THONG TIN THUOC VA HUGNG DAN SU’ DUNG THUOC

MEROPENEM
Tén chung qudc té: Meropenem.
Ma ATC: JO1DHO2.
Loai thudc: Khang sinh nhém carbapenem, ho beta-lactam.
Dang thudc va ham luvgng
Lo bot pha tiém chira meropenem trihydrat twong dwong véi 500 mg, 1g meropenem khan.
Duorc ly va co ché tac dung

Meropenem |a mot khang sinh téng hop nhém carbapenem, cé ciu tric va tac dung dugc ly
twong ty cac thuéc trong nhdm la imipenem va ertapenem. Khac véi imipenem, meropenem
bén virng v&i tdc dung thay phan cla dehydropeptidase-1 (DHP-1) c¢é & vi nhung mao cda té
bao 8ng lwgn gan cla than, vi vay khdng can dung cung véi chat trc ché DHP-1 nhu cilastatin.

Thu6c ¢é tac dung diét khudn théng qua e ché sy tong hop vach t& bao bang cach tham qua
thanh t&€ bao cla hau hét vi khudn Gram am va Gram dwong, gan vao cdc protein lién két
penicillin (PBP) va lam bat hoat cac protein nay. Thuéc cé ai lwc manh nhat véi PBP 2, 3 va 4 cla
Escherichia coli va Pseudomonas aeruginosa, PBP 1, 2 va 4 cla Staphylococcus aureus. Nong d6
diét khuan dién hinh gdp mot hodc hai lan ndng d6 kim khudn, ngoai 1& vdi Listeria
monocytogenes, ndng dé diét khuin chua dwoc xac dinh.

Meropenem bén vitng vdi nhiéu loai beta-lactamase (bao gébm penicilinase, cephalosporinase
va beta-lactamase phd réng; nhung khdng bén vdi tic dung thdy phan cha metallo-beta
lactamase).

Phé tdc dung cllia meropenem tuong ty nhu imipenem bao gdm hau hét cac vi khudn Gram am,
Gram duong va mot sd vi khuan ky khi. Tuy nhién tac dung ciia meropenem cé phan manh hon
so v3i imipenem trén Enterobacteriaceae va cé phan kém hon imipenem trén vi khuan Gram
duong.

Meropenem c6 tac dung trén in vitro va trén |am sang vdi cac vi khuan sau day: Vi khuan Gram
duong hi€u khi va hi€u khi khdng bat budc: Streptococcus pneumoniae (ching nhay cdm
penicilin), S. pyogenes, S. agalactiae, Staphylococcus aureus (k& cd cac ching tiét beta-
lactamase, khéng bao gébm céc ching khang oxacilin/methicilin), Enterococcus faecalis (khong
bao gdm ching khang vancomycin) va S.viridans. Vi khudn Gram am hiéu khi va hiéu khi khéng
bat budc: Escherichia coli, Haemophilus influenza (k& ca chlng tiét beta-lactamase), Klebsiella
pneumoniae, Neisseria meningitidis, Proteus mirabilis va Pseudomonas aeruginosa. Cac vi
khuan ki khi: Bacteroides fragilis, B. thetaiotaomicron va Peptostreptococcus.

Khang chéo cé thé xay ra giita meropenem va cac khang sinh carbapenem khac. Co ché khang
thudc c6 thé 1a: Gidm tinh thdm cda mang ngoai vi khudn Gram am (do gidm san xuiat porin);
giam ai lyc d6i véi PBP; tdng van chuyén tich cyc thudc ra ngoai t& bao vi khuan; san xuat beta
lactamase c6 thé thly phan cac carbapenem. Khéng cé khang chéo gilta meropenem va cac
khang sinh ho quinolon, aminosid, macrolid va tetracyclin. Tuy nhién, mot s6 chdng vi khuan cé
thé khang nhiéu hon mét nhédm khang sinh do co ché giam tinh thAm mang té bao va/hodc ting
van chuyén thudc ra ngoai.
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Dwo'c dong hoc

Sau khi tiém tinh mach 0,5 g va 1 g meropenem trong 5 phut, néng dé dinh trong huyét tuong
do duoc lan lugt 1a 50 va 112 microgam/ml.

Néu truyén trong 30 phut, néng dd dinh thu dugc twong rng 1a 23 va 49 microgam/ml. Thuéc
phan bd réng rii trong cac t6 chirc cla co thé, bao gdbm ca dich ndo tly va mat, thé tich phan bd
nguwdi Ién 15 - 20 lit, tré em: 0,3 - 0,4 lit/kg. Thudc lién két véi protein huyét tvong khodng 2%.
Nira doi thai trir trong huyét thanh cta thudc khoang 1 gi®, kéo dai hon & ngudi suy than. Do
thanh thai trung binh 13 287 ml/phut v&i liéu 250 mg va la 205 ml/phut véi lidu 2 g.

Meropenem thai trir ch( yéu nho bai tiét & dng than va loc qua cdu than. Khodng 70% liéu dung
duogc tim thay & dang khéng déi trong nudc tiéu trong khoang 12 gidr. Khodng 2% lidu dung thai
trir qua phan. Thudc bi loai trir b&i tham tach mau.

Lién quan dwoc lwc hoc, dwoc dong hoc:

Giéng nhu cdc khang sinh khac ho beta-lactam, thoi gian cé ndng dd meropenem trong huyét
tuong cao hon néng dd (rc ché tdi thiéu (MIC) la thdng s twong quan tdt nhat vdi hiéu qua.
Trong cdc md hinh tién Id&m sang, meropenem chirng té cé hoat tinh khi thoi gian cé néng do
huyét tuvong cao hon MIC vao khoang 40% khodng cach dung thudc. Muc tiéu nay khdng duoc
chirng minh trong lam sang.

Chi dinh

Meropenem duwoc chi dinh cho cac trudng hop nhiém khudn gay ra bdi cac vi khudn Gram am
va Gram duong nhay cam véi thuéc & ngudi I&n va tré em tir 3 thang tudi trd |én. Bao gom:
Viém phdi (viem phdi cdng dong hodc mac phai tai bénh vién), viem phé& quan - phdi & bénh
nhan xo nang, nhiém khuan dwong tiét niéu cé bién chirng, nhiém khuan trong & bung cé bién
chirng, nhiém khuan trong va sau khi sinh, nhiém khudn da va mé mém cé bién chirng, viém
mang n3o nhiém khuan cp tinh, b&nh nhan s6t do gidm bach cau.

Chéng chi dinh

Qué man véi meropenem hodc carbapenem. C6 tién s bj phan &ng phan vé khi dung beta-
lactam.

Than trong

Than trong khi s& dung cho cac bénh nhan qua man véi khang sinh nhém beta-lactam (bao gébm
cac penicilin, cephalosporin), do tang nguy co xay ra phan rng phan vé de doa tinh mang.

Bé&nh nhan cé tién s&r man cdm véi nhiéu di nguyén khac nhau ciing tdng nguy co bj phan tng
qua man de doa tinh mang v&i beta-lactam.

Khong nén st dung déng thdi meropenem véi probenecid. Than trong khi st dung déng thoi
v&i acid valproic hodc divalproat natri.

Can giam lidu khi st dung cho bénh nhan suy than (Clcr < 50 ml/phut tré xuéng). Giam tiéu cau
d3d dwoc bdo cao & bénh nhan suy than s&r dung meropenem.

Co giat va cdc phan &ng bat lgi trén than kinh trung wong d3 duwoc bdo cdo khi sir dung
meropenem, nguy co ting lén & nhitng bénh nhan sdn cé bénh & hé théng than kinh trung
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wong (vi du nhu tén thuwong ndo, tién sir dong kinh) hodc bj viém mang ndo do vi khuan,
va/hodc suy chirc ndng than. Can giam liéu hodc nglirng dung meropenem.

S dung khang sinh kéo dai cd thé lam quéa phat céc loai ndm va vi khuan khéng nhay cam. Viém
dai trang gid mac va tiéu chay lién quan dén C. difficile d3 dwoc bdo cdo & bénh nhan s dung
meropenem. Vi vdy can theo ddi va c6 chadn dodn phu hgp néu bénh nhan bi tiéu chay trong
hodc sau khi diéu tri bang meropenem.

Can theo dai chirc nang gan dinh ky khi str dung meropenem, dac biét & cac bénh nhan d3 cé
bénh gan tir trwdc vi meropenem cé thé gdy doc véi gan. Tuy nhién khéng can hiéu chinh liéu
meropenem khi dung cho cac bénh nhan nay.

S&r dung meropenem cé thé gay duong tinh giad khi lam test Coomb tryc ti€p hodc gian tiép.
Thoi ky mang thai

Khéng tim thay bang chirng 1a meropenem lam gidm kha ndng sinh san hodc gy hai véi thai
dong vat. Chua co cac nghién clru cé doi chirng dwoc thuce hién trén phu nit ¢é thai va khdng rd
thudc c6 gy hai cho thai nhi hay khéng. Can than trong tranh dung meropenem cho phu nit
mang thai, chi st dung sau khi can nhac ky, thay lgi ich vuot troi nguy co.

Theoi ky cho con bu

Khong rd thudc cé bai tiét vao sita me hay khéng. Nén trdnh s&r dung meropenem cho phu nit
nuoi con bu.

Tac dung khéng mong mudn (ADR)

Thuong gdp, ADR > 1/100

Mau va hé bach huyét: Tang tiéu cau.

Than kinh: Dau dau.

Tiéu hda: Tdo bédn, tiéu chay, nén va buén nén, dau bung.

Gan, mét: Tang transminase, phosphatase kiém, lactic dehydrogenase huyét thanh.
Da: Man, ngtra.

Tai chd tiém: Viém, dau.

it gép, 1/100 > ADR > 1/1000

Nhiém khudn: Nhiém ndm Candida & miéng va 4m dao.

Mau va hé bach huyét: Giam bach ciu wa eosin, giam tiéu cau, giam bach cau, gidm bach cau
trung tinh.

Than kinh: Di cdm.
Gan, mat: Tang bilirubin huyét thanh.
Da: May day.

Tiét niéu: Tadng uré va creatinin mau.
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Tai chd tiém: Viém tinh mach huyét khai.

Hiém gdp, 1/1000 > ADR > 1/10000 hodc tGn sudt chua xdc dinh
Mau: M4t bach cau hat, thiéu mau tan mau.

Mién dich: Phu Quincke, phan (rng phan vé.

Than kinh: Co giat.

Tiéu héa: Viém dai trang do dung khdng sinh.

Da: Ban do da dang, hdi chirng Stevens-Johnson, héi chirng Lyell.
Huéng dan cach i tri ADR

Né&u xay ra cac ADR nghiém trong, cdn nglrng dung meropenem va dp dung cac bién phap diéu
tri thich hop.

Khi bénh nhan bj co giat hodc gdp cac phan (rng bat lgi trén than kinh trung wong, can giam liéu
hoac ngirng dung meropenem.

Né&u bénh nhan bj tiéu chay trong hodc sau khi diéu tri bdng meropenem, can theo ddi va cé
chan doan, diéu tri phu hop.

Liéu lwong va cach dung
Cdch ding:
Meropenem dugc sit dung theo dudng tiém tinh mach hodc truyén tinh mach.

DE tiém tinh mach: Hoa tan lo thudc 500 mg hodc 1 g meropenem vdi 10 hodc 20 ml nwdc cat
pha tiém dé tao dung dich c6 néng d6 khoang 50 mg/ml va tiém cham trong 3 dén 5 phut.

DE truyén tinh mach: Meropenem dugc hoa tan trong dung mdi twong thich va truyén trong
khoang 15 dén 30 phut.

Liéu ding:
Liéu va thoi gian diéu trj tuy theo mdrc d6 nhiém khuan va dap ng clia ngudi bénh.
Liéu dung cho nguoi Ién:

Viém phdi (viéem phdi cong dong hodc mac phai tai bénh vién), nhiém khuan duwong tiét niéu cé
bién chirng, nhiém khuan trong & bung cé bién chitng, nhiém khuan trong va sau khi sinh con,
nhiém khu4n da va t8 chirc dudi da: 500 mg hodc 1 g, mbi 8 gid.

Viém phé& quan phdi & bénh nhan xo nang, viém mang ndo: 2 g moi 8 gio.
Bé&nh nhan s6t do gidm bach cau: 1 g mbi 8 gio.

Liéu dung & tré em:

Tré tir 3 thang dén 11 tudi, cdn nang duwdi 50 kg:

Viém phdi (viem ph&i cong dong hodc mac phai tai bénh vién), nhiém khuan duwong tiét niéu cé
bién chirng, nhiém khuan trong & bung cé bién chirng, nhiém khuin da va mé mém: 10 mg/kg
hodc 20 mg/kg, mdi 8 gio.
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Viém phé& quan phdi & bénh nhan xo nang, viem mang n3o: 40 mg/kg, mdi 8 gio.
Bé&nh nhan s6t giam bach cau: 20 mg/kg, mbi 8 gio.

Tré can nang tir 50 kg trd [én dung liéu nhu ngudi I6n.

Bénh nhdn suy thén:

Can gidm liéu meropenem khi dung cho bénh nhan cé Clcr < 50 ml/phut. Bénh nhan c¢é Cler ti
26 - 50 ml/phut dung lidu thong thuong mdi 12 gio, tir 10 - 25 ml/phat dung nira liéu thong
thudong moi 12 gid va dudi 10 ml/phdt dung nira lidu théng thudng mdi 24 gio.

Vi meropenem bj thai loai trong khi thdm tach mau nén can dua thém thudc sau moi [an tham
tdch mau.

Chua c6 kinh nghiém vé s&t dung meropenem & bénh nhan nhi bj suy than.
Bénh nhdn suy gan: Khéng can hiéu chinh liéu meropenem.

Ngudi cao tudi: Khéng can diéu chinh liéu néu Cler 2 50 ml/phut.

Twong tac thudc

Aminoglycosid: Twong tic dugc lwc hoc, hiép déng tac dung trén vi khudn Pseudomonas
aeruginosa.

Probenecid: Probenecid lam gidam bai tiét meropenem qua 6ng than, lam tang ndng dé thuéc
trong mau va kéo dai thoi gian thai trir thudc. Nén tranh s&r dung dong thoi.

Acid valproic: Meropenem lam gidm néng dé acid valproic xuéng duwdi giéi han diéu tri mong
mudn, can than trong khi dung phéi hop.

Thudc chéng ddng mau dung dudng uéng: Meropenem c6 thé lam tang tac dung chéng déng
cla warfarin khi dung déng thoi, can than trong.

Do 6n dinh va bao quan
Bao quan lo thudc bét & nhiét d6 phong 15 - 25 d6 C.

Dung dich thuéc sau khi pha c6 néng d6 50 mg/ml (hda tan bang nwdc cat) cé thé 6n dinh trong
khoang 2 gi¢ & nhiét do phong (15 - 25 d6 C) hoac khoang 12 gi¢ khi bao quan trong tu lanh (4
doé C).

Dung dich thuéc dugc pha lodng dé truyén tinh mach, néng dé 1 - 20 mg/ml: Néu pha trong
dung dich natri clorid 0,9% s& 6n dinh trong 4 gi& & nhiét dd phong hodc trong 24 gid khi bao
quan trong tu lanh; néu pha trong glucose 5% s& 6n dinh trong 1 gi® & nhiét dé phong hodc
trong 4 gi® khi bao quan trong td lanh.

Tuwong ky,

Ngoai dung dich natri clorid 0,9% hoac glucose 5% néu trén, khong dugc tron meropenem véi
bat ky thuéc nao khac.

Qua liéu va xt tri
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Qua liéu meropenem thuong lién quan dén s dung thuéc cho bénh nhan suy thdn ma khong
hiéu chinh liéu phu hop. Biéu hién khi sir dung qué liéu chinh 1a cdc ADR cla thudc, thudng sé
giam bt hodc hét khi ngirng thuéc hodc gidm liéu. C6 thé can diéu trj triéu chirng khi qua liéu
meropenem. O bénh nhan cé chitc ndng than binh thudng, meropenem s& nhanh chéng thai
trr qua than.

Tham tadch mau giup thai trlr meropenem va cac chat chuyén hda cla thudc.

Tai liéu tham khéo: Duwoc thu Quéc gia Viét Nam (lan xuét ban thi hai).

Ngwoi soan Khoa Duwgc Lanh dao bénh vién
(Ky va ghi ré ho tén) (Ky va ghi ré ho tén) (Ky va ghi ré ho tén)

Pham Thi Thao
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