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RAVEXIVAL 10 mg

Dé xa tam tay tré em

Doc ki hiedng dan sie dung trude khi ding

Thade nay chi ding theo don thude

Théng bio cho bdc sy, dwrgce s§ tde dung kliong mong muon gdp phii khi st dung th uoe
Thanh phin cong thire cho 1 vién nén

Thanh phdn duge chit: Rupatadin 10 mg (dang rupatadin fumarat)

Thanh phin t4 dugc: Lactose monohydrat, natri starch glycolat, microcrystalline cellulose (M101),

oxyd sit do, oxyd st vang, magnesi stearat, tale, PVP K30.

Dang bao ché: Vién nén.

M5 ta dang bao ché: Vién nén hinh tron, mau hf‘}ng nhat, mQt mit c6 vach ngang.

Chi dinh

Piéu trj tridu chimg viém mii dj (mg va may day & ngudi I16n va tré em tir 12 tudi tréy 1én.

Liéu diing, cich diing

Liéu diing

Ngurdi 16n va tré em tir 12 tudi tror [én: 10 mg/lan/ngay.

Ngudi cao tudi: Than trong khi diing rupatadin cho ngudi cao tudi (xem thém muc “Canh bdo va
than trong khi diing thubc”.

Tré em: Khéng khuyén cdo sir dung vién nén rupatadin 10 mg cho tré em dudi 12 tudi. Tré em tir

2 dén 11 tudi duoc khuyén céo sir dung dang dung dich udng rupatadin 1 mg/ml.

Bénh nhan suy gan hoc suy than: Do chua c6 kinh nghiém lam sang ding thudc trén cac bénh
nhan suy giam chirc ning gan hodc thin, khong nén dung vién nén rupatadin 10 mg cho céc bénh

nhén nay

Céch ding
Thudc diing dudng ubng. Nubt nguyén vién thuéc véi nude, khdng duge nhai. C6 thé ding cing

v6i thire dn hodc khong.
Chong chi dinh

Qué mAn véi rupatadin hoic bét ky thanh phan nio ctia thudc.
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Cinh bdo va thin trong khi ding thude
Khéng nén dung rupatadin véi nude ép budi cham.
Khéng nén ding ddng thai véi cc thube e ché CYP3A4 manh (nhur itraconazol, ketoconazol.

voriconazol, posaconazol, thudc irc ché protease HIV, clarithromycin, nefazodon) va than trong

khi ding cting cac thudc i ché CYP3A4 trung binh nhu (erythromycin, fluconazole, diltiazem).

Cé thé cdn chinh lidu cac co chit nhay cam voi CYP3A4 (nhu simvastatin, lovastatin) va céc co
chit CYP3A4 c6 khoang diéu trj hep (nhu closporin, tacrolimus, sirolimus, everolimus, cisaprid)

do rupatadin ¢6 thé 1am tang ndng do trong huyét twong ctia cc thude nay.

D4 an toan trén tim Kkhi sir dung rupatadin da duge dénh gia chi tiét trong nghién ciru Qr/Qre. Khi
dung rupatadin & mic lidu Ién ti 10 1n lidu diéu tri khong giy ra bit ky thay ddi ndo dén dién
tam dd (ECG) va do dé, khéng giy anh huéng 1én sy an todn cua tim. Tuy nhién, nén thn trong
khi dung rupatadin cho bénh nhén di duge xéc dinh c6 khoang QT kéo dai, bénh nhan ha kali méau
khang diéu chinh duoe, bénh nhén loan nhip tim tién trién nhur loan nhip tim cham c6 biéu hién

lam sang rd rét, bénh nhdi mau co tim cép.

Thin trong khi diing rupatadin 10 mg cho ngudi cao tudi (tir 65 tudi trd 1én). Mic di khong quan
sit thiy sy khdc biét téng thé nao vé hiéu qua va tinh an toan trong céc thir nghiém ldm sang,
nhung ciing khong thé loai trir nguy co ting man cam trén mét s6 bénh nhan cao tudi do méi chi
tién hanh thir nghiém trén mdt s it bénh nhin cao tudi.

Diing thudc cho tré em duéi 12 tudi, bénh nhin suy gidm chirc ning gan hodc thin: Xem muyc
“Liéu ding, cach ding”

Thubc cé chira lactose. Bénh nhén bj rbi loan di truyén hiém gip nhu khong dung nap galactose,

thiéu hut lactase hoan toan hodc kém hip thu glucose — galactose khdng nén diing thude nay.

Sir dung thudc cho phu nir ¢6 thai va cho con bi

Thoi ky mang thai

C6 mot sb dir liéu han ché vé viéc sir dung rupatadin & phy nit mang thai. Nghién ciru trén déng
vat khong cho thiy cac tac hai truc tiép holic gidn tiép 1én phu nit ¢6 thai, 1én s phat trién ctia thai
nhi, Ién qua trinh sinh n& hay su phét trién cla tré so sinh. Nhur mét bién phép phdng ngira, khong

nén ding rupatadin trong khi mang thai.

Thai ky cho con b
Rupatadin duoc bai tiét qua sita dong vét. Hién chua biét rupatadin c6 bai tiét qua sira me hay

khéng. Cin quyét dinh ngimg cho con bii hoic ngimg/tranh ding rupatadin dura trén lgi ich cia
viée cho tré bii va lgi ich cua viée diéu trj cho ngudi me.
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Kl nang sinh sian

Khong ¢6 dir ligu lam sang ve khi ndng sinh san, Cae nghién edu trén dong vit di cho thity ¢6 sy
gidm ddng ké kha nang sinh san & mie 4o phoi nhi¢m cao hon so véi quan sat o ngurdi o lidu didu
trj toi da.

Anh hudmg ciia thube 1én Khit nang 14i xe, viin hinh miy moe

Rupatadin 10 mg khong gdy anh huémg dén kha ning I4i xe va vin hanh may moc. Tuy nhién. céin
thin trong néu sir dung thube trude khi 1ai xe hode van hinh mdy moe cho dén khi nhimg phan
tmg riéng bi¢t véi rupatadin ctia ngudi b¢nh duge thé hién.

Twong tie, twong ky, ciia thube

Céc nghién clru vé trong tic méi duge tién hanh & ngudi lén va thanh thiéu nién (trén 12 tudi) vai

vién rupatadin 10 mg.

Anh huéng ciia cc thude khic Ién rupatadin

Khéng nén dang ddng thoi véi cde thude e ché CYP3A4 manh (nhur itraconazol, ketoconazol,
voriconazol, posaconazol, thude trc ché protease HIV, clarithromycin, nefazodon) va than trong

khi diing cling cdc thude (rc ché CYP3A4 trung binh nhu (erythromycin, fluconazole, diltiazem).

Sir dung ddng thdi rupatadin 20 mg véi ketoconazol hoic erythromycin 1am ting ndng do trong
huyét thanh cia rupatadin 1én 1an lugt 13 10 lin va 2 - 3 lin. Nhimg thay déi nay khong anh hudng
dén khoang QT hoic lam ting c4c tic dyng khéng mong mudn so vi céc thue khi diing riéng ré.

Tuwong tac v&i nuée budi chiim: Sir dung ddng thai véi nude ép budi chim lam tang ndng d trong

huyét thanh ctia rupatadin lén 3,5 1dn. Khdng nén diing rupatadin ddng thoi véi nude budi chim.

Anh huéng ctia rupatadin 1én céc thude khic
Cén than trong khi dung rupatadin ciing v&i cac thuéc chuyén héa khéc c6 khoang diéu trj hep do
hiéu biét vé &nh hudng ciia rupatadin Ién cc thuc khdc con han ché.

Tuong tac v6i rugu: Sau khi udng rugu, mét liéu rupatadin 10 mg géy ra céc tic dung khong mong
mubn trong mét s6 thir nghiém trén thin kinh viin d8ng nhung khong c6 sy khic biét ding ké so
v6i anh huong khi chi ding rugu, Mt lidgu 20 mg s& 1am ting céc tAc hai khi udng rugu.

Tuong tic véi cée thubce e ché than kinh trung vong: Gidng nhu cae thude khéng histamin khac,
khong thé loai trir céc twong thc ciia rupatadin véi céc thudc (e ché than kinh trung wong.

Tuong tac véi cAc statin: Tang creatinine phosphokinase (CPK) khéng kém theo triéu ching duge
béo c4o 14 it gip trong céc thir nghiém Iim sdng véi rupatadin. Hién van chua biét vé nguy co
tuong téc véi cAc statin ma mot s6 thude trong d6 dugc chuyén hoa bai isozym cytochrom P450
CYP3A4. Vi vily, cin thin trong khi sir dung ddng thdi rupatadin vé6i céc thudc statin.
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Tic dyng khong mong mudn (ADR) ciia thube

Vién nén rupatadin 10 mg di duge ding cho trén 2025 bénh nhan trudng thanh va thidu nién trong

cdc nghién ctru ldm sang, 120 ngudi trong sb d6 da timg sir dung rupatadin trong it nhat 1 nam.

Céc tdc dung khéng mong mudn hay giip nhét trong cdc nghién ciru 1am sang ¢6 ddi chimg 1a budn
ngit (9,5%), dau diu (6,9%) vi mét moéi (3,2%). Phin 16n cac tic dung khong mong mudn quan
sat duge trong cédc thir nghiém ldm sang ¢6 mirc ¢ nhe dén trung binh va thuong khong phéi

ngirng dicu tri.

Cac tic dung khdng mong mudn duoc phan nhém theo tin sudt nhu sau: thuong gip (1/10> ADR
> 1/100), it giip (1/100 > ADR > 1/1000), hiém gip (1/1000 > ADR > 1/10000).

Tén sudt cua cdc tic dung khong mong mudn dugc bio cdo & nhirng bénh nhan dugc diéu tri bing

rupatadin 10 mg trong céc thir nghiém ldm sang va bdo cdo tu phat nhir sau:

Nhiém khuin va nhiém ky sinh triing
- ltgap: Viém miii, viém hong
Hé mién dich
- Hiém gp: Phdn tmg qua man (bao gdm phan tmg phan v¢, phit mach va ndi may day)*
Chuyén héa va dinh dudng
- [t gap: Tang cam gidc thém an
Hé thin kinh
- Hay gip: Budn ngt, nhirc ddu, chéng mit
- ltgap: Mt tap trung
Tim
- Hiém gap: Nhip tim nhanh va dénh tréng nguc*
Hé ho hép, viing ngyc va trung thét
- it gap: Chay mau cam, khé mili, ho, khé hong, dau miéng — hiu hong
Tiéu héa
- Hay gip: Kh6 mi¢ng
- [t gap: Budn nén, dau bung trén, tiéu chay, khé tiéu, nén, dau bung, tio bén
Da va mo6 dudi da
- It gip: Phat ban
Co xuong, md lién két va xuong
- It gap: Pau lung, viém khép, dau co
R&i loan chung va tai chd
- Hay giip: Mét moi, suy nhugc
-t gip: Khat nude, khé chiu, sét, dé bj kich thich
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Anh huéng t6i két qua xét nghiém
- It glip: Tang creatine phosphokinase méu. tang alanine aminotransferase. ting aspartate

aminotransferase. két qua bat thuong khi xét nghiém chirc ning gan, tang can.

* Nhip tim nhanh, dénh trong nguc va phan Gmg qua man (bao gdm phén (g phan vé, phi mach

va ndi may day) di dugc bio co sau khi dira thude ra thi trudng vai vién nén rupatadin 10 mg
Qua liéu va cich xir tri

Chua c6 trudng hop qud liéu nao dugc bio cdo. Trong mgt nghién ciru vé tinh an toan trén lam
sang cua rupatadin, khi dung liéu 100 mg/ngay trong 6 ngay, thudc vin dung nap t6t. Téc dung
khéng mong muén hay giip nhét 1a budn ngi. Néu khong may nudt phai mot luong thude qua lon,

can diéu trj triéu chimg ddng thai tién hanh céc bién phdp h tro cén thiét.
Duge lue hoe

Nhém duge 1y: Thuée khdng histamin téc dung todn than.
Mia ATC: RO6A X28

Rupatadin l1a thudc khang histamin thé hé thir hai, déi khang histamin tdc dung kéo dai, hoat tinh
d6i khéng chon loc trén thu thé H1 ngoai vi. M6t sd chét chuyén hoa cua né (nhu desloratadin va

chat chuyén héa hydroxyl) vin con hoat tinh va ¢6 thé gop phén vao hiéu qua chung cia thudc.

Trong cac nghién ciru in vitro, ruparatin & ndng dé cao tric ché sy tap trung cua té bao mast giy ra
béi céc kich thich mién dich va khéng mién dich, ciing nhu giai phéng cic cytokine, dic biét la
TNF. trong céc té bao mast va cic monocyte & ngudi. Su lién quan lam sang cua céce dir liéu thuc

nghiém quan sit duge vin con cin dugc xac nhan.

Céc thir nghiém ldm sang ¢ nhirng ngudi tinh nguyén (n=375) va bénh nhan (n=2650) bi viém miii
di trng va ndi may day tu phat man tinh cho thiy khi diing rupatadin & liéu tir 2 = 100 mg khdng
quan sit thiy anh huong dang ké trén dién tim d6.

Do dic diém sinh 1y bénh co ban 1a nhu nhau, bat ké nguyén nhan gy bénh va do bénh nhan man
tinh c6 thé d& dang duoc lya chon hon, ngudi ta di sir dung chimg ndi may day tu phat man tinh
lam mo hinh nghién ciru lam sang. Vi giai phong histamin la yéu té nguyén nhan trong tat ca cac
bénh may day nén rupatadin dugc cho 1 cé tic dung 1am gidm triéu chirng trong cdc tinh trang
néi may day khac, ngoai ndi may day ty phat man tinh, theo cac huéng din lim sing.

Trong mot thir nghiém 1am sing c6 doi ching gia duge & bénh nhin ndi may day tu phat man tinh,
rupatadin co tdc dung lam giam ngtra sau 4 tudn diéu tri (gidm ngia khi ding rupatadin la 57,5%,
so véi khi dung gia duge 1a 44,9%) va giam sb luong trung binh bénh nhan bj ngira, do da khi
dung rupatadin 1a 54,3% va khi ding gia dugc la 39,7%.
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Duwoe dong hoc

Hap thu va sinh kha dune

Rupatadin dugc hip thu nhanh chéng sau khi uéng. Thoi gian dat ndng do dinh trong mdu trung
binh khodng 0,75 gi¢s sau khi udng. Crmax trung binh 1a 2,6 ng/ml sau khi uéng mét liéu don 10 mg
v 4.6 ng/m! khi udng liéu don 20 mg. Dugc dong hoc cia rupatadin tuyén tinh véi lidu trong miic
lidu tir 10 dén 20 mg. Sau khi udng 10 mg/lin/ngdy trong 7 ngay, Cmax trung binh la 3,8 ng/ml.
Néng do thuée trong huyét twong giam theo cip sb nhan véi thi gian bén thai trung binh la 5.9

gid. Ty 1€ rupatadin lién két vai protein huyét tuong la 98,5 - 99%.

Hién vin chua ¢ dir liéu vé sinh kha dung tuyét déi ciia rupatadin do rupatadin chua dugc chi

dinh theo dudng tiém tinh mach trén nguoi.

Anh hudng cua thirc éin

Thirc &n lam tang mire tiép xuc toan than (dién tich dudi dudng cong, AUC) véi rupatadin khoang
23%. Viéc tiép xiic véi mot trong cdc chét chuyén héa cé hoat tinh cua thube va voi chit chuyén
héa chinh khong co hoat tinh hiu nhu giéng nhau (giam khoang 5% ddi vai chit chuyén hoéa cé
hoat tinh va giam khoang 3% d&i véi chit chuyén héa khong c6 hoat tinh). Thoi gian cin dé dat
dén ndng dé rupatadin t6i da trong huyét twong (tmsx) chiim lai 1 gio. Nong dé t5i da trong huyét

tong (Cmax) khong bi anh hudng bdi thire an. Nhirng su khéc biét nay khong cé ¥ nghia 1am sang.

Chuvén héa va thai trir

Trong mét nghién ciru vé thai trir & nguoi (40 mg 14C-rupatadin), 34,6% lugng chét danh déu
phdng xa dugc tim thiy trong nude tiéu, con trong phéin 12 60,9% & cdc miu thu duoc sau 7 ngdy.
Rupatadin khi dugc diing theo dudng udng bi chuyén héa dang ké trudce khi vao tudn hoin mau.
Lugng hoat chit khéng bi bién ddi dugc tim thdy trong phan va nude tidu 1a khéng ding ké. Nghia
la rupatadin gin nhu bj chuyén héa hodn toan. Céc chat chuyén hoa con hoat tinh la desloratadin
va cac dan xuét hydroxyl héa khac 1an lugt chiém 27% va 48% so véi tdng phoi nhim toan than
ctia rupatadin. Céc nghién ctru chuyén héa in vitro trén té bao gan ngudi chi ra ring rupatadin cha
yéu duge chuyén héa bai Cytocrom P450 (CYP 3A4).

Dugc dong hoc trén cdc nhém bénh nhan dic biét

Trong mét nghién citu trén céc tinh nguyén vién khée manh dé so sanh két qua giira ngudi tré tudi
va ngudi cao tudi, gid trj AUC va Cray ciia rupatadin & ngudi cao tudi cao hon so véi ngudi tré
tudi. Diéu nay c6 thé do & ngurdi cao tudi, chuyén héa lan déu qua gan giam. Ngudi ta khong quan
sét duoc sir khdc biét nay khi phan tich vai nhirg chét chuyén hoa khéc cia thude. Thoi gian ban
théi trung binh cua rupatadin & ngudi cao tudi va ngudi tré tudi twong ang la 8,7 giv va 5.9 gio.
Nhirng két qua nay ciia rupatadin va céc chét chuyén héa khong tao ra khic biét ¢6 ¥ nghfa vé mit
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lam sang nén ¢6 thé két luin 1a hiéu chinh liéu khi ding liéu 10 mg cho ngudi cao tdi la khong

cdn thiét,

Qui cich dang goi

Hop 1 vix 10 vién, vi nhdm/nhém.

Hop 3 vi x 10 vién, vi nhdm/nhom.

Diéu kién bio quin: Noi kho, tranh anh sang, nhiét do dudi 30°C
Han dung: 36 thing ké tir ngay san xuit. Khéng dung thude qué han.
Tiéu chuin chit lwgng: Tiéu chuin co s&

Tén, dia chi ciia co ¢ sin xuit

Nha san xuft: Céng ty Cb phan Duge Trung wong Mediplantex
Tru so: 358 Giai Phong, Phuong Liét, Thanh Xuan, Ha Ngi
San xuft tai: Nha may DP sé 2, Trung Hau, Tién Phong, Mé Linh, Ha Noi

Ha Noi, ngay/§ thang Cf nam 2019
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