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Suy thn: Trutce khi diéu trj, phai kiém tra chirc ndng thin néu co
nghi ngd ton thuong thin.

C1_: 30 - 80 ml/phut: Liéu phai giam, liéu khai ddu khuyén cdo
2.5 mg/ngdy.

Cl_: 10 - 29 mU/phit: Kinh nghi¢m con han ché, cho thiy AUC cua
lm:dapnlul ting, khéng nén diing imidapril.

Cl_: < 10mU/phut: Chéng chi dinh ding imidapril.

gm, gan: Can thin trong khi sir dung imidapril & bénh nhan suy
gan. Licukhoi dau dugc khuyén cdo 1 2,5 mg. 1 lin/ngdy.

Tré em: Khong sir dung cho tré em do d¢ an toan va hi¢u qua khi sir
dung imidapril trén déi tugng nay chua dugc xdc lap.

Bénh nhan dac biét dé bi tut huyet ap sau khi uong liéu dau tién:
Trut’rc khi diéu tri, phai diéu tri thiéu hut nudér, dié¢n gidi va ngirng
1ét ca cac thude lai tiéu dang ding trong 2 - 3 ngdy truge khi
cho imidapril. Néu khéng thé duoc, cho diéu trj véi lidu déu tién
2,5 mg/ngay. ¢} ngudi tiing huyct ap b} suy tim, da llmy bi tut huyu
ip triéu chimg sau diéu trj bing thudc (e ché ACE. O céc bénh
nhan nay, phai cho liéu dau tién 2.5 mgr‘ngay vi phai theo doi sat.
Cac henh nhin ¢6 nguy co tut huyét ap can phai duon theo déi sat,
(6t nhat tai bcnh vién trong 6 - 8 gidr sau khi udng licu imidapril
#Au tién va méi lan ting lidu imidapril va lgi tiéu. Cdc bénh nhin
¢6 con dau thit nguc hofic mdt bénh vé mach mdu ndo cling phai
dugrc theo doi nhu vdy khi ding imidapril. Céc bénh nhin nidy ¢
tAng nguy co nhdi mau co tim hoic tai bién mach mau nio khi bi
tut huyét 4p nang.

Tuong tic thube

Thudc ching tang huyét ap nhém chen beta, nhom chen kénh calci
dan chat dihy dmp\rfd:'n Ding déne thoi voi imidapril l[am ting
tac dung ha huyét ép. Can thin trong va theo ddi chit bénh nhén
khi phm hop 2 loai thude nay.

Thuéc loitiéu: Ding dong thoi véi imidapril ¢6 thé gdy ha huyét ap
nang khi sir dung licu imidapril dau tién, nhat 1a khi dung thudc 1¢i
liéu ¢ lidu cao. Suy than, dic biét suy than cép di duge bao céo khi
phéi hop hai thude. Ha kali huyét do sir dung céc thude lgi tiéu thai
kali vin co thé xay ra khi dung déng thoi imidapril. Cén thin trong
va theo déi chat bénh nhan khi phéi hop 2 loai thude nay.

Thuéc chong viém khong steroid (NSAID): Sit dung NSAID c6
thé lam ting huyét ap cua nhimg bénh nhén dang ding thudc
chdng tang huyét ap (bao gdm ca cac thude rc ché enzym chuyén
angiotensin) tuy mjt s6 nghién ciru cho thiy tuong tac nay khong
c6 y nghia 1am sang. Mirc df tuong tic khac nhau giira cdc thude
NSAIDs nhung phm hop voi indomethacin cé thé gdy tac dung
rd rét nhit. Ding dong thari NSAIDs va cic thude trc ché enzym
chuyén anglotensm con ting nguy co suy thn va ting kali huyét
thanh. Cin thin trong va theo ddi chat bénh nhan khi phdi hop
2 loai thubc ny.

Lithi: Dung dong thoi v6i imidapril, lam ting ndng d¢ lithi trong
maéu dan dén ngd ddc lithi. Theo ddi chit ché benh nhan, gidm sat
biéu hién dgc tinh cua lithi va nong do lithi huyet tuong.

Epoetin: Epoctin gay tang huyét ép, vi viy, ding ddng thoi véi
imidapril lam giam téc dung ha huyet ap cua imidapril. Hién chua
rd liéu thude trc ché enzym chuyén angiotensin 6 anh hudng dén
hiéu qua ::ua epoetin hay khong nhung ¢6 thé sau vai thang, twong
thc méi xudt hién. Vé Iy {huyet tic dung cong hop ting kali huyet
thanh c6 thé xay rakhi dung dong théi thude tre ché enzym chuyén
ang:otcnsm \"Ul cpocl:m.

Thudc lgi tiéu giit kali, cdc ché pham bc; sung chira kali: Ding
dong thoi vai 1m:dapn[ lam tang kali huyct thanh, dic biét & bénh
nhén c6 suy than méc kém. Khong nén sir dung ddng thoi imidapril
vOi cac thude khic ¢ kha ning lam tang kali huye( ngoai trir
truomg hgp bénh nhan dang c6 nong do kali huyét thanh thip.
Trong truomg hop can thiét phai sir dung ddng thoi, dinh ky theo
ddi nong d¢ kali huyét thanh ctia bénh nhén.
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Qui liéu va xar tri

Tri¢u chimg: Ha huyét ép ning, séc. bat tinh, nhip tim chim, r;
loan di¢n giai va suy than

Xiz tri: Khi xay ra qud liéu cin theo doi bénh nhan chit che, thugmg
xuyén kiém tra nong 4o d;en gidi va nong dj creatinin huyét thanh.
Thye hién cac bi¢n phép diéu trj tri¢u chimg va diéu tr hd trg nhy
rira dg day, sir dung cac chit hap phu va natri sulfat trong vong 30
phut sau khi xay ra qua licu thude.

Néu xdy ra ha huyet ap trigu chimg, cdn dat bénh nhin trong ty (hé
chdng sdc, truyen tinh mach dung dich natri clorid 0.9%. C¢ thé
tiém atropin dé diéu tri nhip tim chim va tinh trang kich thich diy
than kinh phé vj qua mire. Can nhic viée st dung may tao thip,
Tham tach mau c6 thé logi bo dugc imidapril va imidaprilat khoj
tuan hoan. tuy nhién can tranh sir dung mang c6 hé 6 loc cao.

Cap nhgt lan cuoi: 2017.

IMIPENEM VA CILASTATIN

Tén chung quéc té: Imipenem and cilastatin.
Mi ATC: JOIDHS51.
Loai thude: Khing sinh nhém carbapenem, ho beta-lactam.

Dang thudc va ham lugng

Thudc bot pha tiém: Imipenem 250 mg va cilastatin 250 mg;
imipenem 500 mg va cilastatin 500 mg; imipenem 750 mg va
cilastatin 750 mg.

Duge e hoc

Co ché tdc dung: Imipenem la mot kh:’fng sinh carbapenem ban
tong hop ¢6 phd tac dung rat rong. Thudc co tic dung diét khudn
do trc ché sur tdng hop thanh té bao vi khuan vi ¢6 4i luc va gin két
vii phin 16m cac protein gin penicilin (PBP) ctia vi khuan bao gom
PBP la, 1b, 2, 4, 5 va 6. Trong co thé, imipenem bi thiy phan thanh
chit chuyén héa khong hoat tinh bO’! enzym dehydmpepndascl
(DHP 1) ¢6 mat o diém ban chai té bao biéu mé ong luon gan
Trong khi do, cilastatin co tac dung trc ché hoan toan enzym nay.
Do vdy, cilastatin dugc ding két hop véi imipenem dé ngin qua
trinh chuyén héa imipenem ¢ than. Cilastatin 1a chét rc ché dac
hiéu DHP 1 va khong trc ché cac enzym dipeptidases khac hay cic
beta-lactamase cua vi khuin. Cilastatin khong co tac dung diét
khudn va khong anh huong dén co ché tac dung cua lmlpenem
Ph6 tic dung: Imipenem c6 phd tac dung rong hon hau hét cac
khéng sinh beta-lactam hién co. Imipenem co hoat tinh in vitro
véi hau hét cac vi khuan Gram duong. Gram am wra khi va ky khi.
Thude ciing ¢6 hoat tinh in vitro trén mdt sé chung Mycobacterium
nhu M. fallax vi M. fortuitum, nhung khong c6 hoat tinh ddi voi
Mycoplasma, Chlamydia, nim va virus.

Vi khudn va khi Gram duong:

Cau khuén: Imipenem cé hoat tinh in virro ddi voi cac ching
Streptococcus, Staphylococcus sinh va khéng sinh penicilinase
nhu Staphylococcus aureus, S. epidermidis, S. saprophyticus,
Streptococcus pneumoniae, S. pyogenes (Streptococcus bela-
tan huyét nhém A). Streptococcus nhém B (vi du §. agalactide).
Streptococcus nhém viridans va Streptococcus nhém C, G, H; cac
ching Enterococcus nhu E. faecalis, E. durans, trong khi hau heét
cac chung E. faecium da khing imipenem.

Trye khudn: Imipenem c6 tic dung kim khuan in vitro dbi voi
hau het cic ching Listeria monoeytogenes, Bacillus (B.cereus),
Nocardia asteroides, Eryispelothrix rhusiopathiae, trong khi cic
chung Corynebacterium da khang imipenem.

Vi khuén wa khi Gram am:

Neisseria: Imipenem c¢ hoat tinh in virro déi véi Neisseria
menigitidis va hau hét cac chung Neisseria gonorrhoeae sinh va
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khong sinh penicilinase.

Haemophilus: Imipenem cé hoat tinh in vitro d6i véi hau hét cac
chung H. influenzae va H. parainfluenzae sinh va khong sinh
beta-lactamase. Imipenem c6 hoat tinh in vitro trén cic ching
H. influenzae khang ampicilin, cloramphenicol va co-trimoxazol.
H. ducreyi cling bj rc ché in vitro béi imipenem.
Enterobacteriaceae: Imipenem c6 hoat tinh in vitro véi hiu hét
cée vi khuan quan trong trén lim sang trong ho Enterobacteriace,
bao gom Citrobacter diversus, C. freundii, Enterobacter
agglomerans, E. cloacae, E. aerogenes, Escherichia coli, Hafnia
alvei, Klebsiella oxytoca, K. pneumoniae, Morganella morganii
(hay Proteus morganii), Proteus mirabilis, P. vulgaris, Providencia
regeri (hay Proteus regeri), P. stuari, Serratia liquefaciens,
S. marcescens, Salmonella, Shigella, Yersinia enterocolica, va
Y. pseudotuberculosis..

Pseudomonas: Tmipenem ¢6 hoat tinh in vitro trén nhiéu ching
Pseudomonas. Tac dung cia imipenem trén Pseudomonas
aeruginosa tuong ty hodc tdt hon mét chit so véi cefazidim.
Imipenem ¢6 hoat tinh in vitro trén mét sé ching P. aeruginosa
da khang c_r’lc cephalosporin thé hé 3, aminoglycosid va cdc
penicilin pho rng. Imipenem ciing ¢6 tic dung trén mét s6 chiing
Pseumononas khac nhu P acidovorans, P. fluorescens, P. puda va
P. stuizer.

Imipenem ¢6 tac dung in vitro d6i véi Acinetobacter, Moraxella
catarrhalis, Bordetella bronchisepca, Eikenella corrodens,
Brucella melitensis, Alcaligenes denitrificans, A. xylosoxidans,
Aeromonashydrophila, Plesiomonas shigelloides, Brevundimonas
diminuta, Capnocytophaga, Campylobacter coli, C. jejuni,
Helicobacter pylori, Legionella pneumophila, Gardnerella
vaginalis. Hiu hét cac chiing Burkholderia va Stenotrophomonas
maltophilia khang imipenem.

Vi khuén ky khi:

In vitro, imipenem cé tic dung trén hdu hét ciac chung Gram
duong ky khi nhu Actinomyces, Bifidobacterium, Clostridium,
Eubacterium, Lactobacillus, Peptococcus, Peplostreptococcus va
Propionibacterium, cing nhu cac vi khuin Gram am ky khi nhu
Bacteroides, Fusobacterium, Leptotrichiabuccalis, Prevotella va
Veillonella.

Khdng thudc: Tmipenem cé d§ bén cao trude cic enzym beta-
lactamase ciia cdc vi khudn Gram am, nhung lai bi bét hoat trude
beta-lactamase dugc san xuit boi Bacteroides fragilis. ‘
Su khéng imipenem cua cic vi khudn Gram duong, bao gom
Staphylococcus epidermidis va cic ching Staphylococcus khang
methicilin thuémg do su bién ddi ctia cic PBP. Da ghi nhan mot s6
ching S. aureus khiang methicilin da khing imipenem in vitro. Cac
ching Enterococcus va Listeria monocytegenes khing imipenem
cling di dugce ghi nhan.

Mot sé bao cdo da ghi nhan mjt sb chiing Pseudomonas aeruginosa
khang impipenem. Co ché khéng imipenem cua cdc chung ndy chua
3, nhung sy khang thuéc ting rat nhanh sau khi bit diu diéu tri.
Chura thiy xdy ra su khéng chéo giira imipenem véi cdc khing
sinh khac nhu cic cephalosporin, penicilin va cic aminoglycosid.
Tuy nhién, cic ching P aeruginosa khang imipenem cling khang
véi meropenem da dugc ghi nhan méc di hiém gip. n vitro, da c6
béo céo B. fragilis khang metronidazol khang chéo v&i imipenem,
amoxicilin va clavulanat va tetracyclin,

Duge djng hoc

Hdp thu: Ca imipenem va cilastatin khong dugc hap thu qua
duomg udng, thube duge dung theo dudmg truyén tinh mach. Sau
khi truyén tinh mach imipenem va cilastatin liéu don 250 mg,
500 mg hodc 1 g trong 20 - 30 phut trén ngudi lon khoe manh va
¢6 chirc ning thén binh thudng, nong d¢ dinh ciia imipenem trong

Imipenem va cilastatin 899

huyét thanh ngay sau khi ngimg truyén lan lugt 1a 14 - 24,21 - 58
va 41 - 83 microgam/ml. Néng d§ imipenem tai 4 - 6 gid sau khi
dung céc liéu trén gidm t6i 1,5 microgam/ml hodc thip hon. Nong
d6 dinh trong huyét thanh ciia cilastatin sau khi truyen tinh mach
imipenem va cilastatin liéu 500 mg hodc 1 000 mg trong 20 phut la
31 - 40 microgam/ml hodc 56 - 88 microgam/ml. Trén bénh nhan
ngudi Iém ¢6 nhiém khudn, sau khi truyén tinh mach imipenem
va cilastatin liéu 500 mg hoic 1 g trong vong 30 - 60 phit mdi
6 gior, ndng 4o dinh cia imipenem lin luot la 19,3 - 38,3 hodc
16.7 - 67.3 microgam/ml, ndng d6 déy trung binh la lan luot |a | hodc
3,1 microgam/ml.

Trén tré em, sau khi truyén tinh mach imipenem va cilastatin liéu
don 25 mg/kg trong 15 - 20 phit cho tré 2 - 12 tudi c6 nhiém
khuén, ndng do thude trung binh tai 0,5 va 6 gio sau khi ngimg
truyén 14 33,5 va 0,79 microgam/ml. D6i véi tré 3 thang dén 13
tudi c6 nhiém khudn dvoc truyén tinh mach imipenem v cilastatin
lidu 60 - 100 mg/kg hang ngay, nong do dinh cua imipenem trong
huyét thanh & trang théi 6n dinh 13 12,8 - 80,8 microgam/ml va
néng do day la 0 - 0,7 microganvml. O tré so sinh 1 - 8 ngdy tudi ¢6
nhiém khuin dugc sir dung imipenem va cilastatin lieu don 25 mg/kg
thi ndng d¢ ngay sau khi ngimg truyén tai 1, 2, 4, 8 va 12 gio sau
khi truyén 12 97.3; 45.5; 30,6; 14.4; 3,1 va 0,9 microgam/ml. G tré
so sinh sinh non, nhe ¢an (0,7 - 1,9 kg) | tuan tuoi hoac\duéi I tuan
tudi, sau khi Lmyén tinh mach imipenem va cilastatin liéu 20 mg/kg
trong thai gian 15 - 30 phit mdi 12 gid, nong dd dinh va diy trung
binh la 43 va 1,7 microgam/ml. Str dung imipenem va cilastatin da
lidu & tré so sinh c6 thé gay tich liiy cilastatin & mic d trung binh,
tuy nhién chua rd mirc y nghia trén lam sang.

Phén bé: Ding duimg truyén tinh mach, imipenem khuéch tan tot
vao trong nhiéu dich va mé ciia co thé, bao gom nuéc bot, dom,
thay dich, mé mang phéi. dich khép, dich ndo tuy, mo6 xuong, mat,
co trom tir cung, ndi mac tr cung, van tim, rudt, phic mac, da va mé
lién két, dich gi vét thuong. Imipenem va cilastatin déu qua duge
nhau thai va phin b & nu6e i va mau cudng ron. Imipenem o
kha nang phan b vao dich ndo tiy nhung véi nong d¢ thap, bang
khoang | - 10% nong dd trong huyét thanh. O ngudi lém, thé tich
phan bé trung binh ctia imipenem 14 0,16 lit’kg, ¢ trang thai 6n dinh
140,23 - 0,35 livkg. O tré 2 - 12 tudi, thé tich phan bé trung binh la
0,326 litkg. O tré so sinh 1 - 8 ngay tudi, thé tich phan bé & trang
thai 6n dinh 12 0,251 - 0,418 livkg. Ty I¢ gin protein huyét tuong
la13 -.21% d6i véi imipenem va khoang 40% doi vai cilastatin.
Chuyén héa: Imipenem duge chuyén héa mdt phin & thin nho
enzym DPI, tao thanh chat chuyén héa khong c6 hoat tinh. Ngoai
ra, khoang 20 - 30% liéu imipenem bj bét hoat do qué trinh thay
phén khéng déc hiéu vong beta-lactam, Cilastatin dugc chuyén héa
mt phin & thin, t30 thanh N-acetyl-cilastatin, cling la mgt chat irc
ché hiéu qua DHP 1.

Thai tric. lmip?nem. cilastatin va cac chat chuyén hoa dugc thai
trir qua loc & cau thin va bai tiét & 6ng thian. Néu dung imipenem
don dic, lhuc_”:c sé bi_thﬁy phan mét phin & than do enzym DHP I,
tao thanh chat chuyén héa khong cé hoat tinh va khoang 5 - 43%
liéu thudc dugc thai trir & dang khong doi vao nudc tiéu. Tuy nhién,
khi phoi hop imipenem va cilastatin theo ti 1¢ 1 : 1, khoang 50 -
70% liéu imipenem dugc thai trir & dang khong d6i vao nudc tiéu
trong vong 10 gid. Cilastatin cing duoc dao thai chu yéu vao nudc
tiéu, 75 - 80% & dang khong chuyén hoa va khoang 12% ¢ dang
N-acetyl-cilastatin. Chua dén 1% liéu imipenem va dudi 2% liéu
cilastatin dugc thai trir qua phan.

D6 thanh thai trong huyét twong cua imipenem va cilastatin ¢
ngudi ln ¢ chirc ning than binh thuong la 163 - 207 va 207 - 218
ml/phat1,73 m?; & tré 2 - 12 tudi la khoang 270 ml/phav/1,73 m?;
tré so sinh 1 - 10 ngay tudi la khoang 3,4 ml/phit/1,73 m’.
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Nira déi trong huyét thanh cia imipenem va cilastatin trén bénh
nhén c6 chirc niing thin binh thudng khoang 1 giér va déu kéo dai
trén b¢nh nhan suy thin. Nira di trong huyét thanh cia imipenem
va cilastatin ldn lugt 1a 2,1 va 2,5 giér trén bénh nhén ngudi lom c6
Cl, 17 - 33 ml/phav'1,73 m* 2,7 - 3,7 va 7 - 17 gi& trén bénh nhan
ngudi Im c6 Cl < 10 ml/phut/1,73 m?.

Ca imipenem va cilastatin déu c6 thé logi bé bing thim phan mau.
Trén bénh nhan sir dung imipenem va cilastatin liéu don 250 hojic
500 mg, thim phan méau trong 3 - 4 gio gitp loai 20 - 90% liéu
imipenem va 38 - 82% liéu cilastatin. Imipenem va cilastatin déu
duoc logi bé nhés thim phén phiic mac.

Chi djnh

Imipenem va cilastatin dugc chi dinh diéu trj cac loai nhiém khuén
sau trén bénh nhan ngudi 16n va tré em (ké ca tré so sinh):

Nhiém khudn duémg tiét niéu bién chimg va khéong bién chimg
do cac ching nhay cam gdy ra, nhu Enterococcus faecalis,
Staphylococcus aureus (chung sinh penicilinase), Enterobacter,
Escherichia coli, Klebsiella, Morganella morganii, Proteus
vulgaris, Providencia retigeri, Pseudomonas aeruginosa.

Nhiém khuén dwéng hd hap dudi do cic ching nhay cam gay ra,
nhu  Staphylococcus  aureus (ching sinh  penicilinase),
Acinetobacter, Enterobacter, Escherichia coli, Haemophilus influenzae,
H. parainfluenzae, Klebsiella, Serratia marcescens.

Nhiém khuin 6 bung do cic ching nhay cim giy ra, nhu
Enterococcus  faecalis, Staphylococcus aureus (chung sinh
penicilinase),  Staphylococcus  epidermidis,  Citrobacter,
Enterobacter, Escherichiacoli, Klebsiella, Morganella
morganii, Proteus, Pseudomonas aeruginosa, Bifidobacterium,
Clostridium, Eubacterium, Peptococcus, Peptostreptococcus,
Propionibacterium, Bacteroides gom ca B. fragilis, Fusobacterium.
Nhiém khudn phu khoa do cic ching nhay cam giy ra, nhu
Enterococcus  faecalis, Staphylococcus aureus (chung sinh
penicilinase), Staphylococcus epidermidis, Streptococcus agalactiae,
Enterobacter, Escherichia coli, Gardnerella vaginalis, Kiebsiella,
Proteus,  Bifidobacterium, Peptococcus, Peptostreptococcus,
Propionibacterium, Bacteroides bao gdm B. fragilis.

Nhiém khuidn da va cdu tric da do cac ching nhay cam giy
ra, nhu Enterococcus faecalis, Staphylococcus aureus (ching
sinh penicilinase), Staphylococcus epidermidis, Acinetobacter,
Citrobacter,  Enterobacter, coli, Klebsiella
species, Morganella morganii, Proteus vulgaris, Providencia
retigeri, Pseudomonas aeruginosa, Serratia, Peptococcus,
Peptostreptococcus, Bacteroides gom ci B. fragilis, Fusobacterium.
Nhiém khudn xwong va khép do cic ching nhay cam géy ra,
nhu  Enterococcus faecalis, Staphylococcus aureus (chung
sinh penicilinase), Staphylococcus epidermidis, Enterobacter,
Pseudomonas aeruginosa.

Viém néi tdm mac nhiém khuan do Staphylococcus aureus (ching
sinh penicillinase).

Nhiém khuan huyét c6 lién quan hodc nghi ngér ¢6 lién quan dén
cc loai nhiém khuin trén.

Nhiém khuin hé lhémg (sepsis) do cac ching nhay cam giy
ra, nhu Enterococcus faecalis, Staphylococcus aureus (chung
sinh penicilinase), Enterobacter, Escherichia coli, Klebsiella,
Pseudomonas Serratia, Bacteroides bao goém
B. fragilis.

Ngodi ra, imipenem dugc chi dinh & ngudi I6m va tré em tir 1 tudi trey
1én trong tnromg hop gidm bach cau kém st nghi ngér do nhiém khuén.
Chéng chi djnh

Qué mén v6i imipenem va cilastatin.

Qué mén véi cic khing sinh khac trong nhom carbapenem.

Escherichia

aeruginosa,
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Tién sir séc phan vé v6i bit ky khing sinh ndo trong nhém beta-

lactam.

Thén trong

Phan u,,g qud man: DA ghi nhan phan {mg qué man nghlem trong,
bao gdm ca tir vong, hay gip & bénh nhén 6 tién sir man cam vé;
nhiéu di nguyén. Bénh nhan ¢6 tién sir dj tng vai pemcnhn cO thé
xudt hién phan img qua man nghlem trong khi diéu tri bang cdc
bel.a-lactarn khac. Trudc khl khoi diu diéu tri bing i imipenem va
cilastatin, cin khai thac cén than tién sir di ing vai cdc khing sinh
beta-lactam va céc di nguyén khac. Trudmg hop xay ra soc phan
vé, can nglmg ngay thude va cip ciru bénh nhan theo chi dinh lim
sang.

ADR TKTW: Co gidt va cac ADR khac trén TKTW nhu gigt
rung co, trang thai la lan da xay ra sau khi sir dung |m|penem va
cilastatin, dac biét khi liéu ding vuot qua mic khuyen cdo. Cic
ADR niy thuéng gap hon ¢ nhimg ngudi bénh c6 rbi loan TKTW
ddng thii voi suy giam chirc nang than, tuy nhién cling ghi nhin
duoc trén bénh nhan khong co tién sir bénh TKTW hay chire ning
than suy g]am Can duy tri thuoc chong co gt;ll ll‘eﬂ bénh nhin co
tién sir co glal Néu xuét hién rung co, co gidt, can pha: danh gia
chirc niing thin kinh cua bénh nhéan, dung thuée chéng co gidt,

dong thoi xem xét lai liéu ding cua lmlpenem vi cilastatin dé danh
gid xem c6 can giam liéu hay ngirmg thude khong.

Tuwong tdc voi acid valproic lam tang nguy co co gidt: Sir dung
khang sinh carbapenem trén b¢nh nhin dang dung acid valproic
hodc divalproex natri ¢6 thé din dén giam nong d¢ acid valproic
dén mirc dudi ngudmg diéu tri, 1am ting nguy co co giat. Tang liéu
acid valproic hay divalproex natri ¢6 thé van khéng du quan ly
tuong tac nay. Nhin chung khong khuyén cdo phoi hop imipenem
va cilastatin véi acid valproic/divalproex natri. Nén thay imipenem
va cilastatin béng khac sinh khac trén bénh nhén tién sir co gidt
dang kiém sodt tot bang acid valproic hodc divalproex natri. Néu
bit buje phai ding imipenem va cilastatin, nén phdi hop thém
thude chéng co giat khéc.

Tiéu chay lién quan dén Clostridium difficile: Da ghi nhan nhimg
trudng hop nay khi sit dung hdu hét cac khing sinh, gém ci
imipenem va cilastatin, véi mire do tir nhe dén tr vong. Can xem
xét kha nang bj tiéu chay lién quan dén Clostridium difficile trén
tit ca bénh nhan bj tiéu chay sau khi dung khang sinh. Néu nghi
ngd hodc xac dinh tiéu chay lién quan dén Clostridium difficile,
xem xét ngimg khang sinh dang sir dung, b6 sung nudc, dién giai,
protein va khing sinh diéu tri C. difficile.

Phat trién vi khudn khdng thuée: Cing nhu cac khang sinh khic,
viéc sir dung kéo dai 1m|penern va cilastatin c6 thé dan tGi su phit
trién qua mic cac vi khuin khéng thubc. St dung imipenem va
cilastatin dé diéu trj khi thiéu bing chimg xac dinh hosc nghi ngo
nhiém khuin, hojc dé du phong nhiém khuin khong mang lai
lgi ich cho bénh nhan dong thoi tang nguy co phat trién vi khuan
khang thuoe.

Cac trieomg hop han ché chi dinh can heu v Imipenem khéng duge
chi dinh trén bénh nhin viém mang ndo do hiéu qua va an toan
chua dugce chimg minh. Khéng khuyén cdo sir dung imipenem va
cilastatin trén tré em méc nhiém khuin trén TKTW do nguy co gy
co gidt. Khong sir dung imipenem va cilastatin trén tré em c6 cin
néing dudi 30 kg va kém suy than, do khong c6 dir liéu vé hi¢u qua
va an toan. Khi sir dung imipenem va cilastatin kéo dai, cin danh
i thuéng xuyén chirc ning gan, thin va tao méau.

Thoi ky mang thai

Imipenem di qua nhau thai. Dir li¢u trén ngudi gdm sb lugng it
trudmg hop sir dung i imipenem va cilastatin trong thdi ky mang thai
khong di dé xac dinh bat ky nguy co ndo cua thude dén thai va



ht;[)q&/{,_twngtamthuoc.com/

qué trinh mang thai. Trén ddng vit, cc nghién ciru vé déc tinh cua
imipenem va ci}asla:in trén chudt, tho va khi o cie mirc lidu frong
img 0.4 - 2,9 lan licu khuyén cio trén ngudsi khong ghi nhan bt
thuomg trén thai, trong khi nghién ciru trén khi voi lidu imil:.nenem
vi cilastatin tuong duong liéu khuyén céo trén ngudi cho thiy tang
nguy co sdy thai. Nguy co ctia imipenem va cilastatin 1én thai va
qué trinh mang thai trén déng vit |a thép, trong khi béng chung vé
nguy cO lrén ngudi chua day du. Chi dung thude nay cho phu nir
mang thai khi loi ich thu duge hon hén so véi nguy co ¢6 thé xay
ra do1 vOi ngudi me va bao thai.

Thoi ky cho con bd

Imipenem duoc phan bo trong sia me song véi lugng rét nho.
Chwa ¢6 bing chimg nio vé anh huong ctia thude Ién tre bu me hay
qua trinh bai tiét sita & ngudri me. Cén cén nhéc loi ich cua viéc cho
con bl v6i nhu cau dung thubc, tinh trang bénh Iy ciia me va bt ky
anh hudng bat lgi nao cho con.

Téc dung khéng mong mubn (ADR)

Rat thieomg gdp

Huyét hoc: giam hematocrit, giam hemoglobin, ting bach ciu ua
acid, ting tiéu cau.

Gan: ting AST, ALT.

Thuong gap

Tiéu héa: buon non, non, ia chay, bgi nhidm ném Candida & miéng.
Tim mach: viém tinh mach noi tiém.

Huyét hoc: giam bach ciu, giam tiéu cau,

Da va mé dudi da: ban do.

Xét nghiém hoa sinh mau: ting phosphatase kiém, ting bilirubin.
Than: tang creatinin huyét thanh.

Irgap

Tim mach mdu: ha huyét ap.

TKTW: co giat, rung co, chong mat, lo mo.

Da: mé day, ngira.

Huyél hoc: thiéu mau bat san, giam bach cu trung tinh, thir nghiém
Coombs (+), giam tiéu cdu, tang tiéu cau thir phat.

Xét nghiém hoa sinh mau: tang thoi gian prothrombin, giam
hemoglobin, ting bilirubin, ting creatinin huyét thanh, ting uré
huyét.

Téam thin: ri loan tam than nhu ao gide, 14 1an.

Réi loan chung va tai chd: sét, dau & chd tiém, ban do tai chd tiém.
Thén: ting uré huyét, xét nghiém nuée tiéu khdng binh thudng.
Hiém adp

Huyél hoc: mét bach ciu hat.

Mién dich: séc phan vé.

TKTW: di cam, run khu tru, r6i loan vi giac.

Thinh giac: mat thinh lye.

Tiéu hoa: viém dai trang gia mac, doi mau rang/ludi.

Gan mat: suy gan, viém gan.

Da: hoai tir thuong bi nhiém doc (TEN), phu mach, hdi chimg
Steven-Jonhson, ban do da dang, viém da bong vay.

Thén va tiét niéu: suy thin cép, thiéu niéu/vo niu, da niéu, nude
ticu d6i mau (nhung khéng gy hai).

Rat hiém gap

Tiéu hoa: viém da day - rugt.

Huyét hoc: thiéu mau tan huyét, suy tiy xuong.

TKTW: nhuoc co, dau diu.

Thinh giae: chong mit, 1 tai. )

Tim mach: chimg xanh xam, nhip tim nhanh, danh trong ngue.

Hé hép: khé thé, giam thong khi, dau hiu hong.

Tiéu hoa: viem dai trang chay mau, dau bung, ¢ ndng, viém ludi,
tAng tiét nuwde bot.

Gan mét: viém gan 4c tinh.

Imipenem vi cilastatin 901

Da: ting tiét m héi, thay doi ciu :rﬂc da, do bimg.
Co xwong; dau da khop, dau cQt sOng.

Sinh dyc: ngira am h{. )

Chira xdc dinh dwoc !rcfn suat

TKTW: kich dong, roi loan vin déng.

Huéng din cach xir tri ADR ‘ o
Néu thiy budn nén vavhoic nn trong khi tmyén, giam t‘Oc‘do lruyen‘_
Truémg hop xuit hién ADR t:én TKTW, can ngirflg imipenem va
cilastatin, sir dyng li¢u phap chdng co giat néu xuat hién co giat.

Trudmg hop nghi ngér séc phan vé, cap ciru bénh nhan ngay lap tire.

Liéu lugng va céch dung

Cdch ding ‘

Imipenem va cilastatin dugc dung theo duong Emy?n tinh mach.
Pha dung dich truyén: Hoan nguyén lo .bél thuoc bang EU_ml dung
dich iruyén thich hop. Dung dich truyén thich hop c6 thé dung la
dung djch natri clorid 0,9%, glucose 5% va natri clorid 0,9%,
glucose 5% va natri clorid 0225% hodc 0.45"./:3. Khoéng st dung
hdn cich thudc sau hoan nguyén dé tiém truc tiep cho benh nhan.
Pha thude véi cac dung dich tiém truyen thich hgp dé c6 nong d¢
cudi cing khodng 2,5 mg/ml, khong vurot qud S mg/ml. Lac ky
trong qué trinh pha cho dén khi thuoc tan hét va dung dich thét
trong m&i dugc truyén. . :
Tée do truyén tiy thue vao liéu ding, lieu tir 500 mg tro xuong
truyén trong 20 - 30 phit, lidu trén 500 mg, truyér} trong 4.0 -60 phﬁt.
Cin theo ddi bénh nhan dé kip thai phét hién néu cd the bi co giat.
Néu thiy buén non va/hoac non trong khi dung thuoc, gidm toc
d6 truyén.

Liéu ditng

Nguei 16n: Liéu dung dya vao tinh trang nghi ngd hay da xéc dinh
nhiém khuén.

Truong hop chicc nang than binh thiang (Cl., = 90 mi/phiit):

Pbi véi nhidm khuin nghi ngd hoac xéic dinh do cac ching nhay
cam: Truyén tinh mach 500 mg, mbi 6 gid, hodc 1 000 mg, mdi
8 gio. _

P6i voi nhidém khudn nghi ngd hodc xac dinh do cac chung nhay
trung gian: Truyén tinh mach 1 000 mg, mdi 6 gicy

Liéu tdi da hang ngdy khéng vugt qué 4 g/ngay.

Triecag hop suy than: Higu chinh liéu theo Cl.;:

Cl, (ml/phiit)
90 dén>60 60 dén>30 30 dén>15
Nhiém khuin nghi 400 mg, 300mg, | 200mg,
ngd hodc xic dinh | méi 6 gid moi 6 gid mbi 6 gidy
do cac ching nhay Hoic Hoic Hodc
cam 500 mg, 500 mg, 500 mg,
. mdi 6 gior mdi 8§ gid méi 12 givr
Nhiém khudn nghi| 750mg, | 500 mg, 500 mg,
ngd hodc xdc dinh | mbi 8 gitr mdi 6 gid moi 12 gior

do cdc ching nhay
| trung gian

Khi diéu tri bénh nhin ¢6 Cl_ < 15 ml/phat dang loe méu, sir dung
lidu trong tur mire lidu d6i véi bénh nhan ¢6 CI, tir 15 dén < 30 ml/
phitt, sir dung sau 12 tiéng ké tir 14n loc mau trwée do. Trén bénh
nhdn dang loc mdu, imipenem va cilastatin chi dugce khuyén cdo
khi loi ich vugt troi nguy co tiém tang. Poi vai bénh nhin loc mau
va cd bénh 1y than kinh, can dugc theo doi can than.

Khong di bing chimg dé khuyén céo liéu dung cho bénh nhan
thdm phan phiic mac.

Trieong hgp suy gan: Khéng khuyén céo hiéu chinh liéu.

Tré em: Khong khuyén céo imipenem va cilastatin cho tré em c6




https://trungtamthuoc.com/

lmlpenem vi ellsauﬂn

902

nhiém khuén TKTW do nguy co co git. Khéng sir dung imipenem
va cilastatin cho tré ¢6 cin niing dudi 30 kg kém suy than. Liéu
16i da cia |m|pcncm va cilastatin trén (ré em khong duge vugt qua
4 g/ngay. Liéu ding cho tré khong kém nhiém khuin TKTW nhu sau:

Tréem =3 thang 15-25 mgfkg mdi 6 glb

Tré em 4 tudn - 3 théang tudi: 25 mg/kg, mdi 6 gio.

Tré em | - 4 tudn twdi: 25 mg/kg, mdi 8 gio.

Tré em < | twin tudi: 25 mgkg, mdi 12 gio.

Tuong téc thubc

Tang tac dung

Probenecid: Dung dong thai probenecid, lm:pcncm va cilastin co
thé gy ting nong do va nira ddi trong huyel thanh cta ca nmpcncm
va cilastatin. Do vy, khdng nén dung dong théi cic loai thude nay.
Thude chong dong dudmg udng: Mét sb béo cdo ghi nhin s ting
tac dung cuia thude chéng dong duomg ubng, gdm ca warfarin, trén
bénh nhan ding phdi hop khang sinh. Nguy co nay khéc biét phy
thude vao loai nhiém khudn, tudi va tinh trang cia bénh nhén, do
do anh huong cia khang sinh 1én sy ting INR la khé dy dodn.
Cién gidm sat INR thuémg xuyén trong qué trinh sir dung phdi hop
khang sinh va thudc chdng dong dudmg udng.

Giam tac dung

Acid valproic: P ¢6 béo cdo vé viéc ding khang sinh carbapenem
(gbm ca imipenem va cilastatin) trén bénh nhin dang sir dung acid
valproic hodc divalproex natri dan dén giam néng d¢ cua acid
valproic dudi mirc ¢6 tic dung, do dé lam ting nguy co co giat.
Khéng khuyén cdo ding chung imipenem va cilastatin voi acid
valproic/divalproex acid, nén chon khéng sinh khac dé diéu tri cho
bénh nhan bi co giat dang kiém soat tot bing acid valproic hodc
divalproex natri.

Tdng doc tinh

Ganciclovir: Con dong kinh da xay ra & mol vai bénh nhan dong
déng thoi imipenem va ganciclovir. Chi két hop diéu tri cac thudc
nay khi lgi ich hon hin nguy co 6 thé xay ra.

Hiép dong - doi khdng véi cac khdng sinh khdc

Khang sinh nhom amlnoglycomd In vitro, céc ammoglycosui va
lmlpenem co tac dung diét khuén cong hop hodc hiép dong trén
mot s6 ching vi khuan Gram dwong nhu Enterococcus faecalis,
Staphylococcus aureus va Listeria monocytogenes, trong khi do
khong ghi nhin tac dung doi khang hay hiép déng trén hau hét céc
ching Pseudomonas aeruginosa va Emembac!enaceae

Khang sinh nhém beta-lactam: /n vifro, imipenem d6i khang téc
dung khing khuidn cua céc khang sinh beta-lactam khac (nhu
aztreonam, hau hét cic cephalosporin va penicilin pho rong)
trén rit nhiéu ching P. aeruginosa va mdt so ching Cinobacter,
Enterobacter, Klebsiella pneumomae, Mo:ganeﬂa morganii va
Serraa marcescens. Sy d6i khang nay lién quan dén |m|penem

cling nhu cefoxitin, la chit cam émg manh cho sy san xuat beta-
lactamase ctia vi khuan. Miic dil sy cam (mg nay khong anh huong
dén tac dung diét khuan cia imipenem va cilastatin, song cdc
enzym duge sinh ra gdy bat hoat hau hét cac cephalosporin va
penicilin. Tac dung ddi khang trén ldm sang tuy chua dugc lam rd,

nhung khong nén phéi hop céc thude nay trong diéu tri.

Céc khéng sinh khdc: In vitro, imipenem va co-trimoxazol néi
chung c6 sy hiép dong trén Nocardia asteroides, trong khi tic
dung déi khang gifra imipenem va cloramphenicol dugc ghi nhan
in vitro trén Klebsiella pneumoniae. Cling trén in vitro, di véi chung
P. aeruginosa da khang aminoglycosid va carbenicilin, imipenem
va norfloxacin ¢6 tac dung hiép dong hodc hiép ddng mot phén.

Tuy nhién, y nghia trén lim sang ctia nhimg twong tac nay chua ro.

Twong ky,
Imipenem én dinh & pH trung tinh khoang 6,5 - 7,5, mét hoat tinh
& pH acid hojc kiém. Khong tron Ian imipenem va cilastatin véi
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nhimg khang sinh khac. Tuy nhién, cic thube c6 thé dung dong
théri, nhung tiém & vi tri khac nhau.

Qui liéu va xir tri

Triéu chimg: Triéu chimg qua liéu c6 thé gom tang nhay cam than
kinh - co, con co gidt, 1d 1dn, rung co, non, budn nén, ha huyét ap,
nhip tim cham.

Xie tri: Ngimg imipenem va mlastatm diéu tri triéu chimg va ép
dung nhirng bién phép hd trg cin thiét. Co thé 4p dung tham tich
méu dé loai trir thude ra khoi méu.

Cap nhat lan cudi: 2020.

IMIPRAMIN

Tén chung qubc té: Imipramine.

Mi ATC: NO6AAO2.

Loai thube: Thube chong trdm cam ba vong.

Dang thude va ham lugng

Imipramin thudong duqn ding uong dang hydroclorid va embonat.

Ham luong duge biéu thi ¢ dang hydroclorid.

Vién nén, vién nén bao phim: 10 mg, 25 mg; 50 mg (dang imipramin
hydroclorid).

Vién nang: 75 mg, 100 mg, 125 mg, 150 mg (dang imipramin
pamoat).

Thuée tiém: 25 mg/2 ml (dang imipramin hydroclorid).

Dung dich udng: 25 mg/5ml (dang imipramin hydroclorid).

100 mg imipramin hydroclorid tuong (g véi 149,8 mg imipramin
embonat va 88,5 mg imipramin.

Durgc lye hoe

Imipramin 1a mdt thude chong tram cam ba vong dén xual
dlbenzazepm (dlbenzodlazepm) Imupramm co tac dung chéng trdm
cam chi yéu la do rc ché tai thu hbi serotonin va norepinephrin
vé mang trude synap cua noron than kinh ]_ém ting nong do cac
chat néy tai synap than kinh. Mirc d¢ trc ché tdi thu hoi serotonin
va norepinephrin twong dwong nhau. Ngoai ra, imipramin ciing
¢6 tac dung e ché cac receptor alpha adrenergic, cholinergic,
serotoninergic va khang histaminic.

Durqc déng hoc

Thuoc hép thu tét qua dudng ti€u hod, sinh kha dung khoang 95%,
dat ndng d6 dinh trong huyét twong sau khi ubng khoang 1 - 2 gio
va sau khi tiém bip khoang 30 phit. Thudc duge phan b rong
khiip cic mé, qua dugc hang rao miu - ndo, nhau thai va sira me.
Thé tich phan bo trung binh khoang 21 litkg; ty 1é lién két véi
protein huyét tuong khoang 86%. Imipramin chuyén hoa mét phin
& gan qua CYP2D6 thanh desmethyllmlpramln (chit ¢6 hoat nnh}
va cic san phdm chuyén héa khac. Thuoc thai trir qua nude tieu
khoang 80% va qua phdn 20%, chu yéu & dang chat chuyén héa
khéng ¢6 hoat tinh. Phian imipramin khéong chuyén héa va chat
chuyén hoa c6 hoat tinh desmethylimipramin thai trir qua nuoc tiéu
khoang 5% va 6% tuong img. Nira doi thai trir [a 8 - 16 gio.

Chi dinh

Céc triéu chimg trim cam.

Dii dim vé dém ¢ tré em.

Chéng chi dinh

Man cim véi imipramin hodc min cam chéo véi thude chéng trdm
cam 3 vong din xuat dibenzodiazepin.

Méi ¢6 nhdi méau co tim. Nghén tim hodc loan nhip tim. Hung cam.
Bénh gan ning. Glocom goc dong. Tré em dudi 6 tudi. Bi tiéu. Sur
dung déng thai véi IMAO hodc trong vong 3 tuan sau khi dimg
IMAO. Réi loan chuyén hoa porphyrin.



