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10 mg vién nén phan tan trong miéng
Bilastine 10mg
Thudc nay chi dung theo do'n thuéc
Pé xa tam tay tré em. Doc ki huwé'ng dan sir dung truére khi dung.

TEN THUGC
BILAXTEN® 10 mg vién nén phan tan trong miéng

THANH PHAN DINH TiNH VA BINH LUO'NG
Mai vién nén phan tan trong miéng chira 10 mg Bilastine.
Danh muyc ta dugc day di : xin xem muc 6.1

DANG BAO CHE
Vién nén phan tan trong miéng
Vién nén mau trang hinh tron, hai mét hoi 6, duemg kinh 8 mm

DAC TiNH LAM SANG

Chi dinh

Diéu trj trigu chirng trong trurng hop viém mi di (g (quanh ndm hoac theo mia) va may day.
Thudc nay dugc dung cho tré tir 6 — 11 tudi c6 can nang tir 20kg trér Ién.

Liéu lwo'ng va cach str dung

Liéu lugng
Tre em

- Tré tir 6 — 11 tudi c6 can nang tur 20kg tr&r én:
10 mg bilastine (1 vién nén phéan tan trong miéng) mot [an/ngay dé digu tri trigu chirng viém mii
di ing (thurong xuyén hodc theo mua) va may day.

Can udng thudc vao thai diém 1 gior trrde hodc 2 gio sau an hodc uéng nurdre trai cay (Xem
thém muc 4.5)

- Tre dudi 6 tudi va can nang dudi 20kg:
Cac dir liéu ve viéc dung thudc cho Iira tudi nay dugrc liét ké & muc 4.4, 4.8, 5.1 va 5.2 nhung
chura co khuyén co vé ligu lugng. Do do, khdng ding bilastine cho d6 tudi nay.

Ngudi 1én va thanh thiéu nién (tir 12 tudi trd 18n): thich hop dung vién nén bilastine 20mg.

Do dai ieu tri:

Trong digu trj viém mdi dj (rng, viéc digu tri chi giéi han trong khoang thri gian ¢ tiép xic véi yéu
t6 di nguyén. Trong diéu trj viém mdi dj (rng theo mua, ¢4 thé ngirng thudc khi hét triéu chirng va
str dung lai khi triéu chirng xudt hién tr¢ lai. Trong diBu tri viém mdi dj (g quanh nam, nén st
dung thudc lién tuc trong suét thari gian tiép xdc vai di nguyén. Trong diéu tr may day, thei gian
diéu tri phu thugc vao dang may day, thoi gian va dién bién cla triéu chirng.

Béi trong dac biét

Bénh nhan suy than

Tinh an toan va hiéu qua cua bilastine trén bénh nhén tré em suy than chua dugc nghién clru
day du. Cac nghién ctru thure hién trén ngudi tredng thanh trong nhém nguy co dic biét (bénh
nhan suy than) cho thay khong can chinh ligu trén bénh nhan la ngudi trudng thanh suy than
(Xem phan 5.2).

Bénh nhan suy gan

Tinh an toan va hiéu qua cua bilastine trén bénh nhan tré em suy gan chura dugc nghién clru day
da. Chura co dir liéu Iam sang vé viéc dung thudc trén bénh nhan suy gan ¢ ¢4 ddi turong nqu i
trré'ng thanh va tré em. Tuy nhién, do bilastine khdng chuyén hoa qua gan ma chu yéu thai trr
dudi dang khang bién ddi qua nurére tiéu va phén, tinh trang suy gan cé thé khdng 1am ndng do
thude trong méu vurgt qua gidi han an toan. Do do, khong can chinh ligu trén bénh nhan |a nqu e
trudng thanh bi suy gan (Xem phan 5.2).

Céach dung

Dlng dudng uéng

Vién nén phén tan trong miéng nén khi duoc ngam ¢ trong miéng sé tan nhanh trong nuréc bot,
do do sé rat dé nuct,

Ngoai ra, vién nén phan tan trong miéng co thé dugc hoa tan vao nuéc trudc khi udng. Khong
nén dung nurdc budi chim hodc bt clr nuée trai cay nao khac dé hoa tan vién thude (xem muc
45)

Chang chi dinh
Chdng chi dinh cho cac bénh nhan qua man vdi bilastine hodc bat cir thanh phan ta dugc nao
cua thue dugc liét ké trong muc 6.1.

Lwu y va than trong khi sir dung

Tré em

Thong tin vé hiéu qua va do an toan cua bilastine trén tré em dudi 2 tudi van chua dugc nghién
clru day du va cé it kinh nghiém Iam sang ve viéc dung thudc cho tré tir 2 - 5 tudi do do khéng
nén dung bilastine cho nhém tudi nay.

Trén bénh nhéan suy than nang hodc trung binh, viéc str dung dong thai bilastine véi cac chat e
ché glycoprotein P nhu ketoconazol, erythromycin, cyclosporin, ritonavir hodc diltiazem c6 thé
lam tang nong do bilastine trong huyét tuong, do dé lam tang nguy co xay ra phan (rng bét loi.
Vi véy, can tranh st dung dong thoi bilastine va cac chat ac ché glycoprotein P trén bénh nhan
suy than nang hodc trung binh.

Tworng tac thude va cac dang tuong tac khac ‘
Cac nghién clru vé twong tac thude chi duge thire hién trén ngudi treang thanh va duoc tom tat
duai day:

Tuong tac voi thare an: Thire an cé thé 1am gidm sinh kha dung duong udng cla bilastine vién
nén khoang 30% va giam sinh kha dung dudng udng cua bilastine vién nén phan tan trong miéng
la khoang 20%.

Tugng tac voi nudc budi chum: udng bilastine 20 mg véi nuée buai chum lam giam sinh kha
dung cta thudc 30%. Hién tugng nay co thé xay ra voi cac loai nurdc trai cay khac. Mirc do giam
sinh kha dung co thé dao dong giira cac ché pham va cac loai hoa qua khac nhau. Co ché cua
trong tac nay la théng qua qua trinh Grc ché OATP1A2, mot chét van chuyén bilastine tir duong
tiéu hoa vao mau (xem muc 5.2). Cac thudc 1a co chat hodc chét (rc ché OATP1A2 nhur ritonavir
hodc rifampicin c6 thé lam gidm nong do bilastine trong huyét tuong.

Tugng tac véi ketoconazol hodc erythromycin: Udng dong thai bilastine 20mg va ketoconazol
400mg ngay 1 Ian hodc erythromycin 500mg 3 lan/ngay cd thé lam ting AUC cua bilastine 2 an,
tang C., 2-3 lan. Biu nay co thé gidi thich do twong tac véi cac chét van chuyén dura thudc tr
lai long 6ng tiéu hoa, do bilastine la co chét clia P-gp va khong bi chuyén hoa (xem phan P5.2).
Nhirng thay d6i nay co thé khong anh huéng dén mirc do an toan cua bilastine ciing nhur
ketoconazol hoac erythromycin. Cac thudc khac ciing la co chat hoac chat trc ché P-gp, vi du
nhu cyclosporine, ciing co nguy co' lam tang ndng do huyét tuong cla bilastine.

Tuong t4c voi diltiazem: Uong dong thoi bilastine 20 mg 1 1an/ngay va ditiazem 60 mg 1
lan/ngay lam tang ndng d C. cla bilastine Ién 50%. Diéu nay co thé li giai do tuong tac vai cac
chat van chuyén dua thudc trd lai long 6ng tiéu hoa (xem phan 5.2), va c6 thé khong anh huong
dén mirc d6 an toan cua bilastine.

Tuong téc véi rwou: Trang théi tam than van ddng sau khi uéng dong thoi rugu va 20 mg
bilastine 1 lan/ngay tuong tu nhu két qua ghi nhan sau khi ugng ddng thoi ruou va gia duore.

Tuong tac véi lorazepam: Udng dong thoi bilastine 20 mg 1 [an/ngay va lorazepam 3 mg 1
lan/ngay trong 8 ngay khdng |am tang tac dung trén hé than kinh trung wong cla lorazepam.

Nhém bénh nhan tré em

Chua c6 nghién clru vé twong tac thude duge thyc hién trén tré em ding bilastine vién nén phan
tan trong miéng. Vi khong cd kinh nghiém lam sang vé trong tac cta bilastine vi cac thuac khac,
thirc &n hodc nudc tréi cay trén tré em nén ket qua cua cac nghién clru trong tac trén nguoi
truong thanh ciing dugc can nhac khi ké don thudc bilastine cho tré em. Chura c6 dir liéu [am
sang trén tré em cho thay cac thay doi v& AUC va Cr. do tuong tac anh hudng dén tinh an toan
cta bilastine.

Thudc nay chira it hon 1 mmol natri (23mg)/vién, nghia a v& co ban Ia *khong co natri”

4.6. Tac dong trén kha nang sinh san, phu nit c6 thai va cho con bu
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109X1D
S Bilastine | Al Bilastine
H o7 Quan - 20mg Doses ___
Tan sudt | Phan irng bét loi N=1697 N=2525 —_—
Rai loan tiéu hoa . o |
Pau bung trén 11 (0,65%) 14 (0,55%)
Pau bung 5 (0,30%) 5 (0,20%) R
Budn nén 7(0,41%) | 10(0,40%) )
Khong phé bin Kif:h (rng da day 3 (0,18%) 4 (0,16%) e
Tiéu chay 4(0,24%) 6 (0,24%) —
Kho miéng 2 (0,12%) 6 (0,24%)
Kho tiéu 2 (0,12%) 4 (0,16%)
Viém da day 4 (0,24%) 4(0,16%)
Rai loan da va mé mém
Khong phé bisn | Mén ngira [ 2(012%) | 4(0.16%)
Rai loan chung
M8t moi 14(0,83%) | 19(0,75%)
Khat 3 (0,18%) 4(0,16%)
Khéng phd bién Tang finh trang mét moi san co 2 (0,12%) 2 (0,08%)
St 2.(0,12%) 3 (0,12%)
Suy nhugc 3(0,18%) 4(0,16%)
Cac chi s xét nghiém
Tang gammaglutamyltransferase 7 (0,41%) 8 (0,32%)
Tang alanine aminotransferase 5(0,30%) 5(0,20%)
Khong phé bién Ta:mg afpartaAte amipqtransferasg 3 (0,18%) 3(0,12%)
Tang ndng d¢ creatinin trong mau 2 (0,12%) 2(0,08%)
Tang ndng do triglicerid trong mau 2(0,12%) 2 (0,08%)
Tang can 8(047%) | 12 (0,48%)

Chua r6 tan suét (khong tinh toan duoc tr cac dir ligu hién co): danh tréng ngue, nhip tim
nhanh va phan (rng qua man (nhu séc phan vé, phi mach, kho ther, phat ban, sung/phu tai chd
va ban do) va non da dugc bao céo trong qua trinh hau mai.

Mo ta phan (rng bat lgi & bénh nhan trugng thanh va thanh thiéu nién

Cac phan (rng bét lgi nhu budn ngu, dau dau, hoa mat chong mét va mét moi da duoc bao cao
& ca nhom diéu trj vai bilastine 20mg hoac vdi gia duoc. BGi vai phan (rng budn ngu, tan suat
khi dung bilastine la 3,06% trong khi d6 gia dugc la 2,86%; DGi voi phan (rng dau dau, tan suét
khi dling bilastine la 4,01% trong khi do gia dugc la 3,38%; Déi vai phan (rng hoa mat tan suat
khi dung bilastine Ia 0,83% trong khi do gia dugc la 0,59%; BGi vai phan (rng mét moi, tan suat
khi dung bilastine la 0,83% trong khi do gia dugc la 1,32%.

Céc thdng tin thu thap duoc tir dir liéu hau mai da khang dinh dac tinh an toan quan sat dugc
trong cac nghién ctru phat trién lam sang.

Béo céo cac trrdng hop nghi ngor tac dung khéng mong muén

Béo cao cac trurong hop nghi ngdr tac dung khong mong mudn sau khi ¢ap phép Ity hanh san
pham Ia rat quan trong. N6 cho phép tiép tuc theo doi can bang loi ich/nguy co cua san pham.
Céc can bg y té dugc yéu cau bao céo bat ky trréng hop nghi ngdr tac dung khong mong mudn
nao thong qua hé théng bao céo quadc gia.

Qua lieu

Chua co dir liéu ve qua ligu o tré em.

Thang tin lién quan dén cac truong hop qua ligu cdp cua bilastine thu thap dugrc tir cac két qua
thir nghiém 1am sang trong giai doan phat trién thudc va dir liéu hau méi. Trong cac nghién clru
lam sang, sau khi dung bilastine voi liéu cao gép 10 dén 11 lan liéu diéu tri (220 mg (liéu don);
hoac 200 mg/ngay trong 7 ngay), tan suat xuét hién phan (rng khong mong mudn trén ngu i tinh
nguyén cao gap 2 fan so vai gia dugc. Tac dung khang mong muén duoc ghi nhan nhigu nhat 1
chong mét, nhirc dau va budn ndn. Khong ghi nhan phan (rng bat lgi nghiém trong no ciing nhur
su kéo dai dang ké khoang QT trén dién tam do. Thong tin thu thap duorc tir cac dir liéu hau mai
thong nhat vai cac bao cao trong cac thur nghiém 1am sang.

Mot nghién ciru chéo thong qua thong s6 QT/QT hiéu chinh da dugc tién hanh trén 30 ngudi tinh
nguyén khoe manh nham danh gia tac dong cua bilastine liéu 1ap lai (100mg x 4 ngay) [én su tai
phan cyc tam that. Nghién ciru da chi ra rang ché d6 dung néu trén khong lam kéo dai dang ké
gia tri QT hiéu chinh.

Trong truomg hop qua liéu, can ap dung cac bién phap diéu trj triéu chirng va didu tri hé tro.
Chura co thude doi khang dac higu cho bilastine.

PAC TINH DUOC LY

Pac tinh dwore lue hoc

Nhom dugre Iy: ThuGe khang histamin str dung dudng toan than, cac thude khang histamin khac
str dung dudng toan than. Ma ATC la ROBAX29.

Co ché tac dung
Bilastine la mot chét déi khang histamin khong gay budn ngu, c6 tac dung kéo dai, d6i khang chon
loc trén thu thé H1 ngoai vi va khdng ¢o ai luc vai thu thé muscarinic.

Bilastine (rc ché cac phan (rng man ngira, ban dé trén da do histamin trong vong 24 gi¢' sau khi
st dung mot liéu don.

Hiéu qua lam sang

Hiéu qua cua bilastine da dugc nghién clru trén ngudi truong thanh va thanh thiéu nién. Theo
nguyén tac, hiéu qua da dugc chirng minh nay cd thé ngoai suy cho tré em, thi sur phoi nhiém
toan than voi bilastine 10mg khi dung cho tre em tr 6 — 11 tuéi co trong lwong co thé it nhat 1a
20kg turong duong voi su phai nhiém toan than voi bilastine 20mg khi dung cho ngudi trrdng
thanh (Xem muc 5.2). Viéc ngoai suy dir liéu tor ngu @i trugng thanh va thanh thiéu nién la hoan
toan phu hop doi vai thude nay vi sinh Iy bénh hoc viém mii di (rng va may day la nhu nhau di
vOi moi lra tudi.

Trong cac thur nghiém lam sang dugc thure hién trén nguei I6n va tré vj thanh nién co viém mdi
di irng (theo mua hodc quanh nam), bilastine 20 mg, str dung mot lan mot ngay trong vang 14-28
ngay, dem lai higu qua trong viéc lam giam cac triéu chirng nhu hat hoi, chay nuéc mii, nglra
mi, ngat mdi, chdy nurérc mat va do mét. Bilastine kiém soat hiéu qua céc triéu chirng trong vong
24 gid.

Trong hai thu nghiém 1am sang duoc thue hién trén bénh nhan may day nguyén phat man tinh,
bilastine 20 mg, udng mot Ian/ngay trong 28 ngay chirng minh dugc hiéu qua trong Iam giam
mirc do nglra va giam s6 lrgng, kich thudc cla cac vét san cing nhu cam giac kho chiu cla
bénh nhan do may day. Bénh nhan cai thién dugc chat lugng giac ngu va do do, cai thién chat
lrong cude song

Khong co truong hop nao kéo dai khodng QT hiéu chinh hoac tac dung khéng mong mudn trén
tim mach duge ghi nhan trong cac thir nghigm lam sang cua bilastine, ngay ca vdi lieu 200 mg
mai ngay (gp 10 an ligu didu tri) trong vong 7 ngay trén 9 bénh nhan, hodc tham chi ngay ca khi
cuing phéi hop véi cac thude (re ché P-gp, nhu ketoconazole (24 bénh nhan) va erythromycin (24
bénh nhan). Thém vao do, mét nghién clru theo doi khoang QT ciing da duoc thuc hién trén 30
ngudi tinh nguyén.

Trong cac thir nghiém lam sang c6 kiém soat, khi str dung ligu khuyén cao la 20 mg mét lan/
ngay, dr liéu vé tinh an toan trén hé than kinh trung uong cla bilastine trong duong voi gia
dugc va ti suat ghi nhan tinh trang budn ngu khdng khac biét co y nghia théng ké so vai gia
dugc. Cac thir nghiém 1am sang cho thdy bilastine vai liéu 40 mg mét [an/ngay khong anh huang
dén hoat tinh tam than van dang ciing nhur kha nang lai xe duroc danh gia thong qua mot bai kism
tra lai xe quy chuan.

Ngudi cao tudi (= 65 tudi) dugc Iva chon trong nghién ctru pha Il va pha Ill, két qua cho thay
khong ¢d sir khac biét trong hiéu qua cling nhu d6 an toan khi so sanh vai nhom bénh nhén tre
tuéi hon.

Tinh an toan |am sang

-



4.6. Tac dong trén kha nang sinh san, phu nir ¢6 thai va cho con ba
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| @hdng co hodc co rét it dir liéu vé viéc sur dung bilastine trén phu nir ¢4 thai.
Nghién ctru trén dong vat khang cho thdy tac dong co hai truc tiép hodc gnan tiép 1én kha nang
sinh san, st phat trién cta bao thai va sau sinh (xem phan 5.3). Tuy nhién, dé dam bao an toan,
tranh str dung BILAXTEN trong giai doan mang thai.

Phu nir cho con b Chura cé nghién ciru tién hanh trén ngudi xem ligu bilastine ¢o bai xudt vao
sira me hay khéng. Dir ligu dugc dong hoc hién co trén dong vét cho thay bilastine dugc bai xuat
vao trong sira. Trén thyc t€, can quyét dinh tiép tuc/nglrng cho con bu hay tiép tuc/nglrng str
dung BILAXTEN dura trén trong quan gitra loi ich cla viéc b me cho tre va lgi ich clia me khi
str dung bilastine.

Iagdong_tLe_mamngﬁmh_sﬁ[L Chura ¢o hoac rét it bang chirng 1am sang. Mot nghién ciru trén

chudt cho thdy khdng co tac dong tiéu cuc ndo trén chirc nang sinh san (xem phan 5.3).

4.7. Tac dong Ién kha nang lai xe va van hanh may moc

Mot nghién ciru dugc thyc hign dé danh gia tac dong cua bilastine lén kha nang lai xe da cho
thay viéc str dung liBu 20 mg khong anh hudng dén kha nang lai xe. Tuy nhién, bénh nhan can
dugc thong bao rang co mét s6 trudmg hop hiém gap co thé thdy budn ngu va anh hudong dén
kha nang van hanh may méc tau xe.

4.8. Tac dung khéng mong mudn

Tom tat dac tinh an toan trén ddi tugng bénh nhan tre em

Trong céc thir nghiém lam sang, tan suat, chung loai va mirc do nang cua cac tac dung khong
mong mudn trén thanh thigu nién (tir 12 — 17 tudi) tvong ty nhur trén nguoi trudng thanh. Thang
tin thu nhan duge tir cac nhdm bénh nhan nay (thanh thiéu nién) trong cac nghién ciru hau mai
ciing trong ty nhu ghi nhan durgc trong cac nghién ciru 1am sang.

Ty I& tré em (2 - 11 tudi) co bao co tac dung khong mong muén sau khi diu tri bang bilastine
10mg trong viém mdi dj (rng hodc may day ty phat man tinh trong nghién c(ru lam sang 12 tuan
cd kiém soat |a trong tur so véi bénh nhan dung gia dugc (68,5% o v6i 67,5%).

Céc tac dung khéng mong mudn phd bién nhét dugc bao cao trong thir nghiém lam sang trén
291 bénh nhan tré em (2 - 11 tudi) (260 tré em tham gia nghién ctru ve tinh an toan va 31 tre em
tham gia nghién c(ru dugc dong hoc) dung bilastine (vién nén phén tan trong miéng) la dau dau,
budn ngu, chéng mat va mét moi. Cac phan (rng nay xudt hién vai tan suét twong tu tan suét ghi
nhan dugrc trén 249 bénh nhan str dung gia dugc.

Bang tom tat phan (rng bat li cua thudc trén tré em

Céac phan (rng bét loi it nhat ¢ thé lién quan dén bilastine va dugc bao cao trong hon 0,1% bénh
nhan tré em (tlr 2 — 11 tudi) dung bilastine 20mg trong giai doan phat trién 1am sang cua thudc
dugc phan loai duédi day.

Tan suat ghi nhan nhu sau;

Rét phd bién (=1/10)

Ph3 bién (21/100 to <1/10)

Khong pho bién (=1/1.000 to <1/100)

Hiém gap (=1/10.000 to <1/1.000)

Rat hiém gap (<1/10.000)

Khang 1o (khdng thé udc tinh dugc tir cac dir liéu hién co)

Cac phan (rng hiém gap, rat hiém gap va khong rd khdng dugc ghi vao bang.

~ Hécoquan ~ Bilastine | Placebo

Tansuft | Phanirng bdtloi 10mg (n=291)' | (n=249)

Nhiém tring va nhiém ki sinh tring

Phg bién | Viém mii | 3(.0%) | 3(1.2%)

R6i loan hé than kinh

Phé bién Pau dau 6 (2.1%) 3 (1.2%)

Knéng phé bién |12 mat chong mé 1(0.3%) 0 (0.0%)
Mét tinh tao 1(0.3%) 0 (0.0%)

RGi loan vé mat

Phd bién Viém két mac dj irng 4 (1.4%) 5 (2.0%)

Knhong phd bién | Kich (rng vé méat 1 (0.3%) 0 (0.0%)

R&i loan tiéu hoa

Pho bién Bau bung/dau vung thuong vi 3 (1.0%) 3(1.2%)
Tiéu chay 2 (0.7%) 0 (0.0%)

Khéng pho bién | Bubn non 1(0.3%) 0(0.0%)
Phu moi 1(0.3%) 0(0.0%)

Rdi loan da va mé mém

Khéng phd bign |-Cam 1(0.3%) 0 (0.0%)
May day 2 (0.7%) 2 (0.8%)

Rai loan chung

Khdng phé bign | Mét moi [ 207%) | 0(0.0%

“260 tré em tham gia nghién c(ru an toan lam sang va 31 tré em tham gia nghién c(ru duge dong
hoc

M6 ta phan (rng bat lgi ¢ tré em

Pau dau, dau bung, viém két mac di (rng va viém mili da duoc bao cao ¢ ca nhom tré digu trj v
bilastine 10mg hoac voi gia dwgc. Tan suat dugc bao cao la 2,1% va 1,2% bi dau dau; 1% va
1,2% bj dau bung, 1,4% va 2% bj viém két mac di rng, 1% va 1,2% viém mii.

Trong céc thir nghiém Iam sang, s6 lugng tac dung khdng mong mudn gap phai o bénh nhan
trugng thanh va thanh thigu nién bj viém mdi dj ('ng hodc may day nguyén phat mén tinh dugc
didu tri bang bilastine 20 mg twong ty véi sd lrgng ghi nhan trén bénh nhén st dung gia duroc
(12,7% so voi 12,8%).

Céc thr nghiém 1am sang pha |l va pha Il dugc tién hanh trong giai doan phét trién lam sang trén
2525 bénh nhan trurng thanh & thanh thigu nién digu tri véi cac lisu khac nhau cua bilastine,
trong d6 co 1697 bénh nhan dung bilastine 20mg. Trong céc thir nghiém nay 6 1362 bénh nhan
dung gia dugc. Cac phan (rng bat lgi cua thude (ADRs) thurdng ghi nhan dugc trén bénh nhan
str dung bilastine 20mg dé diéu tri viém mii dj (rng va may day tu phat man tinh la dau dau, budn
ngu, chong mat va mét moi. Cac phan g nay xudt hién vai tan suat tuong ty tan suét ghinhan
dugec trén bénh nhan str dung gia duoc.

ni
Cac phan rng bét lgi it nhat co thé lién quan dén bilastine va dugc bao céo trong hon 0,1% bénh
nhén diing bilastine 20mg trong giai doan phat trién lam sang cua thudc duc phan loai dudi day.

Tan sudt ghi nhan nhu sau:

R4t phé bién (21/10)

Pho bién (21/100 to <1/10)

Khong phd bién (=1/1.000 to <1/100)

Hiém gap (=1/10.000 to <1/1.000)

Rét hiém gap (<1/10.000)

Khdng rd (khéng thé uére tinh dwgce tir cac di liéu hién co)

Céc phan (rng hiém gép, rat hiém gép va khong ro khong dugrc ghi vao bang.

Bilastine All Bila
Hé co quan 30 g Dos:'*”e
Tan sudt | Phén (rng bét loi N=1697 N=2525
Nhiém truing va nhiém ki sinh tring
Khang pho bisn | Herpes miéng | 2(0412%) | 2(0,08%)
RGi loan chuyén héa va dinh dudng
Khong phé bién | Tang cam gic them an | 10(059%) | 11(0.44%) |
R6i loan tam ly
11 ok Lo léing 6 (0,35%) 8 (0,32%)
Khong pho bien 1=y e ot 2(012%) | 4(0,16%)
— R6i loan hé than kinh
i o o Phé bién Buon ?gu 52 (3,06:/o) 82 (3,25%)
— Dau dau 66 (4,01%) | 90 (3,5%
Khéng phé bién Hoa mat, chong mét 14(083%) | 23(091%) |
e | Rdi loan dc tai, tien dinh
— Khéng phé bién U tai 2 (0,12%) 2 (0,08%)
p— Chong mét 3(0.18%) | 3(0.12%) |
I Réi loan nhip tim ]
Blgc nhanh phai 4 (0,24%) 5 (0,20%)
Réi loan nhip xoang 5(0,30%) 5 (0,20%)
Khong phé bién Kéo dai khoang QT trén dién tam do 9(053%) | 10(0,40%)
B4t thurong khac trén dién tam do 7(041%) | 11(0.44%)
RGi loan hé hap, long ngu'c va trung that
Kho the 2(0,12%) 2 (0,08%)
Khéng phd bién Kho chiu & mii 2(0,12%) 2 (0,08%)
Khalmti 3(0.18%) 6 (0.24%)

5.2,

5.3.

6.2.

6.3.

6.4.

6.5.

6.6.

Tinh an lam

Trong mot thir nghlem lam sang co kiém soat kéo dai 12 tuan thuc hign trén tré do tuoi tr 2— 11
tudi (1ng s6 509 tré, 260 tré dugc didu tri bang bilastine 10mg: 58 tré & do tudi tir 2 - 6 tudi, 105
tré & do tudi tir 6 — 9 tudi va 97 tré ¢ dg tudi tir 9 — 12 tudi va 249 tré duoc dugc digu tri voi gia
durac: 58 tré & d6 tudi tir 2 - 6 tudi, 95 tré & do tudi tir 6 - 3 tudi va 96 tré & do tudi tir 9 - 12 tudi)
@ ligu khuyén cao cho tré em la 10mg 1 Ian/ngay tinh an toan cta bilastine (n -260) turong tu nhur
véri gia dugc (n=249), tac dung khdng mong mudn Ia 5,8% va 8% trong (rng ¢ bénh nhan ding
bilastine 10mg va gia dugc. C4 bilastine va gia dugc déu lam gidm nhe tinh trang lo mo va an
than khi danh gia thang diém bubn ngui & tré (Peadiatric Sleep Questionaire) trong suét nghién
clru nay, khéng co su khéc biét dang ké co tinh théng ké gitra cac nhom diéu tri. O nhom tré co
do tudi tir 2 - 11 tudi, khdng quan sat thay sy khac biét dang ké khoang QT hiéu chinh sau khi
dung 10mg bilastine 1 &n/ngay so véi gia dugc. Cac cau hoi dé danh gia chét lugng cudc song
(Quality of Life quesnonalre) danh riéng cho tré em viém mii dj (rng hodc may day man tinh cho
thdy mirc d6 tang chung cla diém danh gia qua 12 tuan khong co su khac biét dang ké mang y
nghia théng ké gitra bilastine va gia dugc. Trong tong s6 509 tré tham gia nghién clru thi o 479
tré bj viem mii dj (rng va 30 tré may day man tinh. 260 tré duoc diéu tri voi bilastine co 252
(96,9%) tré bj viem mdi dj (g va 8 (3,1%) tré bi may day man tinh. Tuong tu, 249 tré dung gia
durac c6 227 (91,2%) tré bj viem mii dj (rng va 22 (8,8%) tré bj may day man tinh.

Tré em .
Co quan quan Iy dugc pham Chau Au (EMA) da tri hoén nghia vu phai ndp két qua nghién clru
lam sang cla bilasting trén nhom déi twgng tré em dudi 2 tudi (Xem thém muc 4.2)

Pac tinh dwoc dong hoc

Hap thu

Bilastine dugc hdp thu nhanh sau khi udng va dat nong do tGi da trong huyét trong sau khoang
1,3 gi¢r. Thude khong bj tich 1dy. Gia trj sinh kha dung duramg udng trung binh cua bilastine la
61%.

Phén bo

Nghién ctru in vitrova in vivo cho thay bilastine la mot co chét cua P-gp (xem muc 4.5: trong tac
v&i ketoconazol, erythromycin va diltiazem) va co chat cia OATP (xem muc 4.5, tuong tac voi
nudc budi chum). O liu diéu tri, ti & gan véi protein huyét trong cua thudc 1a 84-90%.

Chuyén hoa

Két qua cac nghién ctru in vitro cho thdy bilastine khong cam (rng hodc (re ché hoat tinh cla
CYP450.

Thai trr

Trong mét nghién clru ¢an bang khdi ducre thire hién trén ngur tinh nguyén khoe manh, sau khi
uéng mét litu don 20 mg “C-bilastine, gan nhur 95% liéu dung duoc tim thdy trong nudc tiéu
(28,3%) va phan (66,5%) dudi dang bilastine khong bién doi. Bigu nay cho thay bilastine khang
duroc chuyén hoa nhiéu trong co thé ngudi. Thoi gian ban thai trung binh tinh trén nguai tinh
nguyén khoe manh la 14,5 gid.

Mrc do tuyén tinh

Bilastine biéu hién mé hinh durac dong hoc tuyén tinh trong khoang ligu nghién ctru (5 dén 220
mg), v&i mirc dg dao dong nho gitra cac ca thé.

Bénh nhan suy than
Hiéu qua cua bilastine trén bénh nhan suy than dugc thuc hién trong cac nghién ctru trén ngu oi
trwong thanh.

Trong mét nghién ctru trén cac bénh nhan suy than, gia tri trung binh (SD) cua AUC,, . tang tir
737,4 (£260,8) ng x gio/ml trén bénh nhan chirc nang than binh thurdng (46 loc cau than: >80
ml/phit/1,73 m?) lén 967,4 (+140,2) ng x gio/ml trén bénh nhan suy than nhe (D loc cau than:
50-80 mi/phdt/1,73 m?), 1384,2 (+263,23) ng x gio/ml trén bénh nhan suy than trung binh (P4 loc
cau than: 30 - <50 ml/phat/1,73 m?), va 1708,5 (+699,0) ng x gio/ml trén bénh nhan suy than nang
(Bé loc cau than: < 30 mi/phut/1,73 m?). Gia trj frung binh (SD) cua thoi gian ban thai cla bilastine
la9,3 h (+2,8) trén cac bénh nhan binh thudng, 15,1 h (+ 7,7) trén bénh nhan suy than nhe, 10,5
h (+ 2,3) trén bénh nhan suy than trung binh va 18,4 h (+ 11,4) trén bénh nhan suy than nang.
Qua trinh bai xut qua nudrc tiéu gan nhu dugc hoan tét sau 48 -72 gidr trén tt ca cac ddi tugng.
Nhirng thay doi vé dugc déng hoc nay khdng cho thdy anh hudng rd rét trén lam sang trén do
an toan cua bilastine, do néng do thudc trong huyét trong trong truéng hop bénh nhan suy than
van nam trong khoang diéu trj.

Bénh nhan suy gan

Khong cd dir liéu vé dugc dong hoc trén bénh nhan suy gan. O' nguroi, bilastine khong bi chuyén
héa. Do két qua trong nhirng nghién cru trén bénh nhan suy than cho thay duréng thai trir qua
thén la dudng thai trir chinh, qua trinh bai xuat qua mat chi dong gop mot phan rat nho vao su
thai trir clia bilastine. Su thay doi chirc nang gan cd thé khang lam thay d6i dang ké dugc dong
hoc cla bilastine trén 1am sang.

Treem

D{r ligu duoc dong hoc trén tre em thu duge tr mét nghién clru duge dong hoc pha Il bao gom
31 tré em tir 4 - 11 tudi bj viém mdi dj irng hodc may day man tinh dung vién nén phan tan trong
miéng bilastine 10mg 1 lan/ngay. Phan tich dugc dong hoc d6i véi dir liéu ndng do thudc trong
huyét trong cho thdy ligu bilastine 10mg 1 [an/ngay cho tré em tao ra sy phoi nhiém toan than
trong duang véi ligu bilastine 20mg ding cho ngudi 16 va thanh thiéu nién.

Dir liéu an toan tién 1am sang
Céc nghién clru vé do an toan durgc Iy, dc tinh khi dung ligu 1ap lai, déc tinh trén gen, nguy co
gay ung thu cho thdy khong co nguy co dac biét khi st dung bilastine.

Trong cac nghién ciru vé dgc tinh cua bilastine trén sinh san (nghién cru trén chudt trurérc va sau
khi trirng lam 19, nghién ctru trén nguy co' hinh thanh khéng hoan chinh xurang so, xuong trc va
xuong chi cla tho), cac bat thuong chi ghi nhan ¢ liéu gay ddc tinh trén me. Nong do thudc
trong Urng voi NOAELS rat cao (> 30 [an) so véi nong do twong rng & ligu digu trj khuyén cao
trén nguoi.

Trong mot nghién cru ve kha nang bai xuat qua sira, bilastine dugc tim thay trong sira ca chuot
me sau khi udng lieu don 20 mg/kg. Nong do bilastine trong sira bang Y2 trong huyét tuong cua
chudt me. Chura c6 cac nghién clru lién quan trén nguai.

Trong mét nghién ciru vé tac ddng cua thudc trén kha néng sinh san clia chudt, bilastine duoc
s1jr dy_ng Vi ligu 1én }di 1000 mg/kg/ingay khéng gay ra tac dong trén cac co' quan sinh sén duc
va cai. Cac chi s6 lién quan dén kha nang giao phdi, sinh san va mang thai déu khang bi anh
huong.

Mét nghién ciru danh gia sy phén b6 cua thudc trén chudt bang cach do ndng dé thudc co gan
chét phong xa da cho thdy bilastine khong bj tich Iy trong hé than kinh trung wong.

PAC TINH DU'O’C PHAM

.1. Danh sach ta duoc

Mannitol
Croscarmellose sodium
Sodium stearyl fumarate
Sucralose (E955)

Huong nho do (thanh phan chinh: gum arabic, ethyl butyrate, triacetin, methy! anthranilate,
ethanol, d-limonene, linaloal)

Tinh tworng ki
Chua ghi nhan

Han dung
5 nam k& tir ngay san xuét

Dieu kién bao quan
Bao quan ¢ nhiét do khong qua 30°C.

Ban chat va thanh phian cua bao bi

Bilaxten 10mg vién nén phan tan trong miéng dugc dong goi trong vi OPA/AIPVC//A
M®i vi chira 10 vién. Cac vi duoc dung trong hop bia cirng.

Quy cach dong géi: Hop 1 vi x 10 vién, 2 vi x 10 vién, 3 vi x 10 vién, 5 vi x 10 vién.
Khdng phai dang nao ké trén ciing dugc ban trén thj truong.

Luuy khi sir dung

Tét ca cac san pham khong st dung nra hoac vo thudc bo di can duge xr Iy theo quy dinh tai
trng dia phueng.
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