HUGNG DAN SU DUNG THUGC

RX Thuéc nay ohi ding theo don thuc

CRODNIX

1. Thanh phén:

Rupatadin..casmmssiss 10mg

(Du6i dang rupatadin fumarat 12,80mg)

T4 dugc: Tinh bdt bién tinh, microcrystallin cellulose 102, oxyd sit do,
oxyd sdt vang, lactose monohydrat, magnesi stearat, natri lauryl sulfat.

2. Dang bao ché: Vién nén

3. Chi djnh:

Diéu trj trigu chitng viém mii dj tng va mé day & ngudsi 16n va tré em trén
12 tui.

4. Cach ding - Liu ding:

- Nguoi 16n va tré em trén 12 tudi:

Li€u khuy&n cdo Ia 10 mg (1 vién) x 1 14n/ngay, 6 thé udng cling véi thitc
an hodc khong.

- Ngudi cao tudi:

Thén trong khi ding CRODNIX cho ngudi cao tudi (xem phdn Canh bao —
Thén trong).

- Tré em:

Khong khuy&n cdo sif dung CRODNIX cho tré em dudi 12 tudi. Tré em 2
dén 11 tudi dugc khuy€n cdo sif dung rupatadin 1mg/ml dang dung dich
udng.

- Bénh nhan suy gan hodc suy thén:

Do chua c6 kinh nghiém 1dm sang trén b&nh nhan suy gan hodc suy than,
hién khong khuy&n cdo sif dung CRODNIX cho nhitng bénh nhan nay.

5. Chéng chi dinh:

Qua mén véi rupatadin hogic bat ky thanh phan ta dugc nao.

6. Canh bao - Thén trong:

Khong nén diing rupatadin véi nudc budi ép (xem phan Tuong téc, tudng
ky clia thuc).

Trénh diing k&t hgp rupatadin véi thudc (fc ché manh CYP3A4 va than
trong khi diing ket hgp vdi thudc dc ché trung binh CYP3A4 (xem phén
Tuong tac, tuong Ky clia thudic).

C6 thé cdn thiét diéu chinh liéu clia co chat nhay cdm véi CYP3A4 (nhu
simvastatin, lovastatin) va co chdt CYP3A4 c6 cong dyung diéu trj hep
(nhu ciclosporin, tacrolimus, sirolimus, everolimus, cisaprid) do rupatadin
¢ thé 1am tang néng do trong huyét tuong clia nhitng thudc ndy (xem
phan Tudng tc, tuong ky cilia thudc).

D9 an toan trén tim clia rupatadin da dugc danh gié chi tiét trong nghién
c(u QT/QTc. Diing rupatadin liéu I&n t6i 10 14n liu diéu trj khdng gay ra
bét ky thay d8i nao trén dién tdm dé (ECG) va do d6, khdng c6 &nh hubing
dang lo ngai ddi véi tim. Tuy nhién, ding th4n trong rupatadin trén bénh
nhan d4 dugc xac dinh ¢ khodng QT kéo dai, bénh nhéan giam kali huyét
khong diéu chinh duge, b&nh nhan loan nhip tim tién trién nhu nhip tim
cham c6 biéu hién 14m sang rd rét, bénh nhan nhdi m4u co tim c&p tinh.
Diing thn trong CRODNIX cho bénh nhén tir 65 tubi trés [én. Tuy khong c6
khéc biét t8ng thé vé do an toan va hiéu qua trong cac thil nghiém lam
sang, khong thé loai trif khé ndng nhay cAm cao véi thuic & ngudi 16n tudi
do s lugng bénh nhan tham gia thir nghiém it (xem phén Pic tinh dugc
dong hoc).

Sif dyng CRODNIX cho tré em du6i 12 tubi va bénh nhan suy gan, suy
than: xem phdn Céch diing — Liéu ding.

CRODNIX c6 chira lactose monohydrat. B&nh nhdn khéng dung nap

galactose di truyén hiém gép, thiu hyt Lapp lactase hogic kém hdp thu
glucose - galactose khong diing ché phdm nay.

7. Sit dyng thubc cho phy ni ¢6 thai va phy nif cho con ba:

- Phy nit c6 thai:

DU ligu con han ché v8 sir dung rupatadin & phy nir c6 thai, Nghién clu
trén ddng vét cho thdy khéng c6 tac hai tryc tiép hoic gi4n tiép dén thai
ky, sy phat trién phoi, qua trinh sinh nd hay sy phat trién clia con non.
Nhu mgt bién phap phong ngifa, trénh ding rupatadin. trong thdi gian
mang thai.

- Phy nif cho con bu:

Rupatadin dugc bai tiét vao sifa & ddng vat. Khong rd rupatadin c6 bai tiét
vao slfa & ngudi hay khong. Cén Iya chon ngitng cho con bl hojc
ngiing/tranh didu trj biing rupatadin dya trén Igi ich gita viéc cho con b
va di8u trj cho me.

- Khd ndng sinh san:

Khong c6 di ligu 1am sang vé anh hubing clia rupatadin dén kha ning sinh
san. Nghién ciu trén dong vat cho thdy sy suy gidm kha néng sinh sin ro
rét khi phai nhiém thudc & mitc do cao hon m@c do phoi nhim khi sif
dung lidu diéu trj trén ngudi.

8. Anh huding cita thud’c 18n kha nang I14i xe va van hanh may méc:
CRODNIX khéng &nh hubing 1&n kha ning I4i xe va van hanh médy méc.
Tuy nhién, cdn than trong tru6c khi I4i xe hodc van hanh mdy méc cho
dén khi phan (ing rigng bigt trén m&i banh nhan dugc thé hign.

9. Tuong tac, tvong ky ciia thudc:

Céc nghién cifu vé tuong tac v6i vién nén rupatadin 10 mg méi dugc tién
hanh trén ngutsi trubng thanh va tré em trén 12 tufi.

- Anh hudng cila thu6t khdc dén rupatadin: :

Tranh ding ddng thdi véi thudc Gc ché manh CYP3A4 (nhu itraconazol,
ketoconazol, voriconazol, posaconazol, chdt (c ch& HIV protease,
clarithromycin, nefazodon) va than trong khi k&t hgp véi thuéc (c ché
trung binh CYP3A4 (erythromycin, fluconazol, diltiazem).

Diing ddng thdi rupatadin 20 mg va ketoconazol hodc erythromycin 1am
tang phoi nhiém rupatadin toan than g&p 10 I4n va gdp 2 - 3 1dn tuong
{ting. Viéc diing k&t hgp khong anh hung dén khoéng QT hoZc 1am ting
tac dung khdng mong mudn so vdi dung titng thudc riéng I8.

Tuong téc vdi nudc bubi ép: Dung déng thdi véi nubc bubi ép 1am tang phoi
nhiém rupatadin toan than g&p 3,5 1&n. Khdng nén udng CRODNIX véi
nudc budi ép.

- Anh huéng cia rupatadin dén thuéc khéc:

Thén trong khi k€p hgp rupatadin véi thudc bj chuyén hoa sau khi dua vao
cd thé co cdng dyng diéu tri hep do hiéu biét v dnh hubng clia rupatadin
d&n céc thudic khéc con han ché.

Tuadng tac vdi rugu: Sau khi udng rugu, mot liéu rupatadin 10 mg tao ra
tac dung phy trong mt sd thir nghigm trén than kinh van dong nhung
khong c6 sy khac bigt dang ké so vdi cac tac dung phy khi chi udng rugu.
Mot liéu 20 mg lam ting téc hai khi udng rugu.

Tuang tac véi thuc gidm dau trung vong: Gibng nhu c4c thudc khang
histamin khéc, khong loai trif tuong téc clia rupatadin véi thudc gidm dau
trung udng.

Tuong téc vdi statin: Tinh trang téng creatin phosphokinase (CPK)
khong triéu chling it khi dugc bdo cdo trong cac thir nghiém Iam sang vél
rupatadin. Hién van chua biét nguy co tuong tc véi statin, mot s thudc
trong nhom dugc chuyén hoa bdi isoenzyme cytochrome P450 CYP3A4.
Vivay, cdn than trong khi diing d6ng thdi voi thuSc nhém statin.

10. Tac dyng khong mong mudn:

Phén 16n tac dung khong mong mudn ghi nhdn dugc trong céc thll
nghiém 1am sang c6 mdc do nhe dén trung binh va thudng khong cén

ngiing diéu tri.




Tén suit cia nhitng tc dung khong mong mudn dugc quy dinh nhu sau:

- Thudng gap: 2 1/100 dén < 1/10
- {t gép: 21/1.000 dén <1/100
- Him g&p: 2 1/10.000 dén<1/1.000

Phén loai co quan/

Téc dyng khéng mong mudn

hé co quan

Nhi8m khudn va nhim [t gap: viém hong, viém mii

ky sinh trung

Hé mién dich Hi€m gép: phan tng qud mén (bao gém phan

{ng phan v§, phit mach va mé day)

Chuyén hoa va dinh duBng

ft gap: tang cam gidc tham #n

Hé thn kinh Thuding gap: bubn ngd, dau du, chéng mat
[t gap: mét tap trung
Tim Higm gap: tim d4p nhanh, d4nh tréng ngyc

Ho hap, 16ng ngyc va
trung that

ft gap: chay mau cam, khd mii, ho, khd hong,
dau miéng — hdu hong

Tiéu héa Thuing gdp: khé migng
ft gap: budn ndn, dau phdn byng trén, tiéu
chay, kho tiéu, ndn, dau bung, tio b6n

Da va md dudi da ft gap: phat ban

Cd xuong, md lién ket
va xudng

[t gap: dau lung, dau khp, dau co

R@i loan chung va tai chd Thudng gap: mét mdi, suy nhuge

it gap: khat nutic, kho chju, s6t, d& bj kich thich

Anh hubng dén ket qua
xét nghiém

ft gdp: ting creatin phosphokinase méu, tang
alanin aminotransferase, tdng aspartat
aminotransferase, k&t qua kiém tra chifc ning
gan bét thuding, téng cén.

11. Qué liéu va céch xir tri:

Chua co bao céo vé trubing hgp qua liéu. Trong mdt nghién cifu 1am sang
vé d9 an toan clia rupatadin, liu hang ngay 100 mg ding trong 6 ngay
van dung nap t6t. Tac dyung khdng mong mudn thuting gip nhét 1a budn
ng. Néu khdng may nudt phai mdt lugng thuc qua 16n, can diéu trj tridu
chitng va thyc hién cac bién phap hd trg cin thiét.

12. Déc tinh dugc luc hoc:

Nhém duge Iy: khéng histamin tc dung toan thdn, ma ATC: RO6A X28
Rupatadin Ia thuSc khang histamin th& hé hai, d6i khang histamin tac
dung kéo dai, hoat tinh d6i khang chon loc trén thy thé H1 ngoai vi. Mot
s chdt chuyén héa clia no (desloratadin va chat chuyén héa hydroxyl)
van con hoat tinh khang histamin va c6 thé gép phan vao tac dyng toan
phén cla thudc.

Trong cac nghién c(u in vitro, rupatadin nong do cao (¢ ché sy giai phong
hat clia t& bao mast gay ra bi kich thich mi&n djch va khong mién dich
ciing nhu sy giai phéng cytokine, déc bigt 12 TNF, trong t& bao mast va
monocyte ngudi. Sy lién quan dén Iam sang clia nhitng dir ligu thu thap
duge con cdn duge xéc nhén.

Nghién ciu Idm sang trén nguti tinh nguyén (n = 375) va bénh nhan (n =
2650) bj viem miii dj ing va mé day ty ph4t man tinh cho th4y rupatadin
liu2 ~ 100 mg khong anh hubng dang k& dén dién tam d6.

Mé day tiy phat man tinh dugc sit dyng lam m6 hinh nghién c(u Idm sang
cho céc chng ndi mé day, do sinh Iy b&nh I3 nhu nhau bdt ké nguy8n
nhan, va vigc lya chon bénh nhan tham gia nghién ctu dé dang hon. Do
sy gidi phong histamin Ja y8u t6 nguyén nhan gay n6i mé day, nén
rupatadin dugc cho 2 lam giam trigu chling mé day man tinh ty phét oling

nhu céc dang mé day khéc, theo cdc hu6ng dén 14m sang.

Trong mt thi nghigm c6 déi ching trén bénh nhan mé day tif ph4t man
tinh, rupatadin ¢6 higu qua gidm ng(ta sau 4 tudn didu rj (gidm ngda khi
dung rupatadin Ia 57,5% so véi khi dung placebo 12 44,9%) va gidm s6
bénh nhén bj do da trung binh (54,3 % khi diing rupatadin so véi 39,7%
khi dung placebo)

13. Ddc tinh dugc dfng hoc:

- Hap thu va sinh kha dung:

Rupatadin dugc hdp thu nhanh sau khi udng, t,, xdp xi 0,75 gits sau khi
ubng. C,,, trung binh 12 2,6 ng/ml sau khi udng liéu don 10 mg va 4,6
ng/ml sau khi udng liu don 20 mg. Céc thong s dugc dong hoc ty 18
tuy&n tinh trong khodng liéu tir 10 mg d&n 20 mg, liéu don va liéu I3p lai.
Sau khi udng liéu 10 mg x 1 14n/ngay trong 7 ngay, C,,, trung binh 12 3,8
ng/ml. Néng dd thudc trong huyét tuong gidm theo ham mii hai v6i thdi
gian béan thai 12 5,9 gid. TV 18 gén ket v6i protein huyét tuong 12 98,5 —
99%.

Khong c6 dif liéu v& sinh kha dung tuy@t ddi clia rupatadin do rupatadin
chua dugc dung dubing tiém & ngudi.

- Anh hudng cia thie an:

Thitc &n 1am téng phoi nhiém rupatadin toan than (AUC) 18n 23%. Mifc d9
phai nhi&m véi mot trong cac chat chuyén héa c6 hoat tinh clia thudic va
chdt chuyén héa chinh khong c6 hoat tinh gdn nhu giong nhau (gidm
khodng 5% va 3% tudng (tng). Thdi gian dat ndng dg thudc t6i da trong
huyét tuong (t,..) cham lai 1 gid. Néng dg thudc t6i da trong huy&t tudng
(Cya) khBng bj anh hubng bdi thitc dn. Nhiing khéc biét nay khéng cé y
nghfa lam sang.

- Chuyén hda va thai tru:

Trong mgt nghién cifu vé théi trif thubc trén ngudi (40 mg “C-rupatadin),
34,6% lugng dénh dau phong xa dugc tim thdy trong nudc tiéu va 60,9%
trong phan sau 7 ngay. Rupatadin dung dudng udng bj chuyén héa dang
ké trudc khi vao tudn hodn méu. Lugng hoat chét khong bj bién d6i fim
thdy trong nuéc tiéu va phén 1a khong dang ké, c6 nghia 1 rupatadin gdn
nhu bj chuyén héa hoan todn. Chat chuy&n hda c6 hoat tinh desloratadin
va céc din xudt hydroxyl khac chiém khodng 27% va 48% tudng itng
trong tdng lugng phoi nhiém rupatadin todn than. Nghién ciu in vitrotrén
microsome gan ngudi cho thdy rupatadin chii y&u dugc chuyén héa bdi
cytochrome P450 (CYP3A4).

- Bénh nhan dic bigt:

Trong mgt nghién ciu trén tinh nguyé&n vién khoe manh so sanh két qua
gilia ngui tré tudi va ngudi 16n tudi, AUC va C.,, clia rupatadin & ngudi I6n
tudi cao han so véi ngudi tré tui. Didu nay co thé do & ngudi 16n tudi,
chuy€n hoa 1an ddu qua gan bj suy giam. Khong ghi nhan sif khac biét khi
phan tich nhiing chét chuyén héa clia rupatadin. Thdi gian ban thai
rupatadin & tinh nguy&n vién 16n tudi va tré tudi 1a 8,7 va 5,9 gid tuong
{ng. NhiIng k&t qua nay-ciia rupatadin va chét chuyén héa khong khong
6 Y nghia 14m sang nén c6 thé k&t ludn khong cdn diéu chinh liéu cho
ngudi cao tudi khi diing liéu 10 mg.

14. Quy cach ddng gdi: VI AlwAlu. Hop 03 vi x 10 vién.

15. Diéu kign bao quan: Noi kho mat, nhiét do khong qua 30°C, tranh -
anh sang

16. Han diing: 36 thang k& tif ngay san xuat

17. Tiéu chudn chét lugng ciia thudc: Tidu chudn cosb
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