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Antiinfektiva v intenzivni péci

— Sepse a septicky Sok zustavaji vyznamnym zdrojem mortality a
morbidity u kriticky nemocnych
— KliCem je vCasna a ucinna terapie
— zlepSuje preziti a vysledek
— Snaha optimalizovat terapii
— zmeény kinetiky
— specifika dynamiky
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4R spravné terapie

— Right drug
— citlivost
— penetrace do mista infekce
— vhodnost pro pacienta, toxicita
— lékoveé interakce
- Right time
— vcas
- Right dose
— zohlednéni specifik stavu

— Right duration
— de-eskalace, zméena z empirické na cilenou lIéCbu
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Davka — hladina
PK

iho stavu

— Hladina — ucinek
— mechanismus
— synergismus
- MIC
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PK/PD charakteristika ATB
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Davkovani

Antibiotic deploymeant
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Davkovani dle SPC

— Casto nedostate¢né informace
— Davkovani pro ,zdravé dobrovolniky”
— malo informaci pro kriticky nemocné
— Postupné zlepSovani, nicméne
— |éc€ba striktné dle SPC by €asto vedla k selhani
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Zmény PK parametru — A & D

— Absorpce
— veétsinou neni relevantni, IV podani

— Distribuce
- zvetseni V,

capillary leak

tekutinova resuscitace

koreluje s APACHE a SOFA skore
hypoalbuminemie vliv na vysoce vazana ATB
,rozliti“ hydrofilnich ATB

mensi zmeény pro lipofilni
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Zmény PK parametri — M & E

— Eliminace a exkrece

— dle zmeény funkce jater/ledvin

— renalni insuficience

— ale 65 % kriticky nemocnych bez preexistujici Rl -> ARC
— tekutiny, zvySeny CO, inotropni podpora, popaleniny...
— zvySené riziko selhani IéCby, pfedevsim u beta laktamu

- RRT
— hlavnim prediktorem je effluent flow rate

- ECMO

— zvysSeny V,, sniZzena clearance
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Chemickeé viastnosti ATB a zméeny PK

Ganeral PH
'
s
Altered PK in
Icu
i\
r
Example
antimicrobial
classes
L

Hydrophilic
antimicrobials

= L W
- Lot indrnceliular panatration
= Predominantly renal ClI

Lipophilic
antimicrobials

= High¥d
- High intracedlular penetration
= Predominantly kepatic Cl

-Twd

«CI'T or 1 dependent on renal
lunctian

« 4 imterstitial penetration

TP

= C1T or £ dependent on
hepatic funetion

= i inferstitial penetration

Bota-lactams
Aminoglycosides
Glycopeptides
Linezalid
Calistin

Flugonarals

Fluorequiralonas
Macralides
Lincosamide
Tigecycline

Curr Opin Crit Care 2015, 21:412-420
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\%

Vztah V, T,, a Cl

In(2) - V,

Tlfz = Cl

- Zjevne
—-Zi@¥Nhi clearance — delsi pologas
— sniZeni clearance — delSi polocas
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Correlation of PK/PD Parameters with Efficacy
for Ceftazidime against Pseudomonas aeruginosa
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100 300 1000 10 30 100 300 1000 20
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Andes & Craig, Int J Antimicrob Agents, 2002
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Tri kategorie

Cillécby PK/PD

Typ | Aminoglykosidy MaximalizovatC__ C__:MIC

Na koncentraci Daptomycin

zavislé s PAE Flurochinolony

Typ Il B-laktamy Maximalizovat %I T anic

Na Case zavislé bez Erytromycin dobu expozice

PAE Linezolid

Typ Il Azitromycin Maximalizovat fAUC,,,.:MIC
Na Case zavislé Vankomycin expozici

s PAE Tetracykliny

Klindamycin



PK/PD vztah

Tri zakladni moznosti

1. C, . .MIC bezrozmeérne Cislo]
2. %1, gomc % Casu]
3. fAUC,,,;:MIC [hodiny]

s

Jiné???
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Novy PK/PD cil? “Area Under Trough”
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Glykopeptidy

60

koncentrace vankomycinu (mg/1)

e

cas (h)
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Glykopeptidy

— Nefrotoxicita vankomycinu je zfejmé nizsi pri kontinualnim
podani

— RychlejSi dosazeni PK/PD cile
— Vyzaduje nasycovaci davku
= AUC:MIC 400, horni limit toxicity 750 mg/I*24hod

— Teikoplanin tri nasycovaci davky 11-15 mg/kg a 12 hodin
— Komplikace u hypoalbuminemie
— Vazba 71 and 97%
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Betalaktamy

— Nasycovaci davky
— Vliv zvétSeného V4

— Prodlouzeni infuze jako nejlepSi cesta ke zvyseni fT.yc
— SniZeni mortality - RR 0.66 (J Antimicrob Agents 2014; 43:403 — 411)

— Kontinualni infuze s otaznikem
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Betalaktamy a prodlouzena infuze

Is continuous infusion of imipenem always the best choice? @ —

Hana Suchiankovd *, Michal Lip3 ¥, Karel Urbdnek *, Michael N. Neely ©, Jan Strojil >
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ABSTRACT

Monte Carbo simulations allow peediction and comparison of concentration-time prafiles arising from
different dosing regimens in a defined population, provided a population pharmacekinetic model has
bien cstablighed. The sims of this stedy wene (o cvaluate the populstion pharmacokanetics of inspenem
in critically il patients with hespital-acquired preurmsonia (HAM) and to dssess the probability of tanget
artainmens {FTA} and comulaive fracion of response (CFR] using EUCAST daca, A owo-comiparmmenit meoded
hased on a data sot of 19 subpects was emploped. Vanious dosage regimeens at 0.5-h and 3-h infusion rates
and as coninuous infusion were evaluated Jgainst the pharmacodynamic rargets of 20T e, ST u
and) VOEIT se. For tho carpes of S006T e, a0l 0.5 indusion regimens schicved optimal coposanes (CFR 2 90E)
against Escherichio coli and Saplsyococss aunaes, with nearty opiemal cxposure agaimst Kidwello preymonios
[CFR = 89.4%). The 3-h infusions amd continwous infusion exceeded 975 (Rt againa all pathogens with
the exception of Psendomonas serugino dnd Acietobacer spp., where the maximum CFRs were B5.52
and BRAE, respectively. For the 1007w target, only coninuous infusson was assecidned wirh nearky
optimal exposunes. Higher FTAS for the targets of 08T e and 1005w were achieved with 3-h in-
fusions and cominoous infugion in comparison with 0.5-h infutiont; linsever, comanuous mfusion canmies
a risk of not reaching the MIC of leis susceptible pathogens in a higher proportson of patiems. bn oritis
cally il patsents with HAF weith risk factors for Gram-negative non-fermenting bacieria, maxinaun doses
addmindsiered a8 extendid infusions may be necessany.

© 2017 Edsewier BY. and intermaonal Socicty of Chemotherapey. All rights resenved.
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Aplikace v praxi bez TDM

— Nasycovaci davky!
— PIna davka bez ohledu na exkreci
— Nasobek nebo vice davek

— Udrzovaci davky

— Zlaty standard sbér moCi 8 — 12 h

— eGFR — CKD-EPI lepsi nez MDRD nebo C-G, vSechny selhavaiji,
CAVE u ARC

— Zpusob podani — znat ATB, znat pacienta
— Prodlouzené infuze u time-dependent

— Vysoké davky u concentration dependent

— Revize davek dle stavu, MIC!
— Minimalizace toxicity
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Aplikace v praxi s TDM

— Nasycovaci davky!
— Plna davka bez ohledu na exkreci
— Nasobna davka nebo vice davek (vankomycin, teikoplanin)
— Merit vCas
— Po prvni davce zjistim V|
— Druhy den
— Cilit na odpovidajici PK/PD cil
- Merit opakovane
— Volna frakce je u€inna
— Koncentrace ve tkanich nemusi byt stejna
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Souhrnem

— Rychlé dosazeni ucinnych hladin

— Nasycovaci davky

- VvV,

— Vyuzivat davkovaci rozmezi dle SPC (a vic)
- Znat ATB
— Znat pacienta a jeho chorobu

— Monitorovat a predvidat
— Spravna technika TDM, kde je k dispozici
— Vliv zmén eliminace
— CRRT, IHD, ECMO
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Déekuji za pozornost
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