BOY TE

d¥3 "]

40/9)  Es)

T CUC QUAN LY bUOC
- | DA PHE DUYET

Iml I”_ Lan dau:.L5./.A0.... 204,

4

adw
01

Lipr )

>ayer (South East Asia) Pte Ltd
63 Chulia Street
OCBC Centre East, 14" Floor
Singapore 049514

upe z & 2e 5 3
33 o =0 = 11 = E
kF s is S22 & \! 51 =
£ 3 5% IsE ARRRRAN! it o
ijefly 3042 RRRNRY 1:f
0 B%83s ¥ T=3g4 RERR! | 227 %
shedss 2 2el- i S
3855825 5 0330 RRURURRY o= T
5 | .§§§ ggf
1| E RRRARY ::: ::
z58 § Z : 8Z ; ‘ R
""33 g e & (= ) &
. 835 3 w F 2w B
3 £ & - x__}
TN 3§ 23 (NI b
guB3sk 23 o . 2o IRRRRERN| ¢ 3=
£85 ze 2558 | O emt RN 25 B3
§e822 giiss S g _ 5% 838
Eelto s, §=z3 2 &8 5 3sE,
.§""§§§§§§g§ ‘Ciizi F°LE : -_Eégg?;
3 i ® L T il ZE
T Qi &0 i LS
L = g =
e E . B
B : £ g g :
M- =] (=1 ng>we =1 =
g £ E £% 3 g el £X B
W O MmO wom o  m O
[ Il Il Il
- L]
Primolut N
Narethisterone 5 mg
g
-

Diecut/outline is symbolic only! For technical design refer to the below mentioned PZ/pmdr!

Bayer Pharma AG - Packaging Technology Berlin

PZ/pmdr.: 1666A-4 ) Stoffnr./item-no: 81224641
Code-Nr./code-no.: 395 o Mandant/client: Weimar
Bezeichnung/name: Primolut N 3x10 Aufmachung/country: VN BPH
Prageplatte/fembossing plate: ersetzt/replaces 81306363
Rasterwinkel:
Farbauszug/color separation:
stanzform/diecutline schwarz/black
alle Farben/all colors:
stanzform/diecutline  schwarz/black PANT136C

Datum/date:

Version vom/version from: Juliane  =—-—--genehmigt/approved:
27.08.12 16:49:59 Ulrich ===

qh-‘)



B1224676-31875-UPS

8 . .

G L B A

wa¥es] manutacturer: Bayer Weimar GmbH m:(n. itG.l:evman‘y 3
» » . . o
RN NN,

BLIT6TE

G G B

o o w e %
(et P O o S
éu;;{ ¢ ;&( "." ""y‘;‘ Abzugsrichtung
- = <
- N & o SR
s £ G
manufacturer: Bayer Weimar GmbH und Co. KG, Germany
Y EY o p »
— 0 - . > _\ Bayer (South East Asia) Pte Ltd
@ "dﬁ "“‘?’? “’g’? “ﬁg" OCEC Cote Eaet, 14" Fioor
.p\\@ H'\i:;fiﬂumﬂ M;:eimar GmbH :n: Co. KG, Gerrrl?ny 3 Singapore 04951 4
CT TP

Diecut/outline is symbolic only! For technical design refer to the below mentioned PZ/pmdr!

Bayer Pharma AG - Packaging Technology Berlin

PZ/pmdr.: 8403G-3A ) Stoffnr./item-no: 81224676
Code-Nr./code-no.: B Mandant/client: Weimar
Bezeichnung/name: Primolut N5 ma Aufmachung/country: VN BPH
Prageplatte/embossing plate: ersetzt/replaces 82825984
Rasterwinkel:

Farbauszug/color separation:
kontur schwarz/black

alie Farben/all colors:
kontur schwarz/black silber

Version vom/version from: Juliane -~ genehRmigt/approved: Datum/date:
20.08.12 10:22:57 Ulrich e

U L



Bayer (South East Asia) Pte Ltd
63 Chuua b!reet
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Rx Thuoc bdn theo don

PRIMOLUT-N®
Vién nén
Thubc ubng progestogen.

Bayer Weimar GmbH und Co. KG.

Thish Phﬁ“ e

Hoat chit:
1 vién Primolut-N ¢6 5 mg norethisteron.

Ta dwoc:
Lactose. tinh b{t ngd. magnesi stearat.

M@ té sin phim

Vién nén

Chidish

Xuat huyét do réi loan chic nang, vé k:nh nguyén phat va thu phat, hm chung tlen hanh lunh bf;nh
tuyén vii theo chu ky, diéu kinh. bénh lac ndi mac tir cung.

Lifn lu'g'ng va cich dung _ a

Nén nudt nguyén vién thude véi mot it mroc
Hiéu qua cua Primolut-N ¢6 thé giam di néu ngudi sir dung quén khong uong thubc dung theo chi dan.
Ngudi str dung nén ubng vién thudc bi quén ngay khi nhé ra va sau dé nén tiép tuc udng thudc vao thoi
gian udng thudc trong cac ngay sau.
Néu dé dam bao cho muc dich tranh thai, nén sir dung thém bién phap tranh thai khac khéng ¢é hormon
(loai rao can).
e  Xuit huyét do rdi loan chirc nang:

ong mét vién Primolut - N 5 mg. ngay 3 lan, trong 10 ngay. Da s6 cac truong hop trong vong 1-3 ngay
s€ ngung xuat huyét ¢ tir cung khong phai do ton thuong thyc thé. tuy nhién dé dam bao diéu tri thanh
cbng. nén uong Primolut-N trong 10 ngay. Khoang 2-4 ngay sau khi két thuc qua trinh diéu tri, hién
tuong xuat huyét do ngung thubc sé xay ra giong nhu kinh nguyét binh thudng, vé mic dé ciing nhu
thoi gian.
e Hién tuong chay mau nhe trong thoi gian ding thude:
Trong mdt vai trudmg hop, hién tuong chiay mau nhe c6 thé xay ra sau khi két thiic chu ky chay mau dau
tién. Trong nhimg truong horp nhu \«ay khéng nén nghi hodc dimg udng thudc.
e Xuit huyet kéo dai. xudt huyet trAm trong:
Neu van udng thubc déu ma khong ngung xuét huyet c6 thé do nguyén nhan ton thuong thuc thé hay
yéu td ngoai sinh duc (Thi du polyps. ung thu biéu mo & vj tri cao cua cd tir cung hodc ndi mac tr cung,
u xo, sy thai sét nhau, thai ngoai tir cung, hodc rdi loan dong mau). Lic d6 can phai c¢6 nhimg bién
phap khac. Diéu nay cting 4p dung cho truong hop da hét xuat huyét 1an dau, lai xay ra xuat huyét kha
nang trong khi ung thude.
e Dé phong tai phat:
Dé dé phong xuat huyél tai phat do rdi loan chirc ning, nén udng dy phong bing Primolut-N. (1 vién
Primolut-N 5 mg, 1-2 lan/ ngay, tir ngay tha 16 den ngay thir 25 cua chu ky (ngay thir nhét cta chu ky =
ngay diu cua lan xuat huyét sau cung). Sau khi udng vién thude cudi cing vai hom sau s& xay ra xuét
huyét do ngung thude.
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® V4 kinh nguyén phat va thar phat

Chi tién hanh diéu trj hormon cho céc truong hop v6 kinh thir phét khi duoc loai trir dugc tinh trang c6
thai. Truoc khi bat d4u diéu tri v kinh nguyén phét va thir phat, nén loai trir su hién dién cua khoi u
tuyen yén tiét Prolactin. Khong thé loai trir kha ning tang kich thudc u tuyén dai thé khi diing estrogen
liu cao trong mot thoi gian dai

Cén tién hanh b sung estrogen cho tir cung (vi du : 14 ngdy) trude khi bat dau diéu tri bang Primolut-N
Sau d6 udng 1 vién Primolut-N 1-2 lan mot ngay trong 10 ngay. Chay mau Kinh nguyét ¢6 thé xuét hien
trong vai ngay sau khi ubng vién thubc cudi cling.

Khi biét chic chin bénh nhan da san xuat dugc estrogen néi sinh, nén ngirng diéu trj vdi estrogen dé tao
ra chdy mau kinh nguyét bang cach udng 1 vién Primolut-N hai ldn mot ngay tir ngay 16 dén ngay 25
cua chu ky.

e Hoi chimg tién hanh kinh, bénh tuyén v

Co thé lam bét céce triéu chimg tién hanh kinh kinh nhu dau dau, trAm cam, giir nudc, cam gidc cing va,
biang cach udng vién Primolut-N ngay 1 dén 3 lan.

e Diéukinh:

C6 thé tri hodn hién tugng ra mau kinh nguy¢t hang thang bang bién phéap sir dung Primolut-N. Tuy
nhién. chi sir dung phuong céch nay doi nhimg phu nir khong ¢6 nguy co mang thai trong qua trinh diéu
tri.

Liéu dimg:

Ubng 1 vién Primolut-N 5 mg, 2-3 lép mdt ngay trong thdi gian khong qua 10-14 ngay. bét dau 3 ngay
trude ngay du kién c6 kinh. Xuat huyet s& xay ra sau khi ngimg thudc 2-3 ngay.

e Bénh lac ndi mac tir cung:

Bat dau diéu tri vao ngay tho nhét cho dén ngay thr 5 cua chu ky véi Primolut —N ngay 2 ldn, mdi 1an 1
vién, téng lén ngay 2 lan. m&i 1an 2 vién 5 mg néu co xuat huyét chit it. Khi ngung xuat huyét co thé
dung lai liéu ban dau.

Thoi gian diéu trj ti thiéu 4-6 thang. Trong thoi gian diéu tri, khong c6 rung trimg va kinh nguyét. Sau
khi ngung diéu tri hormon s& xay ra xuét huyét do ngung thudc.

Ghéng_ chi dinh

Khéng nén dung Primolut-N trong truong hop xuét hién bét ky hién tuong nao dudi day, nhimg thong

tin nay dugc liét ké tr cac san pham chi chia progestogen va vién ngua thai phoi hop. Cén dimg thude

ngay néu xuat hién bat ky triéu chirng nao dugc liét ké dudi day trong 1an dau tién st dung Primolut-N.

e (o thai hoac nghi ngd c6 thai

e  Phu nir dang cho con bu

e Bénh hyyét E(héi tinh mach dang tién trién. Tién str hodic hién tai ¢6 cac bién cb huyét ‘khéi;’ghuyén
tac huyét khoi dfm_g mach hodc tinh mach (nhu huyét khoéi tinh mach séu, thuyén tac phdi, nhoi mau
co tim) hodc tai bién mach mau nio.

° Hi§n dang c6 hoac trong tién sur ¢ bv:fenh vé dong mach hodc tim mach (vi du nhdi mau co t’im, tg\i
bién mach ndo, thiéu mau co tim) Tién sir hodic hjf:n tai co6 cac dau hiéu bao trudc cua huyét khoi
(nhu con thiéu mau cuc bd thoang qua, con dau that nguc).

e Nguy co cao bj huyét khéi déng mach hogc tinh mach.

e Tién st bi dau nira dau vai cac dau hiéu than kinh khu tra,

e Bénh tiéu duong c6 lién quan dén cac bénh tim mach.

e Tién st hodc dang méc cac bénh vé gan trim trong ciing nhu céc thdng sb danh gia chirc ndng cua
gan chua tr¢ lai binh thuong.

e Tién su hodc hién dang bi u gan (lanh tinh hoc 4c tinh)

e C6 hodc nghi ngd ¢6 cac khdi u phu thude vao cac hormon sinh duc.

/bV'

e Man cam véi bét ky thanh phin nao cta thude
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Ciinh bao va thin tr trqng : -

Trong truong hop xuét hién cac diéu kién hoic cac yeu to nguy co dugc ligt ké dudi day, phan tich vé
loi ich — nguy co dbi véi mdi ca nhan nén duge thyc hién trude khi bat ddu hoic tiép tuc sir dung
Primolut-N.

e R&i loan tudn hoan:

Nhirg nghién ciru vé dich té hoc da cho thdy st dung estrogen/ progestogen uéng c6 chira chat (e ché
rung trimg c6 lién quan t6i cac nguy co ngay cang tang Ién cua cac bénh nghén mach huyét khoi. Do do
nén luu y vé kha ‘nang tang nguy co nghén mach huyét khbi dac biét d6i voi nhirng bénh nhan ¢ tién sir
nghé&n mach huyét khoi.

Nhin chung c¢an nhén biét cac nguy co cua nghén mach huyét khéi tinh mach (VTE) bao gém tién sir ca
nhéan hoac gia dinh (anh chi em rugt hodc bd me tir khi con nho I!.lﬁi da bi mac VTE), tudi tac, béo phi,
bat dong kéo dai, phdu thuat nghiém trong hoic cac phau thuit chan thurong.

Ciing can phai cin nhic nguy co nghén mach huyét khdi tang lén trong do tudi sinh deé.

Cén lap tic ngimg diéu trj néu c6 cac tridu chimg hodc cé cac biéu hién nghi ngd cua nghén mach huyét
khéi dong mach hoac tinh mach.

e Cackhbiu

Nguoi ta cling da ghi nhdn 0 mot s6 truong hop hiém gap. u gan lanh tinh va cuc hiém truong hop u gan
dc tinh d6i voi nhirmng phu nir st dung hormon nhu hormon ¢6 chira trong Primolut-N. Mot s6 truong
hop ca biét, nhimg u nay c6 thé de doa tinh mang do giy chay méau bén trong 6 bung. Can can nhic
nguy co ¢6 khéi u & gan bang cac chan doan phén biét trong trudng hop dau vung bung trén trim trong,
to gan hoac ¢6 dau hiéu chay mau bén trong 6 bung dbi véi phu nir dang sir dung Primolut-N.

e Cdc tinh trang khac

Cén theo ddi chat ché ddi nhirng phu nir bi dai thao dudng trong thoi gian diéu tri.

Chiéng nam da ciing c6 thé xuat hién, dac biét ddi v6i nhimg phu nir ¢6 tién sir nam da trong thoi gian
mang thai. Phu nir ¢é xu huéng bi nam da nén tranh xa anh ning mat troi hoic tia cuc tim trong thoi
gian str dung Primolut-N.

Nhirng bénh nhan c6 tién su trdm cam phai dugc theo doi can than va ngimg uéng thubc ngay néu co
biéu hién trdm cam tram trong hon.

e Tham kham y khoa

Can hoi 5 diy du tién sir bénh tat cua bénh nhan va tién hanh thdm kham phu khoa truée khi bat dau
hodc trudce khi tai sir dung Primolut-N, thuc hién theo dinh k¥ nhitg hudng din & muc chéng chi dinh
va canh bao, can kham nhic lai trong thoi gian su dung Primolut-N. Tén sudt va tinh chat tham kham
nay can phai dva vao nhimg kinh nghiém thuc té va ap dung dbi voi timg truomg hop cy thé tuy nhién
phai bao gdm thiam kham ¢ tir cung, 1am té bao hoc ¢b tir cung. kham bung. vu va huyét ap.

e Ly do ngung ding thubc ngay lp tirc

Con dau nira dau (migraine) xay ra lan dau hoac nhirc diu dir doi hay xay ra bét thuomg, réi loan gidc
quan dot ngot (thi dy roi loan thi gidc hodc thinh giac), triéu ching dau tién cua viém tinh mach huyét
khdi hoac céc tridu ching thuyén tic huyét khéi (chang han dau hodc sung chan bét thudng, dau nhoi
khong rd nguyén nhan khi tho hodc ho), cam giac dau va tire nguc, trong thoi gian cho mo (trong 6 tudn
ti), nam bat dong (sau tai nan ching han), khoi phat vang da, khoi phét viém gan khong vang da, ngura
toan than, huyét 4p ting cao rd rét, co thai.

Cac cinh bio khac dwa trén sy chuyén hoa mét phdn cia norethisteron thanh
ethinyestradiol

Sau khi udng. norethisteron du‘o‘c chuyén hoa mét phén thanh ethinylestradiol Vo liéu tuong duong
khoang 4-6 pg ethinylestradiol mdi 1mg norethisteron/norethisteron acetat dudng uéng (xem them trong

“Dic tinh duge dong hoc™.

Do su chuyén hoa mét phan cua norethisteron thanh ethinylestradiol. vi¢c diéu tri Primolut phai dy tinh
dén tac dong duoc ly twong tu nhu ¢ céc thudc vién ngtra thai phéi hop. Do vay cac canh béo chung lién
quan dén viéc s dung thude vién ngura thai sau déy can dugc can nhic thém.

e R loan tudn hoan

Primohit N CCDS9 29112011'V'N PI02
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Nguy co thuyén tic huyet kh01 tinh mach (VTE) 1a cao nht trong nam dAu tién sir dung. Nguy co tang

Ién nay hign dién khi bét dau lan dau st dung thude udng tranh thai két hop (COCs) hoac bat dau lai

(sau 4 tuan hodc khoang nghi thudc dai) cung mét loai hodc khac loai COCs. Dir ligu tir mdt nghién ciru

doan hé 16m. tién ciru véi 3 nhanh goi y rang nguy co tang 1én nay chu yéu xuat hién trong 3 thang dau.

Nhin chung nguy co thuyén tic huyét khdi tinh mach (VTE) & nguoi sir dung COCs voi estrogen lidu

thap (< 50 pg ethinylestradiol) cao hon tir 2 t&i 3 lan nhimg nguoi khong dung COCs khéng mang thai

va van thap hon so v6i nguy co VTE do mang thai va sinh dé.

VTE ¢6 thé de doa tinh mang hoic gdy tir vong (trong 1-2% céc ca)

VTE, biéu hién nhu huyét khéi tinh mach sdu. tic nghén mach phoi c6 thé xay ra trong qua trinh sir

dung tat ca cac COCs.

R4t hiém khi huyét khdi duoc bao cdo xay ra & cac mach mau khéc nhu gan, mac treo, thén, tinh mach

va dong mach vong mac hozc ndo. Khong co su nhit tri quan diém cho di sur xuét hién cua cac truong

hop nay lién quan dén sir dung COCs.

Cac triéu ching cua huyét khdi tinh mach sau (DVT) ¢6 thé bao gdbm: sung mdt bén chan hodc doc theo

tinh mach chan, dau hodc ton thuong chi ¢6 thé cam nhén dugc khi dimg 1én hoac di lai, tang sirc néng

o chan bi bénh, da chin do hoac do6i mau.

Céc tridu chimg cua thuyén tac phdi (PE) bao gdm: dot nhién tho doc hodc tho nhanh khong rdé nguyén

nhan, dt nhién ho ra mau. dau ngyc c6 thé tang 1én khi thé sdu, cam giac lo ling. chéng mat, nhip tim

nhanh hozc bit thuéng, mét sb tridu chimg nhu ho, khé tho 1a khong rd rang va co thé hiéu nham nhu la

cac trudng hop it nghiém trong khéc (nhu nhiém trung duomg hé hap).

Mot bién c6 thuyén tic dong mach c6 thé bao gom: ton thuong mach mau néo. tic mach hoéc nhbi mau

co tim (MI). Céc triéu chimg ton thuong mach ndo c6 thé bao gom dét nhién té hoac yeu 0 mat, tay,

chan, dic biét 1a @ mdt bén cua co thé. Dot nhién nhdm 1an, nm khé va hiéu kho. Dot ngdt mat mot phan

hodc hoan toan thi luc, song thi. Bt nhién di lai kho khan, mét can bang hoac phdi hgp, dot nhién nhirc

déu nang hodc kéo dai khong rd nguyén nhén, mét y thire hodc ngat khi ¢6 hoac khong c6 dong kinh.

Cac dau hiéu khéc cua tic mach c6 thé bao gém: dau, sung, déi mau xanh nhe & dau chi, dau bung cap.

Céc triéu chimg cua nhéi mau co tim c6 thé bao gom dau, kho chiju, ning né, ap lyuc, cam giac ép hodc

nang nguc, tay va ¢ dudi xuong (rc. khé chiu ¢ phén lung, ham, hong, canh tay, da day; diy bung, kho

tiéu, cam gidc nghet tho; d6 mo héi, budn nén, non, chong mit, suy yéu, lo ling, khé tha, tim dap nhanh

hoac khéng déu.

Cic trudong hop thuyén tic dong mach c6 thé de doa tinh mang hodc gdy tir vong.

Su tang nguy co ndy c6 thé cao hon su cong don nguy co don thuan cua 1 yéu td. Khéng nén ké toa mot

COC néu danh gia lgi ich va nguy co khong thuén lgi. (xem phan Chong chi dinh™). Nguy co cua cac

truong hop thuyén tac dong mach. tinh mach/ bién ¢ thuyén tic huyét khdi cua tai bién mach mau nao

tang 1én cung véi:

e Tubi

e Béo phi (chi s6 khdi co thé trén 30 kg/m?)

o Cotién su gia dinh (vi du nhu thuyén tic huyét khél dong mach, tinh mach & anh chi em rudt, b
me & tubi tuong ddi tré). Néu khuynh huéng di truyen duoc blet dén hodc nghi ngo thi ngudi phu nit
nén dugc chi dan téi chuyén khoa dé dugc tu van trude khi quyét dinh sir dung COC.

e Bit dong lau dai, phiu thuit 16n, bat cir cude phau thudt & chan, hoic céc ton thuong lén. Trong
nhimg truong hop nay nén nging sir dung thube (néu phau thuat chuong trinh thi nén ngung thudc
trude 4 tuan) va khong ding lai cho dén 2 tuan sau khi héi phuc hoan toan.

e Hut lhuocnla (nghién thubc 1a cang nang va tudi cang cao thi nguy co cang cao, dac biét 1a phu nir
trén 35 tubi)

e Réi loan lipoprotein huyét

e Tiang huyét ap /!b
o - 2

Dau nira dau
e Bénh van tim
e Rung nhi

Primolut N/CCDS9 2911201 1'VN PI02
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Chua c6 sur théng nhét quan diém vé vai tro cua gidn tinh mach va viém tinh mach nong do huyét khoi
trong VTE.

Céc truong hop bénh ly khéc di kem véi tai bién tun hoan ngoai y bao gdm: Déi thao dudong, Lupus
ban do6 hé théng. hdi ching téng ure mau do tén huyét, viém rugt man tinh (bénh Crohn's hoac viém loét
dai trang) va bénh hong cau hinh liém. _

Tang tan suat va mirc d§ nang cua cac con dau nira dﬁu trong qué trinh sir dung COC (c6 thé 14 tién triéu
cua tai bién mach mau nio) cling c6 thé 1a 1 ly do dé ngimg ngay 1ap tirc COC.

Khi phai can nhic giira loi ich va nguy co, céc béc sy nén luu y viée diéu trj day da tinh trang ma c6 thé
giam thiéu cdc nguy co huyét khdi va ciing nén luu y rang nguy co huyét khéi lién quan véi thai ky cao
hon nguy co huyét khéi lién quan véi COCs liéu thap (<0,05 mg ethinylestradiol)

e Khoiu

Yéu to nguy co quan trong nhat déi véi ung thur cb tir cung la nhiém HPV kéo dai. Mt s6 nghién ciru
dich t& chi ra ring qua trinh sur dung l1au dai COCs ¢6 thé gop phan tang thém nguy co nay. nhung van
tiép tuc ¢6 nhimg y kién trai nguoc nhau vé cac két qua nay do cac yéu t gay nhiéu nhu tim soat c6 to
cung va hanh vi tinh duc, bao gobm ca sur dung bién phap tranh thai loai rao can.

Mot phan tich gdp tir 54 nghién ciru dich t& bao cdo rang c6 su tang nhe nguy co tuong ddi cua ung thu
vi (RR = 1,24) trong nhirng phy nir hién dang sir dung COCs. Nguy co qua mirc dan dan bién mét trong
thoi gian 10 nam sau khi ngimg sur dung COCs. Boi vi ung thu vu la rat hiém gap & phu ni dudi 40 tudi,
s6 lugng ung thu qua mire dugc chin doan & nhitng nguoi gan day va dang su dung COCs 1a nho so voi
nguy co ung thu va néi chung. Cac nghién ciru nay khong cung cép bing chung vé nguyén nhan. Cach
ghi nhan tang nguy co ung thu vii ¢6 thé do & nhiing ngudi sit dung COC dugce chan doan sém hon,
hodc do cac tac dung sinh hoc cia COCs hoac két hop ca hai. Cac chin doan ung thu va & nhimg ngudi
da ting st dung COC c6 xu hudng it tién trién trén 1dm sang hon so voi ung thu dugce chan doan trén
nhiing ngudi chua timg dung COC.,

Céc khbi u 4c tinh c6 thé de doa tinh mang hoac gay tur vong.

e Cac tinh trang khac

Tuy huyét 4p ting nhe da dugc bao cdo trén nhirng phy nir ubng COCs, nhung hiém khi thdy su gia ting
trén 1am sang. Tuy vay, néu tang huyel ap c6 y nghia 1am sang keéo dai trong khi dung COC, thi bac s
can than trong ngung ding COC va diéu tri tang_ huyét p. Khi thich hgp, c¢6 thé ding lai COC néu c6
thé dat dugc tri s6 huyét ap binh thuong bang diéu tri téng huyét ap.

Cac bénh sau day dugc bao cao xay ra hoac dién tién xdu di trong khi c6 thai va nguoi sir dung COC.,
nhung chua ¢6 bang chimg dit khoat vé sy ket hop véi s dung COC: bénh vang da va/hodc ngua cé
lién quan t6i tic mat; sy hinh thanh soi mat; réi loan chuyén héa porphyrin, lupus ban do hé thong, hoi
chung tang ure huyét do tan huyét. mua giat Sydenham. Herpes sinh duc; giam thinh lyc do xop xo tai.

O nhirng phu nir phit mach di truyén, estrogen ngoai sinh c6 thé gy ra hoac lam trim trong thém triéu
chimg phu mach.

Céc rdi loan chirc nang gan cip tinh hoic man tinh doi héi phai ngung sir dung COC cho toi khi céc
chirc nang gan tro lai binh thuong. Bénh vang da tic mat da xay ra lan dau trong 3 thang dau cua thai ky
hodc trong khi sir dung cdc steroid sinh duc trudc day doi hoi phai ngung sir dung COCs.

Bénh Crohn va bénh viém loét dai trang c6 lién quan téi sir dung COCs

Twong tic véi cic thude khic va cic dang twong tac khac

Tuong tac thudc c6 thé 1am tang su thanh thai cia cac hormon sinh duc va dan dén lam giam hiéu qua
diéu tri. Diéu nay dugc chirng minh khi diéu tri dai ngay bing cac thude tac dong Ién men gan (bao gém
phenytoin, barbiturates, primidon, carbamazepin, rifampicin, oxcarbazepin, St. Johns wort va rifabutin);
griseofulvin ciling thudc nhém nghi vén.

Progestogens c6 thé tuong tac voi chat chuyen hoa cua mét s6 thude khac. Do vay, nong do cua thude
trong huyét thanh va trong cac mé ciing c¢6 thé bj anh huong (vi du Cyclosporin).

Luuy: Cén luu y dén cac thong tin cua cac thube dung ddng thoi dé xac dinh céc nguy co gay tuong tac
thude.

o Tuong tic vdi cac két qua xét nghiém cén 14m sang:
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Str dung céc progestogen c6 thé anh huong t6i két qua cua cac xét nghiém, bao gbm céc chi s sinh hoa
cua gan. tuyen giap. tuyén thuong théan va chice nang than, ham luong cua cac protein (chat van chuyén)
trong. huyét tuong nhu céc globulin gan ket véi Corticosteroids va thanh phan Lipid/ Lipoprotein, céc
chi s6 chuyén hoa Carbonhydrat. chi sd vé déng méu va chay mau. Nhimg thay do6i nay thudong nam

trong nhimg gidi han cho phép cua cac xét nghiém nay.

Sir dung & phu nir c6 thai va che con bi
Khéng dung Primolut-N trong thoi gian mang thai.
Khéng nén dung Primolut-N trong thoi gian dang cho con bu.

Tac dung trén kha ning lii xe va vin hanh may méc
Khong co

Tac dung ngoai y

Cac tac dung ngoai y thudong xay ra trong thang dau tién sau khi bat ddu sir dung cac ché pham
Primolut, va giam di trong qué trinh diéu tri. D& b sung cho cac tac dung ngoai ¥ trong muc “Canh bao
va than trong ddc biét khi sir dung”, bang “cac tac dung ngoai y” dudi day duge ngudi dung Primolut
bao cdo khi sir dung, mac di méi lién hé nhan qua c6 thé khong chic chan.

Bang dudi day ghi nhan cac tac dung ngoai y dugc bdo cao theo MedDRA. phan loai theo bd phan co thé
(MedDRA SOCs). Tan xuat xuat hién dua vao cac ti 1 duge cac bdo cao qua kinh nghiém s dung hau
mai va qua cac y van:

Bj phén co the | Rat thuong gép | Thudng gap Khéng thuong | Hiem gip Rét hiém
>1/10 > 1/100 dén gap >1/1000 | >1/10.000 dén | <1/10000
. <1/10 dén <1/100 <1/1000
Ri loan hé mién | Phan (mg qua
dich man
R6i loan hé than kinh Pau dau Pau nira dau
| Migrain |
R6i loan vé mit | ' Réi loan thi |
giac
R6i loan hé ho hap, | Khé tho
| lf‘)l}g nguc va trung |
that
R&i loan hé tiéu hoa Buon nén
R&i loan ve da va to | Man ngtra, phat
chirc dudi da | ban
R&i loan hé sinh san | Chay mautt | V4 kinh* '
va tuyén vii cung/ 4m dao ba
thuong bao gbm
Xuit huyét dang
cham*, thiéu
kinh *, , ,
R6i loan toan than va | Phu ' ' 1
tai chd diing 1 | - '

*: Trong chi dinh lac ndi mac tir cung

Phan 16n thuat ngr MedDRA dugc sir dung dé mé ta mot phan img ngoai y hodc tir ddng nghia hodc cac
tinh trang co lién quan.

Théng bdo cho bdc si nhitng téc dung khong mong mudn gap phdi khi sir dung thuéc.

Qua lién

Cac nghién ciru vé doc tinh cap dién trén dong vét khong cho thay nguy co gay nén cac tac dung ngoal y
cép tinh khi sir dung qua lidu diéu tri théng thudng hang ngay.
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Piic diém dwge Iy hoc

Pic diém dwoe lre hoe
Nhom duge diéu tri: Progestogen
(ATC): GO3DCO02

Norethisteron 1a mot progestogen manh. Su thay d6i hoan toan cua ndi mac tir cung tir giai doan tang
sinh sang giai doan bai tiét c6 thé dat duge & nhitng phu nir cudng estrogen voi liéu norethisteron udng
la 100-150 mg mdi chu ky. Cac tac dong progestogen cua norethisteron & ndi mac tr cung la céc tac
dong co ban cua viéc diéu tri Primolut-N cho rdi loan kinh nguyét, vé kinh nguyén phat va thir phat, lac
ndi mac tir cung.

Su te ché bai tiét hormon Gonadotropin va sur tic ché phéng noin ciing cé thé dat dugc khi sir dung 0.5
mg norethisteron hang ngay. Tac dung tich cyc cua Primolut-N trong diéu tri cac triéu chimg tién hanh
kinh ¢6 thé thay trong sy ngan chin chirc nang cua budng trimg.

Dua trén cdc tac dung 6n dinh cua norethisteron & ndi mac tir cung, Primolut-N ¢6 thé duge sur dung 1am
thay déi thoi diém hanh kinh.

Ciing giéng nhu progesteron. norethisteron c6 thé sinh nhiét va thay déi than nhiét ciia co thé.

Pic diém dwoc dong hoc

Hép thu

Norethisteron ding theo dudng uéng duoc hap thu nhanh va hoan toan. Nong d6 dinh trong huyét thanh
& khoang 16ng/ml dat duoc trong khoangl,5 gio sau khi uéng 1 vién Primolut-N. Do tac dung chuyén
hoa ban dau rd rét, sinh kha dung ciia norethisteron sau mét liéu udng dat dugc khoang 64%.

Phén bé:

Norethisteron gin két voi Albumin trong huyet tuong va Globulin gin két voi hormon gidi tinh
(SHBG). Chi khoang 3-4% tong so nong dé thube trong huyét tuong khoéng chira steroid. chi khoang
35% gan két vai SHBG va 61% gén két voi albumin. Thé tich phéan bd ciia norethisteron 1a 4,4+1,31/kg.
Sau khi ding liéu thudc udng. thoi gian va nong dg cua thude trong huyét tuong duge phén chia theo hai
giai doan. Thoi gian ban huy cua hai giai doan tuong g la 1-2 va 5-13 gio.

Norethisteron dugc chuyén hod vao sita me va ndng do thude trong sira me¢ khoang 10% so voi nong do
thube trong huyet thanh & phu nit méi sinh con. dii sir dung thude theo dudng ding nao. Dya trén nong
do Ihuoc cao nhét & phu nir sinh con la khoang 16ng/ml va vdi luong sira san sinh ra khoang 600ml/
ngay. nong d¢ thude cao nhét khoang 1ug (0,02% lidu sir dung cho phu ni¥ sinh con) ¢6 thé anh huong
t6i tré so sinh.

Chuyén hod:

Norethisteron dugc chuyén hod chu yéu qua qua trinh bao hoa cau ndi doi cia vong A va khu nhém 3-
keto thanh nhém hydroxyl bing cach két hop tuong ng voi goc sulfat va glucuronid. Mot vai chat
chuyén hod nay duogc dao thai kha chim khoi huyét tuong, vai thoi gian ban thai khoang 67 gio. Do
vay, khi diéu trj 1au dai v6i norethisteron theo dudng uéng hang ngay, nhimg chét chuyén héa nay duoc
tich luy trong huyét tuong.

O ngudi, norethisteron duoc chuyen hod mét phén thanh ethinylestradiol sau liéu udng norethlsteron
hodc norethisteron acetat, v&i liéu twong duong khoang 4-6 ug ethinylestradiol mdi Img
norethisteron/norethisteron acetat.

Dao thai

Norethisteron khong duoc bai tiét ¢ dang khéng d6i trong mét pham vi 16n. Vong A giam chu yéu va
chuyén hod hydroxyl ciing nhu céc tiép hop cua né (glucuronides and sulfates) duogc bai tiét thong qua
nudc tiéu va phén véi ti 1€ khoang 7:3. Khdi luong chuyén hoa bai tiét qua than dugc dao thai trong
khoang 24h vai thoi gian ban thai khoang 19h.

Tinh bén virng:
Trong thoi gian sir dung nhiéu liéu ding vai norethisteron, kha nang tich tu thubc khéng xay ra bai vi
thoi gian ban huy cua thuéc kha ngan. Tuy nhién. doluong globulin gin két véi hormon sinh duc
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(SHBG) do thudc nhu ethinylestradiol duoc sir dung dong thoi tang lén. nong do norethisteron trong
huyét tuong c6 thé ting vi ¢ su gan két cua norethisteron véi SHBG.

Di li¢u an toan tién lam sang

Khong c6 cac dir li¢u 1am sang vé norethisteron hoac hop chét ester ctia né cho thiy nguy co dac biét
trén cac nghién ciru thong thuong khi dung nhic lai lidu gay doc, nhlem ddc gen va nguy co gy ung thu
cling khong dugc dé cap trong cac tai li¢u lién quan. Tuy nhién, can luu y ring cac hormon sinh duc ¢6
thé kich thich su phat trién cua cac mo va khdi u phu thude hormon.

Céc nghién curu vé doc tinh trén hé sinh san cho thdy nguy co bién ddi gidi tinh ciia bao thai khi sir dung
thuéc lidu cao trong giai doan phat trién cta bd phén sinh duc ngoai. Céc nghién ciru dich té hoc ciing
cho lhay tac dung nay cling ¢6 lién quan dén con ngudi khi dung liéu cao. Can ghi nhan ring Primolut N
¢6 thé gy nén cac dau hiéu nam hda & cac bao thai nir néu sir dung thudc trong giai doan nhay cam véi
hormon cua thoi ky dinh hinh gi6i tinh (ké tir ngay 45 cua thai ky). Ngoai tinh trang d6 khong nhén thay
¢6 ddu hiéu nao cho thiy nguy co gy quai thai tir cac nghién ctru ndy.

60 thang ké tir ngay san xuat

Bao quan ¢ nhiét d§ dudi 30°C.

Hop 3 vi x 10 vién.

Dé xa tam tay tré em
Doc ki hudng dan sir dung trude khi ditng
Néu can thém théng tin, xin héi y kién bdc st )QV
San xuit béi:

Bayer Weimar GmbH und Co. KG.
Doebereinerstrasse 20, Weimar, D-99427, CHLB Diic

Ngay duyét ndi dung tém tat san pham: 29/11/2011
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