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®“IMIPENEM CILASTATIN KABI

f FRE;EN!US KAB! 2
Fudc khirvr
J\_TAI HA NOI /

Thuéc ndy chi ding theo don thuéc. Pé xa tim tay tré em. Doc kj huwong din si dung
ding. Thuéc chi sie dung mpt lan, phin thuéc khong sir dung hét nén bé di.

THANH PHAN

M3i lo Imipenem Cilastatin Kabi chra:

Thanh phan dwgc chat:

Imipenem monohydrat 530 mg tuong duong véi 500 mg imipenem
Cilastatin natri 530 mg twong duong vé6i 500 mg cilastatin

Thanh phan td dwgc: natri bicarbonat

DANG BAO CHE
Bot pha dung dich tiém truyén. Bot mau tring, trang nhat hoic vang nhat.

CHI PINH
Imipenem Cilas’tatin Kabi duoc chi dinh trong diéu tri céc truong hop nhidm khuén & nguoi 16n va
tré em trén 1 tudi trong cac trudng hop sau:

- Nhiém khuan 6 bung c6 bién ching

- Viém phdi niing bao gdm ca viém phdi bénh vién va viém phdi c6 lién quan dén may thd

- Nhi&m khuén trong va sau khi sinh

- Nhiém khuan dudng tiét niéu c6 bién ching

- Nhiém khuén da va m6 mém c6 bién chung

Imipenem Cilastatin Kabi c¢6 thé duoc sir dung trong diéu tri bénhnhan giam bach cau c6 sét nghi do
nhiém vi khuan.

Diéu tri bénh nhan nhiém khuan huyét c6 lién quan ho3 hi ngd lién quan t6i cac nhiém khuén ké
trén.

Cén tuan theo cac hudng din chinh thdng vé sir dung khéng sinh hop ly.

LIEU DUNG VA CACH DUNG

Liéu ding

Téng lidu hang ngdy cua Imipenem Cilastatin Kabi nén dua vao loai nhim khuin va liéu phan chia
nén dua vao mirc d6 nhay cam cua vi khuén va chirc ning than ciia bénh nhan.

Nguroi [6n va tré vi thanh nién

DAi v6i bénh nhéan ¢6 chire ning than binh thudng (46 thanh thai creatinin > 90 ml/phit), liéu khuyén
cao la:

500 mg/500 mg mdi 6 gid hodc 1000 mg/1000 mg mdi 8 gidr hodc mdi 6 gid.

Néu nhidm khudn do hoic nghi ngd do ching vi khuan it nhay cam (vi du Pseudomonas aeruginosa)
hoic nhim khuin rit ning (vi du & bénh nhian giam bach cdu c6 sbt), khuyén ding lidu
1000mg/1000 mg mdi 6 gio.

Cén giam liéu khi d6 thanh thai creatinin 1a <90 ml/ phtt (xem muc Bénh nhén suy than)

R, Y
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Téng lidu tdi da hang ngay khong nén vuot qué 4000 mg / 4000 mg.

Bénh nhdn suy thdn

Céch chinh liéu cho ngudi 16n bi suy than:

1. Chon tong lidu hang ngay nhu liu cho nguoi 16n c6 chirc ning than binh thuong

2. Tham khao bang bén dudi dé giam lidu dya trén do thanh thai creatinin. V& thoi gian truyén, xin

tham khao muc Cach dung.

Do thanh thai Téng lidu hing ngay | Tong liéu hing ngay Tong liéu hing ngay
creatinin (ml/phit) 12 2000 mg/ngay l1a 3000 mg/ngay 1a 4000 mg/ngay
> 90 (binh thudng) 500 mg mdi 6 gid 1000 mg mdi 8 gid 1000mg mdi 6 gid

Giam liéu cho bénh nhén bj suy thin
<90 ->60 400 mg mdi 6 gid 500 mg mdi 6 gid 750 mg mdi 8 gioy
<60 ->30 300 mg mdi 6 gio 500 mg mdi 8 gio 500 mg mdi 6 gio
<30->15 200 mg mdi 6 gid 500 mg mdi 12 gid 500 mg mdi 12 gio

Nhitng bénh nhdn cé dé thanh thdi creatinin < 15 ml/phiit
Nhirng bénh nhan nay khong nén dung Imipenem Cilastatin Kabi trir khi dugc thim phan mdu trong
vong 48 gio.

Bénh nhdn thdm phdn mdu

Bénh nhan thim phan mau cé do thanh thai creatinin < 15 ml/phut, sir dung liéu khuyén cdo cho
bénh nhan bi suy than c6 d thanh thai creatinin tir 15-29 ml/phut trong bang trén.

Ca imipenem va cilastatin déu bi loai bd trong qué trinh thdm phan mdu, vi vay bénh nhén can duoc
ding Imipenem Cilastatin Kabi sau khi thAm phan va m&i 12 gio k& tir khi két thic chu ky tham
phan. Bénh nhén loc mau, dic biét bénh nhan c6 bénh vé h¢ than kinh trung wong (CNS), can duge
theo dai chdt ch&. Chi nén ding imipenem/cilastatin khi lgi ich vuot trdi nguy co dong kinh (xem
muc Cac trudng hop than trong khi dung thuée)

Hién nay chua c6 du dir lidu d& khuyén céo st dung Imipenem Cilastatin Kabi cho bénh nhan thim
phén phtc mac.

Bénh nhdn suy gan

Khong can phai chinh lidu & bénh nhan suy gan (xem muc Dw}iy/ﬁoc)

Nguroi cao (udi

Khong cAn chinh lidu cho bénh nhan cao tudi c6 chirc ning than binh thudng (xem muc Dugc dong
hoc)

Déi véi tré em > 1 tudi, lidu khuyén cdo 1a 15/15 hodc 25/25 mg/kg can ning mdi 6 gio.

Néu nhidm khuén do hodc nghi ngd do vi khuén it nhay cam (vi du Pseudomonas aeruginosa) hodc
nhi®m khudn ning (vi du & bénh nhén giam bach cAu c6 sbt) nén dung liéu 25/25 mg/kg cén ning
mdi 6 gio.

Tré em < I tudi

Khoéng ¢6 du dir ligu 1dm sang dé khuyén c4o ding thuée & tré em dudi 1 tudi

Tré em bi_suy thdn
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Khoéng ¢ du dir ligu 1am sang dé khuyén céo dung thudc cho tré em bi suy than (creatinin huyét
thanh > 2 mg/dl) (xem muc “Canh bao va than trong khi ding thudc™).

Cdch dang

Imlpenem Cilastatin Kabi phai dugc pha loang truéc khi sir dung. Lidu < 500 mg/SOO mg phai dugc

truyén tinh mach trong thoi glan 20-30 phit. Liéu > 500 mg/500 mg nén duorc truyén trong thoi glan
40-60 phut. Néu bénh nhan xuét hién triéu chiig budn nén trong khi truyén, can giam tdc do truyén.

Huwdéng din cdch pha thubc

Luong thube trong mdi lo 500 mg duge chuyén vao 100 ml dung dich tiém truyén tuong hop: natri
chlorid 0,9%. Trong truong hop ngoai 1é khong thé sir dung natri chlorid 0,9% vi ly do 1am sang, c6
thé sir dung glucose 5% dé thay thé.

C6 thé pha thuéc nhw sau: thém khoang 10 ml dung dich tiém truyén tuong hop vao lo thubc. Léc
déu va chuyén dung dich vira hoa tan trong lo thudc vao dung cu chira dung dich tiém truyén.

Chu y: Dung dich hoa tan trong lo thude khong duoc truyén truc tiép.

Thém tiép 10 ml dupg dif:h tiém truyén vao lo thubc dé dam bao chuyén hét dugc thube trong lo vao
dung dich tiém truyén. Lac déu dung dich tiém truyén dén khi thu duoc dung dich trong suét.

Néng d6 imipenem va cilastatin theo cach pha trén 1a khoang 5 mg/ml.

Su thay dbi mau sic dung dich tir khéng mau dén vang khong anh huéng dén hoat luc cia thube.

CHONG CHI PINH

* Qua man véi hoat chat imipenem/cilastatin hodc ta dugc natri bicarbonat

* Qua min véi bat ky tac nhan khang khuén carbapenem khéc

* Qud min nghiém trong (vi du phan ting phan vé, phan tmg da nghiém trong) véi bét ky khang sinh
beta-lactam (bao gom cac penicillin va cephalosporin).

CANH BAO VA THAN TRONG KHI DUNG THUOC

Canh bdo chung

Viée lua chon imipenem/cilastatin trong diéu tri cAn can nhéc dén nhiéu yéu t&6 nhu mic d6 nghiém
trong ctia nhiém khuin, murc do dé khang cua vi khuan ddi véi cac khang sinh phii hop khéc, nguy co
gay ra vi khuan khang carbapenem.

Qud man

Phan (mg qué man nghiém trong va doi khi gy tir vong (phan vé) da duoc ghi nhan & bénh nhan
duoc didu tri bing beta-lactam. Nhitng phan tng nay ¢6 nguy co ting 1én & nhitng ngudi c6 tién sir di
ing v6i nhiéu loai thubc. Trude khi bat dau tri lidu bing Imipenem Cilastatin Kabi, can dic biét quan
tim dén nhimg phan Ung qua man di xay ra truéc d6 v6i khéng sinh carbapenem, penicillin,
cephalosporin, céc beta-lactam khéc va céc tdc nhan gy di (ng kn‘l@i}é(/ccé phan tng di Ung voéi
Imipenem Cilastatin Kabi, cAn ngung st dung thudc ngay va dp dung céc bién phéap diéu tri thich
hop.

Chitc nang gan

CAn theo d&i chit ché chirc ning gan trong khi diéu tri v6i imipenem/cilastatin do nguy co nhiém doc
gan (nhu tiang transaminase, suy gan va viém gan cip).

Sir dung & nhitng bénh nhén c¢6 réi loan chirc ndng gan tir trudc can phai theo di chit ch& chirc ning
gan trong thoi gian didu tri véi imipenem/cilastatin nhung khong can chinh lidu (xem muyc Liéu
lugng va céch dung)

Huyét hoc

‘\l) £ '\A '.{~‘
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Diéu tri bing 1m1penem/cnlastat1n c6 thé gdy ra phan Ung duong tinh gia trong xét nghiém Coombs
truc tiép hoic gian tiép

Pho khéng khudn

Can can nhic dén phd khang khuén cua imipenem/cilastatin trudc khi st dung, dic biét khi didu trj
cac nhiém khuan ning de doa tinh mang. Ngodi ra, do tinh nhay cam han ché ctia tac nhin giy bénh
déi véi imipenem/cilastatin (vi dy trong nhiém khudn da va mo mém), nén cén thén trong. Sur dung
imipenem/cilastatin chi thich hop khi da biét ro vi khuan gy bénh hodc nghi ngd cac vi khuan gay
bénh chinh nhay cam v6i imipenem/cilastatin. Sir dung ddng thoi v6i mot chat chéng tu ciu vang da
khang methlclllm (anti-MRSA) c6 thé duoc chi dinh khi ¢6 nghi ngd hodc dd duoc khing dinh
nhiém ty cAu vang khang methicillin. Ciing c6 thé chi dinh sir dung ddng thoi aminoglycosid khi c6
nghi ngd hodc da duogc khing dinh nhim Pseudomonas aeruginosa (xem muc Liéu dung va c4ch
dung)

Twong tdac vdi acid valproic
Khuyén cdo khong sir dung ddng thoi imipenem/cilastatin véi acid valproic (xem muc Tuong tac cua
thudc véi cac thude khéc va céac loai twong tac khéc)

Clostridium difficile
Viém dai trang va viém dai trang gia mac do khang sinh da dugc ghi nhén khi st dung
imipenem/cilastatin v v6i phan 16n cac khang sinh, mirc d c6 thé thay ddi tir nhe dén nguy hiém

dén tinh mang. Can than trong khi bénh nhan xuét hién tiéu chay trong hodc sau khi st dung =
imipenem/cilastatin, trong trudng hop nay cin ngung sir dung imipenem/cilastatin va cin can nhic .
dén viéc diéu tri dic hiéu Clostridium difficile. .

, .

Viem mang nao

/. ™

Imipenem Cilastatin Kabi khong dugc khuyén céo dé diéu tri viém mang nio.

Bénh nhan suy thdn Q
Imipenem/cilastatin tich lily & bénh nhan bi suy gidm chirc nang than. Cac phan ung phu trén hé than

kinh trung wong (CNS) ¢6 thé xuét hién néu khong diéu chinh liéu pht hop véi chirc ning than.

H¢ than kinh trung wong ?‘
Mot sé phan tmg phu CNS nhu co giat, trang thai 14 1An hodc dong kinh dd duoc bdo cdo, dic biét \ ‘

khi liéu sir dung vuot qué liéu khuyén céo can cir trén chirc nang than va trong luong co thé. Nhiing
phan (g phu nay thudng xay ra & nhiig bénh nhan c6 bénh ly réi loan hé than kinh trung wong (c6
tén thuong & ndo hodc tién sir bi dong kinh) va/hoic chirc ning than bi tén thuwong & nhiing bénh ;4
nhén c6 sy tich lily lidu sir dung. Do d6, & nhitng bénh nhén nay, cin tudnathu chit ché cac khuyén /
céo vé lidu lugng sir dung. Cn tiép tuc sir dung thude chdng dong kinh i%/wé bénh nhén bi bénh -

dong kinh.

Cén canh gidc v6i céc triéu chimg thin kinh hodc co giat & tré em véi cac yéu t6 nguy co dong kinh

da biét hoac khi sir dung ddng thoi véi cac thudc 1am giam ngudng dong kinh.

Néu ¢6 xuét hién triéu chimg run cuc b, co gidt co hodc dong kinh xay ra, can danh gia bénh nhan

vé mat than kinh va ap dung tri liéu chéng co giat néu bénh nhén chua dugc diéu tri. Néu nhirng triéu

chiing nay tiép tuc xut hién, can phai giam liéu Imipenem Cilastatin Kabi hogc ngung str dung hoan

toan.

Bénh nhén c6 dd thanh thai creatinin < 15 ml/phut khong nén str dung Imipenem Cilastatin Kabi trir

phi da dugc thdm phin méu trong vong 48 gid. D6i véi nhitng bénh nhan thAm phan mau, chi sir

dung Imipenem Cilastatin Kabi khi loi ich vuot trdi nguy co xuét hién dong kinh.

Str dung o tré em
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Khong du dir liéu 1am sang dé khuyén céo sir dung Imipenem Cilastatin Kabi ¢ tré em dudi 1 tubi
hodc tré em bj suy than (creatin huyét thanh > 2mg/dl).

Imipenem Cilastatin Kabi 500mg/500mg c6 chua 1,6 mEq (37,5mg) natri trong m3i lo, cin can nhéc
khi str dung cho bénh nhan c¢6 ché d6 4n cn han ché muéi.

SU DUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU

Str dung thuéc cho phu nit ¢6 thai:

Chua c6 dy du céc nghién ciu dugce kiém soat tét vé viée sir dung imipenem/cilastatin & phu nit c6
thai.

Céc nghién ctru trén khi dang mang thai cho thdy thudc ¢6 doc tinh trén sinh san, tuy nhién chua rd
doc tinh trén nguoi.

Chi sir dung Imipenem Cilastatin Kabi néu loi ich 14m sang vuot trdi nguy co xay ra trén bao thai.

Stz dung thuéc cho phu ni¥ cho con bii:

Imipenem Cilastatin Kabi duoc bai tiét véi mot luong nho vao sita me. C6 su hip thu yéu véi
imipenem va cilastatin néu sir dung qua dudng uéng. Do d6, tré bu sira me s& khong c6 kha ning tiép
xuc v6i ham lugng cao cua thude. Néu viée sur dung imipenem/cilastatin 1a that su can thiét, loi ich
cua viéc cho tré b sita me nén duoc can nhic vai nguy co cho tré.

Kha nang sinh san

Chua c6 nghién ctru vé kha niang anh hudng cta imipenem/cilastatin dén kha ndng sinh san ciia nam
hodc nir gidi.

ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY

Chua c6 nghién ctru vé anh huéng cia thudc trén kha ning l4i xe va van hanh may. Tuy nhién, cin
than trong dén mot s tic dung khéng mong mubn c6 thé anh huong dén kha niing l4i xe hoic vén
hanh mdy nhu 4o gidc, chéng mit va budn ngu.

TUONG TAC, TUONG KY CUA THUOC

Twong tic ciia thubc:

DPong kinh thé 16n d3 duoc ghi nhin & nhitng bénh nhan sir dung ddng thoi ganciclovir va
imipenem/cilastatin. Khong st dung ciing lic nhitng thudc trén trir phi li ich 1am sang vuot trdi
nguy co

Nong do acid valproic c6 thé giam xudng dudi khoang ndng d6 diéu tri khi sir dung dong thoi véi
céc chét khang khudn nhém carbapenem. Nong d6 acid valproic thp c6 thé 1am giam kha ning kiém
so4t con dong kinh, do d6 khong sir dung ddng thoi imipenem va acid valproic hay natri valproat.
Nén xem xét dén viéc st dung cac thudc khang sinh hodc lidu phap chdng co giat thay thé

Thuée chong dong ding dwong uong:

Sir dung ddng thoi thude khang sinh va warfarin c6 thé 1am ting tic dung chéng dong ctia thudc.

C6 nhiéu bao céo cho thdy viéc ting tic dung chéng dong khi st dung ddng thdicac thubc chéng
dong dudng udng bao gdm ca warfarin & nhitng bénh nhan dang duoc diéu tri bang ¥hapg sinh. Nguy
co ndy thay ddi tity thudc vao tinh trang nhiém khudn, tudi, tinh trang chung ctia bénff nhan, do d6 rat
kh6 dé dénh gid tic dong cuia cac thudc khang sinh lam tang chi s6 binh thuong héa qudc t& INR. Vi
vdy cén theo dai chi s& INR thudng xuyén trong khi va 1 thoi gian ngén sau khi sir dung khéng sinh
va chit chéng déng dung dudng udng.

2251 "% P2 We
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Str dung ddng thoi imipenem/cilastatin va probenecid lam tdng nhe ndng do trong huyét tuong cling
nhu thoi gian bén thai cta imipenem. Ty 1€ tai hip thu trong nuéc tidu (dang khéng chuyén hoéa) cia
imipenem gidm xudng con xdp xi 60% khi sir dung imipenem/cilastatin cing v&i probenecid. Sir
dung cung lic véi probenecid lam ting gdp doi ndng d cilastatin trong huyét twong va thoi gian ban
thai cua cilastatin, nhung khdng c6 tic dong dén ty 1¢ tai hip thu cilastatin trong nudc tiéu.

Doi tiong tré em

Céac nghién ciru vé tuong tac chi dugc thyuc hién trén ngudi 16n.

Twong ky ciia thudc:

Imipenem Cilastatin Kabi gay tuong ky vé mat héa hoc véi lactat vi thé khong str dung dung méi cé
lactat dé pha ché hay pha lodng. Tuy nhién, Imipenem Cilastatin Kabi c6 thé duoc bom vao trong lo

truyén tinh mach dang truyén dung dich lactat. Khong pha trén Imipenem Cilastatin Kabi vé&i céc
khang sinh khac.

TAC DUNG KHONG MONG MUON CUA THUOC

Trong céc thir nghiém l&m sang trén 1723 bénh nhan duoc diéu tri qua dudng tinh mach véi
imipenem/cilastatin, céc tic dung khong mong muén toan than thudng gip nhét duoc bdo cdo 1A
budn non (2,0%), tiéu chay (1,8%), nén mira (1,5%), phét ban (0,9 %), sét (0,5%), ha huydt 4p
(0,4%), dong kinh (0,4%), chéng mit (0,3%), ngira (0,3%), ndi may day (0,2%), budn ngu (0,2%).
Cac phan ing tai chd dugc bdo cdo nhiéu nhét 1a viém tinh mach/huyét khéi (3,1%), dau tai chd tiém
(0,7%), ban dé tai chd tiém (0,4%) va chai ciing tinh mach (0,2%). Ting transaminase huyét thanh
va phosphatase kiém ciing thudng duoc bio cdo.

Céc téc dung khong mong mudn dudi ddy dugc bdo cdo thdng qua cac nghién ciru 1am sang va dix
liéu sau khi luu hanh thudc.

!

Bang dudi day liét ké cac tic dung khong mong mudn dugc danh gia trén hé co quan va tan suét xay .
ra: ' f
Rét thudong gap: (>1/10) ]
Thudng gip: (>1/100 dén <1/10) |
ft gip: (>1/1000 dén <1/100) g
Hiém giip: (>1/10000 dén <1/1000)
Rét hiém giip: (<1/10000)
Khong xac dinh (khong thé udc tinh tir cac dir liéu c6 sin)
Trong mdi nhém tin sudt, cic tac dung khong mong mudn duoc trinh bay theo thtr ty giam muc do \t
nghiém trong

H¢ co quan Tan suit Tac dung khéng mong mudn

Nhi&m khuén va Hiém gip Viém dai trang gia mac, nhiém néw/dfda

nhiém ky sinh tring | Rét hiém gip Viém da day‘

Thuong gép Tang bach cau ua eosin

Giam huyét cdu, giam bach cau trung tinh, giam bach

Rotopnaniu i hy. | 6gdp ciu, giam hoic ting tiéu clu

bach huyét

Hiém gap Mt bach cau hat

R4t hiém gip Thiéu mau tan méu, suy tiy xuong
R.Ol logn h¢ micn Hiém gip Phan tng phan vé
dich _
R&i loan tim than it gap ROi loan than kinh bao gom &o giac va 1a lan
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it gap Dong kinh, hién tugng giat co, chéng mit, budn ngu
R&i loan hé than Hiém gip Bénh ly ndo, di cam, run, thay dbi khau vi
kinh trung wong Rét hiém gip | Trdm trong bénh nhuoc co, dau diu

Khong x4c dinh | Kich ddng, rdi loan truong luc
Rdi loan tai va mé | Hiém giip Mit thinh gidc

dao

Rét hiém gap

Chéng mit, u tai

R&i loan nhip tim

R4t hiém

Tim ti, nhip tim nhanh, d4nh trong nguc

Thuong gap Viém tic tinh mach
R&i loan hé mach it gap Huyét ap thip
Rt hiém gip Do bung
R&i loan hé hép,
16ng nguc va trung | Rét hiém gip Khé thd, ting thong khi phdi, dau hong
that
Ti€u chay, non mura, budn ndn. Budn non va’hodc ndn
c6 lién quan dén thudc c6 thé xay ra thuong xuyén hon
Thuong gép & nhitng bénh nhan bi giam bach ciu hat so véi bénh
£s o nhan khong bi giam bach cdu hat khi dwuoc diéu tri bing
ROi loan tiéu héa .. I :
: imipenem/cilastatin
Hiém gip Xin mau ring va/hoic ludi
£ s ek Viém dai trang xuat huyét, dau bung, ¢ ndng, viém ludi,
Rat hiém gap e . ~g - 2/ : ok -
phi dai gai ludi, tdng tiét nude bot
‘. Hiém g Suy gan, viém gan
ROi loan gan mat - %p - ,zlg - g :
Rat hiem gap Viém gan kich phét
Thuong gép Phét ban (vi du xuét huyét)
- it ga Noi mé day, ngira
ROGi loan da va mo6 EeP — y.; £ ST = = = -
. . Hoai tir biéu bi nhiem ddc, phu mach, hdi chung
dudi da Hiém gédp A . LA i
Stevens-Johnson, hong ban da hinh, viém da tréc vay
Rét hiém gap Tang tiét md hoi, thay doi ciu tric da
R&i loan co xuon - oy
o n A pea g‘ Rat hiém gap Dau da khép, dau cdt song nguc
khép va mo lién két
Suy than cép tinh, thiéu niéu/vd niéu, da niéu, nudc tiéu
d6i mau (vo hai va khong nén nhdm 13n véi tiéu ra mau)
R&i loan than va hé . Vai trd cia imipenem/cilastatin trong nhiing thay doi
Hiém gédp

tiét niéu

trong chirc ning than 1a rat khé danh gia vi cac yéu té
din dén tinh trang ting kali mau trudc than hodc suy
giam chirc nang than da c6 tir trude.

ROi loan hé€ sinh
san va roi loan nguc

Rét hiém gap

Ngtra am ho

R&i loan chung va
phan ung tai vi tri
tiém

it gap

Sét, dau, chai clng tai chd tiém, ban dé tai vi tri tiém

Rét hiém gip

Khé chiu & nguc, suy nhugc/yéu

Xét nghiém

h‘ X
Tang transaminase huyét thanh\)#ing phosphatase kiém

Thuong gdp trong huyét thanh
Test Coombs truc tiép duong tinh, kéo dai thoi gian
it gap prothrombin, giam hemoglobin, ting bilirubin huyét

thanh, creatinin huyét thanh cao, uré mau cao

Tré em (trén 3 thang tudi)

| == = =

'
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Theo cac nghién ciru trén 178 bénh nhi trén 3 thang tudi, céc bdo cdo tac dung khong mong mudn
tuong tu nhu véi ngudi 16n.

Thong bao ngay cho béac sy hodc duge sy nhitng phan tng c6 hai gip phai khi sir dung thude.

QUA LIEU VA CACH XU TRi

Qud liéu

Céc triéu chimg qué liéu c6 thé xay ra tuong tu nhu céc tac dung phu, c6 thé bao gdm co giat, lu I4n,
run, budén ndn, non, ha huyet ap, chdm nhip tim.

Cich xik tri khi ding thuic qud liéu:

Chua c6 diéu trj dic higu khi sir dung qua lidu Imipenem Cilastatin Kabi. Imipenem/cilastatin c6 thé
dugc thai trir bing thdm phan méu. Tuy nhién, mic do hitu hidu cia qui trinh nay trong diéu tri qua
lidu 14 chua x4c dinh dugc.Tich cuc theo dai dé c6 bién phép xr tri kip thoi.

PAC TINH DUQC LUC HQC:

Nhém duge ly tri ligu: Khang sinh sir dung toan than, nhém carbapenem.
Phéan loai ATC: JOIDH51

Co ché tdc déng

Imipenem Cilastatin Kabi gdm 2 thanh phin 12 imipenem va cilastatin natri phdi hop theo ty 1& 1:1 vé
khdi luong.

Imipenem, hay con dugc goi 14 N-formimidoyl-thienamycin, 12 mot din chit ban tong hop cua
thienamycin, hop chit gdc tiét ra boi soi khuén Streptomyces cattleya. Imipenem thé hién hoat tinh
khéng khuan bing viéc trc ché qua trinh sinh tdng hop thanh té bao & vi khudn gram duong va gram
am thong qua viéc gén véi cac protein gin penicillin (PBPs).

Cilastatin natri 12 mot chat Gc ché canh tranh, thuan nghich va dac hiéu trén enzym
dehydropeptidase-I, mot enzym & than tham gia vao su chuyén héa va bt hoat imipenem. Cilastatin
natri khong c6 hoat tinh khang khuan va khong anh huong dén hoat tinh ciia imipenem.

Chi s6 dwoc dong hoc/dioc liee hoc (PK/PD)

Twong tu nhu cac khang sinh beta-lactam khac, thoi gian dé ndng do imipenem cao hon ndng d trc
ché tdi thiéu (MIC) da duoc ching minh ¢6 mdi lién quan mat thiét v&i hidu qua khang khuén.

Co ché dé khdng

bé khang imipenem cé thé do céc co ché sau:

* Giam tinh thim mang ngoai vi khudn gram am (do giam san xuét porins)

* Imipenem c6 thé bi dua ra ngoai té bao mot cach chii ddng nhd céc bom véan chuyén

* Giam i luc cua PBPs véi imipenem

* Imipenem khong bi thiy phan boi hiu hét cic enzym beta-lactamase, ké ca penicillinase va
cephalosporinase do cac vi khudn gram am va gram duong tiét ra ngoai trir mét//sé beta-lactamase
twrong d6i hiém thuy phén carbapenem. Céc loai d& khang véi céc carbap khac ciing thuong
bidu hién su dé khang v6i imipenem. Khong cé su dé khang chéo giita Mem véi cdc nhom
khéng sinh nhu: quinolon, aminoglycosid, macrolid va tetracyclin

Néng dé phdn biét mirc do nhay cam

Thur nghiém MIC vé tinh nhay cam theo EUCAST dé phan biét cac ching nhay cam (S) véi céc
chung d& khang (R) cho két qua nhu sau (v 1,1 2010-04-27):

« Enterobacteriaceae’: S <2 mg/l, R > 8 mg/I

M|
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* Pseudomonas spp. *: S <4 mg/l, R >8 mg/I

* Acinetobacter spp.: S <2 mg/l, R >8 mg/I

» Staphylococcus spp. *: suy ra tir tinh nhay cam cua cefoxitin

* Enterococcus spp.: S <4 mg/l, R >8 mg/I

* Streptococcus A, B, C, G: tinh nhay cam beta-lactam ctia cdc nhém lién cdu tan mau streptococcus
A, B, C va G dugc suy ra tur tinh nhay cam penicillin.

» Streptococcus pneumoniae*: S <2 mg/l, R >2 mg/I

» Streptococci khac *: S <2 mg/l, R >2 mg/I

* Haemophilus influenzae*: S <2 mg/l, R>2 mg/I

» Moraxalla catarrhalis*: S <2 mg/l, R >2 mg/l

* Neisseria gonorrhoeae: chua c6 du bing chiing cho thiy Neisseria gonorrhoeae 1a myc tiéu diéu tri
cua imipenem.

» Vi khuan ky khi gram duong: S <2 mg/l, R >8 mg/l

» Vi khudn ky khi gram 4m: S <2 mg/l, R >8 mg/I

» Nong d6 phan biét mirc d6 nhay cam khong theo ching °: S <2 mg/l, R >8 mg/I

' Cac loai Proteus and Morganella dugc coi 1a muyc tiéu phu ctia imipenem.

? Nbdng do6 phan biét mtc do nhay cam dbi véi Pseudomonas lién quan dén liéu trinh st dung lidu cao
thudng xuyén (1g mdi 6 gio).

? Tinh nhay cam cuia staphylococci d6i voi carbapenem duoc suy ra tir tinh nhay cam cua cefoxitin.

% Cac chiing c6 gia tri MIC cao hon ndng do phan biét mirc do nhay cam la rat hiém hoic chua dugc
bdo cdo. Céc thir nghiém nhan dang va tinh nhay cam khéng sinh trén bit cr mau phén 1ap nio cén
duoc tién hanh lip lai va néu két qua dugc xdc nhan, can giri mau phan lap dén mot phong thi
nghi¢m khach quan. Chi bdo cdo vé tinh dé khang cho dén khi c6 bing ching vé dép tmg lam sang
ddi voi mau phan 1ap c6 gia tri MIC cao hon ndng d6 phan biét mirc do dé khang hién tai.

> N(“)ng do phan biét mirc d§ nhay cam khong theo chung dugc xéc dinh chu yéu dua trén dir lidu
PK/PD va khong phu thudce vao su phén b gid tri MIC ciia cac chung cu thé. Gié tri nay chi duoc sir
dung cho cic chung khong dugc dé cap dén trong bang tém tit ndng do phéan biét mic do nhay cam
hodc chu thich lién quan dén céc chung.

D4 nhay cam

Miic do dé khang c6 thé thay dbi theo dia ly va thoi gian dbi véi mot sb ching chon loc, va thong tin
dé khang & timg khu vuc rit c6 y nghia, dic biét khi didu tri nhiém khuan ning. Can tham khao y
kién chuyén gia trong trudng hop tinh dé khang tai dia phuong déi vé6i viée sir dung imipenem dé
diéu tri mot s6 loai nhiém khuan van chua rd rang.

Cic chiing vi khuén thuwong nhay cam

Vi khudn hiéu khi gram dicong:

Enterococcus faecalis

Staphylococcus aureus (nhay cam véi methicillin)*

Staphylococcus coagulase am tinh (nhay cam véi methicillin)
Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Nhom Streptococcus viridans /‘@ /
\YA%4

Vi khudn hiéu khi gram dm:

Citrobacter freundii
Enterobacter aerogenes
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Enterobacter cloacae
Escherichia coli
Haemophilus influenzae
Klebsiella oxytoca
Klebsiella pneumoniae
Moraxella catarrhalis
Serratia marcescens

Vi khudn ky khi eram duwong

Clostridium perfringens**
Peptostreptococcus spp.**

Vi khudin ky khi gram ém

Bacteroides fragilis

Nhém Bacteroides fragilis
Fusobacterium spp.
Porphyromonas asaccharolytica
Prevotella spp.

Veillonella spp.

, £ . R N e A , - F P A . .
Cic chiing vi khuin ma viéc dé khang c6 thé 1a vin dé trong diéu tri

Vi khudn hiéu khi gram dm:

Acinetobacter baumannii
Pseudomonas aeruginosa

Cic chiing vi khuén da khing

Vi khudn hiéu khi gram dirong:

Enterococcus faecium

Vi khudn hiéu khi gram dm:

Mot sb chiing Burkholderia cepacia (tén cii 1a Pseudomonas cepacia)
Legionella spp.
Stenotrophomonas maltophilia (t€n cli 1a Xanthomonas maltophilia, Pseudomonas maltophilia)

Cic vi khuin khic

Chlamydia spp.
Chlamydophila spp.
Mycoplasma spp.
Ureoplasma urealyticum

* Tét ca staphylococci khang methicillin ¢éu khang imipenem/cilastatin.

** Sir dung ndng d6 phan biét mic dd nhay cam khong theo ching theo EUCAST.

Dir li¢u an toan tién 1Am sang / /

Céc dir liéu tién 1am sang cho thay khong c6 doc tinh trén ngudi khi nghién Wlh vai lidu lap
lai va doc tinh trén gen.

Cac nghién cuu trén dong vét cho thdy doc tinh do imipenem gay ra dugc gi6i han ¢ than. Sur dung
ddng thoi imipenem va cilastatin véi ty 1€ 1:1 giup ngan ngira doc tinh trén than cta imipenem & tho
va khi. Céc bing ching hién tai cho thdy cilastatin ngdn nglra doc tinh trén than do ngan chin sy
xam nhap cua imipenem vao céc té bao hinh éng.

10
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Mot nghién ctru vé doc tinh trén sinh san & khi mang thai str dung imipenem/cilastatin natri véi lidu
40/40 mg/kg/ngay (tiém tinh mach gian doan) gy ra nhitng doc tinh trén khi me nhu: nén mira, kém
an, giam cén, tiéu chay, say thai va tir vong & mot sb trudng hop. Khi st dung imipenem/cilastatin
natri (khoang 100/100 mg/kg/ngdy hodc x4p xi 3 lan lidu tinh mach hang ngdy khuyén cdo cho
nguoi) cho khi mang thai véi tdc d¢ truyén tinh mach twong tu nhu khi ding cho ngudi, thdy xuét
hién sy khong dung nap nhe trén khi me (ndn mira), khong gay tir vong, khong c6 bing chimg gay
qudi thai nhung tang ty 1¢ say thai so vi nhém chirng.

Chua c6 cac nghién ciu dai han trén dong vat dé danh gid kha ning gay ung thu cua
imipenem/cilastatin.

Ddc tinh dwoc dong hoc

Imipenem

Hap thu

O ngudi tinh nguyén khoe manh, truyén tinh mach imipenem/cilastatin trong 20 phut cho nong do
dinh trong huyét tuong cua imipenem thay ddi tir 12 dén 20 pg/ml véi lidu 250 mg/250 mg; tur 21
dén 58 pg/ml dbi vai lidu 500 mg/500 mg va tir 41 dén 83 pg/ml déi véi lidu 1000 mg/1000 mg.
Néng do dinh trung binh trong huyét twong cua imipenem véi lidu 250 mg/250 mg, 500 mg/500 mg
va 1000 mg/1000 mg lan luot 1a 17, 39 va 66 pg/ml. O nhing liéu nay, ndng do trong huyét tuong
clia imipenem giam xudng dudi 1 pg/ml hoic thap hon trong 4 dén 6 gio.

Phdn bo

Khoang 20% imipenem gin v&i cac protein huyét thanh nguoi.

Chuyén hoa sinh hoc

Khi sir dung don ddc, imipenem dugc chuyén héa & than nhd enzym degydropeptidase-I. Su téi hap
thu qua nudc tidu & mdi ca thé thay ddi tir 5 dén 40%, gié tri trung binh 12 15-20% & mot s& nghién
clru.

Cilastatin 1a mot chat trc ché dic hiéu ciia enzym dehydropeptidase-I va trc ché hiéu qua su chuyén
hoéa imipenem, do d6 viéc sir dung ddng thoi imipenem va cilastatin lam ting ndng do khang khuan
diéu trj cua imipenem & ca nudc tiéu va huyét tuong.

Thai trir

Thoi gian ban thai trong huyét tvong ciia imipenem 1a 1 gio. Khoang 70% khang sinh str dung dugc
phuc hdi nguyén ven trong nude tiéu trong vong 10 gid va khong phat hién thém sy bai tiét nao qua
nude tidu. Nong do imipenem trong nudc tiéu trén 10 pg/ml trong vong 8 gid sau khi udng liéu
imipenem/cilastatin 500 mg/500 mg. Phan con lai cta liéu str dung dugc phuc hdi trong nude tiéu
dudi dang chét chuyén hoa khong cé hoat tinh, imipenem khong duge bai tiét qua phan. Chua ghi
nhan su tich liy cia imipenem trong huyét tuong hodc nudc tiéu khi st dung phdc dd
imipenem/cilastatin thudng xuyén mdi 6 gid & bénh nhan c6 chirc ning than binh thudng.

Cilastatin

Hap thu

Truyén tinh mach imipenem/cilastatin trong 20 phut cho ndng d6 dinh trong huyét tuong cua
cilastatin thay ddi tir 21 dén 26 pg/ml véi liéu 250 mg/250 mg; tir 21 dén /ml d6i v6i liéu 500
mg/500 mg va tir 56 dén 88 pg/ml dbi véi lidu 1000 mg/1000 mg. Nong dd trung binh trong
huyét tuong cua cilastatin véi liéu 250 mg/250 mg, 500 mg/500 mg va 1000 mg/1000 mg lan luot 14
22,42 va 72 pg/ml.

Phdn bé

Khoang 40% cilastatin gén véi céc protein huyét thanh ngudi.

1
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Chuyén héa sinh hoc va thai trir

Thoi gian ban thai trong huyét tuong cua cilastatin 1a khoang 1 gid. Khoéng 70-80% liéu cilastatin
dugc phuc hdi & dang khong bién ddi trong nuéc tiéu trong vong 10 gio sau khi st dung
imipenem/cilastatin. Khoang 10% dugc tim thiy & dang chuyén hoa N-acetyl, 1a chit c6 tac dung trc
ché enzym dehydropeptidase tuong duong véi cilastatin. Enzym dehydropeptidase-I ¢ than trd lai
hoat dong binh thuong nhanh chéng sau khi bai tiét hét cilastatin ra khoi mau.

Duoc dong hoc trén cic ddi twong diic biét

Suy gidm chirc niing thin

Khi str dung liéu don imipenem/cilastatin 250 mg/250 mg truyén tinh mach, dién tich dudi dudng
cong (AUCs) clia imipenem tang tuong tng 1,1; 1,9 va 2,7 lan & nhitng bénh nhén bi suy than nhe
(d6 thanh thai creatinin (CrCL) 50-80 ml/phut/1,73 m?), trung binh (CrCL 30-50 ml/phat/1,73 m?) va
n3ng (CrCL <30 ml/phit/1,73 m?) so véi nhiing bénh nhan c6 chirc ndng than binh thudong (CrCL
>80 ml/phut/1,73 mz); AUCs cua cilastatin ting twong g 1,6; 2,0 va 6,2 1an & nhitng bénh nhén suy
than nhe, trung binh va niing so véi nhitng ngudi ¢6 chic ning than binh thudong. Khi sir dung lidu
don tinh mach imipenem/cilastatin 250 mg/250 mg 24 gid sau khi thdm phan méau, AUCs cua
imipenem va cilastatin cao hon 3,7 va 16,4 1an so v&i nhitng ngudi ¢6 chirc niang than binh thuong.
Téi hap thu qua nudc tiéu, do thanh thai than, do thanh thai huyét twong ciia imipenem va cilastatin
giam tuong Ung v&i sy suy giam chirc ning than khi truyén tinh mach imipenem/cilastatin. Can diéu
chinh liu & nhitng bénh nhén bj suy than (xem muc Lidu dung va céch dung)

Suy gidm chirc ning gan

Dugc dong hoc clia imipenem & bénh nhan suy gan chua duoc thiét 1ap. Do su han ché chuyén hoa
qua gan cta imipenem, dugc dong hoc cua imipenem dugc cho 1a khong bi anh hudng & bénh nhan
suy gan. Do d6, khong can thiét phai didu chinh liéu & bénh nhén suy gan (xem muc Liéu dung va
céch dung)

Tré em

Do thanh thai trung binh (CL) va thé tich phan bd (Vdss) cta imipenem cao hon khoang 45% ¢ tré
em (tir 3 thang dén 14 tudi) so v&i ngudi lén. AUC ciia imipenem sau khi sir dung 15/15 mg/kg cén
ning ciia imipenem/cilastatin & tré em cao hon khoang 30% so vé&i ngudi 16n sir dung lidu 500
mg/500 mg. O liéu cao hon, sir dung lidu 25/25 mg/kg imipenem/cilastatin & tré em cho gid tri AUC
cao hon 9% so véi ngudi 16n sir dung liéu 1000 mg/1000 mg.

Ngudi cao tudi

0 ngudi cao tudi tinh nguyén khoe manh (65 dén 75 tudi voi chirc nang than binh thudng), dugc
dong hoc cua liéu don tinh mach imipenem/cilastatin 500 mg/500 mg trong 20 phiit tvong duong véi
nhitng ngudi bi suy thin nhe ma khong can phai diéu chinh liéu. Thoi gian ban thai trung binh trong
huyét twong cuia imipenem va cilastatin tvong tmg 1a 91 + 7,0 phat va 69 £ 15 phut. Sir dung da liéu
ciing khong anh hudng dén dugce dong hoc clia imipenem hodc cilastatin, khong nhan thay su tich liy
imipenem/cilastatin (xem muc Liéu diing va cich diing)

QUY CACH PONG GOI
Hop 10 lo

PIEU KIEN BAO QUAN

Khong bao quan & nhiét do trén 30°C, tranh m.
Dung dich da pha ché: cAn phai st dung ngay dé tranh nhiém vi sinh vat. Tu
ché hay dung dich pha lodng ctia imipenem c6 thé van giit duoc hoat lyuc tron

hj€n, dung dich pha
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25°C va trong 24 gid & nhiét d6 2-8°C, néu pha ché trong diéu kién vo khuén va trong cac dung dich
sau:

- Dung dich NaCl 9 mg/ml (0,9%) (dung dich muéi sinh 1y)

- Dung dich Dextrose 5% va NaCl 0,9%

- Dung dich Dextrose 5% va NaCl 0,225%

- Dung dich Mannitol 5%

HAN DUNG

36 thang ké tir ngay san xuat.

TIEU CHUAN CHAT LUQNG: Tiéu chudn co s&

TEN VA PIA CHI CUA CO SO SAN XUAT:
Co 56 san xudt bdn thanh pham:

ACS Dobfar S.p.A.

V.Le Addetta, 4/12-20067 Tribiano (MI), Y.

Co 56 san xudt thanh pham:

Facta Farmaceutici S.p.A
Nucleo Industriale S.Atto (Ioc. S. Nicolo’ A Tordino) — 641 erame (TE), Y.

Q.CUC TRUONG
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