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Olgu-3
llk Basvuru
* F.M., 82 yas kadin, ev hanimi

* Aralik 2024’te genel viicut agrisi, halsizlik, istahsizlik, bas dénmesi, ates yiksekligi ile ic
Hastaliklari poliklinigi basvurusu

» Ozgecmis: Opere over CA (10 yil 6nce), RT+ (niiks yok)
* FM: Ates: 38°C TA:108/54 mmHg

* Nabiz: 83 atim/dk Sat: 94(OH)

« Lab: HB:7 g/dL NEU: 270 x10%/pl PLT: 20 x10%/pl

* CRP: 79 mg/I ESR:95 mm/h PCT: 0.04 pg/L

 AST: 18 U/l ALT:7 U/l LDH:307 U/I

e Ure:30 mg/dl kreatinin: 0.57 mg/dI

* Demir: 142 pg/dl Ferritin: 950 pg/L

e 16.12.24’de i¢ hastaliklarinca hospitalizasyon



Periferik yayma:
 Eritrositler anizoster, parcali eritrosit, goz yasi hticreleri
* Lokopenik, trombositler her alanda 1 tane

HBsAg: negatif, anti HBs: negatif, Anti HbcTotal: negatif, Anti HCV:negatif
Anti HIV: negatif
Solunum yolu panel (PCR): Negatif

Tiim abdomen USG: Karaciger parankimi ince graniiler tarzda heterojen. Sag bobrek parenkim
ekojenitesi grade 1-2 artmis. Sag bobrek ust kesim kalikste 20 mm boyutunda tas ile uyumlu
ekojenite

PA AC grafisi: N
Kan ve idrar kulturleri: Negatif

Ampirik piperasilin-tazobaktam 4x4.5 gr iv



18.12.24 Kemik iligi:

* Kemik iligi aspirasyon: %25 blast

e Kemik iligi flow: %14 blast

* Patoloji: %40-50 blast

« AML-M5
ECOG: 2-3
24.12.24 KT: Azasitidin 1-7. glinler 100 mg sc ( Disik yogunluklu Kt)
30.12.2024 Piperasilin-tazobaktam 14 gline tamamlanip kesiliyor
31.12.2024’de taburcu

Profilaksi:
* Levofloksasin1x500mg tb
* Asiklovir 2x400mg tb
e Antifungal profilaksi????



RISK BELIRLENMESI
Risk of IFI Primary risk factors ~ Secondary risk

factors®

@ — Neutropenia > 14 days |
Allogenic SCT (umbilical cord, HLA-mismatch)~ (%)

Pl Allogenic SCT with GVHD
g A (“ and L)IMDS IlldllCﬁO ll e - Comorbidity?
: Neutropenia 7-14 days

Y Allogenic SCT (HLA-matching) \mmunossuppresive
L AL / MSD consolidation or intensification treatment”
A
X Environmental factors?
|

S Neutropenia < 7 days
@ Autologous SCT @

REQ 2011; 24(4): 263-70
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Antimicrobial Prophylaxis for Adult Patients With Cancer-
Related Immunosuppression: ASCO and IDSA Clinical
Practice Guideline Update

CUlE

Table 1. Summary of Recommendations for Antimicrobial Prophylaxis

Type of Prophylaxis Population

Recommendation

Timing of Prophylaxis

Antibacterial Patients at high risk of febrile

neutropenia (Table 2) or profound,

Antifungal Patients at high risk of febrile

neutropenia (Table 2) or profound,

protracted neutropenia
Patients with GVHD'*

Fluoroguinolone prophylaxis
is recommended

Oral triazole or parenteral
echinocandin prophylaxis is
recommended; a mold-active
triazole is recommended when
the risk of invasive aspergillosis

is > 6%, such as in patients
with AML/MDS or during
treatment of GVHD'*

During period of expected neutropenia

During period of expected neutropenia




REVIEW ARTICLE OPEN [, Chacktorsprisies
Primary antifungal prophylaxis in hematological malignancies.
Updated clinical practice guidelines by the European
Conference on Infections in Leukemia (ECIL)

1,28

Livio Pagano('*", Georg Maschmeyer (%)°, Frederic Lamoth (3*, Ola Blennow (%*“, Alienor Xhaard (57, Manuela Spadea(®®?,

Table 2. Recommendations for antifungal prophylaxis in patients with AML receiving intensive remission induction/reinduction chemotherapy.

Intention

Prevent IFD in AML patients, excluding allogenei
HSCT

intervention ON UO! =.

posaconazole, tablet 300 mg g24h p.o. {giZh on day 1) A 1" Al

10 mg twice weekly
fluconazole® B | Bl
400 mg q24h, p.o. or i.v.

voriconazole B lu Bl
6 mg/kg/12 h first day then 4 mg/kg q12h, i.v. or p.o.

isavuconazole’ B it NR
200 mg q8h p.o. first 2 days then 200 mg g24h

micafungin B It NR
50 mg q24h iv.

amphotericin B, liposomal, iv.* C I c
1-2 mg/kg q24h

caspofungin® B It NR
50 mg q24h iv. {70 mg on day 1, 70mg gq24h in patients

>80 kg)

itraconazole C | B-l
2.5-7.5 mg/kg g24h iv. or 200 mg q24h po.

SUBA-itraconazole C lit NR

200 mg ql12h p.o.

AML acute myeloid leukemia, IFD invasive fungal disease, HSCT hematopoietic stem cell transplantation, NR No recommendation.

1 = recommendation for AML under remission induction chemotherapy; 2 = no approval for prophylaxis of IFD; 3 = formulation not approved; 4 =Only
recommended if the incidence of mold infections is low. Fluconazole may be part of an integrated care strategy together with a mold-directed diagnostic
approach.

*Should be combined with systemic fluconazole.

Amphotericin deoxycholate is not approved for prophylaxis and should not be considered due to drug-related toxicity.



th
° EUROPEAN

CONFERENCE on
!NFECTIONS in

An update on prlmary antifungal EUKAEMIA
prophvylaxis

Antifungal Prophylaxis in AMLs Treated with «New Agents»
combined with hypomethylating agents (see ECIL 9)

Venetoclax Prevent IFD Use triazole antifungal prophylaxis, if neutropenia 27 days is lu,t
expected or present
Prevent toxicity Reduce dose of venetoclax by at least 75 % in combination with A lu,t

posaconazole or voriconazole and by 50% in combination with
fluconazole or isavuconazole

u  Uncontrolled trial
t  Transferred evidence, that is, results from different patients’ cohorts, or similar immune-status situation



O bservational Study » Br J Hasematcl. 2024 Mow;205(5):1746-1750. doi: 10.71111./2jh. 1967 0.
Epub 2024 Jul 23.

Fungal infection frequency in newly diagnosed acute
myeloid leukaemia patients treated with venetoclax
plus azacitidine with or without antifungal
prophvylaxis

Barbora Weinbergerowva 1, Jifi Mavyer 1, Tomas Kabut 1, Wwolfgang R Sperr 2 3, Jana Stevkowva 4,

* Cek, Avusturya ve Slovak hematoloji merkezleri
* Yani tani almis 186 AML hastasi

* Antifungal profilaksi alan grupta %1, almayan grupta %5 invazif fungal
enfeksiyon gelismis (p= 0.222)

e |ki grupta sagkalim acisindan fark yokmus



2. basvuru

 15.01.25
e 1 kdr Azasitidin 22. glinde * LAB:

« Uslime titreme, ates yuksekligi hafif 6ksiiriik
ile acil servis basvurusu

* Ates: 38,5°C TA:110/70mmHg nabiz: 98
atim/dk O2 Sat: 95 (oda havasi)

 Bilin¢ acik, koopere, oryante, ense sertligi yok * Plan

* Orofarenks: mukozit yok

e Solunum sesleri : Dogal KVS: kalp sesleri
ritmik, ek ses, Gflirim yok

* Batin: olagan, defans , rebound yok

* Deri ve yumusak doku enfeksiyon bulgusu
yok

HB:5.9 g/dL NEU: 30 10l PLT: 4 10¥/pl

CRP:91mg/L ESR:>140 mm/h PCT:0.09 pg/L
ferritin: 1045

Genetik inceleme: TP53 mutasyonu (yiiksek
riskli)

Kan kaltird, balgam kaltird, idrar kltard
Solunum yolu paneli (PCR)

Notropenik ates tanisiyla ampirik piperasilin
tazobaktam 4x4,5 gr iv




e 19.01.25
e Piperasilin tazobaktam 3. giinde atesi devam edilmesi lizerine meropeneme
geciliyor.
* 22.01.25 Meropenem 3. gunu
* Ates devam, hemodinami stabil
Tekrarlanan kulturlerinde treme yok, VNAT: negatif
HB: 9.8 g/dI NEU: 30 x10%/uL PLT: 14 x10%/pL
CRP: 87 mg/L PCT: 0.11 pg/L
2.kur Azasitidin



24.01.25

Meropenem 5. gunu
NEU :20 x10%/pL

Ates devam, hemodinami stabil




NODULAR LESIONS SEPTAL THICKENING CAVITATION
- Bacterial pneumonia - Atypical bacterial pneumonia - Mycobacteria
- Aspergiosis - Histoplasma
- Nocardiosis Sputum and blood culture - Bacterial pneumonia (S. aureus})
- Mucormycosis Antigenuria
- Bronche-aivaclar lavage - Sputum and blood culture

- Mycobactaria culture
« Histoplasma PCH

- Sputurmn and blood culture

- Antiganuria

- Sputurn with mycologic cullurg

- PCH Aspargillus and mucormycosis

- Galactomannan, BO-glucan
Bronco-alveolar lavage

EXCAVATED NODULES

- Bacterlal pneumonia - Nocardiosis
-« Mucormycosis - Aclinomyces

- Aspergiliesis
- Sputum and biood cultura
MICRONODULES Mucor PCR
- Bacterial pneumoria - Nocardia PCR
= Viral pnaumonia - BD-glucan
- Mycobacteria - Galaclomannan
- Aspergiius PCR
- Sputum and blood culture
= Multiplsx virus PCR
- Mycobacteria culture
- CMV, VZV, HS8V, PCR
GROUND GLASS CONSOLIDATION
OPACITIES - Bacterial pneumonia
- Pnaumocystosis « Aspergiilosis
- Viral pneumonia

- Sputurn and blood culturs
PLEURAL EFFUSION - Antigenuria

- Mycoloegic sputum culture

- Atypical bacterial pneumonia

- Spulum and blood culture - Bacterial pna sia
- Legionella antigenuria - Tuberculosis - GM, BD-glucan

- Induced sputum for Pnsumocystis search

- BD-glucan

- Multiplex virus PCR

- CMV, VZV, and HSV blood PCR

- Broncho-atveolar lavage, Pneumocystis IF and PCR

- Sputum and blood culture

- Antigenunia

- Mycobactaria blood culture

- Pleurai asplration and culture

Diagnosis of severe respiratory infections in immunocompromised patients, Intensive Care Med (2020) 46:298-314




* 31.01.25 Meropenem 9.gunu

e Atessiz 5 gun, kulturlerde Greme yok
e (26.01.25) Galaktomannan (serum): 0.033 negatif
* NEU:60x10%puL antimikrobiyal profilaksileriyle taburcu ediliyor.



3. basvuru

« 07.02.25 Uslime, titreme, ates yiksekligi acil servis basvurusu
 Ates: 38,8°C TA: 144/72 mmHg nabiz: 88 02 sat: %98
* Fizik muayenede 6zellik yok
* HB: 7.4g/dL NEU:20 x103%/pL PLT:9x10%/ulL

e Kreatinin:0.35mg/d| AST:16 U/L ALT:17 U/L LDH: 277 U/LTB: 0.44
md/dL

* Eski kulturlerde Greme yok
* Febril nétropeni; ampirik meropenem 3x1 gr iv



* 11.02.25 Meropenem 4. gunu
e Ates: 38.1°C Sat: 95(OH)
 HB:7.7 g/dL NEU: 30 x10%/ul PLT: 30 x10%/pl
* Genis solunum yolu panel (PCR): Negatif
* HRCT planlaniyor

* Dermatoloji Konsultasyonu:

* Lésemia kutis? Kutanoz vaskulit? llac erupsiyonu? KT
yan etkisi?

 Viral enfeksiyon (parvovirus, EBV, ricketsia)?
 RF, CCP, ENA, C3-C4,ANCA

* Mimkiinse antibiyotigin stoplanmasi/degistirilmesi,
advantan losyon




* 12.02.25 Meropenem 5.gun
e Ates: 38.4 Sat: 93 (OH)
* NEU:60 x10¥uL CRP:77 PCT:0.1pg/L
e Balgam kultiri: Solunum yolu flora bakterileri
e (09.02.25) Galaktomannan (serum): 0.041 negatif
e (09.02.25) Kan kiiltiriunde gram negatif basil sinyali >>> kolistin ekleniyor

* 13.02.25
e Dokintlt devam, punch biyopsi aliniyor.
* Antibiyotik kesilemiyor.
* 40 mg/gun iv prednol ekleniyor.



11.02.2025 HRCT

25.01.2025 tarihli tetkik ile
karsilastirilarak degerlendirilmistir.
Eski incelemede tanimlanan
lingula diizeyindeki cevresi buzlu
cam yogunlugunda nodiler
gorunum hafif belirginlesmis olup
ayrica Ust lob apikoposterior
segmentte iki adet benzer sekilli
nodul gelismistir.

Ayrica sag akcigerde st lob
posterior, orta lob lateral ve alt lob
lateral bazal buzlu cam yogunluk
alanlari-konsolide alanlar dikkati

cekmistir.

Notropenik hastada ilk asamada
bulgular invazif fungal
enfeksiyonu disiindirmektedir.




13.02.25 Meropenem 4. gun, kolistin 1. guin, prednol 1.gin
09.02.25 kan kultGri: gram negatif basil?
10.02.25 idrar kaltGra Greme yok
10.02.25 balgam kulturd: solunum yolu flora bakterileri
Ates: 38.4°C 02 Sat: 93(OH)
HRCT goriiniimii ile 3mg/kg/giin iv L-AmB baslandi.
Bronkoskopi planlandi fakat derin trombositopeni nedeniyle
yvapilamadi

15.02.25 Dokintlleri devam ediyor, atessiz ilk glin
09.02.25 kan kaltara: gram negatif basil>> Greme yok!!!
Meropenemin kesilip kolistin ve L-AmB devami 6neriliyor.



20.02.25

* Prednol 40 mg/giin 7. glin

e Kesilmesi onerilen meropenem primer hekimlerince devam
(13.gtin)

* Kolistin 8. glin, amfoterisin-B 7. gun

» Atessiz 4 giin sonra yeniden ates 38.2 °C, Sat: %88 (OH)

 Oksuruk, nefes darligi, F/M olagan

NEU: 90 x10%uL CRP: 69 mg/L PCT: 0.09 pg/L

(16.02.25) Galaktomannan (Serum): 0.055 negatif



21.02.25 HRCT:

Mediastende ve her iki hiler lokalizasyonda
buyugl prekarinal yerlesimli kisa capi1 11
mm olarak olclilen birkac adet lenf nodu ve
LAP izlenmistir.

Her iki akcigerde fibrotik yapilanmalar, alt
loblarda daha belirgin olmak lizere
interstisyel kalinlasmalar retikiiler dansite
artimlari, atelektaziler, eslik eden
traksiyon bronsektazileri, peribronsial
kalinlagmalar izlenmektedir.

Her iki akciger parankim alanlarinda
biuyligu yaklasik 1 cm ¢apinda dl¢iilen
nodiiler- yamasal infiltrasyon alanlari
izlenmektedir ( pnomoni?).

Her iki hemitoraksta minimal sivama arzi
plevral effliizyon izlenmektedir.



SAGLLIK BAKANLI T.C.
TIBBI Lmtfmnf\gmq SAGLIK BAKANLIGI
(Labox‘am;'ar Ruhsat N; > ETLIK SEHIR HA'S,TA‘\-ESI
TIBBI LABORATUVAR TETKIK SONUC RAPORU
Hastanm AdwSovad (Laboraruvar Ruhsat No: 618)
TC Kimlik s ASEFFZEXXD]
Dogum Tarihi/Cinsivet,Ya; : 11.09.1942KADIN , 82 Hastanm AdiSoyad: .
Protokol‘Dosya.'I'skm No i Tttt TC Kimlik . ARFEEE=ERIQ

Rapor (Numune) Numaras: : 46104105

Dogum Tarihi’'Cinziyet,Yas : 11.09.1942KADIN . 82

Molekiiler Mikro < ]Protokol'Dos;'a"islem No 5 _
Numune

Tetkik: Isteyen : SE].N K‘ICI‘JYKE.URT KAYA Tedik isﬂRnpor (Numnne) xmaragl . 46104105

Birimi . HEMATOLOJI SERVISI (T6-7C) Bakod Zi e s T CT

Kurum . SOSYAL GUVENLIK KURUMU Numune :Kult tir-Tibbi Mikrobivoloji Numune Tird : BALGAM

Tetkik Ada Sonuc BirimTetkiki Isteyen : SELIN KUCUKYURTKAYA Tetkik Istem Zamam : 210220250040 Numune Ksbul Zamam: 21022025 12:47

3 Buim : HEMATOLOIJI SERVISI (T6-7C) Barkod Zamam: 21.022025 1247 Uzman Onay Zamam . 24022025 10:4
1d- ) ) " - - K

Kol PARS Collzly Revwss Trekeg QNEGATIE Kurum . SOSYAL GUVENLIK KURUMU Numune Alms Zamam: 2] 02 3025 0842

Respuatory syncytial virus (RSV) A/B (SSE NEGATIF : 55 Referans AI-E!EE‘ / - :
Metapneumoviruses (SS Enfek) NEGATIF Tetkik Adu Sonug Birim Karar Smin Oncekdi Sonuclan
Parainfluenza 4 (SS Enfek) NEGATIF 20225) aT0125)
Parainfluenza 3 (SS Enfek) NEGATIF : Balgam

Paamfleesza 2 (SSEafek) N'EGATI'IF Mikroorgamizma : Pseudomonas aemginosa

Parainfluenza 1 (SS Enfek) NEGATIF

Coronavurus HKU1 (SS Enfek) NEGATIF Antibiyo S Mi

5 gram onuc AMic

Coronavirus NL63 (SS Enfek) NEGATIF —

Coronavirus OC43 (5SS Enfek) NEGATIF Amukaein Duyari S

Mycoplasma pneumoniae (SS Enfek) NEGATIF Cefepime Yiiksek Doz Duyarli 2

Coronavirus 229E (SS Enfek) NEGATIF Ceftazidime Yiksek Doz Duyarl 4
Influenza B virus (SS Enfek) NEGATIF Crprofloxacin Yiikssk Doz Davarli 0.25

Influenza A virus (SS Enfek) NEGATIF Imipenem vi Doz Davarli 2
Lezionella pneumophila (SS Enfek) NEGATIF Yo R Du;wli <08

Bocaviriis (SS Enfek) NEGATIF - -

: ; Meropenem Duvarti 025

Bordetella pertussis (5S Enfek) NEGATIF ) o . ,

Strepiococens Preamoniae (S5 Enfel) NEGATIF Piperacillin-Tazobactam Yikssk Doz Duyarh =44

Haemophilus mfluenzae (SS Enfek) HEGRIE NTIBIYOTIK DUYARLILIK TESTI EUCAST 2023 STANDARTLARI KULLANILARAK CALISILMIS VE SONUCLAR KISITLI RAPOR EDILMISTIR.
Adenovirus (SS Enfek) NEGATIF - Standar doz duyarh I Yiksek doz duyark R: Direncli

an‘mﬁn {55 Ealik) NEGATF sram Boyama (Balgam) (12.02.25) (16.01.25)
Influenza HIN1 (SS Enfek) NEGATIF

Influenza A H3 (SS Enfek) NEGATTF

Gram boyall preparatta her alanda 10-25 PMNL, 10-25 epitel hiicresi ,orta sayida gram negatif basil gortlda.



e 22.02.25 Meropenem 15. giin, kolistin 10.glin, amfoterisin-B 9. glin
e Dokuntuleri gerilemesi Uzerine (21.02.25) prednol 8. giinde kesiliyor.
* Ates: 39°C Sat: 90 (2It/nasal) nabiz: 111 atim/dk TA:118/62 mmHg
* Bronkoskopi ve kemik iligi biyopsisi planlaniyor
e 24.02.25 Bronkoskopi yapiliyor.
» BAL kalttra:
» BAL Aspergillus PCR (dis lab)
» Mikobakteri kiilttirti: PCR: ARB:
» Bal GM:
» BAL PCP PCR
» BAL CMV DNA:
» Sitopatoloji



Invazif Kiif Enfeksiyonlari Tani Kriterleri (European Organization for
Research and Treatment of Cancer and Mycosis Study
Group Education and Research Consortium, EORTC/MSGERC
2020)

Konakgi faktorleri

>10 giin nétropeni (<500 /ml)

Hematolojik malignite

Allojenik kdk hicre nakli

Solid organ nakli

Son 60 giin icinde >3 hafta 20,3 mg/kg steroid kullanimi

T hicre supresanlari; kalsineurin inhib, TNFa inhibitorleri, lenfosit spesifik monoklonal
antikorlar, immunsupresif nukeozid analoglari kullanimi

B hiicrelere yonelik immunsupresanlar; Bruton’s tyrosine kinase inhibitorleri (ibrutinib)

Konjenital siddetli immiinyetmezlik (CGD, STAT 3 eksikligi, siddetli kombine immiinyetmezlik)

Akut GVHD GRADE 1l - IV ( steroid tedaviye direncli GiS, akciger veya karaciger)



Invazif kiif enfeksiyonlari tani kriterleri (EORTC/MSGERC 2020 )

Klinik faktorler

IPA

BT'de asagidaki paternlerden biri:

-Dens lezyon (nodiil)+ halo belirtisi

-Hava-hilal bulgusu

-Kaviter lezyon

-Kama seklinde,segmenter veya lober konsolidasyon



Invazif kiif enfeksiyonlari tani kriterleri (EORTC/MSGERC 2020)

Mikolojik bulgular

IPA, Trakeobronsit, Sinonazal tutulum

Kiltiir; BAL ,balgam, bronkiyal fircalama veya aspirasyon materyalinden kuif Gremesi (6rn:
Aspergillus, Fusarium, Scedosporium ,Mucorales)

Mikroskopik bulgu; BAL,balgam, bronkiyal fircalama veya aspirasyon materyalinde fungal
elemanlarin gorulmesi

Aspergillus

Galaktomannan antijeni (plasma, serum, BAL, BOS)
- Tek serum veya plasma 6rneginde >1.0

-Bal 21.0

-BOS 21.0

- Tek serum/plasmada 20.7 ve BALda 20.8

Aspergillus PCR

Asagidakilerden biri:

-Tam kan, plasma, serum > 2 artarda ornekte pozitif PCR

- BAl'da > 2 pozitif PCR

- 1 pozitif PCR tam kan, serum veya plasmada ve 1 pozitif PCR, BALda




Kanitlanmis

> Siniflandirilmamis




Clinical Infectious Diseases ’
Y \

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

Kanitlanmis IFE kriterleri

e Kuf ve maya igin;

a) Steril viicut bolgesinde BT esliginde igne aspirasyonu veya biyopsi
Patolojik olarak veya direkt mikroskobik incelemelerde
Doku hasari ile birlikte kif ya da maya tiirii bir mantar elementinin gosterilmesi veya
kiltiirde tiretilmesi

b) Formalinle fikse edilmis parafinli doku kesitinde PCR ile fungus DNA’'nin amplifikasyonu
c) Kan kiiltiriinde uiretilmesi ( Fusariium spp., Cryptococcus veya Candida turleri gibi maya
veya Trichosporon spp. gibi maya benzeri mantar)
d) BOS veya kanda kriptokokal antijen tespiti
* Pneumocystis icin;
» Organizmanin doku, BAL sivisi, balgam 6rneginde konvansiyonel veya
immiuinofloresan boyama kullanilarak mikroskobik olarak saptanmasi

Definitions of Invasive Fungal Disease e cid 2020:71




28.02.25

Meropenem 21.glin, kolistin 16.glin, amfoterisin b 15. glin

YVVVVVYYYVY

BAL Kiiltiirii: Aspergillus tereus

BAL Aspergillus PCR + (dis lab)

Bal GM: 0.088 negatif

SerumGM: 0.099 negatif

Mikobakteri PCR — ARB-

Mikobakteri kx:

BAL PCP PCR:negatif

BAL CMV DNA: 323, Kantitatif log 2.51



Clinical Infectious Diseases " —

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

/ Mikolojik Kanit \
Direkt testler (balgam BAL sivisl, bronsiyal
/ Klinik Faktorler \ .
* Radyolojik bulgular
+

- Halo isareti yogun, iyi sinirli lezyonlar

* AKiTya daSOT a|ICISI v" Hava hilal isareti . ZLI;ZiiTSSS]?nkSi?Iéc'listeren A
* KS(Son ,6,0 gunqe 23hf, 2013 mg/kg) j Kavite L indirekt testler (Galaktomannan antijeni veya
* T hc etkili tedavi, son 90 glinde Kama bicimli ve segmental veya lober PCR sadece Aspergillus icin)
* B hc etkili tedavi konsolidasyon, ters halo « GM
* Ciddi immun yetmezlik sendromu * Trakeobronsit * Tek serum ya da plasma >1.0
* Grade 3-4 GVHD * Sino-nasal enfeksiyon * BAL21.0
\ / K SSS enfeksiyonu / * Tek serum ya da plasma 0.7 ve
BAL>0.8
* PCR

Plasma,serum,tam kanda =2 ardisik
pozitiflik

BAL sivisinda 22 yinelenen pozitiflik
Bir konak + bir Klinik Kriter: Dusuk olasilikli (possible) IFE En az bir plasma,serum veya tamk}

Bir konak + bir klinik + bir mikolojik kriter: Yiiksek olasilikli (probable) IFE

ve bir BAL sivisinda pozitiflik

Definitions of Invasive Fungal Disease e cid 2020:71



Aspergillus spp.

A. fumigatus

A. flavus

A. terreus

A. niger

Klinikte gorilme sikhgl (%) Koloni karakteristigi

50-67

8-14

3-5

5-9

Gri yesil; arka yuzu soluk sari
veya lavanta renginde

Zeytin - limon yesili

Bej - tar¢in agik kahverengi

Baslangicta beyaz hizla sari-
siyaha doner

Klinik 6nemi

En yaygin invaziv tur; en patojenik

Sinlzit, deri enfeksiyonu; aflatoksin Gretimi

Giderek daha fazla tespit ediliyor,
Amfoterisin-B’ye direngli, yeni azollere daha
duyarl

invaziv enfeksiyonu sik degil, yiizeyel
enfeksiyon, kolonizasyon

Patterson TF. Aspergillus Species. In: Mandell, Douglas, and Bennett’s
Principles and Practice of Infectious Diseases. Elsevier; 2019



Table 2. Factors affecting the analytical performance
(sensitivity and specificity) of the GM EIA.

Factor Effect on Effect on
sensitivity specificity

Assay

[ GM (Serum) ] High cut-off 1 T
Low cut-off T 1
Contamination 1
Organism
Increased tissue burden i

MZ” D‘Q% Slow grower 1

Peniciinum spp

(e.g.. A terreus)
0041 M L

oo -~ B e v s . Hos’

S 1001205 MRS R0 005 005 T RS ',s»:c‘:::s:3:::s‘:a‘.rt:z':-r.nrﬁ:::s:::im 0205 MRS LS MRS DR B ASUBAS QAAS QRS UORS WA Cytotoxcelanoihecapy +
Neutropenic patient T
Mucositis 1
Colonization with Bifidobacterium 1
i
Antifungal therapy L
Antibiotic therapy:
Piperacillin/tazobactam 1
Amoxaciliin/clavulanate 1
Chronic granulomatous disease 4
Anti-GM antibody formation 4
Renal failure 1

EIA: Enzyme immunoassay: GM: Galactomannan

Verdaguer, V., Walsh, T. J., Hope, W., & Cortez, K. J. (2007). Galactomannan antigen detection in
the diagnosis of invasive aspergillosis. Expert Review of Molecular Diagnostics, 7(1), 21-32.
https://doi.org/10.1586/14737159.7.1.21
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Table 27

Targeted therapy of pulmonary disease—firg

mne

Population

Intention

Intervention

Comment

1] Neutropenia (non-
allo HSCT recipients)

2] Allo-HSCT (during
neutropenia)

3] Allo-HSCT
neutropenia) or
other non-
neutropenic
patients

(w/o

Life-threatening
haemoptysis

To increase
response and
survival rate

Bridging until
neutrophil
recovery

Isavuconazole 200 mg IV tid day 1—2,
then 200 mg qd oral

Voriconazole 2 x 6 mg/kg IV (oral
400 mg bid) on day 1, then 2—4 mg/kg
IV (oral 200—300 mg bid)

bid (after 1 week oral possible (300 mg
bid)) + anidulafungin 200/100 mg

Caspofungin 70 mg qd day 1, followed
by 50 mg qd (if body weight <80 kg)
Itraconazole 200 mg q12 hIVon day 1,
then 200 mg/qd

AmB lipid complex (ABLC) 5 mg/kg
Micafungin 100 mg

AmB colloidal dispersion (ABCD)
4—6 mg/kg

Conventional AmB 1—1.5 mg/kg
Other combinations

Arterial embolization, emergency
surgical intervention

OO ONN

1

I
I

I
11

I 4

I
I
11,

Il
I
i

L] P

I
i
11,

11,
I
1

D 111, if mould active azole
prophylaxis fewer adverse
effects than voriconazole

C Il for start with oral; D III, if
prior mould active azole
prophylaxis; TDM

No significant difference
compared to voriconazole, in
GM-positive (subgroup) better
survival; TDM

D Il for start with oral, TDM
D 111, if mould active azole
prophylaxis

Efficacy unproven
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Table 18
Antifungal regimens in intrinsic resistance

Population Intention Intervention SoR QoE Comment Ref.

Amphotericin B MIC >1 mg/L To cure IA  Replace AmB with azole, ifazole B 1l

IA due to A. terreus To cure IA  Voriconazole Avoid AmB
Isavuconazole
Posaconazole

Itraconazole B 111
IA due to A. calidoustus To cure IA  Lipid formulation of AmB A 11 Avoid azoles
IA due to A. tubingensis (A. niger  To cure IA  Other than azole monotherapy C 11 Higher azole MIC common, but no data on
complex) clinical impact
IA due to A. lentulus To cure IA  Other than azole monotherapy
(A. fumigatus complex)
IA due to A. alliaceus (A. flavus To cure IA  Other than AmB monotherapy C 111 Avoid AmB
complex)
IA due to A. niger complex To cure IA  Other than itraconazole and B 11 Isavuconazole, posaconazole, and voriconazole
isavuconazole MIC in general one dilution higher compared

with A. fumigatus; itraconazole MIC in general
two steps higher; limited clinical data

IA due to A. nidulans To cure IA  Voriconazole C 11 AmB MIC elevated, poor clinical responses in
chronic granulomatous disease

Abbreviations: AmB, amphotericin B; IA, invasive aspergillosis; MIC, minimum inhibitory concentration; QoE, Quality of evidence; SoR, Strength of recommendation.



ECIL-6; IPA Primer Tedavi

Voriconazole* Al Daily dose: 2x6 mg/kg on day 1 then 2x4 mg/kg
(initiation with oral therapy: C II)

[savuconazole Al As effective as voriconazole and better tolerated

Liposomal amphotericin B Daily dose: 3 mg/kg

Amphotericin B lipid com ai /kg

lex

Amphotericin B colloidal dispersion 1 Not more effective than d-AmB but less nephrotoxic
Caspofungin Cll

Itraconazole cln

Combination voriconazole® + anidulafungin Cl

Other combinations Cl

Recommendation against use

Amphotericin B deoxycholate Al Less effective and more toxic

*Monitoring of serum levels is indicated. In the absence of sufficient data for first-line monotherapy, anidulafungin, micafungin and posaconazole have not been graded.

-(Aspergillosis Guidelines Updated: Sep 24, 2020 Author: Eloise M Harman, MD; Chief Editor: Guy W Soo Hoo, MD, MPH,...)



Olgu devam

e 28.02.25
L-AmB, meropenem ve kolistin kesildi
Vorikonazol ( 2xémg/kg yikleme, 2x4mg/kg idame) baslandi
Punch biyopsi: Ilac erupsiyonu ile uyumlu
04.03.24
* Vorikonazol (4.glin)
e Ates: 37.5°CSat: 91(OH)
e 1.kir Azasitidin + Venetoklaks (doz %75 azaltilarak) baslandi.

10.03.24
* Atessiz 6. glinde
 NEU: 230 x10%pl
» Levofloksasin ve asiklovir profilaksisi
* Vorikonazol po ile taburcu edildi



T.C

*';‘z‘ SAGLIK BAKANLIGI

x} _ Ankara Etlik Sehir Hastanesi

2 } TIBBI PATOLOJI TETKIK SONUG RAPORU

¥4 (Laboratuvar Ruhsat No: 628/1)
Islem No : 6013596323 Rapor No 1 S-6791 /2025
Hasta Adi Soyadi : [ Isteyen Servis : HEMATOLOJI SERVISI (T6-7C)
TC Kimlik No : 25547635 Isteyen Doktor : T
Cinsiyet : Kadin Istem Tarih / Saat 1 24.02.2025 13:34:00
Dogum Tarihi/ Yag: 11.09.19 /82 Numune Alim Tarih / Saat : 24.02.2025 13:36:37
Doku Alinis Yeri  : Akciger, BBT Numune Kabul Tarih/Saat : 24.02.2025 14:27:03
Numune Tiirii - VUCUT SIVILARI Onay Tarih/Saat : 05.03.2025 12:32:52
Eski Biyopsi No  : B-14460 /2025 - B-91482 / 2024
On Tanisi
Tetkikler = 1 X Vicut sivilan ve eksfoliatif sitoloji

MAKROSKOPI

10 ml hacminde pembe renkli sivi IMGG 1PAP

Ayrica sitospin yéntemi ile 1IMGG, 1boyasiz yayma hazirland Patoloji:
MIKROSKOPI

u _ _ Malignite yoninden negatif
Yaymalarda minimal kanamali yer yer mukus iceren zeminde yaklasik %95 oraninda alveolar makr{ .
|6kosit izlendi. Arada kontamine brons epitel hiicreleri, izole halde veya seyrek tabaka olusturan ma Hifa yapisinda septasyonu segilen,
birkac adet uzun hifa yapisinda septasyonu secilen seyrek olarak dallanma gdsteren fungal organiz seyrek olarak dallanma g('jste ren

HISTOKIMYA / IMMUNOHISTOKIMYA

Boyasiz sitospin yaymaya uygulanan GMS boyasi ile nadir olarak uzun hifa yapisinda septasyonu
dallanma gdsteren hifa yapisinda fungal organizma izlendi.
TANI

Malignite yonunden negatif, akciger sag ust ve sol st lob, bronkoalveolar lavaj, yaymalar
Hifa yapisinda septasyonu secilen seyrek olarak dallanma goésteren fungal organizma varligi

fungal ormanizma varligi
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IPA Tedavi Siiresi

30. We recommend that treatment of IPA be continued for a
minimum of 6-12 weeks, largely dependent on the degree
and duration of immunosuppression, site of disease, and ev-
idence of disease improvement (sftrong recormmendatior; low-
qguality evidernce).

31. For patients with successfully treated IPA who require sub-
sequent immunosuppression, secondary prophylaxis should
be initiated to prevent recurrence (stromng recommendatior;
moderate-quality eviderce).
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