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DAI DIEN

TAI THANH PHO),

TO HUGNG DAN SU DU
Rx
ROSINA

Thuéc bdan theo don
Boc k¥ 16r hitdng ddin stk dung trcde khi diing thude
Néu bun cd thém cdu hoi gi, hay hai bdc st ciia ban
Néu ban gdp bdt cit tde dung phu ndo, xin vui long thdng tin cho bdc st hode duoe st eia ban
Giit thude trdnh xa tdm tay 1ré em

1.  TENTHUOC

Vién nén bao phim Rosina 3 mg/0.03 mg

2. THANH PHAN DINH TINH VA DINH LUGNG

Mdi vién nén bao phim chifa 3 mg drospirenon vi (.03 mg ethinylestradiol (dudi dang micronized
100% ).

Ta dude vdi cing dung da biél:
Mdi vién nén bao phim chita 48.17 mg lactose monohydrat va 0,070 mg lecithin ddu wong.

Danh sdach diy di cdc td duge, xem muc 6.1

3. DANG BAO CHE ,
Vién nén hao phim

Vién nén bao phim hai mat 16i, ron, mau tring. MOt mat khie: “G63 ™. Pudng kinh khodng 6 mm.

4. DPAC TINH LAM SANG

4.1 Chidinh diéu tri

Thudc trdanh thai ndi i€t (0 ding dudng udng.

Quy¢€t dinh ké dun Rosina nén dude cin nhic dua uén cdc y€u 18 nguy cd hién hiiu cia timg phu
nir. dic biét 1a nguy cd huy€t khi tinh mach (VTE) v nguy ¢d huy&t khéi tinh mach lién quan
dén Rosina so vdi cdc thude trdnh thai ndi ti€t (6 phdi hdp khic (CHCSs) (xem muc 4.3 va 4.4).
4.2 Liéuding va cich ding

Cich diang

Diing duting udng.
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Liéu dung

Dung vién nén bao phim Rosina nhu thé nao

vdi mdt it chdl I«nn.gr néu can. Uc‘rné mdt vién mdi ngay trong 21 ngay lién tiep. Bit dau vi lhucn.
1i€p theo sau khodng thdi gian 7 ngdy ngung thudc, trong thési gian nay thuding xay ra hanh kinh.
Viéc hanh kinh thuting xudt hién vao ngay thit 2-3 sau khi uéng vién thude cudi ciing va ¢6 thé
chua chdm didt hanh kinh trde khi bt diu diing vi ti€p theo.

Bdt ddu ding Resina nhi thé nio

Tricdng hop irwde di khdng ding thude trdnh thai ngi tiét 16 (trong thang triectc):
Bt ddu uéng vién nén bao phim Rosina vao ngiy thit nhit ciia chu ky (ngay diu tién cia ky
kinh).

Trucmg hop thay doi tie mét bién phdp trdnh thai ngi 1iét 16 phii hop (thude vién udng trdanh thai
phdi hop (COC), ddt vong hode miéng ddn ngodi du):

Nén bt ddu udng vién Rosina (6t nhdt ngay sau ngay uGng vién thudc ¢é hoat tinh cudi ding cia
loai thudc trdnh thai ndi €t 16 phdi hgp trude dé. Trong wruding hgp nay, khong nén bit diu udng
Rosina mudn hdn ngay ti€p theo sau khoang thdi gian ngung thudc hodc sau khi diing hét cdc vién
thuSc khdng ¢6 hoat chilt ¢ha loai thuSc tranh thai trvde dé. Khi thay déi tif bién phdp diung vong
trdnh thai hodic mi€ng din ngodi da. nén bit diu uéng Rosina 161 nhit vao ngay ngifng diing bién
phdp trdnh thai dé. nhung trong trudng hdp nay khong nén udng vién Rosina mudn hon ngay dy

Kién sif dung trd lai cdc bién phip trude dé. /

Trutng hop thay dii tie bién phdp chi ditng progestogen (dung vién, tiém hodc cdy dudi da chi chita

progestogen). hodc hé giai phing pm;,esm;,wr trong tw cung (1US)

C6 thé chuyén déi vao bit i ngdy nio i loai thude chi chifa progestogen (1if miéng ddn hodc hé

giai phong progestogen trong (0 cung viio ngay ngting ding cdc bién phip ndy. tif dang thudc tiém
vao ngay du ki€n cho lan tiém ti€p theo) nhung trong tat ca cdc trufing hdp nay, ngudi phu nit nén
st dung thém bién phdp trdnh thai rio cdn trong 7 ngay ddu diing thude.

Sau khi phd thai 3 thang ddu
C6 thé bt ddu ding thudc ngay lip wic (n€u phd thai vao 3 thing ddu cla thai ky). Khi sit dung
nhu vay, khéng can thiét diing thém cic bién phép tranh thai khéc.

Sau khi sinh hode phd thai vao 3 thdng gidu

Ngudi phu ni¥ nén dude s viin bt ddu udng vién Rosina vao ngay 21 dén ngay 28 sau khi sinh
hodc sau khi phd thai n€u pha thai vio 3 thdng gitra ctia thai k¥. Néu bdt ddu mudn hon, nén sif
dung thém mot bién phap tranh thai rio cdn trong vong 7 ngay dau. Tuy nhién, néu da c6 giao
hdp. cin loai trif kha ning cd thai trutde khi bat ddu sit dung thudc tranh thai duding udng hoidc nén
dgi d€n ky kinh diu tién,

D3&i vdi phu ni dang cho con b, xem muc 4.6,
Xit Iy liéu bi quén

NEu quén udng thudce dvdi 12 gid, tac dung trdnh thai khong bi giam. Nén udng thude ngay khi
nhd ra vi udng vién tiép theo vio gid thudng 1€,

2/19
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Néu quén udng thudc trén 12 gid, tic dung trnh thai c6 thé giam. Viée xit 1y cdc liéu bi

thé dugc hudng din theo hai nguyén tdc cd bin sau:

1. khéng duge ngung thude trong thifi gian qud 7 ngay

Z 7 ngay lién tuc ding thude d€ dat dide tac dung ifc ché hoin toan truc ha doi - tuyén yén -
budng trimg.

C6 thé hudng diin nhu sau trong thuc hiinh hang ngay:

Tuén 1

Nén udng vién thude bi quén cudi ciing ngay khi nhd ra, tham chi diing 2 vién cing lic, Sau do
ti€p tuc udng thude vao gidf thudng 1&. Ngoii ra, nén sif dung thém mot bién phép tranh thai rao
can nhit bao cao su trong 7 ngay k€ ti€p. Néu ¢o giao hdp trong 7 ngay trude dé. nén cén nhic kha
ning ¢6 thai. Cang quén nhi¢u hon mat vién thudc va viée quén thudc cang gin vdi khodng thesi
gian ngung thudc thudng 1¢ thi nguy ¢d c6 thai cing cao,

Tuéin 2

Nén udng vién thudc bi quén cudi cling ngay khi nhd ra, thim chi ¢6 th€ udng 2 vién ciing lic. Sau
do ti€p e udng thudc vao gidy thudng 1&, Néu di udng thudc ding theo lich trinh trong 7 ngay
trutde khi quén vién thude ddu tién, khong cin thi€t s dung kémbién phdp trdnh thai dy phong.
Tuy nhién. néu quén nhiéu hdn mdt vién thudc, ngudi ding nén dude khuyén cdo sif dung kém
hi¢n phdp tranh thai dy phong trong 7 ngay.

‘Tuén 3

C6 nguy cd giam kha ndng trdnh thai do sdp d&€n khoang thfi gian 7 ngiy ngung thude. Tuy nhién,
théng qua viéc di¢u chinh lich trinh diing thudc, ¢6 thé ngan ngita dude viée giam khid ning tranh
thai. Bing cdch thyc hién mét trong hai lia chon dudi diy, khong cin phai sit dung cdc bién phap
tranh thai du phong, phii dam bdo riing 7 ngdy tntdc khi quén vién thude dau tién, ngudi diing da
diing thudc ding theo lich trinh. Néu khang thife hién dude nhu vy, ngudi diing nén theo lwa chon
1 va sit dung bién phdp trdnh thai dy phong trong 7 ngay tiép theo.

1. L chon 1: Udng vién thude bi quén sau cling ngay khi nhd ra. thim chi udng 2 vién cling lic.
Sau dé ti€p e udng thude vao gid thuding 1. Phai hat ddu ding vi thuéc tiép theo ngay khi
k€t thic vi dang dung, khong € ¢6 khodng thdi gian ngung thuGe giita 2 vi. Ngudi diing kho
¢6 thé hanh kinh nhiéu cho dén khi diing hét vi thudc thit 2. nhung ¢6 thé xuit huyét 1im tdm
hodc xudt huy€l gilfa ky trong nhitng ngay ding thudc.

Lyt chon 2: Ngudsi diing cling ¢6 thé duge khuyén ngiig ding thude trong vi hién tai. Nén ¢co
khodng thdi gian ngung thudc trong 7 ngay, bao gdom ci ngay quén thude va sau do tiép tuc
dung vi thude tiép theo.

bd

NE&u guén thude va sau d6 khong ¢ kinh nguyét trong khodng thifi gian ngung thude thong thuting,
cin cin nhic kha ning cd thai.

Lot khwvén trong triong hop rdi loan tiéu héa

Trong truéing hdp cé rdi loan tiéu héa nghiém trong (nhy ndn hodc tiéu chdy), thudc ¢é thé dudc
hip thu khéng hoan todn, nén bién phép trianh thai dy phong.

Né&u bi ndn trong vong 3-4 gidf sau khi diing thude. udng mét vién thude mdi (vién thay thé) ngay
khi ¢6 thé. N&u c6 thé, nén ubng vién thudc mdi trong vong 12 gid quanh gid udng thude thuding
1&. Néu qud 12 gidt, dp dyng chi ddn trong phin quén thudc & muc 4.2 “Xit Iy liéu bi quén”. Néu
ngudii dung khdng mudn thay ddi lich trinh ding thudc thudng 1€, cd the udng vién thay thé 1l mot
vi thudic khic.
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v'i thudc lhti' 2. Trnng thdi gian tri hodn néy. nguﬁi cltmg cd thé Xuil huyf“:'l lé'm tﬁfrn hoic xue"(t
huy€t gilta kv. St dung lai vién Rosina nhu binh thu¢ing sau khoang thdfi gian nghi khong ding
thudc 7 ngay.

D¢ chuy€n ngiy hanh kinh sang ngiy khéc trong tuin so vdi hién tai. ¢ thé w van ngudi ding rit
ngin khodng thdi gian ngung thudc véi sd ngay nh mong mudn. Khodng thdi gian ngung thudc
cang ngdn thi nguy cd khong thiy kinh cang cao va sé xuat huy€t Iim tam hodc xuat huyél giita
ky khi diing vi thudc ti€p theo (nhy trong trudng hgp tri hodn thei gian hinh kinh).

Quin thé dic biét

Tré emva tré vi thanh niér
Vi¢c sif dung vién Rosina dudc chi dinh sau ky kinh nguyét diu tién. Khang ¢6 dit liéu vé sif ¢in
thi€t phai dié¢u chinh lidu.

Neudri cao tudi
Khéng dp dung. Khéng chi dinh diing Rosina sau khi mdn kinh. /

Suy gidm chitc nang gan
Chdng chi dinh diing Rosina cho phu ni suy gidam chifc ning gan (xem muc 4.3 va 5.2).

Suy gidm chic ndng thdn
Chang chi dinh diing Rosina cho phu nit suy giam chifc ndng thin ndng hodc suy thin cap (xem
muc 4.3 va 5.2),

4.3  Chdng chi dinh

Khong nén ding thudc tranh thai n6i €118 phdi hgp trong cdc trudng hgp duge liét ké dudi day.
Nén ngifng diing thude ngay néu cdc ddu hi¢u nay xudt hién lin ddu trong qud trinh sit dung thudc
trdnh thai ndi i€t 16 phdi hgp.
. Pang mdc hodc cd nguy cd huy€t khdi tinh mach (VTE)
- Hién tai ¢6 huy&t khdi tinh mach (dang sif dung céic thuGe chdng dong) hodc tién st bi
huyét khdi tinh mach (nhi thuyén tdc tinh mach sau [DVT] hodc thuyén tic phdi
[PE]).
- Huy¢1 khdi tinh mach do di truyén hodc ¢6 khd nidng mdc phdi nhe khdng APC (bao
gom yéu td V Leiden). thiu yéu td khdang thrombin I11. thi€u protein C. thi¢u protein
S
- Pai phiu phai nam bat dong kéo dai (xem muc 4.4)
Nguy cd huyét khdi tinh mach do cé nhiéu y&u 10 nguy cd (xem muc 4.4)
- Huyt.l khd&i dong mach hodc nguy cd huy€t khai dung mach (ATE)
- Hién tai ¢ huy€t khdi ddng mach hodc tién sit ¢6 huy€t khdi dong mach (nhu nhdi
mdun ed tim) hodc ¢d cdc diu hi¢u tién tricu (nhi dau that nguc).
= Bi ddt quy do bénh mach mdu ndo, tién sit bi dot quy hodc cé dau hiéu tién tri¢u (nhu
con thi€u mdu ndo thodng qua - TIA)
- Huyé&t khéi dong mach do di truyén hodc ¢6 khd ndng médc phai, nhu ting
homocystein mau va cd khang thé khang phospholipid (khang thé khdng cardiolipin,
chi't chdng ddng lupus - lupus coagulant).

4/19
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. Tién sif dau nira ddu vdi cdc triéu chitng thin kinh khu tra.
: Nguy cd cao huyét khGi ddng mach do nhiéu yéu 16 nguy cd (xem muc 4.4) F
y&u 18 nguy ¢d nghiém trong nhu:
- ddi thdo dudng vaéi cdc tri¢u chitng mach mau
- ting huy&t dp nghiém trong
- r61 loan lipoprotein mdu nghiém trong
- Bi bénh gan ndng hodc ¢ tién st bénh gan nang. chiic ning gan khdng trd vé binh thutng
trong thii gian dai.
- Suy giam chic ndng thin nghiém trong hodc suy thin cip.
- C6 khdi u hodc tién sif ¢é khdi u g gan (lanh tinh hodc 4c tinh).
- C6 cdc khdi u dc tinh hodc nghi ngd ¢ cdc khdi u dc tinh do dnh hudng ctia ndi tiét 1o sinh
duc (nhi cd quan sinh duc hodc va),
- Chiy mdu dm dao khéng duge chin dodn.
- Qud min vdi hoat chat hoac bt ¢if thanh phén td dude nao dudgce liét ké trong muc 6.1,
- Qud mén vdi ddu phong hodc diu nanh,

4.4. Cinh bio dic biét va thin trong khi sit dung %2('/ -

Canh bao
Né&u ¢6 bt et tinh trang hodc yéu 16 nguy cd ndo dude dé cip dudi diy. c¢in thio ludn vé sy phu
hdp khi diing Rosina cho ngudi phy nir.

Trong trudng hgp ning 1én hodc 1an diu gép cdc tinh trang hay céc yéu td nguy ¢d niy, ngudi
dung cin duge khuyén lién hé vdi bic sTdE biét ¢6 nén ngimg diing Rosina hay khong.

Trong trudng hdp huy€t khoi tinh mach hodc huyét khdi dong mach dd duge khing dinh hodc con
nghi ngd, nén ngifng ding thudc tranh thai ndi tié1 16 phdi hgp. Trong truding hgp bt ddu diéu tri
vdi thudc chong dong, nén sif dung bién phdp tranh thai thay thé phit hdp do kha ning gay di tat

thai ctia cde thude chong déng (cdc coumarin).

Réi loan tuian hoan
Nguy cd huyét khéi tinh mach (VTE)

Vigc st dung bat ¢ thudc trdnh thai ndi G118 phdi hgp (CHC) ndo ciing déu Jam ting nguy cd
huyét khdi tinh mach so vdi khdng sif dung thudc. Céc thude chifa levonorgestrel, norgestimat
hedc norethisteron cd lién quan nguy co gay huyét khdi tinh mach thip nhit. Cic thudc khic
nhy Rosina ¢é th€ cé glp déi nguy cd nay. Chi nén quyé€t dinh st dyng loai thudc khic ngoai
cic thudc cé nguy cd huy&t khéi tinh mach thip nhit sau khi da trao déi vdi ngui ding dé
ngudi phy n@ hi€u ré nguy co giy huy€t khai tinh mach cua Rosina, cic y€u t6 nguy ca hién
hitu ¢6 th€ anh hudng nhu the€ niaoe d&€n nguy cd nay va nguy cd bi huy&€t khdi tinh mach la cao
nhit trong nam diu tién diing thudc. Ciing ¢6 mdt s bing chitng cho thay nguy cd nay ting
1én khi thudc trinh thai ndi tiét té phoi hgp duge ding lai sau thdi gian ngifng thudc tif 4 tudin
tro lén.

Trong s6 nhitng phy nit khang sit dung thudc trdnh thai ndi tiét 16 phdi hgp va khdng ¢6 thai thi ¢o
khodng 2/10,000 ngudsi bi huy€t khdi tinh mach trong thdi gian mat nam. Tuy nhién, rén bat ci
ngutti phu nit nao, 1y 1& nay cd thé tang 1én rat nhiéu, phu thude vao cic yéu 16 nguy cd ma ho cd
(xem dudi day).
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drospirenon ¢ tif 9-12 ngudi bi huy€t khéi tinh mach trong mdt nam, so vdi khodng 6 nguk
dung thude tranh thai ndi 1i€1 16 phdi hdp ¢6 chia levonorgestrel,

Trong cd hai rudng hgp ndy, s6 ngudi bi huy€t khdi tinh mach trong nam thdp hon so vdi sd ngudi
du ki€n trong thati gian mang thai hodc giai doan sau sinh.

Huy€1 khéi tinh mach c6 thé gy 1 vong trén 1-2% s truting hdp.

S0 nguwi gap bi€n ¢ huy&t khdi tinh mach trén 10.000 phu n@@ trong 1 ndm

Number of
m;urrh

*

—_— . - - _— Ty,

MNon-CHC user |2 events) Levanorgestrel-containing CHC (5.7 Drosplrenone containng CHC (912
Events| evenis)

Rt hi€m khi, huy€t khdi duge bdo cdo trén ngudsi diing thude tranh thai ndi i€l 18 phéi hap xuit
hién d cic mach mdu khac nhe dong mach va tinh mach gan, mac treo, thin hodc vong mac.

Y&u té nguy cd cho huyét khéi tinh mach

Nguy cd bién chitng huyét khdi tinh mach trén ngufi diing thudc tranh thai ndi ié1 16 phdi hdp co
thé ting Ién ddng k& & nhitng phu nif ¢6 thém cdc y&u 18 nguy cd khic, dic biét khi ¢6 ddng thi
nhiéu yéu t& nguy cd (xem bing duddi diy).

Chéng chi dinh diing Rosina néu ngudi phu nit ¢ nhiéu yéu 16 nguy cd didn dén nguy cd cao huyél
khéi 1inh mach (xem mm 4.3). Néu ngudi phu nit ¢ nhiéu hon mdt yéu 18 n},uy cd., nguy cd huyét
khdi ¢6 thé 16n hon 16ng nguy ¢d U cdac yéu 16 don 1€ - trong trudng hdp ndy ¢in ¢in nhic nguy cd
huy¢ét khéi tinh mach téng thé. Khéng nén ké ddn thudc tranh thai n6i €t & phdi hdp néu lgi ich
ctia thudc thap hdn nguy cd (xem muc 4.3).

Bing: Nhifng y&u td nguy cd clia huyét khéi tinh mach

Y&u té nguy cd Nhin xét

Béo phi (chi s khéi cd thé (BMI) Nguy cd ting Ién khi chi s6 BMI ting.

vugt qué 30 kg/m?2) bic biét nhit thi€t cin nhidc n€u ciing 16n tai cic yéu
| td nguy cd khéc.

B4t dong kéo dai. dai phiu, bdt e | Trong cdc trudng hop nay, ¢6 thé khuyén ngifng ding

phau thuat nao d phan chan hoac thudc (trong truting hdp md chi dong, ngitng thude

" Tén sudt nay dugc udc tinh 1 (Wng s6 cac dir li¢u nghién ciu dich 1& hoc, st dung nguy ¢o wong ddi cho
cie thude khde nhau so véi cde thude tednh thai no1 6ELG phdi hdp ¢ chifa levonorgestrel.
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xudng chdu, phiu thudt than kinh | wrwdc it nhdt 4 win) va khong ding thude cho%
hodc chin thudng ning tudn sau khi di lai dugc hoan toan. Nén sit dung
phudng phép tranh thai khdc d€ tranh mang thai ngoai
Ghi chii: bat djng 1am thdi bao gdm | ¥ mudn.
cd di chuyén bing duiing hing
khong ldu hon 4 gi¢s ciing 13 mat yéu
16 nguy cd cho huy&t khdi tinh mach.
dac biét trén phu niif ¢d cde yéu 16
_nguy cd khic.
Cé tién sif gia dinh (anh chi em rugt | N&u nghi ngd ¢6 y€u 1§ di truyén, ngudi phu nif nén
hodc b me bj huy€t khai tinh mach, | tham khido ¥ kién ctia cdc chuyén gia trudc khi quyét
| dac biét & do tudi nedng dai sdm nhu | dinh sit dung bét ¢ thudc trdnh thai n6i i€t 15 phoi

Nén cfin nhdc ding thude ching dong néu trude dd
chua ngiing ding Rosina,

| truGe 50 woi), o | hgp ndo.

| Céc tinh trang v khoa khdc lién quan | Ung thu. lupus ban dd hé thong, hoi chiing ting ure

| d€n huy€t khdi tinh mach huy€t tan huy&l, viém rudt man tinh (bénh Crohn’s

! | hodc viém loét dai trang) va b&nh t€ bao hinh liém. :
| Tudi tang | Bic biét uén 35 wéi i

Khong ¢ sy déng thuin vE vai trd clia suy tinh mach va viém tdc tinh mach ndng vé vi¢c khdi
phét hay ti&n trién ctia huyét khoi tinh mach.

Phai lwu ¥ finh trang ting nguy cd huyét khdi ¢ phy nif dang mang thai va dic biét giai doan 6 win
sau khi sinh (thdng tin vé “Khd ndng sinh sdn, thoi kY mang thai va cho con bi" xem muc 4.6).

cip va phai thdng bdo vdi nhan vién y t€ vé viéc dang diing thudc tranh thai ndi ti€1 18 dang phéi
hdp.

Céc tri¢u chiing ctia huyét khdi tinh mach sau (DVT) ¢é thé bao gdm:

- sung mat bén chan via/hoac ban chin hoac doc theo tinh mach chan:

- dau nhie hodc dau d chén chi ¢6 thé cam nhin duge khi ditng hodc di bo.

- cam gidc ndng tang 1én d bén chin bi dnh hudng: da d6 hoac mat miu 3 chin.

Héi chiing thuyén tic phdi (PE) ¢6 thé bao gbm:

- kh¢ thd hodc thd nhanh khdi phat dot ngdt khong r6 nguyén nhin:
- ho dot ngdt ¢6 thé c6 kém theo ra mau;

- dau ngue ning;

- chodng vdng hoac chong mat;

- nhip tim nhanh hodc bat thuting.

MOt 56 tri¢u ching (nhu “hut hdi’. *ho’) khong dac hiéu va co thé bi nhim lan vdi cic bénh phd
bién va it nghiém trong hon (nhit nhiém triing dung hd hip).

Cic diu hiéu tic mach khdc ¢é thé hao gém: dau dot ngdt, sung va ddi mau xanh nhe ¢ diu chi.

Néu cdc triéu chiing thuyén tic xiy ra & mat, cé thé biéu hién tit nhin md khong dau tién tri€n dén
mdat thi lvc. Boi khi mél thi lye 6 thé xudt hién ngay lip tic.

Nguy cd huy€t khdi djng mach (ATE)
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hgp vdi viée gia ting nguy ¢d huy€t khdi déng mach (nhdi mdu cd tim) hoac nguy cd tai bién s
mach mdu nao (nhu cdn thi€u méu ndo thodng qua. Aot quy). Bi€n ¢6 huyét khdi dong mach ¢6
thé giy 1 vong.

Cic y€u td nguy cd clia huyét khoi dong mach

Nguy ca bi€n chitng huyét khdi dong mach hodc nguy cd tai bién mach mdu ndo & nhitng nguii
ding thudc tranh thai ndi €118 phdi hdp tang 1én d nhitng phy nir ¢6 cdc y&u 16 nguy cd (xem
bang dudi diy). Chdng chi dinh diing Rosina néu ngudi diing ¢é y&u t& nguy cd nghiém trong hoic
¢6 nhiéu yéu 16 nguy cd din dén ngadsi dimg ¢6 nguy cd cao bi huyét khdi dong mach (xem muc
4.3). N&u ngudti phu n ¢6 nhiéu hon mdt y€u 18 nguy cd, nguy cd bi huyét khéi dong mach sé ldn
hon tGng nguy cd giy ra bdi cdc y&u 16 nguy cd don 1¢é - trong truding hdp nay cin cin nhic dén
nguy cd toan thé. Khong nén ké ddn thude trdnh thai ndi L€ 16 phdi hgp n€u 1¢i ich cla viée ding
thudc thip hon nguy cd (xem muc 4.3).

Bang: Céc yéu td nguy cd ciia huyét khéi dong mach

Y &u td nguy cd | Nhénxét
Tudi ting | Bic bi¢t uén 35 wdi .
Huit thude | Ngudfi phu nit nén dudce 1 vin khéng hit thude néu

mudn dung thude tranh thai ndi GUEL LS phdi hdp. Phu
nir trén 35 wéi néu Lép we hit thude nén duge wr van
| ky d€ sit dung bién php trdnh thai khic.

Tang huyél dp
Béo phi (chi s6 khdi cd thé (BMI1) Nguy ¢d tang 1én ding k€ khi chi s§ BMI ting.

virgt qua 30 kg/m?) Pic biét quan trong ¢ nhifng phu ni ¢6 thém cic yéu
_ S 18 nguy cd khic.

C6 1ién st gia dinh (huy&t khéi dong | Néu nghi ngdf ¢6 y&u 18 di truyén, ngudi phu nif nén

mach tifng xay ra trén anh chi em dude gidi thiéu dén chuyén gia d€ dudge W van rude
rudt hodc bd me dac biét & do wdi khi quyét dinh diing bat cif thudc tranh thai ndi tiét 16
wong ddi tré nhy dudi 50 wai). phdi hgp nio.

Pau nita ddu Suf gia ting tdn suit hodc mic d dau nira diu trong

thati gian sit dung thude tranh thai ndi G€t 16 phai hap
(¢ thé 12 tién tri¢u cia cdn tai bién mach mdu ndo)
¢6 thé 12 mot nguyén nhian din d€n viéc ngitng dung
thudc ngay lap nic. - - - |
Cic tinh trang y khoa khac lién gquan | Pii thdo dudng, tang homocystein mau, bénh 1y van
dén bién cd bat 1gi rén mach mdu | tim va rung nhi, r6i loan lipoprotein madu vé lupus ban
dd hé thdng.

Cic triéu chiing ciia huyét khéi dong mach

Trong trudng hdp ¢6 (riu chitng. ngudi phu nif ¢in dude W vin tim kim sy tr¢ gidp y (€ khin cap
va phai thdng bdo vdi nhdn vién y 1€ ring minh dang diing thudc trdnh thai ndi tién 1d phai hdp.
Cdc tri¢u ching tai bi€n mach mdu néo ¢4 thé bao gém:

- d6t ngdt 1€ hodc y€u & mat, tay hodc chin, dic biét & mdt bén cd thé;

- dat ngot di ba khé khan, dot ngdt chong mat, mat can bang hoac phii hap:

- dot ngot lin 16n, Aot ngdt ndi chuyén hodcnhiin thie khé khin;

- d61 ngdt gap khé khin vé thi gide & mot hodc ca hai bén mit

. dot ngdt dau diu, dir doi hoac kéo dai khéng biét rd nguyén nhiin;

. mit ¥ thitc hodc ngat ¢ hodc khong kém theo co giat.

Céc tri¢u chitng tam thési goi ¥ con thi€u madu ndo cuc bo thodng qua (TIA).

8/19

s 7



VAN PHONG
DAl DIEN

Céc tri¢u chitng nhdi médu ¢d tim ¢6 thé bao gdm: \

- dau, khG chiu, cing i, nang né, cam gidc bi si€t chat hoac diy & ngye, cinh tay hoa
Xudng de:

- kho chiu lan t6a ra sau lung, quai ham. ¢8 hong. cdnh tay, bung :

. cdm gidc diy hdi, triéu chitng khé tiéu hoic nghet thd ;

= dd md hoi. budn ndn, ndn hodc chéng mat:

E rit mét moi. lo au hoic khé thd:

- nhip tim nhanh hodc bt thudng.

Khai u

Yéu td nguy cd quan trong nhat ddi vdi ung thu ¢8 tf cung 1a do nhiém virus papilloma nguéi
(HPV). St gia ting nguy cd ung thir ¢& ti cung & nhitng ngudii ding thudc trénh thai phdi hop
duting udng (> 5 ndm) da dudc ghi nhan trong mot s& nghién citu dich (& hoc, nhung vin tiép wc
con tranh ¢di vé mifc d§ cua phét hién nay do con bi dnh hudng bdi cdc yéu 16 khic nhit xét
nghiém ung thu ¢d tf cung hodc hanh vi tinh duc st dung bién phép tranh thai rio can.

MGt phin tich gop ti 54 nghién cifu dich t€ da ghi nhén ¢ su gia ling nhe nguy cd wong ddi (RR
= 1,24) ung thu vi dugc chan dodn trén nhiing phu nit dang diing thudc tranh thai phéi hap duding
udng. Nguy cd ndy din mit di sau 10 nim ngifng ding thudc trdnh thai phdi hgp dutsng uéng. Do
ung thu vi hi€m gap & phu nif dudi 40 woi, s6 vgng gia tang chan dodn ung thu vi & nguini dang
diing hodc gin diy ¢6 diing thudc tranh thai phdi hdp duding uéng 13 nhd so vdi toan bd cdc nguy
cd gly ung thy vi, Cdc nghién cifu ndy khong cung cip bing ching vé méi quan hé nhin qua.
Phin mdu bénh nhan diing thudc tranh thai phéi hgp dudng udng duge ghi nhan c6 nguy cd gia
ting ¢ thé do chin dodn sdm ung thy vii, tic dung sinh hoc ciia thudc hoac két hdp ¢ hai nguyén
nhin, Ung thy vi & nhitng ngudi tifng st dung thudc tranh thai cé xu hudng it ti€n tri€n 1am sang
hon so vdi ung thu vii duge chin dodn d nhifng ngudi chua titng ding thude.

Trong cdc truting hop hi€m gip, cdc khdi u gan lanh tinh va thim chi hi€m gidp hon 12 cdc khdiu
gan dc tinh da dudc ghi nhin trén nhitng ngudi sit dung thudc tranh thai phdi hdp duéing udng.
Trong cdc truiing hop don 1¢, cic khai unay da din dén xuit huyét rong & bung de doa tinh
mang. Nén cin nhic dén mot khéi u gan va ¢ chin dodn phin biét khi c6 dau di¥ ddi viing bung
trén, gan 10 hodc ¢d diu hi€u xudt huy€&l & bung & phy n ding cdc thudc trdnh thai phdi hdp
duting udng.

)

Ciac khéi u dc tinh ¢6 thé de doa tinh mang hodc gay i vong.

Cdc tinh trang khdc

Thiinh phén progestogen trong Rosina 1a mot chat doi khang aldosteron vdi tac dung gif kali.
Ndng d6 kali dude hy vong la khong tang trong hiu hét cdc truding hgp. Tuy nhién, trong mot
nghién cifu lam sang. rén mdt s& bénh nhin suy gidm chife niing thin & mic do nhe va trung binh
¢ st dung d6ng thai cdc thude giy gilf kali ndng d6 kali trong huy€t thanh ting nhe. nhung Khong
¢6 ¥ nghia. trong qua trinh diing drospirenon. Do dé, khuyén cdo ki€m tra ndng dé kali huyél
thanh trong chu ky diing thudc ddu tién & nhifng bénh nhin suy giam chidc ning thian va trude khi
diing thuée d bénh nhan ¢ ndng dé kali trong huyét thanh cao hon gidi han binh thuting va dic
bi¢t khi ding ddng thdfi vdi cdc thude gilt kali. Xem thém muc 4.5.

Phu ni ¢6 ting triglycerid mdu hodc ¢6 tién s tang triglycerid mdu ¢6 thé tang nguy cd viém tuy
khi diing cdc thudc tranh thai phdi hgp duéing udng.

Mac dit huy€l dp ting nhe da dude ghi nhin trén nhiéu phy nit diing cdc thude trdnh thai phdi hgp
duding udng nhung ting huy&t dp ¢6 bidu hién trén lim sing la hi€m gip. Trong 8 niy. chi rdt it

9/19

B



tri s& huyét dp tang lién tuc hoac huyét dp tang dang ké khong dap img du vdi viéc diéu tri ting
huyét ap, phai ngitng diing thudc trdnh thai phdi hop duding udng. Khi thich hdp, cé thé diing lai

thudc tranh thai phéi hdp dudng uéng néu huyEl dp trd vé binh thudng khi duge diéu tri biing cic
thudic chdng ting huyét dp.

Cic tinh trang sau ddy d3 duge ghi nhin xdy ra hodc lam xdu hon cho thai k¥ va viéc sit dung
thudic tranh thai phdi hdp duting udng, nhung biing ching vé mai lién guan vdi viée sif dung thude
tranh thai phdi hdp duting udng 1a chua két ludn dudge: vang da va/hodc ngia lién quan dén f mat.
sGi mdt, 181 loan chuyén héa porphyrin, lupus ban do hé thdng. hdi ching ure mdu tan huy€l, mua
¢idl Sydenham. herpes thai kv, mat thinh gidc lién guan dén xd cifng tai.

d phu nif ¢6 phit mach di truyén, estrogen ngoai sinh ¢ thé gy ra hodc lam nang hdn céc triéu
chitng phit mach.

C6 thé cin ngitng sif dung thudc tranh thai phGi hdp duding udng néu ¢6 161 loan chife ning gan )

cap tinh hodc man tinh cho dén khi cdc chi s& ddnh gid chifc nang gan trd vé hinh thuging. Cén

ngitng ding thudc trdnh thai phéi hgp duding udng trong triéing hgp vang da  mét tdi phit va/hoic )F;
ngita do  mat trude day da xudt hién trong qua trinh mang thai hodc trong qud trinh s dung cdc | /
hormon sinh duc trurde day. |

Mic di ¢dc thudc tranh thai phdi hgp dubing udng ¢6 the dnh hudng dén s dé khdng insulin ngoai
vi va kha nang dung nap glucose. khong cé bang chitng cho thay can thay thé phac dé dicu tri dai
thio duding khac khi sit dung thude tranh thai ph&i hap duding udng liéu thiap (chita < 0,05 mg
cthinylestradiol). Tuy nhién, phu ni¥ bi ddi thao duting nén dugc theo ddi thdn trong, dic biét trong
théfi gian dau ding thudc.

Ti€n tri€n xdu di cia nhifng tinh trang nhat traim cam n6i sinh, co giat, bénh Crohn va viém loét dai
trang da dugc bdo cdo trong qud trinh sir dung thudc tranh thai phdi hgp duding udng.

Nam da thinh thodng cd thé xuit hién, dac biét & nhitng phu nif ¢6 1ién sif nam da thai ky. Nhitng
phu ni ¢é khuynh hudng bi ndm da nén trdnh tiép xtic véi dnh sdng mat urdi hodc tia nf ngoai
trong khi diing thudc tranh thai phdi hgp duding udng.

MGdi vién thudc ¢ chita 48.17 mg lactose monohydrat. Ngudi diing néu ¢ van dé vé di truyén
khong dung nap galactose. thi€u hut men Lapp-lactase hoac hip thu glucose-galactose kém thi
khang nén diing thudc nay.

Mdi vién thudc c6 chita 0.070 mg lecithin dau wiong. Ngudi ding néu qua min vdi dau phong

hodc ddu ninh thi khong nén ding thudc nay.

Xet nhiem/ tham khdm y khoa

Trude khi bdt ddu ding hodc ding trd lai Rosina. nén xem x¢ét diy di vé tién sif y khoa (bao gdm
cd tién sit gia dinh) va cin loai 1l kha nang cd thai. Nén do huyét ap va kham thuc thé, ngui
ding cin duge hudng din vé cic chdng chi dinh {xem muc 4.3) v nhitng canh bdo (xem muc 4.4).
Biéu quan trong 1a luiu ¥ ngudii diing cic thong tin vé huyét khai dong - tinh mach, bao gdm nguy
cd ctia Rosina, khi so sinh vdi cdc thudc trdnh thai ndi 1i€1 10 phdi hop khdc. nhitng triéu chitg
clia huy€t khoi tinh mach va huy€t kh&i ddng mach, cdc y€u 16 nguy cd da biét va nhifng diéu cin
lam trong tritding hdp nghi ngd c6 huyé khéi.

Ngui ding ciing nén duge hudng din doc ky 10 hidng ddn sit dung thuée va tufin thu cic

huéng din. Tin sudt va cdc xét nghiém nén lam nén dya trén hudng din thye hanh di dude thiét
lap va pha hdp vdi tiing phu ni.
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Phu nif nén dudc tf viin ring cdc thudc trdnh thai ndi tiét (& khong bdo vé chdng nhiém v
(AIDS) va cédc bénh lay truyén gua duéing sinh duc khac.

Gidm hiéu gud
Hiéu qud cia cac thudc tranh thai ndi tiét 16 phdi hdp cé thé giam trong cic tnfiing hdp nhit quén
thudc. rdi loan tiéu hoa hodc diing dng thdi vdi cdc thude Khac.,

Gidin kiém sodi chu ky

V@i td1 cd cde thude trdnh thai phéi hgp duding udng, chiy mdu bat thudng (xudt huyét 1dm 1dm
hodc xudt huy€l gitra ky) ¢6 thé xdy ra. dic biét trong thing ddu ding thudc. Tuy nhién. viéc ddnh
gid bt oif tinh trang chdy mdu bat thudng nao chi cd ¥ nghia sau mét thai gian thich ing khodng 3
chu ky.

Néu van con chay mdu bat thudng hodc chay mdu bat thuding xuat hién sau cdc chu ky binh
thuéing, cin xem xét nhifng nguyén nhin khdc ngodi nguyén nhin ndi é116 va cin ¢ cic bién
phap chan dodn phit hgp d€ loai trir khdi u dc tinh va kha ning mang thai. Nhitng nguyén nhin
nay cd thé bao gdm ca viéc nao thai.

O mot s& phy nit, kinh nguyét ¢ thé khdng xudt hién trong giai doan ngirng dang thude. Néu -
thudic tranh thai phéi hdp dudng udng di duge diing diing theo chi ddn ghi trong muc 4.2, thl khong

¢6 khd ning ngudi phu nif ndy mang thai. Tuy nhién. néu cdc thude nay khong dugc ding ding

theo chi din trude khi mat kinh 1dn ddu hodc n€u dd mil hai k¥ kinh, cin loai trif khd ning cé thai

tritcic khi ti€p tuc diing thudc tranh thai phdi hdp duding udng.

4.5 Tudng tac vdi cac thude khac va cac dang tuong tac khice
Anh hudng ciia cde thude khdc én Rosina

Tudng tac ¢é thé xuat hién vdi cdc thudc giy cdm iing enzym microsom gan cé thé 1am ting thanh
thai cdc ndi i€ 16 sinh duc ¢d thé din dén chdy méu gilfa ky vi/hodc mit tdc dung trdnh thai.

X 1y

Cam tng enzym c¢6 thé ghi nhin duge sau vii ngiy diéu tri. Cam @ing enzym t6i da thuding quan
sdt thiy trong vong vai tudn. Sau khi ngitng di¢u tri bing thudc, cam @ng enzym cd thé duy tri
trong khodng 4 win.

Piéu tri ngdn han

Nhitng phu nit dang diéu trf ngdn han bing cdc thudc giy ¢im ng enzym nén tam thei sit dung
thém mét bién phdp rio chin hodc mot phudng phdp tridnh thai b6 sung khdc. Phudng phap rao
chdn cin dudgce sif dung trong sudt thdi gian ding dong thdi vdi cdc thudc gy cam tng enzym va
28 ngay sau khi ngitng diing thudc. N&u van con diing thude diéu tri sau khi diing vién cudi ciing
trong vi thudc tranh thai, vi thuSe trdnh thai ti€p theo nén duge bdt dau ding ngay sau dé ma
khong ¢é khodng thdfi gian ngung thudc.

Diéu tri dai han
Néu thude ding ddng thdi van con khi diing hét vién nén Rosina trong vi, nén bdt diu ding vi tiép
theo ma khong cd khoang thefi gian ngung thude nhu thuting 1€

Nhitng tudng tic dudi day da dude ghi nhin trong v van.

Cdc thudc lam tdng thanh thdi thudc tranh thai phot hop ducmg udng (gidm hi¢u quda cia cde thude
trdnh thai phdi hgp duong udng do gdy cdm itng enzym) nhue:
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ritonavir, ncwrapln t..f?l\'ll‘i..lh* vi cling ¢6 thé xdy ra vdi felbamal gnsmlu]un nxa{.arhdn.pm
topiramat va cdc thude ¢ chita thanh phin thio dudc 1a c6 St John's Wori (Hypericum
perforatum).

Cic thudc lam thay déi thanh thdi ciia thudc trdnh thai phoi hop duemg udng:

Khi diing dong thti vdi cdc thude trdnh thai phdi hdp dudng udng. nhiéu sy k&t hgp cia cdc thude
tic ch€ protease HIV va cdc thudc tic ché enzym sao chép ngude khéng phai la nucleosid, bao gdm
k€l hefp vai cdc thude e ch€ HCV ¢6 thé 1am tang hodc gidm ndng dé cdc estrogen hoac progestin
trong huyét twong. Tac dung rd rang cla cdc thay d6i nay ¢6 thé bi€u hién trén 1am sang trong mot
s truding hop.

Do d6 nén tham khao thong tin ké don cla cic thude khiang HIV/HCV diang ddng thai d€ xdc dinh
rang tic tiém tang va bat cit khuyén cdo nao lién quan. NEu ¢6 bat ky nghi ngdf nao. nén sit dung
thém phudng [}hdp tranh thai rao chdn ¢ nhitng phu nit dang diéu tri bing cdc thudc fc ché
protease hoic cde thude de ch€ enzym sao chép nguge khing phii nucleosid.

Cdc chat chuyén hoa chinh ctia drospirenon trong huy€t tiong ngudfi duge hinh thinh ma khéng ¢é
su tham gia cta hé cytochrom P450. Do d6. cic thude (fc ché hé enzym nay khéng dnh hudng dén
st chuyén héa ciia drospirenon.

Céc thudc tranh lhdl dlfl.‘ing udng ¢6 thé dnh hu'(mg d€n chuyén héa ctia mot s§ thude khdc. Theo
dd, ndng do trong huy€t tong va trong mo clia cdc thude nay ¢6 thé ting 1én (nhyf ciclosporin)
hoac giam di (nhu lamotrigin).

Duta trén cdc nghién citu ie ché in vitro va cdc nghién ciu Widng téc in vive trén nhitng ngudi phu
ni tinh nguyén, sit dung omeprazol, simvastatin va midazolam nhu cdc cd chat danh diu. khong
thiy c6 wiong téc cha drospirenon d liu 3 mg d€n qud trinh chuy&n héa cla cic thude khic.

Cic dang widng tic khidc

Trén bénh nhin khong bi suy giam chifc nang thian. sit dung dong thifi drospirenon va cdc thudc (e
¢h& men chuyén hoic cic thude chdng viém khdng steroid da khong cho thdy dnh huGng ¢ ¥
nghia d€n ndng do kali huy€t thanh, Tuy nhién, viéc ding dong thisi Rosina vdi cic thude dai
khang aldosteron hoac cdc thude Igi tiéu giit kali chua dude nghién ciu. Trong triéing hgp nay,
nén x¢ét nghiém ndng d kali huy€1 thanh trong chu ky ding thudc didu tién, Xem thém muc 4.4,

Ghi chui; Nén tham khao thong tin ké ddn clia cac thuée ding ddng thdi d€ xdc dinh kha ning
tdng tac.

Cdc xét nghiém

Sit dung cdc thudc tranh thai steroid ¢6 thé anh hudng dén két qua mét s xét nghi¢m, bao gém
cdc thong s& sinh héa cla gan, uyén gidp. tuy€n thugng thin va chie ning thin, ndng d6 cic
protein mang trong huy€t tdng. nhi globulin gédn corticosteroid va cac phian doan
lipid/lipoprotein, cdc thong sd clia qud trinh chuyén héa carbohydrat va cdc thong s6 déng mdu.
ti¢u fibrin. Céc thay ddi nhin chung vén niim trong gidi han binh thudng.

Drospirenon lam tdng hoat tinh renin huyét wiong va aldosteron huyét tiong do tdc dung khdng
mineralocorticoid nhe ca thude,

4.6 Kha niing sinh sin, thdi ky mang thai va thdi ky cho con bi
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Thdi k¥ mang thai
Khéng chi dinh dung Rosina trong thiti k¥ mang thai.

cho thay thudc khong Iam ting n;:uy cd d1 tat bam sinh & cdc Lre co me da dnng thudic trénh [hal
phu'r hdp duting uu'nb trudic khi ¢d thai cing nhu khéng gdy di tat thai nhi khi cdc thudc trdnh thai
phdi hdp duting udng vo tinh dude ding trong thdi ky ¢é thai.

Cic nghi€n cttu trén dong vat da cho thay cdc tic dung khong mong mudn trong (hdi ky mang thai
va cho con b (xem muc 5.3). Dua vao cdc dﬂ'lig.u irén déng vat nay. khong loai trir tac dung
khdng mong mudn do hoat tinh ndi tiét t& cia thude. Tuy nhién, kinh n;_hlem phd bién khi sit dung
cic thudc tranh thai phdi hdp duding udng trong thai ky khong cung ¢ip bing chimg vé tdic dung
khong mong mudn thyc (€ trén ngudi,

Céc dir licu sdn ¢6 lién quan dén viée sit dung drospirenon/ ethinylestradiol trong thifi k¥ mang
thai con rat han ch& d€ cho phép k€t ludn drospirenon/ ethinylestradiol khéng dnh hudng dén thei
k¥ mang thai. sitc khoe cia thai nhi hay cia tré sd sinh. Cho dén nay, chua ¢6 cdce dit li¢u dich 1€
hgc lién guan.

Nén cin nhdc dén kha ning ting nguy cd huyét khdi tinh mach trong giai doan sau sinh khi bit
dau dung Rosina ted lai (xem muc 4.2 va 4.4),

Thdi kv cho con bu

Céc thudc trdnh thai phdi hgp duting udng c6 thé anh hudng dén qud trinh cho con bi do thudc lam
thay d6i chél lugng va thinh phén sita me. Do d6, nhin chung khéng khuyén cdo sif dung céc
thu0c trinh thai phdi hdp duding udng cho d€n khi ngudi me da cai si¥fa hodn toan cho con, Mot
Iwgng nhd thudc tranh thai steroid vi/hodc cdc chit chuyén héa clia né ¢d thé bai iél vio sita me
trong qud trinh diing thudc. Lugng thudc niy ¢6 thé anh hudng dén tré bi sifa me.

47 Anh hudng trén kha niang ldi xe va vin hanh miy méc

Chufa ¢ cde nghién cifu vé dnh hudng clha thudce trén khd ning ldi xe va vidn hinh mdy méc dude
thue hién

4.8 Tic dung khdng mong mudn

V¢é cic tic dung khong mong mudn nghiém trong trén ngudi ding thudc trdnh thai phdi hgp duding
udng xem muc 4.4,

Cac phan (ng c6 hai dudi diy da dude ghi nhin trong qua trinh sif dung Rosina (3 mg/0.03 mg):
Bang dudi diay bde cio cic phan ing cd hai theo hé phan leai cic co gquan MedDRA

(MedDRA SOCs). Tén sufit xut hién cdc phan dng cé hai cin of trén cac dif liéu thit nghiém
ldm sang.

Hé thang phéin loai cic cd Tén suit xuit hién cac phan ing cé hai
quan ‘ :
Thuting gap It gap Hiém gap
#1/100 dén <1710 | #1/1000 dén <1/100 | #1/10.000 dén
<1/1000
Nhiém trung va nhiém ky Nhi¢m ndm candidu
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sinh tring Nhiém herpes
simplex
Réi loan hé mién dich Phin tng di dng Hen phé quan

R&i loan chuyén héa va
dinh dudng

Ting cim gidc
them dn

R&i loan tim théin R&i loan cam xic Trim cdm
Cing thing
Ra1 loan gidc ngu
R@i loan hé thin kinh Pau diu Di cim
Chdng mat
R&i loan trén tai va mé Suy gidm thinh lyc
dao
R&i loan trén mit R&i loan thi gidc
R6i loan trén tim Ngoai tdm thu
Nhip tim nhanh
Réi loan hé mach méu Tic mach phdi Huyét khoi tinh
Tang huy€tdp mach (VTE)
Ha huyétap Huyé&t khoi dong
Pau nifa ddu mach (ATE)
Suy tinh mach
Rdi loan hé hip, 1ong ngie Viém hong
vi trung thit
R&i loan tiéu hoa Bau bung Budn ndn

Nén

Viém da day rudt
Tiéu chay

Tdo bén

R{i loan da day,
ruot

Réi loan da va md dudi da

Viém nang I6ng (mun
tnfng cd)

Phit mach

Rung toc

Cham

Ngira

Ban do

Khdé da

Tang ti€t bd nhin
Réi loan da

Hdng ban nit
Héng ban da dang

Rdi loan cd xudng va ma Pau -.,ﬁ o
lién két Pau d diu chi
Chudt rat

Rai loan trén thin va tiét
| niéu

Viém bang quang

Réi loan hé sinh duc va vii

Pau nguc
Ngure to

Pau tuyén vii
Pau bung kinh
Bing huyét

U vi

Xd nang vi

Chay sira

U nang budng tnfng
Néng birng

R&i loan kinh
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nguyet

V& kinh

Rong kinh
Candida dm dao
Viém am dao

Khi hit

RG1 loan 4m hd. 4m
dao

Khd dm dao

Bau ving xudng
chau

Nghi ngd xét
nghiém chin dodn
ung thu ¢ tf cung
(ti€u ban Pap)
Giam ham mudn
tinh duc

R&i loan toan than va tai | Téng cin Phu

Suy nhugc

Bau

Khit nudc qua miic
Ting tiét md hoi
Giam cin

MG ta cdc phan dng ¢6 hai chon loc

Sy gia 1ang nguy cd huy€1 khdi dgng - tinh mach va bién ¢4 td¢ mach bao gdm nhdi mau co tim,
ddt guy, con thi€u médu ndo thodng qua, huy&t khdi tinh mach va thuyén tdc phdi dd duge ghi nhin
¢ phu ni diing cdc thude tranh thai ndi €18 phdi hdp dude ban ludn chi Gét trong muc 4.4,

PE md 14 cdc tic dung khong mong mudn. tif déng nghia va cdc bénh lién quan, thuit ngit
MedDRA thich hdp nhat dude sit dung dé Liét ké.

Cic phan dng ¢6 hai nghiém trong dudi diy da dude ghi nhin trén nhitng phu nit ding cic thude
tranh thai phdi hgp dueing uéng dugce ban ludn trong muce 4.4 Cidnh bdo ddc biét va than trong khi
Sif dung:

R&i loan huyét khai tinh mach:

R&1 loan huyél khdi dong mach;

Tiang huyétdp:

U gan;

Su xudt hién hodc tién trién xdu cia tinh trang bénh mi chuta c6 k&t ludn ré ring vé st lién
quan dén viéc diing thudc tranh thai phéi hdp duding uéng: bénh Crohn, viém loét dai tring,
dong kinh, u xd cd 1if cung, r6i loan chuyén héa porphyrin, lupus ban do hé théng, herpes
thai nghén. mia gidt Sydenham. hoi chitng ure mdu tan huy€t, viang da  mat:

Nim da:

Réi loan chifc ning gan cip tinh hodc man tinh ¢6 thé phdi ngiing st dung thude trénh thai
phdi hdp duting udng cho dén khi cic chi s chifc nang gan trd vé binh thuting.

d phu ni ¢6 phii mach di truyén, cdc estrogen ngoai sinh ¢ thé gy ra hodc lam nang thém
cdc triéu chitng phu mach.

Tén suit chdn dodn ung thu vii ting rdt nhe & nhifng ngudi dung thudc trénh thai duting uéng. Do
ung thu vii hi€m gip & phu nif dudi 40 i, con s taing ndy i nho so vdi 10dn bd nguy cd gay ung
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thu vi. MGi quan hé nhiin qué vdi viée sif dung thude trinh thai phdi hap duiing udng B
hiét ro. Xem muc 4.3 va 4.4 d€ bi€t thém thong tin,

Tuomg tic
Chay mdu gilta k¥ va/ hoac viéc trdnh thai that bai ¢6 thé do wung tdc cla cic thude khéc (cic
thudc giy cam dng enzym) vdi thudc tranh thai duting udng (xem muc 4.5).

Bédo cdo vé cdc phan itng ¢ hai nghi ngdf

Bio cdo vé cdc phin dng c6 hai nghi ngdf sau khi duge cip phép liu hanh thudc 1a quan trong.
Biéu nay cho phép uép tuc theo ddi ciin bing giffa Igi ich va nguy cd ciia thude. Cdc nhin vién y
t€ dudc yéu cau bdo cdo bt cif phin ing ¢6 hai nghi ngd nao thong qua hé théng bio cdo quoe
gia.

49 Qua liéu

Hién chua ¢6 bat cif kinh nghi¢m nao vé viée qud liéu drospirenon/ L.Lhinylcs[radinl Trén cd sd
cac kinh nghiém pho bi€n vdi cdc l.hum trdnh thai phdi hdp duting udng. cdc tri¢u chimg ¢6 thé
xudt hién trong truding hdp nay bao gdm: budn nén, ndn va & phu i tré ¢é chay mdu nhe & am
dao. Khong ¢ thude gidi doc va xi tri khi qud liéu [ diéu tri triéu ching.

5.  CACDAC TINHDUQC LY HOC

5.1 Caic dac tinh duge Iue hoe

Nhém dude 1y diéu tri: Cac ndi €L 18 (hormon) sinh duc va diéu bién hé sinh duc; Cac
progestogen va estrogen, phdi hgp cd dinh.
Ma ATC : GUO3AAIL2

Chi sd Pearl: vé su that bai ctia phudng phap: 0.09 (gidi han tin cay trén vé hai phia 95%: 0.32).
Chi s6 Pearl tong thé (thit bai ciia phudng phdp + that bai do bénh nhén): .57 (gidi han tin ciy
trén v& hai phia 95%: 0.90)

Cd ché tdc dung
Téc dung tranh thai ctia Rosina dua trén sy tdng tdc cta nhiéu y&u 18 khac nhau. quan trong nhit
I thudc e ché s rung tntng va 1am thay d6i ndi mac wf cung.

Rosina 1a mot thude tranh thai phéi hgp duting udng vdi ethinylestradiol va progestogen 1a
drospirenon. d liéu diéu tri. drospirenon ciing ¢é hoat tinh khdng androgen va khdng nhe
mineralocorticoid. Thudic khéng ¢ hoat tinh estrogen. glucocorticoid va khang glucocorticoid.
Piéu nay lam cho drospirenon ¢6 tinh chit dige 1y gidng vdi ndi i€t 16 progesteron wf nhién.

Cé bing chifng tif cic nghién cifu ldm sang cho thiy dic tinh khang mineralocorticoid nhe din dén
tdc dung khing nhe mineralocorticoid.

5.2 Cic dac tinh duge ding hoc
Drospirenon

Hip thu

Drospirenon diing duting udng duge hip thu nhanh va gan nhu hoan wan. Nﬁng d6 hoat chat 18i da
trong huyét thanh khmng 37 ng/mL dat duge khodng 1-2 gid sau khi uéng lmu ddn. Trong 1 chu
ky dung thuc, ndng do 161 da cia dropirenon trong huyét thanh & trang thdi &n dinh vao khodng
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60 ng/mL dat dugc sau kKhoang 7-14 gi. Sinh kha dung cia drospirenon trong khodng
Udng thufc cling vdi thife in khong dnh hudng dén sinh khd dung cila drospirenon,

Phin bd

Sau khi uGng thude. ndng d6 drospirenon huy€t thanh gidm theo 2 pha vdi thisi gian bdn thii pha
cudi twdng dng la 1.6+0,7 va 27,0475 gid. Drospirenon gdn vdi albumin huyét thanh va khong
lién k€t vai globulin mang ndi 1iét & sinh duc (SHBG) hay globulin mang corticoid (CBG). Chi 3-
5% nOng dd hoat chat toin phin trong huy&t thanh ton 1ai dudi dang steroid e do. Su gia ting
SHBG gay ra hdi ethinylestradiol khdng anh hudng dén sy gdn k€1 cia drospirenon vdi protein
huy€t thanh. Thé tich phin bd bi€u ki€n trung binh cia drospirenon 1a 3,7 = 1.2 Lig.

o

Sinh chuyén hda

Drospirenon duge chuyén héa manh sau khi udng. Cdc chit chuyén héa chinh trong huyél tuong 1a
dang acid cia drospirenon, hinh thanh do md vong lacton, va 4.5-dihydro-drospirenon-3-sulfat, ¢a
hai dang déu dugce hinh thanh ma khdng ¢ suf tham gia ctia hé enzym P450. Mot ludng nho
drospirenon duge chuyén héa bdi enzym cytochrome P450 3A4 va da duge chiing minh co kha
ning dc ch€ enzyin ndy va cylochrom P450 1AL, eytochrom P450 2CY va cytochrom P450 2C19 in
vilre.

Thai triv
Tde do thanh thai chuyén hoa cta drospirenon trong huyét thanh 1a 1.5 +0.2 mL/ phiitkg. ' /
Drospirenon chi dude thai rir vdi mot lugng rdt nho dudi dang khong bién ddi. Cdc chdt chuyén
héa ctia drospirenon dugc thii trir qua phin va nude ti€u vdi tv 1€ khoang 1,2 dén 1 4. Thdi gian
bén thii ciia cdc chit chuyén hda qua nudc ti€u va phin 1a khoang 40 gid.

Trang thdi &n dinh

Trong mdt chu k¥ diing thudc, ndng d6 16i da cla drospirenon trong huy€t thanh ¢ trang thdi 6n
dinh vio khodng 70 ng/ml. dat dugc sau khodng 8 ngay ding thude. Nong da drospirenon huyét
thanh dudc tich liy vdi hé s6 khodang bing 3 14 két qua cia ty I gitta thii gian bdn thai pha thai
trit va khoang cach giita cdc liéu.

Ethinvlestradiol

Hép thu

Ethinylestradiol dugc hdp thu nhanh va hoan tan sau khi udng. Sau khi uGng liéu 30 pg, ndng do
dinh trong huyét thanh 13 100 pg/mL dat dugc sau 1-2 gidf diing thuée. Ethinylestradiol chuyén héa
pha ddu manh va ¢6 sy thay d6i ldn gilfa cdc ca thé. Sinh khi dung tuyét doi khodng 45%.

Phin bo

Ethinylestradiol ¢ thé€ tich phin bd bi€u ki¢n 1a 5 L/kg va khoing 98% gin két vdi protein huy€t
twdng. Ethinylestradiol lam giam tdng hgp SHBG va CBG & gan. Trong khi diing 30 g
cthinylestradiol, ndng do SHBG huy€l tudng ting tit 70 1én khodng 350 nmol/L. Mét lugng nho
cthinylestradiol (0,02% liéu dung) vio sifa me.

Sinh chuyén héa
Ethinylestradiol dugc chuyén héa hoan toan (dd thanh thai chuyén héa huy¢t wong la
5 mL/phivkg).

Thai trir
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Llhmylcstradml khung dugc thai trir dudi dang khonE bi€n doi @ bat cif ndng d6 ddng \"\-r o TFr o\
chat chuyén héa ciia cthinylestradiol duc bai ti€t vao nudc ticu va dich mat vdi 1y 1€ 4:6. T
gian bdn thdi cia cic chat chuyén hda khoing 1 ngay.

Trang thdi én dinh
Trang thdi 6n dinh dat dugc trong sudlt nifa sau ctia chu ky ding thuGc va hé sd tich liy ciia
cthinylestradiol trong huy&t thanh 14 khodng tir 1.4 dén 2.1,

Qudn thé ddc biét

Anh hutding trén ngudi suy than

Nong d§ drospirenon trong huyét thanh d trang thai dn dinh & nhitng phy nif suy gidm chic niing
thin nhe (thanh thdi creatinin CLcr, 50-80 mL/phut) wiong W ¢ phu ni¥ ¢ chife ning thin binh
thudng (CLer > 80 mL/phuat), Néng do drospirenon trong huyé1 thanh cao hon trung binh 37% &
phu nif ¢d suy giam chife nang thin mife do trung binh(CLer, 30-50 mL/phit) so vdi & phu nif ¢6
chifc nidng thin binh thudng. Drospirenon ciing dugc dung nap 151 & nhitng phu nit suy giam chic
ning thin nhe va trung binh. Drospirenon khéng cho thdy bt ¢if dnh hutdng nido ¢6 ¥ nghia lim
sing dén ndng dd kali huyét thanh,

Anh huterng trén ngudi suy gun

8] nhitng phu nit suy gidm chifc ning gan & mifc dé trung binh (Child-Pugh B), ndng dd thudc trung
binh trong huyét twdng theo thdi gian tWdng (¢ vdi nhitng phu nii ¢G chife ning gan binh thuding.
Gid tri ndng do dinh (C,,,,) dugc ghi nhin d pha hip thu va thdi trif 14 wiong wf nhau, Trong pha
phin bd cudi. ndng do drospirenon giam khoang 1.8 1an trén nguidi tinh nguyén cd suy giam chic
ning gan d muc d§ trung binh so vdi d ngudi ¢6 chife ndng gan binh thuding.

Trong m&t nghién cifu liéu don, thanh thdi dudng udng (CL/F) gidm khodng 50% trén nhitng ngudi
tinh nguyén suy gidm chirc ning gan ¢ mic do trung binh so vdi d nhifng ngudi cd chic nang gan
binh thu@ing. Giam thanh thai drospirenon ditge ghi nhan trén ngudi tfinh nguyén cd suy giam chiic
ning gan & miic trung binh khong din dén sy khéc biét duge bi€u hién vé ndng do kali huyét
thanh. Thiam chi & ngu@i bénh ddi thio dudng va sif dung dong thdi vdi spironolacton (hai yéu &
¢ thé lam bénh nhan tang kali mdu) ciing khong ghi nhan su ting ndng do kali huy&t thanh rén
mude gidi han binh thudng. C6 thé két ludn drospirenon dude dung nap 181 rén bénh nhin suy gidm
chife ning gan ¢ mdc A6 nhe hodc trung binh (Child-Pugh B).

Cde nhdm ching 1de

Duvge dong hoc cia drospirenon hodc ethinylestradiol vdi don liéu va da liéu da dugc nghién ciiu
trén phu nif tré khde manh ngudi ngudi da tring va ngudi Nhat Ban. Khong ghi nhan dude su khic
biét lién quan v&é mdt 1im sang.

5.3 Cic dif liéu an toan tién lam sang

Trén dong val thue nghiém, tdc dung cta drospirenon va ethinylestradiol duge gidi han trong
nhitng tdc dung lién quan dén tac dung duge ly da duge bi€t. Pac biét, cdc nghién cifu ddc tinh
trén sy sinh san cho thiy déc tinh trén phdi va bao thai § dong vat dude xem nhir dac hiéu cho
loai, O ndng d6 drospirenon trong tuin hoan cao hdn nong d§ drospirenon va ethinylestradiol ¢
ngudi ding Rosina, dd ghi nhin duge dnh hudng d€n sy biét hoa gidi tinh trén bao thai cta chudt
nhung khéng ¢ dnh hudng trén bao thai cia khi.

6. CACBDAC TINH DUQC HOC

6.1 Danh muc ta dugc
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Vién nhdn:

Lactose monohydrat

Tinh bt ngd

Tinh bot ngd tién gelatin héa
Povidone K-25

Magnesi slearal

Lep bao phim:

Polyvinyl alcohol o
Titan dioxid (E171)

Talc \
Macrogol 3350

Lecithin (ddu tudng )

6.2 Tinh tudng ky
Khong dp dung.
6.3 Han ding

3 ndm.

TUQ.cuc TrRusNG
PTRUSNG PHONG

Fham i Vin Hanf -

Bio quan ¢ ndi kho rdo, dudi 30'C trong bao bi gdc. trdnh anh sang.
6.5 Nguin goc va thanh phén bao b

21 vién nén bao phim hodc 3 x 21 vién nén bao phim dudge déng trong vi PYC/PYDC/A]

Cic vi duge dong rong tdi ba 16p PET/Alu/PE. M&i tii ba 1dp chita mot vi duge déng vao hop
carton.

6.6  Thin trong dic biét vé xif Iy thudc va cic thao tic khiac

Thudc khong sif dung hodc cdc chit thdi nén duge xi 1Y theo quy dinh cia dia phuong.

7. TEN VA DJA CHI CUA NHA SAN XUAT VA CHU SO HUU GIAY PHEP LUU
HANH SAN PHAM

Gedeon Richter Ple.
Gydmrdi at 19-21.. Budapest, 1103, Hungary

Ngay duvér ldn cudi:22/12/2015
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