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WALEROTIC

1 X 10 Capsules

qg(, Prescription Drug

WALEROTIC

Cefdinir Capsules USP 300 mg

JILOHITYM

WALEROTIC

(& Thubc ban theo don

WALEROTIC Thanh phan: Méi vién nang gelatin cirng chira:
Cefdinir Capsules USP 300 mg CefdinrUSP onummmmsmmmrssms 300 mg
Chi dinh, liéu dung va cach dung, chéng chi dinh,

COMPOSITION: Each capsule contains: twong téc thuéc, tac dung khéng mong muén:

. Xem to hwéng dan sir dung kem theo. u
Cefdinir USP ........... 300 mg -
Approved colour used in capsule shell Tiéu chuan: USP '_
DOSAGE: Bao quan: O nhiét do khéng qua 30°C O
As directed by the physician. DNNK® m
STORAGE: w Dé xa tam tay tré em

. 'a) Doc ky hwdng dan st dung trwde khi ding m
Store at temperatures not exceeding 30C o Céc théng tin khac d& nghi xem t& hwéng dan '
in a dry place. S str dung kém theo
Keep out of reach of children. X (

é Manufactured by/ San xuéat bdi: 3

ML No. 1036 ZIM LABORATORIES LTD.
Visa No./So ?K‘ zimg
Batch No./ 8016 SX: Laboratnrie; Ltd.
Mfg. Date./ NSX  :dd/mmlyyyy Plot Nos. B-21, 22, M.1.D.C Area, Kalmeshwar,
Exp. Date./ HD - dd/mmlyyyy Nagpur 441501 Maharashtra State, An D6
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Rx
Vién nang cing WALEROTIC
(Cefdinir USP 300 mg)

Thude nay chi ding theo don thuée

Dé xa tam tay tré em.

Doc ky huong dan trudc khi sie dung

Néu can thém théng tin xin hoi y kién cia bac sy

Thanh phén cong thic thude:

M&i vién nang cling chua:

Thénh phan hoat chat:

CEfdinit USP wuws s smen 1 300 mg

Thénh phén té dwoc: Natri Lauryl Sulfat, Magnesi stearat, Tinh bot natri glycolat, Talc tinh khiét.

Dang bao ché: Vién nang cing (¢ nang 1) than nang mau trang, nap nang mau hong chira bot thuée mau kem.

Chl dinh:

Vién nang cefdinir duge chi dinh diéu tri cho cac bénh nhan nhiém trang mc do nhe dén vira phai gy ra bdi céc
chiing vi khuin nhay cam da dugc chi dinh trong cdc truong hop dugc liét ké dudi day:

Nguoi lon va thanh thiéu nién:

Viém phoi mic phai cong dong do Haemophilus influenzae (ké ca cac ching san sinh B-lactamase), Haemophilus
parainfluenzae (k& ca cac chung san sinh B-lactamase), Streptococcus pneumoniae (chi c6 chung nhay cam
penicillin), va Moraxella catarrhalis (l\e cé céc chung san sinh p-lactamase)

Dot kich phat cp tinh cta viém plm quan man tinh do Haemophilus influenzae (ké ca chiing san sinh B-lactamase),
Haemophilus parainfluenzae (bao gom p-lactamase san xuat glonc) Streptococcus pneumoniae (chi ¢d chung nhay
cam penicillin), vaiMoraxella catarrhalis (ké ca chiing sin sinh B-lactamase).

Viém xoang ham trén cdp do Haemophilus influenzae (ké ca ching san sinh [-lactamase), Streptococcus
pneumoniae (chi ¢6 ching nhay cam penicillin), vaMoraxella catarrhalis (ké ca chung san sinh B-lactamase).

Viém hong / Viém amidan do Streptococcus pyogenes.

L y: Cefdinir ¢6 hi¢u qua diét trur vi khuan S. pyogenes ¢ ving hau hong. Tuy nhién, cefdinir da dugc nghién ctru
dé phong ngua st Lhap khop do S. pyogenes sau diéu tri viém hong/viém amidan. Chi c6 penicillin tiém bap da
dugce ching “minh ¢6 hi¢u qua trong ngan ngira sot thép khop.

Nhiém tring da va cdu tric da khong bién ching do Staphylococcus aureus (ké ca ching san sinh B-lactamase) va
Streptococcus pyogenes.

Bénh nhi:

Viém tai gitta do vi khuan cép tinh Haemophilus influenzae (ké ca ching san sinh f-lactamase), Streptococcus
pneumoniae (chi ¢6 ching nhay cam penicillin), va Moraxella catarrhalis (ké ca cdc ching san sinh B-lactamase).
Viém hong/viém amidan do Streptococcus pyogenes.

Luu y: Cefdinir ¢6 hi¢u qua diét tru vi khuan S. pyogenes ¢ ving hau hong. Tuy nhién, cefdinir d& dugc nghién cuu
dé phong ngira sot thip khép do S. pyogenes sau didu tri viém hong/viém amidan. Chi c6 penicillin tiém bap da
duge chimg minh c6 hiéu qua trong ngan ngura sot thap khop.

Nhiém tring da va cAu tric da khong bién chung do Staphylococcus aureus (ké ca chiing san sinh B-lactamase) va
Streptococcus pyogenes.

LIEU DUNG VA CACH DUNG:

Vién nang:

Licu khuye én cdo va thoi gian CIIL,U trj cdc bénh nhiém trung & ngudi lon va thanh thiéu nién duoc mo ta trong so do
sau; tong liéu hang ngay cho tat ca cac bénh nhiém trung 14 600 mg. Litu ding moi ngdy mot lan tr ong 10 ngay laco
hi¢u qua nhu chia lidu 2 1an trong ngay. Lidu ding mO| ngay mot lan chua duoc nghién clu trong viém phOl hodc
bénh da: do do, vién nang cefdinir nén dung hai 14n mdi ngay trong cac bénh nhiém trung. Vién nang cefdinir c6 thé
udng ma khong lién quan dén bira an.




https;/mhathuocngocanh.com/

Nouoi 16n va thanh thiéu nién (Tudi tir 13 trg 1én):

Loai nhi¢m trung Thoi gian st

Licu dung

Viém phéi mic phai cong dong 300 mg moi 12 gio |10 ngay

Dot kich phdt céip cua viém phé quan[300 mg moi 12 gid
man tinh hodc
' 600 mg moi 24 gio |10 ngay

516110 ngay

300 mg mdi 12 gio

10 nga
hoac g4y

Viém cap tinh xoang ham trén

600 moi 24 gio 10 ngay

300 mg moi 12 gio

hais 5 t6i10 ngay

Viém hong / viém amidan

600 mdi 24 gio 10 ngay

Nhiém tl;itgli]gdiign(\:a cau triuc da khong 300 mg mi 12 giv |10 ngdy
Tré em tudi tir 6 dén 12 tudi: Dung cefdinir & dang hon dich uong.

Su an toan va hiéu qua cua cefdinir cho tré em dudi 6 thang chua duoc thiét lap.

Bénh nhin Suy thin:

Bénh nhan nguoi [6n ¢6 dd thanh thai creatinin <30 ml/phut, lidu diing ctia cefdinir 1a 300 mg, mdi ngay mot lan.

Do thanh thai creatinin kho dé do luong & cdc bénh nhan ngoai tru. Tuy nhién, cong thue sau day co thé duoc sur
dung dé ude tinh do thanh thai CILdtll’lln (CLcr) 6 bénh nhan nguoi lon. Pdi véi du dodn co gid tri, ndng do creatinin
huyét thanh nén phan anh muc do 6n dinh ctia chirc nang than.

Nam gioi:

cL = (trong luong) (140 — tudi)

(72) (creatinin huyét thanh)

N gigi: CL, = 0.85 x gid tri CL, nam gidi
Trudong hop thanh thai creatinin tinh bang ml/phut, dj tudi tinh bing nam, trong lugng la kg, va creatinin huyet
thanh 1a mg /dL®
Cong thuc sm day c6 thé duge st dung dé udc tinh do thanh thai creatinin & bénh nhi:
GlL= Chidu dai hodc chidu cao co thé
Creatinin huyut thanh
Khi K = 0.55 dbi voi tré em trén mot tu6i® and 0,45 d6i v6i bénh nhl (du01 1 tudi)®.
Trong phuong trinh trén, do thanh thai creatinin tinh bang ml/phat/1,73 mZ, chidu dai co thé hodc chiéu cao tinh bang
cm, va do ucalmm huyét thanh 1a mg/dL.
Déi voi bénh nhén tré em co do thanh thai creatinin <30 ml /phut /1,73 m?, liéu cefdinir nén 1a 7 mg / kg (Ién dén 300
mg) diing moi ngdy mot lan.
Nhing bénh nhin dang loc miu:
Chay than nhén tao loai bo cefdinir khoi co thé.O nhiing Dml] nhan duy tri chay thian nhan tao man tinh, lidu luong
ban dau duoc khuyén cdo la 300 mg hodc 7 mg/kg lidu mdi ngay.Két thuc mdi dot chay than nhén tao, nén dung lidu
300 mg (hodc 7 mg/kg). Nhiing licu m,p theo (300 mg hodc 7 mg/kg) sau do duoc dung vao mdi ngay khéc.

CHONG CHI DINH:

Cefdinir Lhon«T chi dinh ¢ cac bénh nhan di Gng voi cac nhom khang sinh cephalosporin.

Chong chi dinh cho bénh nhéan di ing voi bt ctr thanh phan nao clia thude.
Cianh bdo va thin trong khi dung thude:
CANH BAO:
Trude khi diéu tri véi cefdinir dugc dat ra, didu tra cin than dé xdc dinh xem bénh nhan c¢6 phan tng man cim Vi
cefdinir truge do, cephalosporin, punulm hodc thudce khac. Néu cefdinir dugc dung cho bénh nhén nhay cam vdi
penicillin, can than trong Vi xay ra qud min gitta cdc khdng sinh B-lactam da duoc ghi rd rang va c6 thé xay ra dén
10% benh nhan ¢h tién st di ng penicillin. Néu phan tmg di ing v6i cefdinir xay ra, nén ngung thude. Phan mg
qua man cap tinh nang co thé can diéu trj voi epinephrin va cdc bién phap khén cap khéc, bao goém tho oxy, truyén
dich, tiém tinh mach khéng histamin, corticosteroid, cdc amin tdng huyet dp, va kiém soat duong hd hap, nhu duoc
chi dinh trén lam sang. F

g
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Tiéu chdy lién quan Clostridium difficile (CDAD) da dugc bdo cdo khi dung gin nhu tt ca cac thube khang khuan,
bao gom cefdinir, va co thé dao dong trong mic do nghiém trong cla ti€u chay tir nhe dén viém dai trang gy
vong. Piéu tri v6i cac tac nhan khdng khudn lam thay d6i hé thuc vat binh thuong cua rudt dan dén phat trién qua
mure Clostridium difficile.

C. difficile san sinh doc b A va B dong gop vao su phat trién cta Clostridium difficile gdy tidu chay (CDAD).
Chung C. difficile san sinh déc 16 cao gdy tang ty 1€ méc bénh va tir vong , nhu cdc bénh nhiém tr ung co thé tro véi
diéu tri khang sinh va co thé yéu cdu phau thuat cét bo rudt két. CDAD phal duge xem xét trong tat ca cdc bénh nhan
¢6 biéu hién tiéu chay sau khi dung khang sinh. Tién st dung thude cin than 1a can thiét vi CDAD di duoc bdo céo
xdy ra sau khi dung cac tac nhan khang khuanhon hai théng.

Néu CDAD bi nghi ngd hodc da xédc dinh, s dung khéng sinh lién tuc khong chéng lai C. difficile c6 thé can phai
duoc cham dut. Dung dich va dién giai thich hop, b sung protein, ding khang sinh diéu tri C. difficile, va danh gid
plmu thuat nén duge dat ra nhu chi dinh [am sang.
Thin trong chung:
Dung cefdinir khi nghi ngd nhiém khudn hodc chua dugc chimg minh hoac chi dinh phong ngtra khong c6 lgi ich
cho bénh nhan va con lam tang nguy co phat trién céc vi khudn khang thude.
Ciing nhu v6i céc khang sinh phd rong khac, diéu tri kéo dai €0 the dan dén su xudt hién va phit trién qua muc
cta vi khudn dé khang. Theo d&i cn thin cac bénh nhan la rat can thiét. Néu c6 boi nhidm trong khi diéu tri, liéu
phdp thay thé thich hop nén duge dung.
Cefdinir, cling nhu voi khang sinh pho rong khac, nén duge ké don mdt cach than trong ¢ nhiing ngudi co tién s
viém dai trang.
O bénh nhéan suy than thodng que thay kéo dai (do thanh thai creatinin <30 ml/phut), tong lidu hang ngay cua cefdinir
neén giam vi co thé dan dm nong do cefdinir trong huy ét tuong cao va kéo dai sau khi dung cac lidu I\huyen cdo.

Phu n@r mang thai va cho con bi:
Mang thai
Phdn loai B cua thai ky:
Cefdinir khong gdy quai thai ¢ chudt cong vai liéu ubng lén dén 1000 mo/l\g/ngay (gap 70 lan liu ctia nguoi, dya
vao mg/kg ngay. gép 11 lan dua vio mg/m’ ‘ngdy) hodc ¢ tho voi licu udng 1én dén 10 mg/kg/ngay (gap 0,7 lan licu
cua npuoi, dua vao mg/kg/ngay, mp 0,23 ]an dua vao mg/m /ngav) Doc tinh cua tho me (giam co thé tang can) da
duge quan sat Lhu\ & tho & lidu dung nap toi da 10 mg/kg/ngay ma khong c6 tac dung phu dén con cai. Giam trong
lugng co thé xay ra trong bao thai llul > 100 mg / kg / ngdy, va trong chudt con ¢ > 32 mg/kg/ngay. Khong cd anh
huong quan sat thiy trén cac thong s6 sinh san me hay su song con cua con ¢di, phat trién, hanh vi, hodc chuc nang
sinh san.
Tuy nhién, chua cé nghién ctru day da va c6 kiém soat & phu nit mang thai. Vi cac nghién ctru sinh san trén dong vat
khong luon dugc tién dodn ddp (g trén ngudi, thube nay chi nén duoc st dung trong khi mang thai khi that can
thiét.
Cac ba me cho con bi
Sau khi dung licu don 600 mg, khong phét hién co cefdinir trong sita me.
Tic done ctia thude khi dang ldi xevi vin hanh may:
Chua ghi nhan duge bdo cdo phan img b at loi hodc chua co nghién ctru ndo vé & anh hudng clia thude 1én kha nang
van hanh may moc, 14i tau xe, ngudi lam viée trén cao va cdc truong hop khac.
Tuong tic thude:
TUONG TAC THUOC:
Thuoe khing acid (chita nhém hodc magié): e
Diing don:: thoi vién nang cefdinir 300 mg voi 30 mL hon dich Maalox™ lam giam ty 1 (Cmax) va muc d6 (AUC) <
cua su hap thu khodng 40%. Thoi gian dé dat Cmax cling duge kéo dai 1 gio.Khong cé anh huong déng ké vé dugce
dong hoc cua cefdinir néu thude khang acid duoce dung 2 it trude hoac 2 0i0 sau khi dung cefdinir Néu céc thuoc
khang acid phai dmw trong qua trinh diéu tri cefdinir, cefdinir can duoc udng it nhat 2 gio trude hodc sau khi uong
thude khang acid
Probenecid:
Cting nhu voi cée khang sinh f-lactam khac, probenecid tic ché su bai tiét cefdinir qua than, dan dén tang khoang
oép doi AUC, tang 54% nong do dinh trong huyet tuong cefdinir, va kéo dai 50% thoi gian bén thai ro rét.
BG sung Sdt va cdc l/mcp/wm tang cuong Scit:
Dung dong thoi cefdinir vai tri licu bd sung st ¢6 chira 60 mg sat nguyén t6 (nhu FeSO4) hay vitamin b sung 10
me nguyén to st lam giam muc do Imp thu 80% va 31%, tuong tng. Néu bd sung sat dugc yéu cdu trong qué trinh
(Iun tri cefdinir, cefdinir can dugc udng it nhét 2 gio trude hoac sau khi bd sung sat

dc dung cua cdc loai thue phim ting cudng cao c¢é bo sung sdt nguyén to (chu yéu la ng cde an sang tang cudng
le tsdt) doi vai su lmp thu cefdinir chua dugc nghién cutru.

/q'/lm//



https:/fnhathuocngocanh.com/

Pi ¢6 béo cdo vé phan hoi c6 mau do 6 bénh nhan dung cefdinir.Trong nhidu trudong hop, céc bénh nhan cting da
dung cdc san phim c6 chira sat. Mau hoi d¢ la do sy hinh thanh cua mot phuc hgp khong hap thu gitta cefdinir hodc
céc san pham phén huy cta cefdinir va sat trong dudng tiéu hoa.
Twong tde thuoe/ Twong tdc thir nghiém phong thi nghi¢m:
Mot phan ing duong tinh gia thé keton trong nudc tiéu ¢o thé xay ra véi cde xét nghiém st dung nitroprussid, nhung
khong xay ra voi cdc xét nghiém sur dung nmofemcyamd Dung cefdinir ¢6 thé dan dén mot phan ung duong tinh gia
glucose trong nudc tidu khi dang dung Clinitest®, dung dich Benedict, hodc dung dich Fehlmg Khuyen cao rdng cac
xét nghiém glucose dua trén phan tng oxy hoa glucose enzym (nhu Clinistix® ho#c Tes- Tape ) dugc st
dung.Cephalosporin duoc biét doi khi giy ra phép thir Coomb truc tiep duong tinh.
'l\ic dung khong mong mubn:

Cac thir nghiém 1am sang — Vién nang cefdinir (Bénh nhan nguoi 1én va vi thanh nién)
Trong cdc thir nghiém [am sang, 3093 bénh nhan ngudi lon va thanh thiéu nién (3841 ngudi My va 1252 khong phai
nauwroi My) dum diéu i vai liéu khuyén céo vién nang Ludmn (600 mg/ngay). Héu hét céc tic dung phu dcu nhe va
t khoi. K hong co truong hop tr vong hodc tan tat vinh v ian do cefdinir. Mot trdm bén muoi bay trong s6 ciia 5093
(3%) bénh nhan ngung thude do co thé ¢o tic dung phu dugc dua ra boi cac nha didu tra, 6 |8, hodc chéc chan lién
quan dén lidu phap cefdinir. Viée ngung thude chi yéu do céc rbi loan tiéu hoa, thuong bi tiéu chay hodc budn nén.
Muoi chin trong s6 5093 (0,4%) bénh nhin da ngung thude do phat ban cho rang da lién quan dén dung cefdinir.
Tai My, cac tac dung phu sau day da duge dua ra béi céc nha diéu tra, c6 I&, hodc chic chén lién quan dén vién nang
cefdinir trong céc thir nghiém 1am sang da lidu (N = 3841 bénh nhan dugc diéu tri cefdinir):
Cac tac dung lién quan dén cefdinir thtr ngiém trén ngudi 16n va vi thanh nién My
(N =3841)"

)"

Ty 18 mac> 1% Ticu chay 15%
:;’:lg:; nam Candida 4% phu nit
NOn 3%
Dau dau 2%
bBau bung 1%
Viém am dao 1% phu ntr
Ty 1& mac < 1% nhung > 0.1% |Phat ban 0.9%
Chirng kho ticu 0.7%
day hoi trong bung 0.7% VA
non 0.7% ﬁ_'ﬂ \
phén bt thuong 0.3% S
Biéng an 0.3%
tdo bon 0.3%
chong mit 0.3%
Kho miéng 0.3%
chimg suy nhuogc 0.2%
Mt ngu 0.2%
Chung khi hu 0.2% phu ntr
Bénh do nam Monilia| 4,
(Candida) B2
nglra 0.2% :
tinh trang mo mang 0.2%
* 1733 N@, 2108 Nam

Thay doi cde gia tri xét nghi¢m sau ddy cd y nghia lam sang ¢ the, bat ké moi lién quan véi dicu tri voi cefdinir, da
duoc nhin lhd\ wrong cac thu nghi¢m lam sang duoc tién hanh tai My:

Thay doi cdc gia tri xét nghiém da dugc quan st thav khi dang vién nang cefdinir trong thtr nghiém lam sang tai My
trén nguoi lon va vi thanh nién (N = 3841).

Ty 1é mic > 1% 1 bach cdu nudc ticu 2% f
1 protein nude tidu 2%
T Gamma-glutamyltransferase 1%
Lympho, 1 Lympho 1%, 0.2%
T Microhematuria 1%
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Ty 16 mac < 1%|tGlucose’ 0.9%
nhung > 0.1% 1Glucose niéu 0.9%
1Tang bach cau, | Giam bach cau 0.9%, 0.7%
1 Alanine aminotransferase (ALT) 0.7%
1 bach cdu 4i toan 0.7%

1 Trong lugng riéng nudc tiéu,

- - o 0.6%, 0.2%
| Trong lugng riéng nudce tiéu

| Bicarbonat® 0.6%
1 Phét pho, | Phot pho® 0.6%, 0.3%
T Aspartate aminotransferase (AST) 0.4%
T Alkaline phosphatase 0.3%
TNitro ure mau (BUN) 0.3%
[Hemoglobin 0.3%
lp]i/g;;}; cau trung tinh da nhan (PMNs), 0.3%. 0.2%
1Bilirubin 0.2%
1Lactate dehydrogenase® 0.2%
1Ticu cdu 0.2%
TKali® 0.2%
7 pH Ure* 0.2%

"N <3841 doi vai cac thong so trén
Tdc dyng phu lién quan dén khi ding hdn dich cefdinir trong thir nghiém lam sang tai My trén nguoi I6n va vi
thanh nién (N = 1783)"

Ty 1& mic > 1% Bénh ticu chay 8%
phat ban 3%
non 1%
Ty 1€ méc< 1% nhung> 0.1% |Bénh do Monilia (Candida) 0.9%
da
Bau bung 0.8%
Giam bach cau 0.3%

Bénh do Monilia (Candida . - v
oo A a) 0.3% nit oy
am dao

Viém am dao 0.3% nit
phan bt thudong 0.2%
chtrg kho tiéu 0.2%
Tang van dong 0.2%
tang ASTDb 0.2%
ban ddt, sdn 0.2%
budn non 0.2%

* 977 nam, 806 nl
® Céc thay doi thude xét nghiém da co bdo cdo vé cac tac dung phu.
LUU Y: Trong cd hai bénh nhan dung cefdinir va bénh nhan kiém soat dicu tri, ty 1¢ tidu chdy va phat ban cao hon ¢
bénh nhi nho tudi nhat. Ty 1¢ mic bénh tiéu chdy & b¢nh nhan dugc didu trj cefdinir <2 tudi 1a 17% (95/557) so voi

4% (51/1226) ¢ bénh nhan dugc diéu tri cefdinir > 2 tudi. Ty 1¢ mac phat ban (phat ban do hdm t@ chu yéu 6 bénh
nhan tre) 1a 8% (43/557) o bénh nhan <2 udi so véi 1% (8/1226) bénh nhan > 2 tuoi.

Thay ddi cac gia tri xét nghiém sau ddy c6 y nghia lam sang co thé, bat ké mdi lién quan vai diéu tri véi cefdinir, da
duoc nhin thiy trong céc thir nghiém 1am sang dugc tién hanh tai M§y:

Thay doi cdc gid tri xét nghiém trong thir nghiém 1am sang da duoc quan sat thay khi dung hdn dich cefdinir tai My
O tré em. i

L
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Ty 1€ mic > 1% TLympho, | Lympho 2%, 0.8%
T Alkaline phosphatase 1%
| Bicarbonat® 1%
1 Bach cau ai toan 1%
TLactate dehydrogenase 1%
1Tiéu cau 1%
1 PMNs, |PMNs 1%, 1%
1 protein niéu 1%
Ty 1&¢ mic < 1% nhung >|tPhospho, | Phospho 0.9%, 0.4%
0.1% 1 pH ni¢u 0.8%
|Bach cau, 1 Bach cdu 0.7%, 0.3%
| Calcium® 0.5%
JHemoglobin 0.5%
TBach cdu niéu 0.5%
1 Bach cau don nhén 0.4%
TAST 0.3%
TKali’ 0.3%
T Trong lugng riéng nuoc
tieu, | Trong lugng riéng|0.3%, 0.1%
nude tiéu
L thé tich huyét cau’ 0.2%
a N=1387 dbi voi céc thong s trén

]\mh nghiém sau khi luu hanh thude: ,

Idc dung phu va cdc xét nghi¢m thay doi sau day, bét ké mf)i quan hé cta ho voi cefdinir, dd duoc bdo céo trong
suoL qua trinh st dung thude rong rii, gdy tr vong, phu né trén mat va thanh quan, cam gidc nghet tho, phan tung
gidng bénh huyét thanh, viém két mac, viém miéng, hoi chimg Stevens-Johnson, hoai tir biéu bi doc tinh, viém da
troc vay, ban do da dang, ban do ndt, viém gan cép tinh, & mdt, viém gan bao phat, suy gan, vang da, tang men
amylase, viém rudt cap tinh, tiéu chay ra mau, viém dai trang Xudt huy ét, dai tién mau den, viém dai trang gia mac,
giam toan thé huyel cdu, giam bach cau hat, giam bach cdu, giam tiéu cdu, ban xudt huyet giam tleu cau tu phat,
thiéu mau tan huy et, suy ho hap cap tinh, con hen suyén, viém phoi do thude, viém phoi tang bach cdu eosin, viém
phoi k& ty phat, sot, suy than cap, bénh than, xu huong chay mau, roi loan dong mdu, déong mau rai rac ndi mach,

chay mdu tiéu hoa trén, loét da day, tdc rudt, mat y thie, viém mach di img. tuong tac cefdinir-diclofenac c6 thé. suy
tim. dau nguc, nhoi mau co tim, tang huwt ap, cir dong vo thire, va tiéu co van.
Téc dung phu thude 16p cephalosporin:
Céc tac dung phu va cdc xét nghi¢m thay d6i sau day da duge bado cao dbi voi cac khang sinh 16p cephalosporin noi
chung:
Phan tng di Ung, sbc phan vé, hoi chimg Stevens- Johnson, honw ban da dang, hoai tu biéu bi doc tinh, réi loan chiic
nang than, bénh than doc tinh, rdi loan chirc ning gan bao g gdm chung U mat. thiéu méu bat san, thleu mau tan lumt
xudt huyét, xét nghiém duong tinh gid glucose ni¢u, giam b lﬂch cdu, giam toan thé huyét cAu, va mét bach cau hat.
Irigu ching viém d 1i trang gida mac co thé bt dau trong khi hodc sau khi diéu tri khdng sinh.
Mot s6 cephalosporin da duoce lidn quan gay ra co gidt, dic biét & nhiing bénh nhan suy thén khi lidu luong khong
giam. Néu co giat do diéu tri thude xay ra, nén ngung thude. Didu tri chdng co gidt co thé duge dua ra néu c6 chi

dinh lam sang.

Thong bdo cho bic sy hodc dieoc sy nhitng phan ting ¢é hai gdp phai khi sic dung thuéc.

Qua lidu va cdch xir tri:
Qua lidu:
Thong tin vc qua llul cefdinir & ngudi chua ¢ sin. Trong cdc nghién ctu doc tinh cap trén dong vat gam nham, uonf7
iiC u duy nhit 5600 mg/ke khong ¢6 tac dung phuy. Dau hi¢u va tridu chimg doc hai sau qud licu v6i khang sinh B-
lactam khdc bao uom budn non, non, dau thuong vi, tiéu chay va co gidt.
( adl Xt tri khi dang thude qua liéu: Chay than nhan tao loai bo cefdinir khoi co thé. wa nay co thé hitu ich trong
truong hop ¢6 phan tng doc hai nghiém trong tir qua lidu. ddc biét néu chire nang than bj ton thuong.
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Thong tin vé duge Iy, 1im sang:

Dic tinh duge lm hoc:
Nhom duoc ly: Thudckhang sinh thudc nhom cephalosporin thé hé 3. M3 ATC: JOIDDI35

Hoat tinh khéng khuan: Cefdinir ¢ pho khang khudn rong chong lai vi khuan gram duong va g gram am. Bac biét, so
vGi cac khang sinh cephem duong udng khac, nd co hoat tinh manh chongj lai vi khuan gram duong nhu
Staphylococcus va Streptococcus spp. Co ché hoat dong ctia n6 1a diét khudn va bén viing véi beta-lactamase do
nhiéu vi khudn san sinh ra, do d6 ¢6 hoat tinh tét chng lai cac vi khudn san sinh p-lactamase.
Co ché tac dung: Co ché tac dung cua Cefdinir 12 e ché tdng hop thanh té bao. Cefdinir ¢6 ai luc cao véi protein
odn penicilin (PBP) 1 (1 a, 1b), 2 va 3, v6i céce vi tri ¢6 cac hoat tinh khéc nhau theo vi khudn.

D& lam giam sy phat trién cta vi l\huan khang thude va duy tri hiéu qua ctia cefdinir va céc loai thude khang sinh
khac. cefdinir chi nén st dung (IL. didu tri hodic ngén ngtra nhidm tring gdy ra boi céc vi khuédn nhay cam. Khi thong
tin vé tinh nhay cam va nudi cdy da ¢o sin, nguoi ta can xem xét viée lua chon hogc thay ddi tri liéu dbi voi vi khudn
d¢ khang. Trong truong hop khong c6 cée dir lidu d6, mo hinh vé tinh nhay cam va dich t¢ hoc dia phuong c6 thé
dong gop vao sy lua chon theo kinh nghiém diéu tri.
Dic tinh duge djng hoc:
Hip thu
Sinh kha dung diwong uon"
Nong do cefdinir trong huy &t ong 81 da xay ra tir 2-4 gio sau dung vién nang hodc hon dich cefdinir. Nong dé
cefdinir trong huy &t twong tang so voi liéu luong, nhung tang it hon so vai ty 1€ lidu dung tur 300 mg (7 mg/kg) dén
600 mg (14 mg/kg). Sau khi diang hon dich cho ngudi [én khoe manh, sinh kha dung cefdinir 1a 120% so voi v1en
nang. Ude tinh sinh kha dung cuta vién nang cefdinir [a 21% dung mot lidu vién nang 300 mg, va 16% sau khi uon(Y
mot liéu vién nang 600 mg. Udc tinh kha dung sinh hoc tuyét ddi cua hon dich cefdinir 1a 25%. Hon dich uong
cefdinir 250 mg/5 ml da duoc chirmg minh la tuong duong sinh hoc véi nongj do 125mg/5ml ¢ nguoi [6n khoe manh
ubng luc doi.
Anh huwdong ciia thire dan:

Cic Cmax va AUC ctia vién nang cefdinir bi gidm 16% va 10%, tuong tng, khi ubng véi thirc an nhidu chét béo. O
neudi 16n ubng hdn dich 250 mg/5 ml véi bita dn nhiéu chit béo, cdc Cmax va AUC ciia cefdinir giam 44% va 33%,
twong Umg. PO 1on cta viée giam nay khong c6 kha ning c6 y nghta lam sang boi vi cdc nghién ctiu an toan va hic¢u
qua ctia hon dich udng cho bénh nhi d duoc tién hanh ma khong quan tam dén hie an. Do do, cefdinir c6 thé uona
ma khong licn quan dén thire an.

Vién nang cefdinir:
Nong do trong huyét tuong cefdinir va cc gid tri thong s6 duge dong hoce sau khi ung liéu don cefdinir 300 va 600
mg ¢ cac déi tuong ng)uol Ién duoc thé hién trong bang sau:
Cic gid tri thong s0 dwge dong hoe ctia cefdinir trong huyct twong trung binh (£ SD) sau khi uong vién nang ¢
cic doi twong nguwoi lom

[idy Cmax Tmax AUC
et (mcg/mL) (gi0) (meg x gio/mL)
300 me 1,60 2,9 7.05
- = (0,553) (0,89) (2,17)
2,87 3,0 11,1
600 mg (1,01) (0,66) (3.87)

Diing nhiéu licu:

Cefdinir khong tich tu trong huyu tuong sau khi dang mot 1dn hodc hai lan mdi ngay cho cac dbi tuogng co chic
nang than binh thuong.

Phén phbi

Thé tich phan phm trung binh (Vdge,) cta cefdinir & nguoi trudng thanh la 0,35 lit/kg (+ 0,29); & tré em (tlr 6 thang
ol dén 12 o), cefdinir Vdge 12 0,67 lit/kg s (£ 0,38). 60% dén 70% cefdinir gan két voi protein huygt tuong ¢ ca
nguoi lon va tré em; gfm két khong phu tlm(_)c nong do.

Bong da:

Trong cac ddi twong ngudi 1on, nong cefdinir trong dich ctia bong 1 rOp da trung binh (khoang) tbi da 12 0,65 (0,33-
.1y va 1,1 (0,49-1,9) meg /ml dad duge quan sat 4-5 gio sau khi uong cac liéu 300 va 600 mg, tuong ung. Gia tri
Cmax va AUC (0-0) ctia bong rop da trung binh 1a 48% (£ 13) va 91% (£ 18) cua céac gid tri trong huyét tuong
trong ung.

Trong mé amidan: O nhitng bénh nhan ngudi 16n trai qua cit amidan tu chon, ndng do cefdinir trong mé amidan
twong tng 4 pio sau khi ufmﬂ licu don 300 va 600 mg trung binh 12 0.25 (0,22-0,46) va 0,36 (0,22-0,80) mcg/g.
\onw do trong mo amidan c6 nghia 1a 24% (& 8) tuong (g vai nono do trong huvct twong.

Y
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Trong md xoang:
O nhting bénh nhin nguoi 16n trai qua ph'iU thudt xoang ham trén va xoang sang tu chon, nongD do cefdinir moé xoang
trung binh tuong Ung 4 gio sau khi udng licu don 300 va 600 mg la <0.12 (<0,12-0,46) va 0,2 1 (<0,12-2.0) meg/g.
Nong do trong md xoang ¢6 ¥ nghia 1a 16% (& 20) tuong tng voi m)n” do trong huy ét trong.

Mo p]xéi:

O nhimng bénh nhan nguoi 16n trai qua soi phé quan chan doan, nénf7 do cefdinir niém mac phé quan trung binh
tuong lng 4 gio sau khi udng liéu don 300 va 600 mg 1 0,78 (<0,06-1,33) va 1,14 (<0,06-1,92) mcg/ml, va la 31%
(% 18) tuong ung nonﬂ do trong huvct tuong. Nong do dlch 16t biéu mo tr ung binh tuong ung 1a 0,29 (<0,3-4,73) va
0,49 (<0,3-0,59) meg/ml, va la 35% (£ 83) tuong Uing ndng do trong huyét tuong

Dich o tai gitra:

Trong 14 bénh nhi bi viém tai gitia cip do vi khudn, nong do cefdinir trong dich tai gifta trung binh tuong tng 3 gio
sau uonﬂ liéu don 7 va 14 mg/kg 1a 0,21 (<0,09-0,94) va 0,72 (0,14-1,42) mcg/mL. Nono do trong dich tai gita cd y
nghia la 15% (£ 15) tuong ing nonu do trong huyet tuong,.

CSF

D liéu vé tham nhap cefdinir vao dich ndo tiy ctia nguoi chua cé san.

Chuyén héa va thii tri

Cefdinir khong chuyén hoa déng ké. Hoat dong chu yeu la do thudc goc Cefdinir dugc thai trir chu yeu qua bai tiét
than voi nua doi thai trir huth LuontT trung binh (t%4) 1a 1.7 (£ 0,0) gio. O nguoi khoe manh co chic nang than binh
huon“ DO thanh thai than 1a 2,0 (+ 1,0) ml/phat/kg, va do thanh thai duong udng ro rétla 11,6 (+ 6,0) va 15,5 (+
5.4) ml/phit/kg sau céc lidu 300 va 600 mg, tuong ung. Co nghia la phan tram cua liéu hoi phuc dudi dang khong
doi trong nudc ticu sau cdc liéu 300 va 600 mg 1a 18, 4% (£ 6,4) va 11 6% (£ 4,0), tuong Ung. Do thanh thai cefdinir
giam & bénh nhn rdi loan chie ning than. Bai vi bai tiét qua than la con ml(m(f thai trir chu veu licu dung nén duoc
ditu chinh & bénh nhan ¢ chire nang than bi t6n hai dang ké hodc nhing nguoi dang trai qua chay than nhan tao.
Bénh nhin dic bict:

Bénh nhan Suy thin:

Dnm dong hoc cefdinir duge nghién ctu trong 21 ddi twong ngudi 16n véi mie dd chic ning than khac nhau.Giam
v 1¢ thai trtr cefdinir, d§ thanh thdi dudong udng 18 rét (CL/F), va thanh thai cta thén la ty 1€ thuan véi viéc giam do
[Imnh thai creatinin (CLer).Két qua la, nonﬂ do cefdinir huvu tuong cao hon va ton tai 1au hon & nhiing ngudi ¢6 suy
thin ‘mn o nhing ngudi khong suy than.O céc ddi tuong c6 CLer gitta 30 va 60 ml/phut, Cmax va t/s tang khoang 2
lan va AUC tang khoang 3 lan. T rong cac dbi tuong c6 Cler <30 ml/phut Cmax tang khoang 2 lan tV4 tang khodng
5 lan. va AUC tang khoang 6 1an. Pidu chinh lidu lugng dugce khuyén cdo & nhiing bénh nhan cé chic nang than bi
ton hai dang ke (do thanh thai creatinin <30 ml/phat).

Chay thin nhin tao:

Dugce dong hoc cefdinir da duge nghién ctu trong 8 di twong nguoi [on chay than nhan tao. Loc mau (thoi g gian 4
0i0) Toai bo63% cefdinir khoi co thé va lam giam t% rorét tr 16 (£ 3,5) dén 3.2 (= 1,2) gio. biéu chinh li¢u lugng
duogce w\'hu\'én ¢do 0 nhdm bénh nhin nay.

Bénh gan:

Boi vi cefdinir thai trir chu yéu qua than va khong chuyén hoa dang ké, cac nghién ctru trén bénh nhan suy gan chua
duoc tién hanh.Du kién diéu chinh lidu luong sé& duge yéu cdu trong nhom bénh nhan nay.

Bénh nhan lio khoa:

Anh huong cta woi tde trén duge dong cefdinir sau mot lidu duy nhat 300 mg duoc danh gia trong 32 ddi tuong tir
19-91 tudi. \unw do cefdinir toan co thé t tang lén dang ké o nguoi cao tubi (N = 16), Cmax 44% va AUC 86%. Su
via ting nay la do giam do thanh thai cefdinir. Thé tich phan phdi 16 rét cling glam do d6 khong c6 su thay doi dang
ké trong thai trr t¥4 da dugc quan sdt (nguoi cao tLlOI 2,2+ 0,6 gio so vai tré: 1,8 £ 0,4 gid). Boi vi do thanh thai
cefdinir da duge chung minh 14 c6 lién quan ch yéu (Im nhiing thay doi Uono chtic nang than hon la tubi, bénh
nhan 16n wéi khong can dicu chinh lidu trir khi ho da b ton hai déng k& chirc nang than (do thanh thai creatinin <30
ml/pht).

(.ml tinh va ching toc:

Cac két qua cua mot phan tich tonw hop cua duge 1am sang (N = 217) cho thdy khong c6 tac dong dang k & gidi tinh
av chung toc twén duoe dong hoc cefdinir.

\ i sinh vit hoe:

Nhu véi cde cephalosporin khéc, hoat dong diét khuan cua cefdinir la do Uc ché tdng hop thanh té bao. Cefdinir on
dinh nho vao sy hi¢n dién cda enzym B-lactamase, nhung khong phai At ca.Két qua 1a, nhiéu vikhudn dé khang véi
penicillin va mot ) cephalosporin lai nhay cam véi cefdinir.

Cefdinir da dugc chimg minh [a ¢4 hoat tinh chdng lai hiu hét cac ching vi khudn sau.
Vi khuin Gram duong hiéu khi:
Staphylococeus aureus (ké ca cac ching san sinh B-lactamase)

LUU Y: Cefdinir khong cé hoat tinh chdng lai véi Staphylococcus dé khang methicillin.
Streptococcus pnewmoniae (chung chi nhay cam penicillin)

/N/W |
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Streptococcus pyogenes
Vi khudn Gram am hiéu khi:
Haemophilus influenzae (ké ca chun g san sinh f-lactamasc)
Haemophilus parainfluenzae (ké ca cic chung san sinh -lactamase)
Moraxella catarrhalis (ké ca cdc chung san sinh p-lactamase)
Cac dur licu in vivo sau day ¢o san, nhung y nghia vé lam sang ctia chiing chua r5.
Cefdinir biéu hién & nuno dg uc ché t6i thiéu in vitro (MIC) ciia 1 meg/lit hofic it hon so v6i (= 90%) céc chuing
vi khudn sau; tuy nhién, su an toan va higu qua ctia cefdinir trong diéu tri nhiém tr ung trén lam sang do cdc vi khuan
nay chua duoce xac dinh trong cac thir nghidm 1am sang ddy da va dugc kiém soét tot.
Vi khudn gram diong hiéu khi:
Staphylococcus epidermidis (ching chi nhay cam methicillin)
Streptococus agalactiae
Nhém Viridan streptococci
LUU Y: Cefdinir khong ¢6 hoat tinh chéng lai cac loai Staphylococcus khang methicillin va Enterococcus.
Cic vi khuin Gram am hiéu khi:
Citrobacter diversus
lischerichia coli
Nlebsiella pnewmoniae
Proteus mirabilis ‘
LUU Y: Cefdinir khong cé hoat tinh chéng lai cac loai Pseudomonas va Enterobacter.
Cac thir nghi¢m tinh nhay cam:
KV thuat pha lodng:
Phuong phép dinh lugng duoe sir dung d¢ xdc dinh ndng do G ché i thicu khang khuan (MIC). Nhiing MIC nay
cho biét cde uae tinh vé tinh nhay cam cta vi khuan véi cac hop chat khang khuan. Cac MIC nén duoc xéic dinh
bang cich sit dung quy trinh chuan héa. Quy trinh n,huan hoa nay dugc dua trén mot phuong phap pha loding' )(nuoc
dung hode agar) hode twong duong véi nong do cdy chudn va nong do tiéu chuan hoa cia bot cefdinir. Céc gia tri
MIC nén duoe dién gidi theo cdc tiéu chi sau:
D&i Vi vi sinh vét khac Haemophilus spp. va Streptococcus spp.:

MIC (meg/mL) Dién giai
<1 Nhay cam (S)
2 Trung gian (1)
> 4 Khang (R)
DO v Haemophilus spp. "
MIC (mcg/mL) Dién giai®
<1 Nhay cdm (S)

“Nhiing tiéu chudn dién giai nay chi ap dung cho thir nghiém nhay cam vi
pha loang nudc dung vaéi Haemophilus spp. st dung Tht nghiém Trung
binh Haemophilus (HTM). "

* Hicn tai chua ¢ dir lidu vé ching khang diéu nay loai bo bat ky két qua
nao khiac ngoai "Nhay cam". Chung ¢o két qua MIC goi 1a loai "khong
nhay cam" nén duge gui dén phong thi nghi¢m cho thu nghiém thém.

Poi voi Streptococcus spp.: ‘

Streptococeus pnewmoniae man cam voi penicillin (MIC < 0,06 mcg/ml), hodc Streptococcus khac hon 1a S
preumoniae man cam voi penicillin (MIC < 0,12 meg/ml), co thé duoc coi la nhay cam vdi cefdinir. Thu ngh1em
cefdinir nguoc véi cac phan Iap khing penicillin hodc trung gian penicillin 1a khong khuyén céo.Tiéu chi dién giai
dang tin cdy cho cefdinir chua c6 sin.

Mot bao cdo vé "Tinh nhay cam" chi ra 15110 cdc tac nhan gay bénh co thé bi trc ché néu cac hop chat khang khuan
trong mau dat dén ndng do thudng dat duoe. Mt béo cao vé "Tinh trung gian" cho thdv két qua duoc xem la chua rd
rang. va, néu cde vi sinh vat khong nhay cam hoan toan déthay thé, cic thude cé tinh kha thi vé mat lam sang, cac
thir nghiém can duge 1ap di 1dp lai. Phan loai ndy ham y ap dung lam sang co thé c6 trong cécvi tri clia co thé, noi
thude 1p trung ve mit sinh 1y hoc hodc trong tinh huomz ma lidu cao thude co thé duge st dung. Phén loai nay cling
cung cap mot vang dém, giup ngin chin cdc veu t6 ky thugt nho khong kiém soat duoc do gay ra su khac blet lon
trong viée dién giai. Mot bdo cdo cua "Bé khang" cho thdy ring céc tdc nhin gdy bénh khong thé bi tic ché néu cac
hop chét khang sinh trong méu dat dén ndng do thudong dat duogc; Liéu phdp khac can dugc lua chon.

Quy trinh kiém tra tinh nhay cam duoc tiéu chudn yéu cau sir dung clia cic vi sinh vt l\lem sodt trong phong thi
nghiém dé kiém sodt cac khia canh k¥ thudt ciia phong xét nghiém. Bot cefdinir chudn cung cap cac gia tri MIC sau

day: i
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Vi khudn Khoang MIC (mcg/mL)
Escherichia coli ATCC 25922 0,12-0,5

Haemophilus influenzae ATCC 49766¢ 0,12-0,5

Staphylococcus aureus ATCC 29213 0,12-0,5

° Pham vi kiém soat chat lugng nay chi ap dung v6i H. influenzae ATCC
49.766 thtr nghiém boi mot quy trinh vi pha lodng st dung HTM.

Ky thuit khuéch tdn

Phuong phdp dinh Tugng mn do duong kinh ving cling cung Ld]) cac ude tinh thich hop tinh nhay cam cua vi khuan
vai cde hop chét khang khud in. Mot thu tue tiéu chudn nhu vay® doi hoi phai st dung nonfT d6 cdy tidu chuan. Quy
trinh nay st dung dia gidy tam cefdinir 3 meg dé kiém tra su nhay cam ctia vi khudn doi véi cefdinir.

Cde bdo cdo tir cde phong thi nghiém cung Ldp cdc két qua ctia cac thir nghiém tinh nhay cam don dia chuan véi mot
dia cefdinir 5 mg nén duoc dién gidi theo cdc tiéu chi sau:

Doi véi sinh vat khac Haemophilus spp. va Streptococcus .spp:‘1

Duong kinh viing (mm) Dién giai
> 20 Nhay cam (S)
17-19 Trung gian (1)
<16 Khéng (R)

d e o A % 5 " : . % 7 =

Boi vi mot s6 chung Citrobacter, Providencia, va Enterobacter spp. da
duogc bdo cdo cho két qua nhay cam sai voi dia cefdinir, cdc chiing cua cac
chi my khong can kiém tra va bao cdo véi dia nay.

Doi voi Haemophilus spp.*

Duong kinh ving (mm) Didn giai’
20 Nhay (S)
Nhiing tiéu chuan dudng kinh viing nay chi ap dung dé thir nghiém véi
Haemophilus spp. st dung HTM. (2)
Hién tai chua co dir lidu vé cdc chung khing didu nay loai bo bt ky két qua
nao khac ngoai "Nhay cam." Céac leng; c6 két qua MIC 201y cua mot loai
"khong nhay cam" nén gui dén phong thi nghi¢m tham chiéu cho thir
nghiem thém.

vV

Poi Vi Streptococcus Spp:

Su phan lap cta Streptococcus pneumonide nén duogce kiém tra trai ngugc voi mot dia oxacillin 1 meg,.

Phan 1ap véi kich thude ving oxacillin > 20 mm 1a nhay cam véi penicillin va ¢6 thé duoc coi 1a nhay cam v&i
cefdinir.Streptococcus khéce S. pneumoniae nén duogce kiém tra véi mot dia véi penicillin 10 don vi. Phap lap kich
thude vang vai penicilin> 28 mm la nhay cam v6i penicillin va ¢6 thé duoc coi la nhay cam voi cefdinir.#

Nhu véi cde ky thudt pha lodng da chuan héa, phuong phap khuéch tan cdn ding vi khudn déi ching phong thi
nghiém dé l\lun sodt cac khia canh k¥ thuat ctia phong xét nghiém. Béi véi ky thuat khuyét tan, dia cefdﬁllr 5 meg
nén cung cap cde duong kinh viing nhu sau trong céc ching ddi ching chat luong trong phong thi ngh]enf‘

Vi khuan Buong kinh ving (mm)
Lscherichia coli ATCC 25922 24-28

Haemophilus influenzae ATCC 49766* 24-31

Staphylococcus aureus ATCC 25923 2.5-32

“ Khoang ki¢m sodt chat luong nay chi nhay cam vai /. influenzae ATCC
49766 dung H'TM.

Quy cich déng gbi: Hop 1 vi (nhdm-nhom) x 10 vién nang cing.

Dicu kién bio quin ciia thude: ¢ nhiét do dudi 30°CT ot mclt
Han dang: 36 thang, k¢ tir ngay san xudt

Titu chudn chit lwong: USP

Tén va dia chi cia co s¢ san xuit thuoce:
ZIM LABORATORIES LTD.

Dia chi: Plot Nos. B-21/22, M.1.D.C Area, B
Kalmeshwar, Nagpur 441501 Maharashtra Staté;JfdiatA
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