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1. CAC DAUHIEU LUU Y VA KHUYKN CAO KHI DUNG THUOC

Thudéc nay chi ding theo don thudc.

Dé xa tdm tay tré em.

Doc ki hudng dén sit dung truede khi dang thude.

Théng bdo ngay cho béc st hode duge si néu gdp bdt ki tdc dung khéng mong mudn nao khi
sit dung thudc.

Néu cdn thém théng tin xin hdi y kién bdc st hodc dugc si.

2. THANH PHAN CONG THUC THUOC

Hoat chat:
M&i vién nén chita 2 mg dienogest.

Danh sdch ta dudge:
Lactose monohydrat; tinh bdt ngd tién gelatin héa; cellulose vi tinh thé; povidone K-25;
crospovidone (type A); talc; magnesi stearat.

T4 dugc véi cdng dung da bi€t: M8i vién nén chita 62,80 mg lactose monohydrat.

3. DANG BAO CHE CUA THUOC
Vién nén.

Vién nén mau tring hoic gin nhy tring, hinh tron, bé mit phing, canh vit, mot mit 6
khdc chit “G 93”, mit cdn lai khic chit “RG”. Pudng kinh ciia vién 12 7 mm.

o= 4. CAC PAC TINH LAM SANG
4.1 Chidinh

Piéu tri lac ndi mac tf cung.
42 Liéu diing va cach ding

Liéu dd ng

Liéu diing ctia Zafrilla 14 m6t vién mdi ngdy ma khéng c6 bilt et giai doan nghi ndo, 51
nhdt 12 udng tai cing mét thdi di€m mdi ngdy v8i mot lugng chdt 16ng cidn thiét. C6 thé
udng thufc cliing hodc khong cling thifc in,

Thudc phii duge udng lién tuc bat ké c6 chdy mdu 4m dao hay khéng. Khi uéng h&t mot
vi, nén bt ddu ngay vi ti€p theo ma khéng c6 thdi gian nghi gidn doan.

Hién khong c6 kinh nghi¢m diéu tri vdi Zafrilla ldu hon 15 thdng trén b&énh nhin lac ndi
mac tlf cung.
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C6 thé bAt ddu ding thuSc vao bit e ngay ndo clia chu ki kinh nguyét. \ i ;MNH PHQ" T/
Nén ditng cdc bién phdp trdnh thai chi¥a hormon trudc khi bit diu diéu tri véi Zafri HNJg I / > /
viéc trdnh thai 12 cdn thi€t, nén sit dung cdc bién phdp trdnh thai khong c6 hormon. (¥ du—~
phudng phdp trdnh thai rao can).

Xit tri khi quén liéu

Hiéu qud diéu tri clia Zaffilla ¢6 thé gidm trong trudng hdp quén lidu, nén mira va/hoic tiéu
chdy (n€u xdy ra trong vong 3-4 gid sau khi diing thudc). Trong trdng hgp quén mot hodc
nhiéu li¢u, ngudi phy nit chi cdn udng myt vién nén ngay sau khi nhé ra, sau d6 tiép tuc
udng vién thudc ti€p theo vao ngdy hdm sau theo lich trinh binh thudng. Nén udng bl vién
thudc khong duge hdp thu do nén mita hodc tiéu chdy bing mdt vién khéc.

Tré em va thanh thiéu nién

Zafrilla khong duge chi dinh trén tré em chua ¢ kinh nguyét.

Tinh antodn va hiéu qua cta dienogest vién nén 2 mg duge nghién cdu trong mdt thir nghié¢m
lAm sang khéng ddi chitng kéo dai 12 thdng trén 111 nif thanh thi€u nién (¥ 12 dén<18
tudi) di dugc chdn dodn x4c dinh lac ndi mac tif cung hodc ¢6 nghi nhds trén 1dm sang (xem
muc 4.4 va 5.1).

Ngui cao tudi
Khéng ¢6 chi dinh sit dung Zafrilla lién quan trén quan thé ngudi cao tudi.

Bénh nhdn suy gan
Chdng chi dinh s dung Zaffilla trén bénh nhin hién tai dang bj hodc ¢6 tién sl bénh gan
nidng (Xem muc 4.3).

Bénh nhin suy thdn
Khéng ¢6 dit liéu cho thdy cin phdi hi¢u chinh liéu trén bénh nhin suy thin,

Cdch dung
Dung dudng uéng.

43 Ch&ng chi dinh

Ciing gidng nhu cdc ch& phdm chi chifa progestin khdc, khong nén sit dung Zafrilla khi ¢6
bit ki tinh trang ndo duge liét ké dudi ddy. N&u ¢6 bt ki tinh trang nio xuét hién trong qué
trinh sit dung Zafrilla, can phdi nging diéu tri ngay lip tc:
~ Bénh Iy thuyén tc huyét khdi tinh mach ti€n trién;
— Hién ¢6 hodc tién st mdc bénh 1y dong mach va tim mach (vi du: nhdi méu cd tim,
tai bi€n mach mdu ndo, bénh tim thi€u mdu cuc bd);
~  P4di thio dudng c6 bién chitng mach méu;
— Hién ¢6 hojc tién sit mdc bénh gan ning, cdc chi s& chifc ning gan chua trd lai binh
thudng;
~ Hién c6 hodc tién sif ¢6 khdi u gan (linh tinh hoic 4c tinh);
~ Da biét hodc nghi ngd mic cdc loai ung thir phu thude hormon sinh duc;
— Chdy mdu 4m dao chua duge chdn dodn;
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4.4 Canh bdo va thin trong diic bi¢t khi diing thude N x D

Cédnh bio

Vi Zafrilla 1a m6t ché phdm chi chita progestogen, nén nhifng cdnh bdo va thin trong dic
biét khi diing thudc ctia cdc ché& phim chi chita progesteron khic cling ¢6 gid tri khi sif dung
Zafrilla, mac di khong phdi 141 ¢d cdc cdnh bdo va thin trong déu dya trén cdc phét hién
tuong dng Y cdc nghién cifu lim sang trén thudc vién nén dienogest 2 mg.

N¢Eu ¢6 bat ky finh trang hodc y&u t8 nguy ¢ ndo duge dé cdp dudi diy dang didn ra hodc
dang xdu di, c¢An ti€n hanh phén tich nguy cd - I¢i ich ciia ting y&u & trude khi bt ddu hodc
ti€p tyuc diéu tri bing Zafrilla.

- Chdy mdu ti cung néng
Chdy méu tlf cung, vi du & phu ni ¢6 lac ndi mac trong ¢ tif cung (bénh co tuyé&n tlf cung)
ho#ic u xd tif cung, ¢6 thé trAm trong hon khi st dung Zafrilla. Néu chdy m4u ning va lién
tuc theo thai gian, ¢6 th€ din dé&n thi€u mdu (3 mitc do ning trong mdt s& trrdng hop).
Trong trudng hgp thi€u mdu, cin xem xét ngirng Zafrilla.

Nhitng thay d6i trong kiéu chdy mdu kinh nguyét
Pa s6 phu nif duge diéu tri vdi vién nén dienogest vién nén 2 mg déu trdi qua nhitng thay
ddi trong ki€u chiy m4u kinh nguyét (xem muc 4.8).

Cde réi logn tudn hoan

T cdc nghién cttu dich t& hoc, ¢6 rdt it bing chitng vé mai lién quan giita cic ché phdm chi
chifa progesteron va sif ting nguy cd nhdi mau cd tim hodc thuyén tic huy&t kh&i mach ndo.
Nguy cd clia c4c tai bi€n tim mach va nio ¢6 lién quan d&n sy gia ting tudi, ting huy&t 4p
va hiit thudc. phu nif bj ing huyét 4p, nguy cd ddt quy ¢6 thé ting nhe bdi cdc thuSc chi
chita progesteron.

— Mét sd nghién ctu chi ra ring nguy cd clia thuyén tdc huyé&t khéi tinh mach (huy&t khdi tinh
mach sdu, thuyén tic phdi) cé thé ting nhe, nhung khong cé ¥ nghia théng ké lién quan dén
viéc sif dung cdc ch& pham chi chita progestogen, Nhin chung, cdc y&u td nguy cd duge ghi
nhén din d&€n thuyén tic huy&t khdi tinh mach (VTE) bao gém tién sif ¢4 nhin hoic tién sit
gia dinh mic bénh (anh chj em hodc cha me mic VTE & d6 tudi tuong dSi sdm), tudi tic,
béo phi, bat dong kéo dai, dai phau hod ¢ chin thuong ning. Trong trudng hop bat dong kéo
dai thi nén ngung sif dung Zafrilla (it nhat 4 tudn trudc trong trudng hop phau thuat ty chon)
va khong diéu trj lai cho d€n hai tudn sau khi vin déng lai hoan toan.

Phdi xem xét sy gia ting thuyén tic huy€t khdi trong trudng hgp sau sinh.
Nén ngirng diéu trj ngay 1ip tic néu ¢6 nhitng triéu chimg clia mdt bi€n ¢& huyé't khdi dong
mach hodc tinh mach hodc ¢6 nghi ngd vé bién ¢b dé.

Cdc khéi u

M@t phan tich gdp tif 54 nghién citu dich t€ hoc cho thiy ¢6 suf ting nhe nguy cd tudng ddi
(RR=1,24) clia ung thu vii duge chdn dodn trén nhitng phy nif dang sif dung thudc trdnh thai
dudng udng (OCs), chii y&u 14 cdc ché phdm cé chifa estrogen-progestogen. Nguy ¢d cao
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nhé so vai nguy cd chung ctia bénh ung thy vii. Nguy cd ung thu vi duge chin dodn & ngudi
dang st dung thudc chi chifa progestogen c6 thé ¢6 mie d§ tiong ty nhv nguy cd lién quan
dén COC. Tuy nhién, d6i vdi cdc ché phdm chi ¢6 progestogen, bing chitng duge dya trén
cdc miu din s& nhd hon nhiéu va do vy it thuyét phuc hon so vdi COC. Nhitng nghién cttu
nay khong cung cdp biing chitng vé m&i quan h¢ nhin qud. Kifu gia ting nguy cd dudc quan
sdt ¢6 thé 1a do viéc chdn dodn sdm ung thy vi trén ngudi sit dung OC, hoic do cdc tic
dung sinh hoc ctia OC hogc k&t hgp ca hai. Cdc trudng hgp ung thy vi duge chin dodn &
nhitng ngudi st dung cde OC ¢6 xu hudng it ti€n trién lim sang hon so vdi cdc trudng hop
ung thu dugc chin dodn & ngudi chua bao gids sif dung cdc OC.,
Trong nhitng trud¥ng hgp hi€m gdp nhu u gan lanh tinh, va hi€m gip hon nita 13 u gan 4¢
tinh di dugce bdo cdo trén nhifng ngudi sit dung cdc thanh phin hormon nhy thinh phin
g trong Zafrilla, Trong mdt s6 trudng hgp riéng 1€, nhitng khdi u ndy ddn d€n xui't huyét trong
6 bung de doa tinh mang. Mét khdi u gan nén dugc xem xét trong chdn dodn phin biét khi
¢6 dau niing & viing bung trén, gan to hodc ¢6 cdc diu hiéu xuit huy&t trong & bung xdy ra
d phu ni¥ dang ding vién nén dienogest 2 mg.

Lodng xuong

Thay ddi mét d¢ xuong (BMD)

Viéc sit dung vién nén dienogest 2 mg trén b&nh nhin thanh thi€u nién (12 dén <18 tudi)
trong 12 thdng diéu tri dAn dén sy gidm st mét d6 xuong (Bone Minera Density — BMD) &
xuong sdng thit lung (L2-1.4). Mic thay d6i tuong ddi trung binh clia mit do xuong 0 lic
bit ddu diéu tr t8i lic k&t thic diéu trj 12 -1,2% trong khodng giita -6% vi 5% (khodng tin
cdy IC 95%: -1,70% va -0,78 %, n=103).

Po mit dd xuong lap lai vio thdi diém 6 thing sau khi két thic diéu tri & nhém bénh nhin
bi gidm mit d§ xuong cho thiy ¢6 khuynh hudng héi phuc (Miic thay dbi twong ddi trung
binh so vdi Idc ban ddu: - 2,3% tai thdi di€m két thiic diéu tri, va -0,6% tai thdi di€m 6 thdng
sau khi k€t thic diéu tri vdi khodng giita -9% va 6% (khodng tin cdy IC 95%: -1,2% va
0,06%, n=60).

Gidm méit do xuong 1a diéu ding lvu tim dic biét wrén d6i tugng bénh nhin thanh thi€u
nién va ddu do tudi trudng thanh — giai doan then ch6t clia qué trinh phét trién xuong. Chia
ro lidu viée gidm mit 9 xwong trén quin th& niy c6 gidm khdi ugng xuong t8i da va ting
nguy cd giy xudng trong cude sdng sau nay hay khong (xem muyc 4.2 va 5.1).

Nhitng bénh nhdn ¢6 nguy ¢d loing xuong ting nén duge dinh gid cin thin nguy cd — 1di
ich trtée khi bdt ddu diéu tri Zafrilla do ndng do estrogen ndi sinh gidm & mdc trung binh
trong qué trinh diéu tri véi vién nén dienogest 2 mg (xem muyc 5.1).

B3 sung ddy du calci va vitamin D trong khdu phdn n hogc tir thyec phdm chic ning, 1a yé&u
t& quan trong cho sirc khde xuong & phu nif ti1 ¢i cdc Ita wdi.

Cdc bgnh Iy khdc

Nhitng b&nh nhén ¢6 tién sl trdm c¢dm nén duge theo ddi cdn thin va ngitng ding thudc néu
trdm cdm t4i dién 3 méc 46 nghiém trong.
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Can ngitng Zafrilla khi c6 t4i phdt vang da ¢ mit vi/hodc ngita ma hién twong nay xdy ra
1in ddu tién trong qud trinh mang thai hodc dgt sit dung cdc steroid sinh dyc trude dé.

Diengogest c6 thé ¢6 mét tic dung nhe trén dé khdng insulin ngoai vi va dung nap glucose.
Phu nit m&c bénh d4i thdo dudng, d4c biét 13 nhitng ngudi c6 tién sl ddi thdo dudng thai
ky, nén dugc theo dbi cdn trong khi dung Zafrilla.

Ndm da d6i khi c6 thé xdy ra, dic biét § nhitng phu ni¥ ¢6 tién sif ndm da thai ky. Phy nit
¢6 xu huéng ndm da nén tranh ti€p xdc v8i 4nh ndng mit trdyi hodc bitc xa cy'c tim khi dang
diung Zafrilla.

Viéc mang thai x3y ra & nhitng ngudi st dyng cdc ch& phim chi chita progestogen d€ trdnh
thai ¢6 nhiéu khd ning mang thai ngodi tif cung hon so vdi viéc mang thai trén nhitng ngudi
sit dung thudc trdnh thai ph&i hgp dudng udng. Do d6, nhitng phy ni¥ ¢6 tién sit mang thai
ngodi tlf cung hodc suy gidm chifc ning Sng din tritng, chi quyét dinh sit dung Zafrilla sau
khi di ciAn nhdc cin than gitta Igi ich va nguy cd.

Nang budng tritng kéo dai (thudng dude goi 1a u nang budng tnifng chitc ning) cé thé xdy
ra khi sif dung Zafrilla. Hiu hét cdc nang ndy khéng ¢6 triéu ching, mic di mét s§ 6 thé
kém theo dau ving chiu.

MJi vién nén Zafrilla chita 62,80 mg lactose. Nhitng bénh nhén ¢6 cdc vdn dé di truyén
hi€m gip nhv khéng dung nap galactose, thi€u enzym lactase hodc hip thu kém glucose-
galactose khong nén ding thudc nay.

4.5 Tuong téc v6i cde thudc khdc va cde dang tuong tdc khéc

Luu y: cdn tham khdo thong tin ké don cla cdc thudc diung cing d€ xdc dinh nhitng tong
tac thudc cé thé xdy ra.

Anh hudng clia cdc thude khdc 1én Zafrilla

Céc progestogen bao gdm dienogest duge chuyén héa chi y&u bdi hé thong cytochrom P450
3A4 (CYP3A4) ndm trong ¢4 niém mac rudt v trong gan. Do d6, cdc thude gy cdm dng
hodc tc ch€ CYP3A4 ¢6 thé dnh hudng d&€n chuyén héa thudc progestogen.

Ting thanh thdi cdc hormon sinh duc do cdm (tng enzym ¢6 thé lam gidm hiéu qud diéu tri
clia Zafrilla va giy ra cdc tdc dung khong mong mudn vi du nhy nhitng thay ddi trong kiéu
chdy méu U cung.

Gidm thanh thdi cdc hormon sinh duc do e ché enzym ¢6 thé 1am ting sy phoi nhiém vai
dienogest va ¢6 thé giy ra cdc tic dung khéng mong mudn,

Cdc chdt lam tdng thanh thdi hormon sinh duc (lam gidm hi¢u qud do su cdm iing enzym), vi
du: phenytoin, cdc barbiturat, primidon, carbamazepin, rifampicin, and ciing ¢6 thé vdi
oxcarbazepin, topiramat, felbamat, griseofulvin, v cdc thuSe chita thio dugc St. John’s wort
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(Hypericum perforatum).

Sif cdm itng enzym c6 thé€ quan sit thdy sau mdt vai ngly diéu trj. Méc do
t6i da thudng dugc quan sdt thdy trong vong mot vai tudn. Sau khi ngitng qud
sy cdm @ng enzym c6 thé ti€p tyc duy tri trong khodng 4 tuin,

Téc ddng clia chit cdm ing CYP3A4 rifampicin duge nghién citu wén phy nif min kinh
khde manh. Dang ddng thdi rifampicin véi vién chia estradiol valerat/ dienogest din tdi
gidm ding k& ndng do & trang thdi 6n dinh va sy phoi nhiém todn thidn clia dienogest va
estradiol. Sy phoi nhi€m todn thin clia dienogest vi estradiol § trang thdi 6n dinh, do bdi
dién tich dudi dudng cong AUC (0-24h) gidm twong (ng khodng 83% va 44%.

Cdc chdt c6 dnh hidng khdc nhau dén do thanh thdi ciia hormon sinh duc

Khi ding ddng thdi v8i cdc hormon sinh duc, nhiu k&t hdp giita chat e ché HIV-protease

va chal e ch€ sao chép ngude khdng phii nucleosid, bao gdm sy két hagp vdi chit e ché
— HCV, ¢6 thé 1dm ting hodc gidm ndng do progestin trong huyét twong. Nhitng dnh hudng

chung clia nhitng thay di niy c6 thé c6 lién quan vé mit lAm sing trong mdt vai trudng

hgp.

Cde chdt lam gidm thanh thdi hormon sinh duc (chdt ttc ché enzym)

Dienogest 1a c¢d chit ciia cytochrom P450 (CYP) 3A4

Sy twong quan vé mit lim sang clia cdc twong tdc ¢6 thé xay ra vdi cdc thude e ché enzym
con chua biét.

Sit dung déng thdi cling véi cde thube e ché€ CYP3A4 manh ¢6 thé Iam ting ndng dd
dienogest trong huyét arong.

Ding ddng thdi ciing chit tc ch€ CYP3A4 manh ketoconazol 1am ting 2,9 1in dién tich
dudi dudng cong AUC (0-24h) & trang thdi &n dinh clia dienogest. Diing ddng thdi ciing chil
tfc ché€ CYP3A4 trung binh erythromycin 1Am tang 1,6 1dn dién tich dudi dudng cong AUC(0-
24h) & trang thdi n dinh clia dicnogest.

Anh hudng clia Zafrilla 1én cdc thude khéc
~ Dya trén cdc nghién citu e ch& in vitro, khéng c6 wrong tdc ¢6 ¥ nghia lim sang ciia
dienogest v@i cdc chuyén héa qud trung gian enzym cytochrom P450 cila cdc thude khéc,

Tudng tdc vai thifc dn
MGt bita dn gidu chit béo dudc tiéu chuin héa khéng dnh hudng d&n sinh khd dung cla
Zafrilla.

Cédc xét nghiém

Viéc sif dung cdc progestogen c6 thé dnh hudng d&n k&t qua xét nghiém, bao gdm ca cdc
chi sd sinh héa cia chic ning gan, tuyén gidp, tuyé€n thugng thin va thidn, néng do trong
huy&t twong cla protein mang (chdt mang) (vi du globulin g&n corticosteroid va cdc phin
mdnh lipd/lipoprotein), cdc thong s& ctia qua trinh chuyén héa carbohydrat va cdc thong s6
clia qué trinh dong mau va ly gidi fibrin.

Nhin chung, nhitng thay d&i vin nim trong pham vi gid tri xét nghiém théng thudng.

4.6 Kha niing sinh sdan, thdi ki mang thai va cho con bi
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trén ddc tinh sinh sdn (xem muc 5.3).

Khéong duge sit dung Zafrilla trén phu nit ¢ thai vi khong ¢6 nhu cdu diéu trj lac ndi mac

tir cung trong khi mang thai.

Thdi ky cho con bi

Khéng khuyén cdo sit dung Zafrilla trong thdi ky cho con bi.

Chua rd dienogest ¢6 bai xud't vdo trong sifa m¢ hay khéng. DI liéu trén dOng v4t cho thdy
dienogest bai xudt vao sita chudt,

Khi phdi quy€&t dinh ngitng cho con bd hay ngitng sit dung Zafrilla, cAn cin nhic d&n Igi ich
ctia viéc cho con b trén tré va 1¢i ich clia viéc diéu tri d6i véi ngudi phu ni.

Khi ning sinh sin

Dya trén dif li¢u c6 s&n, s¢ rung tritng bj ¢ ch&€ & phidn 16n cdc bénh nhén trong qué trinh
diéu tri v4i Zafrilla. Tuy nhién, Zafrilla khong phai 1a mot thude trdnh thai.

N&u cén thi€t phdi trdnh thai, nén sit dung cdc bién phép trdnh thai khéng ¢é hormon (xem
muc 4.2).

Dua trén di¥ liéu hién c6, chu ky kinh nguyét trd lai binh thudng trong vong 2 thdng sau khi
ngirng diéu tri bing vién nén dienogest 2 mg.

4.7 Anh hudng d&n kha niing 14i xc va van hanh méy

Chua ghi nhdn dnh hudng 1én khd ning 14i xe va vdn hanh mdy trén nhitng ngudi st dung
thudc chita dienogest.

4.8 Tic dung khéng mong muén

Cdc tic dung khong mong mudn dugce trinh bay dua theo MedDRA.

Thuét ngit MedDRA thich hgp nhi't dugc sit dung d& mé td mot phan dng cu thé va cdce tir
dbng nghia clia phdn ng d6 va cdc tinh trang lién quan.

Cidc tdc dung khdng mong mudn xdy ra phd bi&n hon trong nhitng thdng diu tién sau khi
bAt ddu di€u tri bing vién nén dienogest 2mg, va gidm ddn theo thdi gian diéu tri. C6 nhitng
thay d6i trong ki€u chiy m4u trong chu k¥ kinh nguyét nhv xuit huy&t I4m tdm, chdy m4u
bit thudng hodic v6 kinh. Nhitng tdc dung khéng mong mudn sau diy dd duge bdo cdo &
nhitng ngudi diing vién nén dienogest 2 mg. Céc tdc dung khdng mong mudn dugc bdo cdo
thudng xuyén nhit trong qud trinh diéu tri vdi vién nén dienogest 2 mg 14 nhitc ddu (9,0%),
khé chiu & vi (5,4%), tim trang chdn ndn (5,1%) va mun tritng c4 (5,1%).

Ngodi ra, phan 16n bénh nhin duge diéu tri vdi vién nén dienogest 2 mg trai qua sy thay ddi
vé kiu chdy m4u trong chu ky kinh nguyét. C4c ki€u chdy mdu trong chu k¥ kinh nguyét
dugc ddnh gid mdt cdch hé th6ng bing viéc sit dung nhit k¥ cla bénh nhin va dugc phin
tich bing cdch sit dung phuong phdp ddnh gid giai doan 90 ngay tham khio clia WHO.
Trong vong 90 ngdy diu diéu trj v6i vién nén dienogest 2 mg, cdc ki€u chiy mdu sau day
da dugce ghi nhdn (n=290; 100%): v6 kinh (1,7%), chay mdu khéng thudng xuyén (27,2%),

7713



https://trungtamthuoc.com/

4 N
VAN PHqNG %
BALDIEN

,J

chdy méu thudng xuyén (13,4%), chdy méu khéng déu (35,2%), chdy mdu ké \@
chdy m4u binh thudng ,vi du khong thudc cdc loai trén (19,7%). Trong giai doa
thi t, cdc ki€u chdy mdu sau ddy di dugc ghi nhin (n=149; 100%): v6 Kinh (28,2%; -~"f
m4u khong thudng xuyén (24,2%), chdy méu thudng xuyén (2,7%), chdy mdu khéng déu
(21,5%), chdy mdu kéo dai (4,0%), chdy mdu binh thudng, vi dy khéng thudc cdc loai trén
(22,8%). Nhitng thay di vé& cdc kiu chdy mdu trong chu k¥ kinh nguyét chi thinh thodng
mdi duge ghi nhdn nhy phdn @ng bi't Igi ti¥ bénh nhdn (xem Bing cdc phdn dng c6 hai dudi
day).

Tén sudt cia cdc phdn @ng ba't I¢i ctia thuSc (ADR) phin loai theo cdc hé cd quan MedDRA
(MedDRA SOCs) bdo cdo v8i vién nén dienogest 2 mg dude tém tdt trong bing dudi day.
Trong m3i nhém tén sudt, cdc tdc dung khéng mong mubn duge trinh bay theo thi tr tdn
sudt gidm ddn. T4n sudt dugc dinh nghia nhy sau: thudng gip (t >1/100 d&€n <1/10), it gip

Tam trang thay di

(1 2171000 dé&n <1/100).
—~ Cdc tdn sud't dya trén dif liéu gdp clia 4 thit nghiém 1im sing, bao gém 332 bénh nhin
(100%).
Bang 1: Bdng céic phan iing ¢6 hai, thi nghi¢m 14m sang pha I1I, N = 332
Phén loai hé co quan v .
(MedDRA) Thudng gip it gip
R&i loan vé méu va hé -
» Thi a
bach huy&t e mat
R&i loan chuyén héa va Téng cn Gidm cin ‘
dinh duéng Ting ngon miéng
Tam trang chdn nan
R&i loan gidc ngl Loau
R&i loan tAm thén Lo ldng Trim cdm
M4t ham mudhn tinh duc Tam trang ling ling

M4t can bing hé thdn kinh

R&i loan trén thdn kinh Pau diu "
trung vong Pau nita ddu tu{dong
R&1 loan chii §
R&i loan trén miit Khd mit
R6i loan tai va mé dao U tai
Rd&i loan hé tuan hoan
R&i loan trén tim khong dic hiéu
Pédnh tréng nguc
R&i loan mach méu Ha huyétdp
R:ﬁ"i loan hd pﬂ'p, 16ng nguc Khé tha
va trung thit
Budn nén Tiéu chdy
Dau bung Téao bén
R&i loan tidu héa Pay hdi Khé chiu & bung
Piy bung Viém da day-rudt
Non mifa Viém nudu
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Ting ti€t mé ﬁ@&\ THANH PH
Netra Nz HA NOI [,
Rimlong N5
S
R&i loan trén da va md Tring cd gii mong
mém Rung téc Vidm da
Tée ting trudng ba't thudng
Phdn @ng nhay cdm dnh
sdng
R&i loan sdc &
bau xudng
R&6i loan hé co xitong va Co thit cd
mb lién két Pau lung Pau & chi
— Cidm gidc ning 3 chi
R.ﬁi gt teiin - (5L Nhiém triing duding ticu
niéu
Nhi&m ndm candida 4m dao
Khé chiu & v Khd 4m hd, 4m dao
Nang budng tritng Tiét dich 4m dao
N . . ., |B6choa Pau ving chiu
R6llogn h¢ sinh sdn va vd Chdy mdu tif cung, 4m dao, | Viém leog 4m ho, 4m dao
bao gém ra chdy mdu ldim | Kh&iu & vi
tdm Bénh xd nang tuyén vi
Vi chai ciing
R&1 loan toan than va tai vj | Tinh trang suy nhuge Phil
tri ding thudc Cdu gdt
Giam mét ) xwong

Trong m{t nghién cttu 14m sang khong d6i chitng trén 111 thanh thi€u nién ni¥ (12 dé€n < 18
tudi) duge diéu tri vdi vién nén dienogest 2 mg, 103 bénh nhin duge do mit do xuong.
Khodng 72% nhitng ngudi tham gia nghién ciu ndy ¢6 mat dd xuong thit hing (L2-1.4) gidm
sau 12 thdng sif dung (xem muc 4.4).

Bdo cdo phan ing bt l¢i nghi ng¥ trong qué trinh diing thudc

Viéc bdo cdo cdc phan dng bat I¢i nghi ngd sau khi thudc dugc cdp phép luu hanh 1a rat
quan trong. Piéu ndy cho phép ti€p tuc theo ddi cdn bing 1gi ich/nguy co clia thude. Céc
cdn bd y 1€ duge yéu cdu bdo cdo bit ky phdn tng bat 1gi nghi ngdf ndo thong qua hé thdng
bdo cdo quic gia.

4.9 Qud liéu va xit tri

Cdc nghién citu ddc tinh cdp thyc hién trén dienogest di khdng chi ra nguy cd dnh hudng
¢6 hai cdp tinh trong trudng hgp vé ¥ udng mét liéu gdp nhidu Idn liéu diéu trj hang ngdy.
Khong ¢6 thuSe gidi ddc dic hiéu. Li¢u hing ngdy 20-30 mg dienogest (mic li¢u cao hon
10 d€n 15 1dn so véi Zafrilla) trong 24 tudn st dung duge dung nap rat t6t.
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5. PAC TINH DUGC PONG HOC VA DUGC LUC HOC

5.1 Ciéc dac tinh duge lvec hoe X
Nhém duge 1§ diéu tri: cdc hormon sinh dyc va chét didu bi€n clia hé sinh du
mi ATC: GO3DB08

Dienogest 13 mdt din chit nortestosteron khéng ¢6 hoat tinh androgen ma ¢6 hoat tinh
khéng androgen tiong duong véi khodng mdt phin ba hoat tinh clia cyproteron acetat.
Dienogest lién két véi cdc thy thé progesteron cilia tif cung ngudi véi chi 10% 4i Iyc twong
d6i clia progesteron. Mic di ¢6 4i Iyc thip véi cdc thy thé progesteron, dienogest c6 hoat
tinh progestogen in vivo manh. Hoat tinh androgen, mineralocorticoid hodc glucocorticoid
in vivo clia dienogest khong ddng ké.

s Dienogest td4¢c ddng trén lac ndi mac tif cung biing cdch gidm sdn xuit estradiol ndi sinh va
do d6 trc ch€ tdc dung sinh dudng clia estradiol trén ndi mac tlt cung ¢d & vi trf binh thudng
va lac chd. Khi duge sit dung lién tyc, dienogest tao ra mot mdi trudng ndi ti€t gidm
estrogen, ting progesteron gy phdn ¢ng mang rung ban diu clia md ndi mac tlf cung, tiép
theo 14 teo nhitng tén thudng ndi mac.

Dit liéu vé hi¢u qud

Hiéu qud vugt trdi clia vién nén dienogest 2 mg so vdi gid duge di duge chitng minh trong
mét nghién citu kéo dai 3 thdng bao gdm 198 bénh nhin lac ndi mac tl cung. Pau viing
chdu lién quan dé&n lac ndi mac tif cung dude do trén thang diém VAS (Visual Analog Scale)
(0-100 mm). Sau 3 thdng diéu tri véi vién nén dienogest 2 mg, di chifng minh sy khdc biét
¢6 ¥ nghia théng ké so véi gid duge (delta = 12,3 mm; 95% CIL: 6,4 -18,1; p < 0,0001) va
gidm dau ¢6 ¥ nghia lAm sdng so vdi mifc ban ddu (gidm trung binh = 27,4 mm + 22,9).

Sau 3 thing diéu tri, 37,3% bé&nh nhin ding vién nén dienogest 2 mg (gid duge: 19,8%) cb

ty 1& gidm dau viing chiu lién quan dén lac néi mac ¥ cung 16n hon hodc bing 50% ma
r khong lam ting ¢6 ¥ nghia thudc gidm dau ding ddng thdi; 18,6% bénh nhin diing vién nén

dienogest 2 mg (gid dudc: 7,3%) ¢6 gidm § midc 75% trd 1én cdc con dau viing chiu do lac

ndi mac tif cung ma khong 1Am ting c6 § nghia thudc gidm dau ding kém.

Pha nghién cfu md rdng sit dung nhiin m3 ctiia nghién citu d6i ching gid dugc nay cho thdy

1i€p tuc c4i thién dau viing chau lién quan dén lac ndi mac tif cung trong khodng thdi gian

diéu tri 1én d€n 15 thdng.

K&t qua nghién cfu d6i chitng véi gid duge dude cling cd bdi két qua thu duge trong mot

nghién citu ddi chitng v§i thude chita hoat chdt chii vin GnRH kéo dai 6 thdng bao gém 252

bénh nhidn bi lac ndi mac i cung.

Ba nghién ctfu bao gém t8ng cdng 252 bénh nhan diing mdt lidu hang ngay 2 mg dienogest

da chitng minh gidm ddng k& cdc tén thuong lac ndi mac tif cung sau 6 thang diéu tri.

Trong mdt nghién cifu nhd (n=8 mdi nhém li¢u), lifu hang ngdy 1 mg dienogest di cho thiy

gy ra tinh trang ¢c ch& phéng nodn sau 1 thing diéu tri. Vién nén dicnogest 2 mg chua
dugc thit nghiém vé hiéu qud trdnh thai trong cdc nghién citu 16n hon,
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Dit li¢u vé dé an toan
Néng d6 estrogen ndi sinh chi bj tfc ché § mic dd trung binh trong khi dié
dienogest 2 mg,

Hién nay, dit liéu dai han trén mit d§ xuong (BMD) va nguy cd gy xuong trén ngudi sit
dyng vién nén dienogest 2 mg chua s&n ¢6. BMD duge ddnh gid trén 21 bénh nhin trudng
thanh trvde va sau 6 thdng diéu tri v3i vién nén dienogest 2 mg va mit dd xuong trung binh
khong bi gidm. Trong 29 bénh nhin duge diéu tri bing leuprorelin acetat (LA), mifc gidm
trung binh dugc ghi nhin 1 4,04% + 4,84 sau cing mdt giai doan (delta giita cdc nhém =
4,29%; 95%CI: 1,93 - 6,66; p<0,0003).

Khéng ¢6 nhitng thay ddi ddng k€ trén cdc thong s xét nghi¢m tiéu chudn (bao gdm huy¢t
hoc, sinh héa méu, cdc enzym gan, cdc lipid va HbA IC) dudc quan st thiy trong qué trinh
diéu tri vdi vién nén dienogest 2 mg 1én dén 15 thdng (n=168).

Tinh an toan trén thanh thiéu nién

Tinh an todn clia vién nén dienogest 2 mg trén mat dé xuong duge nghién ciu trong mot
thit nghiém 1im sang khong ddi chifng kéo dai 12 thdng trén 111 bénh nhdn thanh thi€u
nién nit (12 d&n < 18 twdi) duge chdn dodn xdc dinh hodc cé nghi ngd trén lim siang lac ndi
mac tif cung. Thay d6i twong ddi trung binh vé mét dj xuong thit ung (L2-1.4) so vdi lic
chuta diéu tri trén 103 bénh nhén 14 -1,2%. Trong phdn nhém bénh nhén ¢6 mat dé xuong
giam, do theo ddi mit dd xuwong duge thye hién 6 thang sau khi két thic diéu tri cho thiy
mat dj xuong ting tdi -0,6%.

5.2 Cic dic tinh dugc djng hoc

Hép thu

Dienogest ditng dudng usng dude hip thu nhanh chéng va gan nhu hoan toan. Ndng d¢ dinh
trong huy&t thanh 12 47 ng/ml dat duge khodng 1,5 gid sau khi udng liéu duy nhat. Sinh khd
dung khodng 91%. Dugc déng hoc ctia dicnogest 12 ty 1¢ véi li¢u diing trong khodng lidu 1-
8 mg.

Phin bd

Dienogest lién k€t véi albumin huy&t thanh va khong lién k&t vai globulin gdn hormon sinh
dyc (sex hormon binding globulin - SHBG) hoidc gobulin gdn corticoid (corticoid binding
globulin — CBG). 10% t8ng ndng dd thudc trong huyél thanh 13 hién dién dudi dang steroid
tr do, 90% & dang lién két khong dic hiéu vdi albumin.

Thé tich phan bd bidu ki€n (V4/F) clia dienogest 1a 40 L.

Chuyén héa
Dienogest duge chuyén héa hoan toan bdi nhitng con dudng da bi€t clia chuyén héa steroid,

vdi sy tao thinh cdc chd't chuy&n héa phdn 1dn 1a khong 6 hoat tinh ndi ti€t. Dya trén céc
nghién cdu in vitro va in vivo, CYP3A4 1 enzym chii y&u tham gia vdo qud trinh chuyén
héa ciia dienogest. Cdc chdt chuyén héa dugce bai xudt rit nhanh chéng, do vy, dienogest
dang khong ddi 1a phdn chi€m chii y&u trong huyét tuong.

Téc db thanh thii khdi huy&t thanh qua qué trinh chuyén héa CUF 1a 64 ml/phit.

11/13




“https://trungtamthuoc.com/

,x; 2 £, AN
Ww PHON r‘"\\
DAl D El
2\TAI THANK Pm:) J
Néng do trong huyét thanh clia dienogest gidm theo 2 pha. Pha cudi cliing déic\trithg
bdi mot nita ddi thdi trlr khodng 9-10 gidr. Dienogest dudc bai xuit dudi da i ;nﬁeeh{, >4
chuyén héa qua nude tifu va phan vdi mét ty 1& khodng 3:1 sau khi udng liéu 0,T
Nita ddi thdi trlf clha qué trinh bai xuat ch't chuyén héa trong nudc ti€u 1a 14 gid. Sau khl
udng thudc, khodng 86% liéu ding duge thdi trif trong vong 6 ngdy, phdn 16n hwgng nay
duge bai xudt trong vong 24 gid diu tién, chi y&u qua nudc tiéu,

Thai tnY

Trang thdi &n dinh

Duge dong hoc clia dienogest khong bi 4nh hudng bdi ndng d6 SHBG. Sau khi udng hing
ngiy ndng do thudc ting khoang 1,24 1in sau khi dat dugc trang thdi &n dinh sau 4 ngay
diéu tri. Duge dong hoc cla dienogest sau khi ding lidu Lip lai cla Zafrilla c6 thé duge dy
dodn tf duge dong hoc liéu duy nhat,

— Dudc dong hoc trén cdc quin thé dic biét
Vién nén dienogest 2 mg chua dude nghién cdtu cy thé trén bénh nhin suy thin.

Vién nén dienogest chua 2 mg dugc nghién cttu cu thé trén bénh nhin suy gan.

5.3 Dit liéu an toan tién 1Am sang

DT liéu an todn tién lim sing cho thiy khong ¢6 nguy cd dic biét trén ngudi duya trén cdc
nghién citu quy wdc cia djc tinh liéu I4p lai, doc tinh trén gen, khd ning gy ung thu va doc
tinh trén sinh sdn. Tuy nhién, cdn Iwu ¥ 14 cdc steroid sinh duc ¢6 thé thic ddy sy phét trién
ctia mdt s6 cde md va cde khdi u phu thude hormon.

6. CAC PAC TINH DUGC HOC

6.1 Tiéu chufin chit lvgng thude
Tiéu chudn nha sin xuit.

6.2 Tuong ky,
S Khong dp dung.

6.3 Han diing
36 thang k€ tif ngay san xudl.

6.4 Diéukié¢n bdo quin
Bido quin dudi 30°C trong bao bi gdc d€ trinh 4nh sdng.

6.5 Quy cach déng gbi

Vién nén Zafrilla 2 mg duge déng géi trong vi PVC//Al ciing, mau xanh 14 va déng géi trong
h{p carton.

Hop 2 vi x 14 vién nén.

6.6 Canh bdo dic biét vé bdo quan
Khong ¢6 yéu cdu dic biét.
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Gedeon Richter Ple. ’»..)_ HA r:g PHU /

Gywwréi 6t 19-21., e r,/

Budapest, 1103, Hungary. ___:___4_

8. TEN VA PIA CHI CHU SG HUU GIAY PHEP LUU HANH SAN PHAM

Gedeon Richter Ple.

Gyuwmréi Gt 19-21.,

Budapest, 1103, Hungary.

9. NGAY XEM XET LAI TO HUGNG DAN SU DUNG:

Thang 12 ndm 2020.
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