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Femoston® conti
Vién nén bao phim

1 mg estradiol (dang hemihydrat) cun
dydrogesterone

a Abbott

Poc ki huwéng dan sir dung trudc khu dun *
Hay g]ﬂ' t& hudng dan. Ban c6 the cin ding lai khl cén
thiét. Néu ban c¢6 nhitng thic méc khong dugc giai dap
trong t& hudng din nay, xin hoi y kién bac sy hoic
duoc sy clia ban. Thube chi ding theo don ciia béc s¥.
Thube nay chi k& don riéng cho ban. Khéng nén
chuyén don nay cho ngudi khac, ngay ca khi ho co
tridéu chimg giéng ban, bai vi vide d6 ¢6 thé 1am hai
ho.

Femoston® conti 1 vién nén bao phim hinh tron, hai
A \ A - L A > a -
mit 16i, mau hong cam, ¢6 khic s6 “379” & mot mat.

Femoston® conti chira 1 mg 17p-estradiol (hemihydrat)
va 5 mg dydrogesterone.

Ta duoc:

Nhdn vién (cho tét ca cdc vién nén):
Lactose monohydrat, hypromellose, tinh bdt ngd,
silica khan dang keo, magnesi stearat

Bao phim:
Titanium dioxid (E171), oxyd sat vang (E172), oxyd
sat do (E172), hypromellose, macrogol 400

Chi dinh

Liéu phép thay thé hormone (HRT) dé diéu tri cac
triéu chirng thieu hut estrogen & nhirng phu nit da qua
ky kinh nguyét gin nhét it nhat 12 thang.

Ngan ngira lodng xuong & phu nir sau man kinh ma cé
nguy co cao ran giy xuong ma khéng dung nap, hodc
chéng chi dinh vé&i cac thudc khac dung dy phong
lodng xuong.

Ngudi gia: ‘ )
Kinh nghiém trong dieu trj & phu nit trén 65 tudi con
han cheé.

Liéu lugng va cich diung

Thudc ding dudng uéng.

Oestrogen va progestogen nay duoc ding mdi ngay
khong gian doan.

Liéu ding la mot vién mdi ngay trong chu ky 28 ngay.
Dung Femoston® conti lién tuc ma khong gian doan
giita cac hop thude.

Bét ké 1a dé khoi ddu hay tiép tuc diéu tri cac triéu
chimg sau man kinh, cin dung lidu thip nhit ma co

hiéu qua va ding trong thdi gian ngén nhét (xem muc
“Cénh bao va thén trong dac biét khi dung th ube”)
Piéu tri két hop lién tuc cod thé bét dau véi Femoston®
conti phu thudc vao thoi gian tir lic mén kinh va mare do
trdm trong cua cic triéu ching.

Dya vao dap img 1am séng, lidu dung c6 thé dugc didu

énh nhan chuyjén hé pham ding lién tuc theo trinh
hoic chu ky nén hoan thanh chu ky 28 ngay sau dé
uyén sang Femoston® conti.

énh nhén chuyén tir ché pham két hop dugc dung lién
tuc c6 thé bt ddu diéu tri & bat ki thoi diém nao.

Néu quén dung mét liéu thude, nén ding cing sém cang
tot. Néu hon 12 gid troi qua, viée didu tri nén duoc tiép
tuc v4i vién nén tiép theo ma khong dung vién da
quén.Kha ning chay mau bt thuomg hoic c6 vét mau cbd
thé tang.

Femoston® conti ¢6 thé diing hodc khong dung cing véi
thirc dn

Femoston® conti khong dugc chi dinh ding cho tré em.

Chéng chi dinh

= Ung thu va da c6 hodc con nghi ngd

= Céc u 4c tinh phu thudc estrogen di biét hodc con
nghi ngd (vi du: ung thu mang trong tir cung).

* Cac u phu thudc progestogen dd biét hodc con nghi
ngd (vi du: u mang néo)

* Chay mau bg phén sinh duc chua chin doan dugc

* Tang san ndi mac tir cung ma chua dugce dicu tri

= Huyét khéi tic tinh mach tw phat truge day hodc
dang gip (huyét khdi tinh mach séu, tic mach phéi).

= Réi loan chdy méu da bi€t (vi du protein C, protein S
hodc thieu hyt chat chéng déng miu (xem muc
“Cdnh bdo va than trong dic biét khi ding thudc”
bén dudi) )

= Bénh huyét khbi dong mach cip tinh hozc gan day
(vi du: dau thit ngyuc, nhdi mau co tim)

= Bénh gan cép tinh hodc tién sir bénh gan, chimg nao
ma cac test chirc ndng gan chua trd lai binh thuong.

= R&i loan séc t6 hiém gap “porphyria”

= Qua mén v&i hoat chat hay bat ky t4 dugc nao

Canh bio va thin trong khi ding thudce

Péi vai viée diéu trj triéu chimg sau man kinh, chi nén
bat dAu diing liéu phap ding hormon thay thé (HRT) khi
cac tri¢u chung anh hudong x4u t6i chét luong cude song.
Trong moi trudong horp, can danh gia cin than dinh ky, it
nhét 14 hang nim vé cac lgi ich va nguy co. Chi tiép tuc
dung HRT khi 1oi ich 1a vugt trdi so vdi nguy co.

Bing chimg vé cac rui ro lién quan téi HRT trong diéu
tr; man kinh som kha han ché. Tuy nhién do mirc d6
thap ctia nguy co tuyét dbi & phu nir tré, can bang gilta
loi ich va nguy co rti ro & nhttng phu nit nay c6 thé
thuén loi hon & phu nit 16n tudi.

Khém/theo ddi



Truée khi bit dau sic dun g holic bét dau sir dung lai
HRT, cén tim hiéu diy du tién sir y khoa cuia ca nhan
va clia c gia dinh. Dya vao tién sir y khoa va cic
chéng chi dinh, canh bao khi diing thude, cin phai
kham thuc thé (bao gf)m ca ving xuong chéu va vi).
Trong khi diéu trj, can kham dinh k¥ v& tin suat va
tinh chét phir hop véi timg phu nit. Can yéu ciu nguoi
phu nir théng béo cho bac sy hojc diéu dudng bét cir
thay ddinao & vl (xem “ung thu vii” duoi ddy). Phai
kiém tra, bao gdm c4 bang céc phirong phap hinh 4nh
thich hgp nhir 14 chup nhil anh, phit hgp véi cac hudng
dan kham sang loc hién ¢6 va dugc thay dbi theo yéu
cau [Am sang caa tirmg ¢ nhin.

Nhﬁ‘ng traémg hop cén theo ddi

Voi bt ¢ trrong hgp nao sau day, dd timg xdy ra
trude day, va/hojc trim trong hon trong qué trinh
mang thai hodc trirde khi diéu trj hormon, bénh nhan
cén dugc theo doi chit. Céan tinh dén vise nhimg
triromg hop nay 6 thé tai xudt hién hoidic adng hon
trong qua trinh didu tri bfmg Femoston® conti, dic biét
14;

e U co tron (u xo tir cung) hodc lac ndi mac tr
cung

e Cac yéu to nguy co réi loan huyét khdi tie
mach (xem bén dudi)

e Céc yéu té nguy co khéi u phy thude estrogen,
vi du nhur sir di truyén méce 46 1 d6i véi ung
thu vi

o Tang huyét ap

o R&i loan chirc ning gan (vi du nhur u tuyén
gan)

e Déi thao dudng c6 hodc khong b bién ching

mach mau

Soi mat

Pau nira ddu hodc dau din (ning)

Lupus ban d6 hé théng

Tién sit ting sin ndi mac tir cung (xem bén

durdi)

Bénh déng kinh

e  Hen

e Xoclng tai

Cac ly do céin neung ding Femoston® conti ngay 1ap
Cén dimg didu tri ngay 14p tuc trong cac truémg hop
chéng chi dinh va trong céc truomg hep sau:

*  Vang da hoic suy giam chirc ndng gan

= Tang huyét ap déng ké

= Khgi déu méi cha chimg dau ddu kién migraine

= Mang thai

Tang sdn ndi mac tir cung va ung thu bidu mé:

G phu nff con tr cung nguyén ven, nguy co ting sin
ndi mac tir cung va ung thu biéu mé tang 1&n khi ding
oestrogen mdt minh trong thdi gian dai. Céc bao cdo
cho thiy nguy co ung thur ndi mac tir cung & nhing

ngudi chi dimg oestrogen ting 1én gp tir 2 dén 12 ldn so
v&i nguoi khdng sit dung, phu thude vao thei gian diéu
tri va lifu oestrogen st dung (xem muc “Tdc dung
khéng mong muén”), Nguy co nay van cdn cao trong it
nhit 10 nim sau khi ngitng diéu tri.

Dung thém progestogen theo chu ky, it nhét 12 ngiy mai
thang/chu ky 28 ngay, hodic ding lién tuc phdi hop
oestrogen-progestogen cho phu nit chua phau thuét cat
bé tir cung o thé tranh dwoc sy ting nguy co ung thur do
chi diing riéng oestrogen. ;
Chiy méu bét thu'(mg hqﬁc ¢6 vét man cb thé xay ra
trong thang diu didu tri. Neu ban thay chay mau bat
theong hodic ¢6 vét mau xuét hién nhiéu 1an trong khi
diéu tri hodc vin con tiép tuc sau khi da ngimg didu tri,
hay thng bdo ngay véi bac sy. Bac s¥ s& diéu tra xac
dinh nguyén nhan, ching han sinh thiét tir cung dé loai
trir ung thu t cung,

Ung thu v

Din chimng tdng quan cho thdy ting nguy co tién trién
ung thr vi & nhitng phu nit ding dang két hop
oestrogen-progestogen va ciing c¢6 thé chi ding
oestrogen, diéu d6 phu thude vao thai gian diéu tri.

Liéu phdp oestrogen-progestogen két hgp

= Nghién efru ngau nhién ¢ kiém soat gia duge, nghién
clru WHI (T6 chire Nghién ciru sirc khoe phu nit), va
céc nghién ciru dich té dd tim thiy ring nguy co ung
thr vii ting 1én & phu ntt ding HRT phéi hop
oestrogen-progestogen, thdy 8 sau khoang 3 nam
(xem muc “Tde dung khéng mong mudn”).

Liéu phdp ding riéng oestrogen

= Thir nghiém cta WHI cho thay nguy co ung thu vi
khéng ting & phu nir di phiu thuat cit bo tir cung chi
diing oestrogen dé thay thé hormon. Céc nghién ctru
quan sat cho thay ti 1& ting nguy co ung thu vi &
nhém chi dimg oestrogen thap hon dang ké so véi
nhém ditng hdn hop oestrogen-progestogen (xem muc
“Tdc dung khiong mong muon”).

Su tiing nguy co bat dau nhan thdy duge tir vai nim sau

khi didu tri nhung lai trér lai nhw ofi sau vai (thuromg 13 5)

nam sau khi dimg thudc.

HRT, dac biét 1a didu tri phdi hop oestrogen-

progestogen, lam tang mét 46 nhil anh, do dd co thé anh

hudong x4u tdi viée phat hién ung thu vi bang phéng xa.

Ung thr bubne trémg

Ung thurr budng tring biém gip hon ung thu vii nhiéu.
Sir dung 1au dai (it nhét 5-10 n&m) chi oestrogen c6 lién
quan dén ting nhe nguy co ung thu budng trimg (xem
muc “Tdc dung khbng mong mudn”). Mot sb nghién
cir, gébm c6 cac nghién cru WHI 4m chi ring ding lau
dai HRT dang két hop c6 thé gy ra nguy co twong tu
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hodc nhe hon (xem muc “Tdc dung khong mong
mudn’”).

Huyét khéi tinh mach

= HRT c6 lién quan 16i vige tang 1,3 — 3 lin nguy co
tién trién huyét khdi tinh mach (VTE), nhu huyét
khéi tinh mach sdu hodc thuyén tic phdi. Nguy co
nay & nim dau tién ding HRT cao hon la & nhimg
nam vé& sau (xem muc “Tdc dung khéng mong
muon”).
Bénh nhén di & tinh trang tang déng maun s& ting
nguy co bi huyét khéi tinh mach, va HRT ¢4 thé 1am
ndng thém nguy co ndy. Vi viy chéng chi dinh HRT

: a F3 = A e
cho cdc bénh nhin ndy (xem muc “Chong chi

dinlt”).

* Nhin chung, cdc yéu tb nguy co vé huyet khéi tinh
mach bao gdm: ding oestrogen, tudi gia, dai phiu
thuit, bit dong thoi gian dai, béo phi
(BMI>3 Okg/r}lz), théri ky c6 thai/sau sinh, béah lupus
ban dé hé thong (SLE), va ung thir. Vai trd gy gifn
tinh mach khong c6 lién quan trong VIE.

= Ciing gidng nhir tat ca cic bgnh nhén sau phau thuit
khac, cdn c6 cdc bién phap du phong tranh VTE sau
khi phiu thuat. Néu sau khi phau thuat chon loc can
bat dong thdi gian dai thi nén tam thoi ngiing HRT
trude tir 4 dén 6 tudn. Khong tiép tuc ding HRT cho
t& khi nguoi bénh clr déng duge hodn toan.

= Néu phu nir khéng ¢6 tién st VTE nhung trong s6
nhitng ngudi ¢b quan hé huyét thong gan nhit trong
gia dinh c6 ngudi bi huyét khéi khi con tré thi c6 thé
cin chiéwchup sau khi tham kham cén than nhim
gioi han nguy co ndy (chidu/chup chi xac dinh dugc
1 1i 18 nhét dinh khuyét tat the mach do huyét khéi).

= Néu khuyét tat do huyét khdi dugc xic djnh 1a khong
lién quan dén huydt khdi cia cac thanh vién khic
trong gia dinh, hofic néu 14 khuyét tit nghiém trong
(tirc 14 thiéu antithrombin, prptein S hodc protein C
hodc phéi hop nhidu khuyét tit) thi chdng chi dinh
HRT cho nhiing trueong hop nay.

= Phy nit d3 didu trj chit chdng déng man tinh cin cn
nhic cin thén gifta loi ich va nguy co rii ro khi dung
HRT.

= Néu VTE phat trién sau khi bit ddu diéu trj HRT thi
phai dirng thude. Bénh nhan can dén gip bac sy ngay
1ap tre khi nhan thiy nguy co ¢6 tridu chimg huyét
khéi (nhur sung dau & 1 chén, hodic dau thit ngyc d6t
ngdt, thé gip).

Bénh déng mach vanh (CAD)

Khéng co bang chimg tir cac thu nghiém ngau nhién
6 kiém sodt vé sir bao vé chéng lai nhdi méau co tim &
phu nir ¢6 hoic khéng ¢6 bénh mach vanh (CAD) dung
HRT phoi hop oestrogen-progestogen hodic chi riéng
oestrogen.

Liéu phdp phii hop vestrogen-progestogen
Nguy co trong dbi CAD tang nhe khi ding HRT phéi
hop gifta oestrogen va progestogen. Vi nguy co tuyét dbi
co ban CAD phu thude nhidu vao tudi tdc nén & phu nit
khée manh & tudi ga"in man kinh, sb cac ca CAD ting
thém do sir dung oestrogen - progestogen 1a rét it, nhung
s& tang 18n khi nhiéu tudi hon,

W
Liéu phap chi dung oestrogen "\~
Dir ligu ngau nhién ¢6 kiém soat-cho thay nguy co CAD
khéng ting thém & phu nit Bhgu thuat cit tir cung chi
ding oestrogen.

Dot quy ndo

Liéu phap phoi hop oestrogen-progestogen va ligu phap
chi dung oestrogen lam tang nguy co dt quy néo lén 1,5
ldn. Lién quan nay khéng phu thudc vao tudi hay thdi
gian trude khi man kinh. Tuy nhién, vi rang nguy co dot
quy théng thudng phu thude nhiéu vao tudi, nén nguy co
d6t guy ndéi chung & phu nit ding HRT ciing sé ting theo
tudi (xem muc “Tde dung khdng mong muén”).

Cac trirdng hop khéac

= Oestrogen co thé gdy giir nude, vi vdy bénh nhén r01
loan chitc ning tim hay than can duge theo dGi cén
thén.

= Néu ban bi ting ndng 44 lipid trong méu (ting
triglyceride mau), ban nén duge theo déi sat khi diéu
tri bang HRT (du chi ding oestrogen hofic hay ché
phim két hop). Trong nhimg trudmg hop hiém gip
mite lipid méu (triglyceride) ting qud cao din t&i viém
tuy khi didu tri bang oestrogen cho nhimg trudng hop
nay.

® Oestrogens lam tang globulin lién két tuyen giap
(TBG), dén t&i tang tdng lugng hormon tuyen giap
trong tun hoan. Hormon tuyén gi4p trong tudn hoan
duoe xac dinh boi jodin lién két véi protein (PBI),
ham legng T4 (do bing ¢t hoic bang mién dich
huynh quang) hoic T3 (do bing mién dich huynh
quang). Sy gidm hép thu hat T3 phan anh TBG cao.
Néng d6 T3 va T4 tur do 1a khéng dbi. Céc protein lién
hop khéc co thé ciing tang cao trong huyét twong, tirc
14 globulin lién két véi costicoid (CBG), globulin lién
két v&i hormone sinh duc (SHBG) dén téi ting lugng
corticosteroid va steroid sinh duc trong tudn hoan
chung. Ndng d6 hormon tu do hodc ¢6 hoat tinh sinh
hoc la khong thay ddi. Nong d0 cdc protein khac trong
huyét tuong ciing ¢ thé ting 1én (chit nén tién chat
angiotensin/renin, alpha-I antitrypsin,
ceruloplasmin).

= Sir dung HRT khéng cai thién chirc néng nhan thic
mot cach ro ring. C6 mot vai dan ching vé syt tang
nguy c¢o khimg hoang than kinh & phu nit ngoai 65
tudi bat dau ding HRT ca ché pham phéi hop lién tuc
hodc chi diing oestrogen.




= Khéng ding thudc nay ndu ban cé van & vé di
truyén hiém gip nhu: khéng dung nap galactose,
thiéu hut lactase Lapp hofc kém hép thu glucose-
galactose.

Tri ligu phdi hop oestrogen va progestogen nay

kh6ng phai 1 thubc tranh thai.

Tuong tic thude
Khong ¢6 nghién ciu nao duge thye hién dé khao sat
tuong tac gitta Femoston® conti va cac thude khac.

Hiéu qua cua cestrogen va progestogen ¢o thé bi suy

giam:

® Oestrogen va progestogen cé thé bj tang chuyén

héa khi st dung ddng thii véi cée chit gy ting

chuyen héa men, dac biét 14 cac men P450 2B6,

3A4, 3A5, 3A7, nhir 14 céc thube chbéng déng kinh

(vi du phenobarbital, carbamazepine va phenytoin)

va thude chéng nhifm tring (vi du rifampicin,

rifabutin, nevirapin, efavirenz).

Ritonavir va nelfinavir, mic du da dugc biét 1a ¢

ché manh CYP450 3A4, A5, A7, nhung nguge lai,

lai gy ting tic dung khi ding dbng thdi véi cée

hormon steroid.

= C4c ché phim dugc thio ¢o chira St. John's Wort
(Hypericum perfloratum) c6 thé giy chuyén héa
oestrogen va progestogen qua duong CYP450 3A4.

* V& mat 1Am sang, ting chuyén hoa oestrogen va
progestogen ¢ thé dan téi giam hiéu qua va thay
dd1 ddc tinh chdy méu tir cung cla ngudi sir dung.

Oestrogen co_thé anh hudng téi su chuvén héa cée
thudc khac
Oestrogen c6 thé (e ché men chuyén héa thude
CYP450 do trc ché canh tranh. Anh hudmg nay déc
biét dang ké véi nhirng chit cé chi dinh diéu tri hep,
nhu:

- Tacrolimus va cyclosporine A (CYP450 3A4,

3A3)
- Fentanyl (CYP450 3A4)
- Theophyllin (CYP450 1A2)

Trén 1am sang, didu nay dén toi ting ndng d6 thudce bi
anh hudng trong huyét twong téi mic gy doe. Vi
viy, c6 thé can chi dinh theo dai chat néng do thube
trong thoi gian dai va giam lidu cua tacrolimus,
fentanyl, cyclosporine A va theophylline c6 thé can
thiét.

Kh3 ning sinh san, mang thai va cho con bu

Khéng dung Femoston® conti trong thoi ky mang thai.
Néu mang thai trong khi dang didu tri bang
Femoston® conti nay thi cin ngimg thudc ngay lip
tue.

Cac két qua ciia hiu hét cic nghién ctru dich t& hoc tr
trrde dén nay lién quan dén tiép xic vo tinh gilta bao
thai v6i hdn hop oestrogen va progestogen cho thiy
khéng cé tac dung gy quai thai hodc gdy déc cho bao

thai. Khéng ¢6 dit lisu ddy di vé viéc st dung céc
dydrogesteron/estradicl & phu nit mang thai.

Cho con bt
Khéng dung Femoston® conti khi dang cho con bi.

%
Anh hwéng trén kha paﬁgLée va van hanh may
moe
Femoston® conti khong ¢d hodc c6 anh hudng khong
dang k& trén kha nang lai xe va vén hanh mdy méc.

Thdng tin quan trong vé cac thanh phin

Femoston” conti ¢é chira lactose monohydrat. Néu ban
duoe bac s¢ théng bao vé viée ban khong dung nap véi
mbt s dudng, dic biét 13 lactose, hily hoi bac sy trude
khi ding thude ndy.

Tic dung khéng mong mudn )
Thong bao cho bac sy cac tac dung khong mong mudn
gip phai khi str dung thudc

Céc phan irng bat loi cia thudc dwoc bao cao phd bién
nhét khi didu tri vdi estradiol/dydrogesterone trong cac
thir nghiém 1am sang 14 dau déu, dau bung, dau vl va
dau lung.

Céc tac dung khéng mong mudn dirge bao cdo trong céc
thir nghiém [am sang nhu sau (n=4929):

Céc tan suat ctia nghién ctru lién quan dén cac tic dung
phu dugc sép xép theo sau: Fdit thuong gap (nhidu hon 1
trwdng hop trong 10 bénh nhan duge didu tri); thuong
gdp (tr 1 dén 10 truong hop trong 100 bénh nhan duge
didu tri); i gap (tir 1 dén 10 truomg hop trong 1000 bénh
nhédn duoc didu tri); kiém gép (tir 1 dén 10 truong hop
trong 10000 bénh nhan dugc diéu tri).

Nhiém khudn va nhiém ky sinh trimg
Thudmg gip: nim candida 4m dao

Khéi u lomh tinh, dc tinh va khéng xdc dinh
it gap: ting kich thuée u mém co tron

RGi logn hé mién dich

ft gélp: cac phan (g di img (qua man ¢idm)
Roi logn tdm than

Thudmg gip: trAim cam, cing thing

it gap: anh hudng dyc nang

Roi logn hé than kinh

RAt thudmg gip: dau dau

Thudng gip: migraine, chéng mat

Réi logn tim

Hiém gip: nhdi méu co tim

R6i logn mach

it gap: huyét khéi tinh mach (xem bén dudi dé biét thém
thong tin)

Réi loan tiéu hoa

Rat thutmg gip: dau bung

Thudng gip: budn nén, nén, diy hoi

Réi logn gan

[t gap: bt thudng chitc ning gan, thi thoang kém véang
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da hodc suy nhuge, va dau bung, rdi loan thi mat.

Réi

loan da vit mé dwdi da

Thudmg gip: phan tng di ung da (vi du: phat ban,
ngua ngay)
Hiém gip: phit mach, ban xuét huyet mach mau

Réi
Rét
Roi
Rat

logn co xwomg v mé lién két
thuong gép: dau lung

loan hé sinh san va v
thudng gip: dav/cing vi

Thudng gip: R&i loan kinh nguyét (vét mau sau man
kinh, chay mau tr cung, rong kinh, v& kinh, kinh
nguyét bit thudng, dau bung kinh), dau khung chau, an
mon ¢d tr cung

ft gap: ngure to, hdi chimg tién kinh nguyét

Roi

loan chung va phan vmg tai noi dimg thude

Thuong gap: Cac frang thai suy nhuge (suy nhwge,

mét

moi, bat 6n), phil ngoai bién

Khdm/xét nghiém:
Thudng gap: Ting cén
It gap: giam cén.

Nguy co ung thu vi

|

b ¢6 bao cao cho thiy nguy co ung thu v ting
gip d6i & phy nit dung ph01 hgp oestrogen va
progestogen trén 5 nam.

Murc dd ting nguy co ung thu v & ngudi sir dung
riéng ocestrogen thip hon 16 tét so v6i & ngudi sir
dung phdi hgp oestrogen va progestogen.

Mirc dd nguy co phu thude vao thoi gian sir dung
(xem myc “Cdnh bdo va thin trong dic bigt khi
dimg thudc”)

Két qua cia nghién ciru 16n nhét, nglu nhién ¢6
so sanh véi placebo (nghién ciu cua WHI) va
nghién ctru dich & hoe 1on nhit (MWS) duge dura
ra dudi day.

MWS — Uéc Irgng nguy co mic thém ung thr vi

sau 5 nim s dung

Do $4 trudmg | Ti 16| Sé truemg hop

tudi hop mic | nguy co | mic bénh
bénh va CI | thém/1000
thém/1000 | 95% truong hop ding
trueomg hop HRT frong 5
chua bao nim (95%CI)
giv  ding
HRT trong
5 nam'

HRT v&i riéng oestrogen

50 —-[9-12 1,2 1-2(0-3)

65
Phéi hop oestrogen va progestogen

50 —-|9-12 1,7 6(5-7)

65

*Ti 1 nguy co tong thé. Ti 1& nguy co khdng ¢b dinh
ma ting theo thoi gian st dung

Chu ¥: vi rang chi s6 nén vé ung thu vi 12 khac nhau
& cdc nude chdu Au nén sd luong cée trudng hop

[ mic ung thir v tang thém ciing thay déi tuong tng. |

Nghién ctru ciia US WHI — Nguy co mic thém
ung thir vii san 5 ndm sir dung

Do tudi | Chi s trén [ Ti 1¢ nguy | $6  trwomg
(ndm) 1000 phujce va CI| hop mac

nig  dung | 95% bénh
gia  duge thém/1000
trong 5 treomg  hop
nam | v ding HRT
/’ }\ trén 5 ndm
LA 0 (95%CI)
CEE vai riéng oestrogen
50-79 | 21 0,8 -4 (-6 -0)°
(0,7—1,0)
CEE+MPA oestrogen va progestogen
50-79 | 17 1.2 +4 (0 -9)
(1,0—1.,5)

"Khi phan tich giéi han & phu nit khéng sit dung
HRT trudce nghién ciru, nguy co bi ung thur via khéng
tdng trong 5 ndm dau didu tri: sau 5 nam, nguy co
cao hon & nhoém khbng sir dung,.

'S

dung chi st co ban & cic nude dang phét trién

Neuy co ung thur ndi mac fir cung

Phu nif sau mén kinh ¢o {ir cung

Khoang 5/1000 phu nit ¢6 tr cung khdng ding HRT c6
nguy co ung thu ndi mac tu cung.

V&1 phu nit ¢6 tir cung, khéng nén ding HRT véi riéng
oestrogen vi lam tdng nguy ca ung thir ndi mac tir cung
(xem muc “Cdanh bdo va thiin trong dic biét khi ding
thube”).

Tiy thudc vao thdi gian diéu trj bing oestrogen riéng
va liéu oestrogen sir dung, cir 1000 phu nit trong d6
tudi tir 50 dén 65 thi nguy co ung thr ndi mac tir cung
ting thém tir 5 dén 55 trudmg hop.

C6 thé tranh khéi nguy co tang thém nay bang cach
ding thém progestogen it nhat 12 ngay mdi chu ky
trong {iéu phap oestrogen don. Trong nghién ciru cua
MWS, sit dung HRT phéi hgp trong 5 nam (lién tuc
hodc dirt doan) khéng lam ting nguy co ung thir ndi
mac tir cung (Ti 18 nguy co bing 1,0 (0,8 — 1,2)).

Ung thw budng tring

Nguy co ung thir bubng trimg tang nhe khi dung lau dai
HRT véi oestrogen riéng va phdi hgp oestrogen véi
progestogen. Trong nghién ciru cia MWS, trong s6
2500 ngudi sir dung HRT trong 5 ndm thi ¢6 1 trudng
hop ting thém.

Nguy co huyét khdi tinh mach

HRT lam tang nguy co huyét khéi tinh mach tién trién
(VTE) 1én 1,3 — 3 14n, tirc 13 huyét khdi tinh mach sdu
hay thuyén téc tinh mach phdi. Hién twong nay thuong
x4y ra hon trong nim diu tién ding HRT (xem muc

* Nghién ciru WHI trén phu nif khong ¢ tir cung va khong
thay ting nguy co ung thu vi



“Cdnh bdo va th@n trong dic biét khi ding thuic”).
Két qua nghién efru cia WHI cho thay:

Nghién ciru cia WHI — Nguy co mic thém VTE sau
5 nam st dung

D6 tudi | Chi sé trén | Tilé nguy co | 86 trudng hop
(nam) | 1000 phy nir | va CI 95% mic bénh
dung gia thém/1000
duge trong ngudi  dung
5 niim HRT
Ubng riéng oestrogen’
50-59 |7 12 1
(0,6 -2,4 (-3-10)
Udng oestropen va progestogen phdi hop
50-59 | 4 2,3 5
(1,2 -4.3) (1-13)

Neuy co bénh déng mach vanh

Nguy co bénh déng mach vanh tdng nhe & nhitng
ngudi ding két hop oestrogen-progestogen & dd tubi
trén 60 (xem muc “Cdnh bdo va thin trong dic biét
khi dimng thuoc”).

Nguy co dét quy

Chi ding oestrogen va diéu tri véi oestrogen —
progestogen ¢6 lién quan t6i viée ting 1,5 1an nguy co
twong dbi d6t quy. Nguy co dbt quy nio khéng ting
trong thai gian dung HRT.

Nguy co tuong dbi khong phu thugc vao tudi tac hay
khodng thoi gian dung thude, nhung vi nguy co gisi
han phu thude nhidu hon vao tudi nén nguy co dot quy
chung & phu nit dimg HRT s& khéng ting theo tudi
(xem muc “Cdnh bdo va thdn trong ddc biét khi ding
thuée”).

Nghién efru cua WHI — Nguy co dft quy sau 5
nam st dung
D6 tudi | Chi s6 trén | Tilé nguy co | S5  trudng
(ndm) 1000 phu nir | va CI 95% hop mac
ding gid bénh
duge  trong thém/1000
5 ndm ngudi dung
HRT
50-59 | 8 1,3 (1,1-1,6) | 3(1-5)

Cic phan frng bit loi di duoc béo céo cb lién hé t&i

viée

diéu  tri

oestrogen-progestogen

(bao  gdm

estradiol/dvdrogesterone):

= Khéi u limh tinh, de tinh va khong xdc dinh

Khéi u phu thude oestrogen ci khéi u lanh tinh va u 4c
tinh, vi du ung thr ndi mac tir cung, ung thur buéng
tring. Ting kich thude khéi u phu thudc progestogen
(vi du u mang néo)

= Réi logn hé mdu va bach huyét: Thiéu méau tan mau

= Roi loan hé mién dich: Lupus ban do hé théng

} Nghién ciru trén phu nit khéng c6 tir cung

* Réi logn chuyén hba va dinh dutmg: Ting triglyceride
méau

= Roi logn hé than kinh: Kha nang mét tri tang, chimg
mua giat, lam ndng thém cac triéu chimg dong kinh.

= R6i logn mdt: ngdm vao dé cong ciia gidc mac, khong
dung nap voi kinh dp trong

= RGi logn mach: cic cuc mau dong & dong mach
(ching huyét khdi dong mach) ”\A/ 4

= Réi loan tiéu héa: Viém tuy (& ihkifag phu nit da bi
tang triglyceride mau trudce dd)

= Réi loan da va mé dudi da: ban do da dang, ban do
nat, chirng ram da/da d6i mdi, ching 6 thé vin con
khi ngimg dung thude.

= Réi logn co xuong va mé lién ket chudt rit & chin

* Réi logn thén va tiét niéw: mat kim soat cla bing
quang (khong kidm ché duge tiéu tién)

= Roi logn hé sink san vé vii: Bénh & vii lanh tinh, &n
mon ¢ tir cung.

= Réi loan do bdm sinh, yéu t6 gen/gia dinh:Trim trong
thém bénh dai ra porphyria

= Khdm/xét nghiém: Tang hormone tuyén giap

Qua lidu

Ca estradiol va dydrogesterone déu 14 céc hoat chét c6
ddc tinh thap. Tuy nhién, trigu chimg qud liéu ¢ thé
gf’im cb: budn nén, ndn, cang vi, chong mat, dau bung,
budn ngi/mét moéi va ngimg kinh. Khong chéc ring diéu
tri tridu chimg qua lidu 13 cin thiét. Théng tin bén trén
ciing dwge 4p dung cho cc trudng hop qui liu & e
em,

Dirge Iirc hoe

Nhém duoe didu tri: hé tiét nibu sinh duc va hormon
sinh duc, progestogen va oestrogen, két hop ¢6 dinh. Ma
ATC: GO3FA14

Estradiol

Hoat chit 17p-estradiol d& duwge xac dinh vé mat hoa
hoe va sinh hoce 14 estradiol ndi sinh & nguoi.

N6 thay thé cho oestrogen di bi giam tiét & phy nit man
kinh, va lam gidm nhe triu chirng méan kinh.

Oestrogen gi(p tranh mét xuong do mén kinh hodic
phéu thuit bubng trimg,.

Dydrogesterone

Dydrogesterone 1a mt progestogen ding dudng udng
c6 hoat tinh tuong duong véi progestogen dung duong
tiém truyén.

Vi r?mg oestrogen kich thich su phat trién clia ndi mac
tlr cung nén oestrogen lam ting nguy co ting san ndi
mac tir cung va ung thu ndi mac tir cung. Str dung thém
progestogen lam gidim manh nguy co ting sdn ndi mac
tir cung do oestrogen gy ra & phu nit khong phiu thuit
tr cung.

Théng tin thir nghiém 14m sang:
e Giam cac triéu chirng va kiéu chay mau do thiéu
oestrogen




¢ Gidm cac triéu chimg tién mén kinh dat dugc
trong cdc tuan diu diéu tri

Ngimng kinh thuéng xuyén dugc thdy & §8% phuy nit
trong thang 10-12 cha dot didu tri. Chay mau bt
thuomg va/hodc chi ¢é vét mau xuvét hién & 15% phu
nir trong vong 3 thang diéu tri ddu tién va 12% phu
nif trong thang 10 dén 12 cua dot didu tri.

Tic dung tranh xép xuwong

Thiéu oestrogen khi man kinh thuémg kém véi ting
luin chuyén va giam khdi lugng xuong. Anh hudng
cua oestrogen trén mat do khoang clia xwong phu
thude vao lidu dang. Thc dung chbng mét xwong vin
duy tri khi diéu tri con tlep tuc. Sau khi ngirng HRT,
xwong bi giam khéi luong véi ti 18 twong duong voi
phu nif khdng diéu tri. Cac din chimg tir thir nghiém
WHI va cac phén tich thir nghiém meta dd chiing minh
rang viéc st dung HRT hién nay cho phu nit khoe
manh, da la ding don chét hay ph01 hop véi
progestogen, ddu 1am gidm nguy co gdy xwong do
lofing xuong & xuong hong, xwong cdt sbng va cac
xuong khic. HRT ciing ¢6 thé chdng giy xuong &
nhitng phu nir ¢6 mit do xwong thip va/hoje di bt
dﬁy lodng xuong, nhung cac dan chirg d6 van con han
che.

Sau } nim didu tri bang Femoston® conti mét do
khoang ciia xuwong cot song thét lung tang 4,0+3,4%
(TB £ SD). 90% phu nit ¢é méat d6 khoang ¢ xuong
tang hodc khéng ddi trong subt thoi gian diéu tri.
Femoston® conti cling ¢o tac dung trén mat do khoang
cia xwong héng. Su tang sau | ndm diéu tri tai dui (&
1,5%+ 4,5% (1B + SD), 3,7%+t 6,0% (TB = SD) tai
d5t chuyén va & tam gidc Ward ting 2,1% + 7,.2% (TB
+ SD). Ti 1€ phu nir c6 mat d§ khoang cia xuong gilr
nguyén hoZc ting lén & 3 ving xuwong hdng sau khi
didu tri bang Femoston® conti tuong tmg 13 13 71 %,
66 va 81%.

Dwge dong hoe
Estradiol:

= Hdp thu

Kha ning hdp thu cia estradiol phy thudc vao kich
thuée tiéu phan, estradiol dang vi tiéu phan hap thu
ngay qua dudng tiéu hda.

Béng sau ddy dua ra céc thong s dugc dong hoc trung
binh cta estradiol (E2), estron (E1) va estron sulphat
(E1S) cho méi liéu estradiol dang vi tiéu phén. Dir ligu
duge thé hién 1a gi4 tri trung binh (SD)

Estradiol 1 mg

E2 El ElS
{estradiol) | (estron) {estron
sulphat)
Cinax 71 (36) 310 Cinm 93

(pg/ml) (99) (ng/ml) (3.9
Coia 18,6 (9.4) | 114 i 2,059
(pg/ml) (50) (ng/ml) (1,340)
Cav 30,1 194 Cav(ng/ml) | 4,695
(pg/ml) | (11,0 (72) (2,350)
AUCtoas | 725(270) | 4767 | AUCqas 112,7

| (pg-h/ml) (1857) | (ng/ml) | (55,1)
= Phdn bé

Oestrogen da duoc tim thiy ca & dang ty do va dang lién
két . Khoang 98-99% estradiol lién két voi protein huyét
tuong trong dé ¢b khoang 30-52% lién két véi albumin
va 46-69% lién két yéu globulin gén véi hormon sinh
duc (SHBG).

= Chuyén héa f\ﬁ\ b4

Sau khi uong, estradlol bi chuyen hoa rit manh. Cac
chét chuyén hoa‘““/xhong lién két va lién két chi yéu 1a
estron va estron sulphat. Nhimng chit chuyén héa nay co
thé gép phén vao hoeat tinh clia oestrogen, hoic truc tiép
hay sau khi chuyen dang thanh estradiol. Estron sulphat
¢6 thé tham gia vao tudn hoan gan-rudt.

= Thai trir

Trong mude tién, cac hop chét chinh 1a cac glucorunide
cla estron va estradiol. Thot gian ban thai tir 10 -16 gio.
QOestrogen durge tiét vao sira me.

= Sw phu thuée vao lidu dimg va thoi gian

Sau khi udng Femoston mdi ngay, nong d6 estradiol dat
dén trang thai 6n dinh sau khoing 5 ngiy. Nhin chung
ndng d6 6n dinh dat dugc trong vong 8 dén 11 ngay
ding thuée.

Dvdrogesterone:

= Hdp thu

Sau khi ubng, dydrogesterone nhanh chéng duge hép
thu v Ty tir 0,5 dén 2,5 gi&. Sinh kha dung hoan toan
ctia dydrogesterone (udng lidu 20 mg so v&i tiém truyén
tinh mach 7,8 mg) 14 28 %.

Bang sau diy cung cip cac théng sb duge lye hoc liéu

don trung binh <cuia dydrogesterone (D) va
dihydrogesterone (DHD).
Dvdrogesterone 5 mg

D DHD
Crax (ng/ml) 0,90 (0,59) 24,68 (10,8%)
AUCg,; (ng.h/ml) 1,55 (1,08) 98,37 (4321)
AUC;;; (ng.h/ml) - 121,36 (63,63)
« Phdn bé

Sau khi tiém tink mach dydrogesterone, thé tich phan b
tinh cha thubc vao khoang 1400 lit. Hon 90%
dydrogesterone va DHD lién két v&i protein huyét tuong

= Chuyén hoa '
Sau khi duge ding dudng uong, dydrogesterone nhanh
chéng bi chuyén hoa thanh DHD. Néng d6 chat chuyén
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" héa chinh 20a—d1hydrodydrogesterone (DHD) dat dinh
© vao khoang 1,5 git sau khi udng. Nong do DHD trong
huyét tuong cao hon dang ké so vé&i thude me. Ti sb
AUC va Cpa clia DHD va chdt me lan lugt vao
khoang 40 va 25. Nira doi ban thai trung binh cua
dydrogesterone va DHD thay ddi 1an luot giira 5 dén 7
va 14 dén 17 gid. Mot dac diém chung cia tit ca cac
chat chuyén hoa 1a sy luu giit cAu hinh 4,6 dien-3-on
ctia chit me va sy mat di cia 17p-hydroxy. Piéu nay
giai thich sur thiéu tic dung cia oestrogen va androgen
cua dydrogesterone.

* Thai tri

Sau khi uéng dydrogesterone ké tren khoang 63% liéu
bi thai trlr qua dudng niéu. HE s& thanh thai huyet
tuong tong sb 1a 6,4 lit/phit. Trong vong 72 gio thuée
bi thai trir hoan toan. DHD c6é mit trong nudc tiéu chu
yéu duéi dang lién hop véi acid glucuronic.

= Sw phu thudc vao liéu dimg va thoi gsan N\f/
Dugc dong hoc cta lidu don (dung 1 lan duy /fﬂﬁ!ga
ding nhiéu lan 12 dudng thing trong khoang & ul g
tir 2,5 dén 10 mg. So sanh dong hoc giira dung 1 lan
duy nhét va ding nhic lai nhiéu 1an cho thdy ring
duoc dong hoc cua dydrogesterone va DHD khong
thay dbi nhur 14 két qua ciia nhing liéu nhic lai. Sy 6n
dinh dat dugc sau 3 ngay diéu tri.

Twong ki
Khong thay

Han dung va diéu kién béo quén

3 nam ké tir ngdy san xuét.

Khéng bao quan ¢ nhiét d trén 30°C.

Bao quan trong bao bi gbc va noi kho réo.
Khéng diing thubc qua han dugc ghi trén bao bi.
Pé thude xa tim voi va tm nhin cia tré em.

Quy cach dong goi
Hop 1 vi 28 vién va 3 vi 28 vién
Vi duge lam bang PVC/nhdm.

Thong tin thém

Bét ky ché phim khong dugc sir dung hofc réc nguyén
ligu can dugc tiéu huty theo yéu cau cia dia phuong.
Théng tin trén t& hudéng dan sir dung ndy con han che.
Pé biét thém thong tin, hdy hoi bac sy hoic dugc s¥.

Ngay phat hanh thong tin
Thang 1 ndm 2013

Nha san xuit

Abbott Biologicals B.V.,

Veerweg 12, 8121 AA Olst — The Netherlands (Ha
Lan)
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