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ZRupafin

oral solution
Rupatadine (as fumarate)

e Fast-acting antihistamine
e Non-drowsy '
e Once-daily

120ml
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B/N : XXXXX
MFG : dd/mm/yyyy
EXP :dd/mm/yyyy

For oral administration.
Each bottle contains 120mg of
rupatadine (as fumarate)

Contains methyl parahydroxybenzoate as
preservalive.

Keep out of reach of children.

Store below 30°C.

Manufactured under the license of
J. Uriach & Cia., S.A., Spain by
ITALFARMACO, S A.

San Rafael, 3

éﬁ]ﬁﬂ Alcobendas (Madrid) HYPHENS PH,
— 138 JOO SENG |

TEL: (B6) 6338855

Marketed by:

Hyphens Pharma Pte Lid
138 Joo Seng Road, #03-00
Singapore 368361
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Supplementary label in Vietnam

Dung dich uéng ®*RUPAFIN® Thubc bdn theo don
Rupatadin 1mg/ml

Hép 1 chai 120 ml dung dich udng. Mdi chai chira 120 mg
rupatadin (mudi fumarat). Bao quan dudi 30°C. Pé xa tAm tay tré
em. Poc k§ huéng dan sir dung trudce khi ding. Chi dinh. cach
diing, chbng chi dinh va cac dau hiéu luu ¥ khic: xin doc trong t&y
hudéng din sir dung kém theo.

SDPK : VN-XXXX

$6 16 SX, NSX, HD: xin xem “B/N”, “MFG”, “EXP" trén bao bi.
SX bai: ITALFARMACO, S.A., San Rafael, 3\2 N

Alcobendas (Madrid), Tay Ban Nha. \ Y| HYPHENS PHARMA PTE. LTD
DNNK: \/ [/138 J0O SENG ROAD, 3RD FLOGR.

SINGAPORE 368361
TEL: (65) 63388551 FAX: (65) 6338882+



HUONG DAN SU DUNG

Dung dich uong RUPAFIN®

Doc kj hwong dan sir dung truce khi ding
Néu can thém théng tin, xin hoi y kién bac sy hodc duoc sy cua ban
Rx-Thubc ban theo don

THANH PHAN

M&i chai 120 ml dung dich uéng chira:

Hoat chat: Rupatadine (mudi fumarat) 120 mg

Té duoc : Acid Citric khan, Natri saccarin, Sucrose, Methyl parahydroxybenzoat, Dinatri Phosphat
khan, Propylen Glycol, Huong liéu chudi, Mau vang Quinolin E-104, Nudc tinh khiét v.d.

DANG BAO CHE

Dung dich ubng trong, mau vang.
CHI DINH

Dung dich ubng Rupafn 1 mg/ml duoc chi dinh diéu tri cac triéu ching cua bénh viém miii di tng
(bao gbm ca viém mii dj ing mén tinh) & tré trong do tudi 6-11 tudi.

LIEU DUNG VA CACH DUNG

Tré tir 6 dén 11 tudi.
Liéu dung cho tre em cdn ndng bang hodc trén 25 kg: ubng 5 ml dung dich (5 mg rupatadine) mot
1an mdi ngay, cé thé uong cung vé&i thuc dn hodc khong.

D6 an toan va hiéu qua cla rupatadine trén tré tir 2 dén 5 tudi va can nang dudi 25kg chua duge
thiét lap.

Khéng khuyen céo sir dung san phdm nay cho tré dudi 2 tudi do ch du dir [iéu nghién ciu
trén nhom dbi tuong nay. \.

Ngudi truong thanh va tré vi thanh nién (trén 12 tudi): ding vién nén rupatadine 10 mg s& thich
hop hon.

Bénh nhan suy gan hodc suy than: do chua cé kinh nghiém 1am sang & bénh nhan suy gidm chirc
ning gan hoic than nén khdng khuyén céo sir dung rupatadine cho cac ddi tuong nay.

Cdch dung:

— Dé md chai thudc, chiing ta vira 4n vira xoay nip chai nguoc chidu kim déng hé.
~ Léyxilanh va choc vao 16 ctia nut chai, 16n nguoc chai xudng.

—  Hut lay lugng thude can ubng theo lidu chi dinh.

—  Ubng thudc tryc tiép tir xi lanh trén.

— Rura sach xi lanh sau khi sir dung.

CHONG CHI PINH
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Bénh nhan man cim v6i rupatadine hay v4i bat ky thanh phén nio cla thube.

THAN TRONG

Tinh hiéu qua va do an todn cha dung dich ubng Rupatadine trén tré em duéi 6 tudi chua duge
thiée 1ap.

Khong nén dung Rupatadine vdi nude budi ép (xem muc Twong tde thude va cde dang twong tde
khac).

D6 an toan trén tim khi s dung vién nén rupatadine 10 mg d3 duge danh gia chi tiét trong nghién
coru QT/QTe & ngudi truéng thanh. Khi dung rupatadine & mure lidu 1én 61 10 1an lidu diéu tr
khéng gay ra bit ky anh hudng nao trén dién tim d6 va do d6, khong gay anh hudng 1én sur an toan
cia tim. Tuy nhién, can than trong khi ding rupatadine cho bgnh nhan da duge xac dinh ¢6 khoang
QT kéo dai, bénh nhén giam kali huyét khéng didu chinh dugce, bénh nhén loan nhip tim tién trién
nhu loan nhip cham ¢é biéu hién 1m sang rd rét, bénh nhan nhdi mau co tim clp tinh.

Khi ding vién nén rupatadine 10 mg cho ngudi truéng thanh, cic phan tng bat loi it gap bao gbm
tang creatin phosphokinase mdu, tdng alanin aminotransferase, ting aspartat aminotransferase, két
qua bat thuong khi kiém tra chirc ning gan.

Thude nay chia sucrose, vi vy no ¢ thé khéng tét cho rang. Bénh nhéan bi cac bénh di truyé’:n
hiém gip bao gdém khdng dung nap fructose, kém hip thu glucose/galactose hodc thiéu hut
sucraseisomaltase khong nén udng thude nay.

Thudc chira methyl parahydroxybenzoat, c¢ thé giy phan img di tmg (cé thé 1a phan ting mudn).

TUONG TAC THUOC VA CAC DANG TUONG TAC KHAC

Céac nghién cou ve tuong tac thube cia dung dich udng rupatadine chua duge thuc hién trén tré
em.

(&)
\

N/
Cac nghién citu vé trong tac thude chi dugce thyc hién trén ngudi trudhn t\\lhémh va ré vi thanh nién
(trén 12 tudi) v4i vién nén rupatadine 10 mg,

- Tuong tde véi ketoconazol hodc ervthromycin: St dung déng thoi rupatadine 20mg va
ketoconazol hodic erythromycin 1am ting he’ip thu toan than cta rupatadine 1én lan luot 14 10 1an va
2-3 lan. Nhitng bién d6i nay khéng cé mdi lién quan véi anh huéng trén khoang QT hodc v&i sur
gia ting c4c phan (ing bat 1gi so véi khi ding riéng ré cac thude. Tuy nhién, nén thén trong khi s
dung rupatadine déng thdi véi cac thube ndy ciing nhu nhiing chét e ché isozyme CYP3A4 khac.

- Tuong tde véi meoe brdt:

Khi udng thude ddng thoi véi nude budi ép, hép thu todn than cua rupatadine tang 1én 3,5 lan.
biéu nay xay ra la do nude budi cé mot hay vai chat tre ché CYP3A4 va cé thé lam tAng nong ds
huyét twong cia cac thude chuyén hoa qua CYP3A4 nhu rupatadine. Hon nita, nguéi ta khuyén
cao mrée buoi o thé anh hudéng t6i céc hé théng chuyén van trong rudt nhu glicoprotein-P. Khong
nén ubng thude ddng thoi voi nude buéi.
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- Twong tdc v6i ruow:

Sau khi ubng rvou, mot lidu vién nén rupatadine 10 mg 1ao ra cac t4c dung phu trong mét sé thir
nghiém trén than kinh van ddng nhung khéng c6 su khac biét dang ké so vdi tdc dung phuy khi chi
dung rugu. Mot liéu 20mg s€ ting cac tac hai khi uéng cung rugu.

- Twone tac voi cac thuoe giam dau trung wong:

Giong nhu cac thude khang histamin khéc, khéng loai trir cac tuong tac cba rupatadine véi céc
thude gidm dau trung uong.

- Twone tdc voi cac thuoe siatin:

Tinh trang ting creatinin phosphokinase (CPK) khang biéu hién triéu ching bénh hiém khi duoc
b4o cdo trong cac thir nghiém 1am sang véi rupatadine. Hién van chua biét vé nguy co tuong tic
v6i cac statin ma mét sé thude trong d6 duge chuyén héa boi isoenzym cytochrom P450 CYP3A4.
Vi vay, ¢an thén trong khi str dung déng thoi rupatadine vgi cdc thudc statin.

SUDUNG CHO PHU NU CO THAI VA CHO CON BU

Phu nit co thai

Dir liéu sir dung rupatadine han ché trén mét sé phy nit ¢6 thai cho thdy khong c6 tac dung phu coa
rupatadine trén phy nir cé thai hogc strc khée ctia thai nhi / tré so sinh. Cho ¢én nay, van chua cé
sd liéu dich té nao khac vé sir dung thuéc cho phy nif ¢6 thai va cho con bu. Nghién ctru trén dong
vit khong chi ra dugc céc tac hai truc tiép hodc gian tiép 1&n phuy nir ¢ thai, lén su phat trién ca
thai nhi, 1én qua trinh sinh no hay sy phét trién cla tré so sinh. Dé thén trong, t6t nhét 13 tranh st
dung rupatadine trong khi mang thai.

Phu nit cho con bu
Rupatadine dugce bai tiét qua sira dong vat. Hién chua biét rupatading cc{\bal fiét qua sira me hay
khong. Cin xem x¢€t cén nhéc gitra loi ich cta tré khi duoc bi me va véi Irﬁflk nz/n ctia me khi diéu trj

thube dé quyét dinh ngimg cho con b hodc ngimg/tranh st dung rupatadhid:[

ANH HUONG LEN KHA NANG LAI XE VA VAN HANH MAY MOC

Trén thu nghiém 1dm sang da tidn hanh rupatadine 10 mg khéng gy anh huong Ién kha ning lai
xe va van hanh may méc. Tuy nhién, can thén trong néu st dung thude trude khi 14] xe hodc van
hanh may méc cho dén khi nhitmg phan (ng riéng voi rupatadine ctia ngudi bénh duoe thé hién.

TAC DUNG KHONG MONG MUON

Cac thu ngl}iém 1&m _Jsémg vai dung dich uéng rupatadine da dugc tién hanh tén 371 bénh nhi
trong dd tuol 6-11 mobi. Trong do, 51 bénh nhan dugc diéu tr] bang rupatadine 2,5 mg, 140 bénh
nhan dung rupatadine 140 mg va 180 bénh nhan ding gia dugc.

Tén suét cha cac phan img bét 1oi duge phan loai nhu sau:



e Pho bién (> 1/100 dén < 1/10)
o [tgap (21/1000 dén < 1/100)

Tén s& gip phai cac phan ting bt loi duoe bio cdo & cic bénh nhan diéu tri bang dung dich ubng
rupatadine trong cac thir nghiém 14m sang nhu sau:

¢ Nhiém tring va ki sinh

—  Phé bién: nhidm tring dudng ho hap trén.
—  Trgdp: cim

» R&iloan & hé than kinh trung vong:

—  Phé bién: dau dau, budn ngu

— I gdp: chong mat

» Cac roi loan da va m6 duéi da:

— It gdp: cham di img

Vién nén rupatadine d& duge sir dung trén hon 2025 bénh nhdn truéng thanh va e vi thanh nién
trong cac nghién clru lam sang, trong d6 120 nguoi ubng trong vong it nhat 1 nam.

Tén xudt xay ra cac tac dung khéng mong mudn duge bao cdo & cic bénh nhan didu tr banU vién
neén rupatadine 10 mg trong cac thir nghiém lam sang nhu sau:

» Nhiém khuan v4 ki sinh

~ [t gdp: viém hiu hong, viém mii.

¢ R4iloan dinh dudng va chuyén héa:

— gdp! ting cam giac thém &n

» R4i loan hé than kinh trung vong:

—  Ph6 bién: budn ngu, dau dau, chong mét

— It gdp: mét tap trung

¢ R&iloan hd hép, viing nguc va trung thét;

— It ggp: chay mau cam, kho miii, ho, khé hong, dau miéng - hong.

» R6i loan tiéu hoa:

—  Ph6 bién: khé miéng :

— It Oap budn nén, dau phan bung trén, tiéu chay, kho tiéu, ndn, dau\bmg ta0 bon.

¢ Réiloan & da va md dudi da \J V

— It ggp: phat ban

» R6iloan co xwong va cac md lién quan

— Jt gdp: dau lung, viém khop, dau co

¢ RéiJoan chung va tai chd:

~  Pho bién: mét moi, suy nhuoe

— It gdp: khat nude, kho chiu, sbt, d& b kich thich.

» Anhhudng 16i két qua xét nghidm:

— It ggp: Tang creatin phosphokinase mau, tang alanin aminotransferase, tdng aspartat
aminotransferase, két qua bat thudng khi kiém tra chirc nang gan, ting cén.

Théng bdo cho bdc si cdc tdc dung khong mong muén gip phai khi sir dung thudc.

PAC TINH DUQC LY
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Pic tinh dwoe luc hoe

Nhom duge Iy diéu tri: khang histamin tac dung toan than.
Mi ATC: RO6A X28

Rupatadine 14 thudce khang histamin thé hé hai, 461 khang histamin tdc dung kéa dai, hoat tinh déi
khéang chon loc trén thu thé HI ngoai vi. Mat sd chat chuyén héa ctia nd (nhir desloratadin va chét
chuyén hda hydroxyl) van con hoat tinh khang histamin va cé thé s& gop phén vao tac dung toin
phan cua thudc.

Trong cac nghién citu in vitro, rupatadine & ndng dé cao irc ché sy két tip cua té bao mast gdy ra
bai cac kich thich mién dich va khéng mién dich, cfing nhur gay giai phong cytokin, dic biét 13
TNFu trong céc té béo mast va cic monocyte. Mbi twong quan trén lam sang cua cac dir 1iéu thi
nghiém quan sat duoc van con dang duge xac minh.

Dung dich uéng rupatadine cd dac diém duogc dong hoc trén tré em o dd i 6-11 tudi tuong ty so
v6i ngudi 16m (trén 12 tudi): tac dung duge 1y cling duoe quan sat thiy (tac dung khang histamin,
giam triéu chimg may day) sau 4 tuan diéu tri. Mét nghién ciru dbi chimg mi ddi, ngdu nhién trén
tré em 6-11 tudi bi viém miii di tng m&n tinh cho thay dung dich uwdng rupatadine giip giam cac
triéu chung ¢ miii (s miii, ngira miii - miéng-hong va/hodc tai) tdt hon so véi gia duoce sau 4 va 6
tan diéu tri. Thém vao dd, ngudi ta ciing quan sat thiy chét luong cude sbng cia cac tré viem mii
di img mén tinh c6 ding thude dugc cai thién 15 rét so véi tré chi dung gia duoc.

Cac tha nghiém lam sang trén nhitng nguoi tinh nguyen (n= 375) va cac bénh nhin (n—2650) bi
viém mili di (mg va n6i may day tu phat man tinh cho thay khi ding vién nén rupatadine & iy tir
2-100 mg quan sat khéng thay anh hudng dang ké trén dién tim do.

Co quan quan ly thude Chau Au (The European Medicines Agency) dé bai bo lénh bit bude cong
ty nbp cac két qua nghién ciru 14m sang ciia dung dich ubng rupatadine trén tit ca cac nhom d6i

twrong bénh nhi bi viém mii di ing va may day man tinh.

Pic tinh dugc dong hoc

Duing thuoc trén doi tuong tré em

Trén mét phan nhém tre em (d¢ tudi trung binh: 10 tudi), rupatadine dugc ]}ép thu nhanh chéng
sau khi uéng lidu trung binh rupatadine 5 mg vdi thoi gian dat nong d muqn\cuc dai trong mau
Tinas trung binh la 0,5 gio sau khi uong. Ncmg3 dd thuoc cuc dai Cpa, trung bmp la 2,5 ng/ml sau
khi udng mat liéu don. V& mit hap thu thubc, gia tri tdng dién tich dudi ducmg cong (AUC) trung
binh 13 8,86 ng.h/ml. T4t ca nhirng gia tri nay déu twong tu nhu déi voi ngudi 16n va tré vi thanh
nién.

Thoi gian ban thai trung binh cia rupatadine trén tré em 1a 3,12 gid, ngén hon so véi vién nén sir
dung cho nguoi [on va tré vi thanh nién.

Anh hirome cua thice dn

Chua cd nghién cltu v& trong tac cua dung dich udng rupatadine véi thirc an. Anh hudng cia thic
an d& dugc nghién ciru trén nguoi trwdng thanh va tré vi thanh nién véi vién nén rupatadine 10 mg.

T
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Thirc an 1am ting hip thu toan than (AUC) rupatadine khoang 23%. Nong do cuc dai trong huyét
trong (Cmax) khong bi anh hudng boi thite an. Nhimg su khac biét nay khong c¢6 y nghia 1am
sang.

Chuvén héa va thai trie

Trong mot nghten clru vé thai trlr thube & nguoi trudong thanh, 34, 6% luong rupatadine da dung
duoc tim thdy trong nudc tidu, con trong phén la 60,9 % & cac méu thu duoc trong 7 ngay.
Rupatadine khi dugc ding theo dudng udng bi chuyén hoa dang ké trude khi vao tudn hoan mau.
Lirong hoat chat khong bi bién d6i duoc tim thay trong phén va nude tiéu 1a khéng dang ke Nghia
la rupatadine gan nhu bi chuyén hoa hoan toan. Céac nghién clru chuyén hoa in vitro trén té bao gan
ngudi chi ra ring rupatadine chu yéu duoc chuyén héa boi Cytocrom P450 (CYP 3A4).

QUA LIEU

Chua c6 truong hop qua liéu nao duoc bao cao & ngudi 16n va tré em. Trong mot nghién ciru vé
tinh an toan cua rupatadine, khi diing liéu 100mg/ ngay trong 6 ngay, thude van dung nap t6t. Phan
ung phu hay gép nhat 1a budn ngu. Néu khong may nuot phai mot luong thude qua 16n, can diéu trj
tridu ching dong thoi tién hanh cac bién phép bd tro can thiét.

HAN SU DUNG

24 thang ké tir ngay san xuat
Han str dung sau khi m& nip giéng nhu ngay hét han duoc in tfé p va chai thude.

BAO QUAN

Bao quan dudi 30°C.
Dé xa tam tay tré em.

OUY CACH PONG GOI

Hép 1 chai 120 ml

TIEU CHUAN

Nha san xuét

A SA JA TUQ. CUC TRUOGNG
NHA SAN XUAT LTG
P.TRUONG PHONG (OOR
ITALFARMACO, S.A. '/@”c/m Sz Yy J/m»ﬁ; 885

San Rafael, 3
28108 Alcobendas (Madrid), Tdy Ban Nha



