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Pé xa tam tay tré em

Néu can thém théng tin xin hoi y kién thdy thudce

THANH PHAN

M0bi 5 ml DOLATE 180 sau khi hoan nguyén chira:

Duoc chdt: Ceftibuten (dudi dang Cefdibuten dihydrat)...............c..coeveene. 180 mg/5 ml

Ta dwgc: Duong kinh, mannitol, povidon, xanthan gum, acid citric, mui dau, colloidal silicon
dioxid, natri benzoat vira du.

DANG BAO CHE:

Dolate 180: Bot thude trong lo mau tring hodc hoi vang, dong nhat, kho, toi.

CHI PINH:

Ceftibuten duge chi dinh dé diéu tri nhiém khudn nhe hoac trung binh do céac ching vi khuan duoc
néu dudi day:

- Dot cip cua viém phé quan man tinh do H. influenzae (bao gdm cac chung tiét lactamase),
Moraxella catarrhalis (bao gom cic chung ti¢t lactamase) hodc Streptococus pneumoniae (chi
nhirng chiing nhay cam véi penicilin).

- Viém tai gilta cap tinh do vi khuan H. influenzae (bao gdbm céc chung tiét lactamase), Moraxella
catarrhalis (bao gdbm cac chung tiét lactamase) hodic Streptococus pneumoniae.

- Viém hong va viém amidan do Streptococus pyogenes.

CACH DUNG VA LIEU LUQNG

Liéu luwgng:

Liéu dung va thoi gian ding thudc cho timg bénh nhén theo chi dinh cta bac si.

Liéu khuyén cdo ctia hdn dich uéng sau pha ctia Dolate 180 duoc trinh bay trong bang sau:

Loai nhiém khuén Liéu t6i | Liéu dung va s 1in | Thoi gian
da/ngay dung/ngay dung thuoc
Nguoi I6n va tré em trén 12 tudi 400 mg 400 mg / 1an / ngay 10 ngay
- Pot cap cua viém phé quan man tinh do H. (Hoi y kién bdc sp
influenzae  (bao gbm cac chung tiét trude khi dung hodc

xem xét dang dung

lactamase), Moraxella catarrhalis (bao gdbm
phit hop khdac)

cac chung tiét lactamase) hodc Streptococus
pneumoniae (chi nhitng chung nhay cam vai
penicilin).

- Viém tai gitta cap tinh do vi khudn H.
influenzae  (bao gdbm cac chung tiét
lactamase), Moraxella catarrhalis (bao gém
cac ching tiét lactamase) hoic Streptococus
prneumoniae.
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- Viém hong va viém amidan do Streptococus
pyogenes.

Tré em tir 6 thang tudi dén 11 tuéi 400 mg 9 mg/kg/lan/ngay 10 ngay
- Viém hong va viém amidan do S. pyogenes
- Viém tai gitta cp tinh do vi khuén A.
influenzae (bao gdm céc chung sinh p-
lactamase), M. catarrhalis (bao gbm céc
chung sinh B-lactamase) hodc S. pyogenes.

Liéu dung cu thé theo cln ning:

Can niang (kg) Liéu ding (9 mg/kg/lan/ngay)
10 kg 2,5 ml/lan/ngay
20 kg 5 ml/lan/ngay
30 kg 7,5 ml/lan/ngay
40 kg 10 ml/lan/ngay

Bénh nhan tré em nang tir 45 kg trg 1én ding liéu t6i da hing ngay 12 400 mg.

Bénh nhan suy than

Dbi voi bénh nhan suy than phai diéu chinh liéu tiy thubc muc d6 thanh thai creatinin

+ Cler > 50ml /phut: 9 mg/kg/lan/ngay.

+ 30 < Cle < 49: 4,5 mg/kg/lan/ngay.

+5 < Cler < 29: 2,25 mg/kg/lan/ngay

Bénh nhan chay than nhén tao 2 hodc 3 1an mdi tudn cé thé ding mét liéu duy nhét 400 mg hoac 9
mg/kg (t61 da 400 mg ceftibuten) sau moi lan chay than nhén tao xong.

Cach dung:

Ubng trude bita n 2 giér hodc sau bita an 1 gio.

Thém 30 ml nudce vao trong lo, lic déu, Iiép tuc thém nuée dén vach 60 ml, lic déu

Chai 60 ml: Sau khi hoan nguyén hén dich én dinh trong 14 ngay khi diroc bao qudn trong ti lanh
tir 2 - 8°C. Lac ky trudc khi dung. -

Dung cu chia liéu: Xylanh 5ml co chia vach tir 1 dén 5 ml.

CHONG CHI PINH

Ngudi man cam véi cephalosprin hodc voi bt ky thanh phin nao cua thube.

CANH BAO VA THAN TRONG

- Truéc khi diéu tri bang ceftibuten, can than trong véi nhiing nguoi co tién st di ung voi
ceftibuten, cac cephalosporin khac, penicillin hode cac thudce khac. Néu thude duge dung cho bénh
nhan nhay cam véi penicillin, can can thdn vi man cam chéo gitta cac beta-lactam da dugce ghi nhan
va co thé Ién to1 10% so bénh nhén c¢6 tién st di Gng voi penicillin. Néu ¢d cac phan ung di ing xay
ra khi dung ceftibuten, hay ngimg thudc, céc truong hop xay ra phan tng di ing nghiém trong c6
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thé diéu tri bing epinephrine, cac bién phép hd trg bao gbm thd oxy, truyén dich, tiém thude khang
histamine, céc thudc corticosteroid, cac amin, tang ap thong khi va cac chi dinh 1am sang khac.

- Viém dai trang gia mac dd duoc ghi nhdn v6i gan nhu tat ca cac thudc khang sinh, bao gdm ca
ceftibuten, mirc dd nghiém trong tir nhe dén nguy hiém tinh mang. Do do can theo ddi céc bénh
nhéan bi tiéu chay khi sir dung khang sinh.

- Piéu trj bang cdc khang sinh lam thay d6i hé vi sinh Vit trong rudt va ¢ thé lam ting sinh
clostridia. Céc nghién ctru chi ra ring doc t6 do Clostridium difficile sinh rala mét trong nhing
nguyén nhan chinh gy ra "viém dai trang lién quan dén khang sinh”.

- Sau khi chan doan xé4c dinh viém dai trang gia mac, nén ap dung cac bién phap diéu tri thich
hop. Cac truong hop nhe cia viém dai trang gia mac thuong khéi khi ngimg thude. Trong cac
truong hop vira dén ning, can can nhic xir tri bing truyén dich, bd sung protein va chit dién giai,
diéu tri bang thudc khang sinh nhay cam voi Clostridium difficile.

- Ciing nhur cac khéng sinh phé rong khéc, diéu tri kéo dai ¢6 thé dan dén su xuat hién va phat trién
qua mure cta vi khudn khang thude. Theo ddi sat sao bénh nhan. Néu c6 bdi nhiém xay ra can c6
bién phap xr tri thich hop.

- Liéu Ceftibuten c6 thé dugc diéu chinh ¢ nhimg bénh nhan suy than tuy vao muc do suy than, dac
biét ¢& nhitng bénh nhan c6 d§ thanh thai creatinin < 50 ml/ phat hoac chay thdn nhan tao.
Ceftibuten dé dang bi thdm tach. Bénh nhén chay than nhan tao nén duoc theo doi can than,
ceftibuten nén dugc dung sau khi chay than nhén tao.

- Thén trong v6i bénh nhéan ¢c6 tién str bénh tiéu hoa dac biét 1a viém dai trang.

- Sy an toan va hiéu qua cua ceftibuten & tré dudi 6 thang tudi chua dugce chimg minh.

- Ngudi cao tudi: Khéng can giam liéu cho dbi tuong nay. Tuy nhién can duge theo ddi chat ché,
dic biét 1a churc ning than, c6 thé can phai diéu chinh liéu.

- Thube ¢6 chira sucrose, bénh nhan bi rdi loan di truyén hiém gap nhu khéng dung nap fructose,
kém hap thu glucose-galactose hoidc thiéu hut enzym sucrase-isomaltase khong nén dung thude nay.

SU DUNG CHO PHU NU CO THAI VA CHO CON BU:

Phu nir co thai

- Ceftibuten khong gay quai thai & chudt mang thai véi lidu ung 1én dén 400 mg/kg/ngay (gip 8.6
l4n liéu & ngudi dya trén lidu mg/ m?/ ngay). Ceftibuten khong gdy quéi thai ¢ tho mang thai véi
lidu ubng 1én téi 40 mg/ kg/ ngay (gip khoang 1,5 liéu trén ngudi dua trén lidu mg/ m?/ ngay) va
khéng thiy bang chimg nao gy hai cho thai. Chua c6 nghién ciru day du va kiém soat tot & nguoi
mang thai, vi thé chi sir dung cho phu nit mang thai khi that can thiét.

Phu nit cho con b

- Chua biét liéu ceftibuten c6 duoc bai tiét qua stra me hay khéng. Do c¢é nhiéu loai thube qua dugce
stra me, nén than trong khi dung ceftibuten cho phu nit cho con bu.

ANH HUONG PEN KHA NANG LAI XE VA VAN HANH MAY MOC

Chua c6 nghién ctru vé anh huong cia thube dén kha ning lai xe va van hanh may moéc duoe thuc
hién.

TUONG KY, TUONG TAC THUOC

Twong tac thude
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- Theophylin: 12 tinh nguyén vién nam khée manh da dugc cho sir dung ceftibuten 200 mg hai 14n
moi ngay trong 6 ngay. Vao mdi budi sang tron ngay thir 6 da uéng licu ceftibuten nhur trén, mdi
tinh nguyén vién duoc truyén tinh mach theophylin (4mg/ kg). Dugc dong hoc cua theophylin
khong thay doi. Anh hudng cua ceftibuten véi theophylin duong uong chua duge nghién curu.
- Thube khang acid hodc thube dbi khang thu thé H2: Anh huéng cua ting pH da day lén sinh kha
dung cua ceftibuten duoc danh gid ¢ 18 tinh nguyén vién truong thanh khoe manh. Mai tinh
nguyén vién duoc dung 1 licu ceftibuten 400 mg. Mot liéu khang acid dang long khéng anh hudng
dén Cmax hodc AUC cua ceftibuten; tuy nhién 150 mg ranitidine trong 12 gio trong 3 ngay da tang
Cmax ceftibuten 1én 23%, AUC ceftibuten tang 16%. Lién quan 1am sang cua nhiing sy gia tang nay
khong dugc biét dén.
Tuong ky: Do khéng c6 cac nghién ctru vé tinh tuong ky cia thube, khéng tron 13n thube nay voi
céc thude khéc.
TAC DUNG KHONG MONG MUON (ADR)
Nguwoi lon: (vién nang)
Thuong gap: ADR > 1/100
Budn nén, non, dau dau, tiéu chay, kho tiéu, chong mat, dau bung.
It gap: 1/1000 < ADR <1/100
Chan an, tdo bon, kho miéng, kho tho, kho tiéu, o hoi, mét moi, da‘"iy hot, phan long, nghet mi, di
cam, ngira, phat ban, mo mang, nham 1an huong vi, mé day, viém am dao.

- Céc chi s6 thay d6i khi st dung ceftibuten
Thuong gap: > 1/100: tang BUN, ting bach cau 4i toan, giam hemoglobin, ting ALT (SGPT), ting
bilirubin.
[t gap: >1/1000; <1/100: Tang Alkaline Phosphatase, ting creatinine, ting tiéu cau, giam tiéu cau,
giam bach cau, ting AST (SGOT)
Tré em: (hén dich)
Khong c6 truong hop tir vong, tac dung phu de doa tinh mang hodic thuong tit vinh vién & bat ky
bénh nhan trong nghién ctru
Thuwong gap: ADR > 1/100
Tiéu chay, nén mua, dau bung, phan long
It gap: 1/1000 < ADR <1/100
Kich dong, chan an, mat nudc, viém da, chong mat, rdi loan tiéu hoa, sét, dau déu, dai ra mau, tang
dong, mat ngu, cau gat, budn nén, ngira, phat ban, ring minh, may day.

- Céc chi sd thay d6i khi s dung ceftibuten
Thuong gip: > 1/100: Ting bach ciu i toan, ting BUN, giam hemoglobin, ting tiéu cu.
It gap: 1/1000 < ADR <1/100: Tang ALT (SGPT), ting AST (SGOT), ting Alk Phosphat, ting tiéu
cau, tang bilirubin, tdng creatinin.
Théng bao ngay cho bdc sy hodc dwoc sj nhitng phan g cé hai gip phdi khi siv dung thuéc.
QUA LIEU

- Qué liéu cephalosporin c6 thé kich thich ndo dan dén co giat
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Xir tri: Tham tich méu c6 thé loai bé khoang 65% lwong ceftibuten trong huyét twong. Chua c6
nghién ctru loai bo ceftibuten bang tham phén phuc mac

CAC PAC TINH DUQC LUC HQC

Ma ATC: J01DD14

Nhém thuée: Khang sinh cephalosporin thé hé 3.

Ceftibuten 14 khang sinh ban tong hop dudng udng. Ceftibuten c¢6 tic dung diét khuan bang céch
gan vao protein muc tiéu thiét yéu cta thanh té bao vi khuan. Su gén két nay dan dén e ché tong
hop thanh té bao.

Ceftibuten on dinh khi c¢6 su xuat hién cia hiu hét cic beta-lactamase qua trung gian plasmid,
nhung né khong 6n dinh khi ¢ cephalosporinase qua trung gian nhiém sic thé dugc san xuat trong
c4c sinh vat nhu Bacteroides, Citrobacter, Enterobacter, Moganella va Serratia. Gidng nhu céc tac
nhan beta lactam khac khéng nén st dung ceftibuten chdng lai cdc ching khéng beta-lactam do céc
co ché chung nhu tinh thdm hodc thay ddi protein gin vdi penicillin nhu S.preumoniae khéng
penicillin

Ceftibuten d& dugc chimg minh chéng lai hau hét céc ching cia cac vi sinh vat (H. influenzae,
Moraxella catarrlis, Streptococus pneumoniae) ca invitro va trong 1am sang.

TINH CHAT DUQC PQONG HQC
Hiip thu: Ceftibuten dugc hap thu nhanh sau khi uéng. Nong dd trong huyét twong sau khi sir dung
lidu duy nhét 9 mg/kg cho 32 bénh nhi lic d6i (6 thang dén 12 tudi) duge thé hién trong bang.

Nong dd trung binh trong huyét tuong (ug/ml
Théng s6 ceftibuten sau 1 liéu 9mg/kg) va céc thong sb
duoc dong hoc (+ 1SD)
1,0 gioy 9,3 (6,3)
1,5 giov 8.6 (4,4)
2,0 gio 11,2 (4,6)
3,0 gioy 9.0 (3,4)
4,0 gid 6,6 (3,1)
6,0 gio 3,8 (2,5)
8,0 gio 1,6 (1,3)
12,0 gio 0,5 (0,4)
Cmax, pg/ mL 13,4 (4,9)
Tmax , h 2,0 (1,0
AUC, pg-h/mL 56,0 (16,9)
T, h 2,0 (0,6)
Do thanh thai co thé (CI/F) mL / phut / kg 2,9 (0,7)

Phin bé:

Vién nang: Thé tich phan bd biéu kién trung binh (V/F) cta ceftibuten & 6 ngudi truong thanh 1a
0,21 L/kg (+1 SD=0,03 L/kg)

Hén dich: Thé tich phan b biéu kién trung binh (V/) ctia ceftibuten & 32 bénh nhan nhi lac doi la
0,5 L/kg (£ 1SD =0,2 L/kg
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Ceftibuten lién két v6i 65% protein huyét tuong. Lién két protein doc lap voi nong do ceftibuten
huyét tuong.

Phan b6 trong cac moé té bao.

-Dich tiét phé quan

Trong mét nghién ctru trén 15 nguoi 16n st dung 1iéu don ceftibuten 400 mg va 6 lich

nodi soi phé quan, néng d6 trung binh trong dich biéu mé va niém mac phé quan twong tmg 13 15%
va 37% so voi nong do trong huyét tuong.

-Trong dom

Nong d6 ceftibuten trong dom trung binh xdp xi 7% ndng dd ceftibuten trong huyét twong. Trong
mot nghién ctru trén 24 nguoi 1on duoc st dung ceftibuten 200 mg hai 1an mdi ngay hodc 400 mg
1 lan moi ngay, Cmax trung binh trong dom (1,5 pg /mL) dat duoc sau khi uong 2 gi¢ va Cmax
trung binh trong huyét tuong (17 ng /mL) dat duoc sau khi uong 2 gio

-Dich tai gitta (MEF)

Trong mdt nghién ciru trén 12 bénh nhi duge ding ceftibuten 1liéu 9 mg /kg, dién tich dudi dudong N
cong trong MEF (AUC) trung binh khoang 70% AUC huyét tuong. Trong cing mét nghién ci, \f

gia tri Cmax trong MEF 1a 14,3 + 2,7 ug /mL dat duoc sau khi udng 4 gio va 14,5 = 3,7 ug /mL ;
trong huyét tuong 2 gio sau khi ung. i

-Trong amidan

Dir liéu vé sy phan bo cua ceftibuten vao moé amidan chua co.
-Dich néo tay
Dir liéu vé su phan bo cua ceftibuten vao dich ndo tay chua co.

Anh huéng ctia thire dn dbi véi su hép thu

Thurc @n anh huong dén sinh kha dung cua ceftibuten.

Anh huong cta thire an 1én sinh kha dung cia Vién nang Ceftibuten da dugc danh gia & 26 ngudi
tinh nguyén 1a nam gi6i truong thanh khoe manh, udng 400 mg Vién nang Ceftibuten trude khi an
sang hodc ngay sau khi an sang. Két qua cho thiy thic an lam cham Cpax di 1,75 gio, 1am giam
Cumax xudng 18%, va giam 8% mirc d¢ hép thu (AUC).

Chuyén héa va thdi trir: Mot nghién ciru véi ceftibuten duge danh diu phong xa cho 6 tinh nguyén
vién nam truong thanh da ching minh rang cis-ceftibuten 1a thanh phan chiém uu thé trong ca
huyét twong va nude tiéu. Khoang 10% cua ceftibuten duoc chuyén ddi sang tran-isomer. Tran-
isomer c¢6 kha nang khang khuan bang 1/8 cis-isomer

Ceftibuten dugc bai tiét qua nudc tiéu, 95% phong xa da dugc tim thz"iy trong nudc tiéu hodc phan.
Trong 6 tinh nguyén vién nam trudng thanh va khoe manh, khoang 56% liéu ding di duoc thai trir
qua nudc tiéu va 39% trong phéan trong vong 24 gio. Thude chu yéu duoc bai tiét qua nude than do
d6 bénh nhan bi rdi loan chire ning than hodc chay than nhén tao can dwoc didu chinh liéu.

Déi twong dic bigt

Ngueoi cao tuéi

Dugc dong hoc cua ceftibuten di dugc nghién ctru ¢ ngudi cao tudi (65 tudi tré 1én). Mdi tinh
nguyén vién duge udng ceftibuten vién nang 200 mg x 2 1an/ngay trong 3,5 ngay. Cmax trung binh
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12 17,5 (3,7) ng/ml sau 3,5 ngay ding thude so véi 12,9 (2,1) pg/ml sau lidu dau tién. Tich Iiy
ceftibuten trong huyét tuong 1a khoang 40% ¢ trang thai on dinh. Chwa c6 théng tin vé chirc ning
than & nhitng ngudi nay, do d6 két qua cia nghién ciru chua c6 ¥ nghia 1am sang & ngudi cao tudi.
C6 thé can diéu chinh lidu & bénh nhan cao tudi.
Bénh nhan suy than
Dugc dong hoc cua ceftibuten da duge nghién ctru ¢ ngudi trudng thanh bi suy than. Thoi gian ban
thai trong huyét tuong cua ceftibuten tang Ién va do thanh thai toan phé“m (CI/F) giam tuong ung
v&i mire do suy than. O 6 bénh nhan suy than muc do trung binh (do thanh thai creatinin tir 30 dén
49 mL / phut), thoi gian ban thai trong huyét twong cua ceftibuten tang 1én 7,1 gio va CI/ F giam
xuéng 30 mL / phat. O 6 bénh nhan suy than nang (49 thanh thai creatinin 5 dén 29 mL / phut), thoi
gian béan thai ting 1én 13,4 gio va CI/ F giam xubng 16 mL / phut. O 6 bénh nhan suy thén nang
(d0 thanh thai creatinin <5 mL / phut), thoi gian ban thai tang lén 22,3 gio va C1/ F giam xuéng 11
mL / phut (thay d6i tir 7 dén 8 1an so véi nguoi tinh nguyén khoe manh). Thidm phdn mdu loai bo
65% luong thudc khoi mau trong 2 dén 4 gio.
QUY CACH PONG GOI: Hop 1 lo nhya HPDE ¢6 vach 60 ml chira 24 g bt thube dé pha 60 ml
hén dich udng, kém dung cu chia lidu, to hudng dan st dung
BAO QUAN: Noi kho réo, thoang maét, nhiét d6 dudi 30 °C, tranh 4nh sang.
HAN SU DUNG:
Bot pha hon dich: 24 thang ké tir ngay san xuat.
Hdn dich sau hoan nguyén: 14 ngay khi dugc bao quan trong ti lanh tir 2 - 8 °C.
TIEU CHUAN CHAT LUQNG: TCCS
Co sé sin xuit
Cong ty Co phz‘in lién doanh dwoc phém Eloge France Viét Nam
Dia chi: S6 04, duong Tt M@, Khu phat trién — Khu Céng nghiép Qué V&, phuong Phuong Lidu,
thi xa Qué V&, tinh Bic Ninh
Dién thoai: 0222.3617.888 Fax : 0222.3617.789
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