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Maéi vién nén c6 chira:

Hoat chiit:

Rupatadine fumarate twong duong Rupatadine .................... 10 mg

Td dirge: Cellulose vi tinh thé 101, povidon K30, lactose monohydrat 100, natri
croscarmellose, silic keo khan, magnesi stearat.

DANG BAO CHE

Vién nén mau tr:?ing dén lréng nga, hinh tron, hai mit khum, mét mat cé vach ngang, mot mat
tron lang, canh va thanh vién lanh lan.

CHI PINH

Diéu tri tri¢u chirg viém mili di img hodic may day & nguoi 16n va thanh thiéu nién (trén 12
tudi).

LIEU DUNG VA CACH DUNG

Liéu diing

Ngueoi 16m va thanh thiéu nién (trén 12 tuéi)

Liéu khuyén céo 1a 10 mg x 1 lan/ngay.

Newoi cao tudi

Than trong khi diing rupatadine & nguoi cao tudi.

Tré em '

Khoéng khuyén cdo str dung vién nén rupatadine cho tré em dudi 12 tudi. Tré em 2 dén 11 tudi
nén dung rupatadine | mg/ml dang dung dich uéng.

Bénh nhan suy gan hodc suy than

Do chua ¢6 kinh nghiém lam sang & bénh nhan suy giam chirc ning gan hodc suy than, nén
khong khuyén cdo ding vién nén rupatadine 10 mg cho nhirng doi frong nay.

Cach ding

Puong udng. Co thé udng ciing hodc khong ciing véi thire an.

CHONG CHI PINH

Qua mén véi hoat chat hofic bat ky thanh pl'{f"in ndo cua :[huéc.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Khong nén dung rupatadine véi nude ép buoi.

Tranh phéi hop rupatadine véi céac chit e ché CYP3A4 manh va than trong khi dung véi cac
chét irc ché CYP3A4 trung binh.
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Piéu chinh liéu cta cac co chit CYP3IA4 nhay cam (nhu simvastatin, lovastatin) va cic co
chit CYP3A4 ¢6 chi sd didu tri hep (nhu cicloporin, tacrolimus, sirolimus, everolimus,
cisapride) vi rupatadine c6 thé lam ting ndng do ctia cic thude nay trong huyét trong.

Tinh an toan trén tim cua rupatadine da dugc danh gia trong mdt nghién ciru QT/QTe. Diing
rupatadine v&i mire liéu gdp 10 lan liéu diéu tr khong gdy ra bt ky thay d6i nao trén dién tdm
dd va do do6, khong gy anh hudng dén sur an toan ctia tim. Tuy nhién, nén thén trong khi diing
rupatadine cho nhirng bénh nhén da duge xac dinh co khoang QT kéo dai, bénh nhén ha kali
mau khong diéu chinh, bénh nhén loan nhip tim tién trién nhu nhdi mau co tim, nhip tim chdm
¢6 ¥ nghia lam sang.

Thén trong khi ding vién nén rupatatine 10 mg cho bénh nhin cao tudi (tir 65 tudi trér 1én).
Mic du, khong cé sur khdic biét tong thé vé hiéu qué hozic d§ an toan trong céc thir nghiém lam
sang, khong thé loai trir nguy co vé do nhay cam cao hon & mét s6 ngudi cao tudi do s6 luong
bénh nhin cao tudi dang ky tham gia ft.

Ta dieoc

San phim nay c6 chira lactose Bénh nhén khong dung nap galactose, thi¢u hut lactase toan
phan hoic hdi chimg kém hép thu glucose va galactose (cac bénh di truyén hiém gap) khéong
nén ding thudc.

Thude nay c6 chira it hon 1 mmol natri (23 mg) trong mdi vién, vé co ban duoc xem nhur
“khong chira natri™.

SU' DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU

Phu nit mang thai

Dit liéu vé sir dung rupatadine & phy nit mang thai bj han ché. Nghién ctru trén dong vat khong
cho thiy anh huéng truc tiép hay gidn tiép 1én phy nit mang thai, sy phat trién phoi thai/biao o
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thai, qua trinh sinh con hodc phat trién sau khi sinh. Nhu mét bién phap phong ngtra, nén tranh >
sir dung rupatadine trong thai ky mang thai. 0
Phu nit cho con bu hOX

INY

Rupatadine c6 thé bai tiét vao sita dong vat. Chua biét li¢u rupatadine c6 dugc bai tiét vio stra
me hay khong. Quyét dinh ngimg cho con bi hodic ngimg/tam ngung diéu tri bing rupatadine “Ony
phai xem xét dya trén lgi ich ctiia viée nudi con bing sita me d6i voi dira tré va lgi ich cua li¢u
phéap nay doi voi ngudi me.
Kha néang sinh san
Chura ¢6 dir liéu lam sang nao vé kha nang sinh san. Céc nghién ciru trén dong vit cho thiy
kha nang sinh san giam dang ké & nong dd cao hon nong do quan st duge & nguoi voi licu
diéu trj toi da.
ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Rupatadine 10 mg khong anh hudng dén kha nang lai xe va sir dung may moc. Tuy nhién,
than trong trudce khi ldi xe hodc sir dung mdy méc cho dén khi xac dinh duge phan (mg cua
bénh nhén v&i rupatadine.
TUONG TAC, TUONG KY CUA THUOC
Twong tac
Cac nghién ciru tuong tac thude chi dugc thue hién & nguoi 16n va thanh thiéu nién (trén 12
tu01).
Anh Ineéng ciia thuéc khdc lén rupatadine
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Tranh dung dong thoi voi cac chit e ché CYP3A4 manh (nhu itraconazole, ketoconazole,
voriconazole, posaconazole, cic chit (rc ché protease HIV, clarithromycin, nefazodone). Thén
trong khi phoi hop véi cic chét (e ché CYP3A4 trung binh (erythromyein, fluconazole,
diltiazem).

Duing ddng thai rupatadine 20 mg va ketoconazole hoiic erythromycin lam néng dé toan thén
cua rupatadine tang tuong g la 10 lin va 2 — 3 lan. Nhimng thay d6i nay khong lién quan dén
anh hudng trén khoang QT hodc gia tang phan tmg ¢6 hai so vai khi dang céc thudc riéng 1¢é.
Tuong tic v6i nude ép budi: Udng thude ciing véi nude ép budi lam nong dé toan than cua
rupatadine tang lén 3,5 lan. Khéng nén ding ddng thoi véi nude ép budi.,

Anh hwéng ciia rupatadine lén cdc thude khdc

Than trong khi ding dong thoi rupatadine véi cac thude chuyén héa khac c6 khoang diéu tri
hep vi dir liéu vé anh huong cia rupatadine Ién céc thude khac con han ché.

Tirong tde véi rieow: Trong mot so bai kiém tra vé tam than van dong, ding rupatadine 10 mg
sau khi uéng rugu cho thiy cic tic dung phu khong khac biét dang ké so véi chi udng ruou.
Ding mot lidu 20 mg lam giam tdm thin van dong do uéng ruQu tang lén.

Thuée tre ché than kinh trung wong: Gidng nhu cic thude khang histamin khac, khong thé loai
trlr tuong téc véi cac chit tre ché thin kinh trung wong.

Twrong tdc véi cde statin: Tang CPK khong triéu chimg khong dugce bdo cao trong cac thir
nghiém ldm sang cia rupatadine. Hién van chua biét nguy co twong tac voi cac statin, mot )
thude do cling chuyén hoa béi isoenzym cytochrom P450 CYP3A4. Vi vdy, nén thin trong
khi dung dong thoi rupatadine voi cde statin,

Twong tdae voi midazolam: Sau khi ding két hop rupatadine 10 mg v6i midazolam 7,5 mg,
quan sat thay nong dé (Cmax va AUC) clia midazolam ting nhe. Vi ly do nay, hoat tinh ctia
rupatadine nhu mot chét trc ché CYP3A4 nhe.

Twong ky

Khong co.

TAC DUNG KHONG MONG MUON

Thurong gap (1/100 < ADR < 1/10)

Than kinh: Chéng mit, dau dau, buon ngi.

Tiéu hoa: Kho miéng.

Toan than va tai chd: Suy nhuge, mét méi.

It gaip (1/1.000 < ADR < 1/100)

Nhiém tring va nhiém Ky sinh tring: Viém hong hat, viém mii.

Chuyén héa va dinh dudng: Tang cam gidc thém én.

Théin kinh: Réi loan chii ¥.

Ho hép. 16ng nguce va trung thit: Ho, khé hong, chay méau cam, kho mii, dau hiau hong.

Tiéu hoa: Dau bung, dau bung trén, tiéu chay, kho tiéu, budn ndn, non, tao bon.

Da va mo dudi da: Phat ban.

Co xuong khép va mé lién két: Dau khép, dau lung, dau co.

Toan than va tai chd: Kho chiu, sdt, khat nude, cau git.

Xét nghiém: Tang alanine aminotransferase, ting asparat aminotransferase, ting creatin
phosphokinase mdu, xét nghiém chirc ning gan bét thudng, ting cén.

QUA LIEU VA CACH XU TRi
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Chua ¢6 truomg hop qua lidu nao duge bao cdo. Trong mdt nghién ciru 1am sang vé tinh an

toan, rupatadine hip thu ot vai liéu hang ngay 100 mg trong 6 ngiy. Phin (mg ¢6 hai thuong

gip nhét 1a budn ngi. Néu vo tinh udng phai liéu rat cao nén diéu tri triéu chimg cling véi céc

bién phap hd tro can thiét.

DUQC LUC HQC

Nhém diwoc Ij: Thude khang histamin toan thin khac.

Mi ATC: RO6AX28

Rupatadine 1a thude khang histamin thé hé thir hai, ddi khdng histamin tac dung kéo dai, voi

hoat tinh trc ché chon loc trén thy thé H, ngoai vi. Mt sd chat chuyén héa cia no
(desloratadine va cac chét chuyén héa hydroxyl) vin giir dugce hoat tinh khang histamin va co

thé gop phén vao tac dung tong thé cua thude.

§ céac nghién ciru in vitro, rupatadine nong dé cao cho thiy c6 sy trc ché qua trinh thoat hat té

bao mast giy ra bai kich thich mién dich va khong mién dich ciing nhu giai phéng cytokin,

dac biét 1a TNF, trong té bao mast va bach ciu don nhan & nguoi. Su lién quan 1dm sang cla

dir liéu thuc nghiém quan sat van can duoc xac nhén.

Trong céc thir nghiém ldm sang, tinh nguyén vién (n=393) va bénh nhén (n=2650) véi tinh

trang viém miii di tmg va may day tu phat man tinh, khi dung rupatadine liéu tir 2 mg dén 100

mg khéng cho thdy anh hudng dang ké trén dién tam do.

Do dic diém sinh 1y bénh co ban la nhu nhau va bénh nhan man tinh ¢6 thé dé dang phuc hoi

vé sau, may day tir phat man tinh dugc nghién ctru nhu mot moé hinh 1am sang, bat ké nguyén

nhan gy bénh. Vi sy gidi phong histamin 1a mét yéu té nguyén nhan trong tat ca cac bénh

may day, rupatadine dugc cho 1a c6 tac dung lam giam triéu chimg trong cac tinh trang may

day khac, ngoai b¢nh may day tu phat man tinh nhu da dugc khuyén cdo trong cic huéng din

lam sang.

Trong mét thir nghiém 1am sang c6 déi ching véi gia dugce trén bénh nhan bi may day tu phat

man tinh, rupatadine c6 tic dung lam giam ngtra trung binh so véi ban diu sau 4 tuan diéu tri x
(thay ddi so v6i ban dau: rupatadine 1a 57,5%, gia dugce 1a 44,9%) va giam s6 lurgng ndt may '
day (rupatadine 1a 54,3% va gia dugc la 39,7%).

DUQC PONG HOC

Hdp thu va sinh kha dung

Rupatadine hép thu nhanh khi diing dudmg ubng, véi tmax khoang 0,75 gio sau khi udng. Crmax
trung binh 14 2,6 ng/mL sau khi ubng liéu duy nhit 10 mg va 4,6 ng/mL sau khi ding lidu duy
nhit 20 mg. Duge dong hoc cta rupatadine tuyén tinh trong khoang lidu tir 10 mg dén 20 mg
sau khi diing licu duy nhit va lap lai. Sau khi ubng 10 mg/ngdy trong 7 ngay, Cax trung binh
la 3,8 ng/mL. Nong do trong huyét twong giam theo ham mil hai vdi thoi gian bén thai trung
binh 12 5,9 gior. Ty 1é lién két ctia rupatadine véi protein huyét twong 1a 98,5 — 99%.

Vi rupatadine khong dung tiém tinh mach & nguoi, nén khong c6 dir licu san ¢o vé sinh kha
dung tuyét dbi.

Anh hieomg cia thire dn

Thire an lam néng do toan than (AUC) cua rupatadine tang khoang 23%. Trén thuc té, nong
dd cua mot trong cac chét chuyén héa c6 hoat tinh va chit chuyén héa chinh khéng c6 hoat
tinh la nhu nhau (giam twong (mg khoang 5% va 3%). Thai gian dé dat ndng do t6i da trong
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huyét trong (tmay) cia rupatadine bi chim 1 gio. Nong do huyét trong t6i da (Ciay) khong bi
anh hudng bai lwgng thire dn. Nhirng khac bi¢t nay khoéng c6 y nghia lam sang.

Chuyén héa va thai trir

Trong mot nghién ctru thai trir ("*C-rupatadine 40 mg) sau 7 ngdy, 34,6% lugng chét ¢o dénh
diu phong xa duge tim thiy trong nudc tiéu va 60,9% trong phan. Rupatadine sau khi ding
duomg udng bi chuyén héa déng ké trude khi vao tudn hoan, Lugng hoat chit khéng chuyén
héa dugce tim thiy trong nude tiéu va phan 1a khong déng ké. Diéu nay c¢6 nghia la rupatadine
duge chuyén hoa gin nhu hoan toan. Thong thudng, cde chit chuyén héa ¢ hoat tinh
desloratadine va céc dan xuit hydroxyl hoa khac lin lugt chiém 27% va 48% tong nong do
toan than ciia cac chit hoat tinh. Trong céc nghién ciru in vitro vé chuyén héa trong céc té bao
gan & ngudi cho thiy rupatadine dugce chuyén hoa chu yéu boi cytochrom P450 (CYP3A4).
Dua vao cdc nghién ctru in vitro, kha nang tc ché cua rupatadine khong xay ra déi véi
CYP1A2, CYP2B6, CYP2C8, CYP2C19, UGT1A1 va UGT2B7. Rupatadine s& khong trc ché
céc chat van chuyén trong hé tudn hoan & gan va rudt sau diy: OATP1B1, OATP1B3 va BCRP
(protein khang ung thu vir). Hon nira, c6 mot sur tre ché nhe déi véi P-gp (P-glycoprotein) &
rudt.

Trong mot nghién ctru cam ung CYP in vitro, nguy co cam mg cua CYP1A2, CYP2B6 va
CYP3A4 ¢ gan in vivo boi rupatadine duong nhu khong thé xay ra. Dua trén nghién ctru in
vivo, rupatadine hoat dong nhw mot chét Gre ché CYP3A4 nhe.

Péi tirong déc biét

Trong mot nghién ctru trén nhirng ngudi tinh nguyén khoe manh dé so sanh két qua & nguoi
tré tudi va ngudi cao tudi, gia tri AUC va Cigy clia rupatadine & ngudi cao tudi cao hon nguoi
tré. Didu nay ¢ thé 1a do sy giam chuyén hoa qua gan lan dau & ngudi cao tudi. Nhimg khéc
biét nay khong duge quan sit thiy trong cic chat chuyén hoéa duge phén tich. Thai gian ban
thai trung binh ctia rupatadine & ngudi tinh nguyén cao tudi va tré tudi lan lugt 12 8,7 gior va
5.9 gid. Vi nhimg két qua nay ddi véi rupatadine va cdc chit chuyén héa clia n6 khong coy '
nghia lam sang, khong cin diéu chinh khi ding lidu 10 mg & ngudi cao tudi, /)V
QUY CACH DONG GOI

Hop 03 vi x 10 vién.

BAO QUAN

Béo quan trong bao bi kin, noi kho rao, nhiét d§ dudi 30°C.

TIEU CHUAN CHAT LUQNG

Nha sén xuat.

HAN DUNG

36 thang ké tir ngdy san xut.

S6 16 san xudt (Batch No.), ngay san xudt (Mfz. date), han dimg (Exp. date): xin xem trén nhan
bao bi.

San xudt tai:
Cong ty TNHH Sinh Dwrge phim HERA
L6 A17 Khu eéng nghiép Tir Ha, thi xd Hwong Tra, tinh Thira Thién Hué, Viét Nam.
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