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Antibiyotik Duyarlilik Sonuclari Yeterli mi?

Clinical
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Farmakodinamik

Minimal inhibitdér Konsantrasyon (MIK):
Invitro belirlenir
Statik bir parametredir
Oldurici etkiyi gdstermez
18-24 saat sonundaki durumu gosterir

Antibiyotik sonrasi etkiyi gostermez
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Asil etkiyi gosteren serbest ilac!

Proteine baglanma Etkin konsantrasyon



[ MIK

\ Cmax

Florokinolonlar
Aminoglikozitler
Metronidazol
Telitromisin
Daptomisin

Q/D

T/ MiK

Penisilinler
Sefalosporinler
Aztreonam
Karbapenemler
Vankomisin
Eritromisin
Klaritromisin
Linezolid
Tigesiklin
Doksisiklin

Klindamisin

AUC / MIK

Florokinolonlar
Vankomisin
Tigesiklin
Aminoglikozitler
Azitromisin
Linezolid

Tetrasiklinler
Q/D




Belirleyici Olan MIK ? FD PARAMETRELER

C MiK

Concentration

C,..-MIC or Peak:MIC
AUC:MIC

C.-MIC

'

Time (hours)



0.693 X Vd
CL

T1/2 —

Klirens arttikca AB yari 6mru kisalir
Dagilim hacmi arttikca AB yari 6mri uzar

Dagilim hacmi arttikca C max azalir

Dagilim Hacmi (Vd) Artar:
Kapiller kacak Vazodilatasyon Hipoalbuminemi Mekanik ventilasyon

Cerrahi drenler Yanik Plazmaferez vb. Agresif sivi tdv.

Klirens Artar

Hiperdinamik Sok inotrop ajanlar Cerrahi hastalar Travma hastalari Yanik

Klirens Azalir

Hipodinamik Sok Organ yetmezlikleri Dahili hastalar




Hidrofilik Antibiyotikler

Disuk vd

Bobrekten eliminasyon

Dusuk hicre ici
penetrasyon

Artmis Vd
Artmis / azalmis klirens

Azalmis intersitisyel
penetrasyon

Aminoglikozitler
Beta-laktamlar
Linezolid
Glikopeptidler
Kolistin
Daptomisin

Lipofilik Antibiyotikler

Yuksek vd

KC’den eliminasyon

Yiksek hucre ici
penetrasyon

Degismeyen Vd
Artmis / azalmis klirens

KRITIK

HASTA

Degismeyen intersitisyel
penetrasyon

Kinolonlar
Makrolidler
Linkozamidler
Tigesiklin




Monte Carlo Simiilasyon Testi (MCS)

Kisiler arasi farmakokinetik farkliliklari simtle ederek

C... T ve AUC

max’

tahmin etmeye yarayan matematik modelleme yontemidir.

Hedef (FD) Degerlere Ulasma Olasiligi (PTA)

Degisen MIK degerlerine karsilik konsantrasyon-zaman egrisinde

hedeflenen FD degerlere ulasabilme olasilig




 BETA-LAKTAM ANTIBIYOTIKLER

SURE BAGIMLI OLDURUCULER:
v’ Konsantrasyondan bagimsiz etki

v PBP acilasyonu anlik degil Zaman icerisinde gerceklesir !
v T/ MIK tim beta-laktamlarda ayni degil

Statik etki:

Penisilin %30, Sefalospoirinler %40, Karbapenemler %20

Sidal etki:

Penisilin %50, Sefalosporinler %60-70, Karbapenemler %40
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Minimum Inhibitory Concentration (pg/ml)

Piperacillin-tazobactam

30-minute intermittent infusion of 4.5 g g6h
4-hour prolonged infusion of 4.5 g g6h
Continuous infusion of 18 g g24h




TZP duyarli P. aeruginosa

TZP 4-6 x 3.375 0.5-1 saat inflizyon vs 3 x 3.375 4 saat inflizyon

APACHE Il <17

APACHE Il <17
n=115
14-day mortalityb: 5.2%
Median LOS (range)?®:
18 (3-159) days

Clin Infect Dis 2007;44(3):357-63

Overall
n=19
14-day mortality: 11.9%
Median LOS (range)?: 20 (3-159) days

APACHE Il 217

APACHE 11 217
n=79
14-day mortality®: 21.5%
Median LOS (range)®:
27.5 (3-131) days

Extended Infusion
n =61
14-day mortality: 6.6%
Median LOS (range)?:
18 (4-159) days

Intermittent Infusion
n=>54
14-day mortality: 3.7%
Median LOS (range)?:
18 (3-144) days

Difference in 14 day mortality: P = .5
Difference in median LOS: P = .5

Extended Infusion
n =41
14-day mortality®: 12.2%
Median LOS (range)°:
21 (3-98) days

Intermittent Infusion
n=38
14-day mortality®: 31.6%
Median LOS (range)®°:
38 (6-131) days

Difference in 14 day mortality: P = .04
Difference in median LOS: P = .02




Cok merkezli, retrospektif calisma
YBU, Farkli Gram (-) patojenler
TZP aralikh infizyon vs surekli inflzyon

Sag kalimda 3 glin uzama, yatis stiresinde kisalma

Pharmacotherapy 2011;31:767-75

Prospektif, HKP calismasi
Doz araliginin %70’i boyunca diizey dlcimu
MiK’in altina diiserse doz artirimi

Sag kalimda uzama, yatis suiresinde kisalma

Eur Resp J 2009;34:394-400



Meta-analiz sonuclari:

Beta-laktamlarin uzamis infizyonunun klinik faydasi YOK!!!

Crit Care Med 2009;37:2071-8
BMC Infect Dis 2011;11:8
Lancet Infect Dis 2005;5:581-9

Calismalar hafif seyirli hasta gruplarinda
Farkli antibiyotikler bir arada degerlendirilmis

Aralikli infizyon yapilan hastalara daha ylksek doz AB verilmis



Hasta secimi 6nemli!

Agir hastalar antibiyotige daha cok ihtiyac duyar!

&.
- -
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Granulositlerin éldurme kapasitesi:
1-2 log10 CFU/gram/giin

Bakteri miktari H > AB ihtiyaci U

Antimicrob Agents Chemother 2011;55:2693-5



CLINICAL PRACTICE INVITED ARTICLE

Ellie J. C. Goldstein, Section Editor

Clinical Outcomes With Extended or
Continuous Versus Short-term Intravenous
Infusion of Carbapenems and Piperacillin/
Tazobactam: A Systematic Review and
Meta-analysis

Matthew E. Falagas,"?* Giannoula S. Tansarli,' Kazuro Ikawa,® and Konstantinos Z. Vardakas'?

Metaanaliz: 14 calisma 1229 hasta

Karbapenem ve TZP

Inflizyon siiresi: uzamis (>3 saat) veya sirekli (24 saat)
vs kisa (20-60 dk)

Clinical Infectious Diseases 2013;56(2):272-82



Mortalite:

Extended or continuous  Short-term Risk Ratio Risk Ratio
8 Deaths Total Deaths Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
< 1.1.1 Extended vs short-term O

Faian 8 67 1" 54 171%  059([0.25,1.35) -
Esterly 2010 12 42 7 29 11.7%  1.18([0.53,2.64) T
Itabashi 2007 1 18 9 24 109% 0.15([0.02,1.07) .
Lodise 2007 g 102 14 92 207% 058([0.26,1.28] —T
Patel 2009 4 70 5 59 76% 067[019, 240
Wang 2009 0 15 0 15 Not estimable
Subtotal (95% Cl) 314 273 68.0% 0.63[0.41,0.95] - 3
Total events 34 46
Heterogeneity: Chi*=4.54, df=4 (P=0.34); F=12%
Test for overall effect Z=2.18 (P=0.03)

mrmsw short-term
0 47 5 5 74%  010([0.01,1.73)

Lau 2006 1 130 3 132 42% 0.34[0.04,3.21]
Lorente 2009 8 37 14 46 176%  0.71[0.33,1.51] —r
Okimoto 2009 0 25 0 25 Not estimable
Roberts 2010 0 8 0 8 Not estimable
Sakka 2007 1 10 2 10 28%  050([0.05, 467
Subtotal (95% Cl) 257 272 320% 0.50[0.26, 0.96] <P
Total events 10 24
Heterogeneity, Chi*=2.18, df=3 (P = 0.54); F=0%
Test for overall effect: Z= 2.07 (P = 0.04)
Total (95% Cl) 571 545 100.0%  0.59[0.41,0.83] $
Total events 44 70
Heterogeneity: Chi*= 6.84, df= 8 (P = 0.55); I*= 0% LJ; 002 IZI:1 1 150

Test for overall effect Z=2.97 (P=0.003)
Test for subaroup differences: Chi*= 0.32, df=1{(P=057). F=0%

Against short-term  Against extend/continuous



Klinik yanit ?

Extended or continuous Short-term Risk Ratio Risk Ratio
My OT SUDYTOUT Success Total Success [otal Weight M-H, Random, 95% CI M-H, Random, 95% CI

1.1.1 Carbapenems
Loreme-2666 38 42 28 47 11.5% 1.52[1.18, 1.96] —
Okimoto 2009 20 25 19 25 101% 1.05[0.78, 1.41] —p—
Wang 2009 15 15 15 15 171% 1.00[0.88,1.13] .L’
Subtotal (95% CI) 82 87 38.™% 1.16 [0.82, 1.65]
Total events 73 bl

Heterogeneity: Tau®= 0.08; Chi#= 15.20, df= 2 (P = 0.0005); F= 87%
Test for overall effect: Z= 0.84 (P = 0.40)

1.1.2 Piperacillin/ tazobactam
Buc 5 8 12 8 12 43% 1.00[0.57,1.76)

Grant 2002 44 47 42 51 161% 1.14[0.98,1.32] =

Lau 2006 70 81 76 86 17.5% 0.98 [0.87,1.10) -
Lorente 2009 33 37 26 46 10.7% 1.58 [1.20, 2.08] —
Roberts 2010 8 8 B 8 12.8% 1.00 [0.80, 1.25] . e
Subtotal (95% Cl) 185 203 61.3% 1.11 [0.95, 1.31] *
Total events 163 T60

Heterogeneity; Tau®= 0.02; Chi*=11.99, df= 4 (P=0.02), F=67%

Test for overall effect: Z=1.28 (P = 0.20)

Total (95% Cl) 267 290 100.0% 1.13[0.99, 1.28] ‘

To 236 222

Heterogeneity: Tau®= 0.02; Chi*= 23.97, df=7 (P=0.001), F=71% 0:2 []:5 1 32 %
Testfor overall effiect Z=1.76 (P = 0.08) ' '

2 \ Favshort-term Favextended/continuous
Test for subaroup differences: Chi*=0.05, df=1 (P=0.82), F=0%



MAJOR ARTICLE

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'

Clinical Infectious Diseases 2013;56(2):236—44

Prospektif, cok merkezli (5 YBU), cift kér, RKC

TZP, TIK-Klav, Meropenem
Septik sok gelisen 60 hasta: 30 hasta inflizyon, 30 hasta bolus

Tedavinin 3. ve 4. glinlerinde serum plato duzeyleri 6lctilmus

Hedef: MIK Gzerinde konsantrasyon elde etme !!!
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LB
O Cl-censored
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‘Hangisi Daha lyi ?  Uzamis inflizyon vs Suirekli Inflizyon

MIK 1]
MiK yiiksek ise stirekli infiizyon

MiK disuk ise fark yok

Concentration

C ax:-MIC or Peak:MIC

/ AUC:MIC

Time (hours)



Personelin egitimi

Bir damar yolunun bu ise ayrilmasi

llacin stabilitesi

Crit Care Clin 27 (2011) 77-93

Table 1

Room temperature and refrigerator stability of commonly used beta-lactam antibiotics

Room Temperature

Refrigerated (d)

Antibiotic Concentration (h) (25°C) (4°C-5°C)
Ampicillin <30 mg/mL 8 3
Cefepime <280 mg/mL 24 7
Ceftazidime 20 mg/mL 24 7
Ceftriaxone 100 mg/mL 72 10
Doripenem 20 mg/mL 24 10
Imipenem 5 mg/mL 4 1
Meropenem 20 mg/mL 4 1
Nafcillin 40 mg/mL 24 4
Oxacillin 100 mg/mL 24 3
Penicillin G 500,000 units/mL 24 7
Piperacillin-tazobactam 20 mg/mL 24 7




| KINOLON GRUBU ANTIBIYOTIKLER j

Konsantrasyona bagh etki gosterirler: C__ /MIK

AUC/MIK klinik yanitla korele

Siprofloksasin AUC/MIK

>125 ise mikrobiyolojik yanit: %86 klinik yanit: %82
<125 ise mikrobiyolojik yanit: %26 klinik yanit: %42
<100 ise direnc gelisimi sik

Antimicrob Agents Chemother 1993; 37: 1073-81.



Table 3. General PK characteristics of fluoroquinolone antibiotics and possible changes that can occur during fluid shifts in critically ill patients

Increased Decreased
Vd with  C,,,,, with Altered CL
Fluid Fluid ~ Plasma T,,  Protein  with Renal Dose Adjustment in Renal
Fluoroquinolone Vd (L/kg)  Shifts?  Shifts? (hrs) Binding  Dysfunction?  Normal Dose Dysfunction?

Ciprofloxacin (157-159) 1.2-2.7 No Yes 3 (4-5hrsin 20% to 40% No IV 400 mg 8 Yes
the hourly

elderly)

Levofloxacin (109-111)  0.92-1.36 6-8.9 24% to 38% 500-750 mg daily a) CrCL = 20-49 mL/min —
(May increase 250-500 mg daily; b) CrCL
to 1000 mg is 10~19 mL/min — 250~
daily in 500 mg 48-hourly
critically ill
patients with
sepsis

Moxifloxacin (160-162) 2.45-3.55 Yes 9.3-15.6  39% to 52% No 400 mg daily No

Gatifloxacin (163, 164) 1.98-2.31 Yes 6.5-9.6 20% Yes 400 mg daily CrCL <40 mL/min — 400

mg initial dose followed by
200 mg 24-hourly

PK, pharmacokinetic; CL, clearance; CrCL, creatinine CL; C,,,,, maximum concentration; IV, intravenous.




International Journal of Antimicrobial Agents 32 (2008) 505-510

Contents lists available at ScienceDirect

Antimicrobial
Agen

International Journal of Antimicrobial Agents

journal homepage: http://www.elsevier.com/locate/ijantimicag

Ciprofloxacin use in critically ill patients: pharmacokinetic
and pharmacodynamic approaches

Jean-Marie Conil?-P, Bernard Georges?:?, Anne de Lussy?, Dalia Khachman¢9, Thierry Seguin?,
Stéphanie Ruiz?, Pierre Cougot?, Olivier FourcadeP, Georges Houin¢, Sylvie Saivinb-¢*

70 YBU hasta
800 mg/glin siprofloksasin

MIK = 1 olan suslarda; %10 olguda C_.../MIK > 8

max
AUC/MIK: 42.0 + 36
Hastalar arasi farklilik fazla

Dlzey takibi yapilarak verilmeli



Optimizing ciprofloxacin dosing in intensive care unit patients through
the use of population pharmacokinetic-pharmacodynamic analysis
and Monte Carlo simulations

Dalia Khachman-3, Jean-Marie Conil%>, Bernard Georges*>, Sylvie Saivin3->, Georges Houin3,
Pierre-Louis Toutainl2 and Celine M. Laffont1.2*

J Antimicrob Chemother 2011; 66: 1798-1809

YBU, 102 hasta, P. aeruginosa, A. baumannii
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Figure 1. Resistance of selected gram-negative organisms to ciprofloxacin and levo-
floxacin, 1999-2008, based on surveillance data from Meropenem Yearly Susceptibility
Test Information Collection (MYSTIC) program.?
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GNAB’e bagli kan dolasimi infeksiyonu,

Siprofloksasin 2x200 vs 2x400 vs 3x400 mg/gin

v/ AUC/MIK =250 basari %91.4

v/ AUC/MIK <250 basari %28.6 (p = 0.001).

v' AUC/MIK <250 olan rejimlerde basarisizlik 27.8 kat fazla

J Antimicrob Chemother. 2010; 65:1725-32.

MiK >0.5 mg/L ise
uygulanan rejimlerden hic biri AUC/MIK =250 elde edemez!!!



i 1 . | J
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300 400
AUC,,,, :MIC
Antimicrob Agents Chemother 1999;43(3):623-29
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Probability of nephrotoxicity

LYan Etki: Nefrotoksisite J

AGA’ler glomerdullerden filtre olur
Proksimal renal tibuler epitel hicrelerine aktif transportla girer
Aktif transport doygunluga ulasabilen 6zelliktedir:

Gunde tek doz verilmeli !

1.00 .
r Concurrent vancomycin use
0.90[
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'S0 1000
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Dagilim hacmi ve Cre,; AGA diizeyini belirler

Mutlaka viicut agirligina gore doz hesaplanmali

Obez Hastalar;
Cogunlukla calisma disinda tutulan grup
Dagilim hacmi artar (kiloyla orantili degil!), Cre,, degismez
Aminoglikozid doz hesabi agirlig::
ADHA = ideal VA + 0.4 (Aktlel VA- ideal VA)

Yanik Hastalari;

Birinci faz: Dagilim hacmi ve Cre,, azalir

Ikinci faz: (48.saat-haftalar) Dagilm hacmi ve Cre, artar
| Dilizey takibi ile AGA verilmeli.

Travma Hastalari;
Genc, hiperdinamik hastalar
Dagilim hacmi ve Cre,, genellikle artar

Dilizey takibi ile yuksek dozda AGA verilmeli.




lAGA’Iar;

v" Direncli bakteri infeksiyonlarinda

v' Glinde tek seferde

v' Hastaya gore (V,, Cre,, ) doz ve aralik ayarlanarak
v’ Dizey takibi yapilarak

v" Yedi gtinden kisa kullanilabilir

v’ Inhalasyonla verilebilir???



VANKOMISIN

Sure Bagimli Antibiyotik: Surekli infizyon?
Etkiyi belirleyen: AUC/MIK =400 olmali!

191 YBU hastasindan elde edilen veriler, MCS ile uyarlanmis
Vankomisin klirensi yas ve Cre,, ile iliskili
Farkli yastan farkl Cre,, hasta gruplari degerlendirilmis:

65 yas ve 60 ml/dk sinir alinarak 4 grup olusturulmus

Br J Clin Pharmacol, 2010;70(2):201-12



Br J Clin Pharmacol, 2010;70(2):201-12
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Vanco ancomycin daily dosage (g)

< 65yas, Cre,, > r ile hedefe ulasma olasiligi :% 33

> 65 yas, Cre,, < 60'ml/dk 2 gr ile hedefe ulagsma olasiligi: % 95

%90 ulasabilmek icin gerekli doz:
< 65 yas, Cre,, < 60 ml/dk 2000 mg/gln Cre,, > 120 ml/dk 4000 mg/giin
> 65 yas Cre,, < 60 ml/dk 1750 mg/giin Cre,, > 120 ml/dk 3000 mg/gin




J Infect Chemother (2013) 19:365-380
DOI 10.1007/s10156-013-0599-4

GUIDELINE

Practice guidelines for therapeutic drug monitoring

of vancomycin: a consensus review of the Japanese Society

of Chemotherapy and the Japanese Society of Therapeutic Drug
Monitoring

Dlzey Takibi:

v’ Uc glinden uzun sire Va kullanacak hastalara yapilmali (BII)

v' Yiksek doz verilenler, asiri kilolu veya zayiflar, BFT bozulanlar,
hemodinamik dengesi bozuk olanlar, Vd degisikligi olanlarda bastan
itibaren diizey takibi yapiimali (C1-I11)

v' AUC/MIK 2400 hedeflenmeli, AUC rutin dlcmeye gerek yok (BI)

v’ Plato duzeyleri AUC ve nefrotoksite icin yeterli (BII)



Va Duzey Takibi-2

v’ Va plato diizeyine kararh diizeye ulasinca (4. veya 5. dozdan 6nce)
bakilmali (BIl) BFT bozuk hastalarda bu stire uzar!!!

v’ Stabil hastalarda haftada bir dlciim yeterlidir. Hemodinamisi
bozuk hastalar, BFT degisikligi olanlar, yiksek doz kullananlar,
nefrotoksik ilac alanlar daha sik 6lctilmeli (C1-111)

v’ Plato duizeyine dozdan % saat dnce, tepe diizeyine infiizyon
bitiminden 1-2 saat sonra bakilmalidir (C1-111)

v’ Plato duzeyi 10-20 pg/ml olmali (BIl) (Agir inf.da 15-20 pg/ml)
v’ >20 pg/ml plato dizeyi nefrotoksiteyi artirir

v’ <10 pg/ml plato dizeyi direng gelisimi ve yanitsizliga neden olur



Va Pozoloji

v 2 x 15-20 mg/kg dozda verilmeli. Her bir doz 2 grami gecmemeli
v’ Kalp yetmezligi veya dehidrate hastalarda bu doz fazla olabilir!

v' Agir hastalarda 25-30 mg/kg dozla yiikleme yapilmali (C1-111)

v' Inflizyon siiresi > 1g/saat olmali (“red-man” sendromu!!!)

v’ 6-8 saate bir uygulama yapilmasi plato diizeyinde hataya yol acar
v’ Surekli infuzyonla verilmesi 6nerilmez (DI)

v MIK diizeyi 22 olan suslar icin alternatif tedavi distintilmeli (C1-I11)



Va Pozoloji: Bobrek Yetmezligi

v Bobrek fonksiyonlari bozuk hastalara standart veya dusik doz
24 saat veya daha uzun araliklarla verilmeli (C1-11l)

v’ Kararli duruma ulasmak icin yikleme yapilmali (C1-111)
v’ Duzey takibi yerine nomogramlar kullaniimamali (B-111)

v' Hemodiyaliz hastasina 20-25 mg/kg yiukleme yapildiktan sonra
her diyaliz sonrasinda 500 mg (7,5-10 mg/kg) verilmeli (C1-111)

v’ Haftalik dozlar yetersiz diizeye sebep olur. Haftalik verme (DI)

v’ Dizey dlcimune birinci hafta sonunda baslanmali, diizey icin
serum ornegi diyalizden 6nce alinmali (C1-1ll)



Table 2 VCM dosing according to renal function (nomogram targeted comparatively high trough concentration)

Initial dose Maintenance dose

Vandecasteele ~ 25-30 mg/kg Estimated glomerular filtration rate (ml/min/1.73 m?) (chronic kidney disease stage)
et al. [92] 290 (0) 60-89 (2) 45-59 (3A) 3044 3B)  15-29 (4) <15 (5)
15-20 mg/  20-30 mghkgq  15-20mg/  10-15mg/  7-10 mglkg 10 mg/kg

kgql2h  24h kgq24h  kgq24h q24h q48h
Thomson et al. <60 kg: 1 g 60-90 kg: Creatinine clearance (ml/min)

[62] 1.5¢>90kg: 2.0 ¢ >110 90-110  75-89  55-74 40-54  30-39  20-29 <20

15gq12h 125g 10gq 075¢gq 05gq 075g 05gq 05¢gq
ql2h 12k 12 h 12h q24h 24h  48h




Va Pozoloji: Renal replasman tedavisi/SAPD

v' Kararli duruma ulasmak icin yikleme (25-30 mg/kg) yapilmali (C1-111)

v' Surekli venovendézhemodiyafiltrasyon (CVVHDF) sirasinda Va
klirensi cok artacagindan her 24s bir 7.5-10 mg/kg ile idame edilmeli
(B-111)

v' CVVHDF baska amacla yapiliyorsa daha yiiksek doz Va (duizey
takibine gore) verilmeli (C1-I11)

v SAPD hastalarina IV yerine intraperitoneal (iP) Va (30
mg/kg/haftada bir) verilmeli (BIl)

v SAPD peritonit tedavisinde 5-7 giinde bir iP 15-30 mg/kg Va
verilmeli. Glinde >100 mL idrar cikisi varsa doz %25 artirilmali (Bll)
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Are Vancomycin Trough Concentrations Adequate for Optimal
Dosing?

Michael N. Neely,®® Gilmer Youn,® Brenda Jones,® Roger W. Jelliffe,>® George L. Drusano,® Keith A. Rodvold,® Thomas P. Lodise®

University of Southern California, Keck School of Medicine, Los Angeles, California, USA®; Laboratory of Applied Pharmacokinetics and Bioinformatics (LAPKB), Children’s
Hospital of Los Angeles, Los Angeles, California, USA®; Institute for Therapeutic Innovation, College of Medicine, University of Florida, Lake Nona, Florida, USAS; Colleges of
Pharmacy and Medicine, University of lllinois at Chicago, Chicago, lllinois, USA®; Albany College of Pharmacy and Health Sciences, Albany, New York, USA®

Yetiskinlerdeki en genis en cok ornekle yapilan farmakokinetik calisma
1. BFT normal hastalarda bile hastalar arasi varyasyon cok yuksek

2. Vankomisin plato duzeyi 6lcumut AUC tahmini icin yetersiz

3. Bdbrek yetmezligini 6nlemek icin AUC<700 olmali (MIK=2 ise ?!!!)

4. Dogru 6lcuim icin dogru zamanda 6rnek almak cok onemli ama
nadiren mumkun!!!

5. AUC tahmini icin bilgisayar programlari (BestDoseR) kullaniimali



'POLIMIKSIN E (KOLISTIN) |

30 komponenetten (Kolistin A ve Kolistin B agirlikta) olusur

Kolistin methanasulfonat (CMS) kolistine donusur (aktif metabolit)

Etkinligi belirleyen Fd parametreler ? PK/PD yeni anlasiliyor!
CMS’nin slirekli kolistine donustyor olmasi 6lcimu zorlastirir
Proteine baglanma, Kolistin A ve B icin farkli: Aktif ilac diizeyi?

Konsantrasyon bagimli etki, AUC/MIK etkiyi belirliyor



A NAN ALERT

RIXO-FROUSORFATALMEDICATION HRRCR
Jdine 29, 2011

The_followigg_aert about therisk of aserious medication error isbased on information fromthe
I[\Igt\l/l%naal\gfﬂ ication Eror Reporting Program operated by the Ingtitute for Safe Medication Practices

Warning! Dogng confusonwith
coligimethate for injedion.
Qligimethate for injection, US, isaprodrug of coligtin, a polymyxin E
D NTRAVEMDS U antibiotic, avallable for severa decadesfor the treatment of gramneggtive
W infections. While vids are labeled coligimethate for injection, FDAoffidaly
QBN listsit on the FDAwebsite asthe sodium salit, colistimethate sodium
= ’ Althoughits popularity hasdiminished over the yearsdue toitspotentia for

rotoxidtyand neurotoxaty;, itsuse hasbeeninareasng lately asalast resort treatment for multidrug-
resstant organisms suich as Pseudomonas aeruginosa and Adnetobacter goedes.

i Equivalent to
150 mg* colistin

FOR INTRAMUSCULAR
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Polymyxins 2013 home . ;
1st International Conference on Polymyxins
Program
Speakers
2-4 May, 2013 2013 Conf
istrati : onrerence
Regsialon Monash Centre in s
Abstracts Prta; aly
We invite you to attend this o
Conference dinner first-of-its-type conference Registration is now open
7 to learn of the latest Download the Int t |
Accommodation findings on the polymyxin OWTioad e i ematond:
antibiotics Conference on Polymyxins
Travel to Prato information flyer (pdf. 75.6kD).
Colistin and polymyxin B
SO became avaiiable in the
Organising committee clinic in the 1950s but fell

out of favor, mainly due to

Contactus concerns about their
potential to cause kidney
toxicity. They have now
come back into use as 'last line' antibiotics for the treatment of infections
caused by Gram-negative pathogens that are resistant to other available
antibiotics. During the first several decades after they began to be used,
there was little information on how to dose them most effectively. Over
the last several years, substantial progress has been made in
understanding how to optimize their clinical use

e-art presentations on a

The conference program will feature state




INVITED ARTICLE HEALTHCAREEPIDEMIOLOGY

Robert A. Weinstein, Section Editor

Polymyxins: Wisdom Does Not Always Come
With Age

Zahra Kassamali,' John C. Rotschafer,2 Ronald N. Jones, Randall A. Prince,* and Larry H. Danziger'

"Department of Pharmacy Practice, University of lllinois, Chicago; 2Department of Experimental and Clinical Pharmacology, University of Minnesota,
Minneapolis; *JMI Laboratories, North Liberty, lowa; and *Department of Clinical Sciences and Administration, University of Houston, Texas

Table 2. Colistimethate Sodium, Colistin, and Polymyxin B Doses in Units and Milligrams

Product Conversion Factor® Units Milligrams
Polymyxin B 10 000 units/mg 15 000-25 000 units/kg/d 1.5-2.5 mg/kg/d
Coly-Mycin M 30000 units colistin/mg 75 000-150 000 units CBA/kg/d 2.5-5.0 mg CBA/kg/d
12 500 units CMS/mg 6-12 mg CMS/kg/d
Colomycin® 30 000 units colistin/mg 42 857-85 714 units CMS/kg/d 1.5-2.9 mg CBA/kg/d
12 500 units CMS/mg 3.4-6.9 mg CMS/kg/d

Abbreviations: CBA, colistin base activity; CMS, colistimethate sodium.
@ A factor of 2.4 (30 000:12 500 units) is used to convert between CMS and colistin base [12].
b Doses normalized to a 70-kg patient, the Colomycin package insert recommends 1-2 million units given 3 times daily to patients >60 kg.

Clinical Infectious Diseases 2013;57(6):877—83
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Consistent Global Approach
on Reporting of Colistin
Doses to Promote Safe and
Effective Use

To THE EpiTOR—Colistin, an “old” poly-
myxin antibiotic, is being used increasing-
ly as a last-line therapy against infections
caused by gram-negative bacteria that are
resistant to other available antibiotics. Un-
fortunately, a multiplicity of ways of ex-
pressing doses is confounding the clinical
use of colistin around the world. This is
impacting the ability of clinicians to use
the drug optimally to maximize the anti-
bacterial effect, and it is compromising
patient safety. At the First International
Conference on Polymyxins, held in Prato,
Italy, from 2 to 4 May 2013, this was one

CORRESPONDENCE e CID 2014:58 (1 January) e 139

1 milyon Unite kolistin = 80 mg kolistimetat sodyum = 30 mg kolistin baz



Kolistin Uygulamasi:

Oldurticl etki gec baslyor

} Mutlaka yukleme yapilmali!

1 x 300 mg yukleme dozunun 12 saat ardindan

Cre,, >70 ml/dk 3 x 150-300 mg
Cre,, 50- 70 ml/dk 2 x 150 mg
Cre,, 30-50 ml/dk 2x125 mg
Cre,, 10-30 ml/dk 2x75mg
CAPD 1x150 mg
Diyaliz 2X75mg

Intratekal 10 mg /giin



Tesekkurler....



