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Liéu phap thay thé hormone (HRT) dé

® Diéu tri cic triéu chitng thi€u hut estrogen & nhiing phu nit da qua ky kinh nquyét
gan it nhat 12 thang

m Ngan ngira loang xuong & phu nif sau man kinh ma cé nguy co cao ran gay xuong ma
khong dung nap, hoac chdng chi dinh véi cac thudc khac dung du phong loing xuong
Femoston® conti Ia vién nén bao phim hinh tron, hai mat 16i, mau héng cam, 6 khéc s6“379” & mot mét. Femoston® conti chiia 1 mg 17p-estradiol

(hemihydrat) va 5 mg dydrogesterone. T dugc: Nhin vién (cho tét ca cic vién nén): Lactose monohydrat, hypromellose, tinh bt ngd, silica khan
dang keo, magnesi stearat. Bao phim: Titanium dioxid (E171), oxyd st vang (E172), oxyd sit dd (E172), hypromellose, macrogol 400.
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CHIDINH: Liéu phap thay thé hormone (HRT) dé diéu tri cic triéu chiing
thiéu hut estrogen & nhiing phu nir da qua ky kinh nguyét gan nhat it
nhét 12 thang. Ngan ngifa lodng xuong & phu nif sau man kinh ma co
nguy ca cao ran gay xuang ma khong dung nap, hoac chdng chi dinh véi
cac thudc khac dung du phong loang xuong. Ngudi gia: Kinh nghiém
trong diéu tri & phu ni trén 65 tui con han ché. LIEU LUONG VA CACH
DUNG: Thudc diing duting udng. Oestrogen va progestogen nay dugc
dung méi ngay khang gidn doan. Liéu dung 1a mét vién méi ngay trong
chu ky 28 ngay. Ding Femoston® conti lién tuc ma khdng gidn doan gita
cac hdp thudc. Bat ké Ia dé khai déu hay tiép tuc diéu tri cac triéu chiing
sau man kinh, can dung liéu thap nhat ma c6 hiéu qua va ding trong
thai gian ngan nhat (xem muc “Cinh béo va thén trong dac biét khi
dung thudc”). Diéu tri két hop lién tuc ¢ thé bat ddu vdi Femoston®
conti phu thudc vao thai gian tir lic man kinh va muc d6 tram trong cia
cac triéu ching. Dya vao dap (ing lam sang, liéu diing ¢6 thé duoc diéu
chinh sau do. Bénh nhan chuyén tir ché phdm dung lién tuc theo trinh tu
hodc chu ky nén hoan thanh chu ky 28 ngay sau d6 chuyén sang
. Femoston® conti. Bénh nhan chuyén tif ché phdm két hop dugc ding
lién tuc c thé bat dau diéu tri & bat ki thai diém nao. Néu quén diing
mot liéu thudc, nén diing cang sém cang tét. Néu hon 12 gid tréi qua,
viéc diéu tri nén dugc tiép tuc vdi vién nén tiép theo ma khdng dung vién
da quén.Kha nang chdy mdu bét thudng hodc c6 vét mu ¢4 thé tang.
Femoston® conti c6 thé diing hodc khdng ding ciing vdi thiic an. Tré em:
Femoston® conti khdng dugc chi dinh diing cho tré em. CHONG CHi
DINH: m Ung thu vii da c6 hodc con nghi ngd. m Céc u dc tinh phu thudc
estrogen da biét hodc con nghi nga (vi du: ung th mang trong tir cung).
m (dc u phu thudc Progestogen da biét hoac con nghi ngdr (vi du: u
mang nao). m Chdy méau b phan sinh duc chua chan dodn dugc. m Tang
san ndi mac tlf cung ma chua dugc diéu tri. m Huyét khoi tic tinh mach
tu phét trudc day hodc dang gap (huyét khdi tinh mach sau, tdc mach
phdi). m RGi loan chdy mau da biét (vi du protein C, protein § hodc thiéu
hut chét chdng dong méu (xem muc “Canh bdo va than trong dic biét
khi diing thudc” bén dudi). m Bénh huyét khdi dong mach cap tinh hodc
. gan day. (vi du: dau that nquc, nhdi méu co tim). m Bénh gan cip tinh
hoac tién strbénh gan, chitng ndo ma cac test chic nang gan chua tré lai
binh thudng. m Rai loan sdc to hiém gap “porphyria” m Qué mén véi
hoat chét hay bét ky ta dugc nao. CANH BAO VA THAN TRONG KHI
DUNG THUOC: Ddi véi viec didu tri tridu chiing sau man kinh, chi nén
bat dau dung liéu phap duing hormon thay thé (HRT) khi céc triéu chiing
anh hutng xau téi chat lugng cudc sdng. Trong moi trudng hop, cin
danh gid can than dinh ky, it nhat 12 hang ndm vé cic lai ich va nquy co.
(Chi tiép tuc ding HRT khi lgi ich la vut trdi so vdi nguy ca. Bang ching
vé cac rii ro lién quan tdi HRT trong diéu tri man kinh sém khé han ché.
Tuy nhién do muc dd thap clia nguy co tuyét doi & phu nir tré, cin bang
giifa lgi ich va nquy co'rii ro & nhig phu nif nay 6 thé thuan lgi hon &
phu nif I6n tudi. Khdm/theo déi: Trudi khi bt dau st dung hoiic bat
dau st dung lai HRT, cdn tim hiéu ddy dd tién sty khoa clia ¢ nhén va
cla cd gia dinh. Dya vao tién sty khoa va cac chdng chi dinh, cdnh béo
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khi diing thudc, can phai khdm thuc thé (bao gém ca viing xuong chdu
va vii). Trong khi diéu tri, can khdm dinh ky vé tan sudt va tinh chat phu
hap vdi timg phu ni. Can yéu cdu nquai phu nit thang bdo cho béc sy
hodc diéu duang bét cif thay ddi nao & vi (xem “ung thu vi” dudi day).
Phéi kiém tra, bao gom c3 bang cac phuang phdp hinh anh thich hgp
nhu 1 chup nhi anh, phi hgp véi cac hudng dan kham sang loc hién c6
va dugc thay ddi theo yéu cau lam sang cla timg cd nhan. Nhing
trudmg hap can theo doi: \iéi bt ct truing hop nao sau day, da timg
¥dy ra trudc day, va/hodc trdm trong hon trong qud trinh mang thai hodc
trudc khi diéu tri hormon, bénh nhan can duoc theo ddi chat. Can tinh
dén viéc nhiig trudng hop nay cd thé tai xuat hién hodc ndng hon trong
qua trinh diéu tri bang Femoston® conti, dac biét 1a: « U co tron (u xo td
cung) hodc lac ndi mac tir cung. « Cc yéu t6 nquy co réi loan huyét khoi
tac mach (xem bén dudi). Cac yéu td nguy co khdi u phu thudc estrogen,
vi du nhu sy di truyén mic d9 1 d6i vdi ung thu vii. - Tang huyét ap. - Réi
loan chiic ndng gan (vi du nhu u tuyén gan). - Dai thdo duding c6 hodc
khong ¢d bién ching mach mau. - S6i mat. - Dau nira dau hodc dau dau
(nang). « Lupus ban dd hé thang. - Tién sif tang san ndi mac ti cung
(xem bén dudi). - Bénh ddng kinh. « Hen. « Xa cling tai. Cdc Iy do cdn
ngung ding Femoston® conti ngay ldp tic: Can dimg diéu tri ngay
ap tiic trong céc trudng hap chdng chi dinh va trong cac trudng hgp sau:
m Vang da hodc suy gidm chiic nang gan. m Tang huyét ap dang ké. m
Khdi dau mdi ca ching dau dau kiéu migraine. m Mang thai. Tang sdn
ndi mac ti cung va ung thu biéu mé: O phu ni con tif cung nguyén
ven, nguy cc tang san ndi mac tlf cung va ung thu biéu mé tang lén khi
dung oestrogen mot minh trong thai gian dai. Cac bao cdo cho thdy
nguy ¢d ung thu ndi mac ti cung & nhing nqudi chi ding oestrogen
tang lén gdp tir 2 dén 12 lan so véi nqudsi khdng sir dung, phu thudc vao
thai gian diéu tri va liéu oestrogen sir dung (xem muc “Tac dung khéng
mong mudn”). Nguy ca ndy van con cao trong it nhat 10 ndm sau khi
nging diéu tri. Ding thém progestogen theo chu ky, it nhat 12 ngay méi
thang/chu ky 28 ngay, hodc ding lién tuc phdi hgp oestrogen-

progestogen cho phu nif chua phau thut cit bd tlr cung 6 thé tranh
dugc sy tang nguy co ung thu do chi dung riéng oestrogen. Chdy mau
bat thutng hodc c6 vét mau cd thé xdy ra trong thang déu diéu tri. Néu
ban thdy chdy mau bt thuting hodc ¢d vét mau xudt hién nhiéu Ian
trong khi diéu tri hodc van con tiép tuc sau khi da ngimg diéu tri, hay
thdng béo nqay vdi bdc s§. Bac sy sé diéu tra xac dinh nguyén nhan,
chang han sinh thiét ti cung @€ loai trir ung thu tif cung. Ung ther vii:
Dan chiing tong quan cho thdy tang nquy o tién trién ung thu vii &
nhitng phu nir dung dang két hgp oestrogen-progestogen va ciing 6
thé chi ding oestrogen, diéu d6 phu thudc vao thai gian diéu tri. Liéu
phdp oestrogen-progestogen két hgp. m Nghién cu ngau nhién c6
kiém sodt gid dugc, nghién cttu WHI (T8 chitc Nghién clu stic khde phu
ni), va cdcnghién cu dich té da tim thdy rang nguy co ung thu vii tang
Ién & phu nit ding HRT phdi hgp oestrogen-progestogen, théy rd sau
khodng 3 nam (xem muc “Téc dung khéng mong mudn”). Liéu phdp
ding riéng oestrogen: m Thir nghiém ciia WHI cho thdy nguy co ung
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thu vii khang tang & phu nir da phau thuat cat bo tu cung chi ding
oestrogen dé thay thé hormon. Cac nghién cfu quan sat cho théy ti lé
tang nguy ca ung thu vi & nhom chi dung oestrogen thap hon déng ké
50 vdi nhom dung hdn hop oestrogen-progestogen (xem muc “Téc dung
khang mong mudn”). Su téng nguy co bét dau nhan thdy dugc tir vai
nam sau khi diéu tri nhung lai tré lai nhu ¢ sau vai (thugng la 5) ndm
sau khi ding thudc. HRT, dac biét la diéu tri phoi hop oestrogen-

progestogen, lam ting mat dd nhii anh, do d6 ¢6 thé anh hudng xau téi
viéc phat hién ung thu vi bang phéng xa. Ung thu budng trifing: Ung
thu budng tring hiém gap hon ung thu vi nhiéu. St dung lau dai (it
nhat 5-10 ndm) chi oestrogen ¢4 lién quan dén tang nhe nquy o ung
thu budng tring (xem muc “Téc dung khng mong mudn”). Mt s6
nghién ctiu, gdm 6 cac nghién cu WHI dm chi réng dung lau dai HRT
dang két hop c6 thé gay ra nquy co tuang ty hodc nhe hon (xem muc
“Tac dung khdng mong mudn”). Huyét khéi tinh mach: m HRT 6 lién
quan tdi viéc tang 1,3 - 3 lin nquy co tién trién huyét khdi tinh mach
(VTE), nhu huyét khai tinh mach sau hodc thuyén tac phdi. Nguy co nay
& nam dau tién ding HRT cao hon |a & nhimg ndm vé sau (xem muc"Tac
dung khong mong mudn”). m Bénh nhan da  tinh trang tang dong
mdu sé tang nguy ca bi huyét khai tinh mach, va HRT 6 thé lam nang
thém nguy ca nay. Vi vy chdng chi dinh HRT cho céc bénh nhén nay
(xem muc “Chdng chi dinh”). m Nhin chung, cac yéu to nquy co vé huyét
khdi tinh mach bao gom: diing oestrogen, tudi gia, dai phau thuat, bat
ddng thai gian dai, béo phi (BMI>30kg/m2), thai ky c6 thai/sau sinh,
bénh lupus ban dé hé thdng (SLE), va ung thu. Vai trd gay gian tinh
mach khdng c6 lién quan trong VTE. m Ciing giong nhu tat ca céc bénh
nhén sau phau thudt khc, cén ¢ cac bién phap du phong tranh VTE sau
khi phau thuat. Néu sau khi phau thuat chon loc cén bat ddng théi gian
dai thi nén tam thdi ngig HRT trudc tir 4 dén 6 tuan. Khang tiép tuc
duing HRT cho tdi khi ngudi bénh clr dong duac hoan toan. m Néu phu nir
khdng cd tién st VTE nhung trong s6 nhing nqudi ¢6 quan hé huyét
thdng gan nhat trong gia dinh c6 ngui bi huyét khdi khi con tré thi ¢
thé can chiéu/chup sau khi tham kham can than nhdm gidi han nquy co
nay (chiéu/chup chi xac dinh duoc 117 18 nhat dinh khuyét tét tic mach
do huyét khoi). m Néu khuyét tét do huyét khdi dugc xac dinh 1 khdng
lién quan dén huyét khi cla cac thanh vién khac trong gia dinh, hodc
néu 1 khuyét tat nghiém trong (tuc la thiéu antithrombin, protein S
hodc protein C hodc phdi hap nhiéu khuyét tat) thi chang chi dinh HRT
cho nhitng trudng hop nay. m Phu ni da diéu tri chat chéng dong man
tinh cén can nhac can than gidta lgi ich va nguy ca i ro khi ding HRT, m
Néu VTE phat trién sau khi bat déu diéu tri HRT thi phai dimg thudc.
Bénh nhan cn dén gap bdc sy ngay lap tic khi nhan thdy nquy o c6
triéu chiing huyét khdi (nhu sung dau & 1 chan, hodc dau that nquc dot
ngot, thd gap). Bénh dong mach vanh (CAD): Khing c6 bing ching tir
cdcthirnghiém ngau nhién ¢ kiém soét vé surbao vé chdng lai nhdi mau
co'tim & phu ni c6 hodc khang 6 bénh mach vanh (CAD) diing HRT phdi
hap oestrogen-progestogen hodc chi riéng oestrogen. Liéu phdp phdi
hop oestrogen-progestogen. Nguy ca tuong ddi CAD tang nhe khi dung
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HRT phéi hop gitia oestrogen va progestogen. Vi nguy co tuyét doi co
ban CAD phu thudc nhiéu vao tudi tac nén & phu nit khde manh & tudi
gdn man kinh, s6 cdc ca CAD tang thém do st dung oestrogen -
progestogen |a rdt it, nhung sé tang Ién khi nhiéu tudi hon. Liéu phap
chi duing oestrogen. Di liéu ngau nhién c6 kiém soat cho thay nquy co
CAD khdng tang thém & phu nif phau thudt cat td cung chi dling oestro-
gen. Dét quy ndo: Liéu phap phdi hop oestrogen-progestogen va liéu
phap chi diing oestrogen lam tang nquy co dot quy ndo én 1,5 1an. Lién
quan nay khong phu thudc vao tudi hay thai gian trudc khi man kinh.
Tuy nhién, vi rdng nguy co dt quy thong thudng phu thudc nhiéu vao
tudi, nén nquy co dét quy néi chung & phu nit ding HRT ciing sé tang
theo tudi (xem muc “Tac dung khdng mong mudn”). Cdc truémg hap
khdc: m Oestrogen cd thé gdy gilf nudc, vi vy bénh nhan réi loan chic
nang tim hay than can duogc theo ddi can than. m Néu ban bi ting ndng
d0 lipid trong méu (tang triglyceride mdu), ban nén dugc theo dai sét
khi diéu tri béng HRT (du chi dung oestrogen hodc hay ché pham két
hap). Trong nhiing trung hop hiém gap mic lipid mau (triglyceride)
tdng qud cao dan tdi viém tuy khi diéu tri bang oestrogen cho nhiing
truong hgp nay. m Oestrogens lam tang globulin lién két tuyén gidp
(TBG), dan tdi tang tong lugng hormon tuyén giap trong tuan hoan.
Hormon tuyén giap trong tuan hoan dugc xac dinh bdi iodin lién két vdi
protein (PBI), ham lugng T4 (do bang cdt hodc bang mién dich huynh
quang) hodc T3 (do bang mién dich huynh quang). Su gidm hap thy hat
13 phén énh TBG cao. Ndng dd T3 va T4 tu do la khdng ddi. Cac protein
lién hop khac cd thé ciing ting cao trong huyét tuong, tiic la globulin
lién két vdi corticoid (CBG), globulin lién két véi hormone sinh duc
(SHBG) dan tdi tang lugng corticosteroid va steroid sinh duc trong tudn
hoan chung. Nong dd hormon ty do hodc ¢6 hoat tinh sinh hoc 1 khong
thay ddi. Nong do cac protein khac trong huyét tuong ciing ¢6 thé ting
[én (chdt nén tién chat angiotensin/renin, alpha-1 antitrypsin, cerulo-
plasmin). m St dung HRT khang cdi thién chiic nang nhan thiic mgt cach
1o rang. (0 mt vai dan ching vé su ting nguy co khing hoang than
kinh & phu ni ngoai 65 tudi bat ddu dung HRT ca ché pham phéi hap lién
tuc hodc chi dung oestrogen. m Khdng dung thudc nay néu ban ¢ van
dé vé di truyén hiém gap nhu: khong dung nap galactose, thiéu hut
lactase Lapp hoac kém hap thu glucose-galactose. Tri liéu phdi hop
oestrogen va progestogen nay khdng phai I thudc tranh thai. TUONG
TACTHUOC: Khdng ¢ nghién ciu nao dugc thuc hién dé khdo sét tuong
tdc gilta Femoston® conti va cdc thudc khac. Hiéu qua cla oestrogen va
progestogen 6 thé bi suy giam: m Oestrogen va progestogen c6 thé bi
tang chuyén hda khi st dung ddng thai vdi céc chat gay ting chuyén héa
men, dac biét |a cdc men P450 2B6, 3A4, 3AS, 3A7, nhu la cac thudc
chang ddng kinh (vi dy phenobarbital, carbamazepine va phenytoin) va
thudc chong nhiém tring (vi du rifampicin, rifabutin, nevirapin,
efavirenz). m Ritonavir va nelfinavir, mac du da dugc biét la i ché manh
(YP450 3A4, A5, A7, nhung ngugc lai, lai gdy tang tac dung khi ding
ddng thai vdi cdc hormon steroid. m Cac ché pham dugc théo ¢6 chia St.
John's Wort (Hypericum perfloratum) cd thé gay chuyén hda oestrogen
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va progestogen qua dudng CYP450 3A4. m Vé mdt lam sang, tang
chuyén héa oestrogen va progestogen ¢ thé dan téi giam hiéu qua va
thay ddi dac tinh chdy mau tif cung clia nqudi st dung. Oestrogen ¢o the
anh hudng t6i su chuyén hoa cac thudc khac. Oestrogen cd thé dc ché
men chuyén héa thudc CYP450 do tic ché canh tranh. Anh hudng nay
dac biét dang ké véi nhiing chat ¢6 chi dinh diéu tri hep, nhu: - Tacroli-
mus va cyclosporine A (CYP450 3A4, 3A3). - Fentanyl (CYP450 3A4). -
Theophyllin (CYP450 1A2). Trén lam sang, diéu nay dan tdi ting nong d
thudc bj anh hudng trong huyét tuang téi mic gdy doc. Vi vy, cd thé cén
chi dinh theo dai chit néng d6 thudc trong thai gian dai va gidm liéu cda
tacrolimus, fentanyl, cydosporine A va theophylline ¢6 thé cn thiét.
KHA NANG SINH SAN, MANG THAI VA CHO CON BU: Mang thai:
Khong diing Femoston® conti trong thai ky mang thai. Néu mang thai
trong khi dang diéu tri bing Femoston® conti nay thi cdn nging thudc
ngay lap tuc. Cic két qua ctia hau hét cac nghién ciu dich té hoc tir trudic
dén nay lién quan dén tiép xic vé tinh giita bao thai vdi hon hgp oestro-
gen va progestogen cho thdy khdng c6 tac dung gay qudi thai hoac gay
doc cho bao thai. Khong ¢ dif liéu ddy da vé viéc st dung cac
dydrogesterone/estradiol & phu nit mang thai. Cho con bi: Khdng dung
Femoston® conti khi dang cho con bii. ANH HUGNG TREN KHA NANG
LAI XE VA VAN HANH MAY MOC: Femoston® conti khdng 6 hodc c6
anh hudng khong dang ké trén kha nang lai xe va van hanh mdy mdc.
THONG TIN QUAN TRONG VE CAC THANH PHAN: Femoston® conti ¢6
chifa lactose monohydrat. Néu ban dugc bac s thang béo vé viéc ban
khdng dung nap véi mt s dung, dac biét la lactose, hay hoi bac sy
trudc khi diing thudc nay. TAC DUNG KHONG MONG MUON: Thing
bdo cho bdc s cdc tdc dung khéng mong mudn gdp phdi khi str
dung thuc. Céc phan ing bt lgi cia thudc dugc béo cdo phd bién nhdt
khi diéu tri vdi estradiol/dydrogesterone trong cac thi nghiém lam sang
la dau du, dau bung, dau vi va dau lung. Céc téc dung khdng mong
mudn dugc béo cdo trong cac thit nghiém lam sang nhu sau (n=4929):
Cac tn sudt cda nghién ctu lién quan dén cac tc dung phu dugc sap
xép theo sau: Rét thudng gap (nhiéu hon 1 trudng hap trong 10 bénh
nhan dugc diéu tri); thudng gap (tir 1 dén 10 trudng hgp trong 100 bénh
nhan dugc diéu tri); it gap (tir 1 dén 10 trudng hgp trong 1000 bénh
nhan duoc diéu tri); hiém gap (tir 1 dén 10 trudng hop trong 10000 bénh
nhan dugc diéu tri). Nhiém khudn va nhiém ky sinh tring: Thuong
gdp: Ném candida 4m dao. Khoi u lanh tinh, actinh va khong xac dinh. /t
gdp: Tang kich thuc u mém ca tron. Réi loan hé mién dich: [t gdp: Cac
phan (ing di ing (qua man cdm). Réi loan tam thdn: Thuong gdp: Trém
cam, cang thang. /t gdp: Anh huéng duc nang. Réi loan hé thdn kinh:
Rt thuomg gdp: Dau dau. Thuting gap: Migraine, chong mét. Rdi loan
tim: Hiém gdp: Nhéi mau ca tim. Réi logn mach: It gdp: Huyét khdi tinh
mach (xem bén dudi dé biét thém thong tin). Rdi logn tiéu hda: Rt
thuong gdp: Dau bung. Thuéng gdp: Budn non, non, day hoi. Réi logn
gan: It gdip: Bt thung chiic nang gan, thi thodng kem vang da hodc suy
nhuac, va dau bung, réi loan tui mat. Rdi loan da va mé duéi da: Thuing
gdp: Phan (ing di ting da ( vi du: phét ban, nguia nqdy). Hiém gdp: Phi
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mach, ban xuat huyét mach mau. Réi loan co xutong va mé lién két: Rdt
thuéng gdp: Dau ung. Réi loan hé sinh san va vi: Rdt thuong gap:
Dau/cang vi. Thutng gdp: R loan kinh nquyét (vét méu sau man kinh,
chay mau tif cung, rong kinh, vé kinh, kinh nguyét bét thugng, dau bung
kinh), dau khung chu, an mon c6 tir cung. /t gdp: Nguic to, hdi chiing
tién kinh nguyét. Réi loan chung va phdn ting tai ni ding thudc:
Thuting gap: Cac trang thai suy nhugc (suy nhutgc, mét méi, bt dn), phi
ngoai bién. Khdm/xét nghiém: Thuong gdp: Tang can. t gdp: Gidm can.
Nguy co ung thur vii: m Da ¢ bao céo cho théy nguy co ung thu vi ting
g4p doi & phu ni dung phdi hop oestrogen va progestogen trén 5 nam.
m Mic @9 ting nguy co ung thu vi & ngudi st dung riéng oestrogen
thap hon 1 rét so véi & nqudsi si dung phdi hap oestrogen va progesto-
gen. m Mic 46 nquy co phu thudc vao thoi gian sif dung (xem muc“Canh
bao va than trong dac biét khi ding thudc”). m Két qua clia nghién cdu
I6n nhét, ngau nhién c6 so sénh vdi placebo (nghién cliu cdia WHI) va
nghién cttu dich t& hoc I6n nhat (MWS) dugc dua ra dudi day.

MWS-Udclugng nguy ca mac thém
ung thu vi sau 5 nam sit dung
oo | S6tuinghop | fjenguyc | S6tVENg
DOtOI | s benh @ anggsu;' hgp méc
thém/1000 g??hnooo
trudng hop em
chua bao gits trudng hap
dingHRT S
trong 5 nam' (95%Cl)
HRT vdi riéng cestrogen
50-65 9-12 12 1-2(0-3)
Phdi hop oestrogen va progestogen
50-65 9-12 17 6(5-7)
#Tle nfgﬂuy catdng thé. Ti 1 nquy ca khang ¢ dinh ma tang
thea thai gian su un%.
Chi ¥ vi ring chi s0 nén vé ung thu vi 13 khéc nhau & cic nudc
Chau Au nén s6 lugng céc trutng hop mac ung thu vi ting
thém cling thay doi tuang ting

wa&usm.-:mad_:m
ung thy vi sau 5 nam sir dung
B0 tudi Chi 56 trén Tilé nquy co Sﬁwmd;lg
(nam) 1000phynd | vaCl95% mh 3
diing gid thém/1000
duketrong 5 trutng hop
ndm diing HRT
trén 5 ndm
(95%01)
CEE vdi riéng oestrogen
50-79 n 02{0,7-1,0) -4(-6-0)
CEE+MPA oestrogen va progestogen™*
50-79 17 1,2(1,0-1,5) +4(0-9)

**Khi phan tich gidi han & phu ni khang st dung HRT trugc nghién
iy, nguy ¢a bi ung thu vi khdng ting trong 5 nam diu diéu tri:
Sau 5 nam, nguy ¢d cao hon & nhom khéng st dung.




Nguy co ung thu néi mac tr cung. Phu nif sau mén kinh ¢6 tir cung:
Khodng 5/1000 phu ni 6 tif cung khong ding HRT c6 nguy ca ung thu
ndi mac tlr cung. Véi phu nit ¢6 tl cung, khong nén diing HRT véi riéng
oestrogen vi lam tang nguy cg ung thu ndi mac ti cung (xem muc“Ganh
béo va than trong dic biét khi dung thudc”). Tuy thudc vao thai gian
diéu tri bang oestrogen riéng va liéu oestrogen st dung, cti 1000 phu nit
trong do tudi tir 50 dén 65 thi nguy ca ung thu ndi mac tif cung ting
thém tlr 5 dén 55 trudng hop. (6 thé tranh khai nguy co ting thém nay
béng cach duing thém progestogen it nhat 12 ngay mai chu ky trong liéu
phép oestrogen dan. Trong nghién ctiu cia MWS, stt dung HRT phdi hap
trong 5 nam (lién tuc hoac dut doan) khdng lam tang nquy ¢ ung thu
ndi mac tir cung (Ti 1é nguy co béng 1,0 (0,8 - 1,2)). Ung th budng
tring: Nguy cc ung thu budng tring tang nhe khi ding lau dai HRT véi
oestrogen riéng va phai hgp oestrogen vdi progestogen. Trong nghién
cliu ctia MWS, trong s6 2500 nqudi st dung HRT trong 5 nam thi ¢d 1
trudng hap tang thém. Nguy co huyét khéi tinh mach: HRT lam téng
nguy o huyét khéi tinh mach tién trién (VTE) 1én 1,3 - 3 1én, tuc la huyét
khéi tinh mach séu hay thuyén tac tinh mach phai. Hién tugng nay
. thudng xay ra hon trong ndm dau tién dung HRT (xem muc“Canh bdo va

than trong dac biét khi ding thudc”). Két qua nghién cdu cia WHI cho
théy:

Nghién ciu clia WHI - Nguy o mac thém
VTE sau 5 nam sif dung
Ba tudi Chi 6 trén Tilénguyco | Sétnsing
(ndm) 1000 phy va (195% hap mac
nit diing gia bénh
duoc trong thém/1000
5 = truding hap
UL diing HRT
Udng riéng oestrogen?
50-59 7 1,.2(0,6-2,4) 1(3-10)
Udng oestrogen va progestogen phdi hop
50-59 4 23(12-43) 5(1-13)

Nguy co bénh dong mach vanh: Nguy co bénh dong mach vanh tang
nhe & nhiing nqudi ding két hap oestrogen-progestogen & dg tudi trén
60 (xem muc “Canh bdo va thén trong dac biét khi dung thudc”). Nguy
co dét quy: Chi dung oestrogen va diéu tri vdi oestrogen - progestogen
¢6 lién quan téi viéc tang 1,5 lan nquy co tuong doi dot quy. Nguy co dot
quy nao khdng tang trong thdi gian diing HRT. Nquy ca tuong ddi khang
phu thudc vao tudi tac hay khoang thai gian dung thudc, nhung vi nguy
¢d gidi han phu thudc nhiéu hon vao tudi nén nguy co dot quy chung &
phu nif dung HRT sé khdng tang theo tudi (xem muc “Canh bao va than
trong dac biét khi diing thudc”).

Nahién ciiu ciia WHI - Nguy co ddt quy
saul 5 nim s dung
Da tudi Chi sd trén 1000 Tilé nguy co S8 tl’lf?hg hgp
(ndm) phunirding gid | va C195%* méc bénh
dugc trang 5 ndm thém/1000
trudng hop
ding HRT
30-59 § 13(11-18) 3(1-5)

Tai liéu thdng tin thudc
Cdc phan ting bt lgi da dugc bdo cdo cd lién hé téi viéc diéu tri
oestrogen-progestogen (bao gom estradiol/dydrogesterone): m Khoi
u lanh tinh, &c tinh va khong xéc dinh: Khai u phu thudc oestrogen ca
khéi u lanh tinh va u dc tinh, vi du ung thu ndi mac tt cung, ung thu
budng tring. Tang kich thudc khéi u phu thudc progestogen (vi du u
mang nio). m R6i loan hé mau va bach huyét: Thiéu mau tan mau. m Roi
loan hé mién dich: Lupus ban dé hé thang. m Rdi loan chuyén héa va
dinh dudng: Tang triglyceride mau. m Rdi loan hé than kinh: Kha ndng
mét tri ting, chiing mda giat, lam ndng thém cac triéu ching dong kinh.
m Rdi loan mat: Ngam vao dd cong cla gidc mac, khdng dung nap véi
kinh ap trong. m Rdi loan mach: Cac cuc mau dong & dong mach (chiing
huyét khdi dong mach). m Roi loan tiéu héa: Viém tuy (6 nhiing phu nif
@ bi tang triglyceride médu trudc d6). m Rai loan da va md duéi da: Ban
d6 da dang, ban dd nit, chiing ram da/da déi méi, chiing ¢6 thé van con
khi ngiing dung thudc. m Réi loan co xuang va md lién két: Chut rit &
chan. m Rdi loan than va tiét niéu: Mat kiém soat cia bang quang
(khong kiém ché dugc tiéu tién). m Rai loan hé sinh sdn va vi: Bénh dvi
lanh tinh, 3n mon ¢4 ti cung. m Réi loan do bam sinh, yéu td gen/gia
dinh: Trdm trong thém bénh dai ra porphyria. m Kham/xét nghiém: Tang
hormone tuyén giap. QUA LIEU: G estradiol va dydrogesterone déu I3
céc hoat chat c6 doc tinh thap. Tuy nhién, triéu ching qué liéu c6 thé
g6m ¢d: Budn ndn, ndn, cang vi, chéng mat, dau bung, budn ngd/mét
mdi va ngimg kinh. Khong chdc rang diéu tri triu chiing qué liéu a can
thiét. Thdng tin bén trén ciing dugc dp dung cho cc trutmg hop qud liéu
& tré em. DUQC LUC HOC: Nhém duroc diéu tri: Hé tiét niéu sinh ducva
hormon sinh duc, progestogen va oestrogen, két hap ¢d dinh. Ma ATC:
GO3FA14. Estradiol: Hoat chat 17p-estradiol da dugc xac dinh vé mat
hda hoc va sinh hoc |2 estradiol ndi sinh & nquii. N6 thay thé cho oestro-
gen da bi giam tiét & phu nit man kinh, va lam gidm nhe triéu ching
man kinh. Oestrogen gitp tranh mat xueng do man kinh hodc phau
thudt budng tring. Dydrogesterone: Dydrogesterone la mdt progesto-
gen diing dudng udng ¢d hoat tinh tuong duang vdi progestogen diing
dudng tiém truyén. Vi ring oestrogen kich thich sy phat trién cda ndi
mac ti cung nén oestrogen lam tang nguy co tang san ndi mac tlr cung
va ung thu ndi mac tif cung. St dung thém progestogen lam gidm manh
nquy co tang san ndi mac t& cung do oestrogen gay ra & phu nit khong
phau thudt ti cung. Théng tin thir nghiém Iém sang: - Gidm cac triéu
chiing va kiéu chdy mau do thiéu oestrogen. « Gidm cdc triéu ching tién
man kinh dat dugc trong cdc tudn ddu diéu tri. Ngiing kinh thuting
xuyén dugc thay & 88% phu nif trong théng 10-12 clia dot diéu tri. Chay
mau bt thudng va/hoac chi ¢d vét méu xut hién & 15% phu nit trong
vong 3 thang diéu tri dau tién va 12% phu nir trong thang 10 dén 12 clia
dot diéu tri. Tdc dung trdnh xép xuong: Thiéu oestrogen khi man kinh
thurdng kém vdi ting luan chuyén va gidm khéi lugng xuang. Anh hugng
clia oestrogen trén mat g khoang clia xuong phu thudc vao liéu ding.
Tac dung chdng mét xwong van duy tri khi diéu tri con tiép tuc. Sau khi
ngiing HRT, xang bi giam khai lugng vdi ti 1é tuang duong véi phu nit
khong diéu tri. Cic dan chiing tit thit nghiém WHI va cac phan tich thir
nghiém meta da ching minh rang viéc st dung HRT hién nay cho phu nir




khde manh, d 1 ding don chat hay phéi hgp vdi progestogen, déu lam
gidm nquy co gay xuang do loang xuong & xuong hang, xuang cot sang
va cac xuong khac. HRT ciing 6 thé chdng gay xuang & nhing phu nif ¢
mét do xuong thap va/hodc da bt dau lodng xuang, nhung céc dan
chiing d6 van con han ché. Sau 1 nam diéu tri bang Femoston® conti,
mat d6 khodng clia xuong cot song that lung tang 4,0+3,4% (TB + SD).
90% phu nir c6 mét @ khodng & xuang tang hodc khdng ddi trong sudt
thai gian diéu tri. Femoston® conti cling ¢d téc dung trén mat d khodng
clia xuong hang. Sy tang sau 1 nam diéu tri tai duila 1,5%+ 4,5% (TB +
SD), 3,7%= 6,0% (TB + SD) tai ddt chuyén va & tam gidc Ward tang
2,1% + 7,2% (TB + SD). Ti Ié phu ni¥ c6 mat d9 khodng cta xuong gitr
nguyén hodc tang lén & 3 viing xuong hong sau khi diéu tri bang
Femoston® conti tuong tng |a 12 71 %, 66 va 81%. DUGC DONG HOC:
Estradiol: m Hap thu: Khi ndng hap thu cla estradiol phy thudc vao
kich thudc tiéu phan, estradiol dang vi tiéu phan hap thu ngay qua
dudng tiéu hda. Bang sau déy dua ra cdc thong s6 dugc dong hoc trung
binh cla estradiol (E2), estron (E1) va estron sulphat (E1S) cho mdi liéu
estradiol dang vi tiéu phan. Dit liéu dugc thé hién 13 gid tri trung binh
(SD).

Estradiol 1 mgq

|l ||
(Cg‘gm i 71(36) | 310(99) (C:.Z?n ) 93339
fﬁ"gi;"mn 18,6(94) | 114(50) mﬂu %i?;fo)
C{;;M) 30,1(11,0)] 194(72) fra;’m“ {42-'6;3550)
PRI

m Phén bo: Oestrogen da dugc tim thay ca & dang ty do va dang lién két.
Khodng 98-99% estradiol lién két vdi protein huyét tuong trong dé 6
khoang 30-52% lién két véi albumin va 46-69% lién két yéu globulin
gén vdi hormon sinh duc (SHBG). m Chuyén hda: Sau khi udng, estradiol
bi chuyén héa rat manh. Céc chat chuyén héa khong lién két va lién két
chi yéu Ia estron va estron sulphat. Nhiing chat chuyén héa nay c6 thé
g6p phan vao hoat tinh clia oestrogen, hodc truc tiép hay sau khi chuyén
dang thanh estradiol. Estron sulphat ¢6 thé tham gia vao tudn hoan
gan-rudt. m Thai trir: Trong nudc tiéu, cdc hap chat chinh la cac glucoru-
nide cta estron va estradiol. Thai gian ban thdi tir 10 -16 gid. Oestrogen
dugc tiét vao sita me. m Sy phu thudc vao liéu diing va thai gian: Sau khi
udng Femoston méi ngay, ndng dd estradiol dat dén trang théi 6n dinh
sau khodng 5 ngay. Nhin chung ndng dd on dinh dat duoc trong vong 8
dén 11 nqay dung thudc. Dydrogesterone: m Hap thu: Sau khi udng,
dydrogesterone nhanh chong dugc hap thu véi Tmax tir 0,5 dén 2,5 gio.
Sinh khd dung hoan toan clia dydrogesterone (udng liéu 20 mgq so vdi
tiém truyén tinh mach 7,8 mq) la 28 %. Bang sau day cung cap cic
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thong s6 dudc luc hoc liéu dan trung binh cia dydrogesterone (D) va
dihydrodydrogesterone (DHD).

Dydrogesterone 5 mg
D DHD
Cmax (ng/ml) 0,90(0,59) 24,68(10,89)
AUCO-t (ng.h/ml) 1,55(1,08) 98,37 (43,21)
AUCinf (ng.h/ml) 121,36 (63,63)

m Phén bd: Sau khi tiém tinh mach dydrogesterone, thé tich phan bd
tinh cda thudc vao khoang 1400 lit. Hon 90% dydrogesterone va DHD
lién két véi protein huyét tvong. m Chuyén hda: Sau khi dugc ding
dutng udng, dydrogesterone nhanh chdng bi chuyén héa thanh DHD.
Néng dd chét chuyén hoa chinh 20a-dihydrodydrogesterone (DHD) dat
dinh vao khoang 1,5 giér sau khi udng. Nong do DHD trong huyét tuong
cao han déng ké so vdi thudc me. Ti s6 AUC va Cmax ctia DHD va chdt me
lén lugt vao khodng 40 va 25. Nira dai bén thai trung binh cta dydroges-
terone va DHD thay ddi ln lugt gitia 5 dén 7 va 14 dén 17 gio. Mt dac
diém chung cla tit cd cc chat chuyén héa la sy luu giit cau hinh 4,6
dien-3-on ctia chat me va sy mat di cia 17B-hydroxy. Diéu nay gidi thich
su thiéu tac dung clia oestrogen va androgen cla dydrogesterone. m
Thai trir: Sau khi udng dydrogesterone ké trén, khoang 63% liéu bi thai
trir qua dudng niéu. Hé sd thanh thai huyét tuang tong s |a 6,4 lit/phut.
Trong vong 72 qid thudc bi thai trir hoan toan. DHD c6 mdt trong nudc
tiéu chi yéu dudi dang lién hop vdi acid glucuronic. m Su phu thudc vao
liéu dung va thai gian: Dugc dong hoc ctia liéu don (ding 11an duy nhat)
va dung nhiéu |an |3 dudng thing trong khodng liéu udng tir 2,5 dén 10
mg. So sanh dong hoc gitia diing 1 1an duy nhét va ding nhac lai nhiéu
ldn cho thdy rang dugc dong hoc cta dydrogesterone va DHD khdng thay
ddi nhu |2 két qua ctia nhimg liéu nhac lai. Sy 6n dinh dat duoc sau 3
ngay diéu tri. TUONG KI: Khang thdy HAN DUNG VA DIEU KIEN BAO
QUAN: 3 nam ké tir ngay san xudt. Khang bao quan & nhiét d9 trén 30°C.
Bao quén trong bao bi gdc va noi khd rao. Khdng diing thudc qua han
dugc ghi trén bao bi. D& thudc xa tam véi va tim nhin. tﬁa tré
em. QUY CACH DONG GOI: Hop 1vi 28 vién va 3 vi 28 vién. wmﬂgc am
bang PVC/nhom. THONG TIN THEM: Bit ky ché pham khdng ;ﬂmc st
dung hodc rac nguyén liéu can dugc tiéu hiy theo yéu céu/cua dia
phuong. Théng tin trén ti huéng dan sit dung nay con han ché. E biét
thém thang tin, hay héi bic sj hoac duac sj. NGAY PHAT HANH THONG
TIN: Thang 1 nam 2013. NHA SAN XUAT: Abbott Biologicals B.V.,
Veerweg 12, 8121 AA Olst, The Netherlands (Ha Lan). Cho: Abbott
Healthcare Products B.V., The Netherlands (Ha Lan), CCDS (base-Ibl-
0087) 012013

151 dung chi s6 co bn & cac nudc dang phét trién
2Nghién ciu WHI trén phuy nit khdng ¢6 tir cung va khang thdy tang nguy ca ung thu vi
3 Nghién ctu trén phu nii khdng ¢6 ti cung
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