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Solid organ transplant alicilarinda mantar
sikligi ve 6nemi,

Mikrobiyolojik tani

Radyolojik ve diger tani yontemleri,
Proflaksi

Tedavi



Timeline of successful transplants

1905:
1950:
1966:
1967:
1967:
1981:
1983:
1984
1986:
1995:
1997:
1998:
1998:
1999:
2005:
2005:
2006:
2008:
Manfred Stangl (Technical University of Munich, Germany)
2008:
2008:
2008:
and eyelid)
2010:
2011: First double leg transplant, by Dr Cavadas and team (Va

First successful cornea transplant by Eduard Zirm (Czegh Ranuhli
First successful kidney transplant by Dr Richard H. Law;
First successful pancreas transplant by Richard Lilleheil
First successful liver transplant by Thomas Starzl (Den
First successful heart transplant by Christian Barnard (C
First successful heart/lung transplant by Bruce Reitz (St
First successful lung lobe transplant by Joel Cooper (To
First successful double organ transplant by Thomas Sta
First successful double-lung transplant (Ann Harrison) k
First successful laparoscopic live-donor nephrectomy b
First successful allogeneic vascularized transplantation
First successful live-donor partial pancreas transplant b
First successful hand transplant by Dr. Jean-Michel Dul
First successful Tissue Engineered Bladder transplante
First successful ovarian transplant by Dr P N Mhatre (
First successful partial face transplant (France)
First jaw transplant to combine donor jaw with bone ma
First successful complete full double arm transplant by

First baby born from transplanted ovary by James Ranc
First transplant of a human windpipe using a patient’s o
First successful transplantation of near total area (80%)

First full facial transplant, by Dr Joan Pere Barret and te

Wikipedia


http://en.wikipedia.org/wiki/Organ_transplantation
http://en.wikipedia.org/wiki/Vertebrate_trachea
http://en.wikipedia.org/wiki/Face_transplant

Morbidite-Mortalite

Bakteriyel ve Viral etkenler kadar sik degil,
Mortalite ylksek

%80 den fazlasi iki tir mantarla gelisir.
Candida ve Aspergillus
Mortalite ylksek




ELSEVIER

Risk Factors, Clinical Characteristics, and Outcomes of Invasive
Fungal Infections in Solid Organ Transplant Recipients

M. Bodro, N. Sabé, A. Gomila, J. Ayats, C. Baliellas, J. Roca, E. Melilli, and J. Carratala

e Retrospektif, 2008-2011
e 744 hastada 20 IFl: %2.7

Table 1. Distribution of Cases of IFl According to the Etiology

¢ %65 kan|t|anm|§) and Transplantation Type
0 No. (%) of Patients With IFl by
L A)3 5 O I a S | ta n |, Transplantation Type
Species Liver Heart Kidney

Candida® 5 (55.5) 0 2 (25)
Aspergillus 3 (33) 3 (100) 2 (25)
Cryptococeus 0 0 1(12.5)
Prneumocystis 0 0 3 (37.9)
Emmonsia 1(11) 0 0

*‘Candida species were as follows: C abicans (n = 4), C giabrata (n = 1),
C paransiosis in = 1), and C krusai (n = 1).



Table 2. Risk Factors for IFl in SOT Recipients
Univariate Analysis Multivariate Analysis*
Variable Cases n (%) Control Subjects n (%) P OR (95% CI) F
= 2 pulses of 1 g intravenous methylprednisoclone® B (40) 4 (10) 006 9.7 (0.9-104) .06
Hemodialysis after S0OT 5 (25) 2 (5) 02 8.8 (0.2-275) 2
Prior ICU admission 6 (30) 4 (10) 05 1.4 (0.2-84) i
Prior antibiotic therapy* 19 (95) 8 (20) =2.001 93 (B.3-1042) =001
HZ95 (390-31.300) 3775 (J00-21.200) .08

Mean neutrophil count/mm™ (range)

Risk Faktorleri

* Antibiyotik kullanimi (son 3 ay icinde)
* Prednizolon tedavisi (son 6 ay icinde)
* Bdbrek hasari, hemodiyaliz



Transplantasyon Sonrasi Mantar
Enfeksiyonlarinda Zaman

Risks: TechnicakNosocomial Risks: Opportunistic, Relapsed,

Residual, Viral Associated ALSiS: JHRITE Rejac

Bronchialitis {lung), Enhanced &

Donor-Derived Allernale immunosuppresion

(Candida, Aspergillus,

=Biliary-tracl, perfanitis, abdaminal,
genitourinary, gastroinfestinal |
sTracheobronchilis {lung) End Ei’l’l ic Fun gl
= Anastomolic disruplion (kung, liver, I

hﬂ“ﬂ‘. pa‘nr.‘.'rﬂa's. Mdﬁﬂ_f‘l EEEE EEEEEE EEEEE EEEEEE EEEEE EEEEEN I#k
= Phalumania (ram) !
. wﬂund| mﬂiﬁﬁniﬁi II.'-EF-EJr LI R ITRIIIRIIRIIRIIRIIRNIIININIIINIIR]]N] ! F
*Sepsis (lechnical, cathelers)

'I" Coccidioides, Histoplasima)

|

|

rlllllllllllllllllllll Pneumm?stis E

| |

| |

i Aspergillus i

| |

i llllllllllllllllllllllllllllllﬁ + + + + +i + + + +.
i Lygomycosis, Hyalohyphomycosis, FhﬂEﬂhil'phﬂm}'L‘ﬂﬁfﬂ“
Ir--_++|-!'|+++|---++---r+|| ------------------------ l!--l-!Fl!-1-1-!l+++ill+++--1Il-+---ri-i ---------- .-
i Cryptococcus |

|

|

|

|

|

|

|

|

|

|

|

|

I -
] ] ] PEHZH Efﬂ_q hytosis

TP 1 2 3 4 5 >6
Months after transplantation

Fungal infections. Am J Transplant 4:110, 2004

\

>



Clinical Infectious Diseases 2010:50:1101-1111

[nvasive Fungal Infections among Organ Transplant
Recipients: Results of the Transplant-Associated
Infection Surveillance Network (TRANSNET)

Peter G. Pappas, Barbara D. Alexander, David R. Andes, Susan Hadley, Carol A. Kauffman, Alison Freifeld,

23 US transplant merkezi,
2001-2006 vyillari

16,808 SOT alicisi,

1063 vakada 1208 IFI,

%42 proven, %58 probable,

Ortalama invaziv
mantar gelisme zamani
Kandidiyazis ; 103 gun
Aspergillus; 184 gun
Cryptococcus; 575 gun



CUMULATIVE INCIDENCE (%)
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Transplantasyon-invaziv Aspergilloz

TRANSNET! | TRANSNET? PATH?
SOT HSCT HSCT

Aspergillus % 19 % 43 % 59,2
Candida %53 % 28 % 24,8
Zygomycetes % 2,3 % 8 % 7,2
Cryptococcus % 8 - -
Fusarium % 8 - -
Diger - % 15

1CID 2010;50:1091 2CID 2009;48:265 3CID2010:50:1091
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PR P Transplantation Proceedings, 35, 2689 <2691 (2003)
L J-'!'i‘.--j'il ke
ELSEVIER

Invasive Pulmonary Fungal Infections in Solid Organ Transplant
Recipients: A Four-Year Review

F. Oner-Eylboglu, O. Karacan, S. Akcay, H. Arslan, B. Demirhan, and M. Haberal

1998-2002 Yillari
291 transplant alicisi
9 invaziv pulmoner fungal enfeksiyon

3 karaciger nakli, 6 bobrek nakli
Karaciger naklinde %9
Bobrek naklinde %2,3




SOT Alicilarinda Optimal Yaklasim

D - 3

Patel and Paya Clin Microbiol Rev. 1997



Onlemek

Transplantasyon oncesi degerlendirme

Anamnez: seyahat oykusu, serolojik testler
— Coccidioides immitis,

— Blastomyces dermatitidis

— Histoplasma capsulatum

Akciger transplantasyonu: Aspergillus spp.
kolonizasyonu,

Transplant sonrasi: ortamin temiz tutulmasi
tozdan uzak durulmasi



Iki durum enfeksiyon riskini arttirir

* Tekrarlayan rejeksiyon veya kronik
rejeksiyonda artmis immunsupresif tedavi

 Gec donem diger populasyonlardan fakl degil
* Klinik bulgular farkli olabilir veya ciddi seyir,

* Firsatcl enfeksiyonlar disuyor ancak risk O
degil,

Patel R. and Paya V. Clin.Microbiol. Rev. 1997



Chnical IMectious isesses J00E 46.1813- 21

Revised Definitions of Invasive Fungal Disease

from the European Organization for Research

and Treatment of Cancer/Invasive Fungal Infections
Cooperative Group and the National Institute

of Allergy and Infectious Diseases Mycoses Study

Group (EORTC/MSG) Consensus Group

Ben De Pauw,” Thomas J. Walsh,” J. Peter Donnelly” David A. Stevens, John E. Edwards, Thierry Calandra,

Immiin stipresif hastalarda pulmoner aspergillus

e diffizden ziyade fokal lezyon

e Halo bulgusuyla var/yokken en az bir makro noddil

* Kama seklinde ve segmental veya lober konsolidasyon
Hic bir goriuntl patognomonik degil,

Noduler lezyonlu hasta ile mantarin gosterildigi hastalarda tedavi
sonucu yonunden fark yok



Konak faktorleri

* Solid organ alicilari

* Herediter immunyetmezlikler
e Konnektif doku bozukluklari

* Immunsupresif tedavi alanlar
— Kortikosteroidler
— T hicre basilayicilari (calcineurin inhibitorleri)
— Anti-TNF-a,
— anti-lenfosit antikorlari
— purin analoglari.



Klinik Kriterler

* Alt solunum yollarinin fungal hastalig
— CT’de 3 bulgudan birinin mevcut olmasi

* Dens, iyi cevrelenmis lezyon(lar), halo bulgusu var/yok,
* Air-crescent sign,
* Kavite

* Trakeabronsit

— Bronkoskopik olarak; ulser, nodil, psédomembran, plak
veya eskar

* Sinonazal enfeksiyon
— Goruntulemede sinlzit +3 bulgudan birinin varlig

* Akut lokalize agri (g6ze vuran agri dahil)
* Siyah eskarli nazal ulser
* Paranazal sinisden kemige uzanim, orbitaya yayilim dahil



“Proven” Kanitlanmis IFD Kriterleri

Steril viicut sivilarinda mikroskopik analiz

— Histopatolojik, sitopatolojik veya direkt mikroskopik analiz ile hif, maya,
doku invazyonu,

Steril dokuda kultlr

— Klinik ve radyolojik olarak normal olmayan dokudan kuf veya “siyah
maya” Uretmek

e BAL, idrar, sinus materyali haric,

24 saatten kisa stire once yerlestirilmis drenler dahil maya
uretmek

Kan kiltdrinde kif (6rn. Fusarium tirleri) veya maya (orn,
Cryptococcus or Candida species) veya maya benzeri fungus
(orn, Trichosporon tirleri) Gretilmesi

— Aspergillus hemen daima kontaminasyon

Serolojik Testler: BOS’da kriptokokal antijen testi dissemine
kriptokokoz



IFl icin Tanimlama

“probable”: Olasi

* Konak faktoru, klinik ve mikolojik kriterler karsilaniyorsa
“possible”: Stupheli

* Konak faktoru ve klinik kriterler var, mikolojik kriterler yoksa

* Pneumocystis jiroveci dahil edilmemis



Invaziv Candida

En sik, ilk 2 ayda en fazla,
Ozellikle hastanede kalis, YBU kalis,

Notropenik olmayan hastada “olasi” ve
“stipheli” tanilar SOT alicilarinda kullanimi zor

Supheli kandidiazis; >38 C ve genis spektrumlu
antibiyotige ragmen >96 saat sliren ates ve
baglantisiz 2 bolgeden ayni Candida’nin izole
edilmesi




Erken ve spesifik mikrobiyolojik tani
Uretilen etkenin cins ve tiir diizeyinde tanimlanmasi

Klinik olarak anlamli izolatlarda Candida turlerinin

antifungal duyarlihginin calisiilmasi

Ancak kultur pozitifligi duyarh bir ydntem degildir.
Kaltar disi yontemler; immunolojik géstergeler



Serolojik Gostergeler

Galaktomannan

B-D-glukan

Cryptococcal antijen testi

C. albicans germ tlp antikor testi,



Galactomannan Antijen Testi

* Aspergillus turlerinde hucre duvar elemani

* Ancak SOT hastalarinda galaktomannan ile
ilgili calismalar sinirli,



Clinical Infectious Diseases 2006; 42:1417-27

Diagnosis of Invasive Aspergillosis Using
a Galactomannan Assay: A Meta-Analysis

Christopher D. Pfeiffer,' Jason P. Fine,> and Nasia Safdar'
Departments of 'Medicine and “Biostatistics, University of Wisconsin Medical School, Madison, Wisconsin

Included articles: 149
Articles found to be relevant through initial
Medline and PubMed searches {138}
Articles from bibliographies of initial search and
recent review articles (5)
Articles from abstracts (5)

Studies excluded: 103

Review articles (23)

Comments and editcnals (7)

Case reports {15)

Galactomannan assay not involved in study (6)
. Ewvaluating non-Platelia assay (14)
Ewvaluating Platelia in other body fluids (8)
Evalualing false positive anly (8)

Evaluating Platelia in ather disease (2)
Man-English, Non-Spanish, Non-German (11}
In vitro (8)

L 4 Guidelines or collaboration statements (3)

Articles retrieved for more
detailed evaluaticon: 46

Studies excluded: 17
Reference standard not EORTC/MSG or similar (2}
P Mo proven cases included (2)

Insufficient data to calculate sensitivity
k4 and specificity (13)

Articles meeting inclusion criteria
for meta-anzalysis: 29

Studies excluded: 2
Duplicate articles {2)

h

Articles included in this meta-analysis: 27




Table 4. Pooled sensitivity and specificity of the galactomannan assay for diagnosis of invasive aspergillosis {IA).

Cases of proven A

Cases of proven or probable [A

Pooled Pooled Pooled Pooled
sensitivity specificity sensitivity specificity
Studies TPITP+FP)  (95% CI)  TNATN+FP)  (95% CI}  TPATP+FN)  (95% CI}  TNATN+FP)  (85% CI)
Al 163229 0.71(0.68-0.74) 3601/4055 089 (088-0.90) 250/407 0.61(0.59-0.63) 2839/3060 0.93 (0.92-0.94)
Studies limited to patients
with hematological
malignancy 1061152 0.70(062-0.77) 2570/2808 092 (090-0.93 177/304 058 (0.52-064) 2324/2457 0.9510.94-0.96)
Studies limited to patients
undergoing BMT 4960  08210.70-090) 722/843 (0B6(083-088 32449  065(0.60-0.78) 17/26  0.65(0.44-0.83
Studies limited to solid-organ
transplant recipients @m.ﬂmﬁm 180215 084(078-088  9/22  041(0.21-064) 210/247 ﬂ.ﬂ5@;\.
Studies using EORTCMSG
criteria 14116 064 1054-0.73) 2549/2869 0.89(088-0.90) 211/354 0.60(0.54-065) 26282823 093 (0.92-0.94)

Clinical Infectious Diseases 2006; 42:1417-27

SOT alicilarinda KIT kadar faydali degil




Bronko alveolar lavaj (BAL) sivisinda
galaktomannan

SOT alicilarinda Invaziv pulmoner Aspergillozda,
retrospektif bir arastirma,

81 hastada BAL GM istenmis (kalp 24; bobrek 22;
karaciger 19; akciger 16),

5 hasta “proven “ veya “probable” IPA.

hepsi BAL GM of > 2.1

BAL GM testi cut-off > 1.0 icin sensitivite %100,
spesifite %90.8, pozitif prediktif %41.7 negatif
prediktif deger %100,

Akciger disi transplantasyonda faydali
Clancy CJ, JOURNAL OF CLINICAL MICROBIOLOGY, 2007



B-D-Glukan Testi

* Son zamanlarda onay aldi

e Zygomycetes ve Cryptococcus turli mantarlar
disindaki mantarlarin hiicre duvar elemani

* Invaziv kandidiyazis tanisinda sadece yardimci
test olarak kabul edilmeli

— %70 sensitif ve %87 spesifik

Italian Guidelines for Diagnosis, Prevention and Treatment
of Invasive Fungal Infections in SOT Recipients.
Transplantation Proceedings, 2011




Kriptokokal antijen testi
* Beyin omurilik sivisinda;

e Serumda |

e BAl'da

SOT alicilarinda
Kriptokok
enfeksiyonlarinin
tanisinda onerilir

Italian Guidelines for Diagnosis, Prevention and Treatment
of Invasive Fungal Infections in SOT Recipients.

Transplantation Proceedings, 2011



C. albicans Germ Tuiip Antikor Testi,

* Yeni bir test,

* Invaziv Kandidyazis tanisinda yardimci,
— llac bagimlilarinda
— Hematolojik kanserli hastalarda
— Yogun bakim hastalarinda

* Ancak SOT hastalarinda degerlendirilmemis

Internal journal of hepatology 2012



Molekuler yontemler

* Umit verici calismalar var

* Klinik 6rneklerde mantarlarin bu yontemlerle
tespit edilmesi hentz tanimlamalar icine degil

e Standardize degil.



Seqgal BH, Walsh TJ. Am J Respir Crit Care Med. 2006



http://www.ncbi.nlm.nih.gov/pubmed?term=Segal BH[Author]&cauthor=true&cauthor_uid=16387806
http://www.ncbi.nlm.nih.gov/pubmed?term=Walsh TJ[Author]&cauthor=true&cauthor_uid=16387806
http://www.ncbi.nlm.nih.gov/pubmed/16387806
http://www.ncbi.nlm.nih.gov/pubmed/16387806

4 N

Histopatolojik 6rnek alinabilmis ise
Grocott - Gomori methenamine silver
veya periodic acid Schiff (PAS) ile boyanmali,
Mumkunse taze baki olarak floresan boyalar
kullaniimal

- /




Radyolojik Tani

Ultrason,
Bilgisayarli tomografi (BT)
Manyetik rezonans goruntileme (MR)

Konagin immun durumuna bagli olarak bulgular
degisiklik gbsterir.
Santral sinir sistemi fungal enfeksiyonlarinda MR

lezyonlari gosterme ve kriptokokkoma icin BT'den
daha duyarlidir.



Invaziv Akciger Aspergillozunda

BT onerilir,

Yaygin bulgu konsolidasyon, infiltrasyon,
kavitasyonun eslik ettigi veya etmedigi noduler
lezyonlar seklindedir.

SOT hastalarinda akcigerde aspergillozu KIT
hastalarinda oldugu kadar ayirici 6zellikler
gostermez.

Ornegin erken bir bulgu olan “halo bulgusu”
cogunlukla saptanmaz.



Halo bulgusu
Alveolar hemoraiji ile
cevrelenmis infarkt ve
koagulatif nekroz

Aspergillus fumigatus’un neden
oldugu tek nodul nodul, Akciger
transplant alicisi.



Aspergillus fumigatus’un neden
oldugu multiple nodul Akciger
transplant alicisi.

Aspergillus fumigatus’un neden oldugu
kavitelesmis nodul Kalp transplant alicisi.

/BT bulgusu )
konsolidasyon,
infiltrasyon,
kavitasyonun eslik ettigi veya

\etmedigi noduler J

Munoz P, The Journal of Heart and Lung Transplantation, 20



http://www.sciencedirect.com/science/journal/10532498

[Nm Pulmonary Opacities

[uommm mung]
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Begin Empiric Therapy

I

<6 months post transplant > 6 months post-transplant
[: Bronchoscopy :] {Emldc nosccomial pmumnnll] [ Empiric community acquired ]

BAL/with or without treatment pneumonia treatment
Transbronchial biopsy
No improvement after 48.72 hours: Improvement after 4872 hours:
Diagnostic Procedure Positive: { Expand antimicrobial therapy Continue treatment ]
Treat l

Diaanostic Procedure Negative;
{ Consider radiology guided ]
or surgical lung biopsy

Nina Singh Pneumonia Infection In Organ Transplant Recipients.



http://www.antimicrobe.org/authors/nina_singh.asp

© 22 Tohn Wiley & Sons A 8.

Clinical Transplantation

Clin Transplant 2012: 26: 615-621 DOL 1001117 1399-0012.200 1.015382.x

The diagnostic yield of CT-guided
percutaneous lung biopsy in solid organ
transplant recipients

* 10 yillik, retrospektif

e 1754 SOT alicisinda (kalp, akc., bobrek, kc,)
* 45 biyopsi (%3),

e 24 hastada tani konmus, 20 fungal etken
 Komplikasyon: %13



Kemik destrikstyonuyla giden mantar rino-
sinUzitinde BT,

Yumusak dokuda anormallikleri gostermede
MR daha duyarlidir.

Karaciger mikroabseleri gostermede BT
ultrasondan daha faydali olabilir.

Kontrastli MR cekilmesinin ise hepatosplenik
<andidiyazis tanisinda BT ye gére daha duyarli
0ir yontem




Tedavi stratejileri

Proflaksi,

Pre-emptif tedavi,

Amprik tedavi

Kanitlanmis etkene yonelik tedavi



Antifungal Proflaksi

e SOT alicilarinda antifungal proflaksi kullanimi
ve bu amacla hangisinin secilecegi
tartismalidir.



Proflaktik Antifungal Kullanimi

SOLID ORGAN ALICILARINDA

Karaciger (Al), pankreas (Bll), ince barsak (BIIl)
Postoperatif 7-14 gln

Flukonazol (200-400 mg/giin)
veya Lipozomal Amf B (1-2 mg/kg/giin)

\§ J

Clinical Practice Guidelines for the Management of Candidiasis: CID, 2009



Hastanin tasidigl risk ve epidemiyolojik veriler
dikkate alinmali,

Aspergillus yoninden
Candida turleri icin veya non-albicans
risk altinda olan Candida enfeksiyon
riskinin yUksek oldugu
hastalarda

hastalarda

flukanazol 200-400 mg lipozomal Amfoterisin-B

Italian Guidelines of Invasive Fungal Infections in SOT
Recipients.Transplantation Proceedings 2011



Table 9. summary of prophylas recommendations [1).

Ty of Fungel pathogen High-risk Antifungal Sugyestod
transplant  targeted characteritic(s) agent(s) dration
Heart Aspergiius or Recperatian, post-tramsplant renal failure or CMY disease Routing prophiylaxs MA
Candida {Aspergiius), VAD (Candida) nat recommernded
| wer Acpergiiix Prat-transplant renal failire, retransplantation, fulminant lipid-AmR 2 weeks
hepatic tailure prior to trarsplantstion and 1.5-5 mofaidsy
pest-transplant infection by CMV or HHY-B
Lver Candda Repeated operation, higher intraoperative tramfusion MNuconazale =4 weeks
requirement, longer operation time and renal failure 400 mg/day
I gy Ayl Airveay specimen culfures pasitive for Asereples, Wi ninArole 4-5 maniithes
increased immunasuapresson, CMV infection and 6 makg IV = { doses,
obliteratve bronchiaitis then 200 mg po bid, [89]
itraconazole o
eciinocandins £ nebulized
CAB or lipid-AmB
Lang Candida Alrway spedmen cultures positive for Candids, Fluconanzale 4-53 months
increased immunosuapresson, 400 mg/day
CMV infection and cbliterative branchiolits
Pancress  Candida Enteric drainage procedure, parcreas trersplantation Huconazele 24 weeks
after kidney traeplastation, preoperative 400 mg/day
peritoneal dialsis, pancreatitis after
reserfuson and retransplantatior
Renal Candida ChY disease, edcessive immunosuppression Routine prophyizxis A
ard candiduriz not recommended
Al crgzns Cocadioidar Hiztory of coccidordal pulmenany rfection or eactive Trizzole astifungal Prolonged or
imimitis cocidioidal secology befare tranzplantztion perhaps indef nite

AST ve ASTS dnerileri Am J Transplant 2010



inhaler Amfoterisin B

* Postoperatif donemde
* Akciger transplant alicilarinda
* Proflaksi stresi ?



Fungal bir enfeksiyonun basariyla tedavisi icin
erken tani,

mumkilnse agresif debritman,
immunsupresyonun azaltilmasi

fungusidal tedavi gereklidir.



Erken Amprik Tedavi

Morbiditi J Toksisite

Mortalite {, Maliyet P
Hastanede kalisd, Diren¢ 1



http://www.google.com.tr/url?sa=i&rct=j&q=terazi&source=images&cd=&docid=ckZsrvwWt_JUDM&tbnid=jFrV8rkRgDNhiM:&ved=0CAUQjRw&url=https%3A%2F%2Ftwitter.com%2FCOURTINFODUBAI&ei=0TpCUYjVOIexPIXngPgP&bvm=bv.43287494,d.ZGU&psig=AFQjCNGHL-l9rZLL9wYTyhj6xFP4JDiYSw&ust=1363381288658557

Amprik Tedavi

Kriterler iyi belirlenmemis,
e Ciddi hastalik tablosu,
* |nvaziv fungal enfeksiyon riski,

e Atesin baska bir nedenle aciklanamadigl hastalarda
distunulmeli

* Klinik stiphe, serolojik gostergeler ve/veya non steril
alanlardan alinan kultGrlerin on verilerine
dayandirilmalidir.



Supheli invaziv kandidiazis kriterleri;

e >38 C ve genis spektrumlu antibiyotige ragmen >96
saat suren ates

e Atesin baska bir sebebe baglanamamasi,

* Baglantisiz 2 bolgeden ayni Candida’nin izole
edilmesi (steril/non steril)

* Spesifik risk faktorlerinin varlig

 Klinik veya radyolojik siiphe ve/veya serumda B-D-
glukan tespiti.

Italian Guidelines of Invasive Fungal Infections in SOT
Recipients.Transplantation Proceedings 2011



Yogun bakimda yatan SOT hastalarinda “kandida
skoru” kullanilabilir.

Italian Guidelines of Invasive Fungal Infections in
SOT Recipients.Transplantation Proceedings 2011

Table 4. Calculation of the Candida score: Variables selected in the logistic regression model

Coefficient Standard n
Variable (B) Error Wald }(3 Value
Multifocal Candida species colonization 1.112 379 8.625 003
Surgery on ICU admission 97 219 9.761 002
Severe sepsis 2.038 314 42.014 000
Total parenteral nutrition 908 389 5.451 020
Constant —4.916 AR5 102,732 000

ICU, intensive care unit.

Candida score = 908 > (total parenteral nutrition) + 997 x (surgery) + 1.112 (multifocal
Candida species colonization) + 2.038 (severe sepsis). Candida score (rounded) = 1 x (total
parenteral nutrition) + 1 ¥ (surdery) + 1 (multifocal Candida species colonization) + 2 ¥ (severe
sepsis). All variables coded as follows: absent, 0; present, 1.

Leon et al - Crit Care Med 2006; 34:730-737



Invaziv kandidiyazis icin amprik tedavide

Azol kullanim oéykusii olan,
Azol direngli Candida tiirleriyle kolonize olan

Stabil olmayan hastalarda

¥

ekinokandinler
Veya L- amfoterisin B

* Kandidanin etken olarak tretildigi durumlarda tedavi
standart tedavi rejimlerinden farkh degildir



Kandidemide Tedavi Suiresi

(Tiim antifungaller ve ardisil tedaviler igin)

Metastatik komplikasyon yok,
Klinik sikayetler kayboldu,

Kaltar negatifligi saglandi,

| S—

L sonra 2 hafta

—

Intravendz kateter cikarilmasi kuvvetle énerilir.

Notropeniklerde kaynak GIS mi? Kateter mi?

— C. parapsilosis ise kateterin cekilmeli

Clinical Practice Guidelines for the
Management of Candidiasis: CID, 2009



Solunum Sekresyonlarinda Candida
Uretilmesi

Notropenik hastalarda Candida

* Cok sayida prospektif ve retrospektif calismalar
— Otopsi calismalari dahil

« Zayif prediktif degere sahip, spefikligi yok
— BAL dahil

e Sadece solunum yolu 6rneklerinde tretilmesi kriter
olmamali,

Clinical Practice Guidelines for the
Management of Candidiasis: CID, 2009



Solunum yollarindan izole edilen kandida 6nemli mi?
prospektif, otopsi calismasi

97 (42%) Enﬁmoni

YO

W. Meersseman et al.; Intensive Care Med. (2009) 35:1526-1531



J Heart Lung Transplant 2003;22:258 —266.

Aspergillus Infections After Lung
Transplantation: Clinical Differences
in Type of Transplant and
Implications for Management

Nina Singh, MD and Shahid Husain, MD

* Ortalama Aspergillus insidansi %6.3,

* %58 (45/78)’i trakea-bronsit veya anastomoz
bolgesi,
— Cogu ilk 3 ayda

* %52 mortalite,



Invaziv fungal enfeksiyonu gosteren bulgular olmadikca
SOT alicilarinda Aspergillus icin amprik tedavi
onerilmez.

Yuksek risk faktoru tasiyan
Kalp, akciger, karaciger transplantasyonunda,
bobrek yetmezligi, rejeksiyon, arttirilmis

immiunsupresyon, o6zellikle monoklonal antikor
kullanimi veya yiksek doz ve uzamis steroid
tedavisi

Solunum kulturlerinde Uretilmesi,

serum veya BAL'da pozitif +
galaktomannan, serumda
B-D-glukan pozitiflig

Trakeobronsit, sinuzit, fokal noroloj
defisitgenis spektrumlu ab. ragmen
pnOmMoni

mikrobiyolojik kriterler ve klinik kriterler varsa

¥
Aspergillus icin amprik tedavi basla

Italian Guidelines of Invasive Fungal Infections in SOT
Recipients.Transplantation Proceedings 2011




Aspergillus
Amprik Tedavi

Vorikanazol onerilebilir

Ancak toksisiteden dolayi lipozomal
Amfoterisin B cogunlukla tecih edilir

Azol tedavileri sirasinda siklosporin ve
takrolimus dizeylerinde 3-5 kat artis,

SOT alicilarinda bunlarin kullanimi sinirl.

Optimum tedavi suresi yanitla iliskili minimum
6-12 hafta.



Treatment of Aspergillosis: Clinical Practice

Guidelines of the Infectious Diseases Society
of America

Thomas J. Walsh,"” Elias J. Anaissie,? David W. Denning,® Raoul Herbrecht," Dimitrios P. Kontoyiannis,?

Table 2. Summary of recommendations for the treatment of aspergillosis.

Therapy®

Condition Frimary Alternative” Comments

Invasive pulmonary aspergillosis  Voriconazole (6 mafkg IV every 12 h for 1 L-AME (3-5 mg/kg/day V), ABLC (5 mg/ Frimary combination ther

day, followed by 4 mg/kg IV every 12 kg/day IV), caspofungin (70 mg day 1 IV apy is not routinely rec-

h; oral dosage is 200 mg every 12 h) and 50 mg/day IV thereafter), micafun- ommended based on
gin IV 100-150 mg/day; dose not esta- lack of clinical data; ad-
blished®), posaconazole (200 mg QID dition of another agent
initially, then 400 mg BID PO after sta- or switch to another
bilization of disease”), itraconazole (dos- drug class for salvage
age depends upon formulation)® therapy may be consid-

ered in individual pa-



e Aspergillus enfeksiyonunun gosterildigi durumda,
SOT alicilar icin de vorikanazol ilk tercih antifungal.

e Baslangic tedavisinde vorkonazol Amfoterisin B’ye
ustun,

* Ancak siklodekstrinden dolayi bobrek yetmezligi olan

(kreatinin klerensi <50 mL/dak) SOT hastalarinda

intravenoz tedavi yerine vorikanazollin ezilerek tablet
formunda kullanilmasi dnerilmekte.

Italian Guidelines of Invasive Fungal Infections in
SOT Recipients.Transplantation Proceedings 2011



Pre-emptif tedavi?

* Bu hasta grubunda glivenilir belirtecler
olmamasi,

* DUsuk IFI sikhgl nedeniyle sinirlidir.



Antifungal ilac Etkilesimleri

Antimikrobiyal ajan

Siklosporin

Takrolimus Sirolimus

Kaspofungin * Diizeyi diiser

Mikafungin Diizeyi yiikselir
Flukonazol Diizeyi yiikselir | Diizeyi yiikselir Diizeyi yiikselir
Ketokonazol

Itrakonazol Diizeyi yikselir | Diizeyi yiikselir Kontrendike
Vorikonazol Diizeyi yikselir | Dizeyi yiikselir Kontrendike

Hande Aslan’in izniyle




Nadir Etkenler

* /Zygomycosis: Rhizopus
arrhizus, Rhi-zopus

rhizopodiformis, Rhizopus .
oryzae, Rhizopus mi- 0
crosporus; Mucor .

spp.;Cunninghamella
bertholletiae; Ab-sidia
corymbifera;
Apophysomyces elegans; .
Conidiobolus coronatus

Scedosporium
Fusarium
Paecilomyces
Trichoderma
Scopulariopsis
Acremonium
Trichosporon,
Malassezia,
Rhodotorula
Hansenula

Emerging & Rare Fungal Infections in Solid Organ Transplant Recipients. American Journal of
Transplantation 2009; 9 (Suppl 4): S208-S226



Cerrahi Rezeksiyon

* Invaziv pulmoner aspergillozda faydal olabilir
— Buyuk damar veya perikard baglantili lezyonlarda
— Tek fokus ve hemoptiziye neden olmasi,

— Plevral bosluga veya kostaya erezyona neden olan
lezyon varliginda,



Sonuc Olarak

SOT alicilarinda mantarlar ciddi mortalite ve
morbidite nedeni,

Candida ve Aspergillus en sik etkenler

Tani sorunlari devam ediyor, daha iyi
gostergelere ihtiyac var,

Tedavi stratejiler benzer olmakla birlikte ilacg
etkilesimi sorun,

Tarkiye verisi; cok merkezli calismalara ve is
birligine ihtiyac var



Tesekkur Ederim




