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COMPOSITION: 1vial2g Cafaplma + 1 ampoule 10mlsofvent | ..o cn
1 pawder vial contains: 1 ko thude bdt chita:
Active substances: Cefepime hydrochloride N Hoat chit: Cefepime hydrochloride manohydrate
manohydrate 2378 mg equivakent to 2 g Cefepime. 2378 myg tuang duang i 2 g Cefepime
Excipent L-Arginine, Ta duoc: L-Arginine
Sahvent ampoule: containg 10 mi water ot Injections. Ging dung mi chita 10 m nude cit pha tiém

Rx Prescription Drug

Indications, contra-indications, dosage and
adminktration, sde-effects: Please see
package insert.

STORAGE: do not store above 30°C. Keep the
vial in the outer carton in order to pratect fram
light. The reconstituted solutlan Is stable for

24 hours in a refrigerator (2°C - 8°Ch or

for 12 hours below 25°C.

READ THE PACKAGE LEAFLET BEFORE USE.
KEEP OUT OF REACH AND SIGHT OF
CHILDREN. FOR HOSPITAL USE
Reg No:
Manufacturer & MA Holder:
. DEMO s.A.
Pharmacsuticsl Industry
21 Ken Kt Roat Athersi-Lareas 145 68 Krionen Greece
Tek+30 NCR1E1802 « Faox +30 1102161587
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VERAPIVIE 2g

Cover of box

Color: ll PANTOME Red 022C

B COOL GRAY 11 CVC

(]

Size: 45 x 45 x 80 mm

Software: lllustrator

BIVID_DEMO/ 05-11-2012

1lp 29 Cafepime + 1 6ng 10ml dung mbi
TM.

Rx Thuéc ban theo dan

VERAPIME

Cefepime Hydrochloride
Monohydrate

tuong duong véi

Cefepime

Thudc bdt vé khuan
va dung méi pha tiém

& DEMO S.A.
Pharmaceutical Industry
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VERAPIME 2g
Label in vial

B COOLGRAY 11 CVC
O
Size: 66 x 26 mm
Software: lllustrator
BIVID_DEMO/ 30-01-2012 Contract Nr.:

100%
"VERAPIME I =

MiiIg chia Cefepime hydrochlaride monotydrate  HO
tuong duong vt 2 g Cefepime. T4 duoc L-Arginine,
Each vial containg Cefepime Hydrochlatide Monobydrate equivalent 1o 2 g Cefepime,
Excipients: L-Arginine SO/ Reg, Nec
UEMG S.A. Pormosmina Imdnilry
1% Mertorsal Msed Ather-Lame |45 68 Kones!, Grmce ¢ My Lag - T+ 30 210 1141800 - Fax + 0 2100161580

DEMO S.A.

P ATHENS-L
A\ st nafio e

: i / o \ b 802 - FAX: 302108
x ggtfhsnx’ DO TEL‘:-};)l;il: incphar@olenct‘;
. 0.
Cefepime Hydrochloride Monohydrate R W' R
HD/

Mbi lo chifa Cefepime hydrochloride monohydrate .
tuong duong véi 2 g Cefepime. T4 dudc: L-Arginine,  EXP- Date: :
Each vial contains Cefepime Hydrochloride Monohydrate equivalent to 2 g Cefepime.
Excipients: L-Arginine. SPK/Reg. No:

DEMO S.A. Pharmaceutical Industry
21*Km National Road Athens-Lamia 145 68 Krioneri, Greece / Hy Lap « Tel: +30 210 8161802« Fax: +30 210 8161587
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100%
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VERAPIME 2g

Water for injection 10 mi

B COOL GRAY 11 CVC
O

Size: 45 x 12 mm

Software: lilustrator

BIVID_DEMO/ 14-12-2011 Contract Nr.:

NUGC PHA TIEM

Water for injections

Sterile, endotoxin free solvent. Store below 30°C.

Nha san xuat / Manufacturer: TM/TB. 10 ml
DEMO S.A. Pharmaceutical Industry - Greece / Hy Lap

Dung méi vd khuan, khdng cé chi nhiét t6. Bdo quan dudi 30°C.
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. Rx Thudce ban theo don

Doc ky hudng dan sir dung trude khi ding
Neéu can thém thong tin, xin hoi y kién bdc sy

VERAPIME

CEFEPIME HYDROCHLORIDE MONOHYDRATE
Thudc bdt 1 g/lg va 6ng dung mdi 3 ml nwée cit pha tiém
Hoic 2 g/lo va dng dung médi 10 ml nwée cit pha tiém

TEN THUOC

Thuéc bot VERAPIME:

Hoat chét: Cefepime hydrochloride monohydrate

Lo 1 g va éng dung méi 3 ml nude cét pha tiém hoc lo 2 g va 6ng dung méi 10 ml nude cit pha tiém

THANH PHAN VA HAM LUONG

VERAPIME 1 g/lp | VERAPIME 2 g/lg
Cefepime hydrochloride | 1189 mg 2378 mg
monohydrate
Tuong duong Cefepime 1000 mg 2000 mg

Ta dugc: L-Arginine
Ong dung mdi: va éng dung mdi 3 ml (lo 1 g) hodc 10 ml (lo 2 g) nude cét pha tiém

DANG BAO CHE

Thubc bot va dung mdi dé pha tiém %

CAC DAC TINH LAM SANG ' compil Hemophariidtenctar
Chi dinh diéu trj

O ngudi 16n, VERAPIME duoc chi dinh dé diéu tri nhim khuén gdy ra boi vi sinh vat nhay cam voi
Cefepime va dic biét dé diéu tri nhiém tring mau, viém phdi nang, nhiém khuin duong tiét nidu ning va

nhiém tring dudng mét.

VERAPIME ciing dugc chi dinh dé diéu tri theo kinh nghiém sét do giam bach cau.

Trong trudng hop nhiém khuén & bung va toan than, khi nghi ngdr nhi€m thém vi khuén ky khi, nén diéu
tri két hop voi mot nitroimidazole hodc Clindamycin.

VERAPIME ciing duoc chi dinh dé diéu tri cac nhiém khuan néi trén & tré em bao gdm viém mang néo
do vi khuan.

VERAPIME ciing dugc chi dinh dé du phong tién phiu thut & ngudi 16n, nhimg ngudi sip md rudt gia
hoéc truc trang.

Do hoat ph rong khang ca vi khudn gram dwong va gram 4m, VERAPIME c6 thé dugc dung don doc
trude khi xac dinh dugc vi khuan gay bénh. O nhitng bénh nhén ¢é nguy co nhim khuén ca hai loai vi
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. khun hiéu khi va ky khi, dic biét néu nhifm vi khuin khong nhay cam vgi Cefepime (xem hoat tinh
khang khuén), diéu tri ban du ddng thdi véi mdt thude khang vi khudn ky khi dwoc dé nghi trude khi
x4 dinh dugc cac khudn gdy bénh. Khi cac két qua nay da duoe xdc dinh, viéc dung két hop
VERAPIME va cac thude chéng nhim khuin khéc c6 thé cin thiét hoic khdng cin thiét, phu thude vao

mirc d6 nhay cam.

Lidu lrong va cach ding
VERAPIME truyén tinh mach (trong 30 phat) (1 g, 2g). VERAPIME ciing duge ding bing cich tiém
bap sdu (1 g). Ngudi 16n: phac db lidu diing dé nghi khi ding don déc (dudng tinh mach hodc duong
tiém bip) dirgc tém tit & bang 1.

Dur phong tién phiu thuit & ngudi lon: lidu dé nghi dé phong ngira nhiém khuén & céc bénh nhan phai
md rudt gia hodc truc tring nhu sau: tiém tinh mach liéu duy nhét 2 g (truyén 30 phot, xem muc huéng
dan sir dung va xir Iy), trude khi mb 60 phit. Tiém tinh mach liéu duy nhit 500 mg Metronidazole
ngay sau khi két thiic truyén VERAPIME. Liéu metronidazole phai dugc chudn bi va dung theo hudng
dan sir dung bét bude cia thude phai ké don & muc hudng din sir dung ctia thude. Do sir trong ky giira
Cefepime va metronidazole, khéng nén trén 13n hai chit nay trong cung mot bao bi (xem myc twong
ky). Sau khi ding Cefepime nén rira b truyén dich bing chét long twong thich trrdc khi truyén
metronidazole. Néu ca mb kéo dai hon 12 gi& sau khi diing lidu du phong VERAPIME dau tién, phai
dung lidu thir 2 cia VERAPIME, sau d¢ truyén metronidazole, 12 gi&r sau lidu du phong thit nhat.

Biang 1: Liéu khuyén nghi

Loai nhiém khuan Ligu va dudmg dung | Tan s6 liéu
Viém bé than khong bién chimg lg duong tinh mach | Hai lan méi ngay
hodc duomg tiém bip

e

Nhiém khudn bénh vién nang nhu nhiém trimg | 2g dudng tinh mach Hai 1an méi ngay

huyét/ trec khudn huyét, viém phéi, nhiém trimg

cheomg niéu bién chitng va nhiém trimg diuong

mdt

! Nhiém khudn bénh vién ning do 2g dudng tinh mach Ba lan mdi ngay
Pseudomonas

Cdc dot s6t ¢ rhitng bénh nhdn bj giam bach cau | 2g duémg tinh mach Ba lan mdi ngay

trung tinh*

* Cefepime sir dung thanh céng khi diing don ddc hodc phdi hop véi mot aminoglycoside hay mot

glycopeptide

Tré em (tir 2 thang tudi dén 12 tudi, cé chirc ning than binh thudng):
Litu ¢ nghi théng thwong: viém phbi. nhiém khuin dudng niéu: & bénh nhin hon 2 thang tudi va

trong luong co thé < 40 kg: 50 mg/kg mdi 12 gir trong 10 ngdy. V&i nhidm khuin ning hon, cé thé sir
dung phac dd liéu mdi 8 gid. Nhiém tring huvét, viém mang ndo do vi khudn va diéu tri theo kinh

nghiém d6i v&i bénh nhan gidm bach céu trung tinh: & bénh nhan hon 2 thing tudi v trong luong co
thé < 40 kg: 50 mg/kg mbi 8 gidy trong 7-10 ngay. Cé rét it kinh nghiém ding VERAPIME & nhing
bénh nhén tré em dudi 2 thang wdi. O bénh nhén tré em c6 trong luong co thé > 40 kg nén dung liu dé
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nghi cho ngudi lén (xem bang liéu diing & ngudi Ién). Vi bénh nhan hon 12 twdi, ¢6 trong lrong < 40
kg, nén dung liéu dé nghj cho tré v6i can ning < 40 kg. Lidu ding ciia bénh nhéan tré em khéng dwoc
vuot qua liéu t4i da cho ngudi 16n (2 g m3i 8 gid). C6 it kinh nghiém vé tiém bip VERAPIME & bénh
nhan tré em.

Nguroi 10m bi suy giam chire ning thin: & nhitng bénh nhdn bi suy giam chirc ndng thin, nén hiéu
chinh liéu VERAPIME cho phi hop véi tée dd thanh thai cham hon ca than. Liéu khéi diu dé nghi cua
VERAPIME ¢ nhitng bénh nhén suy giam chirc nang than nhe t&i trung binh nén giéng nhur bénh nhan
¢6 chire nang thén binh thuong. Liéu duy tri ¢ nghi ctia VERAPIME & bénh nhén bi suy than dugce gidi
thiéu ¢ bang dudi day. Chi khi nfimg do Creatinine trong huyét thanh (SC) ¢6 sin, phuong trinh
Cockeroft va Gault méi ¢6 thé duge diing dé udc tinh do thanh thai Creatinine. Nong dd Creatinine
huyét thanh nén dai dién cho trang thai can bing cta chirc ning than:

trong fuomg (kg) x (140-tudi)
D¢ thanh thai Creatinine (ml/phit) =

72 x SC (mg/dL)
Cong thirc trén duoc ap dung cho bénh nhan nam. P&i vai bénh nhéan nit, dd thanh thai creatinin béng
0,85 do6 thanh thai creatinin theo tinh todn & trén cho bénh nhin nam.

D6  thanh  thai ) ]
Creatinine Liéu duy tri khuyén nghi
' (mL/phit) |
Liéu thong thwong, khong can hiéu chinh
> 60 2g 2g lg 500 mg
MObi 8 gicy Mbi 12 gier Mbi 12 gier Mai 12 gior
| Phac dd liéu duy tri & bénh nhan suy thin
| 30 - 60 | 2g 2g lg 500 mg
| | MBi 12 gior M&i 24 gidy M3i 24 gi&y M&i 24 gir
11-29 2 [g 500 mg 500 mg
| Mdi 24 gi& Mai 24 gior M&i 24 gid M&i 24 gid
| <11 g 500 mg 250 mg 250 mg
| Mbi 24 gio Mai 24 gidy M&i 24 gi Mai 24 gio
Thim phin mdu* 7500 mg 500 mg 500 mg 500 mg
- MBi 24 giv M&i 24 gidy M&i 24 gi M&i 24 gidy

* md hinh duge dong hoc cho thiy viéc giam liéu & nhiing bénh nhan nay 14 cin thiét. Bénh nhan didu
tri VERAPIME va phai thim phén mau cin hiéu chinb lidu nhu sau: lidu tn cong 1 g vao ngay diu tién
cia dot didu tri voi Cefepime va 500mg mdi ngay vao cac ngay sau do. Vao ngiy thAm phan méu, nén
bi lai lugng VERAPIME vio mbi dot thAm phén. Bat ¢t khi ndo ¢6 thé nén ding VERAPIME cling
thoi diém mbi ngay.

Bénh nhan thim phin man: & nhitng bénh nhan phai thim phan mau, x4p xi 68% tdng lrong cefepime
trong co thé bi loai bo sau 3 givr loc mau. PSi véi bénh nhan dang thdm phan phac mac lién tuc, ¢6 thé



https://trungtamthuoc.com/

ding VERAPIME & cung mot lidu khuyén nghi cho bénh nhén cé chic ning than binh thudng tirc 1a
500mg, 1g hodc 2g, phu thudc vao mirc dé nhidm khuin, & khoang cach lidu méi 48 gio.

Tré em suy giam chire ning thin: khong ¢6 ddy du thong tin vé bénh nhan tré em suy than, tuy nhién
do dugc dong hoc giéng ngudi 16n suy than, Cefepime dioce cho ring dao thai chi yéu qua than & bénh
nhan tré em va vi vdy & bénh nhéan tré em trén 2 thang tudi cho t&i 12 tubi bi suy than, viéc hidu chinh
litu cén duoe can nhic. Nhu minh hoa & bang dé cap cho bénh nhén (& ngudi 16n bi suy thén, sy ting
tuong tu giira cac liéu va/hodc giam lidu nén dwoc dp dung. khi chi ¢6 sin ndng do Creatinie huyét thanh
(SC), do thanh thai Creatinine c6 thé wéc tinh da vao mdt trong 2 phép tinh dudi day:

0,55 x chiéu cao (cm)
D thanh thai Creatinine (ml/phut/1,73 m?) =

Néng d6 Creatinine huyét thanh (mg/dL)

0,52 x chiéu cao (cm) -3,6
D6 thanh thai Creatinine (ml/phit/1,73 m%) =

Néng d6 Creatinine huyét thanh (mg/dL)

Bénh nhan suy chirc ning gan: khong cén thiét phai hidu chinh lidu cho cac bénh nhan suy giam chirc
niang gan,

Hugng din sit dung

Tiém tinh mach: VERAPIME c6 thé duge pha voi nude ¢t pha tiém hodc cac dung méi pha tidm
twrong thich khac

Nong dd Thé tich dung mdi | Thé tich xip xi cudi | Néng a6 xdp xi ;f
c¢in thém vao (ml) ciing (ml) (mg/ml)

1 g dudng titmbip | 3,0 44 240

1 g dudng tinh mach | 10,0 14 90

2 g dudng fimh mach | 10,0 12,8 160

Céc dung dich pha loing dé ding dudng tinh mach ¢ thé duoc dung truc tiép bing tiém finh mlach
cham (3-5 phut) hodc tiém vio bd truyén dich hoic truc tiép vao dich truyén.

Tiém bip: pha VERAPIME 1 g trong nudc ct pha tiém hoic trong Lidocaine hydrochloride 0,5% hosic
1%

Chéng chi dinh
Man cam véi Cefepime, cac khang sinh nhom cephalosporine, cic penicillin, cic khang sinh nhém beta-
lactarn khac hodc vai ta dugc ctia thude nay 1a L-Arginine.

Céanh bdo va than trong khi dung

Canh bao: & bénh nhin suy giam chirc ning than, nhur giam luong nude tidu (d6 thanh thai Creatinin <
60 ml/phit) hoic cac bénh v& thin khac ma co thé gdy ton hai chire ning thin, nén hiéu chinh lidu
VERAPIME cho phi hop vai tée d6 thanh thai chim hon ctia than. O nhitng bénh nhén bi suy than hodc
mic cac bénh vé than khac ma c6 thé gay tén hai dén chirc ning thin, ndng dé khang sinh ndy trong

4



https://trungtamthuoc.com/

huyét thanh ¢é thé bi ting cao va kéo dai khi diung thude véi lidu thong thudng, do d6 phai giam liéu
duy tri VERAPIME cho nhimg bénh nhdn nay. Viéc didu tri tiép theo duge xdc dinh dua vao mic 46
suy thn, trinh trang nhidm khuin va tinh nhay cam ctia cdc vi sinh vt giy bénh (xem mue liéu hrgng
va mue duge lire hoc/duge dong hoe). Céc tac dung bét loi nghiém trong, bao gém bénh nio (réi loan
¥ thirc, gdm 1in 1dn, 4o gide, thé o va hdn mé), co gidt, dong kinh (bao gdm ca déng kinh khéng co giat)
va/hojc ddng kinh do suy thin (xem muc tidc dung khéng mong mudn), duge bio céo sau khi thude
dua ra thi trudmg, Hau hét cée trudmg hop ndy duge bao cdo & cac bénh nhin suy thin diing liéu cao hon
liéu dé nghi. Néi chung triéu chiing doc thin s& dirge loai trir sau khi ngirng ding cefepime vi‘hoic sau
khi thim téch, tuy nhién cd vai trudng hop bi tir vong. Khi xudt hién bit k¥ triéu ching di tng nao dé
nghi nging viée didu tri. Nén hoi tham tién sir cia bénh nhin mot cach cin thin trude khi viée didu tri
vai Cephalosporine duge thiét [4p. Do ¢6 kha nang phan Gng di (ng chéo gifta nhom Cephalosporine va
cac penicillin trong 5-10% trirdng hop, nén cén trong khi ding Cephalosporine cho cac bénh nhan min
cam véi Penicillin (xem muc chéng chi dinh). Theo d6i sat nhiing bénh nhén nay tir khi dung liéu diu
tién. Chbng chi dinh tuyét ddi véi nhirng bénh nhin ¢6 tién sir di tng cép tinh vi nhém Cephalosporine.
Néu c6 bt ki nghi ng& néo, cén thiét phai ¢é sir ¢ mit cua bac si trong lic dung thudc 13n diu tién cho
bénh nhan dé kiém sodt dugc bit ky phan tng di (g tiém tang nao. Cdc phan éng qua min nghiém
trong c6 thé cin dén epinephrine va cdc bién phéap hd tro khdc. Viém dai tring ¢ gia mac duge bdo cdo
véi tat ca cac khang sinh phd rong ké ca Cefepime, vi vay didu quan trong 1a phai xem xét chuén doan
ndy & cdc bénh nhén bi tiéu chay tién trién lién quan dén viéc diing khang sinh. Truéng hop viém dai
trang nhe co thé dap tng véi viéc chi cin ngimg thude. O cac trwdng hop trung binh dén nang, bac st ¢o
thé yéu cu diéu tri dic biét. Nén kiém tra chic nang than cin than néu thude ¢6 kha ning giy doc than,
nhu cac aminoglycoside hoic thude loi tiéu dugc ding véi VERAPIME. Ciing nhir cac thude khang sinh
khac, viéc diing VERAPIME kéo dai ¢6 thé lam gia tdng qud mirc cic sinh vét khdng nhay cam. Néu boi
nhiém xay ra trong qua trinh diéu tri, nén 4p dung cac bién phap diéu tri thich hop.

Bénh nhin 16n tudi: cac nghién ciru 1dm sang trén hon 6400 ngudi diéu tri Cefepime, 35% trong sé ho
tir 65 tudi trd 18n va 16% tir 75 tudi trd 1én. Trong cAc nghién ciru 14m sang, khi cho bénh nhan Ién tudi
diing thudc & liéu théng thudomg dé nghi cho ngudi 16n, hidu qua 14m sang va tinh an toan cua thude dwoc
so sanh v&i hidu qua ldm sang va tinh an toan & céc bénh nhin tré tudi, ngoai trir bénh nhén bi suy than.
C6 su kéo dai rit nhé thoi gian ban thai va do thanh thai thdp hon so véi bénh nhén tré tudi hon. Viée
diéu chinh liéu duge dé nghi néu chirc nang than b tdn thuong. Do bénh nhan 16n tudi cd nhidu kha
ning bi suy than hon, viéc lua chon lidu diéu tri phai thin trong va phai kiém tra chac nang thin (xem
muc Canh bao va tiac dung khéng mong mudn). Céc tic dung bt loi nghiém trong, bao gdm bénh nio
(r5i loan y thire, gdbm 14n 16n, a0 giac, thd o va hén mé), co giat, dong kinh (bao gbém ca déng kinh
khéng co giat) va/holic suy thin duge bdo cdo & cdc bénh nhin suy than ding lidu théng thudng
Vefepime (xem Canh bao va muc tae dung khdng mong mudn).

Twong tic thude va cac loai twong tic khac

Phan tmg Coombs duong tinh, khéng ¢o ddu hiéu tan huyét, da duge bdo cdo & nhimg bénh nhan duge
diéu tri véi VERAPIME 2 1in mdi ngay. Phan tng duong tinh gia c6 thé xay ra khi lam xét nghiém tim
dudng trong nurde tiéu, nén sir dung phuong phap dinh lugng oxi héa glucose.
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Tuong téc véi khang sinh nhém aminoglycosid: Amikacin két hop véi cefepim it gay nguy co doc véi
than hon [4 gentamicin ho#c tobramycin két hop véi cefalotin. Tranh ding ddng thoi véi furosemid, vi
d& gay diéc.

Sir dung trong thoi gian mang thai va cho con bi

Nghién ciru sinh san & chudt cdng, chudt nhét va tho khéng cho thiy nguy hiém dbi véi thai nhi. Chua
c6 nghién ctru ddy du va kidm soat tét & phu nit ¢6 thai. Do c4c nghién ciru sinh san nay khong phai luén
ludn 4p dung véi cac dap Umg véi thude & ngudi, thude nay chi nén dung trong thdi ky mang thai néu
thuc sur can thiét. Cefepime duoc tiét vao sita me & ndng do rét thip. Do d6 cén than trong khi sir dung
thuéc VERAPIME cho phy nir cho con bu.

Anh hréng dén kha ning lai xe va diéu khién may méc
Chua c6 thong tin lién quan dén anh hudng cia VERAPIME lén kha ning l4i xe.

Téac dung khong mong muédn

VERAPIME néi chung dung nap tbt. Trong cac thir nghiém 1am sang (trong d6 cé sy tham gia cua 5598
bénh nhén) tac dung phu phd bién nhét 1a triéu chimg da day — rudt va phan ing qua min. Cac tac dung
phu duge coi la xdc dinh, c6 thé xdy ra hodc c6 thé c6 mdi lién hé véi VERAPIME dugc liét ké dudi
day: Phan (ng tai vi trf truyén tinh mach xay ra & 5,2 % bénh nhén, c4c phan (g nay gdm viém tinh
mach (2,9%) va viém (0,1%). Tiém bdp VERAPIME dung nap tt v&i 2,6% bénh nhan dau hoc viém &
vi tri tiém.

Tdc dung khéng mong mudn xay ra ¢ tdn sudt > 0.1%-1% (trir mot s6 qui dinh khdc):

Phan irng qud mdn: phat ban (1,8%), ngtra, ndi mé day.

Hé tiéu héa: budn nén, ndn, nhidm nidm miéng do Moniliasis, tiéu chay (1,2%), viém dai trang (bao gdm
viém dai trang gia mac).

Hé than kinh trung 1wong: dau diu.

Khdc: sét, viém 4m dao, ban do.

Tdc dung khong mong muon xdy ra véi tdn sudt 0.05%-0.1%: dau bung, tao bon, gidn mach, kho thd,
chéng mit, di cam, ngira by phan sinh duc, thay déi vi gidc, n lanh va moniliasis khong dic hiéu.

Téc dung khéng mong mudn xdy ra véi tan sudt < 0.05%: sbc phan vé va dong kinh. C6 sy thay ddi
thodng qua trong két qua xét nghiém phat hién trong qua trinh nghién ctru 1dm sang & bénh nhén c6 cac
tri s6 binh thudng. Cac thay di nay xay ra & tin s tir 1-2% (trir mot s6 qui dinh khac) 1a viéc ting
alanine aminotransferase (3,6%), aspartate aminotransferase (2,5%), alkaline phosphatase, bilirubin toan

phén, thiéu mau, ting bach cu eosin, kéo dai thoi gian prothrombin, thdi gian thromboplastin timg phén
(2,8%) va két qua duong tinh ctia phép thir Coombs khong tan huyét (18,7%). Ting thoang qua ndng do
uré nitrogen trong méu va/hodc creatinine huyét thanh va giam tiéu cau thodng qua da dugc quan sat
thdy & 0,5-1% bénh nhan. Giam bach ciu thoang qua va giam bach céu trung tinh ciing dugc quan sat
thdy (<0,5%). ;



https://trungtamthuoc.com/

Kinh nghiém sau khi thudc heu hanh trén thi triémg. tuong tr cic thudce khac cling nhém, bénh nio (rbi

loan ¥ thirc bac gdm 14n 18n, 40 gidc, thdr o va hon mé), déng kinh, co giit vd/hodc suy than di duge bao
cdo. Hau hét cac truémg hop ndy duge bdo cdo & nhitng bénh nhan suy than khéng hiéu chinh lidu
Cefepime (xem muc Canh bdo va than trong khi dang). Do tinh chit khéng kiém soat duge ctia cdc
bdo cdo biét 1p ndy, nguyén nhan lién quan véi VERAPIME khong thé xac dinh. Gidng nhu céc
Cephalosporine khéc, sbc phan vé& d4 duoc béo cdo, bao gdm: sbe phan vé, giam bach céu thoang qua,
giam bach ciu trung tinh, mat bach ciu hat va giam tiéu cu. Mic do khong bdo cdo cho VERAPIME,
cc tac dung phu sau ddy va viéc thay dbi két qua xét nghiém d3 duge bao cdo cho cac nhém khang sinh
Cephalosporin khac: hoi ching Stevens-Johnson, ban dé nhiéu hinh dang, nhiém déc biéu bi dang hoai
1ir, nhim ddc than, thiéu mau bit san, thiéu mdau tan huyét, xuét huyét, phan tmg dwong tinh gia trong
xét nghiém dudmg trong nude tidu.

Tré¢ em: Tinh an todn cua VERAPIME & té em tuong tur nho cha
ngudi 1ém. Tac dung khéng mong muén phd bién nhét lién quan dén viée dung VERAPIME la phét ban.

Qua liéu

Trong trudmg hop qua lidu, dac biét 1a & nhirng bénh nhén c6 chirc nang than bi tén hai, thAm phan méu
s& hd tro viée loai bo cefepime ra khoi co thé; thim phan philc mac khéng thé loai bo Cefepime. Qua
liéu ngdu nhign c6 thé x4y ra néu cho bénh nhan bi giam chirc nang than ding lidu cao (xem muyc Liéu
lirgng va cich ding, canh bao va than trong khi dung).

PAC TINH DUQC LY

Durge lye hoc

Cefepime 13 Cephalosporine thé hé TV cé phd khang khuan rit réng, c6 kha ning khang phén I6n cée
Penicillinase. Ngoai ra, thude ¢6 4i luc kém véi cac beta-lactamase.

Hoat tinh khang khuén: cic ching nhay cam tidu bidu: Staphylococci nhay cam vl methycilline,
P.aeruginosa, F.coli, Salmonella, Shigelia, P.mirabilis, P.vulgaris, Mmorganii, Providencia,
C.diversus, Koxytoca, Serratia, Enterobacter*, C.freundii, Streptococci, nhay cam vé&i penicillin
S.pneumoniae, H.influenzae, Neisseria, B.catarrhalis, Peptostreptococcus, C.perfigens, Klebsiella
preumoniae.

*Hién nay chua c¢6 thir nghiém lam sang diy du d& danh gia hoat tinh cefepime chéng céc truong hop
nhi®m khuan dic biét gay ra boi cac chiing dic biét cla cac loai trén - cac chiing nhay cam véi cefepime
trong nghién ciu In vitro va d& khang cefotaxime hodc Ceflazidime (hyperproduct cua
Cephalosporinase).

Céc chung dé khang: Enterococci, Listeria, Staphylococei khang methycillin, P.cepacia, X maltophilia,
C.dificile, vi vi khuan ky khi gram am. Bacteroids spp., Prevotella spp., Fusobacterium spp.,
Peptococcus spp., Clostridium spp., Actinomyces spp. v cac chung gram duong khdng tao bao tir khéc.
Céc ching nhay cam khéng én dinh: S.pneumoniae (giam nhay cam hosc d& khéng vdi Penicillin),

A.Baumanni. Viéc ting sé hrong nhifm khudn Pneumonococcus ¢6 giam nhay cam vdéi penicillin (MIC
< 0,12 mg/ml). Viéc giam nhay cam nay c6 thé anh hudng dén tit ca céc B-lactamase & cde mire d6 khac
nhau va nén chit y khi diéu tri viém mang nio bdi mire d6 nghigm trong cua bénh va khi didu tri viém tai
gitra nang, do trong trudng hop nay tan suit cac ching dé khang 6 thé vuot qua 20%.
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Duwge dgng hoc

Duge dong hoc cia Cefepime tuyén tinh véi liéu diing trong khoang 250 mg — 2 g (ti€ém tinh mach) va

500 mg — 2 g (tiém bip)

Hdp thu: sau khi tiém bap, thubc duge hip thu nhanh va hoan toan

Phdn bé: Nong do trung binh trong huyét turong ciia Cefepime duge quan sat & nam gidi truéng thanh

khoée manh sau khi truyén tinh mach trong 30 phut liéu duy nhit 250 mg, 500 mg, 1g, 2 g hoac tiém bép

lidu duy nhét 500 mg, 1 g va 2 g durge tém tat & bang 2. Ndng do Cefepime dat duogc trong cac md riéng
biét va dich co thé durge trinh bay & bang 3.

thanh khée manh

Bang 2: Nong dd trung binh trong huyét twong ciia cefepime (mg/ml) & nam gidi trurdng

| Lidu Cefepime 05gic  lgivr [2giv |dgiv | 8giv |12gid
250 mg dwong tinh mach | 20,1 10,9 59 2,6 0,5 0,1
500 mg dwong tinh mach 380 21,6 | 11,6 5,0 1,4 0,2

1 g dwong tinh mach 787 44,5 24,3 10,5 2,4 0,6
2 g duong tinh mach 163,1 85,8 44,8 19,2 3.9 L
500 mg dwong tiém bidp 8.2 12,5 120 |69 1,9 0,7
1 g dwong titm bip 14,8 25,9 26,3 16,0 4,5 14
2 g dwong tiém bip 36,1 49,9 51,3 31,5 8,7 23

Bang 3: Nong db trung binh cita Cefepime trong dich co thé va cde mé & nam gidi truromg
thanh khée manh

M hoic djch | Liéo va dueong dimg  * Théi gian trung | Nong d9 trung binh &
binh miu sau khi | mdé (ug/g) hoic dich
| ditng lidu (giv) co thé (pg/ml)

Nirée tidu 0,5 g deong tinh mach | 0-4 292
| g ducmg tinh mach 0-4 926 -
2 g duong tinh mach 0-4 3120

Mar " 2 g duong tinh mach 9,4 17,8

Dich phiic mac 2 g diedng tinh mach 4.4 18,3

Dich ¢ ché da bj bong 2 g duong tinh mach 1,5 81,4

Cubng phoi 2 g duonmg tinh mach | 4,8 24,1

Nudc dii 2 g duong tinh mach 4,0 7.4

Tuyén tién ligt 2 g duomg tinh mach 7oA - 25

Rupt thira 2 g duomg tinh mach 5,7 5,2

Tui mit 2 g duong tinh mach 8,9 11,9

Sur phan bb dén mo cia Cefepime khong bién dbi khi ding liéu trong khoang 250 mg — 2 g. Thé tich
phan bd trung binh & trang thai dn dinh 1a 18 lit. Thoi gian bén hily cua Cefepime trung binh 1a 2 gid.
Khéng ghi nhan c6 hién tugng tich liiy thudc khi dung 2 liéu tiém tinh mach mdi 8 gid trong vong 9

8



https://trungtamthuoc.com/

ngay. Ty 16 gén két véi protein huyét thanh cua cefepime duéi 19% va khéng phu thude viao ndng do
trong huyét thanh cta cefepime.

Chuvén héa: Cefepime it bi chuyén hoa. Thudc dugc chuyén héa thanh N-oxide cia N-
methylpyrrolidine, chét nay duoc bai tiét qua nuée tidu véi lugng twong duong 7% lidu dung.

Thai trir: thanh thai toan phéan trung binh 13 120 ml/phat. Thanh thai trung binh & than cua Cefepime la
110 ml/phut. Thude duge dao thai chu yéu qua than, cht yéu do qua trinh loe & cu thin. Khoang 85%
lidu ding Cefepime dugce tim thiy duei dang khong d6i trong nude tidu. Sau khi ding lidu 500 mg
dudng tinh mach, ndng dd cefepime khong con phat hién duge trong huyét trong sau 12 gity va khong
cén phat hién duge trong nudce tidu sau 16 gio. Nong d6 trung binh trong nudc tidu cua Cefepime 16 gid
sau khi tiém 13 17,8 mg/ml. Sau khi diing liéu 1g hoic 2 g dudmg tinh mach sau 12-24 gid, ndng do
trung binh trong nurée tidu 13 26,5 va 28,8 mg/ml theo thir tu. Khong phét hién duge ndng dd thude trong
huyét tuong sau 24 gid.

Bénh nhdn {ém tudi: st phan bd cia Cefepime d3 duge nghién ciru & cac bénh nhéan 1én di ( 16n hon 65

tudi). Quan sét thiy & nhitng ngudi ¢é chire nang than binh thudmg thi khéng can phai chinh lidu. Viée
hiéu chinh liéu dugc khuyén cdo dbi véi cac bénh nhan 16n tudi ¢ chire nang than bi ton thwong.
Bénh nhdn bi suv gan: duoc déng hoc ciia Cefepime khdng bi thay dbi & bénh nhan bj suy gan duge cho

dung lidu duy nhét 1g. Do d6 khong cén thiét phai hiéu chinh liéu.

Bénh nhdn bi suv than: cac nghién clru duge thue hién trén nhitng bénh nhén cé céde mire d¢ suy than
khac nhau cho thiy thii gian ban thai cia thudc kéo dai rd rét. Co6 mbi lién quan tuyén tinh giira 4
thanh thai Cefepime va do thanh thai creatinin & nhitng bénh nhan bj suy thin (xem liéu lirgng va c4ch
sir dung). Thoi gian ban hily trung binh & nhitng bénh nhén cin diéu tri thim phén (thdm phan mau hoic
tham phan phtic mac lién tuc) 1a 13-17 gio.

Tré em: Duge dong hoc ctia Cefepime véi lidu duy nhit hoic da lidu dugce danh gia trén bénh nhan d6
tudi tir 2 thang tudi dén 16 tudi, nhitng bénh nhén nay duge truyén tinh mach hodc tiém bip lidu
50mg/kg. Pa liéu duge diing mdi 8 gid hodc 12 gidy trong it nhit 48 gid. Néng dd trung binh trong huyét
twong cua Cefepime sau liéu dau tién gidng véi ndng do & trang thai 6n dinh, va ¢ sur tich trir thude nhe
quan sat duoc sau khi dung da liéu. Trang thai én dinh sau khi tiém bip cho két qua ndng d6 trung binh
tdi da ciia Cefepime trong huyét trong 1a 68 mg/ml, quan sét diroc trong 0,75 gid. Néng dé téi thidu
trung binh sau khi tiém tinh mach én dinh la 6,0 mg/ml trong 8 gid. Sau khi tiém bip sinh kha dung
trung binh dat 82%. Céc théng s6 duge dong hoc khéc khdng thay ddi & tré em, theo danh gia duge tién
hanh gifra lidu thir nhit va lidu on dinh, khong quan tAm 6 liéu ding (trong khoang thdi gian 12 hoic 8
gi®y). Ngoai ra, khong ¢ su khac nhau vé duoc déng hoc diroc quan sat thdy giita cac bénh nhan ¢ do
tudi khac nhau hodc giita bénh nhin nam va nit. Sau khi tiém tinh mach liéu duy nhét, d6 thanh thai toan
phan trung binh 3,3 ml/phut/kg va thé tich phén b trung binh 14 0,3 L/kg. Thoi gian ban thai toan phén
trung binh 1a 1,7 gid. Khoang 60,4% liéu diing Cefepime diroc tim thiy dudi dang khéng dbi trong nuée
tidu va dao thai chu yéu qua than tbc do trung binh 2,0 ml/phat/kg. Noéng dd Cefepime trong dich ndo
tiy so voi ndng d6 trong huyét tuong duge trinh bay ¢ bang 4:

Bing 4: Nong d Cefepime trung binh trong huyét twong (PL) va trong dich nio tiy (CSF)
'vatilé CSF/PL ¢ tréem *
(Thoi gian ldy N | Néng d¢ trong huyét | Nong dp trong dich | Tilé \
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' miu (gio) ' ' twong (PL) nio tiiy (CSF) CSF/PL
| (mg/ml) (mg/ml)
0,5 17 67,1 (51,2) 5,7(7,3) 0,12 (0,14)
K 4 44,1(7,8) 4,3 (1,5) 0,10 (0,04)
2 5 239(12,9) 3,6 (2,0) 0,17 (0,09)
4 5 11,7 (15,7) 4,2 (1,1) 0,87 (0,56)
8 5 4,9 (5,9) 3,3 (2.,8) | 1,02 (0,64)

* Bénh nhan do tuoi tir 3,1 thang dén 14,7 tudi, véi tudi trung binh (SD) 1a 2,9 (3,9) tudi. Bénh nhan
nghi ng& bi nhiém khuin hé than kinh trung wong dugc diéu tri liéu 50 mg/kg Cefepime, truyén tinh
mach 5-20 phit mdi 8 gid. Mau huyét tuong va dich ndo tiy lay tir nhirng bénh nhén dugc chon trong
nhimg thoi diém 14y mau tuong mg véi thoi diém két thic truyén vao ngay thir 2 hodc thir 3 cua dot
diu tri.

CAC PAC TINH CUA THUOC
Tuong ky
Khéng dugc tron 14n véi cac thudc khéc trong cuing mot éng tiém hodc dung cu chira thude.

Han si dung
36 thang ké tir ngy san xuét
Sau khi pha lodng: 12 gid néu bao quan dudi 25°C hoac 24 gier néu bao quan ta lanh (2°C - 8°C). @

Huréng din dic bi¢t vé bdo qudn
Bao quan dudi 30°C. Giir lo trong bao bi gbc dé tranh 4nh sang. Dung dich pha lodng én dinh trong 24
gitr trong ti lanh (2°C — 8°C) hodc 12 gir & nhiét d6 dudi 25°C.

Qui cdch dong goi
Hop 1101 g & bng dung méi 3 ml.
Hop 1 lo 2 g & 6ng dung méi 10 ml.

Tiéu chudn: Nha san xuét
Thong bdo cho bdc sy vé cdc tdc dung phu khéng mong muén gdp phai khi sir dung thuéc
Dé xa tam tay tré em!

N
Nha san xuét va chit sé& hiru gidy phép lru hanh "
DEMO S.A., Pharmaceutical Industry
21%Km National Road Athens-Lamia, 14568 Krione i :
Tel: +30 210 8161802, Fax: +30 210 8161587 4#.0_ . /# d
" PHO CUC TRUBNG 10

Nougin Vin Chank



