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WHO- Obezite

* 1975-2020; 3 kat artis
* 1.9 milyar kisi fazla kilolu (650 milyon kisi obez -2016)
e > 18 yas kisilerin %39’ u kilolu ve % 13’ U obez
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ABD’ de 60 yil 6ncesine gore bugtin; eriskinler yaslilara gore 25 kg. daha fazla

agirhga sahipler. Her Uc kisiden biri obez

Obezite; gebelik, yas, cinsiyet, renal ve karaciger yetmezlikleri gibi 6zel bir
populasyon olarak tanimlanmamistir.

* MRSA tedavisinde daptomisin kullaniminda obez hastalar trin etiketinde belirtildi; deri-deri

ekleri infeksiyon tedavisinde 6zglin doz dizeltilmesi 6nerilmedi.

Bati tipi beslenme ile birlikte son 2 dekatta obezite (VKi> 30 kg/ m2) gelismekte

olan Ulkelerde 3 kat artti

Gelismis bati tUlkelerinde de azalmis fiziksel aktivite ve yliksek enerijili fast-food

beslenme ile obezite prevalansi artti.
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Table 2
Commonly used body size descriptors.

Measurement method Abbreviation Definition Estimation equation Ref.
Body mass index BMI The most commonly used for obesity TBW (kg)/Ht (m?) 135]
classification
Total body weight TBW The total or actual body weight Observed value (kg)
Ideal body weight IBW A body size descriptor that relates Male, 49.9+[0.89 x (Ht (cm)—152.4)] [37]
height-weight combination to mortality for Female, 45.4 +[0.89 x (Ht (cm) - 152.4)]
adult men and women |36,44|
Adjusted body weight ABW IBW plus a proportion of the difference DWCF x (TBW - IBW) + IBW |38]
between TBW and IBW, otherwise known as
the dosing weight correction factor (DWCF),
The DWCF reflects that drugs will distribute
differently to the excess adipose tissue
Lean body weight LBW Body weight without adipose tissue Male, (9270 x TBW)/(6680+ (216 x BMI)) [39]
Female, (9270 x TBW)/(8780 +(244 « BMI))
Body surface area BSA Often used to calculate doses in chemotherapy TBWO425 « Ht (em 725 » 0.007184 |40]
Fat free mass FFM Body components involving muscle, bone, Male, (TBW x 0.285)+(12.1 x Ht (m}?) [41]

organs and extracellular fluids are measured
by BIA

Female, (TBW x 0.287)+(9.74 x Ht (m}?)

Ht, height; BIA, bioelectrical impedance analysis.



Obezite

* Obezite saglk sistemi icin buyuk bir sorun

* Ek antibiyotik doz ihtiyaci

Hospitalizasyon

Hastanede kalis stiresinde uzama

Artan direng

Artan mortalite

Artan maliyet
* Bu populasyonda oneriler yetersiz ve calisma sonuclari heterojen yapida
* Bakteremili hastalarda artan morbidite ve mortalite ile iliskili

* Hasarlanmis immunfonksiyona neden olabilir



Farmakoekonomik Durum

Farmakodinamik parametreler
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Obezite

* PK/PD parametreleri ve klinik sonuclar etkilenir (antibiyotik konsantrasyonu)

* Artan GFR (Bobrek volimu viicud kutlesi ile koreledir)

* Artan Vd
* Antimikrobiyal tedavinin etkinligi ile cogu zaman iliskili bulunmustur.

 Toplum ve hastane kdkenli; 6zelliklede YBU’ lerinde artan infeksiyonlar icin dnemli risk

faktorudur ve bu infeksiyonlarin tedavisi buyuk zorluklara sahiptir.
* infeksiyon ve tedavi basarisiziginin énemli bir risk faktorudiir.
* Bu hasta gruplariicin cok az optimal doz dizenleme onerileri olmustur.

* Optimal doz dizenlemeleri icin antimikrobiyal PK 6zelliklerini bilmek hayati dneme

~alr A~



* Obezitenin artan prevalansi YBU’lerinde kritik hastalarin (Sepsis, septik sok...)

antibiyotik doz dizenlemelerini gerekli kildi.

* Obez hastalarda hidrofilik antibiyotiklerin (Beta laktamlar, vankomisin,

daptomisin...) PK parametreleri daha cok degisime ugrar

* Ozellikle beta laktamlar buyik dagilim hacmine sahiptir(Vd)
* Piperasilin-tazobaktam KL artar

» Standart 6nerilen doz ile Doripenem Pd hedefleri basarilamaz

Journal of Critical Care 30 (2015) 518-524

[nternational journal of Antimicrobial Agents 47 (2016) 259-268



Curr Opin Infect Dis 2012, 25:634-649

Patient Characteristics Intrinsic Reduced
factors of the drug activity susceptibility

N/ h 4

Dosing J:::»[ K J [ PO J

Exposure variability MIC variability

v N\ 4

Toxlcity PK/PD index

(Reduction 1,2,3 Logg) effect subpopulations

Static or killing effect { Microbiological J Suppression of resistant

Clinical cure ]




PK/PD

* Farmakokinetik (PK) * Farmakodinamik (PD)
* Absorbsiyon * Antimikrobiyal etki
* Dagilim * Postantibiyotik etki
* Metabolizma * Toksik yan etkiler
e Atillm * Preklinik infeksiyon

modelleri



Kisiler arasi i1la¢ yanitini etkileyen faktorler

Transkriptom
Proteom
Metabolom
Epigenom
Mikrobiyom

Yas
Cinsiyet
Etnik koken
BMI
Ko-morbidite
Aile hikayesi
Sirkadiyen ritm
Plasebo etki

Farmakokinetik
Farmakodinamik

CEVRESEL FAKTORLER
Beslenme
illaclar ve ilag —ilag etkilesimleri
Yasam tarz (sigara alkol, stres,
ekzersiz
Sirkadiyen ritm
Epigenom
Uyum ve bagimhihk




* Obez hastalarda optimal doz diizenlemesi Klirens (KL) ve PK/PD parametrelerine

dayanir

* PK parametreleri bircok faktorden etkilenir

* Yas

Cinsiyet

Boy/ agirhk

Renal ve karaciger fonksiyonlari

llac —ilac etkilesimleri

llac-gida etkilesimi

Farmakocsenomik nolimorfizm



Antibiyotik Dinamikleri

Doku ve vicut

_ Farmakolojik
sivilarinda _
konsantrasyon ﬁlw .
Toksik Etki
Versus zaman
Doz Tedavi Serumda
Rejimi —p konsantrasyon
VErsus Zaman
|nfe|-l:illynn Antibakteriyel
bélgesinde :
. etki versus
Emilim Dagilim JETLEETIEET

Zaman

Atihim Versus zaman

[ |
Farmakokinetik Farmakodinamik



PK Degisiklikleri
* Bozulmus absorpsiyon (Gecikmis gastrik bosalma)

e Artan yag doku ile lipofilik antibiyotiklerin Vd artar

* Yagsiz kitledeki artis ( artan agirhgin % 20-40’ni olusturur) ile hidrofilik antibiyotiklerin Vd

artar

* Yag dokunun kanlanmasi kardiyak outputun % 5’i ile olurken; yagsiz kitle kardiyak outputun

%73’ Uile kanlanir

e Obezlerde yetersiz doku perfiizyonu ile subkutan yag dokularda yetersiz antimikrobiyal konsantrasyonlar

[nternational journal of Antimicrobial Agents 47 (2016) 259-268



* PK parametrelerindeki degisim ; PK/PD hedeflerine ulasmada hayati
oneme sahiptir (Infeksiyonun basarili tedavisi)
* Dagilim hacmindeki degisim Cmax’i etkiler

* Artan klirens ile ile antibiyotigin MiK Gzerindeki siiresi kisalir



Potential factors contributing to increased infection risk in obesity

= Comorbidities (e.q. vascular disease, diabates mellitus)

~ Obese utilize more healthcare services

— Immunological changes

- Altered pharmacokinetics of antimicrobials

- Anatomical and intraoperative factors contributing to
wound-healing

~ Challenges in skin disinfection preceding invasive
procedures

- Increased risk of invasive procedures (e.0. caesarean
section and urinary catheters)

— Changes in gut micrabiota

- Adverse effects on pulmonary function

Pharmacokinetic changes in obesity

Change Explanation

Absorption it data indicatng that gstric emptying

102
d

may be delaye
Distribution  Higher volume of distribution in obesity™
Increased blood volume in obesity™™
Protein binding may be affected™
Metabolism  Obesity may affect cytochrome enzymes™
Excretion  Increased risk of renal clearance/renal
dysfunction”

Journal of Hospital Infection 85 (2013) 8—16
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 Kritik hastalarda antimikrobiyal PK patofizyolojik sartlarla degisirken ; obezite

ile bu degisim daha da karmasik bir durum olusturur (KL ve Vd).

* Artan kadiyak output, kompartmanlar arasi sivi degisimi, karaciger ve renal

fonksiyonlar kritik hastalarda PK parametrelerini etkiler

* Sepsisde endotel disfonksiyonu ve kapiller kacak dagilim hacmini etkileyerek normalden

daha dusuk hidrofilik antimikrobiyal konsantrasyonlara neden olur

* Kritik hastalarin %40’ inda hipoalbuminemi vardir; baglanamayan
antimikrobiyaller ekstravaskuler kompartmana gecerler; ayrica artan KL ile

antimikrobiyal konsantrasyon azalir

[nternational journal of Antimicrobial Agents 47 (2016) 259-268



Critically ill non-obese patients

Criticaily ill obese patients

Normal renal
function
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Fluid loading
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* Obez hastalarda artan alfa asid-1 protein ve serbest yag asitleri antibiyotiklerin

baglanma ve dagilim hacimlerini artarak veya azaltarak degistirirler

* Obez olgularda ; artan bobrek hacmi ve kan akim hizi ile renal klirens artar;

buda antibiyotik konsantrasyonunun azalmasi ile sonuclanir.

* Genis dagilim hacmine sahip lipofilik antibiyotikler icin (Vd) en uygun tanimlayici

TVA’ dir (kg).



Hydrophilic antibiotics Lipophilic antibiotics
. 7\
g N
= Generally have low volume of distribution. = Generally have high volume of distribution,
Pharmacokinetics = Are primarily cleared in kidneys. = Are primarily cleared in the liver.
= Have lower intracellular and tissue penetration. = Have higher intracellular and tissue penetration.
. VAN

- N
= Obesity has little effect of the antibiotic volume v Dbusity increanss thsantibictic:volmses of
Changes in of distribution. e
. : . . : distribution.
obesity = Renal clearance is generally increased in obesity 2 -
: . . » Obesity have variable effects on hepatic clearance.
unless renal impairment is present,
. o &R
Dosingin Ideal or adjusted body weight is generally used Total body weight is generally recommended for
obesity for dosing”. dosing”.
\ AN
f[&-lactams (penicllins, cephalosporins, @
carbapenems) Fluoroquinolones
Examples of Aminoglycosides Macrolides
antibiotics il . : .
Vancomycin Tigecycline
( Colistin s




Antibiotic serum concentration

Cmax
" Cmax/MIC (aminoglycosides

and fluoroquinolones)

AUC/MIC (vancomycin,

azithromycin, fluoroquinolones,
aminoglycosides, tigecycline and

linezolid)

T>MIC (B-lactams, vancomycin,
macrolides, clindamycin)

AUC A

Time after antibiotic administration




* T> MIK : 24 saatte ilacin MIK Gzerinde kaldigi stirenin kim{latif

yuzdesidir. Zamana bagl antibiyotik icin en az % 40-50 olmalidir.

* AUC / MIK: 24 saatlik periyotta MIK tizerinde bulunan toplam ilac

miktaridir

e Cmax / MIK: llacin tepe konsantrasyonunun MIK’ e orani



PK/PD & MIK Etkisi PK/PD correlation with efficacy

T >MIC *AUC or Cmax/MIC
. 1. C max/ MIC>10 —~Penicillin | —Aminoglycosides
- | arbapenems —Metronidazole
8 —~Monobactam ,
Serum | : —Daptomycin
Kons 4 ~Macrolides _
(vg/m), ~Clindamyeir -Ke.tolldes |
1 —Oxazolidinones ~Azithromycin
- ~Glyeyleyclines ~Streptogramin
i : ~Flucytosine ~Glycopeptides
i Time > MiK ~Amphotericin
H‘tm ~Fluconazole




Toblo 1, Anfbiyoilerin ki skillerine e gruplndron™ P BRI 0 R
L Re indeksleri®,

: h Etki sekli Antibiyotik PK/PD
Lamana baglsetki Ronsantzasyona bagh etk '
Rataron]or + Konsantrasyona ~ Aminoglikozidler AUC/MIK
1 0 / : |
pterere pterere bagumh Florokinolonlar, Ketolidler, C._/MIK
Daptomisin, Metronidazol

B[.‘tﬂ'ldlfhmﬂﬂl‘ Almnoghkomdlﬂ Zamana b'dg] mh Beta-laktam T}MIK
Makeolidler Horokinolonlar PAEazorta  Eritromisin

T Ol Oksazolidinon
Kgndfumb}n Retolie ——
(likopeptidler Metronidazol .
Oksazolidinonlar Zamana bagimli  Glikopeptid AUC/MIK
SaZ01Idnoniar PAE uzun Tetrasiklin
Glisilsiklinler Azitromisin

Kinupristin/dalfoprisin

ANKEM Derg 2010;24(Ek 2):155-158



Concentration

MIC |

Time-dependent antibiotics

Parameters of Interest

*Time above MIC

PAE
(Post antibiotic effect)

inimal or modelate

(Time above MIC)

Time

Concentration

MIC |

Concentration-dependent antibiotics

Corax

Parameters of Interest

*Caax | MIC ratio
*AUC /MIC ratio

PAE
(Post antibiotic effect)

Time



Sik kullanilan antibiyotiklerin ideal FK/FD degerleri

FK/FD Parametre ideal Deger

T/MIK (%)
Sefalosporinler T/MIK (26)
Karbapenemler T/MIK (26)

Aminoglikozidler C max/MIiK
AUC/MIK

C max/MiK

Tetrasiklinler AUC/MIK
AUC/MIK

Teikoplanin C min/MIK

CELEELTEL AUC/MIK
Azitromisin _ ENSIFAUIIS
AUC/MIK
AUC/MIK
CEEEIE RN Auc/MIK
CEETTN Auc/MiK

50-60

60-70

40-50

10

125 (Gram negatif bakteriler)
25-35 (Gram pozitif bakteriler)
8-10

25

400

>10 agir infeksiyon

>20 derin yerlesimli infeksiyon
25

25

666

179

100

27.6-45.9

J Infect Chemother 2015;21: 319-329



Clinical Therapeutics/Volume 38, Number 9, 2016

Pharmacokinetic

considerations

Relative solubility
Protein binding
Clearance mechanism

Clinical

considerations

Clinical tnal data

Optimal antibiotic
dosing regimen

Infected
patient

Site of infection
Seventy of illness
Body composition

Modeling and simulation

Likely pathogens
Local resistance patterns

Pharmacodynamic
considerations

Time course of bactenal killing
Postantibiotic effect
Preclinical infection models

Figure. Approach to the infected patient for the provision of optimal antibiotic therapy.



e Konsantrasyona bagli etki gosteren antimikrobiyaller; Cmax ve AUC’ nin belirli
hedef degerlere ulasmasi ile optimal tedavi basarisi saglanir(PD hedef)
e Cmax/ MIK veya AUC / MIK konsantrasyona bagli etkili olan antimikrobiyaller icin PK/
PD parametreleridir.
* T>MIK veya AUC/ MIK zamana bagh etkili olan antimikrobiyaller icin PK/ PD
parametreleridir.

* Post antibiyotik etki az —orta ise T > MiK énemlidir

* Post antibiyotik etki daha uzun ise AUC / MiK daha dnemlidir.



Antimikrobiyal Tedavi
* Optimal doz stratejisini belirleyerek PD hedeflerini basarmak
* Yan etkilere neden olmadan ila¢ seviyesini guvenli aralikta tutmak

* Bir cok calismada Obez hastalarda sik kullanilan bir cok molekul icin énerilen

doz rejimlerinin yeterli oldugu saptandi.

* Yinede yiiksek MiK degerine sahip patojenler icin daha yiksek dozlarin gerekli oldugu

disunulmektedir.
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Figure 1. Simulated antimicrobial concentration-time profile by administering the same dose every 8 hours
with vanable rates of infusion over this 24-hour dosing period and a reference value of 32 mg/L.



Table 1

Physiochemical properties, pharmacokinetic/pharmacodynamic (PK/PD) indices and pharmacokinetic (PK) characteristics of antimicrobial agents in obese and non-obese

patients.
Physiochemical Example antimicrobial PK/PD index PK differences between non-obese and obese Suggested weighl-
properties classes * PR Non-cbose Obese based dosing metric
parameter
Lipophilic Fluoroguinolones AUC, ;oMIC or — LBwW
CrnadMIC
Glycyleyclines AUC;MIC LW’ Large Increased in obesity
Oxazolidinones CraaMIC cL Primarity hepatic CL Increased or decreased CL
Macrolides AUC._../MIC dependent on hepatic function
Hydrophilic fl-Lactams Manic - LBW or ABW
Aminoglycosides Cra/MIC
Glycopeptides AUC, /MIC
Palymyxins AUC, /MIC V" Small Increased in obesity
L CL Primarily renal CL, variable Increased or decreased CL
according to renal function dependent on renal function
Lipopeptides CrranMIC or
AUC,2/MIC
Fluconazole CrnaeMIC or
AUC../MIC ]

AUCg 24, area under the concentration-time curve over 24 h; MIC, minimum inhibition concentration; Cp.y. peak drug concentration; Vs, volume of distribution; CL, drug
clearance; LBW, lean body weight; fT. s, time that the free concentration or unbound fraction of the antibiotic remains above the MIC; ABW, adjusted body weight.

* For some classes, agents with different characteristics may exist (e.g. levofloxacin is more hydrophilic than other fluoroquinolones; ceftriaxone and cefazolin have compar-
atively much higher protein binding than other B-lactams including meropenem and cefepime).

b For conceptual reasons, a small V is crudely classified to be <0.7 kg and a large V; as >0.7 L/kg.



* Obez olgularda obez olmayanlara gore ylksek baslangic dozlari gerekebilir
fakat doz diizenleme toplam agirliklari ile orantili degildir. Bunun icin siklikla
kullanilan yaklasim;

* Total Vicud Agirhg (TVA), Ideal Viicud Agirliginin (IVA) altindaysa TVA kullanilr
* TVA, ideal viicud agirligina gore 1.2 kattan daha fazla degilse IVA kullanilir

* TVA >IVA (1.2 kat) ise Dizeltilmis Viicud Agirligi (DVA) kullanilir

e Kritik hastalarda baslangic dozu; iyi- kotl hastalik gozetilmeksizin siklikla TVA

hesaplanarak uygulanmasi onerilir.



Beta Laktamlar
 Zamana bagli etki gosterirler

 Ciddi infeksiyonlarda serbest konsantrasyonun % 40-100'G doz araligi

boyunca MIK Gizerinde olmalidir (T> MIK)



Piperasilin -Tazobaktam

9 morbid obez (VKi> 40), kritik hasta

4x 4.5 gr

MiK 16 mg/ L

PK/PD hedefleri butiin hastalarda basarildi (% 100 T> MiK)

Obez olmayanlarla karsilastirildiginda
e Vd31Lvs224L

e KL 13.7 L/ saat vs 6 L/ saat ; yazarlar bir cok morbid obez hasta icin standart 6nerilen doz rejiminin yeterli
oldugu gorusindeler.

Baska bir calismada

* Obez / obez olmayan kritik hastalari karsilastirdiklari calismalarinda ;
e Vd29.6Lvs21.3L
» KL5.4L/saatvs 3.2 L/ saat; yazarlar farki istatistiksel anlamli bulmasalarda TDM o6nerdiler.

Baska bir calismada kritik olmayan obez/obez olmayan hastalarda
e Vd 33Lvs21L
e KL 13.7 L/ saat vs 8.6 L/ saat; istatistiksel anlamli degil

Sturm AW, Allen N, Rafferty KD, Fish DN, Toschlog E, Newell M, et al. Pharma-
cokinetic analysis of piperacillin administered with tazobactam in critically ill,
morbidly obese surgical patients. Pharmacotherapy 2014:34:28-35.

Hites M, Taccone FS, Wolff F, Cotton F. Beumier M, De Backer D, et al
Case—control study of drug monitoring of B-lactams in obese critically ill
patients. Antimicrob Agents Chemother 2013;57:708-15.

Cheatham SC, Fleming MR, Healy DP, Chung CE, Shea KM, Humphrey ML,
et al. Steady-state pharmacokinetics and pharmacodynamics of piperacillin
and tazobactam administered by prolonged infusion in obese patients. Int |
Antimicrob Agents 2013;41:52-6.



Sefalosporinler

Hidrofilik molekdllerdir
Plazma proteinlerine yuksek oranda baglanirlar

Yagh dokulara penetresyon yetenekleri az oldugu icin deri-deri ekleri infeksiyonlarinda ve cerrahi

proflakside etkinlikleri ile ilgili sorunlar yasanabilir.

Sefazolin bariatrik cerrahide %75 ‘den fazla hedef PD sahipti fakat TVA arttikca subkutan doku

konsantrasyonlari azaldi (Cerrahi alan infeksiyonu?)

Obez olgularda sezeryan oncesi2-4 gr sefazolin yeterli plazma konsantrasyonuna ulassada subkutan

yag doku ve myometriumdaki konsantrasyonlar yetersizdi.

Calismalar cerrahi proflakside sefazolin dozunun obez olgularda viicud agirliklarina gére artan dozda

verilmesi gerektigini gosteriyor. Pharmacotherapy 2017;37(11):1415-1431



Karbapenemler

* Ertapenem 1 gr/ giin ciddi DAI ve komplike intraabdominal infeksiyonlarda
klinik olarak etkindi
* Obez ve obez olmayan olgularda kir oranlari benzerdi

* Obezite tedavi yetersizliginde risk faktori olarak saptanmadi

* Komperator ilacla (Sefazolin) karsilastirildigl calismada 1gr/ giin Ertapenem ile

daha az cerrahi alan infeksiyonu tanimlandi.

* Imipenem PK verileri yeterli degil, yiiksek dozda (4gr/glin) renal ve konviizyon

Surg Indect 20002.1 3 38—4.2

an etkiler izlenmeli _
y L IS "‘-=_|!|:_-:_ _.!'.11 :l!l._l ]l""'l i-'l";'



Meropenem

* Obez, obez olmayan ve morbid obez calismalarinda standart 6nerilen dozun (% 50 T>

MiK) hala PK/ PD hedeflerini gerceklestirmede yeterli oldugunu gésteriyor

* Daha az duyarh patojenlerde yiiksek doz veya uzamis infliizyon (3-4 saat ) onerilebilir

* Hites ve ark.obez ve obez olmayan kritik hastalarda PK parametrelerini inceleyen
calismalarinda
e Vd40Lvs 27.9L
KL 6.1L/saatvs 4.6 L/saat ; sayisal farklilik olsada istatistiksel olarak anlamli degildi

e Otorler yinede kritik hastalarda TDM oOnerdiler

 Meropenemle yapilan calismalarda standart doz onerileri ile obez olgularda PD
hedeflerine ulasildi(>%80)
« Pseudomonas MiK 2mg/ L kritik obez hastalarda (>%90 T> MiK) saptand..

Cheatham SC, Fleming MR, Healy DP, Chung EK. Shea KM, Humphrey ML, et al
Steady-state pharmacokinetics and pharmacodynamics of meropenem in mor-
bidly obese patients hospitalized in an intensive care unit. J Clin Pharmacol
2014;54:324-30. i

Hites M, Taccone FS, Wolff F, Cotton F. Beumier M, De Backer D, et al
Case—control study of drug monitoring of B-lactams in obese critically ill
patients. Antimicrob Agents Chemother 2013;57:708-15.



VANKOMISIN

 Vd; TVA ve eGFR ile orantilidir

 Ampirik doz dizenleme stratejisi (> 100kg, normal GFR)
e 2 gryukleme, 2 veya 3X 1.5 gr idame dozu
* 48 saat sonra TDM ile doz diizenleme (hedef konsantrasyonu 10-20 mg/ L)

* Baslangi¢c dozu ; kararl konsantrasyona ulasmak icin TVA bazli dnerilir
(15-20 mg/kg)

e Takip dozlarinin TDM ile yapilmasi 6nerilmektedir.

Hall ve ark. Cok merkezli calismalarinda 2gr/ giin doz diizenlemesi obez hastalarda tedavi edici
konsantrasyonun ancak % 30 ‘una ulasabildi.

Obez hastalarda artan Vd ile TVA bazli yukleme dozu dnerilir.

PK/PD hedefi AUC / MiK oarani > 400

Kilo bazli yukleme dozu , renal doz diizenleme ve TDM oneriliyor



Daptomisin

* YUuksek proteinlere baglanma ile; kan dolasim infeksiyonlarinda cok iyi

konsantrasyonlarda iken doku penetresyonu sinirlidir

* Obez olgularda doz diizenlemesi ; 6zellikle myopati yan etkilerinden dolayi IVA

veya DVA hesaplanarak verilmesi 6nerilir

* Artan CPK degerleri yakindan izlenmelidir.



Linezolid

* {lk oral biyoyararlanimi % 100 olan MRSA etkin ajandir.

* Morbid obez ve diisiik VKIi (Viicud Kitle indeksi) karsilastirmasinda
* kohortlar arasinda AUC degeri benzer bulundu.

* Vd TVA ile orantiliidi, bu nedenle tedavinin ilk dozu yuksek verilebilir

e Calismalarda TDM bazli, % 50 daha fazla dozla baslamanin Cmax ve AUC icin daha

basarili olacagi gosterilerek onerilmektedir
 Onerilen standart doz ile obez olgularda kétu klinik sonuclar bildirilmedi

* Linezolid ve vankomisinin MRSA tedavi calismalarinda obez olgularda standart

onerilen dozlarda klinik iyilesme ve advers olaylar farkli degildi.



Tigesiklin

* Diger tetrasiklinler gibi buyuk Vd ( diistk plazma konsantrasyonu) ve

uzun yartlanma dmrune sahiptir

* Morbid obezlerde MRSA deri-deri ekleri infeksiyon tedavisinde
viksek doz tigesiklin ile obez olmayanlarla benzer PK degerlerine
sahipti

* Yuksek doz uygulamalarda bulanti, kusma yan etkileri gérildu

* Vicud agirligina gore standart doz uygulamalari yeterli bulunmustur.



Kinolonlar

Siprofloksasin zaman ve konsantrasyona bagli etki gosterir
Klinik etkinligi en iyi belirleyen parametre AUC/ MiK oranidir.

Klinik calisma ve olgu bildirimlerinde obez / obez olmayan arasinda tedavi basarisi acisindan fark saptanmadi.

» Yiiksek MiK oranlarinda kritik hastalarda doz artirilmasinin dnerilebilir

Septik, strekli renal replasman tedavisi alan ciddi infeksiyonlu obez olgularda yliksek doz (3x 400mg)

siprofloksasin tedavisi ile; > 90 kg olgularda yeterli iken, > 140 kg olgularda tedavi basarisizligi saptandi.

Levofloksasin dozunun Gram negatif infeksiyonlarda kreatinin klirensi > 60 ml/ dk olgularda 750 mg/ giin yeterli

oldugu oOneriliyor.

Moksifloksasin icin obez olgularda doz diizenlemesinin gerekli olmadigi bir cok ¢calismada gosterilmistir.



Polimiksinler

Konsantrasyon ve zamana bagli etki gosterir
Klinik etkinligi en iyi belirleyen parametre AUC/ MiK oranidir.

105 kritik obez hastada Kolistin kilo bazli yikleme dozu ile baslanmasi klinik ve nefrotoksisite acisindan basaril

bulundu

8, 10 ve 14 hasta ile yapilan diger calismalarda ; Kolistin TVA veya VKi iliskili dozlarin tedavi etkinliginde roli

yoktu; Vd ve KL farkliliklari anlamli degildi ve az vaka sayilari calismanin olumsuz yonleri idi.

Yinede kolistin yiikleme dozunun IVA’ a gére baslanmasi ve maksimum giinlitk dozun 360 mg/ giin olmasi
oneriliyor.

 TVAile baslanan dozlarda nefrotoksisite % 64 ve ortlama 5 giin icinde gelisti.

Polimiksin B icin veriler sinirli; DVA ve maksimum glinlik doz 200 mg 6neriliyor.
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Clinmnical anmnd Microbiocological Outcomes in Obese Patients
Receiving Colistin for Carbapemnemnm-Resistanmnt Gram - Negative
Bloodstrearnm Infection

Sirmon W. Lam.= Vasilios Arthans™

1O0% s
i.
TABLE 1 Baseline patient. pathogen, ard treatment charactenstes
Vahie far; BO%: 23,74
Chsaactaristict Mensbese in =000 Obeis (0= 771 F value s o
Pathogen (n (%)) 059 B0 i
F. aeruginasa 281310 21 (28.6) i
K. peumoniae 36 (40) 28 (36.4) 40%
A, baumannii 23 (258) 26 (33.3)
Other 1133 1 (1.3 0%
Colistin MIC {peg/ml) (median [HORD 20 (0.5-2.0) 1.0 (0.5-2.0] 0.3 0% B SR % a " - o R —
Iim;_m rducr:ip[l I::[I;{:.]:]:Iﬁﬂin {h) (median ICR]) aﬁ.? :::s.]t 101.5) 531 f:qiz $21) 032 e el -~ i
oading dose (n [0 7 (411 16 (468 044 i A -
Dose (maglkg IBW/day) {median [IGR]) 29 (21-4.1) 3.7 (21-5.0) 0,03 M Non-Ohese (=] - D0bese (n=/1)
Dot (mglkg ABW/day) {median [IOR] 26 (1.6-1.7) 21328 <0001 FIG 1 Primary and secondary outcomse companisons of obese and nonobese patients receiving colistin
Average dally dose img) (median [IQRI) 1940 (125-250) 2125 (150-2793) 0.049 Tor The Teaunent o et peiestebestant. e DEGME: bacherinais
Monaotherapy (n [%l) 14 (15.6) a1.n 047
TABLE 3 Secondary efficacy and safety outcomes
Concomitant therapy (n [%]) Value for:
Hm'mlymﬁ"de 30133.3) 2377} 0.56 Outcome” Nonobese (n = 90) Obese (n = 77) P value
Carbapenem 31 (344) 13 (163] o Day 7 mortality (n [%]) 19 (21.1) 19 (24.7) 0.58
Tigecycline 35 (389) 33 (429) 0.60 In-hospital mortality (n [%]) 41 (45.6) 43 (55.8) 0.18
Ceftazidime-avibactam 10 (1.0 6 (78] 047 LOS, postbacteremia (days) (median [IQR])  14.0 (7.2-26.5) 12.8 (7.5-27.1) 0.50
Ceftolozane-tarobactam 5 (5.6) 6(7.8) 056
AKI (n [%]) 22 (43.1), n = 51 21 (538),n =39 031
. : Stage 1 8 (36.4) 6 (28.6)
Duration of treatment (days) (median IORD 9.1 (5.5-12.0) A6 (4.8-128) 0.95 Stage 2 6 (27.3) 6 (28.6)
TABW, actual body weight; BMI, bady mass index; CCI, Charlson comorbedity Indew; CRAT, continuous renal Stage 3 B (36.4) 9 (42.9)
replacemant therapy: [BW, kdeal bady welght; ICLL intensve cars unit; IHD, intermdttent hamediabysts; KR, aAKl, acute kidney injury; IQR, interquartile range; LOS, length of stay.

intercuartife range; LOS, length of stay; PRS, Pitt bacteremia scare; 5Cr, serum creatimine; SOFA, sequential
argan fallure assessment
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Aminoglikozidler

* Baslangic dozu duzeltilmis vicud agirligi ile hesaplanmal
* Ek doz 6nerileri TDM ile yapilmasi 6neriliyor



* PK parametreleri vicud agirhgi ile uyumlu oldugu icin obez olgularda

doz diizenlemesi Onerilmez

* Seftarolin
* Oritavansin
* Dalbavansin
* Tigesiklin

e Tedizolid



Cerrahi Antibiyotik Proflaksisi (CAP)

Vd proflaksi icin oldukca onemlidir

Veriler sinirh

Kan kaybi, doku perflizyonu ve sistemik inflamasyon perioperatif PK parametrelerini etkilerler

Forse ve ark.(1989) sefazolin 1 gr CAP amacli kullanimi morbid obez ve obez olmayanlarda

karsilastirildi

* Kan ve doku diizeyleri obes olgularda olduk¢a disiikti (p<0.001)

* Bu calisma SHEA /IDSA rehberinde proflksi icin rehberlik yapti.

VKi> 50 morbid obez olgularda gastrik cerrahide giincel dneriler yetersizdi.

Journal of Hospital Infection 85 (2013) 8—16

Forse R4, Karam B, Maclean LD, Chrisbou WY, Antibiotic pro
phylaxis for surgery in morbidly obese patients. Surgery
1989106 90— 756, discussion 156137



* Hani ve ark.randomize kontrolll, cok merkezli calismada
* 1002 eklektif kolorektal cerrahi
* 1 gr ertapenem veya 2gr sefotetan

 Uygulanan antibiyotikten bagimsiz VKi> 30 (obes) olgularda yiizeyel insizyonel

cerrahi alan infeksiyonu daha fazla saptandi.



* Faz 4, randomize kontrolli calisma

* Obez veya morbid obez meme kanserli hastalarda elektif cerrahi

» 1 gr sulbaktam-ampisilin veya proflaksi almayan hastalar

* Proflaksi grubunda cerrahi alan infeksiyonu % 4.8; kontrol grubunda % 13.7 (RR: 0.35)

* Obez meme cerrahi operasyonlarinda proflaksi cerrahi alan infeksiyonlarinin dnlenmesi

ve maliyet etkin.

Gulluoglu BM, Guler SA, Ugurlu s, Culha G. Efficacy of pro-
phylactic antibiotic adminmnistration for breast cancer surgery in

overvweight or obese patients: a randomiized controlled trial. .Anm
Surg 201325737 —43.
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Table I. Summary of the typical dosing regimens for major anumicrobial agents used to treat mechicillim-
resistant Staphyvlococcs auwrews.

Pharmacodynamic Typical Adulc

D rugs

Yancomycin

Dra promycin
Cefrtaroline
Telavancin
O ricavancin

Dalbavancin

Tigecwclhine

Linezolid

Tedizolid ALNC: MINC 200 mg VPO ewvery
24 hours
AL MIC = AlUWC-to-MIC ratio; ChraoMIC = Crge-to-M I raco; TN

cthe MIC.

Predicror of Effecc

ALUNC:MMIC, T pnc

ALNC:MIC,
Crnan-MIC
T:.‘-— MR

ALNC:MIC,
[ n——— Y |
AlLNC: AN

AlLC:MIC

ALNC: T

AUNC:NMNMIC, T o poe

Dosage

15 mg/kg 'V every
12 howursl

4 mgl kg IV every
24 hours

600 mg IV every
12 hours

10 mg/ kg VWV every
24 hours

1200 mg IV once as
a 3-hour infusion

1000 mg IV
followed
1 weelk laver by
S00 mg IV

100 g IV, chen
S0 mg IV every
12 hours

GO0 mg VPO every
12 howurs

Dosing Considerations in Obesioy

Fwed-dosing sorategy and TDM often used.
Maintenance dose capped at 2 g per indmnadual
dose (= 133 kg)

Fixed-dosing strategy may be applicable, unclear
rationale to use = 500 mg/d { > 125 kg)

Dosage adjustument in obesity is unlikely

Fixed-dosing stravegy may be applicable, unclear
ratonale o use = 1000 mgz'd (= 100 kg)

Limiced clinical experience, but dose adjustmenc
in obesity is unlikely

Two-dose therapy; limited clinical experience,
bur dose adjusoment in obesity is wunlikely

Use of higher doses can be associaved with an
increased risk of nausea and womitng

Highly varmnable pharmacokineoc profile, immal
daily doses could be 50% higher in morbidh
obese paoents

Short-course therapy (6 days); limited climical
experience, bur dose adjustment in obesity is
wunlikely

= rhermapeutic drug mMmonitoring; T - wec — time abowve



Table 1 Summary

of antibiotic characrteristics for agents used to treat metchicillin-resiscant Staphylococcus aureus

infecrions

Drug class

D rwus

Pharimacodymnamic
target

Typical adult
dosage

Dosage in obesity

Evidence
TtTo support
altered

&S00 mg VPO
every |12 hours

No dosage adjustrment

dosing
strategy ™
Cephalosporin Cefraroline T=MI SO0 Mg IV every 12 Consider 00 mg every 8 hours dos- -+
howurs ing if chere is concern of inadeguatce
exposure in severe MRSA infections
Lincosamide lindamy»cin T=MIC 300—900 IV every Consider 900 mg every 8 hours or at -+
6&—8 hours (MmMas<i- leasc 10 mgkgfday depending on
murm: 2,700 mg/ infection sewverity
day)
I 50—600 mg PO
every & hours
Glycopeprtide Wan cormy cin AUUC:-MIC:; T=MMIC Maintenance dose: Consider 20—25 mgkg loading dose, 4
1520 mg/kg IV then 10—15 mgikg IV every |12 hours
every 8—12 hours (maximum single dose of 2 g and
mascimum cortal daily dose of 4.5 g);
adjusted by T DM for AU cargecs
Consider empiric dosing nomogram
by Crass ec al followed by TDM for
AN r.argets48
Lipoglycopeptide Dalbavancin AT MM 1. 000 mg IV fol- No dosage adjustcmentc -
lowed by 500 mg
v one week later
OR
1.500 mg IV once
O ritavancin AU MIC 1. 200 mg IV once MNo dosage adjustrmentc -~
Telavancin AC:MIC, <, s M 10 mgikg IV every MNo dosage adjustment: consider dose 4
24 hours cap of 750—1.000 mg
Cyclic Draprtormycin ALV, < - 4— 10 mgiikgs IV Consider dosing based on adjusted -+
lipopeptides every 2<4 hours body weight or capping at | g
Cliniciamns should weigh the rislk/bene-
fit of porential underdosage when
using adjusted body weight or dose
capping
Tecoracycline D oxycyclimne ALIC:-MIC 100—200 mg IV/ PO No dosage adjustment ~N—
twwice daily
Glycwlocycline Tigecycline AUNC:MIC 100 mg IV loading Consider higher dose; 200 mg I'V -+
dose followed by loading dose followed by 100 mg cwice
S50 mg IV owice daily: howewver, may hawve increased
daily Nnausea and vomiting or octher
rtoxicities
O<xazolidinone Linezolid AT MIC, T=MMIC -+

Infection and Drug Resistance

2019:12 8778921




Antimicrobial class Dosing recommendations in obese patients with pneumonia References
Penicillins Higher doses of piperacillin and tazobactam and longer infusion time of up to 4h. [2,10%]
Cephalosporins The upper limit of normal doses is recommended. [11%]
Carbapenems The upper limit of normal doses with extended infusions over approximately 3-4h is [12%,13,14]

Flvoroquinolones

Macrolides
Aminoglycosides

Vancomycin

Linezolid
Colistin
Voriconazole
Oseltamivir

recommended.

Dose adjustment is probably not warranted for levofloxacin and moxifloxacin. Doses
of up to 800mg every 12h of ciprofloxacin should be considered in morbidly obese
patients.

Standard doses are recommended. Whether higher doses and longer durations should be
used remains uncertain.

The loading dose should be based on adjusted or lean body weight with subsequent dose
and interval based on kidney function and drug level.

The loading dose is 25-30 mg/kg of total body weight in seriously ill patients. Maintenance
dose is 15-20mg/kg of total body weight every 8-12h, not to exceed 2 g per dose for
patients with normal kidney function. Serum trough concentration should be measured
prior to the fourth or fifth dose. Target trough concentrations of 15-20 pug/ml are
recommended. Doses >1.5 g should be infused over >1.5h.

Standard linezolid dosing with consideration of continuous infusion is recommended.
Dosing colistin using ideal body weight is recommended. Loading doses are suggested.
Dosing based on adjusted or ideal body weight is recommended.

Early standard oseltamivir dosing is recommended with dose increase to 150mg every 12h
in severe disease and normal kidney function.

Curr Opin Infect Dis 2014, 27:165-173

[4°,15-17)

[47]
[18,19]

[20]

[21,22"]
[23,24]
[25,26" 27]
28,29]



Comprehensive Guidance for Antibiotic Dosing in
Obese Adults

Pharmacotherapy 2017:37(11):1415-1431

Table 3. Recommended Antmicrobial Dosing in Obesity

Seacdy l‘}-Tu:h
Case PEPD Clinical
Drug Maximum dose® studies siudies  outcomes Comments
F-hctams
Penicillins
Amoxicilhin Mo data & Consider upper limit of normal dosing in severe infec-
tions” {(e.g., up w 1 g PO gfh)
Ampicillin Insufficient data - & Consider upper limit of normal dosing in severe infec-

tions” {e.g . up o 2 g qéhl
& Single study with & panem<: higher Vid bur decreased
Vd/kg e © unchanged
Nafcillin Insufficient data - = Single case report in crtcally ill obese patient: con-
sider upper end of normal dosing in severe infections”

(g, up to 2 g gih)

Piperacillin-mzobactam Lip to 4.5 g gfh {prolonged infused L L L ] * Prolonged mfusions preferred for critically ill obese
over 4 hrs) or 4.5 g g6h (30-min patienis
infusion) * High-dose prolonged infusion if crrically ill, obese,

with Cl,; > 100 mlimin

Cephalosporins

Cefnzolin Insufficicnt data - - » Consider upper tmit of normal dosing in severe infec-
tions (eg., up to 2 g qBh [option for comtimuous infu-
'..u'un]:i” or 1.5-2 g L|-I5|:| intermittent dusmgl

*» In posturauma critically il patems, data snggest 2 g

qth if Cl, > 215 ml/min'*

Cephalexin Mo dara s Consider upper end of normal dosing in severe infec-
tons” (e.g . S00-1000 mg gth)

Celepime, celtamidime Up to 2 g qBh prolonged infusion L
CeftazidimeSavibactm Mo change -
Ceftolozanetazobactam MNo change L
Carbapenems
Doy riprenem Mo change - o Consider extended infusion if targeting a higher PD
end poimt of 100% T > MIC or with less susceptible
Ertapensm Mo change @ - pathogens (i.c., MIC > 2)
Imipenem No data * Lse caution in remal impairment and with high doses
{1 g gtth): increased risk of seizures
Mcropenem Same dose: consider - - * Prolonged mfusion if critically ill, obese with
infusion fior Cly > 100 mifmin, if argeting a higher PD emd poim
critically ill patients of 100% T > MIC, or infections with less susceptible

pathogens {i.e., MIC > 2]

[P 2 B SLTNAY 35390 NI ONISOA D1LOMLINY



Table 3 (contmued)

Study rype”
Case PESPD Clinical
Drug Miaximum dose® stuchies  smudies  oucomes Cormmenis
Monobactam
Artrecnam Insulficient data L # Single case report suggests higher dosing needed
= Consider upper end of normal dosing in severe infec-
tons (e.g. 2 g g6b—8h)
Fluoroquinolones
Ciprofloxacin In critically il sepric patdents @ - & Insufficient data excepr as noted in critically il sepic
on CRRT with organisms patients on CRRT
with MICs > 0.5 mgl (eg., * Consider upper end of normal dosing in severe infec-
Pscudomonas acruginosa, tions” (e.g.. up to 400 mg IV gfh or 750 mg PO
Acinetobacter baumainid): gl Zh)
= 00 kg 400 mg IV gBh
Levolloxacin 7530 mg g24h L - = PK reportedly unaliered by obesity; however, serum
kevels may be sensitive 1o Ol 1000 mg g24h has
been suggested for Clgper > 110 mlfimin 1o target
gram-negative pathogens
Moxiflloxacin No change L
Aminoglycosides
Amikacin Use ABW, 4 for initial dose L ] ® Adjust by TDM
Gentamicin LUse ABW, 4 for minal dose - & Adjust by TDM
Tobramycin Use ABW,, , for mital dose - ® Adjust by TDM
Polymyxins
Colistin methanesulfonate  Use TBW - * Maximum dose of 360 mg/day to Emit the risk of
nephrotoxiciny
Polymyxin B Limived data. Consider ABW . especially L ] - i maximum dose 200 mg or 2 million
in upper end of dosing range uniwfday 1o bmit risk of wxicity
Ano-MRSA agenis
Ceflaroline Mo change - L J & Consider gBh if argeting 30% [T > MIC for MESA
Chindamycin IV: 600 mg givh or 900 mg gh - - » Smdhes from prosthetic joine infection and S5T1
PO 450600 mg g6h or 600-900 mg gqBh suggest increased doses warranved
& Manufacoorer maximuom: 2700 mg/day in severe imfec-
tions, 4800 mg/day given by intermittent ot contin-
O T aricin No change ° ° ons infusion for life-threatemwing infections
D preoamyycim Same weight-based dose but use ABW 4 L - L » Caution in renal insufficiency, dialysis. Monitor CKs
and signs of myopathy
Linezolid Mo change L ] - -
Oritavanc in Mo chanpge L ]

{compimued §
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Study type”

Case PK/PD  Clinical

Drug Maximum dose” studies  studies  outcomes Comments

Sulfamethoxazole/ SSTI or severe/complicated UTI: up to o ® ® Limited data to guide optimal dosing weight
trimethoprim 320 mgTMP PO gq12h or * Consider ABW; ; when using high doses (e.g.,

8-10 mgTMP/kgyuw/day > 8 mgfkg/day)

in divided doses
Tedizolid No change L]
Telavancin Same dose; consider a maximum of e ® * Increased systemic exposure may be related to acute

1000 mg/dose kidney injury

® These are tentative dosing recommendations pending

Tigecycline No change ® & results of an ongoing phase 1 trial (NCT02753855)
Vancomycin Load: 20-25 mg/kgyw ® o * Alternative approach using ABW, 4 loading dose 25

(consider a maximum of 2.5 g)

Maintenance: 10-15 mg/kgrpw q12h* initally
(consider a maximum of 2 g/dose), then
adjust by TDM

Consider 10-12.5 mg/kggw q12h* if BMI

> 40 kg/m"

*May convert to q8h regimen based on adequate
renal function (e.g., Cl, > 120 ml/min) and age

Consider an initial maximum daily dose
of 4.5 g (including load)

30 mg/kgipw, initial maintenance dose ~15 mg/kgpw
ql2h*
® Loading doses commonly ranged from none to 3 g;
daily doses commonly ranged 2-4 g or 20-30 mg/
kgruw/day (Table 52)
® Adjust doses by TDM (peak and trough) using soft-
ware utilizing Bayesian methods and AUC rargets.
- If talcﬂating without soltware, see relerence for
equations
= If only measuring troughs, more cautious and fre-
quent initial monitoring of levels may be warranted

ABW = adjusied body weight; ABW, 4 = adjusted body weight using a correction factor of 0.4; AUC = area under concenmation; BMI = body mass index; CK = creatinine phosphokinase;
Cl.; = creatinine clearance; CRRT = continuous renal replacement therapy; IBW = ideal body weight, IV = intravenous; MIC = minimum inhibitory concentration (mg/L}; MRSA = methidllin-
resistant Staphy lococcus aureus; FD = pharmacodynamic; PK = pharmacokinetic; PO = oral; S5TI = skin and soft tissue infections; T > MIC = duration of a dosing interval for which the antibi-
ofic concentration remains above the MIC of the known or suspected pathogen: TEW = total body weight: TDM = therapeutic drug monitoring, TMP = rimethoprim; UTI = urinary tract infec-

tnon; Vd = volume of distribution.

"Does not indude dose adjustments for renal andior hepatic impairment. Doses listed are within usual safety margins. Lower doses may be sufficient in mild infections (e g, UT1). Dosages are
hased on the provided references and/or the authors' opinion, and should not replace clinical judgment. Cl, assumes calculation using ABW, , unless specified in table.

"Dots represent types of studies available and not quantity. Table S2 summarizes the studies used in developing dosing guidance.

“Desing recommendations are for severe or deep-seated infections based on similarities in PK profile (Table 53) and dosing recommendations with other antibiotics of the same class when data
are insufficient or lacking in obese patients.



* Vankomisin

 TVA gore 25- 30 mg yikleme (maksimum 2.5 gr)

15-20mg/ kg 8-12 saat ara ile (Maksimum 2 gr/ giin)

TDM dozu 15-20 pg/ml (48 saatten sonra Oneriliyor)

Doz > 1.5 grise en az 1.5 saatlik inflizyon

Yukleme dahil baslangic dozu 4.5 gr’ | gecmemeli

e Beta Laktamlar

* Pip-Tazo, meropenem yliksek doz ve uzamis inflizyon (3-4 saat)

e Ertapenem standart doz rejimi 6neriliyor



 Aminoglikozidler
* DVA bazli agirlik hesabi ile verilmeli

* TDM devam dozlari icin 6neriliyor

* Kinolonlar
* Moksifloksasin ve levofloksasin standart dozlarla dneriliyor

* Siprofloksasin ciddi infeksiyonlarda strekli renal replasman tedavisi alanlarda

3x 400 mg oneriliyor



* Polimiksinler
e Kolistin IVA bazh agirlik ile giinliilk doz 360 mg asmayacak sekilde énerilir

* Polimiksin B verileri sinirli; DVA ile maksimum 200 mg gunlik doz olacak sekilde

Oneriliyor
* Daptomisin; DVA ile kilo bazli 6nerliyor , myopati acisindan izlenmeli

* Linezolid ve tigesiklin standart dozlarinda oneriliyor



SONUC

* Kritik ve obez hastalardaki ile patofizyolojik degisiklikler antimikrobiklerin PK’

sini degistirerek suboptimal konsantrasyonlar ile sonuclanir

* Degisen bu 6zellikler hedeflenen PD degerleri icin kisisellestirilmis doz

dlizenlemesini gerektiriyor

 Kritik obes hastalarda antimikrobiyallerin farmakokinetigini analiz eden cok
sayida kaliteli calisma yok, ktcuk hasta gruplarini kapsiyor ve calismalar kendi

icinde bile heterojen dneriler iceriyor

* Tedavi dozlari bu hasta gruplarinda ginltk yeniden degerlendirilmeli ve

mumkiinse TDM ile desteklenmelidir.



, ibi yosun tutan denizlerle
. lilgilenme. Sen daglar: seyret...!
. Yenik diistiyorsan 6zlemlerine
aldirma, kalbindeki o ugsuz

" bucaksiz sevgiyi hisset...!

- Istklar sonmiisse ve karanliksa
= ona da aldirma, ay sigint seyret.. ;'
" |SABRET... ! Sabret ki hersey j
i hissettigin kadar derin ve sonsuz
'? olsun...! Sabretki hersey gonliince

@
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