Dung dich uéng

“RUPAFIN

Thubc nay chi dung theo don thuéc
Dé xa tam tay tré em o
Doc ky huéng dan str dung truoc khi dung

THANH PHAN CONG THUPC THUOC

M&i ml dung dich uéng chra: )

Thanh phan Hoat cht: Rupatadine (mudi fumarat) 1 mg

Thanh phan Ta dwoc : Acid Citric khan, Natri saccarin, Sucrose, Methyl
parahydroxybenzoat, Dinatri Phosphat kr‘ian, Propylen Glycol, Hwong liéu chuébi,
Mau vang Quinolin E-104, Nwdc tinh khiet v.d.

DANG BAO CHE
Dung dich uéng trong, mau vang.
CHIDINH
Dung dich ubng Rupafin 1mg/ml duec chi dinh diéu trj cac tri¢u chirng clia:
- Bénh viém mdi dj rng (bao gom ca viém mi dj (’ng man tinh) & tré trong do
tudi tr 2 dén 11 tudi. , .
- Bénh may day & tré em tir 2 den 11 tuoi.
LIEU DUNG, CACHDUNG

Tré tir 2 dén 11 tudi.

Liéu ding cho tré em_cén néng bén% goéc trén 25 kg: ubng 5 ml dung dich (5 mg
rupatadine) mgtlan moi ngay, ¢6 the udng cing véi thikc &n hoac khéng.

Liéu diing & tré em c6 cén néng bang holéc Ién hon 10 kg dén it hon 25kg: 2.5ml
(2.5mg rupatadine) dung dich dudng uong, 1 1an/ 1 ngay, dung cuing hoac khdng

ding cung thirc an.

Khoéng khuyén céo st dung san ph&m nay cho tré duéi 2 tudi do chwa cé dti di liéu
nghéién clru trén nhom Goi tgng nay (xem muc Canh béo va Thén trong khi dung
thuoc).

Ngudi tredng thanh va tré vi thanh nién (trén 12 tudi): dung vién nén rupatadine 10
mg sé thich hgp hon.

Bénh nhan suy gan hoéc suy than: do chwa cé kinh nghiém 1am sang & bénh nhan

suy giam chirc nang gan hodc than nén khéng khuyén céo st dung rupatadine cho
cac dbitwgng nay.

Céchdung:

Démé chaithubc, chiing ta vira 4n vira xoay nép chai ngugc chiéu kim ddng hd.
LAy xilanhva chocvaolo clia nit chai, Ion ngwrge chai xuong.

Hat lay Iwgng thude cén ubng theo liéu chi dinh.

Ubng thubc tric tiép tir xi lanh trén.
Rra sach xilanh sau khi str dung.

CHONG CHIBINH
Bénh nhan mén cam véi rupatadine hay véi bAt ky thanh phan nao cta thubc.

CANH BAO VA THAN TRONG KHI DUNG THUOC

Dééan toan clia dung dich dwéng ubng rupatadine trén tré em du6i 2 tudi chura dugc
thietlap

Cén tranh phdi hop rupatadine véi cac chét rc ché CYP3A4 manh va cin than trong
khi str dung ciing cac chét irc ché CYP3A4 trung binh (xem myc Tuong téc thube va
céc dang tuong téc khac)

Cén hiéu chinh liéu déi véi cac chat nhay cdm c6i CYP3A4 (vi du simvastatin,

lovastatin) va cac chét CYP3A4 c6 khoang diéu tri hep (vi dy cyclosporine,

tacrolimus, sirolimus, everolimus, cisapride) do rupatadine c6 thé lam tang nong do

zzg ﬂ)‘Uf’C nay trong huyét tvong (xem myc Tuong tac thubc va céc dang turong téc
c).

Khéng nén dung Rupatadine véi nu¢c budi ép (xem muc Tuong tac thube va céc
dang twong tac khéac).

D6 an toan trén tim khi s dung vién nén rupatadine 10 mg da dwoc danh gia chi tiét
trong nghlén clu QT/QTe & ngudi trvng thanh. Khi dung rupatadine & mirc liéu lén
t6i 10 Ian liu diu trj khong gay ra bit ky anh huéng nao trén dién tim db va do d6,
khéng gay anh huéng 18n sy an toan cua tim. Tuy nhién, can than trong khi ding
rupatadine cho bénh nhan da dwoc xac dinh co khodng QT kéo dai, bénh nhan gidm
kali huyét khdng diéu chinh dwgc, banh nhan loan nhip tim tién trién nhw loan nhip
ch&m c6 biéu hign 1am sang 6 rét, bénh nhan nhdi mau co tim cAp tinh.

Khi diing vién nén rupatadine 10 mg cho ngu®i truedng thanh, cac phan (eng bat I it
g3p bao gbém tang creatin phosphokinase mau, téng alanin aminotransferase, tang
aspartataminotransferase, két qua bat thwdrng khi kiém tra chlrc néng gan.

Thubc nay chira sucrose, vi vay né cé thé khang tét cho rang. Bénh nhan bj céc bénh
di truyén hiém gép bao gdm khong dung nap fructose, kém hép thu
glucose/galactose hogc thiéu hyt sucraseisomaltase khong nén uéng thuéc nay.

Thudc chira methyl parahydroxybenzoat, c6 thé gay phan trng di (ng (c6 thé 1a phan
rng mudn).

¥ DUNG THUOC CHO PHU N CO THALV. J
Phuntrcé thai

S8 lwong han ché dev liéu (2 dE lidu) trén phy nl ¢6 thai st dung rupatadine cho théy
khéng c6 tac dung phu ctia rupatadine trén phu n ¢ thai hogc strc khée ciia thai nhi
/1ré so'sinh. Cho dén nay, van chwa c6 sb ligu dich té nao khéc vé st dung thuéc cho
phu ni c6 thai va cho con bu. Nghién ciru trén dong vat khong chira dugc cac tac hai
trwc tiép hosic gian tiép 1én phy nt cé thai, 1én s phat trién clia thai nhi, 18n qué trinh
sinh n& hay sy phat trién cla tré so sinh (xin xem muc D /iéu an toan tién I&m sang).
Dé&than trong, tét nhét1a tranh str dung rupatadine trong khi mang thai.

Phuntcho con bt

Rupatadine dwgc bai tiét qua stva dong vat. Hién chua biét rupatadine c6 bai tiét qua
stra me hay khéng. C&n xem xét can nhic gitra lgi ich cla tré khi dwoc bi me va véi
9 ich ctia me khi diéu trj thuéc d& quyét dinh ngirng cho con bl hodc ngirng/tranh st
dung rupatadine.

Kha néng sinh san

Khéng c6 di liéu Iam sang nao v& kha ning sinh san. Cac nghi?n clru trén dong vat
cho thay sy giam c6 y nghia kha n&ng sinh san tai cac mirc do tiép xtc Ia cao hon khi
S0 V&i nguditailidu diéu trj cao nhat (xin xem muc D liéu an toan tién 1am sang)

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

Trén thir nghiém lam sang da tién hanh, rupatadine 10 mg khong gay anh hudng Ién
kha nang lai xe va van hanh may méc. Tuy nhién, can than trong néu st dung thuoc
trwée khi lai xe hodc van hanh may méc cho dén khi nhitng phan (ng riéng voi
rupatadine clia ngwdibénh dwoc thé hién.

TUONG TAC THUOC VA CAC DANG TUONG TAC KHAC

Céc nghién ctru v& twong tac thuée clia dung dich ubng rupatadine chwa duoc thye
hiéntréntréem.

Céc nghién ctru vé& twong tac thubc chi dwoc the hién trén nguoi tredng thanh va
tré vj thanh nién (trén 12 tudi) véi vién nén rupatadine 10 mg.

Anh hwéng ctia cac thudc khac dbi véi rupatadine

Can trénh str dung dong thoi véi cac chat (rc ché manh QYP3A4 (‘Ci du itraconazole,
ketoconazole, voriconazole, posaconazole, cac chatxﬁ'c ché HIV protease
clarithromycin, nefazodone) va than trong khi str dung dong thoi cac chét trc ché
trung binh CYP3A4 (erythromycin, fluconazole, diltiazem).

S{r dung ddng thdi rupatadine 20mg véi ketoconazole ho&c erythromycin lam téng
hép thu toan than déi voi rupatadine gép 10 1&n va 2-3 14n. Nhirng bién déi nay khéng
lién quan t&i anh hwdng trén khoang QT hodc véi s gia tang cac phan (rng bat lgi so
v6i khi diing riéng ré cac thude.

Tuwong tac véi nwée budi: Khi udng thuéc ddng thei véi nwéc bwdi ép, hap thu toan
than cla vién nén rupatadine 10mg tang 1&n 3,5 Ian. Diéu nay xay ra la do nwdc budi
c6 mét hay vai chét trc ché CYP3A4 va c6 thé lam ting ndng dd huyét twong clia cac
thuéc chuyén héa qua CYP3A4 nhuw rupatadine. Hon nira, ngudi ta khuyén cao
nwoc budi co thé anh hudng téi cac hé thdng chuyén van trong rudt nhw
glicoprotein-P. Khéng nén uéng thubc ddng thoi véi nwdc budi.

Anh hwéng cua rupatadine véi cac thuée khac

Cén than trong khi dung cuing rupatadine véi cac thudc chuyén hoa khac cé cira sé
dieéu trj hep do hiéu biét vé anh hudng clia rupatadine 16n cac thuéc khac con han
che.

Tuong téc véi rvou: Sau khi ubng ruu, mét lidu vién nén rupatadine 10 mg tao ra
céc tac dung phy trong mét s6 thir nghiém trén than kinh van dong nhwng khéng co
st khac bigt dang ké so voi tac dung phy khi chi ding rugu. Mt lidu 20mg sé tang
céc tac hai khi ubng ciing rwgu.

Tuon, i céc thube te ché hé thén kinh trung wong: Gidng nhu céc thude khang
histamin khac, khong loai trir cac twong tac clia rupatadine véi cac thuéc tre ché hé
than kinh trung wong.

M%QM&LM: Tinh trang téng creatinin phosphokinase (CPK)
khéng biéu hién triéu chirng bénh hiém khi dwoc bao céo trong céac thir nghiém. lam
sang voi rupatadine. Hién van chuwa biét v& nguy co twong tac véi cac statin ma mét

s6 thubc trong d6 dwoc chuyén hoa bdi isoenzym cytochrom P450 CYP3A4. Vi vay,
can than trong khi str dyng dong thoi rupatadine véi cac thuéc statin.

T H DAT

Céc thir nghiém 1am sang v¢i dung dich udng rupatadine da dwoctién hanh trén 626
tré em trong d6 tudi tlr 2 dén 11 tudi. Trong do, 147 bénh nhan dugc didu trj bing
rupatadine 2.5 mg, 159 bénh nhan dwoc didu trj bang rupatadine 5 mg, 249 bénh
nhéan dung gid dwgc va 71 bénh nhan ding desloratadine.,

T4n suét clia cac phan (rng bét loi dwgc phan loai nhy sau:

® Phb bién (21/100 dén < 1/10)
® ltgap(21/1000dén < 1/100)

T4n suét gap phai bién cb bét Igi dugc bdo céo & cac bénh nhan didu trj bdng dung -
dich ubng rupatadine trong cac thir nghiém [am sang nhv sau:

Phén loai nhém co quan Rupatadine Rupatadine Gia
2.5mg 5m dugc
Tansuét | Nhom g 0!
2 (n=147) (n=159) (n=249)

Nhiém trung va ki sinh

ltgsp Cm 0 1(0.63%) 0
g 1(0.68%) 0 0
Nhiém
trong 1(0.68%) 0 0
duyong ho
hép trén




Toan mau va hg bach huygt ]
Téng bach 1(0.63% 0
e céu i toan 0 ¢ )
Giém bach 0 1(0.63%) 0
céu
R&i loan hé than kinh trung wrong
. 4
Phd bién | Pau ddu 2(1.36%) 4 (2.52%) (1.61%)
Nod g3 0 2 (1.26%) 0
- 1
It gap Chong mt 0 1(0.63%) (0.40%)
Roi loan hé tiéu héa
Ttadp Bubnnén | 0 | 1(0.63%) | 2(0.80%)
Roi loan & da va mé dwéi da
Itasp 1 1
Eczema 0 (0.63%) (0.40%)
D6 mé hoi 0
i 0 1(0.63%)
Céc rbi loan chung va tai chd
ltogp Mgtmsi [ 0 | 1(0.63%) | 0
Béo céo nghi ngé bién cb bét Igi:

Béo céo nghi ngd bién cb bét loi sau khi lru hanh san phm 1a quan trong. Didu nay

d\ophépﬁépwcmeo_dalvlld\/nguyooeoasénph m. Cac chuyén gia y té dugc

&d&mmwwwmmwcﬂﬂtmnéomohgquahethbngbaocéo
gia.

QUA LIEU VA CACH XUr TRI

Chua c6 trurong hop qué liéu ndo dugc béo cao & ngudi 16m va tré em. Trong mot
ng

ién ciru vé tinh an toan cla rupatadine, khi dung lidu 100mg/ ngay trong 6 ;
s:guhbcvéndmgnaptbtPhénlthhuM mnratuwbnnqa.NyéuMmm‘n);
nubt phai mét lrgng thubc qua Ion, cin tri triéu chirng ddng the tién hanh cac
bign phap b trg cén thiét.
DAC TiNH DUQC LUC HOC
Nhom dugc ly didu tri: khang histamin tac dung toan than.
M&ATC: ROBA X28

Rupatadine |4 thubc khang histamin thé hé hai, dbi khang histamin tac dung kéo dai,
hoat tinh @i khang chon loc trén thy thé H1 ngoai vi. Mot sb chét chuyén hoa cla nd
(npudeaaamdhvamétmuy&\mmnm)vinmmtﬂmmmhmn
co thé s& gop phén vao tac dung toan clia thubc.

Trong céc nghién ciru in vitro, rupatadine & ndng d6 cao (rc ché sy két tap cla té bao
mr::xgga):mwmmmmlmméndmvammwnm.wngnnugwgw
phong cytokin, dac biét Ia TNFa trong cac té bao mast va cac monocyte. Mo trong
quan trén Iam sang c(a cac di liéu thir nghiém quan sat duoc van con dang dugc
xac minh.

Dung djch ubng rupatadine c6 dac diém dugc ong hoc trén tré em & 46 tudi 6-11 tudi
twrong ti so véi ngudi Ion (trén 12 m&);mdwdmlyw?dwcquan sat thy
(tAc dung khéng histamin, gidm triéu chirng may day) sau 4 tuén didu trj. Mt nghién
c&ud%ldu‘mgmﬂddi, u nhién trén tré em 6-11 tudi bj viém mai dj (rng man tinh
cho thay dung dich ubng rupatadine giGp gidm cac triéu ching & mai (sé mai, ngira
mi - miéng-hong va/hodc tai) tbt hon so véi gid duoc sau 4 va 6 tuén didu tri. Thém
vao db, nguoi ta cling quan sét thay chat lwgng cudce sbng clia céc tré viém mii dj
(rng man tinh c6 ding thubc dugc cai thién rd rét so véi tré chi ding gia duoc.
Bénh may day ty phat tinh duoe nghién ciru nh mot mé hinh 1am sang dé danh
glahieuquéaiaﬁcé\“g?khang H1 trong céc tinh trang may day, vi sinh ly bénh la
twong ty nhau, khong ké nguyén nhan, va vé co ban bénh nhan méc bénh man tinh
“Webﬁ\édédl:g'g\‘am ia vao mdt nghién clru 1am sang hon céc treong hop khac.
May day 1a mot dog‘bao mast trong d6 histamine va cac chét trung gian khac
(PAF va cytokine) la cac chét chinh gay ra cac tn thurong may day. Vi rupatadine co
kha nang ngan chan gii phéng histamine va cac chét trung gian gay phan (rng viém
khéc, n6 dugc mong i la cach dibu ti higu qua lam gidm triéu chirng trong cac tinh
ggcng u"gn); %a ",2“;;’“" canh bénh may day ty phat man tinh, nhu khuyén céo cla
nlamsang.
Higu qua cua dung dich ubng rupatadine trong may day ty phat man tinh & tré em tir
2-11 twbi da duogc chimg minh trong mét thir nghlozv daylrunq tam, ng&u nhién, cb dbi
chirng. Nhin chung, thir nghiém dugc tién hanh trén 208 tré em. Trong sb d6, 113 em
tir 2-5 tubi, va 93 em tir 6-11 tubi. Nhimg tré em nay duorc didu trj bgng rupatadine
(n=66), gia dugc (n= 69), hodc desloratadine (n=71). Libu Rupatadine dugc ding &
2.5 mg & tré em co can nang Ién 16 25kg va 5mg & tré em trén 25kg. Lidu
Desloratadine dugcla dung 1.25mg & tré em cé can nang nhd hon hodic bang 25kg
va 2.5mg ¢ tré em c6 can nang Ion hon 25kg. Mot sy cai thién cb y nghla thdng ké so
v gia dugc duoc ching minh trong sy thay ddi trung binh clia diém UAS7 hang
tudn (urticaria activity score) (bao gbm ng(ra va phat ban), chi tiéu chinh, dugc danh
gié sau 6 tuln diéu tri (rupatadine- 1.7 so yéi gia dugc -5.55; p< 0.001). Phdn trdm
giam s8 lrgng phét ban trung binh hang tuAn tai chi tidu chinh so véi cAc théng tin
nén la 56.7% khi dung rupatadine, 49 .4, khj diing desloratadine va 22.7% khi dung
gia dugc. Phn tram giam ng(ra trung binh tai chi tiéu chinh so véi théng tin nén 12
56.8% khi dung rupatadine, 46.7% khi dng desloratadine va 33.4% khi ding gia
durgc. Ca hai cach didu tri chil dong (rupatadine, va desloratadine) déu co sy céi
thign dang ké c6 y nghta théng ké so v gia durgr trong viec lam gidm ngra va phat
ban, trong khi d6 khong c6 sy khac bigt c6 y nghia théng ké gitra cAc cach didu tri ch(
aong lién quan dén cac chi tibu nay. Phan tram bénh nhan dap g hon 50% diém
gwASZn h:énr?g n':uéga m‘an";‘zn fa.g ;g‘ p;g;‘ ban) dugc q%z um & 611 % tré em duoc
u tré em d dugc, va 54%
g g s ¢ em dugc diéu trj bang gia duoc

Céc thir nghiém lam sang trén nhimg nguei tinh n= 375) v céc bénh nhan
(n-2650)bIVi0mmﬂldlWﬂﬂ&mayuyww\ngum{mhdwmlymdwm

nén rgpatadlne & liu tir 2-100 mg quan sat khang thdy dnh hurdng déng ké trén dién
tim do.

Co quan quan ly thubc Chau Au (The European Medicines Agency) da bi bd lénh
bét budc céng g ndp cac két qua nghién ctru Iam sang cla dung dich u
rupatadine trén tat ca cac nhém dabi twong bénh nhi bj viém mdi di ’ng va may day
man tinh (xem myc Liéu dung, C4ch dung).

DAC TiNH DUQ'C DONG HOC

Dung thubc trén doi tré

Trén mdt phan nhém tré em tir 2-5 va 6-11 tudi, rupatadine dugc hp thu nhanh va
C,..trung binh 1an Iwgt Ia 1.9 va 2.5ng/ml sau khi nhéc lai liu. V& mat h4p thu, gi trj
tong dién tich duoi dm‘:m% cong (AUC) trung binh la 10.4 ng.h/ml & tré 2-5 tudi va
10.7 ng.h/ml & tré 6-11 tudi. TAt ca cac gi4 trj nay Ia twong tw nhw & nguei trudng
thanh va tré vjthanh nién.

Thi gian ban thai trung binh rupatadine & tré em 2-5 tudila 15.9 gi&r va & tré em 6-11
tudi 1a 12.3 gi¢, cao hon so véi vién nén dung & ngudi trrdng thanh va tré vi thanh
nién

Anh hudng cda thic &

Chua c6 nghién ciru vé trong tac clia dung dich uéng rupatadine véi thirc 4n. Anh
hudng clia thirc &n d& dwgc nghién clru trén ngudi tredng thanh va tré vj thanh nién
véi vién nén rupatadine 10 mg. Thirc &n lam tang hép thu toan than (AUC) rupatadine
khodng 23%. Néng d9 cyrc dai trong huyét trong (Cmax) khéng bj dnh hudng béi
thirc &n. Nhirng sy khac bigt nay khéng cé y nghfa lam sang.

Chuyén hoa va thitrir

Trong mdt nghién ctru v& thai trir thubc & nguM tredng thanh, 34.6% lugng
rupatadine da dung dugc tim thy trong nudrc tiéu, con trong phan |a 60.9 % & cac
mau thu dugc trong 7 ngdy. Rupatadine khi dugc dung theo dwéng ubng bj chuydn
héa dang ké trurdrc khi vao tudn hoan mau. Lugng hoat chét khdng bj bién déi dugc
tim thdy trong phan va nudc tidu Ia khdng dang ké. NgéhTa 1a rupatadine g&n nhu bj
chuyén héa hoan toan. GAn nhu, cac chat chuyén héa con hoat tinh cia
desloratadine va cac d&n xuét hydroxyl hoa khac Ian Iugt chiém téi 27% va 48%
trong tng sé cac chét con hoat tinh dugc hip thu toan than. Cac nghién ciru chuyén
héa in vitro trén té bao gan ngudi chi ra rang rupatadine chli yéu dwgc chuyén héa
bédri cytochrome P450 (CYP 3A4)

DU’ LIEUAN TOAN TIEN LAM SANG

D@ ligu tién 1am sang cho thay ¢ nguy co déc biét nao déi véi con ngudi dya
trén cac nghién ciru thdng thudng vé an toan dugc ly, doc tinh lidu Iap lai, nhidm ddc
gen, kha nang gay ung thu.

Murc ligu cao hon 100 I4n so véi lidu rupatadine khuyén cao & ngudi Ién (10mg)
khéng kéo dai khoang QTc hoac QRS cling nhu khdng gay réi loan nhip tim & nhidu
loai dong vat khac nhau nhw chudt, lgn guinea va ché. Rupatadine va mét trong
nhrng chat chuyén héa chinh cla né trong co thé ngui, 3- hydroxydesloratadine,
khéng anh hudng téi kha nang hoat dong cia mang Purkinje ctia tim ché tai néng dé
cao hon it nhat 2000 lan so véi Cmax dat dugc sau khi st dung lidu 10mg & ngudi,
Trong mdt nghién ciru danh gia anh hudng trén kénh HERG vé tinh, rupatadine (rc
ché kénh tai néng do cao hon 1685 Ian so voi néng do Cmax thu dugc sau khi st
dung 10mg rupatadine. Cac nghién ciru vé phan bd mé & chudt déi véi rupatadine
guqc danh dau bang ddng vi phong xa cho thay rupatadine khéng tich Iay trong mé

m

O chugt, khd néng sinh san giam dang k& & con céi va con dyc xay ra & mirc lidu cao
120mg/kg/ngay, véi Cmax cao hon 268 Ian khi do & ngudi voi mirc lidu didu tri
(10mg/ngay). Bgc tinh trén thai nhi (cham tang trudng, cham tao xwong, khiém
khuyt xurong nhé) dugc bao cao & chudttai cac murc lidu gay doc tinh cho me (25 va
120 mg/kg/ngay). ' thé, khéng cé bang chimg vé ddc tinh phat tridn dugc ghi nhan
tai mirc liou 1én t6i 100mg/kg. Mirc 39 anh hudng anggAy tac dyng phy dugc xac
dinh & mirc 5mg/kg/ ngay & chut va 100mg/kg/ngay & thd, twong ng Cmax cao
gép451an va 11614n soveinguditailidu didutri (10mg/ngay)

Lo polyethylene terephthalate (PET) mau hd phéach ¢ nit chin polyethylene
mat dé thdp (LDPE) duc 16 véi ndp ddy bing polyeth: mét 39 cao (HDPE) chéng
tré em mau vang trong mdt hop carton bom 5ml (polypropylene,
polyethylene) phan lidu 0.25ml

HAN SUDUNG
30 ké tir san xuét.
m%mu?gum’:ﬁpMWwamemmmnwm

BAOQUAN
Béo quan duéi 30°C.

TIEU CHUAN CHAT LUONG
Tiéu chuén co s&

NHA SAN XUAT

ITALFARMACO, S.A.
San Rafael, 3
28108 Alcobendas (Madrid), Tay Ban Nha



