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Olgu sunumu

43 yas, kadin

Marfan sendromu

5 yil dnce C/S ile dogum

Postpartum 2. gunde aortta tip 1 diseksiyon
Benthall operasyonu

(aort kapagi ve asendan aortaya greft)



Olgu sunumu

2018 Mayis
Gogus, sirt, karin agrisi

Benthal greftin distalinden baslayan aort
anevrizmasi

Torakoabdominal aort replasmani



Olgu sunumu

Sol AC’de basi, atelektazi ve intraoperatif sol
AC’e kanama

Postop 4. giinde heparin inflizyonu sonrasi sag
AC’de de kanama

Uzun entubasyon

Postop 9. giinde baslayan ve tekrarlayan VIP
ataklari ve uzun sureli antibiyotik kullanimi

Sol renal arter oklizyonu ve CRRT



Postop 43. gun

* Meropenem + kolistin
* Ates: 38 C ve AFR’larinda yukselme

e Kan kulturleri alinarak anidulafungin 1x200 mg
iv yukleme, 1x100 mg iv idame



Kaltar alindiktan 1 glin sonra kan kultar
sisesinde ureme sinyali

Siseden yapilan Gram boyamada maya
hiicreleri

Anidulafungin tedavisine devam

SVK degistirildi
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2012-2014 2015-2017
Toplam sayi Flukonazole Toplam sayi Flukonazole

direnc direnc (sayi)
(say1)

C.albicans 16 0 33 0

cNaonnd-iao:;tﬂ)icans 14 1 (%3) 26 12 (%54)

C.parapsilosis 6 0 18 11

C.tropicalis 1 0 5 0

C.glabrata 2 0 1 1

C.kefyr 1 0 1 0

C.lusitaniae 1 0 1 0

C.famata 1 0 0 0

C.krusei 1 1 0 0

Candida spp. 1 0 0 0

Tum izolatlar 30 1(%3) 59 12 (%21)




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

e |. What Is the Treatment for Candidemia in
Nonneutropenic Patients?

Recommendations

1. An echinocandin (caspofungin: loading
dose 70 mg, then 50 mg daily; micafungin:
100 mg daily; anidulafungin: loading dose 200
mg, then 100 mg daily) is recommended as
initial therapy (strong recommendation; high-
quality evidence)



ESCMID 2012 kandidemi rehberi

TABLE 5. Recommendations on initial targeted treatment of candidaemia and invasive candidiasis in adult patients

Intervention SoR QoE References Comment
Anidulafungin 200/100 mg A | [64] Consider local epidemiology (Candida parapsilosis, Candida krusei), less
drug—drug interactions than caspofungin
Caspofungin 70/50 mg A | [67] Consider local epidemiology (C. parapsilosis)
[55]
[63]
Micafungin 100 mg A I [61] Consider local epidemiology (C. parapsilosis), less drug—drug interactions
[63] than caspofungin, consider EMA warning label
Amphotericin B liposomal 3 mg/kg B I [61] Similar efficacy as micafungin, higher renal toxicity than micafungin
[62]
Voriconazole 6/3 mgfkgfday“'b B I [43] Limited spectrum compared to echinocandins, drug—drug interactions,
[78] limitation of IV formulation in renal impairment, consider therapeutic drug
[771 monitoring
Fluconazole 400-800 mg" C | [165] Limited spectrum, inferiority to anidulafungin (especially in the subgroup
[53] with high APACHE scores), may be better than echinocandins against
[74] C. parapsilosis
[54]
[64]
[76]
[75]
[73]
[72]
Amphotericin B lipid complex 5 mglkg C I, [57]
[58]
Amphotericin B deoxycholate 0.7-1.0 mg/kg D I [50] Substantial renal and infusion-related toxicity
[51]
[165]
[53]
[54]
[55]
Amphotericin B deoxycholate plus fluconazole D | [74] Efficacious, but increased risk of toxicity in ICU patients
Mo survival benefit
Amphotericin B deoxycholate plus 5-fluorocytosine D Il [75]
Efungumab plus lipid-associated amphotericin B D Il [166]
Amphotericin B colloidal dispersion D I, [60]
Itraconazole D I, [78]
Posaconazole D 1} Mo reference found
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Treatment of candidemia and invasive candidiasis in adults

Condition or
treatment group

Primary

Candidemia

Monneutropenic
adults

An echinocandin (caspofungin 70 mg IV loading dose, then 50 mg IV
daily; micafungin 100 mg IV daily; anidulafungin 200 mag IV loading
dose, then 100 mg IV daily) is recommended as initial therapy.

An alternative for patients who are not critically ill and who are
considered unlikely to have fluconazole-resistant Candida spp™ is
fluconazole 800 mg (12 mag/kg) oral loading dose, then 400 mag (&
ma/kag) n::rally"" daily.

A lipid formulation of amphotericin B {2 to 5 ma/kg IV daily) is an
alternative if there is intolerance, limited availability, or resistance to
other antifungal agents.




Olgu-devam

Candida albicans

Amfoterisin B Mik: 0.25
Anidulafungin Duyarli Mik : 0.015
Flusitozin Mik : 0.06
Flukonazol Duyarli Mik : 0.5
Itrakonazol Mik : 0.015
Kaspofungin Duyarli Mik : 0.06
Mikafungin Duyarli Mik : 0.008
Posakonazol Mik : 0.008

Vorikonazol Duyarl Mik : 0.008



Olgu-devam

Kandidemiden 3 glin sonra alinan kan
ktltlrlerinde Greme olmadi.

Anidulafungin 1x100 mg iv tedaviye devam



Olgu-devam
Ik kandidemiden 1 hafta sonra

Kan kualtirinde Candida parapsilosis



Breakthrough (BtC) kandidemi

Profilaksi veya tedavi amacli olarak verilen sistemik
antifungal tedavi sirasinda gelisen kandidemiler



Breakthrough candidemia in the era of
broad- spectrum antifungal therapies

0 G, et al.2015 European Society of Clin Microbiol Infect.

3 Ulke, 6 hastanede cok merkezli calisma

*409 kandidemi epizodunun %9’u BtC (breakthrough
candidemia)

*Antifungal tedavinin %70’i profilaksi, %30’u tedavi
*Flukonazole direncli BtC 6nceden flukonazol tedavisi alanlarda

*C.parapsilosis BtC, kateter iliskili veya dnceden ekinokandin tedavisi
alanlarda



Breakthrough candidemia after the introduction of broad
spectrum antifungal agents: A 5-year retrospective study

Giovanni L. Breda et al.
MedMyc 2017

BtC gelisimi oncesi %
2011-2016 yillari, kullanilan antifungal

retrospektif

Mikafungin 44
148 kandidemi
, Flukonazol 26
epizodu
%18 BtC Vorikonazol 22
Amfoterisin B 4

Mikafungin+vorikonazol 4

%59 hastada profilaksi, %41 hastada tedavi amach kullaniimis



Breakthrough candidemia after the introduction of broad
spectrum antifungal agents: A 5-year retrospective study

Giovanni L. Breda et al.
MedMyc 2017

e BtC gelisene kadar gecen ort stire 16 gun

e BtC gelisenlerde etkenler cogunlukla non-
albikans turler

* %26'sinda kullanilan antifungal ajana rezistans



Breakthrough candidemia after the introduction of broad
spectrum antifungal agents: A 5-year retrospective study

Giovanni L. Breda et al.
MedMyc 2017

Risk faktorleri:
* Notropeni

e Steroid kullanimi
e Mukozit
e Uzun streli kateter kullanimi



Olgu-devam

Candida parapsilosis

Amfoterisin B Mik Degeri: 0.25
Anidulafungin Duyarli Mik Degeri: 0.5
Flusitozin Mik Degeri: 0.06
Flukonazol Direncli Mik Degeri: 32.0
Itrakonazol Mik Degeri: 0.06
Kaspofungin Duyarl Mik Degeri: 0.5
Mikafungin Duyarli Mik Degeri: 0.5

Posakonazol Mik Degeri: 0.06



Candida spp. EUCAST Antifungal Clinical Breakpoint Table v. 9.0 valid from 2018-02-12

MIC method (EUCAST standardised broth microdilution method)
Medium: RPMI1640-2% glucase, MOPS buffer

Inoculum: Final 0.5x10° - 2.5x10° clu/mL

Incubation: 18-24h
Reading: Spectrophotometri
Quality control: C. parapsi

lete (>90%) inhibition for amphotericin B but 50% growth inhibition for other compounds
CC 22019 or C. krusei ATCC 6258

MIC breakpoint (m

Antifungal agent C. albicans C. dubliniensis C. glabrata C. krusei C. parapsilosis C. tropicalis C. guilliermondii Non;::::;s“:::?tad

S¢ R> 8¢ R> 8¢ R> §¢ R> LY R> §¢ R> 8¢ R> S¢ R>
Amphotericin B 1 1 IE IE 1 1 1 1 1 1 1 1 IE E IE IE
Anidulafungin 0032 | 0032 IE IE 0064 | 0064 | 0084 | 0084 | 0.002 4 0.064 | 0.064 IE? IE? IE IE
Caspofungin Note’ | Note’ IE IE | Note’ | Note® | Note’ | Note® | Note’ | Note® | Note’ | Note® | IE° IE? IE IE
Fluconazole 2 4 IE IE 0.002 2 . . 2 4 2 4 IE? IE? 2 4
Isavuconazole IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE IE
Itraconazole 0084 | 0064 | 0064 | 0.084 IE2 E2 IE2 IE2 0425 | 0425 | 0125 | 0125 E2 IE2 IE IE
Micafungin 0.016 | 0016 IE IE 0032 | 0032 (= IE* 0.002 2 IE* = IE* (= IE IE
Posaconazole 0064 | 0064 | 0064 | 0.064 IE? IE2 IE2 IE? 0064 | 0064 | 0064 | 0.064 IE2 IE2 IE IE
Voriconazole’ 0064° | 025° | 0.064 | 025 IE IE E E | 0125° | 025° | 0125° | 025° | IE IE? IE IE

C.parapsilosis icin anidulafungin MiK degeri:
CLSI; < 2 duyarl
EUCAST; < 0.002 duyarl




Tedavi;

Lipozomal amfoterisin B 3 mg/kg iv olarak
degistirildi



C.parapsilosis

Tum kandidalar arasinda 2. veya 3. en sik izole
edilen etken

Intravaskiler kateterler, tibbi cihazlar ve
oarenteral nitrisyon bilinen risk faktorleri

Kolonizasyona ve biyofilm olusumuna yol acar

DUsuk dogum agirlikli infantlarda sepsis riski
yuksek

Diger kandida turlerine gore ekinokandinlere
karsi yuksek MIK degerlerine sahiptir




C. parapsilosis

e Antifungal tedaviye ragmen breaktrough
kandidemi

e Persistan kandidemi daha sik gorulmektedir.



3 Temmuz
6 Temmuz
8 Temmuz
12 Temmuz
16 Temmuz
20 Temmuz
23 Temmuz
25 Temmuz
27 Temmuz
1 Agustos
9 Agustos
11 Agustos
14 Agustos
18 Agustos

Olgu-devam

C.parapsilosis
(46 gun sureli kandidemi)

20 Agustos kan kultiriinde ureme yok



Kandidemilerde;

* |lk kan kultir negatifligi ikinci Gctincu gunlerde
ortaya cikmaktadir.

e Kandidemili hastalarin %80’inde besinci
glinde, %85-90’Iinda yedinci glinde kan
ktltUrlerinin negatiflestigi bulunmustur*

*Kullberg BJ, et al. Lancet 2005,;366:1435—42



Olgu-devam

C.parapsilosis kandidemisinin 3. gintnde
lipozomal amfoterisin B 5 mg/kg doza cikarildi



Olgu-devam

* 46 gunluk kandidemi suresince birkac kez yapilan TTE
ve TEE'de endokardit lehine bulgu yok.

e Greft infeksiyonu ?



Vaskiiler greft infeksiyonlari tanisi

» BT : En 6nemli tani ydntemi

BT de tespit edilebilen infeksiyvon gostergeleri

— Greft cevresinde sivi varligi ve yumusak doku artisi
— Ektopik gaz

—Pseudoanevrizma

—Trombds

Ik {ic ay icinde yapilan BT, postoperatif inflamatuar
degisiklikleri, infeksiyondan ayirt edemez



Olgu-devam
Postoperatif 4. ayda

Torakoabdominal BT'de; Arkus aorta distalinden
baslayarak torakal ve abdominal aort greft
cevresinde, greft seyri boyunca, kalinligl en genis
verinde 2,5 cm'ye ulasan kalin duvarl koleksiyon
alani izlenmistir (organize hematom?)




Vaskuler greft infeksiyonlari tanisinda goriintilleme

Periferik (ekstremite) . : Santral (torakal/abdominal)
Vaskdler greftin lokasyonu

USG nondiyagnostik, veya cerrahi
planlama icin daha iyi anatomik

: ayrintilar gerekiyorsa
Ultrasonografi > BT

Nondiagnostik ya da
kontrendike

Y v

MR Niikleer gériintiileme: PET / isaretli
|6kosit sintigrafisi




Olgu-survi

Dine kadar entube,

Sol AC’e kronik basi ve tekrarlayan VIP ataklari
nedeniyle ARDS

40 gundur kandidemi yok
Lipozomal amfoterisin B iv tedavisi devam
Dun ex



Aklimizdaki sorular

Greft cikartilabilir miydi ?

Grefti cikartilamadigi takdirde tedavi stresi ?
Kombinasyon tedavisi yapiimali mi?

EUCAST mi ? CLSI mi?

«Breakthrough candidemia» Turkce karsiligi ?



