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Olgu 1

23 yasinda kadin hasta
SSS vaskiilit nedeni ile KST aliyor. - 7 aydir.

Hasta genel durum bozuklugu ve nébet gecirme nedeni
ile NYB yatirildu.

Trakeostomi, SVK takildi.

BK: 11.000 mm3

CRP: 4,15 mg / d|

ESR: 40 mm / st

ALT: 78 IU, AST:106 IU

FM: A: 39 °C, SS:23/dk
Akc filmi: sagda hacim kaybi ?
Akc osk: bilateral ral ve ronkds




OLGU 1

Hastaya pip-tazo baslandi—asp pn ?
Ates dustda.

Tedavisinin 10. glinuinde ates tekrar basladi.
Akc FM bulgulari devam ediyor.

Kan kultir + Derin Trakeal aspirat kaltdrid: MRSA ( 30 000
koloni)

Vankomisin eklendi

Kateter ? Gordnum iyi
* Cekilmesi 6nerildi ama ....
Kiulturler alindi.

Eko istendi - TTE - Normal



Olgu 1

Tedavinin 4. ginlnde idrar kiltlirid GSBL (+) E.coli

Tedavi meropenem + vankomisin olarak dizenlendi ( 15. giin).
Tedavinin 3. gunu ates dustu.

Hastanin atesi tekrar ¢ikti — tedavinin 20. gin

Kolistin eklendi .

Flukonazol eklendi.

Kaltdr sonuclar bekleniyor.




Olgu
e jdrar kiiltiiriinde Non-albikan kandida iiredi

— Idrar kateteri degistirildi kiltiir yenilendi ve sedimentinde
maya goruldu

* Bir gun sonra
— Kan kultlirti maya uredi.
* |dentifikasyon bekleniyor.
e Kateter citkmadi. Cikartin artik dendi .... CIKTI.

* |V Kateter gorunumu iyi ama ...

Bu arada hastadan haftada iki kez galaktomannan istendi



Olgu

Kan kultara C.tropicalis geldi
— Flukonazol duyarl

Periferik ve kateter kan ve kateter ucu kiltira yine
C.tropicalis

* Flukonazol duyarl
Ikinci idrar kaltiirti Non albikan kandida
Tedaviye devam edildi

TT EKO : Normal ( kez

Akc tomografi sonucu )
— Noduler gorunim

Galaktomannan sonuclari toplu olarak geldi. ( iki kez , bir kez
3. kan kulturu tekrar C.tropicalis
Ekinokandine gecildi







devam ediyor.

u dizeldi ama atesi var.
iIdi.













Bassetti M et al. Intensive Care Med. 2017 Sep;43(9):1225-1238.

Bakimda Mantar Enfeksiyonlari

Heterojen hasta gruplari vardir.

Invazif fungal enfeksiyonlar siddetli enfeksiyonlarin
% 30 - 40 sorumludur.

— Kan akimi enfeksiyonlarinin 3. sirasinda ( %17)
 ABD 3. ve 4. sirasinda
e Avrupa 6- 10 sirada

* Aspergillus - % 0,3- 19

* Digerleri - milyonda bir
— Mukor, trikosporonosis vb



° 2Leon C et al. Eur J Clin Microbiol Infect Dis. 2009;28:233
Enfeksiyona

kabul edilen hastalarin % 5-15 kolonize *-2
YB kaldigi siire ile iliskili - bir hafta sonra % 50-80
Bu hastalarin sadece % 5-30 invazif kandidiyazis gelisir.
Multifokal kolonizasyon YB’da > 7 giin kalanlarda gelisir. -2

En sik kolonizasyon alanlari 12

— Mide % 45,6, orofarengeal % 34,3, trakea % 23,4, perirektal % 21,2,
sistem % 18,7



Invaziv Kandidiyazis

v’ Kandidemilerin 1/3 - 1/2’si yogun bakimda gelisir.

* 10 000 hasta gunu icin
o 1Kamdidendlaimd /3mm1/2’si yogunbakimda gelisir.

Luzzati
etal

v Yogun bakimda kandidemi sikhigi diger kliniklere gore

7-10 kat fazladir

v Yogun bakimda kalis siiresi 6nemli bir risk
faktoriudur

v’ Yogun bakimda 12,7 gin
v Hastane yatis 15,5 giin

v" 7-10 giin sonra enfeksiyon orani artar

(Dimopoulos G, Eur J Clin Microbiol Infect Dis. 2007, Guery BP et al. Inten Care Med 2009;35:55) )
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Kandidemi mortalitesi !
e Katkida bulundugu mortalite % 15
 ABD’de YB % 47 vs Servis % 293
— YB yatan hastalarda 5-10 kat fazla
* Cok merkezli YB - Fransa - 2005-2006*
— Mortalite % 45,9

 “European Confederation of Medical
Mycology” (ECMM)°>
— Prospektif cok merkezli ve uluslu = 7 avrupa ulkesi
— Kandidemi orani 0,20- 0,38 / 1000 hastaneye kabul
— Kandidemilerin % 40 YB tedavisi gerekiyor.®



Yogun Bakimda Iinvazif Candida Enfeksiyon Riski

Dimopoulos G, et al. J Clin

Sep SiS Paramythiotou E et al.Molecules Infect Dis. 2007
Antibiyotikler Cerrahi girisim
Oz. GIS

Multipl APACHE li

kolonizayon APACEHE Il
%50 yanik

Major travma Yogun bakimda hasta
Kalis hasta

TPN

Hemodiyaliz
DM
Dadi yas

Invazif girisimler
-1V

. Notropeni
_SterOId Malniitrisyon
Immunsupresifler



REVIEW

Global trends in the distribution of Candida species causing candidemia

J. Guinea'->34

1) Cinical Microbiology and Infectious Diseases Department, Hospital General Universitario Gregorio Mararnon, Universidad Complutense de Madrid, Madrid,
Spain, 2) Instituto de Investigacion Sanitaria Gregorio Maranon, Madrid, Spain, 3) CIBER de Enfermedades Respiratorias (CIBER RES CB0O6/06/0058), Madrid,
Spain and 4) Medicine Department. School of Medicine, Universidad Complutense de Madrid, Madrid, Spain

Clin Microbiol Infect 2014; 20 (Suppl. 6): 5-10

N C. albicans = C. glabrata C. parapsilosis W C. tropicalis W C. krusei  Other
100%

90%
80%
70%
60% -
50%
40%
30%
20%

10%

3

FIG. |. Proportion of the most relevant Candidh spedes from population.based studies reporting on candidemia in different countries.



Impact of Treatment Strategy on Outcomes in

Patients with Candidemia and Other Forms of
Invasive Candidiasis: A Patient-Level CID 2012;34(8):1110-22
Quantitative Review of Randomi

David R. Andes.” Nasia S ar,' J B Z Geoffrey Playfor
Peter G. Pappas.Z an coses Study

Mortalitenin gostergesi
APACHE Il

Sagkalim___ klinik basari

Ekinokandin tedavisi

o SVK ¢ikarilmasi
leri yas litevi azal
i C.tropicalis mortaliteyi aza tlr.
Immunsupresif tedavi itati \ treatment
[able 4. . . //\/«(atmem Factors and Outcome T Patie didiasis
VR
\{QO Mortality Success
Organisms® Factor P OR  95%Cl Factor P OR  95% Cl
All organisms (n = 978) Age 02 101  1.00-1.02 APACHE Il 0001 084  93-96

APACHE Il score 0001 111 1.08-1.14  Echinocandin 01 233  1.27-435
Immunosuppressive  .001 169 1.18-244 CVC removed 001 169 1.23-2.33

therapy
Candida tropicalis 01 164 1.11-239  Study NS
Echinocandin 02 065  45-94
CVC removed 0001 050  .35-72

Study NS
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Lewis RE. Mayo Clin Proc. 2011,;86(8):805-817




Kritik hastalarda antifungal tedavi

e infcavos (Nseaans '
IDSA GUIDELINE ""“)\\ .

Clinical Practice Guideline for the Management of

Candidiasis: 2016 Update by the Infectious Diseases

Society of America
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Baslangic tedavisi olarak bir
ekinokandin onerilir

(Gliglui 6neri; yliksek nitelikli kanit)

Mikafungin

Anidulafungin 200/100 mg

Kaspofungin 70/50 mg




Kateteri Degistir

* Veri¢ok

— Kateter cikarilmaz ise % 82 olguda enfeksiyon israr eder.
Lecciones, Clin Infect Dis 1992;14:875-883

— Cikarilirsa fungemi siiresi kisalir (5.6 -2.6 giin ) p<0.001
(Rex, Clin Infect Dis 1995,21:994-996)

— Kateter c¢ikarilirsa mortalite diiser ( % 41 - % 21% ) p <0.001
(Nguyen, Arch Intern Med 1995;155:2429-2435)

 Ozellikle etken C. parapsilosis ise kesin ¢cikarilmahidir.

— Kateter ile bu etken arasindaki iliski siki
Kojic, Clin Microbiol Rev 2004;17:255-267



Kollef M CID 2012;54(12):1739-46
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Figure 3. Hospital mortality according to whether or not patients re-
ceived antifungal therapy and adequate source control within 24 hours of
the onset of septic shock. {P< .001 for the comparison of patients receiv-
ing both antifungal therapy and adequate source control within 24 hours
of the onset of shock to the other 3 groups.)




Santral Venoz Kateteri cikart
IDSA

SVK mumkuin olan en erken strede cikarilmali
— Suphe yeterli

Kateter » kaynak, persistans nedeni
Kateter kan kulttru

C. parapsilosis

(GUcll 6neri, orta dlizey kanit)



Simitsopoulou M et al. Antimicrob Agents Chemother. 2013;57(6):2562-2570.

Tum Candida spp planktonik hiicreler li¢ ekinokandine duyarhidir.

MICs of <1mg/litre

TABLE 1 MICS of echinocandinsfor planktonically grown cels and biofms of diferent bloodstream Candida slate determined by the XTT assey

Mean (range) MIC: (my/liter)

ANID CAS MEG
Species 1 = 54) Planktoniceells | Biofilms Planktoniccells| Bioflms | Planktoniccells | Biofilms
(. albicans (n = 15) <007 0.06° (0.013-0.06) | 05(025-0.5) | 05(0254) | =0.06 0.25° (0.06-2)
Lpopebss(n=6)  00600B015) | V06 | 102 | 6M0-08)| 05(006:03) | 42
Chuil=1) 05006015 005 omeams)| 105) | Vs | som LI (00605)
_LC lugttanige(n=16) 0125 (003-0.125) | >256' L025-1) | 64'(16-64) | <006 | 30"
Coullmondifn=3) 1051 |08 | 105 | 66008 | 0US(001) | 06

deal i Fig, 1 103,

* S, differences beoween MICy of echimocandin aguingtboflms i the sme speces,

" Sigmuficant differences between MICs of echunocanding against planktonic cels versas biofilms of Canstila spp, (7 < 0.01). These velues have been derived from dats presented in




GOz dibi muayenesi

Antifungal tedavi baslangicindan sonra bir
hafta icinde dilate fundoskopi

(Glclu oneri, disuk dizey kanit)

%16 goz tutulumu

Korioretinit varsa tedavi goz dibi muayenesi
normallesinceye kadar devam ettirilmelidir

Oude Lashof AM, et al. Antimicrob Agents Chemother 2012; 56:3133-7.



Fluconazole use (DDD/1,000PD)

100+

80
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-
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20+

Flukonazol kullanimi flukonazol direngli izolatlarin
artisina neden oldu.

PLoS One. 2015; 10(2): e0118770.
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Impact of antifungal prescription on relative
distribution and susceptibility of Candida
spp. — Trends over 10 vears™

a,b,c

Sébastien Baillg , Daniele Maubon , Pierre Fournier °,
Hervé Pelloux <, Carole Schwebel ', Claire Chapuis %,
Luc Foroni %, Muriel Cornet °-9, Jean-Francois Timsit <-7-*

b.d

Journal of Infection (2016) 72, 103e111

Caspofungin Consumption

(DDD/1000HD) 018
160
------- Predicted MIC of Caspofungin for ¢ i 016
a glabrata 1 :': )
T 10 .:"_ " :
. -
8 4 | ’ " 014 ~
54 : a =
- ot AL S it | " e
e 3 ~ ‘3 24 ‘e 0
S 1o A s AR $4-g o stk =
z s A ViR, 1l s Al on
e v s i S tits A Bitis RIAITY J
c 100 S S | B 0 2 S A 4 S 1 S S A S 2 SIVER SRS ¥ S 5
o 4 ::' $s & M 4 % ‘.’ I IR 2 EREERT 1 MR e :-::, 3 01 —-—
= Ao v L Ad - J WY O N -
£ . Vot (R PVl gy i €
20 15048 1A $— SN | - BT 2
2 : FEERY vy B S t 48 FPU [ ees §
s ! vy . I i I 2
8 : LR . r c
an S | > 006 S
s E | | :-J
- ; ‘ ‘ . o
3 0 . b4 N R H i1 ba 4 YT
- ; ‘ ¢ 4 v V|, 3
&) : v
M | 5 ! B |
20 o441 i A A\ p— -7 4 ! } ¥\ 0.02
!‘ "8 | | ! ' |
! | L
0 - e N . ' { ' 0
NN DTN OMBONVY®D~TAOMOONN®G=NITINDMO D
N MM T T T NN NN OO WO 00D OO0 00 0 O e
- -~ ™ ™~ ™ —

Figure1  Monthly caspofungin consumption and predicted MICs of caspofungin for C. glabrata. The predicted MICs of caspofungin
for C. glabrata were obtained from an ARIMA (1,0,3) model for caspofungin consumption with a 3-month lag as an input variable
(see statistical methods for details). The number on the x-axis are months (from 2007 to December 2013). The gray arrows under-
line periods of high caspofungin consumption, and the dotted-line arrows underline their impact on predicted C. glabrata caspo-

fungin MIC.



25—
- m—
- Azoies
j o=
&

S_Eauw:m /

2001-02 ' 200304 ' 200506 ' 200708 ' 200010 '
Time period (years)

Figure 3: Parallel rise In azole and echinocandin restistance In Candida glabrata

blcodstream Isolates over a 10-year period. showing emergence of
muitidrug- resistant strains

Pham CD et al.. Antimicrob Agents Chemother 2014; 58:4690-6.
Perlin D et al.Lancet Infect Dis 2017; 17: e383-92



Ekinokandin Direnci

* Artmakla birlikte hala diistik
* C. albicans ve cogu kandida icin % 2-3

* Candida glabrata - - bazi merkezlerde
viksektir - % 3-13 .( %20,5)

* Cografik ve konak 6zelliklerine gore
degisebilir.

Perlin DS. Ann N Y Acad Sci. 2015 September ; 1354(1): 1-11.



THREAT LEVEL ‘, 5 .
FLUCONAZOLE-RESISTANT ! CANDIDA INFECTIONS
CANDIDA INFECTIONS | PER YEAR

This fungls fs a serious concern and mqu!m
and sustained action to ensure the problem doas not grow.

2013 raporu Percentage of Candida
bloodstream isolates Estimated number of  Estimated number
testing resistant infections per year of deaths
Fl.:cg.rlazole-'.evstant ™. 3 400 220
Condida species
ABD

46 000 / yil saghk bakimi ile iliskili Candida enfeksiyonu
% 30 direngli Candida spp ile gelisen kandidemi

3-13 glin fazladan yatis
6000-29 000 dolar fazladan maliyet




Antifungal Duyarlilik

Kan kulturu

Klinik iliskili ornekler

Ekinokandin duyarliligi

Oncesinde ekinokandin kullanimi
C. glabrata /[ C.parapsilosis varsa yapilmalidir.

(Glcla oneri, disik diizey kanit)



Kontrol Kan Kulturleri

e ESCMID; Gunde en az bir tane
* IDSA; Her gun veya gun asirl

(Gucll oneri, dlstk dizey kanit)



Tedavi Suresi

 Semptomlarin diizelmesi ve metastatik
enfeksiyon olmamasi durumunda

* Son negatif kan kiltirinden 2 hafta sonra

(Guglii 6neri, orta diizey kanit)






OLGU 2

Aciliyor onarim yapiliyor ve dren

yerlestiriliyor - sividan kultur aliniyor.

Hipotansif olmasi nedeni ile sivi ve

inotrop baslandi.

Hastanin >72 saatten hastanede yatmasi
2 ay once hastane ve antibiyotik oykusu
Meropenem 3 X 1 g basland..

Kan kultlirii sonucu geldi.

idrar kiltiiriinde Candida spp geldi ( 2000
cfu/ml)

Kateter degistirildi ve kiiltiir tekrarlandi.
Trakea: yok

Perine: Candida spp

Aksilla: yok

— : —_—
Numire | KAN e lim e

GRAM BOYAMA e et

T ROUTORU BAKTERT DREMES] OLDU.Z8 Wl 34 ok v chaain sruc i

GRAM BOYADA GRAM NEGATIF BAKTER! GORULU

KL TORVE ANTIglYOGRAM TETKIKLERI i )
A : i 24102016 1058
BAKTER! TANIMLANMASI VE DUYARLILIK TESTI(OT Nomunt KA Ory Tath 2440

GENIS SPEXTRUMLL BETA LAKTANAZ (ESBL POZITIF (KLER, PNEUMONVAE]
GEAM BOYADA GRAM NEGATIF BAKTER| GOROLDU

KANKULTURU |AER05) - Numiw | KON Onay Tarlhl 24102010 1058
e Cvaz Tarihi 24.10.2016 094
;r:iﬁli:‘f it MWN':E MICA : M|§.2 " M?;J
*W‘}‘m-" OO S

AMPICILLN i} »=32

CERERIME 0 »e3)

CEFTAZIDNE 0 %)

DEFTRIAXONE 0 i

CEFUROAME 0 2l

CEFURONME AYETIL 0 yebd

CIPROFLOKAGIN " 05

COUSTIN i b

s N e

GENTAMICIN " P

WEROPENEN " 0%

PIPERACILLINTAZOBACTAM H <=4

TIGECYCUNE H |

TRMETHOPRM (SUPNETHOIAZOLE D 52320

AMOKSISILINKLAVULANIK ASIT (DIGER) M b
“ Hassaslyel: HeHassas OH=Orta Darace Hassas DsDireng

GENIS SPEKTRUMLU BETA LAKTAMAZ (ESBL) POZITIF (KLES PNEUMONIAE)
(GRAM BOYADA GRAM NEGATIF BAKTERI GORULDY

Antiblyogram sonug biktrimierinde CLSUNCCLS tarifindan Gnerifen *kisith bildirim” standartfan uygulsnmktadir
Bakterlyolof laboratuvarumiz Orta Asya ve Dogu Avrupa Anfimikroblyal Direng Silveyansi (CAESAR) adina dahidir.



Operasyon sonrasi hastanin genel durumu ??? - KB 110/
75

Ates dusme egiliminde ( 37,5-38,3 C ) iken postop 2. giin
tekrar 39,5 C cikiyor ve yine hipotansif — sivi ve inotrop
destegi devam.

Tum kulturler tekrarlaniyor, SVK degistiriliyor.

Anidulofungin ekleniyor.
Hastanin KB 110/60 mmHg NB: 85/dk — genel durum orta

Operasyondan 5 giin sonra kan ve operasyon sirasinda
alinan kultur kulturleri ¢cikiyor.




TESTQTUP@IT + DYTALI T =T =T

Omek Numarast : OBTBT3T2 e —————————

.......

éKAN KOiTOROTETKIKLERI 000 o “
,I‘(AN KULTURU (ANAEROB) " Numune | KAN Onay Tarihi 23.11.2016 10:40
UREYEN MIKROORGANIZMALAR Cinaz Tarii 23.11.2016 083
1 -CANDIDA PARAPSILOSIS

AntioiyotkAdl 1 MIC-1 me2 me-s
AMPHOTERICIN B H 1

CASPOFUNGIN ?

FLUCONAZOLE D 32

VORICONAZOLE D 1

MICAFUNGIN OH 1

** Hagsasiyet: H=Hassas OH=Orta Derece Hassas D=Direng

GRAM BOYADA CANDIDA GORULDU
(UYUMLU)Gram boyama igin identifikasyon uyumiu

Anibiyogram sonug bidirimlerinde CLSINCCLS tarafindan dnerifen *kisitl bildrim" standartiar uygulanmaktadir
ikrobiyal Direng Siirveyanst (CAESAR) agina dahildir.

Bakteriyoloji laboratuvarimiz Orta Asya ve Dogu Avrupa Antimikr

Tedavi Lipozomal AMB degistirildi.




Clancy CJ, Shields RK, Nguyen MHJ. Fungi 2016: 2 (10 ):1

Invazif kandidiyazis
— Kandidemi

— Derin doku kandidiyazisi
e Submukozal ve organ enfeksiyonlari

Primer kandidemilerin %50’si sekonder derin doku
kandidiyazisi ile sonuclanir.

Primer derin doku kandidiyazisi

— Steril alana non-hematojen yolla gelen Candida spp.

— En sik abdominal kavite

Primer derin doku kandidiyazislerinin < %20
sekonder kandidemiye eslik eder.



Kandidemi / invazif Kandidiyazis Riski Devamlidir

Co-€-Qb

Yiiksek riskli hasta + YB Hastalarina 6zgii + Cerrahi YB
e Cerrahi (abdominal) * YB>7 giin
T ~ N  Siddetli akut/
IDSA - iA enfeksiyon bulgusu ve 6nemli risk nekrotizan
faktori varsa tedaviye bagsla Pankreatit
e TPN — Ozellikle multifokal * Rekiirren cerrahi
. vk * Yiiksek APACHEIl . Anastomoz
« Nétropeni, TX kacagi

* Immunusupresif, KST
Bassetti et al. Crit Care 2010:14:244  Clancy CJ, Shields RK, Nguyen MHJ. Fungi 2016: 2 (10 ):1



Cesitli Populasyonlarda iK insidansi

Clancy CJ, Shields RK, Nguyen MHJ. Fungi 2016: 2 (10 ):1

Dustik Kan kiltur alinan hospitalize Kandidemi < %1
herhangl bir hasta
* Risk faktorii olmayan YB hasta
* Post-kardiyak cerrahi YB kalma

Diisilk-  * Periton diyalizi olan HS intraabdominal = %3-6
orta peritonit kandidiyazis
e Septik sok olmasi Kandidemi = %3-7
e 24 giin YB kalma
Orta * K igin ek risk faktorleri ile > 4 giin Kandidemi = %10-15
YB kalma
Yiiksek < Siddetli akut/ nekrotizan Intraabdominal = %20-40
pankreatit kandidiyazis

* Cerrahi gerektiren rekiirren
GIS sizintisi



Abdominal infections in the intensive care unit:

characteristics, treatment and determinants of
ou tC ome De Waele et al. BMC Infectious Diseases 2014, 14:420

Jan De Waele'", Jeffrey Lipman?, Yasser Sakr®, John C Marshall?, Philippe Vanhems®, Casiano Barrera Groba®,
Marc Leone’, Jean-Louis Vincent® and for the EPIC Il Investigators

931 hasta 1298 mikroorganizma

glen | N0 %

Gram negatif 691 48

\
Sekonder peritonitlerin % 28,9 Candida spp.

Steinbach CL et al. Ann Clin Microbiol Antimicrob 2015; 14:48.

/

Viru 12 0,9

Diger 16 1,2



Intraabdominal Kandidiyazis

*de Ruiter J et al. 2009; Infection 37(6):522-527

**Lee SC et al. 2002: Diagn Microbiol Infect Dis 44(1):23
***Bassetti M et al. Intensive Care Med. 2015;41:1601
# Dupont H et al. 2002 Arch Surg 137:1341

Candida spp ~"

— Ust gastrointestinal (Gl) alanlarin % 41'inde,

\J P o gun | o

. bildirilmigtir
* |A enfeksiyonda Candida turlerinin
E epidemiyolojik 6nemi hala tam abrata

olarak tanimlanmamustir.

Sartelli et al. World Journal of Emergency Surgery (2016) 11:33

Bazi calismalarda non-albikan artis ( % 42 vs % 26 )

+ Montravers P et al. Clin Microbiol Infect 17:1061
+, ++ Bassetti M et al. Intensive Care Med 2013; 39:2092



0 Arendrup MC et al. J Clin Microbiol 2011;49:325
® C. g I a b I' a ta e nfe ks |y0 n u Ericsson J et al. Clin Microbiol Infect 2013;19:E218
Malani AN et al. Mycoses 2012;54:531
_ Abd omina I cerra h i ggneglszgo; éle";‘ al. Clin Microbiol Infect 2015; 21:
— Yashlarda

* GIS kolonizasyonu yas ile artar.

* C.parapsilosis enfeksiyonu
— Abdominal cerrahide daha azdir ( %12,4)
— Noro-cerrahi % 40,3
— Multipl travma %35.1

* Hastalarin derisi, saglk calisanin elleri , hastane
cevresinde bulunur.

e Kateterleri kolonize eder.
(] S 1 yas Slk ( %38’5)* e Klingspor L et al. Clin Microbiol Infect 2015; 21: 87.e1-87.e10

Steinbach WIJ et al. Pediatr Infect Dis J 2012;31:1252




Intra-Abdominmnal Candidiasis: The
Importance of Early Source Control anmnd
Antifungal Treatment PLoS ONE 11(4): e0153247.

Pascalis Vergidis™'*, Cornelius J. Clancy''?, Ryan K. Shields’, Seo Young Park™®, Brett
N. Wildfeuer', Richard L. Simmons®, M. Hong Nguyen'
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Fig 1. Survival analysis by type of intra-abdominal candidiasis.



intraabdominal Kandidiyazis

Kandidemiden sonra en sik invazif kandidiyazis tipidir.
Mortalite % 25 -60

=

Septik sok % 23-38

( > %50 olan ¢calismalar var.)

Bassetti M et al. . Intensive Care Med 2014; 40:839
Guzman Ja te al. J Clin Med Res 2011; 3:65
Gutiérrez SM et al. Crit Care Med 2013; 41:e385.

’

veya nekrotizan pankreatit takiben goriliir.

*Masetti M et al. Intensive Care Med. 2015;41:1601-10.
**de Ruiter J et al. 2009; Infection 37(6):522-527

~




Kollef M CID 2012;54(12):1739-46
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Figure 3. Hospital mortality according to whether or not patients re-
ceived antifungal therapy and adequate source control within 24 hours of
the onset of septic shock. {P< .001 for the comparison of patients receiv-
ing both antifungal therapy and adequate source control within 24 hours
of the onset of shock to the other 3 groups.)




Yogun Bakimda Erken Tani -Uygun Antifungal Tedavi

* Derin yerlesimli( abdominal )
kandidiyazisde kan kiiltiirleri nadiren

pozitifdir ( % 14- 22 kandidemi )

Antinori S, et alEur J Intern Med (2016), http:// dx.doi.org/10.1016/j.ejim.2016.06.029



Periton sivisinin direkt incelemesinde Candida

spp.saptanmasi mortaliteyi artirir (orR=4.7;95% c11.2-19.7; P =

0.002)
Dupont H et al Arch Surg 2002;137:1341

IA enfeksiyon drneklerinde Candida spp izolasyonu kétii

prognoz belirtisidir.
Zappella N et al.Clin Microbiol Infect. 2015;21:853.e1-3.

Nozokomiyal peritonit hastalarinda Candida izolasyonu

mortalite icin bagimsiz risk faktoruduir (odds ratio, 3; 95 %
confidence interval, 1.3-6.7, p < 0.001)

Montravers P et al. Clin Microbiol Infect. 2011;17:1061-7.



Sartelli et al. World Journal of Emergency Surgery (2017) 12:22

* BT/ USG esliginde aspirasyon
e Operasyon sirasinda o6rnek

* Abse / periton sivida Candida spp Urerse IAK

* Drenden kultur alinmasi durumda Candida spp
uremesi kolonizasyon anlamina gelir.

— Kultur 6ncesi < 24 saat dren yerlestirildi ve
Candida spp urediise *

*Bassetti M et al. (2013) A research agenda on the management of intra- abdominal candidiasis: results from a
consensus of multinational experts. Intensive Care Med 39:2092-2106



Montravers P, et al. Management of intra-abdominal infections. Guidelines for management of intra- abdominal
infections. Anaesth Crit Care Pain Med (2015), http://dx.doi.org/10.1016/j.accom.2015.03.005

Oneri

— TK enfeksiyonlarda siddetli beli

» Septik sok ve/veya toplum kékenli immun sistemi
deprese hastalarda ve nozokomiyal ( T, inflamatuvar hast)

rtiler yoksa ampirik Af baslama

e Kan kdltird ve periton sivisinin direkt incelenmesi ile maya
taramasi yapilmalidir. = kalttr alinmali

» Ciddi peritonitde AF basla;( Dup
3’u olmali
— Hemodinamik yetersizlik
— Kadin
— Ust GIS cerrahisi
— Peritonit baslamasindan > 48 st a

= se o Dupont H et al Crit Care Med 2003;31:752
Ongoru ?

e

sivisindan Candida

izolasyonu % 71

o

En az 3 kriter varsa periton

~

/




Septic Shock Attributed to Candida Infection:

Importance of Empiric Therapy and Source
Control

CID 2012;54(12):1739-46

Marin Kollef,' Scott Micek.”? Nicholas H .> and Anand Kumar®
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Figure 1. Kaplan-Meier curves comparing patients who received anti-
fungal therapy within 24 hours of the onset of septic shock and those
who received no antifungal therapy within 24 hours of the onset of
septic shock (P < .001; log-rank test).




Kulberg and Arendrup MC N Engl J Med. 2015 Oct 8;373(15):1445-56
McCarty TP and Pappas PG Infect Dis Clin North Am. 2016 Mar;30(1):103

Invazif Kandidiyazis

* Klinik 6ngorme kurallari ile yuksek riskli hastalari
saptanmali
— Kandida skoru veya MSG-01 kurallari

* Serum biyobelirteglerini izle ( BDG, PZR vb )
— Biyobelirtclere dayali pre-emtif tedavi icin
VEYA

e Sadece klinik 6ngdérme kurallari ile ampirik tedaviyi
basla



Lagunes L, Rello J .Eur J Clin Microbiol Infect Dis. 2016 Aug;35(8):1221

Tedaviye Baslama Zamanlamasi ve Tani

e Antifungal baslanmasi i¢in biyobelirtecler ne kadar
calisiyor?
— En yaygin kullanilanlarin bazilari yiksek NPD kullanilir ve

sadece kandidemide validasyonu vardir.

* Mannan-antimannan, beta glukan

— invazif kandidiyazisi ekarte etmek icin tarama testi olarak
guzel ( yuiiksek NPD)

— Tedaviye baslama kararini vermek icin kullanimlari ?

 Ozellikle kan kiltir (-) olan invazif kandidiyazis 6rn:
intraabdominal kandidiyazis.

— Tedaviyi sonlandirmada ?



Yogun Bakimda Erken Tani -Uygun Antifungal Tedavi

Clinical Infectious Diseases 2013;56(9):1284-92

Kan kulturu

KOMBINASYON

Kultiir disi
Hicre duvar ve diger komponentleri

Immunoassay - Mannan , beta-D-glukan
PZR - DNA

Antikor - serolojik

T2candida vb.. ..




Invazif Kandidiyazis Tanisinda Kultiir Disi
Testler

 |dentifikasvo ' rindan

Derin Doku

Kandidiyazislerinde

duyarhlik ve 6zglillik henuiz

oturmadi.

Komblnasyon onerlllyor

— MALDI-TOF



Clancy CJ, Shields RK, Nguyen MHJ. Fungi 2016: 2 (10 ):1

B-D-glukan duyarhik - o6zgullik
Kandidemi % 80 -80
Intraabdominal kanididiyazis % 60 - 75

Kandidemi olasiligi %1-10 ise
B-D-glukan PPD =% 4-31, NPD 2= %97
Intraabdominal kandidiyazis risk % 3-30
B-D-glukan PPD =% 7-51, NPD 2 =% 78-98

B-D-glukan AF tedaviye baslama i¢in kilavuzluk etmekde yararl
Kandidemi riski = % 5-40
Intraabdominal kandidiyazis riski = % 7-20
PZR
Kandidemi riskli (= % 2 )
Intra-abdominal kandidiyazis (% 40’ a kadar)




Posteraro B et al. Crit Care 2011; 15:R249.

BDG

Kandida Klonizasyon indeksi ve

Kandida Skorundan iK Erken

Tanisinda Daha lyidir.

1.

00
0-7]

—— B0 ROC area: 0.5

—— Colonization noex ROC arex 063

L2 A

0.50 075 1.00
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Specifiaty

——ii— Caradda score ROC arex: O.80
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Figure 3 ROC AUC curves of BG, CS, and colonization index for
proven IC cases. [The AUC of BG was significantly higher than
those of CS (P < 0.001) and colonization index (P < 0.001), pleass

edit this sentence as a footnotel




B-Glucan Antigenemia Anticipates Diagnosis of
Blood Culture-Negative Intraabdominal Candidiasis

Tissot F et al. Am J Respir Crit Care Med Vol 188, Iss. 9, pp 1100

|

BG testi kultiir negatif intraabdominal kandidiyazis olgularinda

kiiltiir pozitifliginden 5 giin 6nceden tani koyabilir. Median AT

vs. Microbiological
Diagnosis of IAC

Ancak Candida multipl kolonizasyonu ile

kandidemi ayirt edemedi. (Days)
BG 2 80 pg/ml (16/16) i Giaed 4 .5 -
CS = 3(16/16) -4,5 =
Cl 2 0.5 (14/16) -35 %
CCl= 0.4 (11/16) i -1 =
AF (14/16) £ |

-20 10 64202 10 20

Days
(0 = Microbiological Diagnosis of IAC)



Posteraro et al. Critical Care 2011, 15:R249

httpv/ccforum.com/content/15/5/R249 @ CRITlCAL CARE

RESEARCH Open Access

Early diagnosis of candidemia in intensive care
unit patients with sepsis: a prospective
comparison of (1—-3)3-D-glucan assay, Candida
score, and colonization index

Brunella Posteraro’, Gennaro De Pascale®, Mario Tumbarello®’, Riccardo Torelli’, Mariano Alberto Pennisi’
Giuseppe Bello?, Riccardo Maviglia®, Giovanni Fadda’, Maurizio Sanguinetti’ and Massimo Antonelli? ‘

| Duyarliik % | Ozgiilliik %

BG esik deger 80 92.9 93.7 72.2 98.7
pg/ml

Kandida skoru  85.7 88.6 57.1 97.2
>3

Kolonizasyon 64.3 69.6 27.3 91.7
indeksi 20.5

BG + kandida 100 83.5 51.8 100

skoru




Combination of Candida biomarkers in patients receiving empirical
antifungal therapy in a Spanish tertiary hospital: a potential role
in reducing the duration of treatment

M. Carmen Martinez-Jiménez!2, Patricia Mufoz!~**, Maricela Valeriol2, Antonio Venal-?,
Jesias Guineal—3 and Emilio Bouzal—*

J Antimicrob Chemother 2015; 70: 3107-3115
BDG > 80 pg/ml CAGTA >1/160

Table 2. Analysis of biomarker results clone or in combination and requesting only one positive result (model 1) or at least two consecutive positive
results (model 2) for the total days (days 0, 3 and 5 from starting empirical antifungol treatment) in patients with proven IC

Model 1 CAGTA/BDG

96.7 (80.9-99.8

47.1(35.4-59.4)

43.9 (31.9-56.6

97.1 (82.9-99.8)

Sensitivity % (95% Cl) Specificity % (95% CI) PPV % (95% C1) NPV % (95% Cl)
Model 1 CAGTA 60.0 (40.7-76.8) 85.7 (74.8-92.6) 64.3 (44.1-80.7) 83.3 (72.3-90.7)
Model 2 CAGTA 60.0 (40.7-76.8) 87.1 (76.5-93.6) 66.7 (46.0-82.8) 83.6 (72.6-90.9)
Model 1 BDG 86.7 (68.4-95.6) 52.9 (40.6-64.8) 44.1 (31.4-57.5) 90.2 (75.9-96.8)
Model 2 BDG 733 (53.8-87.0) 700 (57.1-80.1) 51.2 (35.7-66.4) 86.0 (73.6-93.3)
) )
)

Model 2 CAGTA/BDG

83.3 (64.5-93.7

64.3 (51.9-75.1)

50.0 (35.7-64.3)

90.0 (77.4-96.3)

Kombine kullanim + seri 6l¢lim duyarlihik ve NPD yuksek.

5. Gun % 31 hastanin tedavisi kesildi.




Prospe—i=x erum B-Glucan Testing

. ® . ® .
in iFE tanisi kondugunda roven Fungal Diseases
Cécils Anne-Laure Roupie,” Aurélie Dupuis,’ Aurélie Agathine,’ Anne Scemia ™"
Etig Kandidemi - % 36’sinda Suarez,“” Christophe d'Enfert, ™" Olivier Lortholary,”’*

B~ |A - % 48’de Y s be

liev BD NEGATIF a1 Nas bee
the tite / e. Whetheri Takipde hastalarin % 70
unknown. — BDG negatiflesmesi

Methods. Wei inf 143 pawems with proven or probable | _ .
rare [ED) and analylc4erum BG (Fungitell at TOD and during th~— Kandidemi > 1 ay \

Results. (1-3)-3-0-glucan was undeteuable at 101) in 36% and ¢ IA >3 ay m

* Yiiksek siiphe durumunda serum BDG o @’)

w-up, BG negativation ocLurred in >1
didemia was associated with deep-seated
indetectable BG at TOD; nonetheless, all patients with

saptanmamasi erken IiFE ekarte ettirmez.

* |FD tanisindan sonra serum BG'nin

kinztiéinin SULSLUTERENGCUCTIUCE I -1 the clinical suspicion is high. After IFD diagnostic,
zordur.

inetics.




Yogun Bakimda Antifungal Tedavi

Profilaksi

Zaman

Risk faktorleri (+)
Klinik bulgu (-)
Biyomarker (-)

Mikoloji (-)




Profilaktif, Preemtif ve Empirik tedavi

Bassetti M J Antimicrob Chemother 2018; 73 Suppl 1: i14—-i25

* Hersey erken dnlemek / tedavi igin
* Profilaktik

— Kime ?
_ Hangi Af ? IDSA 2016
— Ne zaman baslanmali ? IK riski > % 5 ise
— Doz ? FLU / ekinokandin
— Ne kadar kullanilmali ? Hedef populasyon ?
_ i i ?
Nasil izlenmeli - Profilaksi sliresi ?

Pappas PG, et al.. Clin Infect Dis 2016; 62: e1-50



*Bassetti M J Antimicrob Chemother 2018; 73 Suppl 1: i14-i25
**KnitschW, et al.. Clin Infect Dis 2015; 61: 1671-8.

*** Ostrosky-ZeichnerL et al. Clin Infect Dis 2014; 58: 1219-26.
# Pappas PG, et al.. Clin Infect Dis 2016; 62: e1-50

* Pre-emptif tedavi - YB
, Pre-emptif
— 10 yillik gecmis tedavi

— Kafa kanisikhgi var”

Risk faktorleri (+)
Klinik bulgu (-)
Biyomarker (+)

Mikoloji (-)

» Calismalarda ayni tanimlamaya empirik tedavi / per-emptif

tedavi denmis.

* Hedef populasyonun tanimlamasi acik degil ( biyobelirtecler

kilavuzluk etmesine ragmen )

— IDSA’da pre-emtif tedavi ile ilgili 6neri yok *.

— Calismalarda pre-emtif tedavi tanimi yerine profilaksi /

ampirik tedavi kullanimi daha tercih edilir.

— Pre-emptif tedavi yararh degil - YB ‘da ekinokandin "

* Yiiksek riskli hastalar - KVC ve GIS cerrahi

*k kkk




Retrosp bir calismada erken
ampirik tedavi daha iyi klinik
stabilite

Kandidemilerde kateter ¢ikarilmak
kosulu ile daha iyi prognoz.

Candida peritonit yarar
gosterilmemistir.
Hsu DI et al. J Antimicrob Chemother 2010; 65: 1765 /

Puig-AsensioM et al. Crit Care Med 2014; 42: 1423
Montravers P et al. Clin Microbiol Infect 2016; 23: 117



Bassetti M J Antimicrob Chemother 2018; 73 Suppl 1: i14—-i25

 Ampirik Tedavi - YB
— Ancak ampirik tedaviye baslama kriterleri non-

notropenik hastalarda daha iyi standartize
edilmelidir.

— Ampirik tedavi genelde

* iK icin risk faktori olan hasta klinik degerlendirmeye
dayali

* iK icin biyolojik belirtecler ve/veya steril alandan
alinan kulturlere dayali olarak

* Ates baska nedenle a¢iklanamiyorsa



Management of intra-abdominal infections:
recommendations by the WSES 2016
Con Sen S us CO nfe rence Sartelli et al. World Journal of Emergency Surgery (2017) 12:22

Ampirik AF tedavi iki durumda hakh goriiliir.

* Toplum kokenli septik soklu hasta
— Rutin kullanma, ust GiS kaynakl kritik hasta

* Postoperatif enfeksiyonu olan hasta ( Oneri 2 C)

 Candida peritonitte o6zellikle kandidemi durumunda erken
donemde yeterli sistemik AF tedaviye ihtiya¢ vardir.

* Ancak kandida peritonitinde gecikmis sistemik AF tedaviye
baslanmasinin zararl etkisi gosterilmemistir.

Lortholary O et al. Intensive Care Med. 2014,40:1303
Kollef M et al. Clin Infect Dis. 2012;54:1739
Garey KW et al. Clin Infect Dis. 2006;43:25




YB Hangi AF ?
ESCMID 2012 ve IDSA-2016 ekinokandinleri onceliyor.

Reboli AC et al (2007) Anidulafungin versus fluconazole for invasive candidiasis. N Engl J Med 356(24):2472—-
2482

— Anidulofungin % 76 > flukonazol % 60 ( p< 0,01)

Reboli AC t al. (2011) Anidulafungin compared with fluconazole for treatment of candidemia and other forms
of invasive candidiasis caused by Candida albicans: a multivariate analysis of factors associated with
improved outcome. BMC Infect Dis 11:261

— Ozellikle agir hastalarda flukonazol yaniti diisiik kaldi.

Ruhnke M et al Anidulafungin for the treatment of candidaemia/invasive candidiasis in selected critically ill
patients. Clin Microbiol Infect 2012; 18: 680-7.

Kett DH et al. Anidulafungin compared with fluconazole in severely ill patients with candidemia and other
forms of invasive candidiasis: support for the 2009 IDSA treatment guidelines for candidiasis. Crit Care 2011;
15: R253.

— Ekinokandinler ozellikle ciddi invazif kanididiyazisde
basarilidir.



YB Hangi AF ?
ESCMID 2012 ve IDSA-2016 ekinokandinleri onceliyor.

e 7 ¢alisma - 1915 hasta iceren ¢alismada ekinokandin

tedavisi - YB
— Mortaliteyi azaltir.

— Basariyi arttirir.

Andes DR, et al. Clin Infect Dis 2012; 54: 1110-22.



YB Hangi AF ?
ESCMID 2012 ve IDSA-2016 ekinokandinleri onceliyor.

Randomize iki calismada AF tedavi prognoz arasinda

iliski yok.

MontraversP et al. Clin Microbiol Infect 2016; 23: 117 el—eS8.
Murri R et al. Eur J Clin Microbiol Infect Dis 2016; 35: 187-93.

Mortalitede istatiksel anlaml fark yok.




The Surgical Infection Society Revised
Guuidelines on the Management
of Intra-Abdominal Infection

Mazuski JE et al. Surgical Infections 2017;18(1): 1-76

Toplum ve Hastane Kékenli intraabdominal
Enfeksiyonlar

Antifungal ajanlar

* Ciddi hastalara ampirik ekinokandinler - kritik hastalar
(Grade 1-B).

* Daha az ciddi olan hastalarda ampirik flukonazol
(Grade 2-B).

* Flukonazole direng varsa ekinokandin ve vorikonazol (Grade
2-B).




Failure of Empirical Systemic Antifungal Therapy in Mechanically
Ventilated Crltlcally lll Patients Bailly S et al. Am J Respir Crit Care Med 2015;191:1139-46.

Sébastien Bailly'?, Lila Bouadma®, Elie Azoulay”, Maité Garrouste Orgeas®, Christophe Adrie®’, Bertrand Souweine®,

Carole Schwebel®, Daniéle Maubon'®"", Rebecca Hamidfar-Roy?, Michael Darmon’?, Michel Wolff®,
Muriel Cornet'®'", and Jean-Frangois Timsit*”

1491 hasta / 100

Risk % 6,7 ( 100 hasta ) fungal enfeksiyon sliphesi ile tedavi
aldh.

— Risk faktorlerine gore

Risk faktorlerine dayali sistemik erken tedavi ¢ok agir
. hastalarda , non-notropenik ve non-transplante hastalarda

yararl olmad..
TEDAVIYE BASLAMAK iCiN GEC KALINDI.




Empirical and targeted therapy of candidemia with fluconazole versus echinocandins:
a propensity score-derived analysis of a population-based, multicentre prospective

COhort Lopez-Cortés LE et al. Clin Microbiol Infect 2016 22:733

 CANDIPOP calismasi — prospektif

— Kandidemide ekinokandin ve flukonazolun ampirik
ve hedeflenmis tedavide 30 glunlik mortaliteye
etkisi

 AAF ( n:316) ve HAF ( n: 421 ) mortalite

— AAF flukonazol % 18,7 vs ekinokandin % 33,9 (p
0.02)

— HAF flukonazol % 19,8 vs ekinokandin % 27,7 ( p
0,06)




Lopez-Cortés LE et al. Clin Microbiol Infect 2016 22:733
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Figure 2. Kaplan-Meier curves for 30-day mortality according to therapy in the
empirical (2A) and targeted (2B) therapy cohorts.

Flukonazol ile ampirik tedavi daha iyi prognoz
(adjusted hazard ratio [aHR] 0.38; 95%, C151 0.17-0.81; p 0.01)
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Figure 2. Kaplan-Meier curves for 30-day mortality according to therapy in the
empirical (2A) and targeted (2B) therapy cohorts.

Hedeflenmis AF ‘de flukonazol mortalite ile 6nemli bir birlikteligi yok.
(aHR 0.77;95%,Cl: 0.41-1.46;p0.63,

Sepsis ve septik sok olan hastlarda dahil.




Impact of echinocandin on prognosis of proven invasive
candidiasis in ICU: A post-hoc causal inference model
using the AmarCAND2 study
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* Azol / ekinokandin -

 Ekinokandinler daha ciddi hastalara verildi.
— SAPS Il ekinokandinler 48 vs azol 43, p,=0,01

* Duzeltmeden sonra ekinokandin 28 glinliik prognozu |
diizeltmedi. :

* Ekinokandinlerin en belirgin yarari eslik eden septik

sokta gosterdi.
— (HR: 0.46[0.19;1.073;;p=0.07,.
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Antifungal therapy for patients with proven or suspected Candida
peritonitis: Amarcand2, a prospective cohort study in French intensive

cdare u nltS Montravers P et al. Clinical Microbiology and Infection 23 (2017) 117.elel117.e8

e 28 gunluk sagkalim

/-Sistemik AF verilen YB hastalarinin % 56,6 CP
vardi.
 Cogu etken AF duyarh idi.

* 28 gunluk mortalite
Daha az siddetli CP’li hastalarda sistemik AF
gecikirse prognoz onemli olarak olumsuz etkiler./

1.04e12.67,p U.0UI)




Montravers P et al. Clinical Microbiology and Infection 23 (2017) 117.elel117.e8

AAF/non-CP ve AAF/CP ayirmada her iki skorda yetersiz kaldi
(p 0.17)
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Fig. L. Recewer operating charactenstic curve of the area under the curve of the
predictive performance of each score, Candida score and peritonitis score, according to
the confirmed diagnosis of Candida peritontis.



Empirical Micafungin Treatment and Survival Without
Invasive Fungal Infection in Adults With ICU-Acquired Sepsis.
Candida Colonization, and Multiple Organ Failure

The EMPIRICUS Randomized Clinical Trial

Cift kor plasebo kontrollii randomize ¢alisma

Figure 2. Comparison of Fungal Infection-Free Survival at Day 28 in the Modified Intent-to-Treat Population and in Predefined Subgroups

Micafungin Placebo
Survivedat  Total Survivedat Total  Hazard Ratio Favors | Favors
Day 28, No.  No. Day 28, No.  No. (95% CI) Placebo | Micafungin PValue
8
.o . . 8
Yiksek riskli hastalarda :
Yeni bir kanith invazif fungal enfeksiyon insidansini azalth. |,
0
( en az bir invazif kandidiyazis gelisimi ) 2
4
Plasebo % 12 1
Mikafungin % 3 (P = .008) g
7

f Al L ) L l[ 1 T 1
0.2 1.0 50
L. Hazard Ratio (95% Cl)
Timsit JF et al. JAMA 2016;316: 1555-64.




Empirical Micafungin Treatment and Survival Without
Invasive Fungal Infection in Adults With ICU-Acquired Sepsis.
Candida Colonization, and Multiple Organ Failure

The EMPIRICUS Randomized Clinical Trial

Timsit JF et al. JAMA 2016;316:1555-64.

Figure 3. Comparison of Survival at Day 28 in the Modified Intent-to-Treat Population and in Predefined Subgroups
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* Agir hastalarda eslik eden durumlar nedeni ile FK/FD gostergeler kritik olmayan
hastalara gore degiskenlik gosterebilir.

* Yikleme dozunun uygulanmasi, idame dozunun belirlenmesi 6nemlidir.
* ilag etkilesimleri dikkate alinmalidir.
* Terapotik ila¢ diuzeylerinin takibi de 6zellikle azol grubunda onemlidir.

Table 1 Summary guidance for antifungal dosing in different
critically ill patient subpopulations

ARC AKI RRT ALF
Amphotericin Unchanged Uncharnged Unchanged Urchanged
Fluconazole InCrease Decrease Increase ? Uncharnged
Voriconazole TDM TDM DM TDM
Itraconazole TDM TDM oM TDM
Posaconazole TDM TDM TDM TDM
Caspofungin Urncharnrged Unchanged Unchangec Decrease
Micafungin Uncharged Unchanged Unchanged Unchanged
Aniculafungin Unchanged Unchanged Unchanged Urchanged
Flucytosine TDM TDM TDM TDM

AKI acute kidney injury, ALF acute liver failure, ARC augmented renal clearance,
RRT renal replacement therapy, TDM therapeutic drug monitoring



Ekinokandinler ve Ilac etkilesimleri

Itrakonazol,  Bilinen hicbir ilag Siklosporin A,
.. takrolimus ve
sirolimus, etkilegimi yok rifampisin. Efavirenz,
Nifedipin deksametazon,
fenitoin, nevirapin
K-AMB ve karbamazepin
gibi diger metabolik
enzim
induktorleriyle
potansiyel
etkilesim..



Yogun Bakimdaki Hasta

Ciddi patofizyolojik degisiklikler Af’lerin FK degisiklige yol
acabilir.

— Flukonazol ve ekinokandinlerin plazma ve periton seviyesi
degiskendir.

— Flukonazol dozunun > 200 mg/giin olmali

Sinnollareddy MG et al Crit Care 2015;19:33.
Grau S et al.J Antimicrob Chemother 2015;70:2854e61.

Saghkh kisilere gore yogun bakim hastalarinin
ekinokandinlere maruziyeti dusiik.

— Olasilikla genis dagilim hacmi
— Kiloya bagh dozlama

Suboptimal konsantrasyon sorunu ????

Yang Q, et al J Antimicrob Chemother 72(1):181
Briiggemann RJ et al Antimicrob Agents Chemother. doi:10.1128/AAC.01894



Ekinokandinlerde FK/FD Hedefler

Table 1.

Ekinokandin etkinligi

MIC ve 24 saatlik AUC/ MIC ile yakin iliskili

isavuconazole

Echinocandins fungicidal fAUC/MIC =20
anidulafungin (C. albicans)
caspofungin
micafungin

fAUC/MIC =7

(C. glabrata, C. parapsilosis)

Maksimal fungisidal etki icin Cmax/MIC 10 olmalidir.

Lepak et al,, 2015°"
Andes et al., 2003*/

Andes et al., 2008"*° and 2011**
Andes et al., 2010%*

Gumbo et al., 2007**
Andes et al., 2008*°
Hope et al., 2007*#*

\ndes and van Ogtrop, 2000"*
iope et al., 2007




Pharmacokinetics of Fuspofungin in ICU patients

Muilwijk EW et al J Antimicrob Chemother 2014; 69: 3294
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Kritik hastalarda FK veriler saglikli ve diger hastalardan daha dusuk.




Pharmacokinetic/pharmacodynamic adequacy of echinocandins
against Candida spp. in intensive care unit patients and general
patient populations

Qianting Yang, Taotao Wang, Jiao Xie, Yan Wang, Xiaowei Zheng, Lu Chen, Ying Li,
Ti Meng, Yalin Dong *

Table 2
Cumulative fraction of response (CFR) of echinocandins against Candida spp. in different patient populations,

An[i[unxa] agent Dosing (" alhiranc (" olohratn (" narandlygis
regl . . . -
m Mikafungin ve anidulofungin hedefe

ulasmak icin uzun doz intervalleri ile daha | HVs MidH modmw

CAS 10| yuksek doz gerekll 679 639 646
10/35 T——T I R .- = 685
0 : 87 - - - , 99.7 . -- 5.7 :
100 - 094 - - - - 07 - - - - 920

MCF 100 135 424 460 - - 90,6 9.1 978 - - <A G <5

ANF 2001100 505 616 619 - - 44,6 598 609 - - <5 LI

ICU, intensive care unit; GPPs, general patient populations; HVs, healthy volunteers; HI, hepatic impairment; CAS, caspofungin; MCF, micafungin; ANF, anidulafungin.

10 mo [nadine does an Dav 1 fallawod b S0 me daily

International Journal of Antimicrobial Agents 47 (2016) 397-402




Population Pharmacokinetic Model and Pharmacokinetic Target
Attainment of Micafungin in Intensive Care Unit Patients

Martiall LC et als.Clin Pharmacokinet. 2017. doi:10.1007/ s40262-017-0509-5
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Mikafungin 6nerilen dozu
Candida MiK 0.016 mg/L ise
yeterlidir.
Ancak MiK > 0.032 mg/L ise
200 mg/giin kadar
artinnimahidir.

Turlerin duyarhliligina
bakmaksizin yilikleme dozu

yararl olabilir.
(MIiK ge¢ saptanabilir)




Management of intra-abdominal infections:
recommendations by the WSES 2016
Con Sen S us CO nfe rence Sartelli et al. World Journal of Emergency Surgery (2017) 12:22

« Kandida IA enfeksiyonlarinda rekiirrens ve relaps orani
yluksek oldugu icin daha uzun sireli tedavi onerilir
(uzman gorusu ) (2-3 hafta) *

— Non-mantar enfeksiyonlarda 5-7 giin tedavi

Tedavi siiresi derin doku kandidiya enfeksiyonlari ve iE’de
uzatilmalidir (Escmip 2012)

* Bassetti M et al. Intensive Care Med. 2015;41:1601




De-eskalasyon

Ekinokandin Flukonazol

— Notropenik olmayan hastalarda (5-7 giinliik tedavi)
— Klinik durum stabil
— C. albicans veya flukonazole duyarhl Candida turu

— Tekrarlanan kan kultuirlerinde Gireme olmamasi

(GUclu oneri, orta dizey kanit)

Clinical Practice Guideline for the Management of Candidiasis: 2016 Update by the Infectious Diseases Society of America



Bailly et al. {ntensive (iare Medicine Experimental 2015, 3(Suppl 1)}:AS @ |nten5ive Ca re
http//www.icm-experimental.com/content/3/S1/AS Medicine Experimental

a SpringerOpen Journal
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Antifungal de-escalation is safe in critically ill
patients treated for suspected or documented
invasive candidiasis. data from the amarcand?22

study

Evaluation of an early step-down strategy from
intravenous anidulafungin to oral azole therapy
for the treatment of candidemia and other
forms of invasive candidiasis: results from an
opéen- label trial Vazquez et al. BMIC Infectious Diseases 2014, 14:97

Echinocandin to fluconazole step-down therapy in critically ill

patients with invasive, susceptible Candida albicans infections
van der Geest P, et al Mycoses 2016;59:179-85.

Bes giin 1V ekinokandin sonrasinda oral flukonazol ile tedavinin

devam edilmesi guivenlidir.




Kandiduri

Kandiduri kandidemi ile iliskili olabilir
Kandidemik hastalarin %46-68’inde kandiduri

Sd ptanm|§.
Bross J, et al. Am J Med 1989;87:614-620

Charles PE, et al. Intensive Care Med 2003;29:2162-2169

Kandidurili hastalarin %4.3’tinde kandidemi

Jain M, Dogra V, et al. Indian J Pathol Microbiol. 2011 Jul-Sep;54(3):552-5.

saptanmis.

Uriner tikaniklik kandidemi riskini artirir
Toya SP, et al. Journal of Hospital Infection 2007; 66: 201-206




Asemptomatik Kandiduri

* Uriner kateteri cikar.

* Cikarmak miumkin degilse degistir.

* Asemptomatik kandidurisi
— Uriner kateterin ¢ikartilmasi %41
— Uriner kateterin degisimi %20

kandidiirinin kaybolur.



Gligli oneri, dusiik diizey kanit

Asemptomatik Kandiduri

 Asemptomatik kandiddiiri
— Yuksek riskli degil ise tedavi etme ( Alll)
— Predispozan durumu diizelt — kateteri cikar. (BIII).

* Yuksek risk
— Urolojik girism (BIII)
 Kisa sireli flukonazol / AMB kullan

— Notropenik ve diusuk dogum tartili bebek ( < 1500 g) ,

* Invazif kandidiyazis gibi tedavi et.

* Uriner sistemi goriintiileme yontemleri ile tetkik et.
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