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Chemicka struktura

» C v pozici 1, dvojna vazba
> Horsi stabilita
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Farmakokinetika
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Farmakokinetika

Davka i.v.

9]

Cmax 145-175

[mg/l]
AUC [mg-h/l] 42 572

Exkrece mati ~90 80
(nezménéne)
[%] (60-70)




Aktualni kazuistika

on its available a iencalirect

Antimiiabial

International Journal of Antimicrobial Agents Agents

Ot COMMILNE:

Decreased meropenem levels in Intensive Care Unit patients with augmented
renal clearance: benefit of therapeutic drug monitoring

ARTICLE INFO

» Dve¢ kazuistiky ARC — Augmented Renal Clearance
» 120- 160 ml/min
» Meropenem v davce 1 g co 8 h nedosahoval PKPD cile

» U 37-letého pacienta s ALL cil dosazanl® g / den
> U 66-leteho pacienta v sepsi po vykorfugg /den




Aktualni kazuistika

Optimal Meropenem Concentrations To Treat Multidrug-Resistant
Pseudomonas aeruginosa Septic Shock

Fabie Silvio Taccone,® Fréd

o

A patient with septic shoc
penem (ME

» Pacient v septickem SolR1 aeruginosa
» PKPD cil T nad 4xMIG 40 % davkoveho intervalu
» Cil dosazen azrpdavce 3 g co 6 h v 3 h infuzi




PK/PD charakteristika

> Ucinek je zavisly naase

» C_..nemaji zasadni vyznam

» Cilem davkovani je dosahnout 40 - 100 % (?)
davkoveho intervalu koncentraci nad 4xMIC (?)

» PAE mize zajistit efekt i fi suboptimalnindavkovani
» Dosahnout cile Ize

» ZvySenim davky

» Prodlouzenim inflze

» Kontinualnim podanim




Davkovani:
prodlouzené podani
» Prodlouzené I.v. infuze

» Imipenem

»  Studie s 2h i 3h aplikaci, neni registrovano

» Meropenem

»  Studie s 3h aplikaci, neni registrovano

» Doripenem

»  Studie i registrace 4h infazi

» Kontinualni aplikace

» Studie ukazuji shodné dosazeni PKPD cile s prodiouai inflUzemi
> Riziko nizké stability

> Zrejme neinasi dalSi vyhody — je ekvivalentni prodlouzen&mf




Aktualni studie

Send to:

-negative infections in the ICU: a before-after study.
M, Hoben A, | nn J H.

<lling. Profonged infu
& minimum

"
ing of meropenam, piperacillin-ta
ed infu

ble population
ermittent infu:

» 503 pacient s meropenemenpip/tazo nebo cefepimem

> Srovnani 30 min a 3 h infazi

> Zadny rozdil v Gsgchu I€by, mortalig, délce hospitalizace




Davkovani:
renalni insuficience
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Davkovani:
umelé eliminani metody

> Intermitentni hemodialyza
> Doporueni pro imipenem 250 mg co 12 h, vzdy po dialyze
» Pro meropenem 500 mg co 24 h po dialyze

> U AKI spiSe vyssSi davkovani

» Kontinualni elimingni metody

» Doporuieni pro imipenem i meropenem 500 mg co 12 h

» Vysoka &innost eliminace, zachovana diuréza

»  SpiSe normalni davkovani

Fish DN et al. Pharmacokinetics and pharmacodynamiemipenem during continuous renal
replacement therapy in critically ill patients. Amicrob Agents Chemother. 2005; 49(6):2421-8.




Aktualni studie

iability of antibiotic concentrations in critically ill patients
ntinuous renal replacement therapy: A multicentre

Darren M. Roberts
Louise Cole, Phi

ally ill patients receiving continuous renal

pi ent therapy, we aimed to assess the variability of anti- trations (mg/L) for meropenem
biotic trough co trations, the influence of effluent flow ra 204.0)/3.8 (3.4-21.8) for piper:
on such concentrations, and the i =nce of suboptimal antibiotic  for va nycin, and 3.7 (3.0-5.6) for ciprofloxac:
dosage. of dosing intervals did not meet predetermined

Design: Prospective, observational, multicenter, pharmacoki- peutic target concentrations, 40% did not acl e the higher
netic study. target concentration, and, during 1 f dosing intervals, antibi-

Setting: Four tertiary intensive units within the multicenter  otic concentrations were ive. i however, was
RENAL randomized controlled trial of continuous renal replace- found between patients on the b:

four critically ill adult patients with acute
kidney injury receiving ciprofloxacin, meropenem, piperacillin/ pharmacokinetics.
tazobactam, or vancomycin during continuous renal repl it Conclusions: There is significant variability in antibiotic frough
ly ill patients n ing continuous renal
We obtained trough blood samp! ent the , which did not only appe
antibiotic concentration e I dosi
easurements and Main Results: We obtained data from 40
ervals and observed wide variability in trough concen- 1
(6.7-fold for meropenem, 3.8-fold for piper: . Ker Womns: antibiotic; critically ill patient; d
fold for tazobactam, 1.9-fold for vancomycin, and 3.9-fold for namics; pharmacokinetics; therapeutic drug monitoring

> 24 nemocnych siznymi ATB p@i AKlI a CRRT

» Empirické davkovani dle dopateni

> V 15 % davkovych intervélnebylo dosazeno minimalnich
koncentraci, ve 40 % maximalnich v 10 % bytegavkovani




Stabilita

» Ve forme prasku pro fipravu roztok velmi vysoka

> V roztoku nizka
» Zavisi na teplat, i na koncentraci (meropengm
» Ve fyziologickem roztoku f teplog 15-25 °C

» meropenem 6 hodin
» imipenem 4 hodiny (cilastatin nedegraduje Carbapenem

>  ertapenem 6 hodin .

> V 5% glukoze

» meropenem 1 hodinu

>  Ostatni asi o0 1/3 kratSi nez ve FR COCHH




Redéni a inkompatibility

» Imipenem
> Redni FR a 5 % glukézou
> Inkompatibilni s laktatem, bikarbonatem, midazolaméukonazolem
Meropenem
> Redni FR a 5 % glukézou

> inkompatibilni s kalcium glukonatem, diazepamerdpzudinem,
doxycyklinem a ondansetronem

Ertapenem

> Redni pouze FR, ne v glukéze




Interakce

> Nejsou ve fazi distribuce (vazba na albumin)
» Nejsou na CYP 450 ani P-glykoproteinu (?)

» Potenciald vyznamné interakce

> Valproat
»  Snizeni plazmatickych koncentraci VPA
»  Zvysene riziko keci
» Teofylin
»  ZvySeny vyskyt keci pii konkomitantni [&bé
»  Vice meropenem, ménmipenem/cilastatinem a ertapenemem

>  Ziejme farmakodynamicka interakce (?)

Park MK et al. Reduced valproic acid serum concentrations due to drug interacitbnsavbapenem antibiotics:
overview of 6 cases. Ther Drug Monit. 2012 Oct;34(5):599-603.




Nezadouci &éinky:
kiece

> |Incidence

» Imipenem/cilastatin 3-33 %

» Ostatni do 1 %

» Mechanismus vzniku
» GABA antagonismus
» NMDA agonismus
» Terapie

» benzodiazepiny

TABLE 10-5
Seizures

Risk Factors for Drug-induced

s Cancer
- "._|_'.-I‘||_|'._.-|1' " ] '_:-|_|_-:_:-:',|—.'_|r,= i |_|_1II||_-"

« Concomitant use of central nervous system

History of epilepsy or seizures
ed metabolism of hepatically metabolized

I arugs in pPatsEnTs with

yd elimination of renally eliminated potentially

seizure-inducing drugs in patients with kidney disease
5 &

Miller AD et al. Epileptogenic potential of carbapsm agents: mechanism of action, seizure
rates, and clinical considerations. Pharmacothere11 Apr;31(4):408-23




Aktualni studie

ANTIMICROBIAL REVIEWS

Adverse Events Associated With Meropenem Vers

Imipenem/Cilastatin Therapy in a Large Retrospective
of Hospitalized Infants

M, NI PeneTy ClE

» Retrospektivni, kohorta 555&tils IMI a MER
> Signifikantrg vy33i vyskyt NU pro meropenem
Zadny rozdil pro vyskytieci (OR 96 %)

\

1ZSI mortalita u meropenemu

>
>




Dékujl za pozornost!




