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o P xa tm lay e em.

e Thuic may ¢hi ding thea don thudc,

o Dge ki hudng din st dung trude khi ding.

o Gitra 1ty hudng din sir dung ndy trong qud trinh s dyng thude

= Thong biio ngay cho bac sy hoie dirge 5§ nhimg, the dung khang
mong mudn gip phii khi sir dung thude.

Thinh phin céng thite thube (cho 1 lo)
Thanh phen dge chdr:
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(dudi dang meropenem trihydrat trén nalri carbonat vo khudn)

Fhenh phan (G dige;

T LT gt | ] PN R NPt 110 |

Dang bio chi:

Thude bat pha tigm. Thube bt tiém déng lg thiy tinh, b6t thude trong lo khd
tal, min triing dén hoi vang,

Chidinh

Meropenem dimg dutmg tinh mach (IV) duge chi dinh & ngudi lon va e
em hon 3 thang tudi trong didu trj nhiém khudn gdy ra béi mdt hay nhidu vi
Kkhudn nh ¥y cim vii meropenemn trong trurting hep nhur sau:

- Vigm phoi va viém phdi bénh vién

- Nhifm khudn dwbng ni¢u eé bién chimyg

- Nhifm khudn trong & bung o bién chimg

- Nhiéin khudn phy khoa, nlur viém ndi mae tir cung va cde bénh I viem
ving chéu

- Nhigm khuin da v cdu trie da cé bién chimg

- Viém ming nio

- Nhiém khudn huyét

- Didy 1 theo kinh nghi¢m cac truing hop nghi ngd nhigm khudn ¢ ngudi
Jéin bi 5ot gidm bach ciu theo don tr lidu hay phéi hop véi cac thube khang
virus hofie thude khang ndn.

Merapenem don trj ligu hay phii hep véi cic thude khiing khuén khiic da
dirge chitng minh 14 higu qua trong didu tri nhidm khudn hén hop.

Meropenem ding dudmg (inh mach da cho thiy hiéu qua trén bénh nhin xo
h6a nang vé nhiém khudn dudng hé hip dudi man tih khi sir dung nhwr don
trj liu hodic phdi hop visi cée thude khing khudin khac. Vi khuéin khéng phéi
ludn luan duge tiét trir hodn todn,

Cla e6 kinh nghiém sir dyng thude & tré em gidm bach ciu hay suy gidm
mién dich nguyén phat hofe thir phal.

Litu diang-chch ding
* Lide divirg
Naroi ldn

Liéu lugng va théri gian dié
nbur tinh trang bénh nhin.

Liu khuyén cao mdi ngiy nhr sau:

- 500mg meropenem ding dwéng tinh mach (V) moi 8 gitr trong diéu tri
vigm phéi, nhiém khuin duimg nigu, céc nhiém khuin phy khoa niur viém
ndi mac L cung, nhiém khudn da va cdu trie da,

- g meropenem ding duéng tinh mach (IV) mdi 8 gits trong diu trj viém
phdi benh vién, viém phie mae, cde nghi ngd nhiém khudn & bénh nhin gidm
bach ¢du, nhiém khufin Iluyé‘..

- Trong bénh xo hda nang, lidu 180 dén 2g mdi & it da duge sir dung, da sb
bénh nhin duge didu tei véi lidu 2g mdi 8 gid.

- Trong viém mang nio, lidu khuyén edo 1 2g mdi 8 gidr,

- Khi ditu tri nhidm khodn hay nghi ngé nhién khuin Pseudomonas
aeruginosa, liéu khuyén cio & nguoi truong thinh 14 it nhat 1g mdi 8 gid
(lidu 16i da cho phép 14 6g mdi ngay chia 12m 3 1an) vé lidu khuyén céio & tré
em 13 {t nhiit 20 mg/kg mdi 8 gids (lidu 181 da cho phép 1 120 me/kg mdi ngay
chia lam 3 lan),

Ciing nhir cée thube khing sinh khic, ¢in dic bigt thin trong lchi sif dung
meropenem don tri liéu trong trsomg, hop nhidm khudn hay nghi ngd nhigm
Khuan Pseudomonas aeruginesa dudng ho hip dudi 1rdm trong,

Khuyén cdo nén thudmg xuyén (hir nghiém dd nhay edm cia thude khi digu
tri nhiém khuin do Psendomonas aerugiosa.

Dit ligu an todan st dung khi ding lidu tigm tinh mgch 2g con han ché,

Lidie diverg cho bénh whin ngwdi ldw suy chive ning thin

Nén giam lidu cho bénh nhdn 6 d4 thank thai creatinine <51 ml/phit theo

lurdmg dan durdi ddy:

u tri thy thude mire dp va loai nhiém Ichuin eiing
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Bang 1: Tan sufil cic phan (g ngoai  (di lidu thu thip tir cie thir nghigm

lim sang)!
Phin loai Tan suit Phan (mg ngoai ¥
theo o quan
Nhiém khuin va i Nhiem nam Candida migéng va dm
nhidm nim ca héi tedp dao
Thubmg gip | Thng liéu cau
R&i loan mau va Tang bach e A toan, gidm Liéu
16 bach huyél it giip chu, giam bach chu, bach ciu da
nhin trung tinh
Rbilopnbathdn |- uouggip | Nhitodly
kinh It giip Dj cim
Hiem giip | Co giiit
Ré_i logn da diy- Thutng gip Ticu chdy, 6i mim, budn nan, dau
rugt byng
Ting men alanine
aminolransferase (ALT), asparlale
aminotransferase (AST), ting néng
dis alkaline phosphatase trong mau,
R&i loan gan mit Thurime ghip fang
lactate dehydrogenase frong mau,
ting  gamma-glutamyltransierase
; (GGT) ot
it gap Tang bilirubin trong mau V. r
Rbilogn dava md | Thuong gdp | Phat ban, npia ﬁr 3 cO
dudi da 1t gap Mé day el ~%
Réilogn tdng quat | Thudmg ggp | Viém, dau | B coO
::i":;;':‘““g "'* it gip Viém tfnh mach huyét khéi l\ *_* puo
1999 Norby SR va Gildon KM T18 50 an foan cia Meropenem: danh gia |\ M1}
gAn 5000 bénh nhin duge didu trj bing Meropenem, Scand J Infect Dis| o
1999; 31:3-10 vi Tom tit tich hop vé an todn 993, NSO/

Ciic phan tmg ngogi v liét k& dudi diy duge ghi nhiin U ehe thir nghigm 1am
sing sau khi u hinh thude va cée bdo edo ty phit. Tin sufit cac phin img
durge trinh bay & bang 2: Tén sufil eac phan img ngoai ¥ duge bio cdo (di li¢u
thu théip tir két hop thiv nghiém 1im sang sau khi hw hinh thude va ede bio
cho ty phat) st dyng phin logi tin sudt CIOMS 11l v sau dé ligt ké
béri MedDRA SOC vé & mite d@ tham kho. Tan suit xiy ta cia cde phin (ng
ngogi v duge phin nhém: rét thudng gip (21/10; 210%); thudng ip (=1/100
dén <1/10; >1% dén <10%); it gip (=1/1.000 dén <1/100; 20,1% dén <1%),
hiém gip (1/10.000 dén <1/1.000; 20,01% dén <0,1%); rét him gip
(<1/10.000; <0,01%).

Bing 2' TAn sudl cac phan img ngoai ¥ duge bio cdo (dif licu thu thip tir
két hop thic nghiém lim sang sau khi luu hinh thubc vi céc bio cdo ty
phat)
Phan loai Tén suft Phiin (mg ngogi ¥

theo co quan
Réi loan mau va | Hiém gip Mat bach ciu hat
hé bach huyét RAthiém gap | Thicu mdu tn huyGt

. - . h e .
RI(%I loan hé mién Réit hiém gip Phw:z mach, bitu hién cia s6¢
dich phan vé
ff; loan. dp day- RAt hiém glip Viém dai trang gia mac
Roi loan da va ma Hoai Lir bieu bl gay nhiém dic,
dudi da Rét hiém gap héi chimg Stevens-Johnson,

léing ban da dang

Quest lidu va xie tri

Qué lidu khdng chi § c6 hé xdy ra trong qua trinh diéu tri, dac bigt trén
bénh nhin suy than. Theo cae kinh nghigém con han ché trong qué (rinh luu
hénh thude, phan tmg ngoai y do qui lidu cling pht hep véi cic phin (g
ngogi ¥ duge md ta trong phin Tde dung kiréng mong mudn, Bidu trj qua liéu
nén la diéu tr triéu chimg, & ngudi binh thuing, thude s& duge nhanh chong
thai trir qua thdn, & cic bénh nhin suy thin, thim phan mau s& logi trir
meropenem va cic chét chuyén hoa,
Dii¢ tinh duge lye hge

Nhém duge y: Khing sinh nhom carbapenem, ho beta-lactam.

M ATC: JO1DHO2

Meropenem la khing sinh nhéin carbapenemn ding dutng tinh mach, twong
ddi 8n dinh v&i dehydropeptidase-1 (DHP-1) & ngudi, do do khdng cn
thém chiit ire ché DHP-1,

Meropenem digt khudn biing cach can tro qué trinh tong hop thanh té bdo vi
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Bé thanh thai Liu ding (tinh theo Tan suiit strdung
créatinme (ul/phic) don vj lidu 500 mg, thudie
lg, 2g)
26-50 Mt don vi lieu Mai 12 gity
10-25 ~ Ml dan vi ligu Moi 12 gids
<10 M@t dan vi lica Mbi 24 gio

Meropenem thai trir qua tham phin méu va lpe maw; néu cin iép e dién
(] v meropenem, sau khi hodin 1t thim phin méu, khuyén eao sir dung mol
don v lidu (500mg, 1g, 2g) (thy theo logi va mic dé nhigm khudn) dé dim
baw ndng dé didu trj hidu qud trong huyét ong,

Chua cd kinh nghiém sit dung meropenem cha bénh nhan dang thdm phén
phiie mae.

Lids dionz elro bénh uhdin wewdi 16w suy gan

Khéng ciin ditu chinh liéu cho bénh nhin suy gan,

Béuh uhiin cao tudi

Khing cin diéu chinh litu cho bénh nhin cao (uéi ¢ chite nang thin binh
thuong hay dé thanh thii ereatinine = 50 ml/phiit,

Tré ein

Tré em tir 3 thang dén 12 wdi: lidu khuydn edo 10 10-20 mg/ke mdi & gitr thy
thude mic dd va loai nhiém khudn, dé nhay cam cta tic nhin giy bénh va
tinh trang bénh nhin

Tré em edn ning trén 50 kg: khuyén edo sir dung lidu nhwr & ngudi lon,

Lid Khuyén cho cho viégm midng nfo 14 40 mg/fkg mbi 8 gid.

Clvira cé kinh nghigm sit dyng thude cha tré em suy thin,

* Cheh dimg

Nén tiém tinh mach meropenem trong khodng 5 phit hay tiém truyén (inh
mgch tr 15 dén 30 phit. Dir ligu an todn sit dung khi ding liéo tiém finh
mach d0mg/kg va liéu tigm tinh mach 2g con han ché.

Merapenem vdri cac dang trinh bay co sin co thé ding tiém tinh mach trong
khodng 5 phiit hay truyén tinh moch trong khoang 15-30 phit,

Merapenem diing tiém tinh mach nén duge pha voi nuée vo khudn dé tiém
(5ml cho méi 250mg Meropenem) cho dung dich ¢ néng dd khoing
SOmg/ml. Dung dich sau khi pha trong sudt, khéng mau hodic mau ving nhat,

Meropenem ding truyen tinh mach cd the pha véi ede dich triiyén tiremg
thich (50 dén 200ml).

Luen g Kltd bivo quedin thude sare ki pha:

Pha dung dich tiém biing cich hoa tan thude meropenem trong nudce cdl pha
tiém dé thu duge dung dich co néng dg 50 mg/ml, B én dinh hoa Iy ciia
dung djch thude tiém sau khi pha 18 3 gid & nhiét d 18n dén 25°C hay 16 gié
o nhigl d§ lanh (2-8°C).

Pha dung dich tiém Eruyén béng cdch hoa tan thude meropenem trong dung
dich tiém truyén NaC) 0.9% hojic dung dich tiém truyén glucose (dextrase)
5% dé thu duge dung dich cudi eo ndng @6 tir | dén 20 mg/ml. B én dinh
héa 1y etia dung dich tiém truyén sau khi pha sir dung NaCI 0,9% 14 3 gio &
nhiét 46 |én dén 25°C hotic 24 gid & didu kién béo quin lanh (2-8°C). Dung
dich sau khi pha meropenem trong Glucose (dextrose) 5% nén duge sir dung
ngay lp e,

Khéng déng lanh dung dich thuée sau khi pha: V& mit vi sinh hoe, trir khi
phuang philp mé nip/pha dung dich thude/pha lofing dung dich thude loai trir
ngay e nhiém vi sinh, sin phim nén duge sir dung ngay lap tire, Néu khéng
sir dyng ngay 1ap tie, Wan tha thod gian va dibu kign bio quin dung dich sau
lchi pha la trach nhigm cia nguom sir dung thude.

Ching ehi dinh:

Miin eam vai hoat ehiit hay bit ky thanh phiin 18 duge

Min cam véi bt ky thuée khing khudn nhém carbapenem khic.

Min eim trdm trong (nhar la phin (ng phén vé, phan img da nghiém trong)
w01 bt kyr thube khing khufin nhém beta-lactam khéc (nhr 1A nhom penieillin
hay cephalosporin),

Ciinh bito vit thiin trgng Ichi dimg thude;

Co mdt s6 biing chimg ldm sang va cin 1dm sang vé dj tmg chéo mdt phéin
gitra cde khang sinh carbapenem khdie voi cae khing sinh ho beta-lactam,
penicilin va cephalosporin, Ciing nhur it e che khing sinh ho belalactam,
cde phan (g qua miin (nghigm trong va dai khi tr vong) hiém %y ra. Trude
Khi bilt ddu didu tri vai meropenem, nén hai k§ bénh nhin vé tién sir cac phin
{mi qud min voi cde khang sinh ho beta-lactam, Nén sir dung thén trong
meropenzm cho bénh nhin co (idn sit qua man ndy, Néu phan img di tng véi
meropensm XAy ra, nén ngung thude va cd bign phap xii ly thich hep.

Khi str dung meropenem cho bénh nhin bj bénh gan cin theo dai ki nong
46 transaminase va bilirubin,

Ciing nhu cde khing sinh khie, ting sinh ede vi khudn khdng nhay edm voi
thude ed thé xiy ra va do dé, cin phai theo dai bénh nhin lién we.

Khéng khuyén cdo sir dung thube trong trubng hop nhifm tring do cac

Cét 2
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khudin sbng. Su thim nhap dé dang qua thanh té bio vi khudn cta thube, dd
bén cao dbi viri hdu hét cée serin -lactamage (rong huyet thanh va 4i luc déng
ké vai nhiéu logi protein giin ket véi penicilin (multiple Penicillin Binding
Proteins) gidi thich tac déng diét khudn manh cia meropenem ddi vai
nhitu logi vi khudn ky khi v hiéu khi, Cie néng do diét khudn i thiéu
(MBC) thutng tuong i véi ndng 48 tre ché tdi thigu (MIC). Dbi vai 76% vi
Khufin dirge this nghiém, ty s6 gitta MBC: MIC nh6 hon hofie biing 2,

Meropenem &n dinh trang ehe thi nghiém vé dé nhay cim va 6 thé Lién
hinh céc thir nghiém nay bing cae phuong phap thudng quy. Che thir nghiém
i vifro cho thiiy meropenem cé tae déng higp lye vii nhidu thudie khing sinh
khie. Meropenem da dige chimg minh ¢é tie ding hiu khiing sinh ca i vifro
vil in vive,

Céc tigu chi vé sy nhay c¢dm véi meropenem dil duge khuyén cdo dya trén
duge ding hoc, mbi trang quan gia két qui lam sang va vi sinh hoc ddi vai
dudmg kinh khang khudn va ndng dé tre ché 181 thiku (MIC) trén cae vi khuin
gy bénh.

Phuong phap danh gid
Phén log Budng kinh vong khéing khugn MIC
(1mim) {mg/L)
Nhay eim > 14 <4
Mhay cdm trung gian 12-13 8
Dé khing =11 > 16

Ph& khang khuin in vitro cia meropenem bao gom phin ldn cac ching vi
khudn Gram am va Gram diong, hiéu ki va ky khi quan trong trén lim sdng
duti diy:

Ca ché dé khing:

Co ché dé khéng ctn vi khudn di véi meropenem c6 thé 18 két qua cin mét
hay nhidu yéu t6: (1) gidm khi ning thim cia ming ngoai ctia té bio vi khufn
Gram &m (do gidm tong hep porin), (2) gidm 4i lue cia cdc profein gin ket
viii penieilin (PBP) dich, (3) ting hoat déng ctia cac thanh phiin bom ra ngoai,
vi (4) tdng hop men B-lactamases ly gidi carbapenem.

Nhigm khudn cpe bd do vi khudn d& khing carbapenem duge ghi nhin &

mft 58 vang dia 1y,

Nén sir dung phuong phip chufn dé xac dinh d§ nhay cém véi khang sinh
meropenem trong cde thir nghiém phin lap lim sing. Dién giai két qua thi
nghiém nén dym trén bénh cnh ohifm khudn tgi dia phuong vd cée
huémg din vi sinh hoc 1am sang.

Phi khing khuan ctia meropenem bao gbm céc chimg vi khudn sau, dya trén
kinh nghiém lim sing va huémg din didu Iri,

Vi khudn hitu khi Gram duong;

Enterococcus faecalis (luu y ring E. faecalis ¢é thé hidn thj tr nhién d§
nhay cam trung gian), Staphylococcus aurens (riéng chang nhgy cam vl
methicilin: edu khudn khéng methicilin bao gbm MRSA i dé khdng véi
meropenem), ching vi khudn Staphylococcus bao gbm Staphylococcus
epidermidis (riéng ching nhay cim v&i methiciling chu khudn khing
methicilin bao gébm MRSE 14 dé khéng véi meropenem), Streptococcis
agalactiae (Streptocoecus nhom  B), nhom  Streptococcus  milleri (S,
anginosus, 5. constellatus, va 5. intermediug), Sireptococcus pneumoniae,
Strepiococeirs pyogenes (Streptococcuys nhom A).

Vi khusn hiéu khi Gram am:

Citrobacter  freundil, Clirobacter koseri, Enterobacter aerogenes,
Enterabacter cloacae, Escherichia coli, Haemophilus influenzae, Klebsiella
oxytaca, Klebsiella  pnewmoniae, Morganella  morganii,  Neisseria
m:’m'ng.f'ﬁdw, Froteus mirabilts, Protens widgaris, Servatia marcescens.
Vi khudn kv khi:

Clostridimn  perfringens,  Peptoniplilus  asaccharolyticus,
Peptastreptococens (ké ca P. micros, P. anaerobius, P. magius),
Buacteroides caceae, Buacleroides fragilis, Prevotella bivia, Prevoiella disiens.
Cie ehing vi khudin ma vice dé khang thude cé th j - ‘ﬁ_khuﬁn hidu
khi Gram dwong:

Enterococeus faecium (E. faecium ¢d thé hidn thi Wy nhién di nhay cam
trung gian thim chi khi khng c6 co ché dé khing).

Cae ching vi khudn md vide dé khiing thude ca thé 14 vin dé: Vi khudn hidu

khi Gram &m:

Ching deinetobacter, Burkholderia cepacia, P,ﬁ&eudomm:as aerigmosa,
. ] = NP - " 13 ﬁm'

chiing

Stenotrophomonas maltophilia, ching Legfonella.
hing vi khudin khie u dé khing

Chiamydaophila prewnoniae, Chlanydophila psittaci, Caxiella burnet,
Myeoplasma prewmonia.
Ciic y vin cong bd vé vi sinh hoe di mb 13 d¢ nhay cam fn vire voi
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Stephylococens dé khang voi methicilin,

"I'rén thye hinh IAm sang, ciing nhu i cé cie khing sinh khac, viém dai
tring g mac hitm khi xay ra khi si dung meropenem va ed thé & mire dé (v
nhe dén de doa tinh mang. Vi véiy, cdn thin trong khi ké toa e thube khing
sinh cho bénh nhin cé tién st bénh 1y dudng tiéu hoéa, dic bigt viem dai
tring,

Bitu quan trong 13 cAn xem xét chin dodn vidm dai tring gid mac khi bénh
nhan bi tiéu chay lidn quan dén sit dung thube meropenem. Mic di cée
nghién et cho thily doe t& do Clastridium difficile sinh ra 1a mit irong
nhimg nguyén nhin chinh gay viém dai trang lién quan dén st dung che
khing sinh, eing ¢fin xem xét dén cie nguyén nhan khic.

Hiém gap bdo c4o co gidt trong qué trinh diéu trj voi carbapenem, bao gém
meropenem.

Neén than trong khi siv dyng dong thisi meropenem véi cac thude co kha
ning giy déc trén thin,

¥hong khuyén cio sit dyng déng thii acid valproic/matri valproate vdi
meropenem, Merapenem b (hé lim giun ndng dd acid valproic huyét thanh,
& mol sb bénh nhan, ndng dd acid valproic huyél thanh ¢o thé thdp
hon néng do didu tri,

St dung cho tré em

Hidu qua vi sy dung nap dbi vai tré dudi 3 thang wdi chua duge xée lip;
do dé. khéng khuyén cio st dung meropenem cho tré dudi 3 thang tudi
Chua cé kinh nghiém sit dung thude cha tré em bi rdi loan chie ning
gan hay thin.

Bé thude ngoai thm tay tré em,
Sir dyung thude cho phy niv e thai vi cho eon bii
Pl niv ca thai

Tinh an loén eta meropenem d6i vai phy nir mang thai chira duge danh gid,
Ciie nghién e trén dgng vat khng ghi nhiin e dong ngoai ¥ ndo trén sy
phét trién cda bio thai, Tde déng ngoai ¥ duy nhilt quan sat duge qua cac thi
nghiem vé kha nang sinh sén & déng vit 1 ting thn sufit sy thai & khi & nong
do tiép xiic cao gdp 13 kin néng d§ tidp xic & ngudi. Khéng nén sir dung
meropenem cho phu nit mang thai trir khi loi feh vurt Irgi cdc rii ro cd thé
xity ta cho béo thai. Nén ed bae T gidm sit truc tidp cho moi trutmg hep siv
dung thude cho phu nit mang thai.

Pl wir cho eon bii

Meropenem duge tim thiy trong sita déng vit & ndng 4o rat thip. Khong
nén sir dung merapenem ¢ phu nit cho con b trir phi lgi ich vugl trgi ede rii
1o ¢6 thé xay ra cho e,

Anh hwing ciia thudc 18n kha ndng 18i xe, viin hinh mdy moe:

Chua 6 nghién eitu vé kha nang 1i xe va vin hanh may. Tuy nhién, khi lai
xe hay vin hanh may, cdn luu § dén cac triéu chimg nhitc din, dj cam, co gidt
di duge ghi nhin khi ding thube merapenen.

Tuong tic, twong Ly cia thube
Tuong tic

Probenecid canh tranh véi meropenem trong bii iét chi dang qua ong thin
vé vi véiy e ché su bid tiét meropenem qua thin, giy tang ther gian ban thai
vi nong d¢ meropenem lrong huyér twong. Khi khéng ding chung vai
probenecid, meropenem da cé hoat tinh thich hgp vi thii gian tic déng da di
dii nén khong khuyén ecao s dung domg (hoi  probenecid v
meropensm.

Tidm ning thc déng cita meropenein trén st pdn kér voi protein hole
chuyén hon e cae thude khic chua duge nghién cfni. Meropenem gan ket
vai protein thip (khoang 2%), do d6 frang the vai nhimg hep chilt
khite do su phan tach khoi protein frong huyét trong khong du kidn xiy ra.

Meropenem co thé lim gidm ndng dé acid valproic huyét thanh, & mét sb
benh nhin, néng di acid valproic huyét thanh ¢o thé thip hon nbng & dieu
1ri.

Di ghi nhin ndng dé ucid valproic trong méu gidm khi dimg dong théi voi
thudc nhém carbapenem, kél qua 1 gidm 60-100% nong do acid valproic
trong khoang 2 ngay. Do khéi phdt nhanh va kéo ddi qua trinh lim giam, vige
sir dung di‘mg théi meropenem & cae bénh nhan dang sir dung on dinh acid
valproic duge xem la khong kiém sodt duge va vi thé nén tranh phdi hep,

Meropenem da duge sir dung déng thid véi cae thude khidc ma khéng co
che tuemg tae bit lpi ré rang vé duge Iy, Tuy nhién, chua c6 nghién ci
{uang te thube ey thé ngoai trir nghicn citu véi probeneeid néu trén,

Thuée chéne dénes dang uén

Sir dung ddng thiri khéng sinh véri warfarin co thé lam tEng tac dong chéng
dong cta thude. C6 shidu bao cio vi viée tang tic déing chdng déng cia
thude ehdng dong dang udng bao gdm warfarin & cac bnh nhan ding déng
thosi voi thude khing khudn, Nguy co 6 thé bién ddi tiy theo benh nhiém
khudin nén, i tac va thng trang cia bénh nhan vi thé khé dénh gid s dong
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meropenem eia nhifu ching vi khudn khdc, Tuy nhién, sy khac biét cb ¢
nghia lém sing e cic ket qui arvitro vdy vin chua chiic chiin, Cée
Khuyén cda v& sir khdc bigt c6 ¥ nghfa [im sang cia cic két qui in-vie nén
dirge thu thip tir cae bénh canh nhiém khuin tai dia phuong, cic chuyén gia
vi sinh hoe lam sing vi cae hudng diin chuyén mon tai dja phuong,

Meropenem ¢éd hoat tinh in-vito chdng lai ahitu ching vi lhudn dé khing
Vi ec khang sinh nhém belalactam. Didu ndy duge gidi thich boi sir ning
cao tinh &n dinh cin thube di véi cic men [-lactnmase. Hoat tinh fr-virro
chéng lai cdc ching vi khudn d& khing véi ede phin nhom khing sinh khang
lien quan nhu nhom aminoglycoside hay quinalon la ph bién.

Ty 16 d& khang cb thé thay déi theo ving dia 1y vl theo thisi gian ddi vai cic
ching vi khuin chon lo vi nén cb théng tin vé s d& khang tai dia phuong,
diic biét 13 khi diéu trj nhidm khudn trdm trong, Khi edin, nén tham khao ¥ kien
chuyén gin néu ty 16 d& khing toi dia phuong déi vai viée dimg thudc trén i1
nhéit mot so bénh Iy nhiém khudn vin chia ré rang,.

Bijc tinh dwyge dgng hoe

Khi 1ruyén tinh mach mét lidu don meropenem trong vong 30 phiit & ngudi
tinh nguyén khde mgnh, ndng dj dinh ciia thude trong huyét trong vio
Kkhodng 1 1pg/ml dbi véi lidu 250me, 23pg/ml dbi vai lidu 500mg vi 49ygml
doi vai lidu 1.

Tuy nhién, khéng co mbi luong quan fuyét dbi vé duge dong hoc giiia
Cmax vA AUC véi lidgu ding, Hon nira, sir giam dé thanh thai trong huyét

tromg 1 239 xudng 205 ml/phit khi sir dung lidu tir 500myg dén 2g da duge

ghi nhéin.

Khi tiém tinh mach mdt lugng lon mcmgencm trong 5 phil & ngudi Linh '

nguyén khoe manh, nong do dinh ciia thude trong huyét trong vao khodng
52pg/ml khi sir dung liéu 500mg va 112 pgdml khi sir dung lidu 1g. 6 gitv sau!

khi tiém tinh mach litu 500mg, ndng dé meropenem trong huyél trong gidm M

con <1 pg/ml. )
Khi str dung nhiéu ligu cach khodng mdi & gitr cho ngudi
binl thurdme, khéng co sur tich 1y meropenem.

O nguisi c6 chirc ndng than binh thidng, thoi gian bin thai efia meropenem =

khoang 1 gid.

Ty 1é ghn két vai protein huyét rong eta meropenem khodng 2%.

Kholng 70% lidu meropenein sir dung duoe tim thiy trong nudc tiéu dud
dang khang ddi trong 12 gity, sau dé chi co mdt lugng rit nhé duge bai tigt
thém vdo muée tidu. Nong dd meropenem trong nude tidu >10 pg/ml duy trl
dén 5 gitr sau khi st dung liéu 500mg. Khong c6 sy tich ty meropenem trong
nuée tidu hay huyél trong duge ghi nhdn véi phic do lidu 500mg mai 8 gier
hay 1g mdi 6 gis & ngudi tinh nguyén khoe manh co chiie ning thin binh
thuding,

Chét ehuyén hoa duy nhét etia meropenem khéng cd hoat tinh khdng khuin.

Meropenem xiim nhip 16( vio hiu hét cic mé vil dich eia eo thé ké ¢i dich
nio tiy & bénh nhdn viém mang ndo shiém khuén, dat dén ndng db cao hon
ndng a6 cin thiét dé tc ché hau hét vi khudn,

Durge dang hoc & tré nhil nhi va tré em bi nhiém khun khi ding liéu 10, 20
v 40 mg/kg cho thiy iri s6 Cmax xip xI véi trj s6 & ngudi 16n khi ding ligu
500, 1000 vA 2000 mg, So sénh cho thiy c6 sy thdng nhit vé thang sé duge
déng hoe gitra lidn dimg va thii gian ban thii tuong tw nhr trj s6 quan st
duge & ngudi trimg thanh rong tit ¢ d8i twong, ngoai tri d6i tugng tré nhat
(< 6 thang, thi gian ban thii 1,6 gir). D thanh thii trung bink meropenem 1a
5.8 ml/phitikg (6-12 twdi), 6,2 mifphivkg (2-5 tubi), 53 mlphitkg (6-23
thang) va 4,3 mlfphit/kg (2-5 thing).

Khoiing, 60% lidu ding duge bai tiét qua nude tidu trong 12 gits dudi dang
meropenem va khoang 12% dudi dang chiit chuyén hoa,

Ning 46 meropenem trong dich nao tiy (CSF)  tré em viem ming nio fa
khodng 20% ndng dé trong huyét tong cung thoi diém méc dit 6 sy thay dédi
ddng ké gitt cic ca thé,

Duoe ding hoe meropenem & tré sor sinh dang diéu trj lchang khufn cho thay
d thanh thii 1ém hon & tré 5o sinh mé i hay i thai cae hon, voi thoi gian
ban thai trung binh ting thé 13 2,9 gity, Swr kich thich Monte Carlo dya trén md
hinh dén sb PK (population PX model) cho thiy phac d liéu 20 mg/kg moi 8
gitr dat duge 60%T=MIC ddi véi P. aeruginosa trén 91% tré so sinh du thing
vt 95% Wré so sinh thidu hang,

Cic nghién cinu vé duge dong hoc & bénh nhiin suy thin che thdy do thanh
thii ciia meropenem trong huyét twong trong quan vai do thanh (hai
creatinine, Cin diéu chinh liéu cho bénh nhan suy thén,

Cée nghién ci vé duge dang hoe & ngudi cao twdi cho thiy dé thanh thii
clia meropenem trong huyét tuong gidm (rong tmg véi sy giam df thanh thai
creatinine theo tudi.

Céc nghién cira vé duge dng hoe & bénh nhén suy gan cho thiy bénh gan
khong dnh hudng Aén duge déng hoe clia meropenem.
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gop cia king sinh lam Ging chi s6 INR (international normalised ratin).
Khuyén edo nén theo dai thiuemg xuyén chi s6 INR trong sudt qud trinh sir
dung ddng thid khang sinh vai thude chiing dong dang nbng va mot khoing
theni gian ngin sau khi ngimg sir dung.
Tirong ky
Khing nén trdn meropenem véi edc thube khae.
Meropenem tuomg thich vai cae dung dich tiém truyén sau:

Dung djch natri clorid 0,9%.

Dung dich glucose 5%,
Tae dung lhdng mong mudn ciin thube:

Meropenem thirémg duge dung nap tét, Cie phan tmg ngoai ¥ hiém khi din
dén vige ngumg didu tri. Higm cé phan fmg ngoai  tim trong,

Cée phin img ngoai ¥ sau ddy dit duge ghi nhiin trong cde nghign ci lim
sting vai meropenem. Thn sudt xdy ra duge trinh bay trong Bang 1, TAn sudt
ciie phan img ngoai y (dit liéu thu thip tr cde nr nghiém lim sing) sir dung
phin loai tiin sudt CIOMS 11 va sau do ligt ké bii MedDRA SOC va & mire
d3 tham khdo. Cac tin sudt xdy ra phén (mg ngoai ¥ duge phin nhom: rdt
thirdmg gip (21/10; 210%); thuong gap (>1/100 dén <1/10; >1% dén <10%);
it gap (21/1.000 dén <1/100; >0,1% dén <1%), hiém gip (=1/10,000 dén
<1/1.000; >0,01% dén <0,1%), rit hiem gap (<1/10.000; <0,01%),
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Diic liéu an fodn tién lm shng

Ctie nghién cir trén ddng vat cho thity meropenem dung nap 161 qua thin,
Cdie nghien cinu trén dong vit cho thily meropenem chi giy doc thén & litu cao
(500 mg/kg).

Cée tac dong trén hé théin kinh trung wong; co gidt ¢ chudt v nén & chd chi
duge ghi nhin & lidu cao (>2000 mg/kg).

Litu gy chét 50% (LDso) dbi véi mdt lidu dom ding dudng (inh mach & lodi
gim nhim & >2000 mg/kg, Trong cie nghién ofru st dung liu Iap lai (thei
gian 1én dén 6 thang) chi ghi nhdn céc te dong nhe nhu gidm nhe 56 lrgng €
bito héing ediu v ting trong lugng gan & chd dang ding liéu 500 mg/kg,

Khong ¢ biing chimg vé kha niing gy d6t bién qua 5 thir nghiém va khéng
¢t béng chimg v& doc tinh 1&n sir sinh sén va gly quii thai qua cac nghién cim
¢ chudl vt khi sir dyng lidu cao nhit oo the; lidu khing giy the dong lam gidm
trong lrgng (nhe) & chudt thé hé Fy 13 120 mp/kg, C6 su gia ting tan sufit sdy
thai qua mat nghién et so bé trén khi si dung lidu 500 mgfkg.

Khéng c6 bing chimg vé sir gia ting tinh nhay cam véi meropenem & ding
viit ctn non so vii dong vil trudng thinh. Thude sir dung dudmg tinh mach
dung nap tét qua cae nghién i & dong vat.

Chit chuyén héa duy nhit cia meropenem ed die tinh tuong (i trong cde
nghién ciru (rén déng vil.

Quy ciich déng goi: Hap 10 lo, lo thiy tinh logi dung tich 15ml.

Ditn kifn bio quin: Noi khd, trdnh dnh sing tnge ligp, nhiét dé dudi 30"C.
Han dimg: 36 thing k& tir ngay sin xut,

Tiéu ehudin chiit lwyng ciia thude: Tigu chudn co sd,

Cor s san xudit;

Vo |

MD PHARCO
San xull tgi; Cang ty eb phin duge phiim Minh Dén
Bia chi; Lé N8 - Budmg N5 - KCN Hoa X4 - Phudmg M§ Xd
TP. Nam Binh - Tinh Nam Binh - Vigt Nam
Dién thopi: 02283 671086 Fax: 02283.671113
Email: duocpham. minhdan@gmail com

CONG TY CO PHAN DUGC PHAM MINH DAN
DEf05 [R5

CHU TICH

GIAM DOC

| HDQI

TONC
n’“‘ )
M CEL O
U:-J. v, I"ﬂ'}f-{.{fﬁ‘f{’."{,_’» ACHLE .'U"Ii-.rj

{ &/

Cot 8



