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RMEXIVAL 1mg/ml

Dé xa tim tay tré em

Doc ki hwdng din sie dung trwée khi ding

Thubc nay chi ding theo don thubc

Théng bdo cho bdc sy, duge sp tic dung khong mong muon gip phai khi si dung thuébc

Thanh phiin cong thire

Thanh phén duge chét: Rupatadin Img/ml (dang rupatadin fumarat)
Thanh phé’m ta dugc: Sucrose, glycerin, acid citric Khan, dinatri phosphat khan, natri saccharin,
huong cam, methyl paraben, quinolin yellow, nude tinh khiét.

Dang bao ché
Dung dich uéng.
M0 ta dang bao ché: Dung dich trong, mau vang, mui thom, vi ngot.
Chi dinh
. Diéu tri triéu chimg:
- Viém mai dj tmg (bao gém viém mii di img kéo dai) & tré em tir 2 dén 11 tudi.
- N&i may day o tré em tir 2 dén 11 tudi.

Liéu dung, cich ding

Liéu dung
Tré em tir 2 dén 11 tudi:
- Tré nang > 25 kg: 5 ml dung dich (twong duong 5 mg rupatadin)/lan/ngay.
- Tré nang tr 10 kg dén < 25 kg: 2,5 ml dung dich (twong duong 2,5 mg
rupatadin)/lin/ngay.
Khong ding thude cho tré dudi 2 tudi do chwra c6 du dir liéu trén dbi tuong nay.
Ngudi I6n va thanh thiéu nién (tir 12 tudi tré 1én), khuyén cdo sir dung vién nén rupatadin 10 mg.
Bénh nhén suy gan hodc suy thdn: Chua c6 kinh nghiém ldm sang & nhirng bénh nhén nay, do dé
khong nén dung rupatadin trong trudng hop nay.
. Cach dung
Thube dung dudng udng.
Ldy thude vao cée dong chia vach theo lidu sir dung. Rira sach cde sau khi ding. C6 thé udng
cung hodc xa bira an.
Chéng chi dinh
Quéd min véi rupatadin hogc bt ky thanh phén nao cia thude.
Canh béo va thin trong khi dung thude
D¢ an toan khi diing dung dich udng rupatadin & tré em dudi 2 tudi 1a chura duge biét dén.
Khdng nén diing dong thdi vai cac thube (e ché CYP3A4 manh (nhu itraconazol, ketoconazol,

voriconazol, posaconazol, thude tre ché protease HIV, clarithromycin, nefazodon) va thin trong
khi diing cing cac thude trc ché CYP3A4 trung binh nhu (erythromycin, fluconazole, diltiazem).
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C6 thé ¢én chinh lidu céc co chdt nhay cam véi CYP3A4 (nhu simvastatin, lovastatin) va cdc co

chit cia CYP3A4 c6 khoang diéu tri hep (nhw closporin, tacrolimus, sirolimus, everolimus,
3 2 I . Py 5 £ s . £ »

cisaprid) do rupatadin ¢o6 thé lam ting nong dd trong huyét twong ciia céc thuoc nay.

Khong nén ding rupatadin vé&i nude ép budi chiim.

D§ an toan trén tim khi str dung vién nén rupatadin 10 mg dugc ddnh gié chi tiét trong nghién
ciru Q/Qre & nguoi 1on. Khi ding rupatadin ¢ mire liéu 1én t6i 10 lan liéu diéu tri khéng gdy ra
bét ky thay déi nao trén dién tdm db (ECG) va do d6 khéng gdy anh hudng 1én sy an toan cla
tim. Tuy nhién, nén thin trong khi ding rupatadin & nhirng bénh nhidn da dugc xéc dinh cé
khoang QT kéo dai, bénh nhén ha kali méu khéng diéu chinh dugce, bénh nhén loan nhip tim tién
trién nhu nhip tim chdm cé biéu hién lam sang rd rét, bénh nhan nhdi mau co tim cép.

Tang creatin phosphokinase, alanin aminotransferase va aspartat aminotransferase trong mdu
ciing nhu céc bét thudmg trong xét nghiém chirc nang gan la téc dung khéng mong mudn it gip
duge bao cao ¢ ngudi 16n voi vién rupatadin 10 mg.

Thuée ¢6 chira sucrose c6 thé lam hu ring. Bénh nhan bj rdi loan di truyén hiém gip nhu khéng
dung nap fructose, kém hip thu glucose — galactose hoic thiéu hut enzym sucrase-isomaltase
khéng nén dung thudc nay.

Thudc c6 chira methyl paraben ¢6 thé gdy ra cdc phan g dj img (c6 thé xay ra cham).

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

Thoi ky mang thai

Mot sé dir liéu han ché vé sir dung rupatadin trén phu nit ¢6 thai cho thdy khéng cé tdc dung
khéng mong muédn cta thude ddi véi phy nit mang thai hoiic sirc khoe ctia thai nhi/tré so sinh.
Cho dén nay, khéng co dir liéu dich t& hoc ¢6 lién quan khic. Cac nghién ciru trén dong vit
khong cho thdy cic tac hai truc tiép hodc gian tiép 1én phu nir mang thai, 1én sy phat trién cla
phdi thai/thai nhi, 1én qua trinh sinh ng hay sy phat trién cia tré sau sinh. D& phong ngira, tt
nhét la tranh st dung rupatadin trong khi mang thai.

Thoi kv cho con bi

Rupatadin dugc bai tiét qua stia dong vét. Hién chua biét rupatadin c6 bai tiét qua sira me hay
khang. Can quyét dinh ngimg cho cdn bu hofc ngimg/tranh dung rupatadin trong diéu trj dya
trén loi ich ctia viée cho tré ba va loi ich cua viée diéu tri cho ngudi me.

Kha néng sinh sin
Khong co dir liéu 1am sang vé kha nang sinh san. Céc nghién ctru trén dong vét da cho thay c6 sy
giam dang ké kha nang sinh san & céc néng do phoi nhiém cao hon so véi quan st & ngudi &
liéu diéu tri t5i da.

Anh hwéng cia thube 1én khai ning lai xe, vin hanh miay mée

Trong mdt thir nghiém 1dm sang da thyc hién cho thdy rupatadin 10 mg khong gy anh hudng
dén kha nang ldi xe vi van hinh mdy moe. Tuy nhién, c¢in than trong khi sir dung thudc trude khi
lai xe hodic van hanh may moéc cho dén khi nhitng phan (ng riéng biét vdi rupatadin cta ngudi
bénh dugce thé hién.

Twong tic, twong Ky ciia thube

Chua c6 cic nghién ctru vé tuong tde duge thyce hién & tré em v&i dung dich udng rupatadin.
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Céc nghién ctu vé tuong tac maéi duge tién hanh & nguoi 16n va thanh thiéu nién (trén 12 tudi)
véi vién rupatadin 10 mg.

Anh hudng cia cde thude khéc 1én rupatadin

Khong nén ding dé-ng thoi vai cac thube tre ché CYP3A4 manh (nhu itraconazol, ketoconazol,
voriconazol, posaconazol, thude tre ché protease HIV, clarithromycin, nefazodon) va than trong
khi diing cting céc thube (rc ché CYP3A4 trung binh nhu (erythromycin, fluconazole, diltiazem).

Str dung dong thoi rupatadin 20 mg vdi ketoconazol hodc erythromycin lam ting némg dd trong
huyét thanh cua rupatadin 1én lin luot 1a 10 ldn va 2 — 3 lan. Nhimg thay d6i nay khong anh
hudng dén khoang QT hodic lam ting céc tic dung khéng mong muédn so vdi céc thude khi ding
riéng ré.

Tuong tac v&i nude budi chum: So dung d(’mg thoi v6i nude ép budi chum 1am ting néng do
trong huyét thanh ctia vién rupatadin 10 mg 1én 3,5 lin. Bidu nay xay ra la do budi chum c6 mét
hodic nhiéu hop chit (rc ché CYP3A4 va ¢6 thé 1am ting ndng d6 trong huyét tuong cua céc
thubc duoc chuyén hoa qua CYP3A4, nhu rupatadin. Ngodi ra, ngudi ta con cho ring budi chum
6 thé anh hudng dén hé thdng véin chuyén thudc duomg rudt la glycoprotein — P. Khong nén
uéng rupatadin dong thoi voi nude budi chim.

Anh hudng ciia rupatadin 1én cac thude khée

Cén than trong khi diing rupatadin ciing véi céc thuc chuyén hoa khac c6 khoang diéu tri hep do
hiéu biét vé anh huong cua rupatadin 1én cic thude nay con han ché.

Tuong tac vai rrou: Sau khi udng rugu, mot liéu rupatadin 10 mg gy ra cic tac dung khong
mong mudn trong mot s6 thir nghiém trén than kinh vin dong nhung khong c6 sy khac biét déng
ké so v6i anh huong khi chi diing ruou. Mot lidu 20 mg s& 1am ting cic tac hai khi ubng ruou.

Tuwong tac vai cde thude tre ché thin kinh trung vong: Gidng nhu cdc thude khéng histamin khéc,
khong thé loai trir céic twong téc cua rupatadin vai cac thude re ché than kinh trung wong.

Tuong tac v&i céce statin: Tinh trang tdng creatinine phosphokinase (CPK) khong kém theo tri¢u
chimg duoc bdo cdo 1a it giip trong cdc thir nghiém ldm sang vdi rupatadin. Hién vin chua biét
vé nguy co tuong tic voi cde statin ma mot s6 thubc trong d6 duge chuyén héa bai isozym
cytochrom P450 CYP3A4. Vi viy, cdn thin trong khi sir dung déng théi rupatadin véi céc thude
statin.

Téde dung khong mong mudn (ADR) ciia thude

Céc thir nghidm 1am sang v&i dung dich udng rupatadin & tré em tir 2 dén 11 tudi bao gdm 626
bénh nhén. Trong do. 147 bénh nhin duge diéu tri bang rupatadin 2,5 mg; 159 bénh nhén duge
didu tri bang rupatadin 5 mg; 249 bénh nhan ding gia duge va 71 bénh nhén ding desloratadin.

Céc tac dung khong mong mudn duge phin nhém theo tin sudt nhu sau: thudng gip (1/10 >
ADR > 1/100), it gip (1/100 > ADR > 1/1000).

Tén sudt céc tic dung khong mong mudn duge bao cdo & nhitng bénh nhin duge diéu trj bing
dung dich udng rupatadin trong cdc thir nghi¢ém lam sang nhu sau:
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Rupatadin 2,5 mg | Rupatadin 5 mg | Placebo

A A -

Tan suat Hé co quan (=147 (n=159) (1=249)
Nhiém khudn va nhiém ky sinh triing
Cum 0 1 (0,63%) 0

it gip Viél:‘l mii hong _‘ 1 (0,68%) 0 0

' Nhiém trung duong hé hap | 1 (0,68%) 0 0

trén
Mdu va hé bach huyét

it gap Tang bach c:i‘u ai toan 0 1 (0,63%) 0
Giam bach cau trung tinh 0 1 (0,63%) 0
_f{é‘ !!l.f?ll kinh
Dau du 2 (1,36%) 4 (2,52%) 4(1,61%)

Hay gl® I 50u8n ngo 0 2 (1,26%) 0

it gap Chong mit 0 1 (0,63%) 1 (0,40%)
Tiéu hoa

it gap Budn non IC | 1(0,63%) [ 2 (0,80%)
Da va mé dwdi da

It gip Eczema (cham) 0 1 (0,63%) 1 (0,40%)
Ra mo hoi dém 0 1 (0,63%) 0
R loan chung va tai chd

It gap Mét moi [0 | 1(0,63%) |0

Qua lidu va cach xu tri

Chua ¢6 trudong hop qué liéu nao dugc bao céo & ngudi 16m va tré em. Trong mdt nghién ciru vé
tinh an toan trén lam sang & ngudi Ién cua rupatadin, khi ding lidu 100 mg/ngay trong 6 ngay,
thude van dung nap tét. Tac dung khéng mong mudn hay gap nhét 1a budn ngu. Néu khong may
nuét phai mot lugng thude qua 16n. cén diéu trj trigu chimg dong thai tién hanh céc bién phip hd
trg cin thiét.

Duge lye hoc

Nhom duge |y: Thude khang histamin tac dung toan théan.
Mia ATC: RO6A X28

Rupatadin |3 thude khing histamin thé hé tha hai, dbi khang histamin tdc dung kéo dai, hoat tinh
d6i khéng chon lgc trén thy thé H1 ngoai vi. Mot sé chét chuyén héa ciia n6 (nhu desloratadin va
chéit chuyén hoa hydroxyl) vin con hoat tinh khang histamin va c6 thé gop phén vao hiéu qua
chung cta thuéde.

Trong céc nghién ciru in vitro, ruparatin & ndng dd cao e ché sy tip trung cia té bao mast gdy
ra bai cdc kich thich mién dich va khong mién dich, ciing nhu gdy giai phong céc cytokine, dic
biét 1a TNF, trong cdc té bao mast va cic monocyte & ngudi. Phét hién 1am sang tir cac dir lidu
thue nghiém quan sat duge van con can duge xdc nhén.

Dung dich udng rupatadin ¢6 hd so duge dong hoe & tré em tir 6 — 11 tudi tuong tu nhu ngudi
16n (> 12 tudi): cde tac dung duge lye hoe ciing duge ghi nhan (tac dung irc ché viing may day
vd khang histamin) sau 4 tudn diéu tri. Mot nghién ciru xac nhan ngdu nhién, mu doi va déi
chimg gia duge & tré em tir 6 dén 11 tudi bj viém mii dj tmg kéo dai, cho thdy dung dich thube
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rupatadin ¢6 tac dung tot hon trong viée giam cdc tridu chimg mi (s6 miii va ngira mii, miéng,
hong va‘hoiic tai) so voi gia duoe sau 4 dén 6 tudn diéu tri. Hon nira, trong sudt qua trinh nghién
clru ciing quan sat thiy ¢6 sy cai thién dang ké chét lwong cude sdng so véi gia duoe.

Chirng ndi may day ty phat man tinh dugc nghién ciru nhu mdt mé hinh lam sang dé danh gia
hi¢u qua cta thudc khdng H1 cho tit ca céc tinh trang ndi may day, vi dic diém sinh 1y bénh co
ban 1a nhu nhau, bt ké nguyén nhan, va do nhimg bénh nhan man tinh nay c6 thé dé dang duoc
Iya chon hon. May day 12 mjt bénh do té bao mast, histamin va céc chit trung gian khéc (PAF
va cytokine) 1a céc chit trung gian chinh gdy ra tit ca cac tén thuvong may day. Vi rupatadin co
kha ning ngin chin sy giai phéng histamin va céc chét trung gian giy viém khac, nén né dugce
cho la s& diéu tri hiéu qua trong viéc giam triéu chimg trong céc tinh trang ndi may day khéc,
ngoai nbi may day tr phat man tinh, theo khuyén céo trong cac huéng din lam sang.

Hiéu qua cia dung dich udng rupatadin trong bénh ndi may day man tinh tur phét & tré em tr 2 -
11 tdi da duge chirng minh trong mdt nghién ciru da trung tim, ngu nhién, d6i chirmg hoat chit
va gia duge & 206 tré em. Trong sd dé, 113 tré em tir 2 — 5 tudi va 93 tré em tir 6 — 11 tudi. Tré
em duge diéu tri bing rupatadin (n=66), gia dugc (n=69) holdic desloratadin (n=71). Liéu
rupatadin & tré niing < 25 kg 14 2,5 mg, & tré ning > 25 kg la 5 mg. Liéu desloratadin & tré ning
<25 kg la 1.25 mg, & ré nding > 25 kg 12 2,5 mg. Mt sy cai thién dang ké v& mat thdng ké so
vdi gia duge dd duge chimg minh trong su thay dbi trung binh vé diém sb hoat dong cia may
day hang tuin (UAS7; bao gdm phét ban va ngira), diém cudi chinh, dugce danh gid sau 6 tudn
diéu tri (rupatadin -11,77 so vdi gia duge — 5,55; p < 0,001). Mirc giam phdn tram trung binh s6
lugng phat ban hang tudn & diém cudi nghién ciru so véi ban diu 1a rupatadin 56,7%,
desloratadin 49,4% va gia dugc 22,7%. Mirc giam phén trim trung binh cta ngira & diém cudi
nghién ciru so v&i ban dau la rupatadin 56,8%, desloratadin 46,7% va gia dugc 33,4%. Ca hai
phuong phdp diéu tri tich cuc (rupatadin va desloratadin) déu dat dugc nhimg cai thién 1én hon
dang ké vé mat thdng ké so vai gia duoc trong viéc giam phat ban va ngira, trong khi d6, khang
¢6 su khéc biét dang ké vé mit thing ké gitra cac phuong phap diéu tri tich cuc vé cac két qua
ndy. Ty 1¢ bénh nhan ddp (mg véi hon 50% diém s6 hoat dgng may day hang tudn (thang diém
UAS7; ndi may day va ngira) quan sat duge & 61% tré em diéu trj bing rupatadin so véi 36% tré
em dung gia dugc va 54% tré em diéu tri bing desloratadin.

Cac thir nghiém lam sang ¢ nhimg ngudi tinh nguyén (n=375) va cic bénh nhin (n=2650) bj
viém mili dj (mg va ndi may day ty phat man tinh cho thdy khi dung vién nén rupatadin véi liéu
tir 2 — 100 mg khéng quan sat thay anh huéng dang ké trén dién tam d.

Duwge dong hoc

Tré em

Trong phdn nhom tré tir 2 — 5 wdi va tr 6 — 11 tudi, rupatadin duge hap thu nhanh va Cpa trung
binh twong (g 14 1,9 va 2,5 ng/ml sau khi dung lidu lap lai. Tong dién tich dudi dudng cong
(AUC) trung binh 1a 10,4 ng.h/ml ¢ tré 2 -5 tudi va 10,7 ng.h/ml & tré 6 — 11 tudi. Tét ca céc két
qua nay la trong tu nhu két qua thu duge & ngudi Ién va thanh thiéu nién.

Thoi gian bdn thai trung binh cia rupatadin & tré 2 — 5 tudi 1 15,9 iy va o tré 6 — 11 tudi 12 12,3
gid, 1au hon so véi bio cdo véi vién nén & ngudi 16n va thanh thiéu nién.

Anh hudng cua thic an

Chua ¢6 nghién clru vé tuong tic voi thirc dn nao duge thye hién véi dung dich udng rupatadin.
Anh hudng coa thire &n da duge thue hién véi vién nén rupatadin 10 mg & ngudi I6n va thanh
thiéu nién. Thiic @n lam ting tiép xic todn than (AUC) cia rupatadin khoang 23%. Néng dd dinh
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trong huyét twong (C) khong bi anh hudng boi thire 4n. Nhitng su khic biét nay khong c6 ¥
nghia lam sang.

Chuyén hoéa va thai trir

Trong mot nghién ciru vé thai trir thude & ngudi, luong rupatadin da duoc tim thiy 34,6% trong
nude tiéu vi 60,9% trong phan o cac mau thu duge sau 7 ngdy. Rupatadin khi dugc ding theo
dudng ufmg bi chuyfm hoa déng ké trude khi vao tudn hoan méu. Luong hoat chit khong bi bién
doi dugc tim thiy trong phdn va nude tiéu la khong déng ké. Nghia l1a rupatadin gin nhu bi
chuyén hoa hoan toan. Céc chit chuyén héa con hoat tinh 1a desloratadin va cdc din xuét
hydroxyl héa khae ldn lugt chiém 27% va 48% so véi tbng phoi nhiém toan than cua rupatadin.
Céc nghién ciru chuyén hoa in vitro trén té bao gan ngudi chi ra réng rupatadin chu yéu duogc
chuyén héa boi Cytocrom P430 (CYP 3A4).

Qui cich dong goi: Hop | chai thuy tinh x 30 ml, 60 ml.

Piéu kién bio quin: Noi khé. trinh dnh sang, nhiét d dudi 30°C.
Han diing: 30 thang k& tir ngay san xudt. Han ding sau khi m& nip: 3 théng.
Tiéu chuin chiit lwong: Tiéu chudn co sd.

. Tén, dia chi cua co s¢ san xuitt
Nha san xuit: Cong ty C6 phin Duoce Trung vong Mediplantex
Tru s&: 358 Giai Phong, Phuong Liét, Thanh Xuan, Ha N§i
San xudt tai: Nha may DP s6 2. Trung Hau, Tién Phong, Mé Linh, Ha N¢i
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