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Femoston® conti
Vién nén bao phim

I mg estradiol (dang hemihydrat) r.:un
dydrogesterone

a Abbott

DPoc k§ hudng dan sir dung trude khl din@is.__* _
Hay giit t& hudng dan. Ban cé the can ding lai kh1 cén
thiét. Néu ban cé nhimg thic méc khéng duge giai dap
trong t& hudng din nay, xin hoi ¥ kién bac sy hoic
dugc sy ciia ban. Thube chi dimg theo don ciia béc s§.
Thube nay chi ké dom riéng cho ban. Khéng nén
chuyén don nay cho ngudi khac, ngay ca khi ho cé
triéu ching gidng ban, bai vi viéc d6 cé thé 1am hai
ho.

Femoston® cm;ti la vién nén ’haox phim hinh tron, hai
mat 18i, mau héng cam, ¢6 khac s6 “379” & mdt mat.

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

Ta duoc:

Nhadn vién (cho tdt ca cde vién nén):
Lactose monohydrat, hypromellose, tinh b{t ngd,
silica khan dang keo, magnesi stearat

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

Chi dinh ‘

Liéu phap thay thé hormone (HRT) dé diéu tri cic
triéu ching thiéu hut estrogen & nhiing phu nir dd qua
ky kinh nguyét gin nhét it nhat 12 théng.

Ngin ngira lodng xuong & phy nir sau man kinh ma cé
nguy co cao ran gy xuong ma khong dung nap, hoic
chdng chi dinh véi cée thube khac ding du phong
lodng xweng.

Ngudi gia: ) )
Kinh nghié¢m trong diéu trj & phu nif trén 65 twoi con
han ché.

Liéu lugng va cich ding

Thuée ding duomg udng.

Oestrogen va progestogen ndy dugc ding mdi ngay
khéng gidn doan.

Liéu diing la mét vién m3i ngay trong chu ky 28 ngay.
Ding Femoston® conti lién tuc ma khéng gian doan
giira cac hdp thude.

Bét ké la dé khoi ddu hay tiép tuc diéu trj cdc tridu
chimg sau man kinh, can dimg liéu thap nhit ma cé

hiéu qua va ding trong th&i gian ngin nhét (xerrl muyc
“Canh béo va thiin trong dic biét khi dang thude™)
Piéu tri két hop lién tuc 6 thé bit diu véi Femoston®
conti phy thudc vao thai gian tir lic man kinh va mac d¢
trdm trong ctia c4c triéu chimg.

Duya vao dap (mg lim sang, liéu ding ¢ thé duge diéu

chinh sau dé. A

Bénh nhin chuyé‘n/ ‘ﬁe phim ding lién tuc theo trinh

==t h(}ac chu k¥ nén hoan thanh chu ky 28 ngay sau 46

<l

Bénh nhin chuyén tir ché phém két hop duge dung lién
tuc ¢6 thé bit ddu diéu tri & bat ki théi diém nao.

Néu quén ding mét liéu thude, nén ding cang som cang
tt. Néu hon 12 gior trdi qua, viée diéu tri nén duge tiép
tuc véi vién nén tiép theo ma khong ding vién da
quén.Kha ning chay méau bét thuemg hoic cé vét méu co
thé téng.

Femoston® conti ¢é thé diing hodc khong ding cing véi
thire an

Tré em:

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

Chﬁng chi dinh
* Ung thu vi dé co hodce con nghi ngd

®= (Céac u 4c tinh phy thude estrogen dd biét hodc con
nghi ngd (vi du: ung thu mang trong tr cung).

* Cic u phy thuge progestogen di biét hodc con nghi
ngdr (vi dy: u mang nio)

* Chay mau bd phan sinh duc chwa chén doan dugc

a Tang san nol mac tir cung ma chura duge didu tri

= Huyet khdi téc tinh mach tu phat trude day hodc
dang gip (huyét khéi tinh mach siu, the mach phdi).

» Réi loan chay mau da biét (vi du protein C, protein S
hodc thiéu hut chit chéng déng mau (xem muc
“Canh bdo va thdn trong ddc biét khi ding thuoc”
bén dudi) )

= Bénh huyét khdi déng mach cép tinh hoic gin day
(vi dy: dau thit ngye, nhdi mau co tim)

= Bénh gan cip tinh hoic tién sir bénh gan, chimg nao
ma céc test chirc ndng gan chua trd lai binh thudng.

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

* Qué man véi hoat chat hay bat ky ta duge nao

.
-

Cinh bao va thian trong khi ding thude

Déi VUI viéc diéu trj triéu ching sau man kinh, chi nén
bit ddu ding liéu phép dung hormon thay thé (HRT) khi
cac trigu chung anh huong xfu téi chét Im:mg cude song.
Trong moi trudng hop, cén danh gi can thdn dinh ky, it
nhit la hang nam vé cac lgi ich va nguy co. Chi tiép tye
ding HRT khi loi ich 14 vurot trdi so véi nguy co.

Béng chimg vé céc rui ro lién quan téi HRT trong diéu
trj man kinh sém kh4 han ché. Tuy nhién do murc 46
thép ciia nguy co tuyét ddi & phu nif tré, can bing giita
loi ich va nguy co riii ro & nhitng phu nif nay co thé
thudn lgi hon & phu nit lom tudi.

Khém/theo ddi



https://trungtamthuoc.com/

Trude khi bt dau st dung hofic bit dau st dung lai
HRT, ¢in tim hiéu diy da tlén str y khoa ciz ca nhén
vi clia cd gia dinh. Dua véo tién sir y khoa va ede
chéng chi dinh, canh béo khi ding thudc, cin phai
kham thue thé (bao gom ca vung xuong | chau va vu).
Trong khi diéu trj, can kham dinh k¥ v tin suat vi
tinh chét phit hop v&i timg phu nit, Can yéu ciu ngudi
phu nir théng béo cho béc sv hojic didu dudng bit cir
thay ddi nao & vir (xem “ung thu vir’ dudi day). Phai
kiém tra, bao gbm ca bang cac phirong phap hinh dnh
thich hgp nhir 14 chup nhii anh, phi hgp véi cde hrong
dan kham sing loc hién ¢6 va duge thay d6i theo yvéu
cau [Am sang cia tirmg ca nhin.

Véi bit o trm;mg hgp nao sau day, da timg xdy ra
trude ddy, va/hoic trAm trong hon trong qua trinh
mang thai hoac trrde khi diéu trj hormon, bénh nhan
¢éin duge theo dbi chit. Can tinh dén viée nhimg
truomg hop nay ¢6 thé tai xuét hién heic nang hon
trong qu4 trinh diéu tri b?mg Femoston® conti, ddc bift
1a;
* U co tron (u xo ter cung) hofic lac ndi mac ti
eung
s Cic yéu td nguy co réi loan huyét khéi tie
mach (xem bén durdi)
» Cic yéu td nguy co khéi u phu thude estrogen,
vi du nhu sir di truyén mée 36 1 d6i véi ung
tha vi
» Tang huyét ap
s R&i loan chire ning gan (vi dy nhu o tuyén
gan) )
= Pxi thao dudmg c6 hode khong ¢6 bién chiing
mach mau
801 méit
Pau nira diu hode dau dau (ning)
Lupus ban d6 hé théng
Tién sir ting san néi mac tir cung (xem bén
duwréi)
Bénh déng kinh
Hen
Xa cirng tal

2 & a =

Cie Iv do cn neune dine Femoston® conti ngav 18p
e

Cin dimg diéu tri ngay 1ap tire trong cae trdmg hop
chéng chi dinh v trong edc truwémg hop sau:

* Vang da helle suy giam chire néng gan

= Tang huyet ap dang ké

= Khoi ddu méi eta chimg dau ddu kiéu migraine

= Mang thai

Tang sén ndi mac bir cung va ung thy bidu mé:

G phu nit con t cung nguyén ven, nguy ¢o ting sin
ndi mac tr cung va ung thur bidu mé ting lén khi ding
pestrogen mdt minh trong théi gian dai. Cée bao cio
cho thiy nguy co ung thr ndi mac tr cung ¢ nhimg

nguedi chi diing oestrogen ting l&n gip tir 2 dén 12 lin S0
véi ngudi Khéng sir dung, phu thude vio thii gian difu
tri va lidu oestrogen sir dung (xem muc “Tac dung
khéng mong muén®y, Nguy co nay vin cdn cao trong it
nhét 10 nim sau khi ngimg diéu tri.

Diing thém progestogen theo chu ky, it nhét 12 ngay méi
thang/chu k¥ 28 ngay, hofic dimng lién tuc phdi hep
oestrogen-progestogen cho phy nit chua phdu thuit cat
bé tiy cung cé thé tranh duge sy ting nguy co ung thu do
chi ding riéng oestrogen.

|" /

Chay méau bt rhl.n‘mjézl‘ c/ c6 vét mau co thé xay ra
trong thiang din diéu tri. Néu ban thdy chay mau bat
thwémg hodic ¢ vét mau xudt hién nhiéu lan trong khi
diéu tri hofic vin con tiép tue sau khi da ngimg diéu trj,
hiy théng bio ngay véi bac s§. Bac s¥ s§ diéu tra xac
dinh nguyén nhan, ching han sinh thiét tir cung dé loai
trir ung thu £ cung.

Ung thir vil o
Din chimg tdng quan cho thiy tang nguy co tién trién
ung the vi & nhimg phu nir ding dang két hop
oestrogen-progestogen  va ciing cd thé chi ding
aestrogen, digu do phu thuge vao thési gian dién tri.

Liéu phdp cestrogen-progestogen két hop

= Nghién ctru ngau nhién ¢6 kiém sodt gi& duge, nghién
ctru WHI (Té chirc Nghién ciru sirc khée phu nlt), va
cdc nghién ciru dich té da tim thdy ring nguy co ung
thr va ting 1én ¢ php nk ding HRT phéi hop
oestrogen-progestogen, thiy rd sau khoang 3 nam
(xem muc “Tdc dung khing mong mubn™.

Liéu phdp ding riéng oestrogen

= Thir nghiém cta WIII cho thﬁy nguy co ung thu v
khéng ting & phu nir da phau thudt cat bo tir cung chi
diing oestrogen dé thay thé hormon. Cée nghién ciru
quan sat cho thiy ti 1¢ ting nguy co ung thu vii &
nhém chi ding oestrogen thdp hon dang ké so véi
nhém diing hén hop oestrogen-progestagen (xem muyc
“Tde dung khing mong wubin’ ¥

Syr ting nguy co bat ddu nhén thay dugc tir vai nim sau

khi diéu tri nhung lai trd lai nhy cfi sau vai (thuong 1a §)

nam sau khi dimg thude.

HRT, dic biét la didu tri phdi hep oestrogen-

pragestogen, lam ting mét &6 nhil anh, do d6 cé thé anh

huéng xfu t&i viéc phat hign ung thur v bing phéng xa.

Ung thu budng trang

Ung thir budng tring hidm gip hon ung thu vl nhiéu.
Str dung lau dai (it nhét 5-10 nam) chi oestrogen ¢6 lién
quan den ting nhe nguy co ung thu budng trimg (xem
muc “Tdc dung khbng miong mudn™). M§t 50 nghién
cirn, gém ¢b cac nghién c¢fru WIII &m chi ring ding lau
dai HRT dang két hop ¢d thé gy ra nguy co tuong by

2

N

N a
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hodc nhe hom (xem muc “Tic dung khong mong
muin ™).

Huyét khdi tinh mach

= HRT co lién quan 14i vige téng 1,3 — 3 lan nguy co
tlcn trién huyét khdi tinh mach (VTE), nhu huyét
khéi tinh mach sdu hodc thuyvén tic phdi. Nguy co
nay & nim déu tiégn ding HRT cao hon 1a & nhimg
nam v& sau (xem muc “Tdc dung khong mong
muon™).

« Bénh nhan d3 & tinh trang tang déng mawu s& ting
nouy co bj huvés khéi tinh mach, va HRT ¢6 thé 1am
ndng thém nguy co nay. Vi vy chong chi dinh HRT
cho cac bénh nhin nay (xem muc “Chéng chi
dinht™}.

* Nhin chung, cée yéu t6 nguy co vé huyet khéi tinh
mach bac gom: ding oestrogen, tudi gia, dai phiw
thugt, bit ddng thoi gian dai, béo phi
(BMI>30kg/m"), théri ky c6 thaifsau sinh, béuh lupus
ban dd hé thong (SLE), va ung thir. Vai trd gay gidn
finh mach khong c6 lién quan trong VTE.

= Ciing giéng nhu tit ca cac bénh nhdn sau phau thudt
khdc, ¢dn ¢d cde bién phap dy phong tranh VIE sau
khi phiu thugt. Néu sau khi phau thudt chon loc cén
bat dong thai gian dai thi nén tam thoi ngimg HRT
trwdse tir 4 dén 6 tudn. Khang tiép tuc ding HRT che
t&i khi nguai bénh eir ddng duge hedn toan.

= Néu phu nir khéng c6 tién sir VTE nhung trong sé
nhimg ngudi ¢é quan hé huyét thong gin nhat trong
gia dinh ¢é ngudi bi huyét khdi khi con tré thi c6 thé
ciin chiéwchup sau khi tham khdm cin thin nhim
gioi han nguy co nay (chidu/chup chi xac dinh duge
 ti 1& nhét dinh khuyét tat the mach do huyét khéi).

« Néu khuyét tit do huyét khdi dwoe xdc dinh 14 khéng
lién quan dén huyét khdi cia cic thanh vién khic
irong gia dinh, hoic néu 14 khuyét tat nghiém trong
(tic 13 thidu antithrombin, prptein S hoic protein C
hodc phdi hep nhidu khuyét tat) thi chong chi dinh
HRT cho nhiing truomg hop nay.

= Phy nir @& diéu tri chdt chéng d6ng man tinh cin cén
nhic cin thin giita loi ich va nguy co riii re khi ding
HRT.

= Néu VTE phat trién sau khi bit déu diéu tri HRT thi
phai dimg thude. Bénh nhan cin dén gip bac s§ ngay
14p tirc khi nhan thdy nguy co ¢d tridu chimg huyét
khéi (nhur sung dau & | chin, hodc dau thit ngye dat
ngdt, thd gip).

Bénh ¢6ng mach vanh (CAD) :

Khéng co hing chimg tir cac thir nghiém ngiu nhién
¢d Kiém sodt vé su bao vé chéng lai nhdi mau co tim &
phu nir cd hoiic khdng ¢6 bénh mach vanh (CAD) ding
HRT phoi hop oestrogen-progestogen hodic chi riéng
oestrogen.

Libu phdp phéi hop oesrogen-progesiogen
Nguy co twong d6i CAD ting nhe khi ding HRT phéi
hop giita oestrogen va progestogen. Vi nguy co tuyét doi
co ban CAD phu thuge nhiéu vao tudi tic nén & phu nit
khde manh & tudi gan man kinh, sé cac ca CAD ting
thém do sir dung oestrogen - progestogen 1a rat it, nhung
s& tang 1én khi nhiéu tudi hon,

N5
Lidu phap c.‘zz ding oestrogen, ,—-:}? i
Dir ligu ngau nhién ¢6 kiém soa.t-c’ﬂo tha} nguy cor CAD
khéng ting thém & phu nif phau thudt cit tir cung chi
diing oestrogen.

Poét quy ndo

Liéu phap phdi hop oestrogen-progestogen va liéu phap
chi ding oestrogen lam téng nguy co dét quy ndo lén 1.5
ldn. Lién quan ndy khong phu thudc vao tudi hay theri
gian trirde khi man kinh. Tuy nhién, vi réng nguy co dét
quy théng thuong phu thude nh iéu vao wél, nén nguy co
dét quy néi chung & phy nir ding HRT ciing sé tang theo
tudi (xem muc “Tde dung khdng mong muin”).

Cac trudng hop khéc

= Oestrogen ¢6 thé gy gitr nude, vi viy bénh nhén rm
loan chirc ning tim hay thén ¢dn duge theo dbi céin
thin.

= Néu ban bj ting néng 36 lipid trong mau (tang
triglyceride mau), ban nén dwgo theo dai sat khi didu
trj béng HRT (du chi ding oestrogen holic hay ché
phdm két hop). Trong nhitng trudmg hop hiém gip
mire lipid mau (mglycende) tang Gua cac dan téi viém
tuy khi diéu tri bing oestrogen cho nhimng truémg hap
nay.

* Qestrogens lam tang globulin lién két tu)'én giap
(TBG), dan t& tang téng lugng hormen Luycn giap
frong tudn hodn. Hormon tuyén gidp trong tudn hodn
duge xéc dinh béi iodin lién két v&i protein (PBI),
him lwgng T4 (do bing cft hodc bang mién dich
huynh quang) hodc T3 (do bing mién dich huynh
quang). Sy giém hép thu hat T3 phan dnh TBG cao.
Néng do T3 va T4 tyr do 1a khéng ddi. Cac protein lién
hop khéac cé thé cling tang cao frong huyét twong, tirc
1a globulin lién két véi corticoid (CBG) globulin lién
két v6i hormone sinh duc (SHBG) dén tdi ting lugng
corticosteroid va steroid sinh duc trong tuan hoan
chung, Néng d0 hormon tr do hode e6 hogt tinh sinh
hoe 1a khong thay di. Nong df cdc pretein khdc treng
huyét trong cfing c6 thé ting Ién (chét nén tién chét
angiotensin/renin, alpha-I antitrypsin,
ceruloplasmin).

= Sir dung HRT khdng cai thién chirc nang nhan thic
mdt cach ro ring. Céd mat vai din chimng vé Sir tar.g
nguy cc khing hoang thén kinh & phy nit ngodi 65
tudi bit ddu ding HRT ca ché pham phdi hop lién tuc
hedic chi diing cestrogen.
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= Khéng dimg thuéc nay ndu ban ¢6 vin &8 vé di
truyén hiém gip nhw: khéng dung nap galactose,
thiéu hut lactase Lapp hoic kém hép thu glucose-
galactose.

Tri licu phéi hgp oestrogen vi progestogen nay

khéng phai la thudc tranh thai.

Twong tic thude )
Khong c& nghién ciu nao duge thye hidén dé khio sat
tirong tac giita Femoston™ conti va cic thude khic.

Hiéu qua ciz oestrogen vi progestogen ¢6 thé bi suy

giam:

* Oestrogen va progestogen 6 thé bi ting chuyén
héa khi st dung ddng thdi véi cée chét giy tang
chuyén héa men, dac biét la cic men P450 2B6,
3A4, 3AS, 3A7, nhu la céc thude chdng déng kinh
(vi du phenobarbital, carbamazepine vi phenytoin)
va thudc chéng nhiém tring (v{ du rifampicin,
rifabutin, nevirapin, efavirenz).

» Ritonavir va nelfinavir, mac di di dugc biét 1a uc
ché manh CYP450 3A4, A5, A7, nhung nguce lai,
lai gy ting tic dung khi ding dbng thai véi cic
hormon steroid.

= Cac ché phim duge thic ¢o chira St. John's Wort
( Hypericum perfloratum) cé thé giy chuyén héa
cestrogen va progestogen qua dudng CYP430 3A4,

= Vé mat lim sang, tang chuyén héa oestrogen va
progestogen co thé din téi giam higu qua va thay
d4i dic tinh chdy mdu tr cung cia ngudi sk dung,

Oestrogen g thé nh hudng t6i sy chuvén héa céc
thuéc khéc , ' _ ,
Oestrogen co the (e ché men chuyén hda thudc
CYP450 do 1rc ché canh tranh. Anh hwéng nady dic
biét dang ké véi nhing chét c6 chi djnh diéu tri hep,
nh:

- Tacrolimus va cyclosporine A (CYP450 3A4,

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

Trén 1am sang, diéu nay din téi tang ndng d6 thude bi
anh hudng trong huyét trong tdi mirc gﬁy dde. Vi
viy, co thé cén chi dinh theo d3i chit nong dé thude
trong thoi gian dai va giam liéu cia ta:crollmus,
fentanyl, cyclosporine A vi theophylline c6 thé cin
thiét,

Khi néng sinh san, g thai va cho con bi

Khéng ding Femoston® conti trong thoi ky mang thai.
Néu mang thai trong khi dang di€u frj bing
Femoston” conti ndy thi cfin ngimg thude ngay lap

i

e,

Céc két qua ciia hau hét cdc nghién ciu dich t& hoc ti
truede dén nay lién quan dén tiép xic va tinh giifa bao
thai v&i hén hop oestrogen va progestogen cho thiy
khéng cé tac dung gdy quai thai hofc gy dfe cho bao

thai. Khéng ¢é dir liéu ddy di vé viée sir dung céc
dydrogesteron/estradiol & phu nit mang thai.

Cho con bi:
Khéng ding Femoston® conti khi dang cho con ba.

I\
Anh hwéng trén khi pnﬁﬁin/xe va van hianh may
mae

Femoston™ conti khong cd hodc c¢é inh hudng khong
dang ke trén kha ning lai xe va véan hinh may moe.

Théng tin quan trong vé cic thianh phin

Femoston® conti cé chira lactose monohydrat. Néu ban
duge bac sv thong béo vé viéc ban khéng dung nap véi
mat s dwdmg, dac bidt 13 lactose, hily hdi bac s§ burde
khi diing thude nay.

Téc dung khéng mong mudn )
Théng bo che bac s§ cde tac dung khéng meng mubn
gip phai khi st dung thuée

Céc phéan (mg bat loi cia thude duoc bée céo phd bién
nhat khi diéu tri v estradiol/dydrogesterone frong cac
thir nghiém lam sang la dau dau, dau byng, dau vi va
dau lung.

C4c tac dung khéng mong mudn dirge bio cho trong ede
thir nghiém [am sang nhuir sau (n=4929):

Cac tan suat ctia nghién ciru lién quan dén cac tic dung
phu duge sip xép theo sau: rdf thiong gdp (nhiéu hon
trudng hop trong 10 bénh nhén dugc didu tri) thirong

gap (tr 1 dén 10 trrong hop trong 100 b¢nh nhan dwge
dieu tri), fr gaip (tir | dén 10 truomg hop trong 1000 bénh
nhin dwoc didu tri); Aiém gip (ur 1 dén 10 truémg hop
trong 10000 bénh nhan duge diéu tri).

Nhiém kudn va nhiém ky sink tring
Thudng gip: nim candida am dao

Kh&: u lanh tinh, dc tink va khong xdc dinh
it gip: tang kich thwdc u mém co tron

Rﬁr loan hé mién dich

Itg giip: cdc phan (my dj img (qué man cim)
R6i loan tdm thén

Thudng gap: trdm cam, cing thing

It gdp: 4nh hudng duc ning

Roi logm hé thin kinh

Rét thudmg gip: dau diu

Thutng gip: migraine, chong mat

RGi logn tim

Hiém giip: nhéi mdu co tim

Réi loan mack

It gap: huyét khéi tinh mach (xem bén dudi ¢4 biét thém
thong tin)

R loan tiéu hia

Rét thuémg gap: dau bung

Thuwdng gip: budn nén, nan, diy hoi

Réi logn gan

it gap: bat thudmg chirc ning gan, thi thoang kém vang

A

e |
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da hoéic suy nhuge, va dau bung, rbi loan tai mét.

Réi loan da v mé dudi da

Thuemg gap: phan tmg di (mg da (vi du: phat ban,
ngra ngay)

Hiém gip: phit mach, ban xuét huyet mach mau

Roi logn co xueamg va mo lién két

Rét thuéng gap: dau ling

Réi loan hé sinh san vér vii

Rat thuéng gip: dav/cing vi

Thudng gip: Réi loan kinh nguyét (vét mau sau man
kinh, cha}f mau {r cung, rong kinh, v& kinb, kinh
nguyet bét thudmg, dau bung kinh), dau khung chau, dn
mon ¢d tir cung

fr gap: nguc to, hdi chimg tién kinh nguyét ’

Rot loan chung va phan iing tai noi dimg thude
Thuong gap: Cac frang thai suy nhugc (suy nhuge,
mét méi, bit &n), phil ngoai bién

Khdm/xét nghiém:

Thuromg gap: Tang cin

It gép: giam cén.

Nguy co ung th vi

= Pa b bao cdo cho thiy nguy co ung thu vi ting
gip déi & phyu nit dung phéi hgp oestrogen va
progestogen trén 5 ndm.

* Mirc db ting nguy co ung thu vt 0 ngudi sir dung
riéng oestrogen thip hon rd rét so v6i & ngudi sir
dung phéi hgp oestrogen va progestogen.

*  Mire do nguy co phu thude vao thoi gian sir dung
(xem muc “Canh bdo va than trong dic bigt khi
disttgy rkuﬁ'c”)

»  Két qud cia nghién ctru [én nhat, nglu nhién ¢6
so sdnh véi placebo (nghién ciu cia WHI) va
nghién ctru dich € hoe 1on nhat (MWS) duge dua
ra dudi day.

MWS — Uléc lrgng nguy co mic thém ung thir vii
sau 5 nim su dung

Dy S6 trudmg | Ti 18 [ S6 truomg hop

tudi hop  mic | nguy co | mic bénh
bénh va  CI | thém/1000
thém/1000 | 95% * trudng hop ding

trudémg hop HRT trong 5
chua bao nim (95%CI)
gio  ding
HRT trong
5 nam'

HRT véi riéng oestrogen
50 —-]9-12 1.2 1-2(0-13)
65
Phéi hop oestrogen va progestogen
50 —-|9-12 | 6(5-7)
a5

"Ti 1& nguy co tong thé. Ti 1& nguy co khéng cb dinh
ma tang theo thoi gian st dung
Chi y: vi rang chi s6 nén vé ung thar via la khac nhau

[ mic ung thy v tang thém ciing thay di tuong ing. |

Nghién ciru ciia US WHI — Nguy co mic thém
ung thi vd saw 5 ndm s dung

D6 tudi | Chi so trén [ Ti 1é nguy | 8O trrdng
(nam) [ 1000 phujes va CI| hop mac

nit  dong | 95% bénh
gid  duoe thém/1000
trong 5 _ trzomg hop
niam A%/ ding HRT
trén 5 nam
5,’ (95%C1)
CEE vai riéng oestrogen
50-79 | 21 0.8 -4 (-6 -0)°
(0,7 1,0)
CEE+MPA oestrogen va progestogen
50-79 |17 12 +4 {0 —9)
(1.0 1,5)

“Khi phén tich gi¢i han & phu nit khéng sit dung
HRT trirée nghién ctru, nguy ¢o bi ung thu vin khéng
ting trong 5 nam diu didu tri: sau 5 nim, nguy co
¢ao hon & nhom khong sir dung,

& cde nrde chiu Au nén sd luong céc trudng hop

LS dung chi 56 co ban & cie nude dang phét trién

Nguv cg ung thir ndi mac tir cung

Phu nir sau mén kinh co {ir cung

Khoang 5/1000 phu nif ¢6 tir cung khdng ding HRT co
nguy co ung thu ndi mac tir cung.

Vi phy nir ¢6 6 cung, khong nén ding HRT vai riéng
oestrogen vi lam ting nguy ¢ ung thir ndi mac tir cung
(xem muc “Canh bdo va thin rong dic bigt khi ding
dmé'c”).

Tiy thudce vao thoi gien didu trj bing oestrogen riéng
va lidu oestrogen st dung, ¢ 1000 phu nir trong do
tudi tir S0 dén 65 thi nguy co ung thir ndi mac tr cung
téng thém tir 5 dén 55 tromg hop.

C6 thé tranh khoi nguy co ting thém nay bing cach
ding thém progestogen it nhat 12 ngiy mdi chu ky
trong liéu phép oestrogen don. Trong nghién ciru cia
MWS, st dung HRT phéi hop trong 5 ndm (lién tuc
hodc d0t doean) khdng lam tdng nguy co ung thu ndi
mac tir sung (Ti 1€ nguy co bing 1,0(0,8 - 1,2)).

Ung thir budng trim

Nguy co ung thu buﬁng trimg tang nhe khi ding ldu dai
HRT véi oestrogen riéng va phoi hop oestrogen vai
progestogen. Trong nghién ciru cia MWS, trong 50
2500 nguoi str dung HRT trong 5 nam thi ¢é 1 trudmg
hep tang thém.

Nguv co huyét khdi tinh mach )

HRT am tang nguy co huyét khéi tinh mach tién trién
(VTE) lén 1.3 - 3 lan, tirc I3 huyét khdi tinh mach sdu
hay thuyén téc tinh mach phdi. Hién twong nay thudng
x4y ra hon trong nam déu tién ding HRT (xem muc

? Nghién ciry WHI trén phy nit khéng co tir cung va khéng
thé.}' tAng nguy co ung thu vii
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“Cank hdo va thin trong dic bigt khi dimg thuie'™).

Két qua nghién ciru cua

WHI cho thay:

' Nghién ciru ciia WHI — Nguy ¢o mic thém VTE sau
| 5 ndm sir dung

' D6 tudi | Chi s6 trén | Tilé nguy co 86 trrong hop
(nam) | 1000 phu nit | va CI1 95% mac bénh
[ duing  gia thém/1000
‘| duge  trong ngudi  ding
5 nim HRT
Ubng riéng ocstrogen3
50-59 | 7 £.2 1
(0,6 —2.4) (-3-10)
Udbng oestrogen va progestogen phdi hop
50-59 | 4 2,3 5
{1,2-4.3) (1-13)

Neuy co bénh d6ng mach vinh

Nguy co bénh déng mach vanh ting nhe & nhimg
ngudi ding kit hep oestrogen-progestogen & dé tudi
trén 60 (xem muc “Cdnh bio va thin trong dic bidt
khi ding thude™.

Neuy co dot quy

Chi dong oestrogen va diéu tri véi oestrogen —
progestogen ¢d lién quan (G viée ting 1,5 1an nguy co
twong dbi d6t quy. Neguy co ddt quy nio khong ting
trong théi gian dung HRT.

Nguy co tchmg d6i khong phy thude vao tudi tic hay
khodng thoi gian dung thude, nhung vi nguy co gisi
han phy thuge nhidu hom vao tudi nén nguy co dét quy
chung & phy nit ding HRT & khéng ting theo tubi
(xem mue “Cdnh bdo va thin frrong dac bigt khi diing
thude™.

Nghién edu cua WHI — Nguy ¢o 4§t quy sau 5

nim s dpng

D6 tudi | Chi s0 trén | Ti 18 nguy co | S&  truomg

{(nam) 1000 phu nit | va CI 98% hgp  mac
ding  gia bénh
duge  trong thém/1000
5 nam ngudi ding

| HRT
1 50-59 |8 13(1L,1-1.6) [3(1-5)

Cac phan ing bét loi di duoc béo cde ¢é lién hé 15i
viée diéu  tri oestrogen-progestogen (bao gdm
estradiol/dvdrogesterone):

= Khoi u lamh tinh, de tink va Ickong xdc dinh

Khéi u phu thugc oestregen ca khéi u lanh tiah v u 4¢
tinh, vi dy ung thu ngi mac tr cung, ung thur budng
trimg. Tang kich thude khbi u phu thude progestogen
(vi du v mang néo)

* Réi loan hé mdu va back huyét: Thidu méu tan méu

= Roi logn h¢ mién dich: Lupus ban do hé théng

* Nghién ciiu trén phu nif khdng cd tl cung

* Roi logn chuyén héa va dink duimg: Ting triglyceride
mau

» Réi loan hé than kinh: Kha nang mat tri tang, chirng
mua gidt, lam ndng thém céc tridu chimg déng kinh.

= Roi fogn mdt; ngdm vio dé cong ctia gide mac, khong
dung nap voi kinh dp trong

= Réi loan mf;zch cic cpc mau dong, ér déng mach
(chimg huyét khéi dong mach) o

= Réi loan tiéu hoa: Viém tuy (Uﬂ g phu nit 3 bj
tang triglyceride mauw irude dd)

= Réi loan da va mé dudi da: ban do da dang, ban dd
nit, chimg rim da/da déi méi, ching cé thé vén con
khi ngirmg dung thude.

= Réi logn co xuong va mad lién ker chudt rit & chin

» Réi loan than va tidt niéu: m§t kidm sodt cia bang
quang (khéng kidm ché duoc tiéu tién)

« RGP loan hé sinh sém v& vii; Bé&nh & vii lanh tinh, &n
mon ¢b tir cung.

= Réi logn do ham sinh, yéu 16 gen/gia dink: Trim trong
thém bénh dai ra porphyria

= Khdm/xét nghi¢m: TAng hormone tuyén gidp

Qui lidu )

Ca estradiol v& dydrogesterone déu la cac hoat chat o6
ddc tinh thap Tuy nhién, triéu chimg quéd lidu ¢ thé
gém cé: budn ndn, ndn, cang vii, chéng mit, dau bung,
budn ngi/mét modi va ngimg kinh. Khong chéc fing dicu
trf trigu chimg qud liéu 14 cdn thiét. Théng tia bén trén
ciing duge dp dung cho céc truomg hop qud lidu & wé
em.

Dugre lyc hoe )

Nhom duge didu tri: hé tiét niéu sinh duc va hormon
sink dyc, progestogen va oestrogen, két hep ¢b dinh. Ma
ATC: GO3FAlL4

Estradiol

Hoat chat 17B-estradiol d3 duge xdc dinh vé mit hoa
hoc va sinh hoe 14 estradiol ndi sinh & ngudi.

N6 thay thé cho oestrogen da bj giam tiét & phy nif mén
kinh, va ]am gidm nhe trigu chimg man kinh.

Oestrogen gitp tranh mét xuong do mién kinh hodc
phiu thuit budng tring,

Dvdrogesterone

Dydrogestercne la mdt progestogen dung duwdng udng
cd heat tinh fuong duong vai progestogen ding dutng
tigm truyén.

Vi ring oestrogen kich thich sy phét trién ciia ndi mac
tir cung nén oestrogen lam ting nguy co ting sin ndi
mac tir cung va ung thw ndi mac tir cung. Sir dung thém
progestogen lam gidm manh nguy co téng san ngdi mac
tir cung do oestrogen gdy ra & phu nit khong phiu thuit
tr cung.

Théng tin thir nghiém 14m sing: ‘
e  (idm céc triéu chimg va kiéu chay mau do thiéu
oestrogen
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+ (Gidm cac tnéu _chimng tien man kinh dat dugc
trong cdc tuin ddu didu tri

Ngimg kinh thudng xuyén duge thiy & 88% phu nit
frong thing 10-12 cla dl;)t didu m Chay mau bt
thirémg va‘hode chi eo vét mau xuat hign & 15% phu
nir trong vong 3 thang diéu tri ddu tién va 12% phu
nif trong thang 10 dén 12 caa dot diéu tri.

Tac dune tranh xdp xuong

Thidu gestrogen khi man kinh thudng kém véi ting
luan chuyén va giam khéi lugng xuong, Anh hudng
cua oestrogen trén mat do khoang cia xueng phu
thude vao lidu dang. Tac dung chéng mét xwong vin
duy tri khi diéu tri con t1ep tuc. Sau khi ngimng HRT,
xwong bi giam khéi luomg véi ti 18 twong duong véi
phu nit khdng diéu tri. Cac din chimg tir thir nghiém
WHI va cac phan tich thit nghiém meta da chimg minh
rang viée sir dung HRT hién nay cho phu nit khoe
manh, da la dong dom chét hay pho: hop véi
progestogen, déu lam gidm nguy co gdy xwong do
loding xuong & xueng héng, xuong cdt séng va cac
xuong khie. HRT ciing ¢6 thé chdng giy xuong &
nhitng phu nit ¢é mit d6 xwong thip vashoic da bt
déy lodng xuong, nhung cic dan chimg dé van con han
che.

Sau | nim didu tri bing Femoston® conti mat d¢
khoang ciia xweng cét séng thit lung ting 4,0=3,4%
(TB = SD). 90% phu nit cé mat dé khoang ¢ xuong
tang hojc khéng ddi trong subt thoi gian difu tri.
Femoston” conti ciing ¢4 tac dung trén mit d6 khodng
clia xwong hong. Sy tang sau | nam dicu tr tai dii la
1.5%+ 4,5% (TB = SD), 3,7%= 6,0% (TB £ SD) ti
dot chuyén va & tam gide Ward ting 2,1% + 7,2% (TB
+ SD). Ti 18 phu nit ¢6 mét 4§ khoang cia xuwong gitt
nguyén hojc ting lén & 3 ving xwong hdng sau khi
diéu tri bang Femoston® conti tuomg (mg 1a 1a 71 %,
66 va 81%.

Duoe déng hoe
Estradiol:

= Hip r}m

Kha nang hap thu cha estradiol phu thuge vao kich
thude tiéu phin, estradiol dang vi tiéu phan hip thu
ngay qua duéng tiéu hda.

Rang sau day dua ra cic thong s6 duge déng hoe trung
binh cia estradiol (E2), estron (E1) va estron sulphat
(E18) cho mdi lidu estradiol dang vi tifu phan. Dir liéu
duge thé hién 14 gi4 trj trung binh (SD)

Estradicl 1 mg

(pg/ml} {99) (ng/ml} (3.5
Coin 186(94) | 114 Cuia 2,009
(pg/ml) (50) (ng/ml) (1,340
Cav 30,1 194 Caving/ml) | 4,695
{pg/ml) 11,0y (72) (2,350%
AUCHn, | 725 (270) | 4767 AUC a4 12,7
{peg.himl) (1857) | (ne.h/ml) (55,1)
= Phdn hé

Oeslrogen ddi duge tim thy ca & dang tu do va dang lién
két . Khoang 98-99% estradiol lién két voi protein huyét
tirong trong d6 ¢ khodng 30-52% lién két vdi albumin
va 46-69% lién két yéu glebulin gin véi hormon sinh
duc (SHEG).

f
f

= Chuyé’ﬂ hoa F\@J\:
Saun khi uéung, estradiol bi chuyén hoa ra"i{; manh. Cac
chét chuyén héa khéng lidn két va lign két chu véu la
gstron va estron sulphat. Nhimg chit chuyén hoa nay o
thé gop phén vao heat tinh clia oestrogen, hoic true tiép
hay sau khi chuyén dang thanh estradiol. Estron sulphat
6 thé tham gia vao tudn hoan gan-rudt.

4

= Thai trir )

Treng mude tiéu, cdc hop chét chinh 13 céc glucorunide
cia estron va estradiol. Thét gian ban thai tir 10 -16 gid.
Oestrogen dugc tiét vao sita me.

= Sw phu thude vao licu dimg va thoi gian

Sau khi udng Femoston mdi ngdy, nong dd estradiol dat
dén trang thai 6n dinh sau khoang 5 ngiy. Nhin chung
néng d6 6n dinh dat dugc trong vong 8 dén 11 ngly
diing thude.

Divdrogesterone:

= Hép thu

Sau khi ubng, dvdrogestemne nhanh chong duge hitp
thu véi Ty tir 0,5 dén H,S gidr. Sinh khé dung hoan toan
ctia dydrogesterone (udng lidu 20 mg so vdi tidm truyén
tinh mach 7,8 mg) 14 28 %,

Bang sau dy cung cip cac théng s6 duge lye hoe liéu
don trung binh ¢ia dydrogestercne (D)) wva
dihydrogesterone (DHD).

Dvdrogesterone 5 mg

D DHD

Coan (n/ml) 0,90 (0,59) | 24,68 (10,89)
AUC., (ngh/ml) 1,55 (1,08) | 98,37 (43,21)
AUC, (ngh/ml) : 121,36 (63,63)

E2 El Els
{estradiol) | (estron) (estron
sulphat)
[ 71(36) | 310 C i 9.3

« Phdn bé ' '
Sau khi tiém tinh mach dydrogesterone, thé tich phin bo
tinh cia thubc vao Khoang 1400 lit. Hon 90%
dydrogesterone v DHD 1ién két véi protein huyét twong

= Chuyén hoa
Sau khi duce dung duémg ubng, dydrogesterone :hanh
chéng bi chuyén héa thanh DHD. Néng do chét chuyén

7



https://trungtamthuoc.com/

héa chinh 20o-dihydrodydrogesterone (DHD) dat dinh

- vao khoang 1,5 gi¢r sau khi ubng. Nong do DHD trong

huyét tuong cao hon dang ké so véi thude me. Ti sb
AUC va Cpa cia DHD va chit me lin luot vio
khoang 40 va 25. Nua doi ban thai trung binh cna
dydrogesterone va DHD thay ddi ldn lugt gitra 5 dén 7
va 14 dén 17 giv. Mot dic diém chung cia tit ca céc
chét chuyén hoéa 1a su luu giit ciu hinh 4,6 dien-3-on
ciia chit me va sy mat di cia 17B-hydroxy. Diéu nay
giai thich sir thiéu tic dung cua oestrogen va androgen
cua dydrogesterone.

* Thai tric ‘
Sau khi udéng dydrogesterone ké trén khoang 63% lléu
bi thai tru qua dudng niéu. Hé s6 thanh thai huyet
tuong tong s6 14 6,4 lit/phit. Trong vong 72 gicr thube
bi thai trir hoan toan. DHD cé mit trong nuéc tiéu chi
véu dudi dang lién hop vdi acid glucuronic.

!
= Su phu thugc vao liéu ding va thoi gian QN:
Dugc déng hoc cuia liéu don (ding 1 lan duy a
ding nhiéu lin 1 dwdng thing trong khoang [ié g
tir 2,5 dén 10 mg. So sanh dong hoc gifra dung | Iﬁn
duy nhit va ding nhic lai nhiéu lan cho thiy ring
duge déng hpe cua dydrogesterone va DHD khéng
thay ddi nhur 12 két qua cla nhirng liéu nhéac lai. Su én
dinh dat duge sau 3 ngay diéu tri.

Twong ki
Khong thiy

Han diing v diéu kién bdo quéin

3 nam ké tir ngdy sin xuit.

Khong bao quan & nhiét dq‘p trén 30°C.

Bao quan trong bao bi gbc v noi kho rao.
Khong ding thuoc qui han duge ghi trén bao bi.
Be 1hUOC Xa tam vGi va Iam nhin cua tré em.

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

Théng tin thém

Bt ky ché phiam khong duge sir dung hoic rac nguyén
ligu can duge tiéu hity theo yéu cdu ciia dia phuong.
Thong tin trén t& hudmg dan sir dung nay con han ché.
B¢ biét thém thong tin, hdy hoi bac sy hodc duge s¥.

Ngay phat hanh thong tin
Théng | ndm 2013

Nha sin xuit

Abbott Biologicals B.V.,

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

Cho

Abbott Healtheare Products B.V.,

The Netherlands (Ha Lan)

(CCDS (base-I1b1-0087) 012013)
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