thay thé hormone khac. Phu nit st dung thudc dicu
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tri thay thé hormone chira nomegestrol acetate c6 chu ky kinh déu hon so véi nhimg nguoi dung
miéng dan chira medroxyprogesterone acetate hay progesterone tur nhién. Cac ché pham diéu tri
thay thé hormone chira nomegestrol kiém soét cac triéu chimg van mach thoi ky man kinh,
nhung van chua rd cac thudc ndy c6 mang lai wu diém gi khac cho ngudi str dung.

Diéu trj thay thé hormone véi trimegestone

Trimegestone la progestogen manh c6 tinh khang androgen va khang mineralocorticoid ¢ lidu
cao. Néu so sanh véi cac phdi hop diéu tri thay thé hormone, trimegestone c6 hiéu qua tuong
duong 1am giam céc triéu chimg mén kinh. Cac nghién ciru trong 12 thang da chimg té phdi hop
lién tuc chura trimegestone c6 tdc dung bdo v¢ ndi mac tur cung va tao chu ky kinh phu hop hon
s0 v6i thude chira norethisterone acetate. Progestogen mdi niy c6 thé tao tac dung c6 loi trén
chuyén hoa, ting HDL va apolipoprotein A1, so voi ché pham diéu trj thay thé hormone chtra
norethisterone.

Ket luian

Bai bao nay tap trung dé cap dén vai tro tri liéu clia cac progestogens trong tranh thai va phu
khoa, véi ndm progestogens mai : dienogest, drospirenone, nomegestrol acetate, nestorone va
trimegestone. R3 rang 1 cac progestogens c6 cac dic tinh riéng, nhung liéu cac hoat chit ndy c6
mang lai thém loi ich gi ddi véi truong hop can ngira thai hiéu qua, diéu tri cac rdi loan phu khoa
va giam triéu chtng thoi ky man kinh hay khong? Diéu nay van khong chic chin véi cac bang
chimg dugc cong bd cho dén nay. Drospirenone dii trong vién tranh thai phdi hop duong udng
hay trong ché pham diéu tri thay thé hormone déu c6 tac dung tét va hoat tinh khang androgen va
khang mineralocorticoid ¢6 thé giup bénh nhan tuan thi viéc ding thude. Dienogest ciing ¢6 tinh
khang androgen, nhung né c6 uu diém gi so v6i cac ché pham chira drospirenone khong?
Nestorone, nomegestrol acetate va trimegestone la nhiing progestogens manh tao mot s6 thay do6i
c6 loi vé chuyén hoa, nhung chua c6 nhiéu thong tin lién quan dén chay méu kinh.

Mot diéu can nhdn manh 13 liéu lugng, duong dung cua progestogen va phdi hop voi estrogen s&
anh huong dén kha ning dung nap cia mdi bénh nhan va khong thé diéu chinh cac phan tur
steroid nay. Cac progestogens mdi giip co nhiéu chon Iya hon trong tri liéu, nhung can tiép tuc
phat trién va dua cac hoat chat nay vao cac dang bao ché mai.

Tai liéu tham khao

Mansour D. Use of the new progestogens in contraception and gynaecology. The Obstetrician &
Gynaecologist 2006;8:229-234

7/7



