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17.02.2026



044y
oErkek, evli
o2 cocuklu

oKayseri



SIKAYETI

Ates, Uisume titreme
Kol ve bacaklarda dokiintii



HIKAYESI

Yaklasik 1 yil once (atest+ lokoz Ile basvurusunda)
AML-M5 tanist almis

Remisyon indiiksiyon (7/3) kemoterapi rejimi
(vorikonazol ile kiif aktif profilaksi)

Konsolidasyon kemoterapisi ile devam

9/10 uyumlu akrabadis1 allojenik kok hiicre nakli



HIKAYESI

Nakilden sonral8.gilinlinde vorikonazol tb
2x200 mg/gtin siklosporin tb 2x100 mg/giin
valgansiklovir th 2x500 mg/giin ile taburcu

Yan etki nedeni ile vorikonazol>posakonazol
geC1sl

2 ay sonra kontrol kemik 1lig1 biyopsisinde
nuks

FLAG i1le kemoterapi tekrar baslanmis



HIKAYESI

Enfeksiyon Oykiisii
23.08.2022 Febril notropeni

05.11.2022 Clostridium difficile koliti
18.10.2022 Febril nétropenti

05.01.2023 KIKDE (Metisilin direncli
Staphylococcus epidermidis)

Kinolon profilaksisi

22.06.2023 Febril nétropeni (ESBD Klebsiella
pneumoniae)

Vorikonazol/posakonazol uzun siire kullanim



SISTEM SORGULAMA

Ates (+)

Uslime titreme (+)

Halsizlik (+)
Yorgunluk (+)
Nefes darlig1 (-)
Gogls agrisi (-)
Bulanti (-)
Kusma (-)
Bogaz agrisi (-)
Okstiriik (-)
Balgam (-)
Hemoptizi (-)
Yutma gii¢liigii (-)
karin agris1 (-)

Ishal (-)
Kabizlik (-)
Bas agrisi (+)
Bas donmesi (-)
Diziir1 (+)
Poliiiri (-)
Polidipsi (-)
Hematiiri (-)
Hematemez (-)
Hematokezya (-)
Kilo kaybi (-)



OZ GECMIS
DM(-), HT(-), KAH (-), KOAH(-),

Sigara(-), alkol(-), operasyon oykiisti(-)
Derin ven trombozu
Mart 2022°de COVID-19




Mevcut durumda
Remisyon indiiksiyon KT tekrar
Febril notropeni nedeni 1le meropenem aliyor
Posakonazol tablet profilaksi

Sag subklaviyan santral venoz kateterr mevcut

19.07.2023 tarithinde ates



FIZIK MUAYENE

Genel durum orta, suur acik, koopere, oryante
Ates:38,8 °C NB:110/dk SS: 22/dk KB:110/60mmHg

BB: Skleralar , konjonktivalar dogal ,
Orofarenx: hiperemik,
Servikal LAP yok, venoz dolgunluk yok.

Alinda (kollarinda ve bacaklarinda) c¢api 1 cm'den az agrisiz,
nonpruritic, eritematdz, hafif yiikselmis

SS: HIHTSEK, ral (-) ronkus (-)

KVS: S1/S2 ritmik,tasikardik, ek ses-tifiiriim yok
SVK






FIZIK MUAYENE

BATIN: Defans (-) rebound (-) hassasiyet (-)
HM(-) SM (-)
GUS: Kostavertebral ac1 hassasiyeti:(-)

EXTREMITE: Bilateral alt ve iist extremite cap farki yok
Pretibial 6dem(-/-) dokiintii
MN: Sag iist ve alt ekstremitede 2/5 kuvvet kaybi(+), ense sertligi(-)



LABORATUAR

GL BU K Na K LD AL AS WB @ HB  PLT CRP Gm | CMV-
UK N R H T T C PCR
OZ

Ne

19.07.2023 @ 161 11 | 0. 130 4.4 211 49 23 40 8.2 | 13.000 95 0.022
36 -

Notropenik donemde haftada 2 kez
Galaktomannan -
CMV-PCR -



KLINIK IZLEM

Sol akciger alt lob siiperior segmentte
yaklagik 1 cm ¢apli fokal buzlu cam dansitesi
izlendi, immiinsiipresif hastada fungal
enfeksiyon odagini temsil edebilir

Lipozomal
amfoterisin B

baslandi1



KLINIK IZLEM
Cilt biyopsisi yapildi

Kan kiltiirinde mantar iremesi oldu
Kateteri cekildi

Fusarium spp.




Cilt biyopsi Ornegi

Losemik infiltrasyonlar ve mantar hifalar




Literatur

Base R&D rank Public health rank Combined rank
Critical -priority group
Cryptococcus neoformans 10 3 1
Candida auris 8 4 2
Aspergillus fumigatus 14 1 3
Candida albicans 13 2 4
High-priority group
MNakaseomyces glabratus (Candida glabrata) 6-5 6 5
Histoplasma spp 12 5 6
Eumycetoma causative agents 2 9 7
Mucorales 8 8
Fusarium spp 14 9
Candida tropicalis 11 10 10
Candida parapsilosis 6-5 13 11
Medium-priority group
Scedosporium spp 18 12
Lomentospora prolificans 1 19 13
Coccidioides spp 16 11 14
Pichia kudriavzeveii (Candida krusei) g 17 15
Cryptococcus gattii 17 12 16
Talaromyces marneffei 15 15 17
Pneumocystis jirovecii 19 7 18
Paracoccidioides spp 18 16 19
R&D=research and development. The fungal pathogens are listed according to the combined rank order and grouped into
three priority groups (critical, high, and medium) defined by the WHO fungal priority pathogen list paper.”
Table 1: WHO fungal priority pathogen list

Casalini, Giacomo et al. he WHO fungal priority pathogens list: a crucial reappraisal
to review the prioritisation. The Lancet Microbe 2024;5 (7) :717 - 724



Literatur
Fusarium spp. Patogenez

Toprakta, bitkilerde ve Anjioinvaziv
dogada bulunan kiif Doku hasar1 ve yayilim

Immunsupresif hastalarda
etken

Sheng M, Ritchie B, Afshari Mirak S, Tirumani S, Ramaiya N. Review of Fusariosis in Patients with Hematologic Malignancies. Radiol Imaging Cancer. 2025 Nov;7(6):e250174. doi:
10.1148/rycan.2501744

Li D, Amburgey-Crovetti K, Applebach E, Steen TY, Calderone R. The Dual Pathogen Fusarium: Diseases, Incidence, Azole Resistance, and Biofilms. J Fungi (Basel). 2025 Apr
9;11(4):294. doi: 10.3390/jof11040294



Literatur
Fusariosis klinigi * Tedavi Onerileri**

Keratit ve endoftalmi Ekinokandinlere dogal
direncli

Siniizit _
. : Azollere gore, Lipozomal
Pnomoni

Amfoterisin B’ye karsi
Cilt tutulumu MIC daha diisiik
Fungemi1//SVK 1liskili Kombinasyon tedavisi,
Disemine enfeksiyonlar direncli veya ciddi
vakalarda, duyarlilik
testinin sonuclarini

bekleyen ampirik tedavi
olarak kullanilabilir***

Sheng M, Ritchie B, Afshari Mirak S, Tirumani S, Ramaiya N. Review of Fusariosis in Patients with Hematologic Malignancies. Radiol Imaging Cancer. 2025 Nov;7(6):e250174. doi:
10.1148/rycan.2501744

Li D, Amburgey-Crovetti K, Applebach E, Steen TY, Calderone R. The Dual Pathogen Fusarium: Diseases, Incidence, Azole Resistance, and Biofilms. J Fungi (Basel). 2025 Apr
9;11(4):294. doi: 10.3390/jof11040294
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A suspected and confirmed invasive infections due to Fusarivm spp are emergencies and require rapid action

| Immediate treatment initiation

1

| Swurgical debridement of infected tissue in localised infections l

l

Hoenigl M, et al. Lancet Infect Dis. 2021;21(8):e246-

e257.
3 strongly recommended

[ Moderately recommended
[ Marginally recommended
B Recommended against

. Jy

Aowvoid slow escalation of doses Voriconazole iv

2 = & mg/kg per day on day 1;

2 = 4 mg/kg per day from day 2;
use TDM

Amphotericin B lipid complex
1 x 3-5 mg/kg per day
or
Liposomal amphotericin B

1 x 3-10 gk per day

v

v

Endophthalmitis

-

Voriconazole iv

2 = 6 mgkg per day on day 1;
2 = 4 mygkg per day from day 2;

use TDMA
I |
'4' v
I with or without combination with
I
- - y
Voriconazole iv Avoid slow escalation of doses
2x 6 mg_:':lcg per )fon d;:' 1;_ Amphotericin B lipid complex Avoid
2 = 4 mg/kqg per day from day 2; 1 x 3-5 mg/kg per day Amphotericin B
use TDM T deoxycholate
Liposomal amphotericin B if alternatives for
1 = 3-10 mg/kg per day treatment are
.T. T, available
| .
with orwithout
Caspofungin |
1 = 70 mg per day on day 1; 1= 50 mg per day (if body weight =80 kqg) 'h"uril:puus .
1=70 d if buod; ight =80 fi day 2 .
or FO g per day (i W wWeeig kqg) from day i 1

or
Micafungin
1 = 100 rmg per day,
or
Posaconazole iv ortab
2 x 300 mg per day on day 1; 1 = 300 mg per day from day 2,
or
Terbinafine
S00-1000 mg per day

or
Amphotericin B
intravitreal




Global guideline for the diagnosis and management of rare
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w
Response assessment (eq, weekly imaging) |
v

I Progressive disease™ |

v - v -
Voriconazole v Posaconazole iv or tab Terbinafine Isavuconazole
2 = 6 mgikg perday onday1; 2 x 300 mg per day on day 1; S00-1000 mg per day 3 »x 200 mg per day on days 1-2;
2 = 4 mg/lg per day from 1 = 300 mg per day from day 2 plus 1 = 200 mqg per day from day 3
day 2; use TDM, Voriconazole iw
plus 2 = 6 mg/lkg per day on day 1;
Caspofungin 2 x 4 ma/kg per day from day 2;
1 = 70 mg per day onday 1; use TDM
1 = 50 mg (if body weight 80 kg)
or 1 = 70 mg per day
(if bodyweight =80 kg) from day 2
Pommna.;:le iv ortab
2 = 300 mg perday on day 1;
1 = 300 g peer day fromn day 2,
T:rbi?lrafrle
SO0-1000 mg per day
First-line First-line alternative Second-line Treatmentstoavoid ~ Salvage treatments
Fusariosis Voriconazole, or L-AmB, or ABLC Isavuconazole, or D-AmB Posaconazole
voriconazole plus L-AmB, or posaconazole

voriconazole plus ABLC




KLINIK IZLEM

Mantar kultur :

Birimm . KEMIK ILIGI NAKLI SERVISI Mumune Alma Zaman:
Kurum . S0SYAL GUVENLIK KURUMU
R
Tetkik Ada Sonug Birim
Mantar Kiltiri - K
Kiiltiir Sonucu - KANDA FUSAIUM SPP. UREDI.
Aciklama K

Mantar tanimlanmas: ve antjﬁ.mgal duyarhlik tesn

FUSARIUM SPP ICIN ANTIFUNGAL DUYARLILIK :
AMPHOTERICIN B : 32 mikrogram / mililitre

VORICOMAZOLE : 4 mikrogram / mililitre

CASPOFUNGIN : 32 mikrogram / mililitre

Tedaviye vorikonazol eklendi



KLINIK IZLEM

Tedavi ikili devam etti

01.08.2023 Kontrol 1¢in alinan kan kiiltiiriinde tireme
olmadi

Kemoterapi devam etti

18.08.2023 tarihinde alt hastalik komplikasyonu
nedeni ile kaybedildi



Firsat¢1 enfeksiyon

[nvaziv mantar enfeksiyonlar1 acisindan; uzamis
notropeni, HSCT alicilar, GVHD risk faktorii

Tedavi Onerileri
Erken tani-Radyoloji
Erken tedavi- Laboratuvar isbirligi
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SIKAYETI / HIKAYESI

-Sol gozde agri, yanma sikayeti

-6 glin Once travma oykiuisu



SISTEM SORGULAMA

v Ates (-)

v'Usiime titreme (-)

v'Halsizlik (-)
v'Yorgunluk (-)
v'Nefes darlig: (-)
v Gogiis agrisi (-)
v'Bulanti (-)
v'Kusma (-)
v'Bogaz agrisi (-)
v/ Oksiiriik (-)
v'Balgam (-)
v'Hemoptizi (-)

v Yutma giigligii (-)

v'Karin agrisi (-)

v'Ishal (-)

v Kabizlik (-)
v'Bas agrisi (+)
v'Bas donmesi (-)
v'Diziiri (+)
v'Poliiiri (-)
v'Polidipsi (-)
v'Hematiiri (-)
v'Hematemez (-)
v'Hematokezya (-)
v'Kilo kaybi (-)



OZ GECMIS
DM(+), HT(+), KAH (-), KOAH(-),

Sigara(-), alkol(-), operasyon oykiisii(-)



FIZIK MUAYENE

Genel durum orta, suur acik, koopere, oryante
Ates:36,8 °CNB:80/dk SS: 16/dk KB:130/80mmHg

BB: Orofarenks: hiperemik, servikal LAP yok, venoz dolgunluk yok.
SS: HIHTSEK, ral (-) ronkus (-)

KVS: S1/S2 ritmik, ek ses-iifiirtim yok



G0z muayenesi

4x3 mm boyutunda aktif santral keratik infiltrasyon, hemen
superiorda inaktif yaklasik 2x2 mm bo

infiltrasyon odagi mevcut
On kamerada ++ hiicre mevcut

Hastada fungal keratit diisiiniildi




FIZIK MUAYENE

BATIN: Defans (-) rebound (-) hassasiyet (-)
HM(-) SM (-)
GUS: Kostavertebral ac1 hassasiyeti:(-)

EXTREMITE: Bilateral alt ve iist extremite cap farki yok
Pretibial 6dem(-/-)
MN: Kuvvet kaybi (-), ense sertligi(-)



LABORATUAR

GLUKOZ | BUN | KR | Na K LDH | ALT | AST | WBC HB | PLT CRP
Ne
Acil servis 204 119 | 1.4 | 130 4.4 | 140 24 30 12.00 | 8.2 240.000 9
basvuru 8.4

Seftazidim, vankomisin ve vorikonazol baslandi



KLINIK IZLEM
Mantar kiiltir :

Mantar Kiiltiirii -
Direk Mikroskopi :
Kiiltiir Sonucu ~ : HASTA GOZDE SCEDOSPORIUM SPP. UREDI .

Agiklama
EUCAST 2025'e gore kisith antibiyogram bildirimi yapilmaktadir.

Mantar tanimlanmasi ve antifungal duyarlilik testi

SCEDOSPORIUM SPP. ICIN ANTIFUNGAL DUYARLILIK :

AMPHOTERICIN B : >32 mikrogram /mililitre DIRENCLI
VORICONAZOLE :0,032 mikrogram /mililitre

CASPOFUNGIN : I mikrogram /mililitre
Tibbi Mikoloji Egitim

Dog. Dr. Hafize SAV
Mikrobiyoloji-Mikoloji Uzmani




Literatur

WHO, 2024

Base R&D rank Public health rank Combined rank
Critical -priority group
Cryptococcus neoformans 10 2 1
Candida auris 8 4 2
Aspergillus fumigatus 14 1 3
Candida albicans 13 2 4
High-priority group
MNakaseomyces glabratus (Candida glabrata) 6-5 6 5
Histoplasma spp 12 5 6
Eumycetoma causative agents 9 7
Mucorales 8 8
Fusarium spp 3 14 g9
Candida tropicalis 11 10 10
Candida parapsilosis 6-5 13 11
Medium-priority aroup
Scedosporium spp 4 18 12
Lomentospora prolificans 1 19 13
Coccidioides spp 16 11 14
Pichia kudriavzeveii (Candida krusei) g 17 15
Cryptococcus gattii 17 12 16
Talaromyces marneffei 15 15 17
Pneumocystis jirovecii 19 7 18
Paracoccidioides spp 18 16 19
R&D=research and development. The fungal pathogens are listed according to the combined rank order and grouped into
three priority groups (critical, high, and medium) defined by the WHO fungal priority pathogen list paper.”
Table 1: WHO fungal priority pathogen list

Casalini, Giacomo et al. he WHO fungal priority pathogens list: a crucial reappraisal to review
the prioritisation. The Lancet Microbe 2024;5 (7) :717 - 724



Literatiir

Scedosporium spp.
enfeksiyonlari

Tedavi Onerileri

o Amfoterisin B’ye direngli

o Vorikonazol i¢in MIC
! degeri, diger azollere
gore daha diisiik

o Kombinasyon tedavisi,

En ¢ok bildirilen tablo trav
sonrasi fungal keratit ve
Ilerlerse endoftalmi

Sinuzit . : .
. : vorikonazol+ekinokandin

Pnomoni vorikonazol+terbinafin

Cilt tutulumu olarak

Fungemi

Disemine enfeksiyonlar

Morrissey CO. Diagnosis and management of invasive fungal infections due to non-Aspergillus moulds. J Antimicrob Chemother. 2025 Mar 14;80(Supplement_1):i17-i39. doi:
10.1093/jac/dkaf005.

Neoh CF, Chen SC, Lanternier F, Tio SY, Halliday CL, Kidd SE, Kong DCM, Meyer W, Hoenigl M, Slavin MA. Scedosporiosis and lomentosporiosis: modern perspectives on these
difficult-to-treat rare mold infections. Clin Microbiol Rev. 2024 Jun 13;37(2):e0000423. doi: 10.1128/cmr.00004-23



Global guideline for the diagnosis and management of rare
mould infections: an initiative of the European Confederation
of Medical Mycology in cooperation with the International

AMERICAN

Society for Human and Animal Mycology and the American s SOCIETY FOR
Society for Microbiology i g el MICROBIOLOGY
First-line First-line alternative Second-line Treatments to avoid Salvage treatments
Scedosporiosis Voriconazole Voriconazole in combination |  Isavuconazole, or L-AmB Voriconazole
with L-AmB, ABLC, posaconazole, or echinocandins, or
echinocandins, or tethinafine |  itraconazole posaconazole

Hoenigl M, etal. Lancet Infect Dis. 2021;21(8):e246-e257.



KLINIK IZLEM
Hastaya hem sistemik hem topikal vorikonazol

Gilinliik kontrol muayenelerinde 1yilesme goriilmesi
lizerine 28 glin sonra taburcu

Diyabet regiilasyonu
Tedavi oral 1le devam
12 hafta sonra kesildi




YENI ANTIFUNGAL ILACLAR

___Fungal Celi WWal__
Fungal Cell Membrane

Pores “ﬁmc" 7'70' dria
B o 'S
B ﬁ ucans /
Pyrimidine
biosynthesis
Ergosterol

Ergosterol

Inhibition of " Glucan synthesis 3
bandi and pore o A Glucan s hesis
enzyme Gwit1l 'orr‘?'nahon inhibition ‘;f;?;’::: Ergosterol synthesis inhibition arhit ¢ b
1=} ]
2019 2023
orphan drug approved drug
E Flaatad Rezafungin
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Aspergillus spp.

Candida spp.

Fusarium spp.
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|Ibrexafungerp
Terpenoid

Rezafungin
Echinocandin
Oteseconazole

Tetrazole

[
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Orotomide

CAME N |

Gwt1 Inhibitor
Polyene

PC450
Triazole

[ I |

ATI-2307
Arylamidine

VT-1598

Tetrazole
VT-1129

Tetrazole

DIMORPHIC FUNGI

MOLDS

YEAST




Antifungal agents Ibrexafungerp Opelconazole

Pathogens

Aspergilus calidoustus | | | S
Aspergills fumigatus || ]
Azole-resistant A. fumigatus || | ]
Aspergilus faws [ [ | | ]
Aspergils fentutus [ | ] —
Aspergills nidulans || [
Aspergills niger [ [ |
Aspergills temeus [ ——————

Aspergillus tubingensis

Cunninghamella

| Lichtheimia

Rhizopus

Alternaria alternata

Cladosporiumspp. { | |
Paecilomyces varioti | | I

Purpureocillium litacioumy | |
7N . " E—
Rasamsonia spp. s

Scedosporium Spp.
Lomentospora prolificans
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