TO'HUGNG DAN SUDUNG

Rx
BV Lastin20
THUOC NAY CHI DUNG THEO DON THUGLC.

DEXATAM TAYTRE EM.

DOC KV HUONG DAN SU DUNG TRUGC KHI DUNG.

THANH PHAN: M@i vién nén chia:

Thanh phdn dugc chdt: Bilastin........... 20,0 mg.

Thanh phdn td dugc: Cellulose vi tinh thé, natri starch glycolat, natri lauryl sulfat, colloidal silicon dioxyd, magnesi stearat.

DANG BAO CHE:

Vién nén, vién nén hinh oval, mau trang, mot mét cd vach ngang, mgt mat tron.

CHi DINH DIEU TRI:

- BV LASTIN 20 dugc chi dinh 6 ngui I6n va tré em tir 12 tudi trd 1én d€ diéu tri triéu chiing bénh viém mii di ing (quanh ndm hodc
theo mua) va may day.

LIEv LUQNG VA CACH DUNG:

Cdch diing:

(an udng thudc vao 1 gio trudc hodc 2 giv sau an hodc udng nudc trai cy.

Uéing thudic cing véi nudc. Khuyén cdo nén dung thudc ngay 1lan.

Liéu ding:

St dung cho ngudi I6n va tré em trén 12 tudi: Liéu dung 20mg (1 vién) mot lan/ngay dé diéu tri triéu chiing viém mii di ing (thutng
xuyén hodc theo mua) va may day.

Nguoi cao tudi: Khdng can chinh liéu trén ngudi cao tudi. Chua ¢6 nhiéu bang chiing vé viéc st dung thudc 6 bénh nhan trén 65 tudi.

Tré em dudi 12 tudi: Théng tin vé d9 an toan va hiéu qua cta bilastin trén tré em dudi 12 tudi van chua dugc nghién ctiu ddy da.

Bénh nhan suy thdn: Khong can chinh liéu trén bénh nhén suy than.

Bénh nhdn suy gan: Chua c6 dit liéu lam sang vé viéc dung thudc trén bénh nhan suy gan. Do bilastin khéng chuyén héa qua gan ma
ch yéu thai trir qua than, tinh trang suy gan c6 thé khang lam néng do thudc trong mau vugt qud gidi han an toan. Do d6, khdng can
chinh liéu trén bénh nhan suy gan.

D4 dai dot diéu trj:

Trong diéu tri viém mii di ung, viéc diéu tri chi gidi han trong khoang thai gian ¢4 tiép xtc vdi yéu t6 di nguyén. Cy thé 3, trong diéu
tri viém mii di ing theo mua, ¢6 thé ngung thudc khi hét triéu chung va st dung lai khi triéu chung Xxuat hién tré lai. Trong diéu tri
viém mii dj ing quanh nam, nén st dung thudc lién tuc trong sudt thoi gian tiép xtc véi di nguyén. Trong diéu tri may day, thai gian
diéu tri phy thudc vao dang may day, thoi gian va dién bién cla triéu chiing.

CHONG CHi DINH:

- Bénh nhan qué man vdi bilastin hodc bét cd thanh phan ta dugc nao trong ché phdm.

CANH BAO VA THAN TRONG KHI SU DUNG:

Bénh nhi:

-Thong tin vé hiéu qua va do an toan cda bilastin trén tré em dudi 2 tudi chua dugc thiét lap va kinh nghiém 1dm sang con han ché
trén nhém bénh nhan tir 2 dén 5 tudi, vi vay khong st dung thudc cho nhém bénh nhan nay.

- Bénh nhén suy thdn nang hodc trung binh, viéc st dung dong thai bilastin véi cac chat (e ché glycoprotein P nhu ketoconazol,
erythromycin, cyclosporin, ritonavir hodc diltiazem c6 thé lam tang ndng db bilastin trong huyét tuong, do d6 lam tang nquy co xdy
ra phan (ng bét Igi. Vi vay, can tranh st dung dong thoi bilastin va céc chat tc ché glycoprotein P trén bénh nhan suy than nédng hodc
trung binh.

TRUGNG HOP CO THAI VA CHO CON BU:

Phu ni cé thai

Chua c6 hodc dit liéu con han ché vé viéc st dung bilastin cho phu nif ¢6 thai.

Cacnghién cdu trén dong vat khong chi ra tac dong ¢6 hai truc tiép hodc gidn tiép lién quan dén doc tinh sinh san, sinh san hodc phat
trién sau khi sinh. Do vay, nhu mgt bién phép phong ngtta, khong nén dung thudc nay cho phu nit mang thai.

Phu ni cho con b

Chua cd nghién cttu vé sy bai tiét cla bilastin quasiia ngudi. Di liéu dugc dong hoc & dong vat cho thay bilastin dugc bai tiét qua sifa.
Can nhdc lgi ich cla viéc dung thuéc cho me va nguy co ddi véi tré dé quyét dinh dung thudc.

ANH HUGNG COA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC:

Mot nghién ciu duoc thuc hién d danh gid téc dong cda bilastin [&n kha nang l4i xe cho thay liéu dung 20 mg khdng &nh huéng dén
kha ndng l4i xe. Tuy nhién, bénh nhan can dugc thong bao v& mdt s truang hop hi€m gap c6 thé thay budn ngdi va dnh huéng dén
kh& ndng van hanh may moc tau xe.

TUONG TAC, TUONG KY V31 CAC THUGC KHAC VA CAC DANG TUONG TAC KHAC:

Nghién ctu tuong tac thudc chi dugc thuc hién trén nguoi truéng thanh va dugc tom tat dudi day.

- Tuong tdc vdi thiic dn: Thic dn cd thé lam gidm sinh kha dung dudng udng ctia bilastin khoang 30%.

- Tuong tdc vdi nudc ép budi: USng bilastin 20 mg véi nudc ép budi lam gidm sinh kha dung cda thudc 30%. Hién tugng nay c6 thé xay
ra véi cac loai nudc qua khac. Mic do giam sinh kha dung c6 thé dao dong giiia cac ché pham va céc loai hoa qua khac nhau. Co ché
clia tuong tac nay 1 thong qua qua trinh ttc ché OATP1A2, mot chét van chuyén bilastin tir dutng tiéu héa vao mau. Cac thudc I co
chdt hodc chat tic ché OATPTA2 nhu ritonavir hodc rifampicin c6 thé 1am gidm ndng do bilastin trong huyét tuong.

- Tuong tdc vdi ketoconazo! hodic erythromyun Uong dong thoi bilastin va ketoconazol hodc erythromycin 6 thé lam tang AUC cla
bilastin 2 lan, ting Cmax 2-3 lan. Diéu nay cd thé gidi thich do tuong tac véi cac chdt van chuyén dua thudc tré lai long 6 dng tiéu héa,
do bilastin 13 co chét cta P-gp va khdng bi chuyén héa. Nhitng thay d6i nay c6 thé khong dnh hugng dén mic d an toan cla bilastin
cling nhu ketoconazol hodc erythromycin. Cac thudc khac ciing la co chat hodc chat tic ché P-gp, vi du nhu cyclosporin, ciing ¢6 nguy
¢o lam tang nong do huyét tuong cda bilastin.

- Tugng tdc vdi diltiazem: Uong dong thai bilastin 20 mg va diltiazem 60 mg lam tang ndng d Cmax ctia bilastin 1én 50%. Diéu nay 6
thé Iy gidi do tuong tac véi cac chét van chuyén dua thudc trd lai long ng tiéu héa va c6 thé khong dnh huéng dén miic d9 an toan
clia bilastin.

- Turang tdc vdi rugu: Trang thi tam than vén ddng sau khi udng dong thai rugu va 20 mg bilastin tuong tu nhu két qua ghi nhan sau
khi uéng ddng thai rugu va gia dugc.

- Tugng tdc vdi lorazepam: Uong dong thai bilastin 20 mg va lorazepam 3 mg trong 8 ngay khong lam téng tac dung trén hé than kinh
trung uong cla lorazepam.

TAC DUNG KHONG MONG MUON:

-Trong cac thlf nghiém 1dm sang, s6 lugng tac dung khong mong mudn gap phai 6 bénh nhén viém mii di ting hoac may day nguyén
phat man tinh dugc diéu tri bang bilastin 20 mg tuong tu vdi s6 lugng ghi nhan trén bénh nhan st dung gid dugc (12,7% so véi
12,8%). Cac phén {ing bat lgi ctia thudc (ADRs) thuong ghi nhén dugc trén bénh nhan st dung bilastin 20 mg trong thir nghiém lam
sang pha Il va pha Il la dau dau, buon ngt, chéng mat va mét moi. Cac phan {ing nay xuat hién vdi tan sua'ttuong tu'tan sudt ghi nhan
dugc trén bénh nhan sit dung gid dugc. Céc phan ting bét lgi it nhat cd thé lién quan dén bilastin va dugc bdo cdo trong hon 0,1% bénh
nhan dung bilastin 20 myg trong giai doan phat trién 1dm sang clia thudc dugc phan loai dudi day.

- Tan sudt ghi nhan nhu sau:

+ Rét thuong gap (=1/10)

+Thutng gdp (>1/100 to <1/10)

+ It gdp (=1/1.000 to <1/100)

-+ Hiém gap (=1/10.000 to <1/1.000)

+ Rét hiém gap (<1/10.000)

+ Khong 16 (khong thé udc tinh duoc tir céc dit liéu hién co).

Cac phan ting hiém gap, rat hiém gap va khong ro khong dugc ghi vao bang:

Hé co quan Bilastin AU Bilastin Placebo
Tin sudt Phan ing bt loi i N=1362

Nhiém tring va nhiém ki sinh tring.

ltgdp | Herpes miéng [ 200 [ 20080 | 000

Réi loan chuyén héa va dinh duéng.

It gdp | Tang cam gidc them an | 0052 | T [ 7051%)

Réiloan tdm ly.

It gdp Lolang 6(0,35%) 8(0,32%) 0(0,0%)
Mat ngu 2(0,12%) 4(0,16%) 0(0,0%)

Réi loan d¢ tai, tién dinh.

ltgdp U tai 2(0,12%) 2(0,08%) 0(0,0%)
Chéng mat 3(0,18%) 3(0,12%) 0(0,0%)

Réi foan nhip tim.

Tt gdp Bl6c nhanh phai 4(0,24%) 5(0,20%) 3(0,22%)
Rai loan nhip xoang 5(0,30%) 5(0,20%) 1(0,07%)
Kéo dai khoang QT trén dién tam do 9(0,53%) 10(0,40%) 5(0,37%)
Bat thudng khac trén dién tam do 7(0,41%) 11(0,44%) 2(0,15%)

Réi foan hé thén kinh.

Thutng gdp Budn ngi 52(3,06%) 82(3,25%) | 39(286%)
Dau déu 68(4,01%) 90 (3,56%) 46(3,38%)

ltgdp Hoa mét, chéng miit 14.(0,83%) 23(091%) 8(0,59%)

Réi loan hé hép, Iong nguc va trung thdt.

It gdp Ko thd 2(0,12%) 20008%) | 0(00%)
Khé chiu 6 mi 2(0,12%) 2(0,08%) 0(0,0%)
Kho mii 3(0,18%) 6(0,24%) 4(0,29%)

Réi loan tiéu hoa.
ftgdp Dau bung trén 11(0,65%) 14(0,55%) 6(0,44%)

Dau bung 5(0,30%) 5(0,20%) 4(0,29%)
Budn non 7(0,41%) 10(0,40%) 14(1,03%)
Kich tng da day 3(0,18%) 4(0,16%) 0(0,0%)
Tiéu chay 4(0,24%) 6(0,24%) 3(0,22%)
Kho miéng 2(0,12%) 6(0,24%) 5(0,37%)
Kho tiéu 2(0,12%) 4(0,16%) 4(0,29%)
Viém da day 4(0,24%) 4(0,16%) 0(0,0%)

Réi loan da va mé mém.

ftgdp Mén ngiia 2(0,12%) 4(0,16%) 2(0,15%)

Réi loan chung va tai ché ding thuéc.

It qgdp Mét moi 14(0,83%) 19(0,75%) 18(1,32%)
Khat 3(0,18%) 4(0,16%) 1(0,07%)
Tang tinh trang mét mdi sén ¢6 2(0,12%) 2(0,08%) 1(0,07%)
Sot 2(0,12%) 3(0,12%) 1(0,07%)
Suy nhugc 3(0,18%) 4(0,16%) 5(0,37%)

Cdc chi s xét nghiém.

ltgap Tang gamma-glutamyltransferase 7(0,41%) 8(0,32%) 2(0,15%)
Tang alanin aminotransferase 5(0,30%) 5(0,20%) 3(0,22%)
Tang aspartat aminotransferase 3(0,18%) 3(0,12%) 3(0,22%)
Tang ndng do creatinin trong mau 2(0,12%) 2(0,08%) 0(0,0%)
Tang nong do triglicerid trong mau 2(0,12%) 2(0,08%) 3(0,22%)
Tang can 8(0,47%) 12(0,48%) 2(0,15%)

Khéng rd (khdng thé udc tinh durgc tir cdc d liéu hién cd): Trong qua trinh luu hanh thudc da quan sat thdy: danh tréng ngut, nhip tim
nhanh, phan ting qud man (nhu sdc phan vé, phti mach, khd thd, phat ban, phi cuc bo/sung cuc bg va ban d6) va ban do.

THONG BAO NGAY CHO BAC STHOAC DUQC ST NHING PHAN UNG CO HAI GAP PHAI KHI SU DUNG THUOC.

QUALIEU VA CACH XU TRi:

Thong tin lién quan dén cac truong hgp qua liéu cap cla bilastin mdi chi gidi han trong cac két qué thir nghiém lam sang trong giai
doan phat trién thudc. Sau khi duing bilastin véi liéu cao gép 10 dén 11 Ian liéu diéu trj (220 mg (liéu don); hodc 200 mg/ngay trong
7 ngay), tan sudt xudt hién phan ting khong mong mudn trén nguai tinh nguyén cao gap 2 In so vdi gia dugc. Tac dung khong mong
mudn dugc ghi nhan nhiéu nhat [a chong mat, nhic dau va buon non. Khong ghi nhan phan ting bat lgi nghiém trong nao ciing nhu
su kéo dai dang ké khoang QT trén dién tam d6. Mot nghién ciiu chéo thong qua thdng s6 QT/QT hiéu chinh da dugc tién hanh trén
30 nguoi tinh nguyén khoe manh nham danh gia tac dong cda bilastin liéu I3p lai (100 mg x4 ngay) Ién su tai phan cuc tam that.
Nghién ciu dé chi ra rang ché do dung néu trén khong lam kéo dai dang ké gia tri QT hiéu chinh. Trong trudng hop qud liéu, can dp
dung céc bién phap diéu tri triéu ching va diéu tri hd trg. Chua cd thudc déi khang ddc hiéu cho bilastin.

DACTINH DUGC LUC HOC:

Nhom dugc Iy: Thudc khéng histamin st dung dutng toan than, cac thudc khéng histamin khac st dung dutng toan than.

Ma ATC: RO6AX29

Bilastin la mt chat ddi khang histamin khong gay budn ngd, c6 téc dung kéo dai, ddi khang chon loc trén thu thé H1 ngoai vi va
khong c6 i luc véi thu th€ muscarinic.

Bilastin ttc ché cac phan (ing man ngda, ban d6 trén da do histamin trong vong 24 git' sau khi st dung mot liéu don.

Trong cac thi nghiém lam sang dugc thuc hién trén ngudi [6n va tré vi thanh nién ¢é viém mii dj ing (theo muia hodc quanh nam),
bilastin 20 mg, st dung mgt lan mot ngay trong vong 14-28 ngay, dem lai hiéu qué trong viéc lam gidm cac triéu chiing nhu hét hoi,
chdy nudc mili, ngtta mii, ngat mi, chdy nuéc mét va d6 mét. Bilastin ki€m sodt hiéu qua cac triéu chiing trong vong 24 gid.

Trong hai thit nghiém lam sang dugc thuc hién trén bénh nhan may day nguyén phat man tinh, bilastin 20 mg, uéng mot lan/ngay
trong 28 ngay ching minh dugc hiéu qud trong lam gidm muc d6 ngtta va gidm s6 lugng, kich thudc clia céc vét san ciing nhu dm
giac kho chiu cta bénh nhan do may day. Bénh nhan cai thién dugc cht lugng gidc ngti va do do, ci thién cht lugng cudc song.
Khdng ¢d truong hgp nao kéo dai khoang QT hiéu chinh hodc tac dung khdng mong mudn trén tim mach dugc ghi nhan trong cac

thlt nghiém 1am sang cla bilastin, ngay c vdi liéu 200 mg mdi ngay (gép 10 lan liéu diéu tri) trong vong 7 ngay trén 9 bénh nhan,
hodc tham chingay ca khi cing phéi hap vdi céc thudc tic ché P-gp, nhu ketoconazol (24 bénh nhan) va erythromycin (24 bénh nhén).
Thém vao d6, mot nghién ctiu theo doi khoang QT ciing d& dugc thyc hién trén 30 ngudi tinh nguyén.

Trong cac thit nghiém [am sang cd kiém sodt, khi sit dung liéu khuyén cdo la 20 mg mot lan/ngay, dt liéu vé tinh an toan trén hé than
kinh trung wong ctia bilastin tueng duong véi gia dugc va ti sudt ghi nhan tinh trang budn ngti khdng khéc biét cd § nghia thong ké
50 vdi gid dugc. Cc thir nghiém 1am sang cho thdy bilastin vdi liéu 40 mg mgt Ian/ngay khong anh hudng dén hoat tinh tam than
van dong ciing nhu kha nang 14i xe dugc danh gid thong qua mot bai kiém tra Idi xe quy chuan.

Nguoi cao tudi (> 65 tudi) dugc lua chon trong nghién ciu pha Il va pha Ill, két qua cho thdy khdng cd su khéc biét trong hiéu qua
cling nhu @ an toan khi so sanh vdi nhém bénh nhan tré tudi hon.

DACTINH DUQGC DONG HOC:

Hdp thu:

Bilastin dugc hap thu nhanh sau khi udng va dat nong do t6i da trong huyét tuong sau khoang 1,3 gi. Thudc khong bi tich ldy. Gia
tri sinh khd dung dudng udng trung binh cta bilastin [a 61%.

Phdn bé:

Nghién cu in vitro va in vivo cho thdy bilastin 1a mot co chat ctia P-gp va ca chat cia OATP. Bilastin khong phéi la co chét clia cac chat
van chuyén BCRP hodc chdt van chuyén tai than 0CT2, 0AT1 va 0AT3. Theo cac nghién ctiu in vitro, bilastin khong dugc dy doan la G
ché céc chdt van chuyén trong toan hé thong, bao gom: P-gp, MRP2, BCRP, BSEP, OATP1B1, 0ATP1B3, 0ATP2B1, 0AT1, 0AT3, OCT1,
0CT2 va NTCP, do chi ¢6 miic 9 tic ché thap dugc ghi nhan vai P-gp, 0ATP2B1 va OCT1, véi gid tri IC50 udc tinh >= 300 uM, cao han
rdt nhiéu so vdi nong d0 t6i da udc tinh trong huyét tuong Cmax. Vi thé, cac tuiong tdc nay khong ¢ nhiéu anh huong trén lam sang.
Tuy nhién, ciing theo cdc nghién cifu nay, khang thé loai trir tac dung tfc ché cla bilastin Ién céc chét vén chuyén trén niém mac rugt.
(' liéu diéu tri, ti 1& gan véi protein huyét tuong clia thudc 1 84-90%.

Chuyén héa:

Két qua cac nghién cttu in vitro cho thdy bilastin khdng cam ting hodc tic ché hoat tinh ctia CYP450.

Thai trir:

Trong mdt nghién cGu can bang khdi dugc thuc hién trén ngudi tinh nguyén khde manh, sau khi uéng mot liéu don 20 mg 14C-bilas-
tin, gan nhu 95% liéu dung dugc tim thdy trong nudc tiéu (283%) va phén (66,5%) dudi dang bilastin khong bién d6i. Diéu nay cho
thdy bilastin khdng dugc chuyén hoa nhiéu trong co thé ngudi. Thoi gian bén thai trung binh tinh trén ngudi tinh nguyén khoe manh
la 14,5 gio.

Muic dg tuyén tinh:

Bilastin biéu hién mé hinh dugc dong hoc tuyén tinh trong khodng liéu nghién cttu (5 dén 220 mg), véi mic do dao dong nhd giira
accathé.

Bénh nhan suy than:

Trong mdt nghién cttu trén cdc bénh nhan suy thén, gid tri trung binh (SD) clia AUCO- oo tang tir 737,4 (+260,8) ng x gid/ml trén bénh
nhan chic nang than binh thudng (6 loc cu than: > 80 ml/phit/1,73m2) 1én 967,4 (+140,2) ng x gio/ml trén bénh nhan suy than
nhe (B4 loc cu than: 50-80ml/phdt ,73m2), 1384,2 (+263,23) ng x gio/ml trén bénh nhan suy than trung binh (B4 loc cau than: 30
- < 50ml/phdt/1,73m2), va 1708,5 (+699,0) ng x gio/ml trén bénh nhan suy than nang (D4 loc cu than: < 30ml/phit/1,73m2). Gid
tri trung binh (SD) clia thdi gian bén thai cla bilastin 1 9,3h (£ 2,8) trén cdc bénh nhén 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 nhén suy thén nang. Qué trinh bai xuat
qua nudc tiéu gan nhu dugc hoan tat sau 48 — 72 gid trén tat ca cc ddi tugng. Nhitng thay déi vé dugc dong hoc nay khong cho thay
anh hudng rd rét trén lam sang trén do an toan cla bilastin, do nong do thudc trong huyét tuong trong trung hgp bénh nhan suy
thdn van nam trong khodng diéu tri.

Bénh nhan suy gan:

Khang c6 dit liéu vé dugc dong hoc trén bénh nhan suy gan. 0 nquoi, bilastin khong bi chuyen hda. Do két qua trong nhiing nghlen
cttu trén bénh nhén suy than cho thdy dudng théi trir qua thén la dudng théi trit chinh, qud trinh bai xudt qua mat chi déng gop mot
phén rdt nh vao su théi trir cda bilastin. S thay ddi chiic nang gan cd thé khong lam thay ddi déng ké dugc dong hoc cda bilastin
trén [dm sang.

Nguti cao tudi:

(6 rdt it di liéu vé viéc sit dung thudc cho ngudi trén 65 tudi. Chua c6 khac biét ¢d y nghia thong ké nao dugc ghi nhén giita déc tinh
dugc dong hoc cta bilastin trén ngudi cao tudi va trén ngudi tré tudi.

QUI CACH DONG GOI: Hop 1 vix 10 vién hodc hdp 3 vix 10 vién.

BAO QUAN: Nhiét do khong qué 30°C.

HAN DUNG: 36 thang ké tir ngay san xuat.

TIEU CHUAN: TCCS o L .
NHA SAN XUAT: CONG TY TNHH DUGC PHAM BV PHARMA
Dia chi: 56 18, Duding Lé Thi Soc, /Xp 2A, Xa Tan Thanh Tay, Huyén CG Chi, Thanh Phd Ho Chi Minh, Viét Nam.

Moi thédc mdc va thong tin chi tiét, xin lién hé s dién thoai: 02822538854
HDSD-BVLAS-XXXX20-N-D180XR250-TP2-23-A




