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Bilazin 20

Téo thube

Bilazin 20

Chc dhu higu heu y va khuylin cho khi ding thude
[ n:? 1am ;:yq ‘n’i‘in em

Doc k§ hur sir trurére khi dung

Thanh phin céng mmulc

Thainh phin hoat chat

Bilastine

Thanh phan ta duor.

Lactose monohydrate, wheat starch, sodium starch glycolate, povidone K30,

magnesium stearate

Dang bao ché

Vién nén

\é'ﬁ'n‘v;eﬂ:‘ hinh tru det, mau tréng, mdt mét c6 khéc vach hinh chi thép,
N

Bilazin 20 dugc chi dinh 68 diBu i trigu chimg trong trrivng hop viem mai dj
ung (quanh ném hodc theo mua) v may day.

Cach dung, ligu ding

Bilazin 20 duoc dung béng dutmg udng.

Sir dung cho ngudrn lom VA tré em trén 12 wéi

LiBu dimg 20 mg (1 vién) x 1 IAn/ngay dé digu trj triéu ching viém madi dj (mg
(thuremg xuyén hodc theo mua) va may

Can uing thudc vao thir diém 1 gir trurre hodic 2 gity sau An, NEn ubng toan bd
lidu trong 1 lfin duy nhat trong ngay.

Ngui cao tubi: Khdng can chinh Iidu trén nguii cao tubi, chua cé nhidu bing
chung vé vigc sir dung thube & bénh nhan trén 65 tusi

Tré em dudi 12 tw6i: Thong tin v d8 an toan va hitu qua cua bilastine rén tré
em duél 12 tudi van chua dugc nghién ciru day di,

Bénh nhén suy thin: Khong can chinh (iU rén bénh nhan suy than,

Bénh nhén suy gan: Chua c6 dir liéu |am sang v& viec diing thubc trén bénh
nhan suy gan. Do bilastine khong chuyén héa qua gan ma chu yéu thai trir qua
than, tinh trang suy gan c6 thé khdng IAm nang d¢ thudc trong mau vurg qué gicn
han an toan. Do d6, khéng can chinh figu trén bénh nhan Suy gan,

B daf dot di€u trj: Trong diBu tri viém mai dj g, viéc digu trj chi giGi han trong
khoaing thoi gian ¢6 tép xic vii yu 16 df nguyén. Cuy thé |a, trang didu trj viém
mili dj g theo ma, ¢6 thé nging thude khi hét triéu chimg va sir dyng lai khi
wiéu chirng xulit hién e lai, Trong digu tri viém mai dj (mg quanh ném, nén sir
dung thudic lign te trang theri gian tiép xic véi di nguyén. Trong didu tri may day,
cmman diBu tr) phu thupc vao dang may day, thei gian va dién bién cla triéu

Chéng chi dinh
Chdng chi ainh cho cac bénh nhan qua mén véi bilastine hodc bt cir thanh phan
ta durge no trong ché phim,
Canh béo va than trong khi diing thudc
Théing tin v& hiéu qua va d6 an 10an cba bilastine trén tré em dudi 12 tudi vin
chua duge nghién ciru day di
TLQH bénhﬂhﬁn s:\:y than nang hoac tnfr\g binh, viéc sir dung dbng thei bilastine
hé P ahu
ritonavir hoc diltiazem ¢4 thé lam tAng ndng dd bilastine trong huyét trong, do
46 1am 1ang nguy co xay ra phén tmg bt Ioi. Vi vay, cin tranh sir dung ddng thri
bﬂashw :ﬁ céc chit (rc ché glycoprotein P trén bénh nhan suy than nang hoic
trung binh, : }
Bilazin 20 6 chura 1 dugc lactose. Khang nén diing thuGe nay cho bénh nhan
6 cac vén dé v& di truyBn hiém gap khong dung nap galactose, thiéu hut enzym
lagtase todn phin hay kém hép thu glucose-galactose.
S(r dyng thudc cho phy niF ¢6 thai va cho con b
Phy ni¥ ¢6 thai
Khong c6 hodc c6 rét it dir ligu vé viec sir dung bilastine wén phu nir c6 thai.
Nghin ciru rén dgng vt khang cho thiy tac dong c6 hal irre i6p hodc gian tiép
I&n khi néing sinh sén, su-phat trién ciia bao thai va sau sinh. Tuy nhién, dé dam
bao an toan, tranh sir dung bilastine trong giai doan mang thai.
nt¥ cho con bu
Thong tin vE kha nang bai xut qua sira me caa bilastine vén chura durgc biét rd.
Déc diém nay cling chura dugc nghién clru trén ddng vat. Trén thurc té, ciin quyét
dinh ti#p tuc/ngirng cho con b hay tiép tucingirng sir dung bilastine dia trén
:’Iﬂ"‘g quan gilra lgi ich ciia viéc bu me cho tré va Ii ich cda me khi str dung
ilastine.
Tée dong trén khd ndng sinh sén
Chura c6 ho3c rét it bing chimg Iam sang. MOt nghién ciru trén chudt cho thiy
khéng c6 tac dong tiu circ ndo trén chirc ning sinh san.
Anh hwdmng cia thubc 1én kha néng 4l xe, vAn hanh may méc
MGt nghién etru duge thyc hign dé danh gia tac dong ca bilastine 1én kha ning
14 xe da cho thay viéc sir dung lieu 20 mg khong anh hudng dén kha néing &1
xe. Tuy nhién, bénh nhan ¢an dugc thong bao ring cé mt s trurdmg hop higm
gép cb thé thily budn ngl va anh huéng dén kha ndng van hanh may méc tau
xe.
Twong téc, trong ky cua thudc
Tuong tde cua thudc
Tuong téc vér thire &n: Thire &n c6 thé lam gidm sinh kha dung duémng ubng clia
bilastine khodng 30%.
Tuong tac vén nurde budi chim: Udng bilastine 20 mg voi nuére budn chum lam
giam sinh kha dyng clia thuBic 30%. Hién twong nay cé thé xAy ra voi cac loal
nurGc qué khac. Moc d9 gidm sinh kha dyng c6 th dao dong gilra cac ché phdm
va cac loai hoa qua khac nhau. Co ché cia tuang téc ndy 14 thang qua qua trinh
trc ché OATP1A2, mdt chét van chuyén bilastine tir dudmg tiéu hoa vao mau.
Céc thubc 1A co chat hodc chat (rc ché OATP1A2 nhu ritonavir hodc rifampicin
6 thé [am gidm ndng db bilastine rong huyét t .
Tuong téc voi ketoconazole hodc erythromycin: USng ddng thi bilastine va
ketoconazole hodc erythromycin c6 thé 1am tang AUC ciia bilastine 2 Ian, ting
Cmax 2 - 3 [an. Biéu nay c6 thé gidi thich do tuang tac vori cAc chét van chuyén
dura thudc tr& Jai long 6ng tiéu hoa, do bilastine 1a co chét clia P-gp va khéng bj
chuyén hoa. Nhirng thay d6i nay c6 thé khong nh huémg dén muc do an toan
ciia bilastine ciing nhur ketoconazole hodc erythromyein. Cac thude khac cling 1a
co chat hoic chat rc ché P-gp, vi du nhu cyclosprorine, cing c6 nguy co lam
téng nbng d huyét trong clia bilastne.
Twong téc voi difiazem: USng dong thoi bilastine 20 mg va diltiazem 60 mg lam
téng ndng db Cmax cia bilastine Ién 50%. DiBu nay c6 thé Ii glai do trong téc
Vi cac chét van chuyén dua thuGe trér lai 19ng Gng tiéu hoa, va c6 thé khdng anh
huémg dén mirc db an toan cia bilastine.
Tuong téc v6i rrou: Trang thé tam than van dong sau khi udng dBng thdi ruou
va 20 mg bilastine tuong ty nhur két quéa ghi nhan sau khi uéng d8ng thai rugu
va gid durge.
Tuong téc vén lorazepam: Ung ddng thini bilastine 20 mg va lorazepam 3 mg
trong 8 ngay khong lam ting tac dyng trén hé than kinh trung wong cia
lorazepam,
Tuwong ky ctia thubc
Do khdng c6 cac nghién ciru vé tinh twong ky cla thube, khéng trén 1&n thusc
nay véi cac thube khac.
Téc dung khéng mong mubn cua thubc
Trong céc thir nghiém Iam sang, s6 lrgng tac dyng khéng mong mudn gip phai
& bénh nhan viém mi dj ing hedc may day nguyén phat man tinh dugc digu trj
béing bilastine 20 mg trong ty v6i 6 lugng ghi nhan trén bénh nhan st dung gia
duge (12,79 so véi 12,8%) 3
Céc phan (rng bét lgi cta thube (ADRs) thung ghi nhan duge trén bénh nhan
sir dyng bilasting 20 mg trong thir nghigm Iam sang pha Il va pha |l 14 dau dau,
bubn ngu, chong mat va mét mdl. Cac phan dng nay xual hién véi tn suit
wong ty tn suat ghi nhan duec trén bénh nhan sir dung gia dugc.
Cac phan (mg bt lpi it nhit c6 thé lién quan dén bilastine va duoc bao céo trong
hon 0,1% bénh nhén ding bilastine 20 mg trong glai doan phét rién 1am sang
ciia thubic dugc phan loai dudi day.
Ta&n sudt dugc ghi nhan nhu sau:
RAt phé bién (2 1/10)
Ph6 bién (2 1/100 va < 1/10)
Khéng phé bién (2 1/1.000 va < 1/100)
Hiém gap (2 1/10.000 va < 1/1.000)
Rét hiém gép (< 1/10,000)
Khong 16 (khong thé wéc tinh duge tir cac di liéu hign cb)
Céc phan (ng hiém gap, rat hiém gép va khéng 18 khdng dugc ghl vao bang

.20 mg

Bilastine [Tat ca cic e
Wi quan! Phindmgbitigi | 20mg | bilastine | U
Tnsinl N=1607 | N=2ss | N=1362
Nhiém trang va nhiém ki sinh tring
Khong phé bién | Herpes miéng [ Z10:12%) [ 2(008% [ 0{0.0%)

R6 loan chuyn hda v dinh dumg
Khong phé bién | Tang cam gidc them an [ 10 (0,59%) | 11 (0.44%) [7 (0.51%)
R6I loan tam Iy

[ Lotdng [ 6(035%) | 8(0.32%) [ 0(0.0%)
Khéng phe e ol [210.12%) | 4(0.16%) ] 0(0.0%)
RBi ogn 8¢ taj, tién dinh |
U tai [ 2(012%) [ 2(0.08%) | 0(0.0%)
Khong phe en |l [30.08%) | 30.12% | 000%)
R6I loan nhjp tim
Block nhanh phai 4{024%) | 5 (0.20%) |3 (0.22%)
Rbiloan hip oang__| 5(0,30%) | 5 (0,20%) |1 (0.07%)
Khong phé bién :::r‘: mdm m‘:’ﬂ"’:l;'@ QT | 9(053m) | 10(040%) |5(037%)
;:‘""';',’“‘*ﬂ‘g Khac tn |10 419) | 11(0.4a%) | 2(0.15%)
| Réi logn hé thin kinh
[ Budn ngi T52 (3.06%) | 82 (3.25%) |09 (2.86%)|
PR tin ["Pou dhu {60 (4.01%) | 90 (3.56%) |46 (3.38%)]
Khéng pht bién ] Hoa mat, chong mat__| 14 (0,83%) | 23 (0.91%) B(U‘SB%I_]

17.3. Tiéu chulin chét lwong
S.
18. Tén,

[20.12%) | Z(o.00% | 000w
0

z;nm{ 2 (0.08% )
3(0.1%) | 60 24%) |4 (029

—
11 (0.66%) | 14 (0.55%) | 6 (0.44%)
50,30%) | 6(0.20%) |4(029%)
7(0.41%) 10 (0.40%) |14 (1,03%))
Kich mg da day 3(0.18%) | 4(0.16W) | 0(0,0%
Kntmg pdbido [ chay A(024%) | 6(0.24%) |3(0.02%)
Kho migng 2(0.12%) | 6(024%) |6 (0,37%)|
Kno tiéu 2(0.12%) | 4(0.16%) |4 (0.20%)
Viem da 6ay 4(024%) | 4(0.16%) | 0(00%)
R61 logn da v m& mém
Knong phd bién | Mén ngua [2(012%) | 4(0.16%) [2(0.15%)
Réi loan chung
Mét méi 14 (0.83%) | 19 (0,75%) [18 (1,32%)
Khat 3(0,18%) | 4(0.16%) [1(0.07%)
5 Tang tinh trang mét
Khéng phé bign | A9, F0 2(012%)°| 2(0.08%) |1(007%)
Sét 2(0.12%) | 3(0.12%) |1(0.07%)
Suy nhuge 3(0,18%) | 4(0.16%) |5(0.37%)
Céc chi s& xét nghiém
Thng gamma < 7(041%) | 8(0.32%) |2(0.15%)
Tng stéiune 5(030%) | 5(0.20%). |3(0.22%)
Tang aspartate ,1296) 310,22%)
Khéng phd bién | aminotransierase 30.18%) | 30.12%) © )
Tang nbng 40 X
croaimineongmay | 20129 | 2(0.08%) | 0(0,0%)
Tiéing nbng a8 g
"'?gbgeriug trong méu 2(042%) | 2(0.08%) |3(0.22%)
Tang cén §(0.47%) | 12(0.48%) |2(0,15%)
Huwéng dan céch xi tri ADR

Khi xay ra ADR véi cac biéu hign trén, c6 thé xir trf nhu cac trrdmg hop clia triéu
chimg qué liBu (xem muc Qua fiéu va cach X tri).

Qud ligu vA cach xir tri

Thoéng tin lién quan dén cac tnrdmg hop qua |iBu cp cla bilastine méi chi giéi
han trong cac két qué thir nghiém lam sang trong giai doan phat trién thudc. Sau
khi dimg bilastine véi lidu cao gap 10 dén 11 1an lidu didu 1 (220 mg (liBu don);
hodc 200 mg/ngay trong 7 ngay), An suét xudt hién phan trng khing meng mudn
rén ngurdi tinh nguyén cao gdp 2 1an so véi gid dugc. Tac dung khdng meng
mudn durge ghi nhan nhigu nhét 1a chong mat, nhirc dau va budn nén. Khéng ghi
nhan phan (rng bt loi nghiém trong nae ciing nhu sir kéo dai dang ké khoang
QT én dién tam dd )

M6t nghién ciu chéo théng qua théng s8 QT/QT hiéu chinh da duoc tién hanh
trén 30 nguen tinh nguyén khde manh nhdm danh gi4 tac dong cua bilastine lieu
1ap lai (100 mg x 4 ngay) 1&n sy tai phan curc 1am tht. Nghién ciru da chi ra rdng
ché db dng néu trén khong 1am kéo dai ddng ké gid trj QT hiéu chinh.

Trang trudng hop qua lidu, cén &p dung céc bién phap didu tr trigu ching va
digu trj hé tror.

Chura c6 thube d6i khang dac hiéu cho bilastine.

14.  Bic tinh dwee lue hoc

Nhém duoc ly- Thube khang histamine khac tac dyng toan than.

Ma ATC: ROBAX29.

Bilastine 1a mot chat déi khang histamine khéng gay budn ngu, cd tac dung kéo
dai, d6i khang chon loc trén thy thé H1 ngoai vi va khéng cé ai luc véi thy thé
muscarinic. Bilastine rc ¢hé cac phan ung mén ngira, ban do trén da do
histamine trong vong 24 gier sau khi sir dung mt liu don.

Trong cac thir nghiém lam sang dugrc thye hién trén ngudi Ion va tré vi thanh
nién c6 viém mai di g (theo mua hoac quanh nam), bilastine 20 mg, sir dung
m{t Ian mdt ngdy trong vong 14 - 28 ngay, dem lai hiéu qua trong viéc gidm cac
triéu ching nhu hat hai, chay nuéc moi, ngira mii, ngat mii, chy nuéc mat va
dd mat Bilastine kiém soat higu qua cc inéu ching trong vong 24 gidr.

Trong hai thir nghiém 1am sang dugc thuc hién rén bénh nhan méay day nguyén
phat man tinh, bilastine 20 mg, ubng mdt lan/ngay trang 28 ngdy chi minh
duge hidu qué trong lam gidm mirc d6 ngira va giam s6 legng, kich thuoc coa
c&c V8l san ciing nhu cam giac kho chiu ciia bgnh nhan do may day. B&nh nhan
i thién duorc chit lwong gidic ngu va do do, cai thién chét lugng cubc song.
Khong 6 tartng hop nao kéo dai khodng QT hiéu chinh hodic tAc dung khéng
mong mudn trén tm mach dugc ghi nhan treng cac thir nghiém |am sang cia
bilastine, ngay ca véri idu 200 mg mbi ngay (gdp 10 I&n lidu digu tri) trong véng
7 ngay trén 9 bénh nhan, hokc tham chi ngay ca khi cling phéi hep Vi cac thude
irc ché P-gp, nhur ketoconazole (24 bénh nhan) va erythromycin (24 bénh nhan).
Thém vao d6, mét nghién ciru theo ddi khoang QT cling da durgc thuc hién trén
30 ngudni tinh nguyén. 1

Trong c4c thir nghiém 1am sang co kiém sodt, khi sir dung ligu khuyén céo la
20 mg x 1 lEn/ngay, dir ligu v& tinh an toan trén hé than kinh trung wong cia
bilastine wrong duong véi gia duge va 1 sut ghi nhén tinh trang budn ngl
khéng khac biét c6 ¥ nghia thdng ke so v gia durgc. Cac thir nghiém 1&m sang
cho théy bilastme véi lieu 40 mg mbt IAningay khéng anh hudmg dén hoat tinh
tam thiin van déng clng nhu khd ning I4i xe dugc danh gia thang qua mdt bai
kiém tra lai xe quy chuén

Ngudi cao tubi (2 65 tui) duge Iya chon trong céc nghién ciru pha Il va pha (i,
két qua cho thdy khong c6 s khac biét trong hiéu gua cong nhur d9 an toan khi
50 sanh v&i nhom bénh nhén tré tw6i hom.

15.  Bic tinh dwoc déng hoc

H:

Bilastine dugc hdp thu nhanh sau khi udng va dat ndng d6 t6i da trong huyét
tuong sau khoéng 1,3 giér. Thudc khang bi tich Iy, Gia tr sinh kha dung duérmg
nmwng binh cia bilastine 1a 61%.

Phén b6

Nghién ctru in vitro va in vivo cha thy bilastine 1a mot co chét ciia P-gp va co

chél clia OATP. Bilastine khong phai co chal cia cac chat van chuyén BCRP

hodic chat van chuyén tai than OCT2, OAT1 va OAT3. Theo cac nghién ciru

in witro, bilastine khéng dugrc dur doan Ja (rc ché céc chat van chuyén trong toan

hé théng bao gdm: P-gp, MRP2, BCRP, BSEP, OATP1B1, OATP1B3, OATP2B1,

OATL, OAT3, OCT1, OCT2 va NTCP, do chi ¢ mirc do trc ché thdp dugc ghi

nhan véi P-gp, OATP2B1 va OCTL, véi gia (i IC50 wérc tinh > 300 pM, cao hon

rat nhidu so vén ndng 46 16i da woc tinh trong huyét twong Cmax. Vi thé, cac
téc nay khong c6 nhidu dnh hudng trén IAm sang. Tuy nhién, cing theo

céc nghién ctru ndy, khing thé loai trir tAc dung rc ché cua bilastine [én ce chét

van chuyén trén niém mac ruft.

& liBu didu tri, ti 1€ gan véi protein huy@t lwang cia thubc 1a B4 — 90%,

Chuyén héa

K&t qué cac nghién ciru in vitro cho théy bilastine khéng cam (g hoc e ché

hoat tinh cia CYP450.

Thai trir

Trong mét nghién ciru can bing khdi dugrc thirc hién trén ngudri tinh nguyén
khée manh, sau khi ubng mot ligu don 20 mg *“C-bilastine, gan nhu 95% ligu
ding duoc tim thdy trong nuoc tiéu (28,3%) va phan (66,5%) duéi dang
bilastine khong bién d6i. DiBu nay cho thdy bilastine khang duoc chuyén héa
nhigu trong co thé nguodi. Thoi gian ban thai trung binh tinh trén ngudi tinh
nguyén khde manh |a 14,5 gior.
Mure d§ tuyén tinh
Bilastine biéu hién m6 hinh dugc dong hoc tuyén tinh trong khoang ligu nghién
ciru (S dén 220 mg), voi mire d dao dong nhd gitra cac ca thé.
Bénh nhéin suy thin
Trong mot nghién ctru wén cic bénh nhan suy thén, gia tri trung binh (SD)
AUC, _1ng tu 737 4 (< 260,8) ng x gio/ml trén bénh nhan chirc ndng than binh
thudng (d6 loc cu than: > 80 mI/phut/1,73 m?) 18n 967,4 (+ 140,2) ng x giciml
trén bénh nhan suy thén nhe (dé loc cau than: 50 — 80 mUiphal/1,73 m?), 1384,2
(263,23) ng x gid/ml trén bénh nhan suy than trung binh (d6 loc cAu thén: 30 -
<50 miphiy1,73 m?), va 1708,5 (+ 699,0) ng x gio/ml trén bénh nhan suy than
Néng (40 loc cu than: < 30 miphat'1,73 m?). Gid j trung binh (SD) cua théri gian
béan thai cla bilastine 12 9,3 gitr (¢ 2,8) trén céc bénh nhan binh thuréng, 15,1 gy
(£7,7) trén céc bénh nhan suy than nhe, 10,5 gidr (+ 2,3) trén cac bénh nhan suy
thén trung binh va 18.4 gitr (+ 11,4) trén cac bénh nhan suy thin ndng. Qua trinh
bai xudt qua nurdc tiéu gan nhu dugc hoan 16t sau 48 — 72 gitr rén tat ca cc d6i
twong. Nhitng thay d6i vé durgc ddng hoe nay khdng cho thay anh hudng ra rét
trén |am sang trén o an todn coa bilastine, do ndng dg thudc trong huyét trong
trong trurdng hop bénh nhan suy than van ndm trong khodng didu .
Bénh nhén suy gan
Khéng co dit ligu v& duge dong hoc trén bénh nhan suy gan. & ngun, bilastine
khdng bj chuyén hoa Do két qua trong nhiing nghién ciru trén bénh nhan suy
than cha thiy duémg tha trir qua than a dudmg chinh, qua trinh bal xuat qua mat
chi dong gop mot phan rét nhd véo sy thal trly ciia bilastine. Sy thay déi cha
;rgucl Ané\ngA gan c6 thé khdng lam thay d6i dang ké duge ddng hoc cla bilastine
n |am sang.

Nguoi cao tudi

CA AL it dir liéu v& vigc sir dung thuc cho ngudr trén 65 Wi, Chira 6 khic biét
€0 y nghla thdng ke nao dirgc ghi nhan gitra déc tinh dugc ddng hec cua
bilastine trén ngui cao twéi va trén nguai tré tubi,

16.  Quy cach déng goi

Vi 10 vién. Hop 2 vi.
V110 vién. Hop 10

Wi,
17.  Didu kién bao quan, dung, tiéu chudn chit lwong cta th
17.1. Bidu kién bao quan i = s ute

Bdo quan trong bao bi kin, noi khd, trdnh dnh sang. Nhiét d khong qua 30°C

17.2. Han dui

ng
36 thang ké tir ngay sdn xuét
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A chista oo et sn xult thube
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