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Rx Thudc néy chi dimg theo don thuée

TO HUONG DAN SU DUNG THUOC
BIME_STA 0,5g . »:—\

DOC KY HUONG DA KHI DUNG

THANH PHAN CONG?)

M&i lo thude bot pha tié { W

Imipenem 0,25g : Cilastatin 0;25g-(dudi dang hdn hop tron sin imipenem, cilastatin natri va

natri bicarbonat)

DANG BAQ CHE: Thube bot pha tiém

Thubc déng trong lo thity tinh trung tinh, nut kin bing nit cao su, ndp ngoai bing nhém.

CHI PINH:

Pidu tri cdc nhifm tring ndng gdy béi cac vi  khuin  nhay cam:
- Nhiém tring duomg hé hép dudi gdy ra bdi Staphylococcus aureus (ching sinh
penicillinase), cic loai Acinetobacter, loai Enterobacter, Escherichia coli, Haemophilus
influenzae,  Haemophilus paramﬂuenzae loai  Klebsiella, Serrafia  marcescens.
- Nhiém tring duong tiéu (phtc tap va khéng cé bién chimg) gy ra boi Enferococcus
faecalis, Staphylococcus aureus (chung sinh penicillinase), céc lodi Enterobacter,
Escherichia coli, loai Klebsiella, Morganella morganii, Proteus vulgaris, Providencia
retigeri, Pseudomonas aeruginosa.

- Nhiém tring trong & bung do Enterococcus jaecalis, Staphylococcus aureus (chiung sinh
penicillinase), Staphylococcus  epidermidis, lodi  Citrobacter, loai  Enterobacter,
Escherichiacoli, l0di Klebsiella, Morganella morganii, loai Proteus, Pseudomonas aeruginosa,
loai Bifidobacterium, loai Clostridium, lodai Eubacterium, loai Peptococcus, loai
Peplostreptococcus, loai Propionibacterium, loai Bacteroides bao gbm B. fragilis, loai
Fusobacterium.

- Nhiém khuéin phu khoa gdy ra b&i Enferococcus faecalis, Staphylococcus aureus (ching
sinh penicillinase), Staphylococcus epidermidis, Streptococcus agalactiae (Streptococcus
nhom B), lodi Enterobacter, Escherichia coli, Gardnerella vaginalis, loai Klebsiella, Proteus,
loai Bifidobacterium, loal Peptococcus , 1odi Peptostreptococcus , lodi Propionibacterium ,
lodi Bacteroides bao gomB fragilis.

-Nhiém triing huyét do vi khuan Enterococcus faecalis, Staphylococcus aureus (ching
sinh penicillinase), cdc loai Enferobacter, Escherichia coli, 10ai Kiebsiella, Pseudomonas
aeruginosa, lodi  Serratia, loai  Bacteroides  bao gom B.  [fragilis.
- Nhiém trimg xwong va khép do Enferococcus faecalis, Staphylococcus aureus (chiing
sinh penicillinase), Staphylococcus epidermidis, loai Enterobacter, Pseudomonas
aeruginosa.

- Nhiém khuén da va cdu tric da do Enterococcus faecalis, Staphylococcus aureus (ching
sinh penicillinase), Staphylococcus epidermidis, loai Acinetobacter, loai Citrobacier, lodi
Enterobacter, Escherichia coli, loai Klebsiella, Morganella morganii, Proteus vulgaris,
Providencia retigeri, Pseudomonas aeruginosa, loai Serratia, lodi Peptococcus, loai
Peptostreptococcus, loai Bacteroides bao gom B. fragilis, loai Fusobacterium.
- Viém ndi tim mac do Staphylococcus aureus (ching sinh penicillinase).

CACH DUNG - LIEU DUNG:

Liéu dimg

Téng liéu hang ngay clia imipenem va cilastatin nén dya véo loai nhiém khuén va liéu phén
chia nén dua vao mirc d6 nhay cdm cta vi khuéin va chirc ning than ctia bénh nhén,

Ngum lon

Doi véi bénh nhin c6 chire ning than binh thudng (d6 thanh thai creatinin > 90 ml/phut), liéu
khuyen cdo la:

- Nhlem khuén do hogc nghi ngd do ching vi khudn nhay cam khuyén dung liéu: 500 mg/500
mg mbi 6 gir hodic 1.000 mg/1.000 mg moi 8 gio.
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- Nhiém khu511~d0 hodc nghi ngd do chung vi khuén it nhay cam, khuyén ding liéu: 1000
mg/1000 mg moi 6 gio.
Can giam liéu khi d¢ thanh thai creatinin < 90 ml/phut (xem muc bénh nhén suy than).

Téng lidu t6i da hang ngay khong vuot qud 4.000 mg/4.000 mg/ngay.

Bénh nhén suy thin
Da thanh thai creatinin (ml/phat)
| =90 <90 ->60 <60 - =30 <30->15
Liéu ding 500 400 300 200
imipenem/cilastatin: mg/500 mg/400 mg/300 mg/200
mg mdi 6 mg mdi 6 mg mdi 6 mg mdi 6
Nhiém khuin do gidy aidy gidy gidy
hogc nghi ngd do HOAC LA
chung vi khuin 1.000 500 500 500
nhay cam mg/1.000 mg/500 mg/500 mg/500
mg mbi 8 mg mdi 6 mg mdi 8 mg mdi 12
gio gidy gidy gior
Liéu dung 1.000 750 500 500
imipenem/cilastatin: mg/1.000 mg/750 mg/500 mg/500
mg mdi 6 mg mdi 8 mg moi 6 mg moi 12 ,
Nhiém khuin do gidy gidy gidy gidy
hoac nghl ngd do ;-:’J,-"
ching vi khudn it 2
nhay cam A
\\?n
Lléu < 500 mg/500 mg ph'c‘u duogc lruycn tinh mach trong thoi gian 20 dén 30 phit. N

Liéu > 500 mg/500 mg nén duge truyén tinh mach trong thoi gian 40 dén 60 phit.
Nhiing bénh nhén ¢6 do thanh thai creatinin dudi 30 dén 16n hon hodc bing 15 ml/phit, c6 thé
tz’mg nguy co co gidt. Bénh nhén ¢6 d6 thanh thai creatinin dudi 15 ml/phit khéng nén ding
imipenem va cilastatin trir khi duoce tham phan mau trong vong 48 gio.
Hién nay chua c6 du dit ligu dé khuyén cdo str dung imipenem va cilastatin cho bénh nhan thim
phén phiic mac.
Bénh nhan chay thiin nhin tgo
Khi diéu tri bénh nhén c6 d6 thanh thai creatinin <15 ml/phit dang loc méu, str dung liéu khuyén
cdo cho bénh nhén c6 d§ thanh thai creatinin tir 15 dén duéi 30 mlfphut
Cai mupenem va cilastatin déu duge loai bo khéi tudn hoan trong qua trinh thdm tach mau. Bénh
phén nén ding imipenem va cilastatin sau khi chay than nhan tao va tinh tr khi két thue budi
chay thin nhén tao do. Br;;nh nhén lpc mau, dic hlct la nhtmg bénh nhin c6 bénh nén trén hé
thén kinh trung wong, cin duge theo ddi can thén; Dbi voi bénh nhin dang chay thin nhan tao,
thube imipenem va cilastatin chi duge khuyén cdo khi lgi ich cao hon nguy co co gidt c6 thé
xay ra.
Tré em
Imipenem va cilastatin khong dugc khuyén céo sir dung cho tré em bi nhiém khuén tai hé thin
kinh trung wong vi nguy co xay ra co gidt.
Imipenem va cilastatin khong duge khuyén cdo sit dung cho tré em <30 kg bi suy gidm chirc
nang than, vi khong cé du dir ln;u 1am sang.
Dua trén céc nghién ciu & nguoi 16n, tong lidu t6i da hang ngay & bénh nhén nhi khong duge
vuot qua 4.000 1111,/4 000 mg;’ngfiy
Tré em > 3 thang tudi, lidu khuyén cdo cho céc nhlem khuén khang thude hé than kinh trung
uong la: 15mg/15mg - 25mg/25mg/kg can nang mbi 6 givy
Péi véi tré em dudi 3 thang tudi (> 1.500g thé trong), liéu dung sau ddy duge khuyen cao cho
cée nhiém khuén khéng thuoc hé thén kinh trung uong:

< | tudn tudi: 25mg/25mg/kg cin ning mdi 12 gid

1 tuén - 4 tudn tudi: 25mg/25mg/kg cin ning mdi § gio.

4 tudn - 3 thang tudi: 25mg/25mg/kg cin nang mdi 6 gidr.
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Cdch ditng

Imipenem va cilastatin phai dugc pha lodng trude khi sir dyng.

M3i liéu < 500mg/500mg phai duge tmyen tinh mach trong 20 - 30 phut.

Mdi lidu > 500mg/500mg phai dugc truyén trong 40 60 phiit. Néu bénh nhén xuét hién tri¢u
chimg budn nén trong khi truyén, cén gidm toe db truyén.

- Khéng sit dung chit pha lodng c6 chita benzyl alcohol dé pha truyén imipenem va cilastatin
dé dung cho tré so sinh vi né ¢6 lién quan dén doe tinh & tré so sinh. Trong khi doc tinh chua
dugc chimg minh & tré em 16n hon ba thang tudi, nhung tré em nho trong dd nay ciing c6 thé
cd nguy co bi ngd doc benzyl alcohol.

Luong thude trong méi lo duge chuyén vao 100ml dung dich tiém truyén thich hop hop (natri
clorid 0,9%, dung dich dextrose 5%) |
Co the pha thudc nhu sau: thém khocmg 10 ml dung dich tiém truyén tuong hop véo lo thube. |
Lic deu va chuyén dung dich vira hoa tan trong lo thudc vao dung cu chira dung dich tiém
truyén.

Cha y: Dung dich hoa tan trong lo lhuoc khéng duge lruyen true tiép.

Thém tiép 10 ml dung dich tiém tru &n vao lo thube dé dam bao chuyén hét duge thude trong
lo vao dung dich tiém truyén. Léc déu dung dich tiém truyén dén khi thu duge dung dich trong
subt.

Sur thay déi mau séc dung dich tir khong mau dén vang khong anh hudng hoat hiéu lve cia
thude.

Bo phan dung dich khtmg, st dung.

Dung dich sau khi pha 6n dinh trong 4 gi¢r khi bao quan & nhiét do phong va 24 gitr & 2-8°C (th cC
lanh). Khong dé thudc trong ti da. e
CHONG CHI DINH: s
Qué mén voi bat kv thanh phan nao ctia thude.

CANH BAO VA THAN TRONG KHI DUNG THUOC:

Phém ing qud madn:

Cée phin (mg qué man (phin v&) nghiém trong va ddi khi pdy tir vong da dugc bao cdo ¢ nhimg
bénh nhan dang dleu tri bang beta-lactam. Nhu‘ng phan (mg ndy ¢ nhiéu kha ning xay ra &
nhiing nguoi ¢o tién str nhay cam voi nhiéu chét gay di tng.

TTUG(.. khi bt dAu diéu tri bing imipenem va cilastatin, nén tim hiéu ky vé cac phén tmg qua
man truée do voi penicillin, cephalosporm beta-lactam khéc va cdc chdt gay di tng khac. Néu
xay ra phan tmg di ting vai thude, hay ngirng diéu tri ngay lap tre. Phan tng phan vé nghiém
trong can duoc cip ciu ngay lap tic.

Hé than kinh trung wong

Céc phan tng co hai trén than kinh trung wong nhur tinh trang lo ling hoic co gidt di dugce bdo
céo, dic biét la khi vuot qua lidu khuyen cao dua trén chuc néang thin va trong lugng co thé,

Nhimg tinh trang nay da duge béo cdo phé blen nhét & nhitng bénh nhan bi rdi loan thin kinh
trung wong (vi du nhu ton thuong ndo hogc llen str co gidt) va/hodc chic nang thin bi t6n
thuong. Do d6, cin tuén thi chat ché liéu khuyen cdo, dic blet lao nhung bénh nhén nay. Li¢u
phap chéng co gidt nén duoe tiép tuc & nhitng bénh nhin c6 tién sir 1di loan co giat.

Neu b run khu tr, rung giat co hodc co glat bénh nhén nén duoc dénh gi4 vé mat than kinh va
diéu tri bing ]u;-u phap chéng co gidt néu chua duoc bit dau. Néu céc triu chimg than kinh
trung uong van tiép tuc, nén giam hodc ngimg thude.

Acid valproic

Cac bdo cao cho thay st dung dong thiri carbapenem, bao pbm ca imipenem va cilastatin cho
nhitng bénh nhan dang sir dung acid valproic hodc natri divalproex lam giam n(mg do acid
vaiprmc Két L]ua cua s lucng tae ndy la lam cho ndng db acid valproic ¢6 thé glam xuéng
dudi ndng dd ¢b tac dung diéu tri, do d6 ting nguy co gy co gidt. Sir dung ting liéu chia acid
valproic hay natri divalproex c6 thé khong du loai trir anh hudng cia twong tic nay. Do d6
khong nén st dung déng thai imipenem va cilastatin v6i acid valproic hodc nam divalproex.

Céc thude khang sinh khéc ngoai trlr cdc carbapenem nén duge cén nhic dé diéu tri nhifm
khuén & bénh nhén c6 con co gidt duge kiém soét t6t boi acid valproic hode natri divalproex.
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Néu viée didu tri bing imipenem va cilastatin 1 ¢dn thiét, thi cAn xem xét bd sung tri liéu chong

co giat.

Clostridium difficile

Tiéu chay do Clostridium a’:}j“ cile da duoe bio cdo xay ra khi sir dung gn nhu tét ca cac thude

khang sinh, bao pdm ca imipenem va cilastatin, va cé thé gdy tiéu chay tir mirc do nhe dén viém

dai trang co thé gay tu vong. Sir dung céc thube khang sinh 1am thay dbi hé vi sinh vét binh

thudng cla rudt ddn dén su phat trién qué mirc cua C. difficile.

C. difficile san sinh djc t5 A va B 1a céc tac nhan dén den tiéu chay do Clostridium difficile.

Chung C. difficile sén sinh nhiéu doc t6 gy tang ty 1¢ mac bénh va tir vong, céc nhiém khuén

nay cé thé khang lai tri liéu bing khéng sinh va ¢6 thé phai cit bo rudt két. Tiéu chay do

Clostridium difficile phai duoe xem xét & tit ca céc bénh nhan xuét hién tidu chdy khi ding

khang sinh. Phai xem xét tién sir diing thubc mét cach thén trong vi tiéu chay do Clostridium

d;,;‘ﬁczfe da duoc bao cao xé.y ra khi ngimg ding khang sinh hai thang.

Néu c6 nghi ngo hoace da xéc dinh dugc tiéu chdy do Clostridium difficile, cin ngumg st dung

khang sinh khong 6 tac dung truc tiép khang lai C. difficile. Can kiém sodt chat dién giai va

dich co thé, bd sung protein, dung khang sinh diéu tri C. difficile, va thuc hién phau thuét néu

can thiét.

Sie phdt trién ctia vi khudn khing thuéc

Ciing nhu d6i Vvéi cic khang sinh khac, viée sir dung kéo dai imipenem va cilastatin ¢6 thé din

t&i su phat trién qua miic céc w sinh vt khéng nhay cam. Viéc danh gia lai tinh trang nhlem

khuén cia bénh nhan 1a thiét yeu Néu xay ra boi nhiém niing trong qua trinh diéu tri, can ap

dung cac bién phap thich hcrp

Pé giam su dé khang cta vi khuin va duy tri hiéu qua cua imipenem va cilastatin, thude nay

chi dtm‘c diéu trj va dy phong trong cdc nhiém khuan chﬁc chén hodc cé nguy co cao do cac vi

khudn nhay cadm. Khi dé c6 céc dAu higu va béng chmlg vé nguyén nhin gy bénh, cn lya chon

va céin nhéc ki ludng khi sir dung khéng sinh. Néu thiéu nhiing théng tin trén, ching nhay cam Gl

cén duoe lua chon dua trén kinh nghiém ciia bac sT. RE

Natri: San phdm thude nay chira natri cin dugc luu ¥ ddi véi nhitng bénh nhan dang an kiéng oy

natri c6 kiém sodt. —
SU DUNG THUOC CHO PHU NU CO THAI VA CHO CON BU:

Théi ky mang thai: Viée st dung 1 LIIupcnem vi cilastatin & ngudi mang thai chua duge nghién

ciru ddy dii, do do chi nén ding imipenem va cilastatin trong thai ky, néu lgi ich cho me vuot

hon nguy co cho béo thai.

Thoi ky cho con bi: Imipenem va cilastatin da duge tim trong sira me. Néu viée st dung

imi penem va cilastatin la thue sir can thiét cho me, thi me nén ngimg cho con bu.

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

Khi ding cn thén trong vi thube dnh hudng 1én kha nang 1ai xe va van hanh may moc.

TUONG TAC, TUONG KY CUA THUOC:

Gancielovir

Co giét da duge bdo cao ¢ nhitng bénh nhéin diéu tri déng: thivi bing gancmlovu va imipenem

va cilastatin. Khong nén sur dung ddng thoi céc loai thude nay trir khi da cén nhac lgi ich cha

viée didu tri va nguy co ca thé xay ra.

Probenecid

Dung dong thoi imipenem va cilastatin va probenecid lam tang nong do trong huyét twong va

thivi gian béan thai cia imipenem. Do dé, khéng nén ding ddng thoi probenecid v6i imipenem

va cilastatin.

Acid vafprwc

Cée béo cdo cho thiy sir dung dbng théi carbapenem, bao gbm ci 11mpcncm va cilastatin cho

nhimg bénh nhin dang su dung acid valproic hodc nafri divalproex lam giam nong do acid

valproic. Két qua cua sy tuong tac nay 1a 1am cho ndng dé acid valproic cé thé g gam xubng

duéi ndng do cé tac dung diéu tri, do do ting nguy co gdy co gidt. St dung ting lidu cua acid

valproic hay natri divalproex c6 thé khong du loai trir anh hudng cha twong tic nay. Do do

khong nén st dung dong thoi i lmtpenem va cilastatin va&i acid va[pmlc hodc natri dwalploex

Céc thube khang sinh khac ngoai trir céc carbapenem nén duge can nhac de diéu tri nhiém
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khufn & bénh nhén ¢6 con co gifit duge kiém sodt tbt bai acid valproic hogc natri divalproex.
Néu viée diéu tr béng imipenem va cilastatin la can thiét, thi can xem xét bd sung tri liéu chéng
co giat.
TAC DUNG KHONG MONG MUON:
Nguoi Iom
Trong cac cufe diéu tra 1am sang, 1.723 benh nhén duoc diéu tri bang imipenem va cilastatin
tiém truyén, cdc tac dung khéng mong mubn gip phai:
* Phdn trng cd hai lién quan xdy ra = 0,2% sb bénh nhan
Tai vi tri tiém:

- Viém tinh machfhuyél khéi: 3,1%

- Dau o vi tri tiém: 0,7%

- Ban do6 tai vi tri tiém: 0,4%

- Chai etmg tinh mach: 0,2%
Tiéu hoa

- Bubn non: 2%

- Tiéu chay: 1.8%

- Noébn: 1,5%
Da

- Phat ban: 0,9%

- Nguoa: 0,3%

- May day: 0,2%
Hé meach

- Hahuyét ap: 0,4% =
Réi loan chung:

- S6t: 0,5% 57
Thén kinh: o
- Co giat: 0,4% 10!
- Chong mat: 0,3% Al
- Bubn ngi: 0,2% .
* Phin trng co hai lién quan xiy ra < 0,2% s bénh nhin =

Phan g ¢6 hai toan than khac duge bao cédo xay ra & it hon 0,2% s& bénh nhan hoic bio cdo
sau khi thubc duge luu hanh duoc sip xép theo hé co quan theo thir tw giam mic d§ nghiém
trong:

Tiéu héa: Viém dai trang gia mac, xuat huyét dai trang, viém da day rudt, dau bung, viém ludi,
sung ludi, o nong, dau hong, ting tiét nude bot.

Than kinh: bénh ndo, rdi loan tam than, rung gidt co, di cam, chong mét, nhirc dau.

Gide quan: diée, 1 tai.

Ho hdp: khoé chiu & ngyc, kho thd, tho gip, dau cot song nguc.

Tim mach: dénh trong nguc, nhip tim nhanh.

Da: hoi chitng Stevens-Johnson, phit mach, tim tai, tang tiét md hoi, thay d6i mau da, nhiém
nim candida, ngira.

Tai vi tri tiém: Nhi@m tring vi tri tiém.

Réi logn chung: dau da khép, suy nhuge/yéu.

Tiét niéu sinh dyc: it niéu/vé nidu, da niéu.

Thay dbi cdc két qua xét nghiém cin lim sing

Céc anh huong dén két qua xét nghiém cén 1dm sang khong tinh dén moi quan hé giita céc thude
dugc bdo cdo trong cdc thir nghi¢m 1am sang hodc sau khi luu hanh trén thi truomg la:

- Gan: Tiang ALT (SGPT}, AST (SGOT), phosphatase kiém, bilirubin, va LDH

- Méu: Ting bach cAu ai toan, xét nghiém Coombs duong tinh gia, tang bach cdu, ting tiéu cau,
giam hemoglobin va hematocrit, mét bach ciu hat, tang bach cau don nhén, thoi gian
pmthmmbm bét thudmg, giam té bao lympho, tang bach céu ua bazo.

- Dién giai: Giam natri huyét thanh, ting kali huyét, tang clorid huyét.

- Thén: Tang BUN, creatinin.

- Xét ng,luem nude tiéu: protein trong nuce tiéu, nude tleu c6 mau, nude tiéu chita bach cau,
nuée tieu duc, bilirubin nuée tiéu, va urobilinogen nuéc tiéu.
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Tré em

Céc tac dung khéng mong mudn sau ddy da duoc ghi nhén:

* Phdn ting cd hai lién quan xdy ra > 1% 56 bénh nhin (=3 thing tuoi)

Tai vi ti tiem:

- Viém tinh mach: 2,2%

- Kich umg vi trf tiém: 1,1%

Tiéu hoa

- Tiéu chay: 3.9%

- Viém da day rudt: 1,1%

-Nén: 1,1%

Da

- Phéat ban: 2,2%

Tiét niéu sinh duc

- Nude tiéu bién mau: 1,1%

* Plin ting c6 hai lién quan xdy ra > 1% so bénh nhin (tré so sinh dén 3 thing tudi)
Tiéu hoa

- Tiéu chay: 3%

- Nhiém ndm candida miéng: 1,5%

Than kinh:

- Co gift: 5,9%

Tim mach:

- Nhip tim nhanh: 1,5%

Da

- Phat ban: 1,5%

Tiét niéu sinh duc

- Tt ni¢u/vo nicu: 2,2% oA
Thay doi cdc két qud xét nghi¢m cdn ldm sang A
Céc anh huong dén két qua xét nghiém trong phong thi nghiém da duge bdo céo trong cac nghién
CU’L] tren 178 bénh nhl 3 thang tudi ting AST (SGOT), giam hcnmg,lnbm va hemamml tang ‘0
tiéu cdu, ting bach cau 4i toan, ting ALT (SGPT), ting protein nuée tiéu, giam bach ciu trung
tinh,

Céc anh hudng dén két qua xét nghiém trong phong thi ngl‘uc;m sau ddy da dum, béo cdo trong

céc nghién ciu trén 135 bénh nhén (tré so sinh dén 3 thang tum) tang bach cau 4i toan, ting

AST (SGPT), tang creatinin huyét thanh, téng / glém s0 lugng tiéu cau, tang / giam bilirubin,

ting ALT (SGPT), ting phosphatase kiém, tang / glam hematocrit.

Thing bdo ngay cho bac st hodc a’zm.: st nhitng phan tmg co hai gap phai khi st dung thubc.

QUA LIEU VA CACH XU TRi:

Trong trudmg hop qua lidu, ngung s dung imipenem va cilastatin, tién hanh diéu tri triéu chimg

va ap dung céc bién phép hd trg cin thiét. Imipenem va cilastatin c6 thé duge loai bo boi qua

trinh thdm tich.

PAC TINH DUQC LUC HQC:

Ma ATC: JO1DH51

Nhém duge ly: Khéng sinh sir dung toan thén, nhém carbapenem

Co ché tac dung

Bimesta 0,5g gom hai thanh phén: imipenem va m]astatm

Téc dung diét khufin cia imipenem la do tre ché tdng hop véch té bao vi khuin. Né cé 4i luc

manh nhét véi cdc protein gin két penicilin (PBP) 1A, 1B, 2,4,5 va 6 cua Escherichia coli, va

1A, 1B, 2, 4 va 5 ctia Pseudomonas aeruginosa. Tac dung diét khudn la do gan két voi PBP 2

va PBP 1B.

Imipenem c6 d 6n dinh cao khi cé mét ctia céc beta-lactamase, bao gdm ca penicillinase va
cephaluspurmase duge tao ra boi cac ching vi khudn Gram 4m va Gram ducmg Imlpencm la

mot chat ic che manh cdc beta-lactamase duoc san sinh boi mét s6 vi khuan Gram 4m khang

voi hdu hét khang sinh beta-lactam, vi du Pseudomonas aeruginosa, Serratia spp.

va Eniterobacter spp.

Co ché dé khang
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Trong in vitro, lmlpenem khéng ¢6 tac dung dbi voi Enterococcus Jaecium, Stenotr nphomonas
maltophilia va mdt so phan lap cua Burkholderia cepacia. Cac tu cau khang methicillin nén
duge bao cdo la di khang voéi imipenem.

Tuong tac véi céc khéng sinh khic

Cde thir nghiém in vitre cho thay imipenem cé tac dung hiép dbng v6i cic khang thé
aminoglycoside chong lai mdt so ching Pseudomonas aeruginosa.

Hoat déng khéng khuin

Imipenem da dugc chimg minh 1a ¢6 kha ning khang lai hiu hét c4c ching vi khudn sau, ké ca
trong in vitro va trong diéu tri nhiém khuén ldm sang.

Vi khuén hiéu khi gram duong

Enterococcus faecalis

Staphylococcus aureus

Staphylococcus epidermidis

Streptococcus agalactiae (lién cAu nhém B)

Strepilococcis pneumoniae

Streptococcus pyogenes

Vi khuén hiéu khi gram m

Aeinetobacter spp.

Citrobacter spp.

Enterobacter spp.

Escherichia coli

Gardnerella vaginalis

Haemophilus influenzae

Haemophilus parainfluenzae

Klebsiella spp. X
Morganella morganii
Proteus vulgaris
Providencia retigeri
Pseudomonas aeruginosa
Serratia spp., bao g&m ca S, marcescens <
Vi khuan ky khi gram duong g
Bifidobacterium spp.

Clostridium spp.

Vi khudn Eubacterium spp.

Peptococcus spp.

Peptostreptococcus spp.

Propionibacterium spp.

Vi khuéin ky khi gram am

Bacteroides spp., bao gom B. fragilis

Fusobacterium spp.

Céc dir lleu trong in vitro sau da dwoc chimg minh, nhung trén 1am sang chua duge biét r&
rang. Nang d tre ché ti thiéu (MIC) cua imipenem trong in vitro nho hon ddi véi hau hét (>

90%) cde ching vi khuén sau. Tuy nhién, d§ an toan va hiéu qua cia imipenem trong diéu tri

cde nhiém khudn gay nén b cac vi khudn nay trén lam sang chua duoe thiét lap bang cac thur
nghiém 14m sang ddy di va duge kiém sodt tdt.

Vi khuéin hiéu khi gram duong

Bacillus spp.

Listeria monocytogenes

Nocardia spp.

Staphylococcus saprophyticus

Lién cAu nhém C

Lién ciu nhom G

Lién ciu nhom Viridans

Vi khuén hiéu khi gram &m

Aeromonas hydrophila
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Alcaligenes spp.

Capnocytophaga spp.

Haemophilus ducreyi

Neisseria gonorrhoeae

Pasteurella spp.

Providencia stuartii

Vi khuén ky khf gram 4m

Prevotella bivia

Prevotella disiens

Prevotella melaninogenica

Veillonella spp.

PAC TINH DUQC DONG HQC:

Sau 20 phit tiém truyen tinh mach mupeucm va cilastatin, nong do6 dinh trong huyct frong cla
imipenem dat 21 den 58 mcg/ml dbi vai lidu SDO mg va tir 41 dén 83 meg/ml d6i voi 1.000 ng.
Vi céc lidu nay, nong do imipenem giam xuong dudi 1 mcghnl hoic thép hon sau 4 dén 6
2i0. Sau 20 phit tiém truyén tinh mach imipenem va cilastatin, ndng d6 dinh trong huyét tw:mg
cua cilastatin dat dugc tir 31 dén 49 meg/ml dbi voi liéu 500 mg va tir 56 dén 88 mcg/ml dbi
véi lidu 1.000 mg.

Phdn bo

Ty 18 gén két vai protein huyét tw:rng cua 1m1penem khodng 20% va cta cilastatin khoang 40%.
Imipenem duoc chimg minh 14 di vao nhiéu mé cta co thé, bao gdm: thiy tinh the, thuy dich,
phm phic mac, dich ndo tuy, xuong, dich k€, da, mac co. Chura c6 nghién ciru ddy du va duge
k1ém so4t t6t cho viée diéu tri bang imipenem trén cac mo nay, y nghia lam sang cuoa dir li¢u
nong dé 1m1penem trong cdc md nay chua duge blet dén.

Sau khi ding liéu 1 gam imipenem va cilastatin, nong do trung binh ciia imipenem dugc xéc

dinh trong cdc md va dich (thuéng la 1 gio sau khi ding thude trir khi ¢6 yéu ciu khéc) duge \
liét ké sau day: K
M&b hoic dich N | Nong d Imipenem Pham vi .\f
neg/ml hoac peg / g
Dich thiy tinh thé 3 | 3.4 (3,5 gio sau khi ding thudce) 2,88-3.,6 ;
Thuy dich 5 | 2,99 (2 gity sau khi ding thudc) 24-39
Mo phbi 8 | 5.6 (giita) 3,5-15,5
Dom 1 .
Mang phdi 1 (22,0 -
Phiic mac 12 23,9 SD + 5,3 (2 gid gid sau khi ding thube) | -
Mit 2 |5,3(2,25 gitr sau khi ding thudce) 46-6
Dich ndo tuy (khong bi viém) | 5 | 1 (4 gid sau khi dung thudc) 0,26 -2
Dich néo tuy (bi viém) 7 12,6 (2 gity sau khi diing lhuéc) 0.5-5.5
Ong dén trimg 1 13,6 =
Né1 mac {r cung 1. Tisd -
Co tlr cung 1 150 -
Xuong 10]2,6 04-54
Dich k& 12164 10-22,6 |
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Da 12 | 4.4 NA
Mac co 12|44 NA
Chuyén héa

Khi dung don doe. imipenem duge chuyen héa & thén bdi dehydropeptidase 1, 1am cho nong do
thude trong nudc tiéu tucmg dbi thép. Cilastatin natri la chét tc ché enzym dehydropepildase L
ngan chén hi¢u qua su chuyen hoa i umpenem o than, do do l{h] sir dung dong thoi imipenem va
cilastatin natri s& 1am ting ndng dé imipenem trong nudc tiéu dat dén ndng do c6 tac dung
khéng khudn.

Thai trir

Thoi gian ban thai trong huyét twong cliia mc}l thanh phéan la khoang 1 gio. C6 khang 70% liéu
ding imipenem duqc thai trir qua nuée tiéu trong vong 10 gidy dAu sau khi diing thudc, sau dé
khong phat hién thdy sy thai trir cia nmpenem qua nudc tiéu. Nong d6 imipenem trong nurée
tidu cao hon 10 meg/ml duge duy tri trong 8 gior khi ding i 1m1penem va cilastatin véi lidu 500
mg. Khoang 70% liéu cilastatin natri dwoc thai trir trong nudc ti€u trong vong 10 gi¢r sau khi
ding thube.

Imipenem va cilastatin ¢6 thé duge loai bo bai qud trinh thim tach.

Khéng quan sat thay su tlch liiy imipenem va cilastatin trong huyét thanh hodic nudc tiéu khi
diing thudc cach nhau mdi 6 gid & nhitng bénh nhén 6 chite nang thén binh thuong.

Trén cdc doi tuong cu thé

Ngurdi cao 1o

0 ugtrm tinh nguyén lén tudi khoe manh (65 - 75 tudi co chire nang than binh thuéng so vm
tudi), duge dong hoc clia mot litu don 500 mg imipenem va 500 mg cilastatin khi tiém truyén
tinh mach trong thot gian 20 phut la twong tw nhu & nhimg ngudi co suy thin nhe ma khong
can diéu chinh lidu ding. Thoi gian ban thdi trung binh trong huyet twong cua imipenem va
cilastatin tuong img 1a 91 &+ 7 pht va 69 + 15 phut. Dung nhiéu lidu nhic lai khong anh huong
dén duge déng hoc cia ¢a imipenem va cilastatin, khéng quan sat thay su tich liiy cia imipenem
va cilastatin.

Trée em

Liéu 25 mgfkg:"lleu & bénh nhan tudi tir 3 théng dén dudi 3 tudi, va lidu 15 mg/kgmeu & bénh
nhan tir 3 dén 12 tudi c6 lién quan dén ndng do téi thléu trung binh Imipenem trong huyét tu'cmg
la 1,1 + 0.4 meg/ml va 0,6 = 0.2 meg/ml sau truyén 60 phut cdc liéu 1ap lai, tuong tng; nong
do tdi thidu imipenem trong nudc tiéu 16m hon 10 mcgf'ml & ca 2 mic liéu. Céc liu nay da cung
cip di ndng do trong huyét twong va nuée tiéu dé diéu tri cac nhiém tring ngoai hé than kinh
{rung uong.

Trong mét nghién ctru vé lidu lugng & céc tré sinh non nhé hon (670 den 1.890 g) trong tudn
dﬁu tién, mie liéu 20 mg/kg truyen trong khoaug thoi gian 15-30 phit mdi 12 gidy ¢6 lién quan
dén ndng d6 dinh va nong db t6i thiéu cua imipenem trong huyet twong la 43 mcgml va 1,7
mcg/ml sau céc liéu 13p lai, twong (mg. Tuy nlucn sy tich Ity vira phai ctia cilastatin & cac tré
SO smh 6 thé xay ra sau khi sir dung céc lidu lap lai i lrmpenem va cilastatin theo duomg tiém
lmyen tinh mach. Tinh an toan cua tich luy nay chua dugc biét dén.

QuUY CACH PONG GOI: Hap 10 lo thube bot pha tiém.

PIEU KIEN BAO QUAN: Noi khé, duéi 30°C, tranh 4nh sang.

HAN DUNG: 36 théng ké ti ngdy san xuét

TIEU CHUAN CHAT LUQNG: TCCS

TEN, PIA CHI CUA CO SO SAN XUAT:

Cong ty cb phin Dugc phim Trung uong I - Pharbaco

160 Ton Dire Thang - Ha Noi - Viét Nam

Dién thoai: 024-38454561; 024-38454562 Fax: 024-38237460

San xuft tai: Thanh Xudn - S6c Son - Ha Néi.




