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* 0.2.Z, 58 yas, erkek

e Ek hastalik: DM, HT

e 2016: Akkiz immun yetmezlik (BIC/FTC/TAF ve TMP-SXT)
* Mayis 2022: Diffliz btuyuk B hucreli lenfoma

* 02.10.23: Idame kemoterapi icin hematolojiye yatiyor
* 12.10.23: 38.1°C ates ve 2 haftadir 6ksuruk sikayeti ile danisildi
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12.10.23:

* Oncesinde gecirilmis febril notropeni epizodlari

Sikayeti/Hikayesi: FM:
. 2 haftadir oksuruk ve yeni baglayan ates . Ates disinda normal
. Bogaz agrisi, yutma gulicligli, nefes darhigi yok Lab:
. Karin agrisi, ishal, dizuri yok . Neu: 540, PCT: 0.14
. Bulanti kusma mevcut . CRP: 9 -->88 mg/dl

. Anal yakinma yok . CD4: 144 hc/mm3, HIV RNA: Negatif
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12.10.23:

* Piperasilin-tazobaktam baslaniyor

e Kan ve kateter kx, akciger grafisi, tit, idrar kx, balgam kx istendi
 GM: Negatif

14.10.23:

* Piperasilin-tazobaktam 2 gtini doldu

* Normotansif, takibinde tekrar atesi yok
* Yeni gelisen 2-3 It O, ihtiyaci mevcut

« Oksiiriik ve AFR artis



OLGU 1

11.10 PAAG 14.10 PAAG

Neu:80 Plt: 19.000 14.10 PAAG: Sol akcigerde
CRP 295 PCT: 0.65 dansite artis1 mevcut
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14.10.23

* Toraks BT (s6zel yorum): Atipik enfeksiyon? firsatci enfeksiyon?
ayirimi net yapilamiyor

e Teikoplanin (kan kultirinde GPK, SVK+) baslandi

e Balgam kulttru gonderilmesi
 Kandan 24 saat ara ile iki kez Aspergillus PCR gonderilmesi
e Indiklenmis balgamda PCP PCR gdnderilmesi
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e 14.10.23: Toraks BT

Sol akciger alt lob segmentlerinde daginik kollaps-konsolidasyon alanlari, buzlu cam dansite
artimlari ve interlobller septal kalinlasmalar izlenmektedir. Enfeksiyoz sire¢?
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16.10.23:
* Ates ve AFR artisiile tekrar degerlendiriliyor

Piperasilin-tazobaktam 4, teikoplanin 2.gtininde
Takibinde 38.1°C ates, SS kaba

WBC: 100

CRP 88--> 295--> 305

PCT 0.65--> 1.5



Devam eden notropeni + uzamis ates ne
yapalim?

e Tanisal ?

e Tedavi ?



EK TANISAL TESTLER [ > 4 Giin Devam Eden Ates ]

[Enfeksiyﬁz nedenler ]

*Yeni kan kulturu seti
*Semptoma yonelik kan testleri

*Kateter enfeksiyonu ve DYDI arastir Nadir
*C. difficile ile iliskili diyare

[ C.difficile ile iligkili diyare }

TANI
*Toksin A ve B (ELISA)

TEDAVI
*Oral vanko veya metronidazol

[ Enfeksiyon disi nedenler ]

silac atesi

*Tromboflebit

*Altta yatan kanserin kendisi
*Hematom rezorbsiyonu

'invaziv Mantar

*Toraks ve paranazal BT
*GM, B-D-Glukan

[ Notropenik enterokolit

*Karin agrisi ve/veya ishal
*Batin BT

IDSA guidelines: CID 2011;52(4):e56-e93



m Profilaksi

= Ampirik
Ates

= Preemptif
HRCT
Galaktomannan
B-D-Glukan

= Hedefe yonelik

Antifungal Tedavi

ECIL-4 2011
Ampirik (Bll)

Prophylaxis

Risk factors

Empirical

IDSA-2010

Ampirik (Al)
Preemptif (Bll)

Pre-emptive

treatment

Early diagnostic test

Positive culture result

Targeted
treatment



Uzamig (>4 gun) ates ile yuksek riskli hasta

IDSA

l

» Ates devam eden stabil hasta Ginliik muayene & Gykii
« Yakin zamanda nétropeniden ¢ikmasi Kan klturleri — sinirli bigimde tekrar edilir.

beklenmiyorsa antifungal tedavi

Herhangi bir stipheli infeksiyon bolgesi igin kultirler alimir

IDSA
* Ates devam eden, klinigi
kotulesen hasta

Aciklanamayan ateg
e Klinik agidan stabil
e Artan MNS: hemen
ardindan miyeloid geri

Aciklanamayan ateg

e Klinik agidan stabil

* Hemen ardindan goézlenmeyen
miyeloid geri kazanimi

1.° Antifungal tedavi

Belgelenmig infeksiyon

 Klinik agidan stabil degil

* Kétiilegen infeksiyon belirtileri ve
semptomlarn

v

= Yeni veya kotillegen infeksiyon bolgeleri igin
muayene yapilir ve yeniden gorunti alinir
(BT, MRG)

e Kotilegen infeksiyonun kiiltoru/biyopsisi/
drenaj bolgeleri: bakteriyel, viral ve fungal
patojenler igin degerlendirme yapilir.

® Dozlamanin ve spekirumun yeterliligi igin
antibiyotik kapsami gézden gegirilir.

* Ampirik antifungal tedavi eklenmesi
diigtinuldr.

* Hemodinamik istikrarsizlik igin
antimikrobiyal kapsami genigletilir.

kazanimi e Siniislerin ve akcigerlerin BT ile
taranmasi dugtiniilmelidir.
|
Gozlemleyiniz; Klinik, Flukonazol (mayaya
mikrobiyolojik veya Karg! aktif) (mayay Kiife kars|
rad){(.)graflk veriler profilaksisi alimi profilaksi alimi
yeni infeksiyonu
digiindiirmedigi stirece,
higbir antimikrobiyal
degisiklik yapilmamalidir. I
A 4
9 rg%gﬁggﬁ'ﬁg'?{ ;tarama51 Kife kargl etkili olan ampirik fggg\',rll*k antifungal
o Sori antifungal tedavisi: o Kitto L -
St seum galatomanan | |« Exinolandi T,
dayali olare?k antifungale : X%'}‘;‘t’gr?éﬁ: B formu sinifina gegilme%i
baglanmalidir. digunilmelidir.

IDSA guidelines, CID 2011;52(4):e56-e93

Salkil 2 Amnirile antihiuntildlerin 4 niin innanlanmaaindan ennra atee earnilouen uillkesle rieldi haetalar 1 Aiffirile Mlnetridinmm Aiffinide N infraveniz



invazif Fungal Enfeksiyonlar

- Nadiren ilk epizodun etkenidir
- Notropenin ilk haftasindan sonra

- Genellikle persistan veya reklirren atesin etkeni ...

Yogun sitotoksik KT almis yuksek riskli hastalarda

v'Notropeninin siresi ve siddeti
v'Uzun sureli antibiyotik kullanimi ve

v'Kemoterapi sikluslarinin sayisi ile fungal enf riski artar

IDSA guidelines: CID 2011;52(4):e56-e93
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* Yas (58)
* HIV (AIDS)

* Hematolojik malignite
Tedavi (16.10.23): Pip-tazobaktam

kesildi, meropenem + L-amfoterisin B
eklendi

* Tekrarlayan FEN epizodlari
* Uzamis notropeni

* Uzamis ates

e 2--> 3 haftadir 6kslruk
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19.10.23:

Meropenem ve L-amfoterisin B 3.gun, teikoplanin 5.
2-3 It nazal O, ile takipli, ateg 37.5°C
AFR dusus egiliminde: PCT 0.79, CRP 228

Balgam kx (14.10.23): Aspergillus spp (Balgam mikroskopi <10 epitel)
Meropenem + L-amfoterisin B devam edildi, teikoplanin kesildi
Galaktomannan takibine devam edildi

24 saat arayla 2 kez Aspergillus PCR gonderilmesi onerildi

Mumkunse BAL yapilmasi
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e 24 saat ara ile alinan iki kandan birinde Aspergillus PCR: A. flavus
* Baslangicta negatif seyreden GM takipte pozitiflesti
e Toraks BT (19.10.2023):

v’ Sol akciger Ust lob anterior segmentte ve alt lob superior segmentte ve laterobazal
segmentlerde hava bronkogramlari iceren konsolide akciger alanlar izlenmistir.

v’ Sag akciger Ust lob anterior segmette blyligi 10 mm ¢apinda birka¢ adet diizensiz sinirh
buzlu cam dansitesinde nodiiler lezyonlar izlenmistir (enfektif stireg ?).

v’ Sag akciger hiler alanda birka¢ adet noduler lezyon izlenmistir

* Trombositopeni (9 bin): BAL yapilamadi
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Galaktomannan takibi
11.10 GM: <2,2
15.10 GM: <2,2

19.10 GM: 7 (-)
Q 22.10 GM: 35 (+)
25.10 GM: 30 (+)
29.10 GM: 7 (-)
1.11 GM: 6.4 (-)

Antifungal

L-amphotericin B 3.glin
L-amphotericin B 5.gun -> Vorikonazol
Vorikonazol 2.gin
Vorikonazol 6. gln

Vorikonazol 8.gtin
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25.10.23:
* Meropenem kesildi (9.glin), vorikonazol tedavisine devam edildi

Hastanin vorikonazol altinda oksijen ihtiyaci kalmadi

Atesi olmadi

Genel durumu belirgin dizeldi

e Toplam tedavinin minimum 6-12 haftaya tamamlanmasi planlandi



Chinical infsonions Qispases oor
MAJOR ARTICLE "ﬁ].lz_)wh:-l . EORTC-MSG 2019 Kriterleri Revizyon ve Giincellemesi
Clinical Infectious Diseases® 2020;71(6):1367-76

Revision and Update of the Consensus Definitions of
Invasive Fungal Disease From the European Organization
[or Research and Treatment of Cancer and the Mycoses
Study Group Education and Research Consortium

Table 1. Criteria for Proven Invasive Fungal Disease

Tissue Nucleic Acd

Fungus Micrascopic Analysis: Sterile Mateanal Cultre. Sterile Maternial Blood Serology Diagnoss
Maolds® Histopattologic, oytopathologic, or direct Recovery of a hyaline or pigmented Blood cqulture that  Not applicable  Amplification of fungal
microscopic examination” of a specimen mold by culture of 3 specmen vokis a mold® (ag, DNA by PCR
obtained by needle aspiration o opsy cbtamed by a sterile procedwre from  Fussnium specias) combined with DNA
in which hyphae or melanized yeast-like a normally sternle and clinically or in the context of & saquencing when
forms ate seen accompanied by gvidence radiologicaly abnormal site compatile molds are seen
of associgted ussue damege cansistant with an infectious infectous in formalin-fixed
disease process, excluding BAL flud,  disease process paraffin-embedded
a paranasal or mastoid sinus cavity tissue
5mwm !
Yeasts® Histopathologic, cytopathologic, or direct Recy

Kanitlanmig Aspergilloz

» Histopatolojik, sitopatolojik, direk mikroskobik degerlendirme (biyopsi,
igne aspirasyon 6rnegi)

- Steril bolgeden kx (BAL, paranazal sivi ve mastoid siniis sivisi HARIC)

« Fungal DNA PCR pozitif (parafine gomulu dokuda kuf goriimusse)

micrascopic examination of a specimen 5
obtained by needle aspiratson or biopsy
from & normally sterde site jother then h
mucous membranes) showing yeast S
cells, for example, Cryptococcus speces t
indicating encapsulsted budding yaasts or
Candida spacies showng pseudohyphas
or true hyphae’

Pneumo-  Detection of the organism microscopically  Not applicable Not eppicable Nat applicable  Not epplicable

cystis in tissue, BAL fluid, expectorated sputum

using conventional or immunofluores:
cence staining

Endemic  Histopathology or direct micrascopy of Recovery by culture of the fungus from Blood culture that  Not applicable  Not appicable
mycoses  spacimens obtaned from an affected site specimens from an affected site yields the fungus
showing the

distinctive form of the fungus




Chimiean infsonions Qiseases " .
,‘A
4 - - -
MAJOR ARTICLE ._ﬁl;l-‘),‘b;’\ & hivma ! Table 2. Probable Invasive Pulmonary Mold Diseases

Lonl e WIS IXITE

Revision and Update of the Consensus Definitions of Host factors | i . _
Invasive Fungal Disease From the Furopean Organization - Recent history of neutropenia (<0.5 x 10” neutrophils/L [<500 neutrophils/
mm?] for >10 days) temporally related to the onset of invasive fungal

[or Research and Treatment of Cancer and the Mycoses

3 z z ; 1 g disease
Study Group Education and Research Consortium

Hematologic malignancy®
Receipt of an allogeneic stem cell transplant
Receipt of a solid organ transplant

Prolonged use of corticosteroids (excluding among patients with allergic
bronchopulmonary aspergillosis) at a therapeutic dose of >0.3 mg/kg cor
ticosteroids for =3 weeks in the past 60 days

Treatment with other recognized T-cell immunosuppressants, such as
calcineurin inhibitors, tumor necrosis factora blockers, lymphocyte-
specific monoclonal antibodies, immunosuppressive nucleoside analogues
during the past 90 days

Treatment with recognized B-cell immunosuppressants, such as Bruton's
tyrosine kinase inhibitors, eg, ibrutinib

Probable Aspergilloz
» Sadece immunkompromize hastalarda kullanilir
» Konak faktoru + klinik kriter + mikolojik kriter

Inherited severe immunodeficiency (such as chronic granulomatous di-
sease, STAT 3 deficiency, or severe combined immunodeficiency)

Acute graft-versus-host disease grade Il or IV involving the gut, lungs, or
liver that is refractory to first-line treatment with steroids

Clinical features
Pulmonary aspergillosis
The presence of 1 of the following 4 patterns on CT:
Dense, well-circumscribed lesions(s) with or without a halo sign
Air crescent sign
Cavity
EORTC-MSG 2019 Kriterleri Revizyon ve Giincellemesi - Wedge-shaped and segmental or lobar consolidation

Clinical Infectious Diseases® 2020;71(6):1367-76



EORTC-MSG 2019 Kriterleri Revizyon ve Giincellemesi
Clinical Infectious Diseases® 2020;71(6):1367-76

Mycological evidence

Any mold, for example, Aspergillus, FusariumeScedosporium species or
Mucorales recovered by culture from sputum, BAL, bronchial brush, or «
aspirate

Microscopical detection of fungal elements in sputum, BAL, bronchial
brush, or aspirate indicating a mold

Tracheobronchitis
Aspergillus recovered by culture of BAL or bronchial brush

Microscopic detection of fungal elements in BAL or bronchial brush
indicating a mold

Sino-nasal diseases
Mold recovered by culture of sinus aspirate samples

Microscopic detection of fungal elements in sinus aspirate samples CSE: >1.0

indicating a mold Aspergillus PCR
Any 1 of the following:
Plasma, serum, or whole blood 2 or more consecutive PCR tests positive

Aspergillosis only
Galactomannan antigen

Antigen detected in plasma, serum, BAL, or CSF BAL fluid 2 or more duplicate PCR tests positive

Any 1 of the following: At least 1 PCR test positive in plasma, serum, or whole blood and 1 PCR
Single serum or plasma: =1.0 « test positive in BAL fluid
BAL fluid: 21.0 Aspergillus species recovered by culture from sputum, BAL, bronchial brush,

Single serum or plasma: 0.7 and BAL fluid >0.8 or aspirate




Invaziv aspergilloz diisiindiiren radyolojik
bulgular nelerdir?

Buzlu cam ile cevrili halo
Noddiler infiltratlar
* Air cresent

e Kavitasyonlar
* Fokal infiltratlar
* Bronkopnomoni

Kalin duvarl diizenli veya duzensiz hava boslugu (air space) iceren periferik,
plevral bazli akciger nodilleri

Pereira, M.R., et al (2019). Infections in Allogeneic Stem Cell Transplantation. In: Safdar, A. (eds) Principles and Practice of Transplant Infectious Diseases. Springer, New York, NY.
pp 209 226 hngs //doi.org/10 jQQZ[QZﬁ 1 49;39 QQ;’A 4_11
Miko, B.A., et al. (2019). Respiratory Tract Infections: Sinusitis, Bronchitis, and Pneumonia. In: Safdar, A. (eds) Principles and Practice of Transplant Infectious Diseases. Springer, New York, NY.

https://doi.org/10.1007/978-1-4939-9034-4_20
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hrasdo.ang IATIEES1ZETD N2 &35 7 BMC ||"|rectiOUS Diseases
Utility of CT assessment in hematology @
patients with invasive aspergillosis: a o

post-hoc analysis of phase 3 data

Jie Jin", Deas WL Yang L Ssl Par?, Jzan L Yan®, Laial & Arem

il ey, Halten Meng ' Xizeches Then',
“lz~ian 7hana® llan S Seawarz™ aad Tramas T Parterser™

* |A stiphesi olan allojenik KHN hastalarinda CT’deki radyolojik bulgularin yarari
* Vorikonazollun etkinligi degerlendiren faz 3 calismanin post-hoc analizi

* Prospektif, cok merkezli, uluslarasi bir calisma

* Radyolojik degerlendirme koér olarak yapilmis

Jin et al. BMC Infectious Diseases (2019) 19:471



Invaziv Aspergillozun Radyolojik Bulgulari

s N
60 4
Nodiul %52.5
52.5 Konsolidasyon %41.3
g 9 Buzlu cam %26
3 B Halo isareti %17.5
Q 413 .
: LM m Plevral effiizyon %15
3 Infiltrasyon %14.2
E 6 a1, Kavite %1.7
g7 ol Air cresent %0.4
< ] B 24.0
‘;:3 213 ]
2 . B A in « 2400 WA (0 « 155)
'2 20 4 ’5
B 155 1584
g T 142495
Lg 1.6 123§
E 10 4
* Halo, air cresent konfirme
718 24,4 - IA ile ikiskili degil
. ol T ™ T .
! Nodule Lung Lung Consoldation Ground Halk Pleural Infltrate Cavey Tree Adr * BUZIU cam ve nOdUI
©iateral junilateral) glass skgn affusion In-bud crescent

atteration

CT computed tomography, nlA ‘Non-confirmed’ invasive aspergillosis
.

konfirme IA ile iliskili

sign

Fig. 1 Radiographic abnormalities among patients with clA and nlA. **P <001 based on Fisher's exact test. clA. ‘Confirmed' invasive aspergillosis, J

Jin et al. BMC Infectious Diseases (2019) 19:471



Invaziv Aspergillozun Radyolojik Bulgulari

* |Aicin toraks BT’de klasik beklenen belirtilerin duyarliligi cok sinirli

e Radyolojik bulgular hasta baglaminda diger klinik faktorlerle birlikte degerlendirilmeli

* Kesin dislanana kadar hasta IA olarak yonetilmeli

Jin et al. BMC Infectious Diseases (2019) 19:471



Galaktomannan

Haftalik/haftada 2 kez takip = Preemptif yaklasim tedavi izleminde faydal

Profilaksi alan hastalarda siklikla negatif: Takipte katkisi yok

Klinik siphe varliginda destekleyicidir

Yanls pozitiflikler..

|A prevalansi dustkse PPV dlser

* BouzaE, et al. Biomarkers of fungal infection: Expert opinion on the current
situation. Rev Esp Quimioter. 2020 Feb;33(1):1-10.

* Clin Infect Dis. 2014;59(12):1696-702.

*  Clin Microbiol Infect. 2017;23(12):1000.e1-.e4.



Table 6
Galactomannan testing in blood samples

Population Intention Intervention SoR  QoE Comment Ref,
Patients with prolonged Prospective GM in blood* A I Highest test accuracy requiring two consecutive samples [82,94,390-394]
neutropenia or allogeneic screening for 1A Draw samples C mn with an ODI =0.5 or retesting the same sample
stem cell transplantation every 3-4 days Prospective monitoring should be combined with HRCT and
recipients not on mould- clinical evaluation
active prophylaxis
Patients with prolonged Prospective GM in blood” D I Low prevalence of IA in this setting with consequently low  [195,396]
neutropenic or allogeneic screening for 1A PPV of blood GM test
stem cell transplantation Prophylaxis may have a negative impact on sensitivity of
recipients on mould active the test or the low yield may be due to decreased incidence
prophylaxis of IA
Patients with a haematological To diagnose IA  GM in blood” Significantly lower sensitivity in non-neutropenic patients  [319,391,397.398]
malignancy
« Neutropenic patients A 1l
« Non-neutropenic patients B 1
ICU patients To diagnose 1A GM in blood* C 11 Better performance in neutropenic than in non-neutropenic  |89.399]
patients
Solid organ recipients To diagnose IA  CM in blood" C Il Low sensitivity, good specificity [319.400.401]
Most data for lung SOT
Any other patient To diagnose 1A CM in blood* C 1 Piperacillin/tazobactam may no longer be responsible for [398,402-409|
false-positive results according to recent studies
Cross-reactivity in case of histoplasmosis, fusariosis,
talaromycosis (formerly: penicilliosis)
False-positive results reported due to ingestion of ice-pops,
transfusions, antibiotics, Plasmalyti@ infusion
Cancer patients To monitor GM in blood” A 1 [85,353,410]
treatment

Abbreviations: GM, galactomannan; IA, invasive aspergillosis; [CL), intensive care unit; ODI, optical density index; PPV, positive predictive value; QoE, Quality of evidence; SoR,
Strength of recommendation; SOT, solid organ transplantation,
* Serum or plasma.



ECIL 6: Tissot et al., 2017
IDSA Aspergilloz Glincelleme: Clinical Infectious Diseases® 2016;63(4):e1-60

Aspergilloz- Tedavi

Table 7. ECIL-6 recommendations for first-line treatment of invasive aspergillosis. Vorikonazol (Al)
Isavukonazol (Al)

Voriconazole® Al Daily dose: 2x6 mg/kg on day 1 then_ L-amfoterisin B (Bl)
(initiation with oral therapy: C III)

Isavuconazole Al As effective as voriconazole and better tolerated

Liposomal amphotericin B Bl Daily dose: 3 mg/kg

Amphotericin B lipid complex BII Daily dose: 5 mg/kg

Amphotericin B colloidal dispersion ClI Not more effective than d-AmB but less nephrotoxic

Caspofungin CIl

Itraconazole CIII

Combination voriconazole* + anidulafungin Cl

Other combinations CIII

Recommendation against use

Amphotericin B deoxycholate Al Less effective and more toxic

‘Monitoring of serum levels is indicated. In the absence of sullicient data [or lirsi-line monotherapy, anidulafungin, micafungin and posaconazole have nol been graded.

IA Tedavi siiresi: Minimum 6-12 hf
(immiinstipresyon durumu, enfeksiyon bolgesi, klinik iyilesme vs kanitina bagh olarak)



OLGU 2

CT, 35y erkek, ek hastalik YOK
Refrakter AML (MO0-M1) tanisi ile hematoloji servisinde izleniyor

Gegirilmis febril ndtropeni epizodlari

Posakonazol profilaksisi aliyor

02.9.2022:
» Refrakter AML + notropenik ates nedeni ile meropenem baslandi

08.9.2022:

» Ates devam ediyor, ates disinda sikayeti yok, AFR yiksekligi=> PCT: 10
* Toraks ve paranazal BT: Normal

* Tedavisine L-amfoterisin B 5 mg/kg eklendi
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Uzamis notropenik ates

20.9.2022: Meropenem 18.gun, L-amfoterisin B 13. guinu ilk kez ates yaniti alindi

Endokardit siphesi ile antibiyotigi kesilemedi

Bir hafta atessiz, sonra tekrar ates basladi

Nerdeyse haftalik toraks BT mevcut: Benzer bulgular
Haftada iki kez bakilan GM hep negatif
Kanda Aspergillus PCR negatif



OLGU 2 BNy
07.10.2022

» L-amfoterisin B 27.glinlinde ates + sag gozde agri + burun akintisi + tek tarafli (sag) basagrisi

* Paranazal sints BT: Sag maksiller sintzit bulgulari
Mukor ??

» KBB kons—> Nekrotik alan ya da soluk mukoza YOK. Sag g6zde kemozis ve gtz kapaginda 6dem

* Mukormikoz diistuniilmedi

Enfeksiyon: Lipozomal ampoterisin B
dozu 10 mg/kg’a cikildi



11.10.2022

OLGU 2

Orbital MR: Sagda etmoid hticrelerde ve lamina paprisyada defekt alani

Bilateral etmoid, frontal sinusler ve (sagda belirgin) maksiller sintslerde
inflamasyon

Preseptal alanda selilit ile uyumlu kontrastlanma

Kraniyal MR: Patoloji yok Fungal enfeksiyon diisiinmiiyor



18.10.2022

OLGU 2

Orbita MR:

e Sagda anterosiperiorda lamina papriseada lokalize defektif alan izlenmis olup, tanimlanan
nekroz paterni gosteren bu yumusak doku alanin sag orbita inferomedialde ekstrakonal yag
planina dogru uzandigi...

« Akut invaziv fungal siniizit (tiim siniislerde)

e 11.10.2023 tarihli orbita MR incelemesi ile karsilastirildiginda nazal kavitede tanimlanan sinyal
degisikliklerinin genisledigi, nekroz paterninin arttigi gorildu ve eski incelemede belirgin

olmayan sag orbita inferiomedialde ekstrakonal yag planina dogru da uzanimin yeni gelistigi




21.10.2022

OLGU 2

GS antibiyotik + L-amfoterisin B (42. gtin) altinda

Klinik dizelme olmamasi + devam eden ates + progresyon nedeni ile

21.10.2022 KBB tarafindan debridman ve 6rnekleme yapildi.

Intraoperatif frozena génderilen doku 6rnegi mukor ile uyumlu gelince genis
rezeksiyon yapildi



21.10.2022

Tedaviye yanitsiz/tedavi altinda progrese mukormikozis

21.10.2022

» L-amfoterisin B tedavisine (42. giin) posakonazol iv (2x300mg yukleme 1x300 mg
idame dozunda) eklendi.

23.10.2022

* ilk atessiz giin



(Raporlama 26.10.2022)

OLGU 2

21.10.2022 Patoloji raporu: Aspergillus ve mukor ile uyumlu yogun fungal hif ve
maya formlari

Hastanin tedavisi L-amfoterisin B ve vorikonazol olarak planlandi

Uzun sure takip edildi

Entkleasyon sinirina geldi

Takipte antifungal tedavi ve ikinci debridman ile klinik ve radyolojik gériuntileme
geriledi

e Uzamis notropeni devam etti, hastalik hic remisyona girmedi.
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Tarih
25.7.2022
26.8.2022
20.9.2022
7.10.2022

21.10.2022
2.11.2022
7.11.2022

12.11.2022

22.11.2022

20.12.2023

27.01.2023

10.02.2023

Galaktomannan takibi
<2.2
<2.2
2.5
<2.2
2.57
4.81
2.83

139.32
13.92
34.14

<2.2
<2.2

(pg/mL, <25pg/mL merkez negatif degeri)



OLGU 2

 Tekrarlayan ates=> invaziv pulmoner aspergilloz gelisti

e 12.11.23 tarihinde GM ilk defa pozitif

 Kontrol toraks BT:

» Sag akciger ust lob posteriordaki buzlu cam
nodullerinin boyutlari daha kicik. Ancak bu
lokalizasyonda yeni gelisen solid noduler
opasite ve ust lob anterior segmentte nodiiller

* Radyoloji tarafindan aspergillozis lehine
yorumlandi.




OLGU 2

25.04.23
* Toraks BT: Tek dlizensiz sinirli nodil 6 mm
* Paranazal BT: Bulgular stabil

Mayis 2023:

* Haploidentik kdk hticre nakli karari

e 25.05.23’te KHN yapildi, nakil sonrasi takip edilen 15. glinlinde hastanin
solunum yetmezligi

 Toraks BT: invaziv aspergilloz ile uyumlu yeni bulgular Haziran 2023’te eksitus




OLGU 2’den aklimda kalanlar...

* Klinik bulgularin ve géruntileme bulgularinin cok gec¢ ortaya ¢cikmasi
* Profilaksi altindaki hastalarda GM takibinin gtclugu

* Cerrahinin ®énemi: Ilk ates yatini cerrahiden sonraki 2. giin

* Altta yatan hastaligin remisyonu cok dnemli

* Miks fungal enfeksiyon



Mukormikoz

* Gecikmis taniile artmis mortalite  %40-80
* Maksimum survival icin erken tani ve tedavi

e Cerrahi debridman: KORNERSTONE
* Hizh antifungal tedavi
e Altta yatan durumun kontroli



Mukormikoz Tanisi

* Mukor icin spesifik serolojik test YOK

e 1,3-BDG ve GM mukorda NEGATIF

* Aspergillus gibi diger IFI veya mikst
enfeksiyon dustunilmeli

TABLO 1: IFE tanisinda kullanilan tani yéntemleri.

Candida Aspergillus Mucorales Fusarium Cryptococcus

Kaltar v v v v v
Histopatoloji v v v v v
Galaktomannan v v

Beta glukan v v v

Lateral Flow test v v
T2 Manyetik Rezonans v

PCR v ve v v v

Mannan Anti-Mannan v

Odabas! Z. Firsatci fungal enfeksiyonlarda laboratuvar tani. Turkiye Klinikleri; 2020. p.17-22.



Mukormikoz-Tani

Risk e Persistan ates vs

faktorleri Rl
klinik bulgu semptomlari

Biyopsi, BAL, balgam, BOS

SELL el lelflle | *Sinds BT: Sinlzit Ve
tetkik *Toraks BT: Ters halo

e Direkt mikroskobi

Endoskopi RSN
e Histopatoloji




O Strongly recommended  [] Moderately recommended

Suspected and confirmed mucormycosis are emergencies and require rapid action

. v . v v .

Neutropenic, HSCT or SOT Diabetic Trauma Trauma Asia, specifically China Asia, specifically India

Parsistent fever or Facial pain, sinusitis, Persistent fever or Eschar and India Diabetic adult on dialysis or

respiratory symptoms proptosis, amaurosis respiratory symptoms No underlying diseases: malnourished/premature
flank pain, fever, child with broad-spectrum
haematuria with sterile antibiotic therapy with
urine, and blood cultures abdominal mass, distension

or bilious vomting, with or
without gastrointestinal

bleeding
Chest CT Cranial CT Chest CT Imaging of injured Ultrasound/abdominal CT Abdominal CT or MRI
Typical findings: Tunical findina: If norsistent fover or regions as appropriate Typical findings: enlarged, Typical finding: isolated
Reverse Halo >10 nodules . . . non-hydronephrotic abdominal mass
pleural effusion * DM: en sik rino-orbito-serebral kidneys with hypodensities,
tutulumu cortical rim sign

* Kraniyal BT ve MR birlikte istenmeli

brain involvement

l |

 Hematolojik malignitede en sik
akciger tutulumu
~* Toraks BT: Ters halo

Figure 2: Diagnostic pathway for mucormycosis Cornely etal, 2019




Staging

CT sinuses, chest, abdomen, pelvis

S

Evreleme icin paranazal, toraks,

tim abdomen BT

Hizli progresyon varsa haftalik BT

A 4

Sampling
Biopsy {(eg, endoscopic, or CT-guided)
Grinding samples causes non-viability

Serology

Galactomannan, 1,3-B-D-glucan
Positive assays support differential diagnosis
or mixed invasive fungal infection

v

Direct microscopy using
flourescent brightener
and histopathology with
special stains (eg PAS and
GMS)

Typical findings:
non-septate/
pauci-septate, ribbon-like
hyphae (at least 6-16 ym
wide)

Vessel occlusion

v

v
Culture Molecular identification
Routine media at 30°C Preferably semi-nested
and 37°C qPCR, HRM, Multiplex

Typical findings:
cottony white or greyish
black colony

Target: 18s, ITS, 28sor
rDNA
Immunohistochemical
staining with specific
primary reagents

v

Susceptibility testing

Figure I: Magnostic pathway for mucormycosis

Cornely etal, 2019
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Mukormikoz Tedavisi

Table 9. ECIL-6 recommendations for first-line therapy of mucormycosis.

Grade Comments * L-amfoterisin B (BIl) |
Management includes antifungal therapy, surgery - Posakonazol (Clll)
and control of underlying conditions All Multidisciplinary approach is required
Antifungal therapy
Amphotericin B deoxycholate Cll
Liposomal amphotericin B BII Daily dose: 5 mg/kg. Liposomal amphotericin B should be preferred in CNS
infection and/or renal failure
Amphotericin B lipid complex BII
Amphotericin B colloidal dispersion Cll
Posaconazole Clll No data to support its use as first-line treatment. Alternative when
amphotericin B formulations are absolutely contraindicated.
Combination therapy CIl
Control of underlying condition All Includes control of diabetes, hematopoietic growth [actor if neutropenia,
discontinuation/tapering of steroids, reduction of immunosuppressive therapy
Surgery
Rhino-orbito-cerebral infection All o
Soft tissue infection All e Multidisipliner yaklasim (All)
Localized pulmonary lesion B 111 e Al h e (i
Disseminated infection ClHl Surgery should be considered | Altta yatan hastaligin kontrolu (A“)
multi-disciplinary approach o g
Hyperbaric oxygen Clll Cerrahi (A“) Yy
Recommendation against use =
Combination with deferasirox All

CNS: cenltral nervous system.

Tissot et al., 2017



Mukormikoz Kurtarma Tedavisi

Table 10. ECIL-6 recommendations for salvage and maintenance therapy of mucormycosis.

Grade Comments
Salvage therapy
Management includes antifungal therapy, control All
of underlying disease and surgery
S Posaconazole Bl

Combination of lipid amphotericin B and caspofungin Blll
Combination of lipid amphotericin B and posaconazole ~ BIIl
Maintenance therapy

Posaconazole Bl Overlap of a few days with first-line therapy to oblain appropriate serum
levels. Monitoring of serum levels might be indicated*
“Both comments apply to the oral solution but may not apply to the solid oral formulation.

Diizey takibi

Tissot et al., 2017



Global guideline for the diagnosis and management of
mucormycosis: an initiative of the European Confederation of
Medical Mycology in cooperation with the Mycoses Study Group
Education and Research Consortium

[Strongly recommended  [] Moderately recommended [ Marginally recommended [ Recommended against

i Suspected and confirmed mucormycosis are emergencies and require rapid action Ce rra h I §Id d et I € 0 ne rl I |y0 r
I Gerekirse tekrarlanmali

| - o

Surgical debridement with clean margins

for 3 purposes: (1) disease control, (2) histopathology, (3) microbiological diagnostics
Plus

Immediate treatment initiation

-

v

v

v

v

-

-

Avoid siow
escalation of doses

if brain
involvement

ifSOT

If preexisting renal
compromise

-

-

o

Liposomal
amphotericin B
5-10 mg/kg per
day from

day 1

Avoid slow
escalation of doses

Avoid slow
escalation of doses

Liposomal
amphotericin B
10 mg/ky per day
fromday 1

Liposomal
amphotericin B
or amphotericin B
lipid complex

10 mg/kg per day
fromday 1

Isavuconazoayle IV
3 x 200 mgq day 1-2
1 x 200 mg per
day fromday 3

Posaconazole IV

2 x 300 mgday 1

1 x 300 mg per day
fromday 2

Isavuconazoayle 1V
3% 200 mgday 1-2
1x200 mg per
day from day 3

Posaconazole IV
2% 300 mgday1
1% 300 mg per day
fromday 2

Posaconazole oral
suspension
4% 200 mg per day

Liposomal
amphotericin B
<5 mg/kg per day

Avoid
amphotericin B
deoxycholate
Any dose

L

SSS tutulumu varsa 10 mg/kg/glin
Yoksa 5 mg/kg/glin

I

v

Response assesment
(eqg weekly imaging)

|

Yaniti degerlendir() haftalik
goruntuleme

Lancer Infect Dhis. 2019 December




OLGU 3

* F.S, 19 yas, kadin
* Yenitani lokoz=> ALL

* 06.05.23: 38.3°C atesi olmasi tUzerine tarafimiza danisiliyor

Sikayeti/Hikayesi Fizik Muayene
. Ates, lisime-titreme, kuru oksuruk GD orta, normotansif, ates 38.3°C
_ 5 OF dogal
Eslik eden balgam, nefes darligi yok . 55 dogal
Karin agrisi yok, bulanti + kusma yok . Batin alt kadranlarda hassasiyet+, defans rebound yok
. Ishal-kabizlik, diziiri yok . Viicudunda cesitli yerlerde ekimozu mevcut

. Oral-anal yakinmasi yok + Anal muayene dogal

* Neu: 700, CRP:13 PCT: 0.20



OLGU 3

06.05.23:
* Notropenik ates: Piperasilin-tazobaktam baslaniyor

10.05.2023
* Ates devam ediyor: Piperasilin-tazobaktam kesilip meropenem baslaniyor

15.05.2023

* Meropenem 5. glin, toplam tedavinin 9. gunu
 Sikayeti yok, 3-4 glindir atessiz

* AFR negatif

* Hasta taburcu ediliyor



OLGU 3

23.05.23:
* Antibiyotiksiz 1 haftadan sonra hasta yeni baslayan karin agrisi
 Abdomen BT: Sozel olarak notropenik enterokolit (tiflit) seklinde yorumlanmis

* Ates-hipotansiyon yok

Batinda hassasiyet+, defans rebound yok

Meropenem teikoplanin baslaniyor

G. Cerrahi: Oral kapali, IV hidrasyon, abdomen BT

Abdomen BT: Resmi raporda karin agrisini aciklayacak sebep YOK



OLGU 3

30/05/23:
* Karin agrisi devam eden hastadan kontrol abdomen BT isteniyor

e Kontrol abdomen BT: Umblikus diizeyi hemen inferiorda yaklasik 4 cm'lik ileal ansta
duvarda komplet-diffiz kontratlanma kaybi, cevre yagl dokular kirli. Duvar difftiz
kalindir (iskemik stirecler?)

31/05/23:
* G. Cerrahi: Akut batin? iskemik stirecler? ile acil cerrahi ayni giin opere ediyor
e KT sonrasi spontan ince bagirsak perforasyonu, ileal nekroz, omental nekroz disunaltyor

* Notropenik degil (2100/1980)

07/06/23
* Meropenem teikoplanin 15. glintinde taburcu ediliyor



OLGU 3

16/10/2023:

e Taburculuktan 10 gun sonra insizyon yerinden akinti ve acilma sikayeti
rehospitalizasyon

21/06/23:

Reoperasyon: Perfore olan bagirsak alani ¢cikarilmis. Perfore alana yakin olarr
omentumda ele gelen noduler lezyondan patoloji gonderilmis 2. |
Intraop alinan patoloji s6zel yorumu: Aspergillus?? W}
Ates subfebril (37.5 C)

Notropenik degil (11.200/10.700)

D e
by

" (e .~"Q:‘
B Oh o
e DT,

N
%



OLGU 3

21/06/23: Enfeksiyon konsliltasyonu
* Galaktomannan antijeni gonderilmesi
* Lipozomal amfoterisin B baslanmasi

» Patoloji rapor takibi 6neriliyor

05/07/23 Kesitlerde konjesyone fibrolipomat6z doku icerisinde s‘UpQratif inflamasyon
* bulgulari, yag nekrozu ile uyumlu alanlar yanisira yumusak’doku iginde bazi
alanlarda iINVAZiV GORUNUMDE MANTAR HiFALARi-ile! tyumlu yapllar
Histolojik olarak PAS ve GMS boyamasy: ile pasz boyanma. I\/Iorfolb‘ﬁ:k olarak

e Takibinde ateg.i yok fungal organizmalar oncellkle Asberglllus ile uyumlu olarak, "

e Amfoterisin B 14. Glinlunde

‘or._ g

i

» Notropenik degil, AFR negatif

* Resmi rapor:



OLGU 3

e Galaktomannan Takibi

Galaktomannan Antifungal

08/05 GM: <2,2
14/05 GM: 6,8 (-)

. 22/06 GM: 2,5 (-) Amfoterisin b 1
V(Z)r:;:::lilzzfzzzgglillli‘:/ Z:r :> 05/07 GM: <2,2 Amfoterisin b 14 > Vorikonazol
07/08 GM: <2,2 Vorikonazol 32
10/08 GM: <2,2 Vorikonazol 35
03/09 GM: <2,2 Vorikonazol 53
10/09 GM: <2,2 Vorikonazol 60
17/09 GM: <2,2 Vorikonazol 67 (17/10.da 97. giin stop)

22/10 GM: <2,2 Posakonazol profilaksi
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17/10/23:

* Hasta 3 ay sonra kemoterapi alabilirlik acisindan danisiliyor
e 3.kir KT plani mevcut, son kemoterapi 1 ay 6nce

* 05/07 de baslanan vorikonazol 97. gliniinde

e Aktif sikayeti yok

* Takibinde atesi yok
e Batin rahat

* AFR negatif

* Immiunsipresyon dénemi boyunca sekonder posakonazol profilaksi



Gastrointestinal Aspergilloz

* Nadir, genellikle imminkompromize hastalarda

* Primer olarak GIS’e inokiile olup fokal invazyon y.b
v Noétropenik enterokolit (tiflit)
v’ Apandisit
v’ Kolon Ulseri
v’ Karin agrisi ve/veya Gl kanamasi olarak ortaya cikabilir

* Literatlirde immunkompetan hastada da bildirlmis

Case Rep Crit Care. 2020 May 23;2020:3601423.
Yonsei Med J. 2015 Sep;56(5):1453-6.

Infection. 2006 Dec;34(6):333-8.

Surg Infect (Larchmt). 2021 Apr;22(3):326-333.
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Intestinal Aspergillosis:
Systematic Review on Patterns
of Clinical Presentation and Management

Surash Baba Yslika, Abhinay Tumati, and Paula Denoya
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FIG. I, Patterns of clinical presentation of intestinal asperzillosis, FIG. 3. Intestinal sites of aspergillosis mvolvement.

%66: Primer intestinal aspergilloz
%34: Sistemik aspergilloza sekonder

Surg Infect (Larchmt). 2021 Apr;22(3):326-333.



Gastrointestinal Aspergilloz

» Karakteristik belirtileri arasinda intravaskuler tromboz, septik tromboemboli ve
akabinde doku iskemisi ile sonuclanabilen mezenterik arterlerin anjiyoinvazyonu
ver alir

* iskemi sonucu --> Nekrotik doku ve sonunda barsak perforasyonu



Gastrointestinal Aspergilloz

YELIKA ET AL.

e
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aparmomy  Colonoscopy Autogsy Appendeciomy Stod seenpie  Tungsl ICR Seram Sigrmval dosonpy
prlaciomanan

FIG. 2. Modalities utilized for diagnosis of intestinal aspergillosis

Tani icin kullanilan yontem

e BlylUk cogunlugu laparotomi
ile tani almis

Mortalite

* Overall: %39

* Cerrahiyapilan (cerrahi+AF): %37
e Cerrahiyapilmayan (AF): % 54

Surg Infect (Larchmt). 2021 Apr;22(3):326-333.



Gl aspergilloz neden erken tani alamiyor?

insidansi diisiik --> Karin agrisi, distansiyon ve ishalin ayirici tanisinda akla gelmez

e Karin agrisi, siskinlik ve ishal vb semptomlar --> Sistemik enfeksiyon semptomlarin golgesinde kalabilir
* Immiustprese hastalarda kemoterapi basta olmak lizere ishale neden olan cok sayida etken var

* Immiinsiiprese hastalarda trombositopeni sik --> Kanamada akla gelmez

* Aspergillus spp'nin anjiyoinvaziv dogasi ile bagirsak iskemisi --> iskemide akla gelmez

* Tipik rayolojik bulgular sik degildir, deneyim az

* Galaktomannan pozitifligi %63, %64, %78.2

Clin Microbiol Infect 2011; 17: 588-594
Le Infezioni in Medicina, n. 1, 85-92, 2019
Infection. 2018 Jun;46(3):317-324.



Gl aspergilloz tedavi suresi

 Cerrahi yapilmis / yapilmamis hastalarda tedavi siresi ?

* Mortalite yuksek (%40, cerrahi yapilmazsa %54)

 Tedavi sonrasi nuks olan vakalar mevcut

* Vaka serileri: Tani sonrasi 2-7 ay

* Tum klinik bulgular gecene kadar ve immiun sistem bozuklugu dlzelene kadar

Clin Microbiol Infect 2011; 17: 588-594
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e S.K., 30 yas, erkek

* Bilinen AML, flukonazol profilaksisi aliyor

* Allojenik KHN, hazirlik rejimi aliyor

06.11.2023:
» 38.5 C ates, bulanti, 8-10 kez kusma sikayetleri ile danisiliyor

Sikayeti/Hikayesi
Bogaz agrisi, oksurik, balgam, nefes darhgi yok
Karin agrisi, ishal, dizlri yok

. Anal yakinma yok

* WBC: 300 Neut:20 Crp:50 PCT: 10

Fizik Muayene

. GD orta, normotansif, ates 38.3°C

. OF dogal
. SS dogal
Batin muayene normal
. SVK ¢evresi temiz
. Anal muayene dogal
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06.11.2023:
* Notropenik ates ile piperasilin tazobaktam 4x4,5 gr IV baslaniyor

* SYVP: Negatif

* PAAC: Bilateral dallanma artisi mevcut, asikar pndmonik infiltrasyon yok
* Hepatobiliyer USG: Patoloji yok

* Kan ve kateter kilturinden sinyal yok

e Galaktomannan: Negatif

* CMV DNA PCR: Negatif
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13.11.23:
e Tedavinin 7. gini
* Atessiz 5.giinl, kusmasi geriledi

Piperasilin-tazobaktam kesilmesi planlanirken ayni gtin atesi (38.5 C), tisime-
titreme

Tedavi meropenem + ampoterisin B olarak revize edildi

Notropeni devam ediyor, CRP 303, PCT: negatif

Kaltir, GM, toraks ve paranasal BT
Muayenede SVK etrafinda minimal kizariklik, akinti yok
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14.11.23:

* Toraks BT sozel yorumu: Sag akciger Ust lob sliperiorda ve sag akciger laterobazal
segmentte buzlu cam dansitesinde atipik pnomoni bakiminda anlamli
infiltrasyon alanlari mevcut (Mantar enfeksiyonu distnilmedi)

 Meropenem + ampoterisin B ilk 24 saati icerisinde
e Kateter kilturunde tek sisede 22. saatte maya sinyali

e Kan kulturinde sinyal yok
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14.11.23:

* Tedavi meropenem + mikafungin olarak dizenlendi
e Kateterin ¢cekilmesi 6nerildi

 Abdomen goriuntileme, goz dibi ve EKO planlanmasi

16.11.23:

* Takipte her giin 3 kez 38 Uzeri ates

Kan ve kateter kiltiri pozitifligi devam ediyor, maya sinyali + (Ki-KDI)
Kateter cekildi

Abdomen goriuntilemede patoloji yok

Goz dibi dogal

EKO: normal
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» Kan kultdru kateter cekildikten sonra negatiflesti (17.11.2023)
* Atesi distu, AFR geriledi

* Etken: C. crusei (mikafungin, kaspofungin, amfoterisin B ve vorikonazol S)

* Kandidemi tedavisi alirken ates, oksijen ihtiyaci gelisti

* Toraks BT'de pnomoni +: Meropenem fosfomisin eklendi

* Negatif kan kaltliri sonrasi 14 giin mikafungin tedavisi tamamlandi (30.11.23’te kesildi)



Kandidemi

* Nozokomiyal kan dolasimi enfeksiyonlarinin 6nemli bir nedeni

e YBU hastalarinda epizodlarin %7-15
* YBU ihtiyaci olan hastalar Risk Faktorleri

. . . * Allojenik KHN hazirlik rejimi
* Immunkompromize hastalar ) ,
* Uzamis notropeni
* GIS kolonizasyonu
* HLA-mismatch
* Aliciyasl
* GVHD
 CMV hastalig

Pereira, M.R., et al (2019). Infections in Allogeneic Stem Cell Transplantation. In: Safdar, A. (eds)
Principles and Practice of Transplant Infectious Diseases. Springer, New York, NY. pp 209-226 https://
doi.org/10.1007/978-1-4939-9034-4 11



Kandidemi

* Eniyi sartlarda kan kulttru pozitifligi %50

* Mortalite cok yuksek
v'Tedavisiz %60
v'Tedavi edilen grup %25-40
v'Tedavide gecikme artmis mortalite ile iliskili

* Bir cok hasta tani almadan kaybediliyor

UpToDaTe: Jose A Vazquez. Management of candidemia and invasive candidiasis in adults
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M. R. Pereira et al.

Preengraftment
(<30 Days)

Early Postengraftment

(Days 30-100)

Late Postengraftment
(>100 Days)

Host Immune
System Defects
and
Transplantation-
Associated Risk
Factors for
Infection

High-Incidence
Infections

Low-Incidence
Infections




Table 5. ECIL-6 recommendations for first

Kandidemi Tedavisi

-line treatment of candidemia after spaci

es identification,

C allvcns Lctonveanding Al Leainveandins All
Flicreasmle A Fliencasile ol
Lipesomal anphodercie [ Al Liposomal ampliolersag B il
Amphetericin B lipid complex Al Aahed ericin B lipsd onmples Bl
Amohetericin B eollcical dizpersion All Amphotericin 2 eolleidal dizpersion Bl
Amphetericin B deagychalate 1 Amohetericin B decgycholate Cll
£ plabvata Echinocandins' Al Echinocandins All
Liposomal amphotercin L] _'/ Liposomal amphotericin b Bl
Anphetericin B lipid complex gl Apsphetericin 8 lipxd comples gl
Amphetericin B ealloical digpersion Al Aahotervin # callosdal dspersion Rl
) Amphetericin B deasychalate Cl Amphetericin B deavycholste cll
O oy Felvnscanding' Al Ferunocanding AN
Lipoaomal amphoterin B AN Lipazomal amphatensin B Rl
Amphetericin B liped enmplex 811 frahetericin B lipsd conmples Al
Amphetericin B eolleical dizpersion Bl Amphetericin 2 eolleidal disparsion BIl
Amphetericin O deomcholaic Cl Amphetericin I doobolate Cll
Oral stepdonem Vinriconazoke Bl Vericocazale cll
C purapsilosis Fuceszk &l (ol Alll
Lednocanding gl Echinueanding (1l

S

o dacling ke anidulefing

v e ginomicalomgdo, foce o semerd e il paiinne i ecdineeantind asa e intoaloeat Bebea o eaac il

feectding closcidy and microocdogc aly (derile Blood oomrcs o 72 h)continalig wes of achinocandin mght b conaccrcd.

sl pelisa

* Ekinokandinler ilk secenek
(C. parapsilosis disinda)

* Son negatif kiltirden sonra en az 14
gln tedavi

candidemia has been cleared (strong recommendation; low-
quality evidence).

12. Recommended duration of therapy for candidemia without
obvious metastatic complications is for 2 weeks after docu-

mented clearance of Candida species from the bloodstream
and resolution of symptoms attributable to candidemia
(strong recommendation; moderate-quality evidence).

Haematologica. 2017 Mar;102(3):433-444.
Clinical Practice Guideline for the Management of Candidiasis * CID 2016:62 (15 February) - e3



Candida species

101. Catheters should be removed in cases of CRBSI due to Al [188]
Candida species
102. For patients with candidemia and a short-term CVC for A-ll (190, 193]

whom no source of candidemia is obvious, the cathe-
ter should be removed and the catheter tip sent for
culture

Alternatively, for patients with limited venous access, ex- B-ll
change the catheter over a guidewire and perform
catheter cultures

If the catheter is colonized with the same species of Al [190, 193]
Candida as found in a percutaneous blocod culture, the
CVC should be removed

103. Antifungal therapy is recommended for all cases of Al [192]
CRBSI due to Candida species, including cases in
which clinical manifestations of infection and/or candi-
demia resolve after catheter withdrawal and before ini-
tiation of antifungal therapy

Clin Infect Dis. 2009 Dec 1;49(11):1770-1; author reply 1771-2

e Kateter cikarilmasi secilmis hastada dustunudlmelidir

IDSA 2016 Kandida Rehberi Clinical Infectious Diseases® 2016;62(4):e1-50
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Table 4. ECIL-6 recommendations for initial first-line treatment of can-

didemia.
Overall
population
Antifungal therapy
Micafungin® Al
Anidulafungin Al
(Caspofungin Al
Liposomal amphotericin B Al
Amphotericin B lipid complex Bl
Amphotericin B colloidal dispersion Bl
Amphotericin B deoxycholate Cl
Fluconazole™ Al
Voriconazole' Al

) Catheter removal’ Al

Hematologic
patients

All
All
All
All
Bl
Bl
Cll
CHl
BII

BII

*See warning box in Furupc an hbol ‘pquuu 11 gnrlmg cluso mommnnb for
adverse event is required:; ‘not in severely ill unstable patients; ‘not in patients with
previous azole exposure; if the catheter cannot be remaoved, use of an echinocandin

or a lipid formulation of amphotericin B is recommended.

* Kateter cikarilmasi daha
dustuk mortalite ile iliskili

* Hematolojik hastalarda da
kateter cikarilmahdir (BIl)

Haematologica. 2017 Mar;102(3):433-444.
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Oftalmoskopik Muayene

* Non-notropenik ve nétropenik hastalarda kandida endoftalmiti acisindan
oftalmoskopik muayene yapilmalidir (glicli 6neri, zayif kanit diizeyi)

v'"Nonnotropenik hastada tani sonrasi ilk hafta
v'Notropenik hastada notropeni dizeldikten sonraki ilk hafta

IDSA 2016 Kandida Rehberi Clinical Infectious Diseases® 2016;62(4):e1-50

Ekokardiyografi
* Persistan bakteriyemisi olan non-n6tropenik hastada, dzellikle IVDU gibi risk
faktoru de varsa EKO oOnerilir

* Notropenik hastalarda endokardit nadir, kandideminin kaynagi genellikle GIS.
Rutin EKO onerilmez

UpToDaTe: Jose A Vazquez. Management of candidemia and invasive candidiasis in adults
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