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Huéng ddn sir dung /l gq { %’ /
CEFEPIME GERDA 1G 42’/ > / %/5

THANH PHAN:
Méi lp chira:
Mot hdn hop arginin va cefepim hydroclorid tuong duong cefepim 1g.
Ta dirge: khong cé.

o kit edng (dan siv dung trieee khi diong, néu can thém thing fin xin hoi v kien bdac 87,

CAC PAC TINH DUQC LU'C HQC:
Vi khuin hoc:
Cefepim 12 mot khang sinh diét khudn tac dong bang cach e ché su tdng hop thanh té bao vi
khuén. Cefepim c6 phd khang khuan rong trén in vitro bao gdm céc vi khuan gram duong va
gram am. Cefepim c6 ai luc yéu ddi véi cac beta-lactamase ma hoa nhiém sac thé. Cefepim bén
vitng cao dudi sy thity phén cia hau hét cac beta-lactamase va xAm nhép nhanh chéng vao cac

o2~

t& bao vi khudn gram am. Trong cac t& bao vi khuln, dich phan tir clia cefepim 1a céac protein
lién két penicillin (PBP).

Cefepim c6 tac dung dbi v6i hau hét cac chung vi khuan sau trén ca in vitro va nhiém tring lam
sang.

Vi khudn gram am 1ea khi:

Enterobacter, Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis, Pseudomonas
aeruginosa.

Vi khudn gram dwong iea khi:

Staphylococcus aureus (chi nhitng chung nhay cam voi methicillin), Streptococcus pneumoniue,
Streptococcus pvogenes.

S6 liéu in vitro sau di cé. nhung ¥ nghia lam sang thi chua biét. Cefepim c6 tac dung in vitro
déi voi hau hét cac ching vi khudn sau; tuy nhién, tinh an toan va hiéu qua cua cefepim trong
diéu tri cac nhidm triing l1am sang do nhing vi khuén nay gy ra chua dugc xac minh trong céc
thir nghiém 1am sang thich hop va kiém soat tdt.

Vi khudn gram dirong va khi:

Staphylococcus epidermidis (chi nhimng ching nhay cam methicillin), Staphylococcus
saprophyticus, Streptococcus agalactiae.

Liru y: Hau hét cac chung enterococcus, nhu Enterococcus faecalis, va staphylococcus khang
methicillin d4 dé khang cefepim.

Vi khudn gram ém va khi:

Acinetobacter calcoaceticus subsp. lwoffi, Citrobacter diversus, Citrobacter freundii,
Enterobacter agglomerans, Haemophilus influenzae (ke ca nhimng chﬁnsﬁyéfa-lactamase),
Hafnia alvei, Klebsiella oxytoca, Moraxella catarrhalis (k& ca nhitHg-ching sinh beta-

lactamase), Morganella morganii, Proteus vulgaris, Providencia rettgeri, Providencia stuartii,
Serratia marcescens.

Luru y: Cefepim khong c6 tac dung trén nhiéu chiing Steno roghomonas (tén cii 1a Xanthomonas
maltophilia va Pseudomonas maltophilia). 0 qﬂ" }\

K




Céic vi khudn ky ki
Liru y: Cefepim khdng c6 tac dung ddi véi hau hét cac ching Clostridium difficile.

CAC PAC TINH DUGC DONG HOQC:
Hep thu:
Ndng d6 trung binh trong huyét tirong ciia cefepim va cée théng s6 duoc ddng hoc ciia nd sau
khi tiém tinh mach duwoc hién thi trong bang 3.

Bang 3:
| Thénoch | S00mgiV | iaiv | IalV |
Conan, Mg/mL 39,1 (23,5) 81,7 (5,1) 163,9 (£25.3)
AUC, gitrpg/ mL 70,8 (+6,7) 148,5 (+15,1) 2848 (+30,6)

Sau khi tiém bép, cefepim duge hdp thu hodn toan, N3ng do trung binh trong huyét tuong cua
cefepim & cac thoi diém khac nhau sau khi tiém bip liéu duy nht duge tém tét & bang 4.
Bing 4:

Théng s6 500 mg IV 1g 1V 21V
Chax pg/mic 13,9 (£3,4) 29,6 (x4,4) 57.31£9.59)
T, 2 1,4 (£0,9) 1,6 (£0,4) 1,5 (=0,4)
AUC, gio.pg/mL 60,0 (+£8,0) 137,0 (11,00 262,0 (£23,0)
Phin ph oi:

Thé tich phan phdi trung binh & tinh trang én dinh 14 18,0 (= 2,0)L. Sur lién két v&i protein huyét
thanh clia cefepim xdp xi 20% va khéng phu thude vao ndng d6 cua thude trong huyét thanh.
Cefepim bai tiét vio sira ngudi. M6t tre bi me khoang 1000 ml sira mdi ngay c6 thé nhan duoc
mét liromg cefepim xAp xi 0.5 mg mdi ngav.,

Chuyén héa va thdi trir.

Cefepim duge chuyén héa thanh N-methylpytrolidin (NMP) va chét nay nhanh chéng chuyén
thanh N-oxid (NMP-N-oxid). I.ugng cefepim khang ddi duoc tim thdy trong nude tidu khoang
85% lidu diing. Dudi 1% lidu dung duge tim thiy trong nude tidu dudi dang NMP, 6,8% dudi
dang NMP-N-oxid va 2,5% dudi dang epimer ctia cefepim. Do sur bai tiét qua than 13 con dudng
dao thai chii yéu, nén can phai diéu chinh liéu ding & nhitng bénh nhén rbi loan chire ning than
va nhitng bénh nhan dang loc mau.

CHI PINH:
Cefepim hydrochlorid duge chi dinh didu tri cde nhiém khuén sau do céc chégr{%iv/i khufm nhay
cam duge chi ra dudi diy: \V, g

NHIEM KHUAN PUONG HO HAP DUOL
Viém phdi cong ddng va bénh vién giy ra boi Staphylococcus aureus (chung nhay cam vdi
methicillin), Pseudomonas aeruginosa, cac loai Klebsiella (bao gém Klebsiella preumoniae),

cic loai Enterobacter, Escherichia coli, Proteus mirabilis, Streptococcus pneumoniae,
Haemophilus  injluenzae (bao gdm chung san  xut beta-lactamase) Haemophilus
parainjluenzae vi Moraxella (Branhamella) cararrh/l&s‘{jia'g,, om ching san xult beta-
lactamase), bao gdm nhitng truémg hop cd kem [hcp’?%cm'khu@‘;huyet Khi P. aeruginosa




dugce phén lap hodc nghi ngd, nén két hop v&i aminoglycosid hay fluoroquinolon.

Nhiém trung cdp tinh cia viém phé quin man va viém phé quin cip do Streprococcus
preumoniae, Haemophilus injluenzae (bao gdbm chiing san xuat beta-lactamase), Moraxella
(Branhamella) catarrhalis (bao gdm chiing san xudt beta-lactamase).

NHIEM TRUNG NIEU:

Nhiém tring dwong tiéu bién ching gy ra bdi Escherichia coli, Pseudomonas aeruginosa,
Klebsiella pneumoniae, Proteus mirabilis va cac loai Enterobacter, bao gdm nhing trudng hop
c6 kém theo nhiém khuén huyét. Khi P. aeruginosa dugc phén lap hodc nghi ngd, nén két hop

viri aminogiyveosid hav fluoroguinolon

Nhiém trung dudong tiéu khong bién chimg do Escherichia coli, Proteus mirabilis, céc loai
Klebsiella va céc loai Enterobacter.
NHIEM TRUNG DA VA CAU TRUC DA:

Nhiém khuin ning & da va ciu triic ciia da do céc ching Staphylococcus aureus (chiing nhay

vai methicilin) va do cac chiing Streptococcus pyogenes nhay cam véi cefepim.
NHIEM TRUNG BUNG:
Nhiém tring bung ¢6 bién chimg bao gom viém phiic mac va nhiém triang dwong mat gay

boi Eschierichia coli, Pscudomonas aeruginosa nhay cam: viém phiic mac thudng do nhitu loai
vi khudn va c6 thé la vi sinh vét ky khi nhu 1a cac loai Bacteroid ma khang cefepim. Khi nghi
ngd vi khudn khang, cefepime nén duoc két hop v&i mot khang sinh khic c6 tac dung khang
nhirng vi khuin nay, bao gdm nhimg truong hop c¢6 kém theo nhiém khuén huyét. O nhing
bénh nhin c¢6 nguy co bi nhiém tring hdn hop ky khi va hiéu khi, trong truong hop 1a
Bacteroides fragilis, diéu tri két hop v&i mét thudc tri vi khuin ky khi nén duge khuyén nghi.

LIEU DUNG VA CACH SU DUNG:
Thubc nay chi diing theo sw ké don ciu thy thuoc.
Céch dunge:
Tiém tinh mach chdam 3 - 5 phat hodc truyén tinh mach. hoic tiém bip sau va lidu lrong
cefepim tuy theo mirc d§ n@ng nhe tirng trudng hop.

Truyén tinh mach ngat quang: Cho 50 ml dich truyén tinh mach (v.d. dung dich natri clorid
0,9%, dextrose 5%, Ringer lactat va dextrose 5%) vao binh thuéc chira 1 hay 2 g cefepim dé co
ndng do thude tuong tng 1a 20 hay 40 mg/ml; néu pha 100 m! dich truyén tinh mach vao binh
thudc chira 1 hay 2 g cefepim thi sé c6 ndng d6 twong trng 1a 10 hay 20 mg/ml. Mot cach khac
la pha 1 hay 2 g cefepim (theo nhan déan trén lo thudc) véi 10 ml dich truyén tinh mach dé c6
dung dich ¢co nong do thube tucmg trng vao khoang 100 hay 160 mg/m/. Liéu fﬂ[l( ’:c cér_l dung sé&
duge tinh va cho vao dich truyén tinh mach. Thuc hién viéc truyén tinh nthiyﬁéét quang
cefepim trong khoang xép xi 30 phat.

Tiém bap: Mudn pha cac dung dich dé tiém bap thi cho 2,4 ml dung méi thich hop (v.d. nuée
cét pha tiém, dung dich natri clorid 0,9%, dung dich glucose 5%, lidocain hydroclorid 0,5 hoac
1%) vao lo thudc c6 chira 1 g cefepim dé tao dung dich c6 ndng d6 thudc xap xi 280 mg/ml.
Goi ¥ liéu diing:

Diéu tri nhim khuan ning dudng niéu cé bién ching




khudn nang & da va cAu tric da: ngwdi bénh >12 tudi, cir 12 gid, tiém tinh mach 2 g, trong 19
ngay.
Diéu tri viém phdi nang, ké ca c6 nhiém khuan huyét kém theo: 2 g/lan. ngay 2 ldn cich nhau
12 gio, dung trong 7 - 10 ngay.
Liéu lvong & ngudi suy than: Ngudi bj suy than (d6 thanh thai creatinin < 60 ml/phit), ding
lidu ban d4u bang liéu cho ngudi ¢ chirc nang than binh thudng. Tinh toan liéu duy tri theo do
thanh thai creatinin ctia ngudi bénh (do hodc ude tinh). C6 thé dung cong thirc dudi day dé wac
tinh dd thanh thai creatinin (Clcr) ctia ngudi bénh:
V&i nam gidvi;

(140 - sb tudi) x thé trong (kg)

Cler (mli/phat) =
72 x creatinin huyét thanh

Vi nir gigi: Cler (ml/phat) = 0,85 x Cler nam

(trong d6: Tudi = nam; cin nang = kg; creatinin huyét thanh = mg/100 ml).

Cler 30 - 60 ml/phl'lt' Liéu trong 24 gir nhu liéu thuomg ding; Cler 10 - 30 ml/phit: Liéu trong
24 gidy bang 50% lidu thudng diing; Cler < 10 m/phdt: Lilu trong 24 gidr bang 25% liu thudng
ding.

Vi 68% luong cefepim trong co thé mét di sau 3 gi&r loc mau nén ddi voi ngudi bénh dang loc
mau thi sau mdi 1an loc cin b dép lai bing mét liéu trong duong vdi liéu ban dau. Nguoi bénh
dang thdm tach phiic mac ngoai tri thi nén cho liéu thudomg ding cach 48 gir mdt 1an hon 1a
cach 12 gio mét 1an.

Do 6n dinh va bio quan

Bao quan thudc & nhiét d6 dudi 300C va tranh 4nh sang.

Céac dung dich thude di pha dé 1iém tinh mach hodc tiém bép gitr dugc do On dinh rong vong
18 - 24 gir & nhiét d6 trong phong 200C - 250C: néu dé & ti lanh 20C - 80C thi giir drroc dn
dinh 7 ngay.

Twong ky,

Néu ding ddng thoi cefepim véi aminoglycosid, ampicilin (& nbng do cao hon 40 mg/mi),
metroni-

dazol, vancomycin hoic aminophilin thi phai truyén riéng ré cac thudc trén.

Cefepim tuong hop vai cac dung dich hoac dung mdi sau: Dung dich natri clorid 0,9%, glucose
5% hay 10%, dung dich Ringer lactat, natri lactat M/6.

CHONG CHI DINH:
Chéng chi dinh CEFEPIME GERDA cho nhirng bénh nhan cé phan (ing quéa i cam tirc thi
vai cefepim hodc véi cic khang sinh nhom cephalosporin, penicillin hodc voi ag
betalactam khdc.

ang sinh

CANH GIAC va THAN TRONG:
CANH GIAC
Trude khi tién hanh tri liéu véi cefepim hydroclorid, nén cin than xdc dinh xem bénh nhén c6

phan ng qua man cam trudc do véi cefepim, cic cephal nicillin hodc véi cac thube




khac khong. Néu dung thudc nay cho nhimg bénh nhan nhay cam véi penicillin, nén ding than
trong bai vi di (g chéo giita cac khang sinh beta-lactam da dugc chirng minh 6 rang va cé thé
xay ra dén 10% trén bénh nhén c6 tién st di @ng penicillin. Néu xay ra phan tmg di ing véi
cefepim, nén ngung thudc. Phan (g qua man cam cép tinh nghiém trong c6 thé cn phai diéu
tri vGi epinephrin va cac bién phép cap ciru khac, ké ca tho oxy, céc corticosteroid, truyén dich
tinh mach, tiém tinh mach céc thubc khang histamine, cac amine tang 4p va mo thong dudng thé
néu cé chi dinh trén lam sang.

O nhimg bénh nhan suy chirc ning than (thanh thai creatinin <60 ml/phut), nén diéu chinh liéu
cefepim cho thich hop véi sir giam (A¢ G dao thai qua qua thin, Do ndng d6 khang sinh (rong
huyét thanh kéo dai va ting cao c6 thé xay ra khi ding liéu thdng thudng trén nhirng bénh nhén
suy than hodc c6 cac tinh trang khéc ¢6 thé lam t6n thuong chirc nang thdn, nén giam lidu duy
tri khi diing cefepim cho nhitrng bénh nhan nhur thé. Liéu ding tiép theo nén dugc xac dinh dua
vao muc do suy than, tinh nghiém trong cta nhiém tring, va tinh nhay cam ctia céc vi khuén
gdy bénh.

Viém két trang gia mac da dugc bao cdo v6i gan nhur tat ca cac khang sinh, ké ca cefepime va c6
thé gi¢i han & mirc nhe dén nguy hiém tinh mang. Vi viy, cin phai xem xét chan doan bénh nay
& nhitng bénh nhén bi tiCu chay sau khi diing khang sinh.

Diéu tri bing cac khang sinh lam thay ddi hé vi khuan binh thudong & két trang va c6 thé cho
phép su ting trudng qua muc cua Clostridium difficile. Cac nghién ciru da chira réng doc t6 do
Clostridium difficile 1a nguyén nhan hang dau gay viém két trang do dung khang sinh.

Sau khi chan do4n viém két trang gia mac d4 dugc xac lap, nén tién hanh cac bién phép diéu tri
thich hop. Céc truong hop viém két trang gia mac nhe thuomg dap ng véi viéc ngung thudc.
Céc trudng hop tir trung binh dén ning, nén diéu trj bing cich bd sung protein, nudc va cac chit
dién giai, va diéu tri bing mot khang sinh c¢6 hiéu qua trén 1am sang ddi véi viém két trang do
Clostridium difficile.

THAN TRONG

Ké toa cefepim trong trudmg hop chi dinh du phong hoic nhiém tring khéng do vi khuén thi
khong chic dem lai hiéu qua cho bénh nhan va lam tang nguy co phat trién vi khuan dé khéng
thudc.

Nhur cac khang sinh phd rong khéc, diéu tri cefepim lau dai ¢6 thé 1am tang truéng nhanh céc vi
khuan khong nhay cam. Can phai danh gia lap lai tinh trang cua bénh nhan. Néu xay ra bgi
nhi&m trong qua trinh diéu tri, nén diing bién phép diéu trj thay thé thich hop.

Nhiéu cephalosporin, ké ca cefepim, lam giam hoat tinh prothrombin. Diéu nay la yéu té nguy
co trén nhimg bénh nhéin suy than hodc suy gan, ciing nhu nhirng bénh nhan dang di{tu tri mot
dot khéang sinh kéo dai. Nén theo ddi thoi gian prothrombin & nhirng bénh nhén cd figuy co va
diing vitamin K ngoai sinh néu cé chi dinh.

Xét nghiém Coomb truc tiép duong tinh di dugc bao cdo trong thoi gian diéu tri véi cefepim.
Trong cac xét nghiém huyét hoc hodc xét nghiém Coomb trén tré so sinh ma me cua ching diing
céc khang sinh cephalosporin trudc khi sinh, nén nhén ra rang xét nghiém Coomb dwong tinh cé
thé la do thubc.

Nén cin than khi ké toa cefepim cho nhitng bénh nhan c6 tién sir bénh duong tiéu hoa, dic biét
1a viém két trang.




Str dung cho phy nit ¢é thai: Chua c6 nhitng nghiér ctru thich hop va kiém soat tét khi dung
cefepim cho phu nir ¢6 thai. Do céc nghién ciru vé su sinh san trén stc vat khong ludn ludn du
doan diing cac dap ung cho ngudi, chi nén diing thude nay trong thai ky néu that sur cin thiét.
Phu nit cho con bi: Cefepim bai tiét vao sira ngudi & ndng do rat thap [0,5 mcg/mL]. Than
trong khi dung cefepim cho phu nir cho con bu.

Tdc dpng ciia thubc khi ldi xe va van hanh mdy méc: Khong co tac dong.

TAC DUNG PHU:
Thirtmg gap. ADR > 1/100
Tiéu hoa: ia chay.
Da: Phat ban, dau chd tiém.
it gap, 1/1000 < ADR < 1/100
Toan than: S8t, nhirc dau.
Mau: Tang bach ciu wa acid, giam bach cau hat, test Coombs truc tiép dwong tinh ma khéng co
tan huyét.
Tuan hoan: Viém tac tinh mach (néu tiém tinh mach).
Titu hiéa: Budn ndn, nén, bénk ndin, Candida & milng.
Da: May day, ngura.
Gan: Tang cac enzym gan (phuc hdi dugc).
Thén kinh: Dj cam.
Hiém gdp, ADR < 1/1000
Toan than: Phan rng phan vé, phu, chéng mat.
Mau: Giam bach cau trung tinh.
Tudn hoan: Ha huyét ap, gian mach.
Tieu hoa: Viém dai trang, viém dai Lrang gia mac, dau bung.
Thén kinh: Chudt rit.
Tam than: La 1an.
Co - xuong: Dau khop.
Niéu duc: Viém dm dao.
Mit: Nhin mo.
Tai: U tai.
Théng bdo cho bdc st nhitng tdc dung khéng mong muon gép phai khi sir dung thuéc.
Hurémg dan cdch xir tri ADR

Ngirng ding thude.

Trudng hop bi viém dai trang gia mac: Ngimg ding cefepim va thay bing thuoé l'fnano sinh

thich hop khéc (vancomycin); tranh dung céc thube chdng tidu chay. U’ L///
TUONG TAC THUOC:

Nén theo di c4n than chirc nang than néu diing lidu cao aminoglycosid véi cefepim do lam tang
kha nang gay dgc tinh trén than va doc tinh trén tai cta cac khang sinh aminoglycosid.

Tinh doc hai trén than dd duoc bao cao sau khi ding ddng thoi céc cephalosporin khéac vdi céc
thudc loi tiéu manh nhu furosemid.
Tweong tdc thuoc/ xét nghiém:




Ding cefepim c6 thé cho két qua duong tinh gia khi xét nghiém tim glucose trong nudc tiéu khi
dung vién Clinitest®. Nén lam xét nghiém glucose dua trén cac phan {mg enzyme glucose
oxidase (nhur Clinistix® ho#ic Tes-Tape®).

SU DUNG QUA LIEU:
Nén theo ddi cdn than va diéu tri h trg nhitng bénh nhan qua lidu. Trong trudmg hop suy than,
nén loc mau chir khéng thim phan phiic mac dé gitip loai cefepim ra khoi co thé.
C6 thé xay ra qué liéu do vd tinh néu ding liéu 1én cho nhitng bénh nhan suy giam chirc ning
than. Tronu cAc (hir nghiém 1am sang. qud Tiéu celepim xay ra & mot bénh nhéin suy thén (thanh
thai creatinin <11 mi/phut) ding liéu 2 g mdi 24 gid trong vong 7 ngay. Bénh nhan nay biéu
hién dong kinh, bénh ndo va kich thich than kinh co.

BAO QUAN: Bao quan trong bao bi gbc, dudi 30°C, tranh anh séng. Dé xa tim ta}@?i'em.

/"__.-

HAN DUNG: 36 thang ké tir ngay san xuét.
DONG GOL: 1iop gdm 1 lo thiy tinh chira b8t tring dén tréng nga pha tiém.
TIEU CHUAN CHAT LUQNG: Duoc Pién M5.

San xuét boi:
LDP LABORATORIOS TORLAN, S.A. Q’M-
BPia chi: Ctra. De Barcelona, 135-B, 08290 /
CERDANYOLA DEL VALLES (Barcelona)- Spain.
Tel: 936923208 Faux: 936923208
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