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Yogun Bakim Hastasi...

Antibiyotik Tedavi Basarisizliklarinin Baslica Nedenleri

v Yanlis Basarisizlik v" Farmakolojik Basarisizlik

o Yanlis tani Co_Yetersiz ilag diizeyi >
o AB’den etkilenen komorbidite @~ © Yetersiz drenaj

o AB’In inaktivasyonu

v Hasta ile iligkili v Mikrobiyolojik Faktorler
irencg geligsimi
o Antimikrobiyal etkinin
etersizligi

o Uyum sorunu
o Uygulama yolu hatasi
o Immiindiskiin hasta
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Usual causes of PK variations in critically ill patients
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Farmakokinetik/
Farmakodinamik Indeksler
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Doz-Sure Etkisine Gore
Antibiyotikler

v’ Konsantrasyona Bagli Etki v’ Zamana Bagl Etki

o Aminoglikozitler o Beta-laktamlar
o Florokinolonlar o Makrolidler
o Ketolidler o Klindamisin

o Metronidazol

v' Konsantrasyon ve Zamana Bagl Etki
o Glikopeptidler
o Oksazolidinonlar
o Gilisilsiklinler




ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, May 1993, p. 1073-1081 Vol. 37, No. 5

0066-4804/93/051073-09802.00/0
Copyright © 1993, American Society for Microbiology

Pharmacodynamics of Intravenous Ciprofloxacin in
Seriously Ill Patients
ALAN FORREST, DAVID E. NIX, CHARLES H. BALLOW, THOMAS F. GOSS,
MARY C. BIRMINGHAM, anp JEROME J. SCHENTAG*

Center for Clinical Pharmacy Research, School of Pharmacy, State University of New York at Buffalo,
Buffalo, New York 14260, and The Clinical Pharmacokinetics Laboratory,
Millard Fillmore Hospital, Buffalo, New York 14209-1194

v' 74 hasta; 2x200 mg — 3x400 mg i.v.
AUC/MIK Klinik Mikr

<

>
P

125 (n=19) %42 %26
125 (n=45) %80 %82
0.005 0.001



Mikrobiyal Eradikasyon

AUC/MIK Sure

<125 >32 gun
125-250 6.6 gun
>250 1.9 gun

Forrest A, et al. AAC 1993
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Pharmacokinetics and pharmacodynamics of levofloxacin in
critically 11l patients with ventilator-associated pneumonia

Ria Benko®*, Maria Matuz?, Peter Doro®, Zoltan Peto®, Anna Molnar®,
Edit Hajdu®, Erzsebet Nagy ¢, Janos Gardi ¢, Gyongyver Soos?

* Department of Clinical Pharmacy, Faculty of Pharmacy, University of Szeged, H-6725 Szeged, Szikra u. 8, Hungary
. Department of Anaesthesiology and Intensive Care, Faculty of Medicine, University of Szeged, Szeged, Hungary
€ Department of Clinical Microbiology, Faculty of Medicine, University of Szeged, Szeged, Hungary
4 Endocrine Unit and Research Laboratory, Faculty of Medicine, University of Szeved, Szeged, Hungary

Target PEKJ/PD Smudy Dedicated MIC values
parameters MIC?
031 mg/L 025 mg/L. OS5 mgl/l 1 mg/l 2mo/1 "
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Kinolonlar

v Standart dozlarda bir gok patojen igin AUC/
MIK>125 oranini saglayamazlar

v

v Nozokomiyal pndmoni icin siprofloksasinin 8
saatte bir 400 mg, levofloksasinin 750 mg/gun
kullanimi onerilmekte

Deryke CA. Pharmacotherapy 2007
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Dalybuios HRellsed Steady-state trough serum and epithelial lining
Ay Al fluid concentrations of teicoplanin 12 mg/kg
Dhemimigoe Beciy per day in patients with ventilator-associated
Bertraed Hébnen paeumonia

Wikare Comt

v 12mg/kg; ilk iki gun 12 st, sonra 24 st ara ile
v 4-6.gun ornekleme

v'Serum duzeyleri beklenenden dusuk; ELF
duzeyi beklenenden yuksek

v'VIP dozu en az 12mg/kg olmall



Vankomisin

v  AUC/MIK en iyi gosterge: >400

v'Standart dozlarda (2x1g) S. aureus MIK>1
mg/L ise yetersiz kaliyor

Sakoulas G. J Clin Microbiol 2004

v'MIK 22 olan S. aureus ve KNS
izolatlarinda 3x1g dahi yetersiz kalabiliyor

Kuti JL. Clin Microbiol Infect 2008

v'Vankomisin MIK =2 MRSA pnémonisinde
tedavi basarisizligi icin bagimsiz faktor

Hidayat LK. Arch Intern Med 2006



IDSA GUIDELINES

Vancomycin Therapeutic Guidelines: A Summary
of Consensus Recommendations from the Infectious
Diseases Society of America, the American Society
of Health-System Pharmacists, and the Society

of Infectious Diseases Pharmacists

Michael J. Rybak,'** Ben M. Lomaestro,* John C. Rotschafer® Robert C. Moellering, Jr.*’* Willam A. Craig,’
Marianne Billeter," Joseph R. Dalovisio," and Donald P. Levine®

Clinical Infectious Diseases 2009; 49:325-7

v AUC / MIK > 400
25-30 mg/kg yukleme; 15-20 mg/kg 8-12 saatte bir

v 1.5-2 saat infuzyon; 4. dozdan 6nce serum dizey q

15-20 mg/l vadi dizeyi gerekli



Pharmacokinetics and preliminary safety of @ ,
. R ° CrossMark
high dose linezolid for the treatment of

Gram-positive bacterial infections

Table Z microbiological, pharmacckinetic and tolerability data.

PL Infection Pathogen Conving (Crmaxy, Baseline/Ninal Baseline /final HY RHasmatdlogical toxicity Clinical All-cause
(mg/L} platelet count {celis/mcl) Clre mortality
{celis/mel)

1 ntra-aboominal E. feecium 1.7/7:4 170/245 8.2/8.7 Rone Yes No
Intra-abcominal Empirical 21.9/341 237140 91592 Thrombocytopenia Yes Yes

3 Central nervous MR5A 0.8/11.4 269/244 11,2125 None Yes No
system

4 Respiratary MRSA 11.5/27.4 1771465 8.4/9.1 Thrombocytopenia No Yes

5 Respiratary Enpirical 6.2/19.8 136/15 13.8/8.2 Thrombacytopenia | Anaemia Yes No

& Post-surgical E. foecolls/E. 38.6/46.7 365/90 8.2/8 Thrombocytopenia Yes No
sepsts and faecium/ MRS A
urinary

7 Pespiratary MRSA 1.1/18.1 784/366 8.5/8.1 Hone Yes Yes

Lopez-Garcia B& Luque S. J Infect 2015; 71(1): 604-607




YBU izolati ve Monte Carlo
Simulasyonuna gore dozlar

Probability of achieving bactenostatic/bactericidal pharmacodynamic target (%)

Regimen Overall Enterobactenaceace P. aeruginosa A. baumannii
Aztreonam 1 g every 8 h° 75/64 87/84 78/57 35/10
Aztreonam 2 g every 8 h° 82/73 90/86 9/73 57127
Cefepime | g every 8 h° 82/73 95/92 82/63 46/34
Cefepime 1 g every 12 h° 76/61 03/88 68/32 3719
Cefepime 2 g every 8 h° 88/81 96/95 92/80 61/45
Cefepime 2 g every 12 h° 83/70 9591 85/54 48/29
Ceftazidime 1 g every 8 h° 80/75 87/85 8577 51/40
Ceftazidime 2 g every 8 h° 93/79 95/85 95/83 83/49
Ceftnaxone | g every 24 h* 46/39 81/78 3N 113
Ceftnaxone 2 g every 24 h* 52/47 84/82 12/4 22/8
Ertapenem 1 g every 24 h* 63/56 97/95 22/8 29/11
Imipenem (.5 g every 6 h* 86/81 100/97 79770 89/72
Piperacillin/tazobactam 3.375 g every 4 h° 80/75 89/85 84/78 53/46
Piperacillin/tazobactam 3.375 g every 6 h® 78/67 87/78 82/67 49/39
Piperacillin/tazobactam 4.5 g every 6 h® 79/71 88/83 84/72 50/42
Piperacillin/tazobactam 4.5 g every 8 h” 67/46 86/54 79/43 47125
Ticarcillin/clavulanate 3.1 g every 4 h° 75/68 84/81 65/52 59/52
Ticarcillin/clavulanate 3.1 g every 6 h° 68/53 81/74 5629 53/43

Burgess D, Frei CR. JAC 2005;56, 893-898



Clinical Infectious Diseases 4 2.0

Management of Adults With Hospital-acquired and
Ventilator-associated Pneumonia: 2016 Clinical Practice
Guidelines by the Infectious Diseases Society of America
and the American Thoracic Society

Table3 Suggested Enpiric Treatment Options for Clinically Suspected Ventilator-Associated Pneumonia in Units Where Bmpiric Methicillin-Resistant
Staphylococcus aureus Coverage and Double Antipseudomonal/Gram-Negative Coverage Are Appropriate

A GramPazitve Atbhotes With B. GamNegatve Antbotos With C. GamdNagstve Anthotes With Amtipsaudomon 2
MRSA Actwiy Antpmaudomansl Actaity: Mactam-Basad Agents Actwty: Non b Lactam-Basad Agunts
Gycopeptdes* Antpssudomans penciins® Fuooqundones
Vencormyon 15 mglsg V gi-124h Pperaciintaxbactam 4 5g V gdq®™ Oprafioxacn 400 mg V gdh
foonsidar & bading dase of 2530 Lowfoxaon 780 mg IV q28h
mg'xg x 1 for savers lnoss)
OR OR OR
Oraxmlidmones Caphaio=porine” Aminagyocosdes™®
Lnaxid 600mgiVal2h Colepime 2g IV g Armvicaan 15-20 mglg IV g2
Coftasdeme 2 g1V g8h Gantarmion 5-7 mgfg V q23h
Tatiesryon 57 mglkg V 24
OR OR
Cartepenama” Polyrryxns™*
imipenem 500 mg 1V oBh’ Colistn Smgfeg IV x 1 floading dose) Tollonmad by 2.5
Mampanen 1g IV gidh mg = {1.5 x CCle 30) 1V q125 imsntanance dase) {135]
Podymyxn B8 2.5-3.0 mgfeg/ddivded in 2 dsiy V dasas
OR
Monobisctams'

Axveonam 2g WV qdh




Tigesiklin Klinik Basari icin Gereken
FK/FD (AUC/MIK)

v'Komplike Intraabdominal Enf = 6.96

Passarell JA, et al. AAC 2008; 52(1):204-210

v Komplike Cilt Yumusak Doku Enf = 17.9

Meagher AK, et al. AAC 2007; 51(6):1939-1945

v'Hastane Kokenli Pnomoni = 5.70

Bhavnani, IDSA 2007



De Pascale et al, Critical Care 2014, 18:R90
http://ccforum.com/content/18/3/R90

C, crimicaL caAre

RESEARCH Open Access

High dose tigecycline in critically ill patients with
severe infections due to multidrug-resistant
bacteria

Gennaro De Pascale’, Luca Montini', Mariano Alberto Pennisi', Valentina Bernini', Riccardo Maviglia', Giuseppe Bello,
Teresa Spanu’, Mario Tumbarello” and Massimo Antonelli’

SD TGC group (n=30) HD TGC group (n=33) P-value

Responsible pathogens, n (%)

Acinetobacter baumanni XDH 131433) 15(454) 0.86
Kiebskella pneurnonioe MOR/XDR 10{333) 20 (60.6) 0.03
Other bacteria 14 (46.6) 6 (181) 0.01
MIC valug 1 to 2 meg/mL® 8 (32) 23 (79.3) <0.01
Clinical and microbiological outcome, n (%)

ICU montality 20 (66.6) 16 (484) 0.14
Clinical cure 10{333) 19 (57.5) 0.05

Micaobiological eradication 7 (304) 12 (57.1)

0.07



Tigesiklin Yuksek Doz

Logistic regression analysis of factors associated
with clinical cure in 63 patients with ventilator-associated
pneumonia

Variable Multivariate analysis

Odds ratio  95% CI  P-value
SOFA score at infection occurrence 066 051, 0.87 0.003
Initial inadequate treatment 0.18 005, 0.68 0.01

High-dose tigecycline group 625 159, 2457 0009

Critical Care 2014;18:R90



Table 4 Recommended Initial Empiric Antibiotic Therapy for Hospital-Acquired Pneumonia (Non-Ventil ator-Associsted Pneumonial

Notat Hgh Risk of Montaity® and no

Facors increasng the Likeffhood of

Not at High Resk of Moaday® but Wieh Factos

High Risk of Martaity or Rocept of imavenous

MRSAR® Incomesng tha Likelhood of MRSAD Amtbotes Dusng the Pror 0 ©

One of the foloweng: Onaof the blowng: Twa of the faloweng, avod 2 fecams:
Fonmciintzobacten® 45g NV g Poorodintaobacten® 4 5 g V ghn Poomciintactecta® 459 NV ggh
OR OR OR

Cofagema® 2g V gy Cadprme® orcoftcdrme®2g IV q8h Cotepirme® or conftandera® 291V gh
OR OR OR

Levoficxasn 750 rmg IV daly

mponar’ S00mg IV g

Marcpanam™ 1g1V gih

Lovoforacn 780 rng IV dady
Copmfoxacn 200 mg V g8h
OR

mpanen® 500 mg NV gh
Manpanem™ 1g IV qih
=

Levotiooaon 750 mg IV dady
Copmfaxacn 200 mg V géh
OR

mpenarf 500 mg 1V gbh

Maropanamn” 191V gl
—

PHARMACOKINETICPHARMACODYNAMIC
OPTIMIZATION OF ANTIBIOTIC THERAPY

Remarks: PK/ PD-optimized dosing refers to the use of anti-
biotic blood concentrations, extended and continuous infu-
sions, and weight-based dosing for certain antibiotics.

oo regenan or HAP

if patent has severs panciin dlegy and azveoriam = gong 1 ba usad
mstead of any fractan-bxsed amtibotc, ndude covarage for MSSA.

CID 2016:63 (1 September) o Kalil et 2l




Zamana Bagl Etki
T>MIK

v’ 2-log’luk oldurme (maksimal) icin iki doz
aralijinda ilag konsantrasyonunun MIK
duzeyi Uzerinde kaldigi surenin yuzdesi

Antibiyotik Uremenin durmasi |2-log 6ldiirme
Penisilin %30 %350
Sefalosporin %40 %60-70
Karbapenem %20 %40

%T>MIK orani ayni oldugunda ayni mikrobiyolojik sgpuglaralipapystites pis 2003
Drusano GL. Clin Infect Dis 2003



Seftazidim Devamli Inflizyon

‘ The image cannot be displayed. Your computer may not have enough memory to open the image, or the image may have been corrupted. Restart your computer, and then open the file again. If the red x still appears, you may have to delete the image and then insert it again

BJ. Br J Clin Pharmacol 49; 184-191



Piperacillin penetration into tissue of critically ill patients with
sepsis—Bolus versus continuous administration?

Jason A. Roberts, BPharm (Hons); Michael S. Roberts, DSc; Thomas A. Roberison, PhD;
Andrew J. Dalley, PhD; Jeffrey Lipman, FJFICM, MD

Tiimii VIP 13 hasta (7 bolus, 6 devamli infiizyon; 12/1.5 gr/giin

- |nfusion serum

b === Infusion tissue
~—— Bolus serum
TS "R T T " | ‘oo Bolus tissue
o
-
E
S S
g
3
2 : :
: ’
: Y
S5 0.001 g 4
0.0001 Y T T u T T T
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Time (mqu)

i~

Crit Care Med 2009; 37:926 —933



Piperasilin/Tazobaktam
Bolus, Uzun veya Devamli Inflzyon

v Karsilastirilan Uygulama
o 3.375 gr - 30dk - 4 saat ara ile
o 4.5 gr - 4 st infuzyon - 6 saat ara ile
o 18 gr - devamli inf - 24 saat ara ile

*Devamli veya uzun inf ile ~
MIK=32 icin T>MIK %90

*Bolus ile
MIK=8 icin T>MIK %90

Kim, et al. Pharmacotherapy 2007; 27: 1290-7




Alveolar concentrations of piperacillin/tazobactam administered in
continuous infusion to patients with ventilator-associated pneumonia™

Emmanuel Boselli, MD, PhD; Dominique Breilh, PharmD, PhD; Thomas Rimmele, MD;
Christian Guillaume, MD; Fabien Xuereb, PharmD; Marie-Claude Saux, PharmD, PhD; Lionel Bouvet, MD:

Dominique Chassard, MD, PhD; Bernard Allaouchiche, MD, PhD

v'>16 mg/L alveolar konsantrasyonu saglamak icin

35—40 mg/L serum duzeyi gerekli

v'16/2 g /Igun dozun devaml infizyonu gerekli

v Renal yetmezlikte dlzey takibi gerekebilir

Crit Care Med 2008; 36:1500-1506



ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, Apr. 2009, p. 1476-1481 Vol. 53, No. 4
0066-4804/09/508.00+0 doi:10.1128/AAC.01141-08
Copyright © 2009, American Society for Microbiology. All Rights Reserved.

Population Pharmacokinetics of High-Dose, Prolonged-Infusion
Cefepime in Adult Critically Ill Patients with
Ventilator-Associated Pneumonia’

2

Anthony M. Nicasio,' Robert E. Ariano,’ Sheryl A. Zelenitsky,” Aryun Kim,' Jared L. Crandon,’
Joseph L. Kuti,' and David P. Nicolau'*

v'3x 2 gr;3 saat infuzyon ile T>MIK %50
MIK

8 3 %91.8
16 —— %78.1

32 %50.3



Uzun / Devamli Infiizyon Gerekliligi. ..

v Seftazidim; VIP; 4 gr DI
Boselli, et al. Intensive Care Med 2004; 30:939
v Sefepim;
o VIP; 3x2 gr- 3st inflizyon

Nicasio, et al. AAC 2009; 53: 1476

o HKP; 2Y+ 4g DI

Boselli, et al. Crit Care Med 2003; 31:2102-2106



Uzun / Devamli Inflizyon
Gerekliligi...

v Meropenem; VIP, 3 st infizyon
Jaruratanasirikul, et al. AAC 2005; 49:1337

v Doripenem; Faz Il, lll; 1-6 st inflzyon
Bhavnani, et al. AAC; 49: 3944
v Imipenem;
o VIP: DI

Sakka, et al. AAC 2007; 51: 3304

o VIP; 2st inflizyon
Jaruratanasirikul & Sudsai. JAC 2009; 63: 560-63



Antimicrobial
Agents
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Linezolid pharmacokinetic/pharmacodynamic profile in critically 1ll
septic patients: intermittent versus continuous infusion™

in critically ill septic patients

Pharmacokinetic/pharmacodynamic parameters of linezolid after intermit-
— {ent infusion (Group I) or continuous infusion (Group C) of 1200 mg daily

Parameter Group 1 Group C
AUCg 244 (mg h/L) 154.21 + 59.59* 179.72 +59.012
AUC24 481 (mg h/L) 21091 £ 66.01* 200.64 £ 80.15°
AUCgsg 77}, (mg h/L) 188.16 + 136.58*  245.75 + 104.81*
Mean AUC/2 mg/L MIC 92.2 +45.2° 103.03 + 39.82
AUC/2 mg/L. MIC =80 5/8 (62.5%)° 7/8 (87.5%)°
Tiotat > | mg/L MIC (%) 99 100
Ttree > 1 mg/L MIC (%) =85%  4/8 (50%)°" 8/8 (1009 )°
Tiotal > 2 mg/L MIC (%) 94.3 100
Tiree >2mg/L MIC (%) =85%  3/8 (40%)"" 8/8 (1009%)°
Time (h)

*p<0.05 **p<0.01

C. Adembri ,et al. IJAA 31 2008;122-129



Piperacillin-Tazobactam for Pseudomonas aeruginosa
Infection: Clinical Implications of an Extended-
Infusion Dosing Strategy

Thomas P. Lodise, Jr."* Ben Lomaestro,® and George L. Drusano®

v" Calisma grubu (2002-2004): 3.375 g, 8 saatte, 4 s uzamis
infuzyon

v Kontrol grubu (2000-2002): 3.375, 6 saatte bir, 30 dk inflizyon

APACHE Il >17 grupta

Piperasilin/Tazobaktam 30dk 4 st inflzyon P
14. gun mortalite 31.6 12.2 0.04
Hastanede yatis* 38 gun 21 gun 0.02

Lodise, et al. CID 2007; 44: 357-63



Beta-laktamlarin devamli infuzyonla
kullanimi — sistematik derleme

v 30 makaleden 14’lG degerlendirmeye alinmis

v Devamli inflzyon Klinik sonucu anlamli olarak
degistirmiyor ancak belirgin faydalari var

v Hastanede yatan tim hastalar icin uygulanmasi
bir avantaj olmayabilir ancak spesifik gruplarda
or. Kritik hastalarda faydali olabilir.

Roberts JA. Crit Care Med 2009




Management of Ventilator-Associated Pneumonia
Diaz E, Ulldemolins M, Lisboa T, Rello J.
Infect Dis Clin N Am 2009; 23: 521-533.

Table 2

Final recommendation for antibiotic treatment in patients withVAP

Patient Category Antibiotic Treatment

No risk factors for MDR organisms Amoxicillin-clavulanate
Ampicillin-sulbactam
Ertapenem

At risk for: Pseudomonas aeruginosa Initial empiric antibiotic treatment
Imipenem/cilastatin: 2 h infusion
Meropenem: 3 h infusion
Doripenem: 4 h infusion
Piperacillin-tazobactam: 4 infusion
Ceftazidime/cefepime: continuous infusion
Combination with

Ciprofloxacin

MRSA Linezolid
Vancomycin: continuous infusion to
trough levels of 15-20 microg/mL
Acinetobacter baumannii Ca
Sulbactam
Colistin
Previously treated with antibiotic:
Previous Recommendation
p-lactam Carbapenem
Ciprofloxacin Avoid imipenem
Carbapenem Piperacillin-tazobactam

Aminoglycoside Ciprofloxacin or change aminoglycoside type




Continuous versus intermittent infusions of antibiotics for the

treatment of severe acute infections (Review)

Shiu JR, Wang E, Tejani AM, Wasdell M

Authors’ conclusions

No differences in mortality, infection recurrence, clinical cure, super-infection post-therapy, and safety outcomes were reported when
continuous infusions of intravenous antibiotics were compared with traditional intermittent infusions of antibiotics. However, the
wide confidence intervals suggest that beneficial or harmful effects cannot be ruled out for all outcomes. Therefore, the current
evidence is insufhicient to recommend the widespread adoption of continuous infusion antibiotics in the place of intermittent infusions
of antibiotics. Additinal large prospective randomised trials, with consistent and complete reporting of clinical outcome measures,

conducted with concurrent pharmacokinetic and pharmacodynamic studies in special populations, are required to determine whether

adoption of continuous antibiotic infusions is warranted in specific circumstances.

o Klinik Basari
* n=975, RR 1.00, %95 GA 0.93-1.08, P =0.98

o Tedavi sonrasi superinfeksiyon
- n=2813, RR 1.08, % 95 GA 0.60 -1.94, P = 0.79

Cochrane Database of Systematic Reviews 2013, Issue 3. Art. No.: CD008481.



v 3 RKC + ../ 632 hasta

o yas, cins, hastalik ciddiyeti

Devamli Intermittan RR (%95 GAA) p
H. Olim  19.6% 26.3% 0.74 (0.56-1.00) 0.045
Sifa 55.4% 46.3% 1.20 (1.03-1.40)
0.021

v Cok Degiskenli analiz / Hastanede mortalite
o intermittan 3-laktam
o Yuksek APACHE Il SKORU
o Renal replasman tedavisi
o Nonfermentatif GNB

Roberts JA,et al. AJRCCM 2016



Continuous Infusion of Beta-Lactam Antibiotics
in Severe Sepsis: A Multicenter Double-Blind,
Randomized Controlled Trial

Joel M. Dulhunty,' Jason A. Roberts,' Joshua S. Davis? Steven A. R. Webb,? Rinaldo Bellomo,* Charles Gomersall®
Charudatt Shirwadkar,® Glenn M. Eastwood,* John Myburgh,” David L. Paterson,® and Jeffrey Lipman'

Intervention

Endpoint Group Control Group P

Plasma antibiotic 18 (81.8% ) 6 (28.6%) 001
concentration >MIC

Clinical cure (test of 23 (76.7%) 15 (50.0%) 032
cure date)

Clinical cure (test of 21 (70.0%) 13 (43.3%) 037
cure date with
treatment exclusions)

Clinical cure (last day 9 {30.0%) 6 (20.0%) 37
of blinding)

Time to clinical 11 (6.75-24 25)° 165 (7-28)° 14
resclution (days)

Time to resolution of 6 (2.5-22.5)° 5(3-27)° 79
CRP (days)

ICU length of stay 7.5 (4-12) 9(5-14.25) 50
( postrandomization)

ICU-free days
All 19.5 (12.75-24) 17 (.75-22) 14
ICU survivors 20.5 (16-24)° 18 (12.75-22)¢ 22

; Clinical Infectious Diseases 201356(2)236-44
ICU survival 28 {93.3%) 26 (86.7%) 67

Hospital survival 27 (90.0%) 24 (80.0%) 47



Intensive Care Med (2016) 42:1535-1545
DOI 10.1007/s00134-015-4188-0

CrossMark

Klinik Basari
Di %56; IB %34 ; p = 0.011 LISS):

ventilator-free gun s
DI 22; IB 14 giin; p<0.043

PK/PD hedefi fT>MIK saglama
1.gun %97 vs %70 ; p<0.001
3. gun %97 vs %68 ; p<0.001

Cefepime

Clinical ¢ 14. ve 30. gunde fark yok

P, aeruginosa mfecuon, n (%
13 (52) 6 (25) 27 (=05 10 0.1)
10 (44) 12 (38) 6 (—0.3 10 0.2)




International Journal of Antimicrobial Agents 49 (2017) 255-258

Contents lists available at ScienceDirect

N
International Journal of Antimicrobial Agents /\Q\J

F [ \r\ |( R journal homepage: www.elsevier.com/locate/ijantimicag

Short Communication

Mlght real- tlme pharmacol<met1c/pharmacodynamlc optlmlsatlon of @Cmsm P

KI|n|k Basari: ort 14 gun sonunda %73.3

Belirleyiciler:
Css/MIC 21 (OR = 10.556, 95% GA 1.612—-69.122; P = 0.014)
Css/MIC 24 (OR =12.250, 95% GA 1.268-118.361; P = 0.030)

Charlson komorbidite indeksi 24 (OR = 0.158, 95% CI 0.025-
0.999; P=0.05).

Gercek zamanl TDM ile uygulanan yiiksek doz Di meropenem
MIK < 64 mg/L KPC-KP’ de klinik sonuclar diizeltebilir
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Ozetle Yuksek Doz

v'Cogu ajan icin ozellikle HKP/VIP’te
standart uygulama olmall

v'|deal olan Terapdtik llag Monitorizasyonu

o Ozellikle beta-laktam disi ajanlarda

v'Secili ajanlarda mecbur kalindiginda dogru
doz secimine 0zen gosteriimeli



Ozetle;
Uzamis/devamli infuzyon

o FK/FD veriler kesinlikle destekleyici

o Klinik sonuglar daha fazla veri gerektirse de
kritik hastada yararli olabilir

o Panresistan bakteri enfeksiyonlari; direncin
hakim oldugu ortamda ampirik tedavi baslica
arastirma konulari olacaktir



Tesekktir ederim



