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YIL OHKHN ALLO-HKHN TOPLAM

2010 21 24 45
2011 35 17 52
2012 50 29 79
2013 56 27 83
2014 44 47 91
2015 39 28 67
2016 53 43 96
2017 55 47 102
2018 58 47 105
2019 68 75 143
2020 54 41 95
2021 48 55 103
2022 56 53 109
2023 35 52 87
2024 49 58 106
2025 38 56 94

TOPLAM 759 699 1458



OLGU

Basvuru (13 Ocak 2024)
56Y, E

Ates, oksuruk, bas agrisi
Sikayetleri son 2 gundur mevcut.
Ex-smoker (40 paket/yil)
Insaat iscisi



Ozgecmis:

2017 Mart ; MM ( Lambda hafif zincir, KT, 13 g (1),
2 VAD, 8 VCD)

20 Ocak 2018’de (MM, OHKHN)
2019 Nuks, yeniden KT ( 9 kur IRD, kismi yanit )

11 Agustos 2021 (Allojenik HKHN, tam uyumliu
kardes)

31 Temmuz 2023 Nuks ( DCEP refrakter)

Son tedavi MTD (talidomid, melfalan,
dexametazon)

Sik TDP ve trombosit desteqi icin kisa sureli yatis

( Kasim ve Aralik 2023)



Fizik muayene

Ates: 37.6 C Nb: 84 atim/dk TA: 110/70 Sat; %96
Genel durum orta-iyi, biling acik, koopere

Ense sertligi yok.

Bas-boyun: konjoktivalar soluk, dil nemili

KVS: Kalp sesleri ritmik, ek ses yok.

SS: Sol orta ve bazalde belirgin ronkusleri var.
Batin: Serbest. KC-dalak ele gelmiyor.
Ekstremite: Haricen dogal



LAB (13.01.2024)

« Hemoglobin. - 7,95 g/dL
 Hematokrit - 26,12 %

« MCV.-97,95fL

« MCH. - 29,79 pg

e LOkosit. - 4,45 x10M9/L

* NOtrofil - 73,59 %
 Trombosit. - 44,87 x10"9/L
« ALT -23,00 U/L

« AST-12,00 U/L

 CRP (tdrbidimetrik) - 26,00 mg/L
« Kan Sekeri - 201,00 mg/dL

« Kreatinin - 0,94 mg/dL

 TIT; Lékosit (idrar) - 1 HPF




Ne dusunursunuz? Olasi Tani1?

 PnOomoni ? ( Lober? Atipik? )
« AC'de CA ??

. PTE 227



Beyin BT (13.01.2024)

Sag frontalde BOS ile benzer dansitede ensefolomalazik
degisikliklerle uyumlu olabilecek bulgular dikkati cekmistir.

Serebral ekstraaksiyal mesafede atrofiye sekonder
genisleme bulgulari saptanmis; intrakranyal belirgin
kanama, shift vizualize edilememistir.

NOrokranyumda belirgin deplase, sepere frakttr hatt
vizualize edilememistir.

NOrokranyumun de yer yer milimetrik boyutlarda
hipodens noduleriteler saptanmistir.

Enflamatuar slreclere sekonder olabilecek bilateral
maksiller sinUslerde posterior kesimde seviyelenme
goOsteren kistik alanlar, sag sfenoid sintiste mukozal
belirginlesmeler dikkati cekmistir.



Tedavi ve lzlem Plani?

Hangi tetkikleri isteyelim?



Plan

Yatis

Kan kultard, idrar kulttrd
COVID-19 PCR ( NF)
Toraks HCRT
CMV-DNA gonderilmesi
Serum galaktomannan
Pip/ Taz4x 4,59 IV
Parenteral mayii desteqi
Urikoliz tb



Klinik seyir (14-15 Ocak 2024)

* Ates devam ( 38.4 °C), solunum sikintisinda artis
* Hemoptizi ?

* Pip/Taz 4x4,5

* Trombosit 28.400, |okosit; 3750

« COVID-19 PCR: NEGATIF

* Trombosit stisp. + ES+ dexametazon 1x20 mg Iv
* Bronkodilatator tedavi

* Thalidomid 1x100 mg po



Klinik seyir (3.gun)
(15 Ocak 2024)

Toraks BT

« AC ‘lerde amfizem, Ust loblarda buller. Bilateral sivama
tarzinda minimal plevral efflizyon, hafif hiatal herni.

 Sol AC alt lob stperiorda hiler bolgede yumusak doku
alanlari infiltrasyon goranumu, buzlu cam goériantmu. Solda
lingulada da hafif infiltrasyon, sol hiler bolgede izlenen
yumusak dokularin ayirici tanisinda oncelikle enfeksiyon
dusunulmustur. Hastanin klinigi ile birlikte degerlendirme
gerekirse tedavi sonrasi malignite agisindan takibi onerilir.
Vertebra dejenerasyonlari, T8, T7 vertebrada hafif yukseklik

kaybl, heterojenite.



« ON TANINIZ NEDIR?

* Hemoptizisi var.

« Balgam kulttrt balgam ARB ?



Olasi Tani / Etken

» |nvazif pulmoner Aspergilloz
« CMV pnomonisi

* Influenza pnémonisi

« PCP pnomonisi

- TB

« Atipik TB

* Nokardiyoz

« Kriptokok pnomonisi



Klinik seyir (4.gtn,17 Ocak 2024)

« CMV-DNA: 29 kopya/ml (47,56 IU/L)
« Kan kulttard; Maya tremesi (tanimlama devam)

Oneriniz ne olur?



Klinik seyir (4.giin)

IKK vizitinde dnerimiz;
» Kaspofungin 1x70 mg IV, 1x50 idame
» Ekokardiografi

» Bas agrisi sikayetinde artis, CRP degerinde
yukselme nedeniyle beyin MR ve LP




Klinik seyir (5.9 / 18 Ocak 2024)

Beyin MR

Sag frontobazal sekel ensefalomalazi ve gliozis alani. Her iki
frontalde ve sag temporalde kontrastli FLAIR sekansta
parlaklasma artigi gosteren kuicuk noduler lezyonlar




» On taniniz degisti mi?



Klinik seyir (5. GlUn)

* Beyindeki lezyonlar ve kanda maya olmasi nedeniyle
kriptokokoz dusunulmesi

« Kan kulturu cini murekkep boyasi ile pozitif

* LP (Trombositopeni (32.000) nedeniyle yapilamiyor)
* Vizkozite yuksekligi icin plazmaferez

 Trombosit replasmani

Onerimiz

« Kaspofungin kesilmesi

* Lipozomal AmB 4 mg/kg/gun + flukonazol 1x800 mg
Iv baglanmasi

« Trombositin yukseltilmesi, uygun zamanda LP
yapilimasi




* LP YAPILIRSA BOS ORNEGINDEN HANGI
TETKIKLERI PLANLAYALIM?

- TEDAVI ONERINIZ NE OLUR? NEDEN?



BOS orneginden neler gonderelim?

« BOS kdalttrh

 BOS Biyokimya

« BOS ARB boyamasi

« BOS cini murekkep boyamasi

« BOS TB-PCR

« BOS TB kalttrd

 BOS Cryptococcus neoformans latex agl.




Klinik seyir (7.gtn/20 Ocak 2024)

Trombosit 82.000

LP; BOS gorunumu berrak, basinci 25 mmHg,
mikroskopi; 10 Iokosit, BOS protein: 50 mg/dl,

BOS glikoz: 60 mg/dl (EKS: 100 mg/dl)

Bu BOS bulgulari ne dusundurdu?



BOS bulgularinin ayirici tanisi?

« Kriptokok menenjiti?

* Viral menenjit ( HSV, CMV, VZV ?)
* Tuberkuloz meneniit

* Listeria menenjiti?

* Norosifiliz?

* Toksoplazmoz

« Karsinomatdz menenjit?




Klinik seyir (20 Ocak 2024)

 BOS c¢ini murekkep boyamasi (+)
« BOS gram boyama: maya hicreler
« BOS ARB : negatif




Kriptokokoz-1

- WHO 2022 Oncelikli fungal patojenler listesinde
« Hayati tehdit edici invazif fungal hst.

« 2 tur; C. neoformans ve C. gatti ( 7 clade)

« C. neoformans daha cok HIV (+)

« CD4 T lenf. bagisiklikta onemli rol alir.

C. gatti; immunkompetanlarda daha sik .

C. gatti ( Kuzey Amerika ve Avusturalya, Okaliptus agaglari)

Global insidans tam bilinmiyor,( 2014 yilinda 220.000
Kriptokokal menenijit)

* Mortalite; %41-61 (C. neoformans, HIV (+))
 Komplikasyonlar; ABY, VP sant ihtiyaci, korltk

Dao. A. Medical Mycology, 2024, 62, myae043



Kriptokokoz-2

Non-haematologic Haematologic

HIV Myeloid neoplasms
e Leukaemias
e Myelofibrosis
Ruxolitinib
* Multiple myeloma
Daratumumab
Corticosteroids

Diabetes mellitus Lymphoid neoplasms
o CLL
Ibrutinib
e ATLL
e Hairy-cell leukaemia

Cirrhosis Auto-HSCT
Corticosteroids Allo-HSCT
Idiopathic CD4" lymphopaenia

Splenectomy

Chemotherapy/immunosuppression

Solid organ transplantation

Saman Nematollahi. Mycoses 2020.



https://pubmed.ncbi.nlm.nih.gov/?term=Nematollahi+S&cauthor_id=32740974
https://pubmed.ncbi.nlm.nih.gov/?term=Nematollahi+S&cauthor_id=32740974

Hematolojik Kanserlerde Kriptokok-1

« HM hastalarinda nadir ama olumcul
e 1970-2014, 583 hst
e 0655 Lenfoma, %24 l6semiler, % 2 HKHN

* Lenfosit azaltici ajanlar; rituximab, alemtuzumab,
fludarabin ve siklofosfamid kriptokokoz riskini
arttirir.

KLL ve Ibrutinib:

» |brutinib (BTK inhibitord) sonrasi KM bildirilmistir. BTK
iInhibisyonu — makrofaj fonksiyon bozuklugu + T-
hicre regulasyonunda bozulma

* Yaygin dissemine ve SSS tutulumlu seyir gorulebilir.

Saman Nematollahi. Mycoses 2020.



https://pubmed.ncbi.nlm.nih.gov/?term=Nematollahi+S&cauthor_id=32740974
https://pubmed.ncbi.nlm.nih.gov/?term=Nematollahi+S&cauthor_id=32740974

Hematolojik Kanserlerde Kriptokok-2

Myelofibrozis: Ruxolitinib ( JAK1/2 inh.)
Allojenik HKHN; nadir, antifungal proflaksi ?
AML,; nadir %3 ( lenfoid yolak korundugu igin?)

Flukonazol, potent bir CYP3A4 inhibitord, ilac-ilac
etkilesimlerine dikkat , ozellikle takrolimus (GVHD
onlenmesinde de kullanilir)

KCFT yukselmesien neden olablilir, KC-GVHD Ile
ayrit etmek zor olabilir.

Saman Nematollahi. Mycoses 2020.



https://pubmed.ncbi.nlm.nih.gov/?term=Nematollahi+S&cauthor_id=32740974
https://pubmed.ncbi.nlm.nih.gov/?term=Nematollahi+S&cauthor_id=32740974

Clinical Practice Guidelines for the Management
of Cryptococcal Disease: 2010 Update by the Infectious
Diseases Society of America

Table 4. Antifungal Treatment Recommendations for Cryptococcal Meningoencephalitis in Non-Human Immunodeficiency Virus-
Infected and Nontransplant Patients

Regimen Duration Evidence
Induction therapy
AmBd (0.7-1.0 mg/kg per day) plus flucytosine (100 mg/kg per day) =4 weeks™” B-Il
AmBd (0.7-1.0 mg/kg per day)* =6 weeks™” B-Il
Liposomal AmB (3-4 mg/kg per day) or ABLC (5 mg/kg per day) combined with flucytosine, if possible® =4 weeks™” B-IlI
AmBd (0.7 mg/kg per day) plus flucytosine (100 mg/kg per day)® 2 weeks B-ll
Consolidation therapy: fluconazole (400-800 mg per day)f 8 weeks B-llI
Maintenance therapy: fluconazole (200 mg per day)® 6-12 months B-l

NOTE. ABLC, amphotericin B lipid complex; AmB, amphotericin B; AmBd, amphotericin B deoxycholate.

® Four weeks are reserved for patients with meningitis who have no neurological complications, who have no significant underlying diseases or immu-
nosuppression, and for whom the cerebrospinal fluid culture performed at the end of 2 weeks of treatment does not yield viable yeasts; during the second
2 weeks, lipid formulations of AmB may be substituted for AmBd.

® Fluconazole is given at 200 mg per day to prevent relapse after induction therapy, and consolidation therapy is recommended.

® For flucytosine-intolerant patients.

4 For AmBd-intolerant patients.

® For patients who have a low risk of therapeutic failure. Low risk is defined as an early diagnosis by history, no uncontrolled underlying condition or
severe immunocompromised state, and an excellent clinical response to initial 2-week antifungal combination course.

"A higher dosage of fluconazole (800 mg per day) is recommended if the 2-week induction regimen was used and if there is normal renal function.



3.2 Induction therapy

A single high dose (10 mg/kg) of liposomal amphotericin B with 14 days of flucytosine (100 mg/kg per day divided into
four doses per day) and fluconazole (1200 mg/daily for adults; 12 mg/kg per day for children and adolescents up to a
maximum of 800 mg daily) should be used as the preferred induction regimen for treating people with cryptococcal
meningitis.

Strong recommendation; moderate-certainty evidence for adults and low-certainty evidence for children

Alternative induction regimens

If liposomal amphotericin B is not available:

A seven-day course of amphotericin B deoxycholate (1 mg/kg per day) and flucytosine (100 mg/kg per day, divided into
four doses per day) followed by seven days of fluconazole (1200 mg daily for adults and 12 mglkg per day for children
and adolescents up to a maximum of 800 mg daily).

Strong recommendation; moderate-certainty evidence for adults and low-certainty evidence for children and adolescents

If no amphotericin B formulations are available:

14 days of fluconazole (1200 mg daily, 12 mg/kg per day for children and adolescents) + flucytosine (100 mg/kg per day,
divided into four doses per day).

Strong recommendation; moderate-certainty evidence

Note: fluconazole + flucytosine is the only recommended oral combination regimen and has been associated with lower

mortality compared with amphotericin B deoxycholate + fluconazole (3).
If flucytosine is not available:
14 days of liposomal amphaotericin (3—4 mg/kg per day) + fluconazole (1200 mg daily, 12 ma/kg per day for children

and BOOlESCGHtS up to a maximum of 80U mg dally).

S lmn2 recommendation; rhoderaté-certain'fz' evidence for adults

If liposomal amphotericin B and flucytosine are not available:
14 days of amphotericin B deoxycholate (1 mg/kg per day) + fluconazole (1200 mg daily, 12 mg/kg per day for children




Global guideline for the diagnosis and management of
cryptococcosis: an initiative of the ECMM and ISHAM in
cooperation with the ASM

Cryptococcal meningitis and CNS cryptococcosis Disseminated Isolated pulmonary cryptococcosis* Direct skin
(non-CNS/ innoculation
non-pulmonary)
cryptococcosis

HIV sot Non-HIV/ Non-HIV Cryptococcoma Severe tMild (with or without

non-SOT C gattii cryptococcoma)
I l
Without With
crypto- crypto-
coccoma coccoma
| I

(Allt) tLiposomal amphotericin B 3-4 mg/kg daily and flucytosine 25 mg/kg four times a day in high-income settings or Fluconazole Fluconazole

(Al) SLiposomal amphotericin B 10 mg/kg single dose and 2 weeks of flucytosine 25 mg/kg four times a day and fluconazole 1200 mg daily in low-income 400-800 mg daily 400 mg daily

settings

2 weeks 22 weeks 22 weeks 4-6 weeks 4-6 weeks 2 weeks 2weeks 4-6 weeks €16-12 months 3+6 months

Al Allt Allt Bl Bl Bllu Allu Bllu Bllu Alll

Consolidation: (Al) fluconazole 400-800 mg daily for 8 weeks

Grades of recommendation

Maintenance: (Alit) fluconazole 200 mg daily for 12 months B A-Strongly recommended
] 8. Moderately recommended




Recommendations for diagnosing, preventing and managing cryptococcal
disease among adults, adolescents and children living with HIV

Summary of recommendations

Diagnosis of cryptococcal meningitis (2018 recommendations)

1. For adults, adolescents and children living with HIV suspected of having a first episode of cryptococcal meningitis,
prompt lumbar puncture with measurement of cerebrospinal fluid (CSF) opening pressure and rapid cryptococcal
antigen assay is recommended as the preferred diagnostic approach.

Strong recommendation, moderate-certainty evidence for adults and adolescents and low-certainty evidence for children

The following diagnostic approaches are recommended, according to the context.
Settings with ready access to and no contraindication for lumbar puncture
1. If both access to a ¢

tococcal antigen assay is the preferred

diagnostic approach.®

Strong recommendation; moderate-certainty evidence for adults and adolescents and low-certainty evidence for children

2. If access to a cryptococcal antigen assay is not available and/or rapid results are not available, lumbar puncture with
Cor India INK test examination Is the Ereferrea alagnostac ageroacE.
tronq recommendation; moderate-certainty evidence for adults and adolescents and low-certainty evidence for children

* For a first episode, CSF cryptococcal culture is also recommended in parallel with cryptococcal antigen testing
if this is feasible.




* Kriptokok menenjitinde testlerin duyarliligi ve
ozgulligl nasil?



Kriptokokozda tani testleri

Table3. Summary of Diagnostic Accuracy Findings

Quantity of evidence Summary estimates

Sample Test type Cohorts, n Participants, n Sensitivity, % (95% Cl) Specificity, % (95% Cl)

Serum LA 5 256 100 (99.5-100)* 96.7 (93.8-98.9)°
LFA 3 1690 979 (879-100)° 89.5 (74.3-98.5)°
Overall serum CrAg 8 1946 99.7 (974-100)" 94.1 (88.3-98.1)°
Pvalue® 8 - .08 .16

CSF LA 10 1810 971 (91.9-989.0)° 99.1 (93.8-99.9)°
LFA 6 3099 99.5 (972-99.9)° 99.5 (94.2-100)"
Overall CSF CrAg 16 3500 98.8 (96.2-99.6)° 99.3 (96.7-99.9)"
P value® 16 - .07 .54

Abbreviations: Cl, confidence interval; CrAg, cryptococcal antigen; CSF, cerebrospinal fluid; LA, latex agglutination; LFA, lateral flow assay.
*Univanate random-effects model.
“Bivariate random-effects model.

“Univanate logit-normal random-effects meta-regression model

Cini murekkep testi; Duyarlilik; % 42,8 Ozgullik %99**
PCR ; Duyarllik %100, Ozgullik %99.3

Temfack E. Clin Infect Dis 2021
**Morjaria S. Microbiol Spectr. 2026


https://pubmed.ncbi.nlm.nih.gov/?term=Temfack+E&cauthor_id=32829406

Klinik seyir

22.01.2024 (9.qun)

» (G0z konstultasyonu:Endoftalmi yok.

« Ekokardiografi. vejetasyon yok.

* Pip/Taz tedavisinin kesilmesi

Kan kulttrd (13.01.2024):Crytococcus neoformans

Kan Kiiltiirii (Tip Kodu: 11102646868) (Sonug: 22/01/2024 11:20) (Ornek: 13/01/2024 22:34) (Perifer)
Kialtir Sonucu
Crytococcus neoformans idredi.
Entibiyotik Duyarliligi
Crytococcus neoformans

AMPHOTERICIN B MiZ Deeri: 0,5 mg/L
FLUCONAZOLE MiK Deferi: 2 mg/L
VORICONAZOLE MIE Deferi: <=0,12 mg/L
KASPOFUNGIN MIK Deferi: >=8 mg/L

MICAFUNGIN MI¥ Deferi: >=8 mg/L



Klinik seyir

24.01.2024 (11.gun)

Kan kultard (18.01.2024).Crytococcus neoformans
25.01.2024 (12.guUn)

Crytococcus neoformans Latex Agl: pozitif
26.01.2025 (13.qun)

BOS Kultlru: Crytococcus neoformans

BOS Killtiirii (Tijp Kodu: 11102663537) (Sonug: 26/01/2024 13:22) (Ornek: 20/01/2024 08:49)

Kiltidr Sonucu

Crytococcus neoformans idiredi.
intibivotik Duvarliliga

Crytococcus necformans

FLUCYTOSINE MIiK Deferi: <=1 mg/L
LMPHOTERICIN B Mi¥ Deferi: 1 mg/L
FLUCCHAZOLE Mi¥ Deferi: 2 mg/L
VORICONAZOLE Mi¥ Deferi: <=0,12 mg/L
KASPOFUNGIN MIi¥ Deferi: >=8 mg/L

MICAFUNGIN MIE Dederi: >=8 mg/L



 Anti-fungal duyarllik testi icin hangi yontem
kullaniimali?

CLSI ve EUCAST;
* Dbroth mikrodilusyon metodu ile yapilmasini onerilir.
CLSI-M27 ve EUCAST E.Def /.4




Klinik Seyir
24.01.2024'de siddetli bas agrisi olmasi nedeniyle
beyin cerrahi 6nerisiyle tedaviye Dekort ekleniyor.

LOokopeni ve trombositopenisi derinlesiyor.
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Klinik seyir

03.02.2024 (20. gun)

* Lipozomal AmB + Flukonazol devam
« 38 °C Ates, genel durum stabil

« Kan kulturu tekrari

* LAB;

Hb: 7,84 g/dL, Lokosit: 1,07 x1079/L (Notrofil - 69,83 %),
Trombosit. - 31,01 x10M9/L ( Notrofil; 0,7500 x1079/L, Lenfosit
# - 0,22 x10M9/L).

04.02.2024 (21.gun)
* Atesi devam ediyor.
* Meropenem 3x2 gr iv uzamis infuzyon baslanmasi




CRP (tirbidimetrik) 1635 163.5
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Klinik sevir

05.02.2024 tarihine kadar hematoloji LAB sonuclarina
gore ES, trombosit ve elektrolit replasmanlari yapiyor.




Klinik seyir
05.02.2024 (22.9ln)

* Nefes darligi gelismesi,nasal oksijen destegi 2-4 It/dk
baslanmasi

« Saturasyon yukselmemesi lGzerine YB’a alindi

. ks !;ﬁL_Ll_l_l_d

L o ]




« HANGI TETKIKLERI PLANLAYALIM?



Klinik seyir

Plan

« DTA Kulttr

« DTADTAdan Pneumocystis jirovecii PCR
« DTATB PCR

« Serum galaktomannan

« Toraks BT

« Ekokardiografi

« Gogus Hastaliklari Konsultasyonu ( bronkoskopi ?)
« BALCMV PCR

» MULTIPLEX PCR




Klinik seyir (23. giin / 06.02.2024)

« Kan kulturunde (03.02'de alinan) G(+) basil uredi.

Ne dusunursunuz?



Modifiye ARB (+), katalaz (+)

Olasi Nocardia spp.

edavi Meropenem kesildi.

MP/SXT + Imipenem + Amikasin tedavisi

Kardiak arrest, restistasyona yanit alinmasi
Entlbe edildi, 6 saat sonra 2. arrest
EXITUS




T.C.
SAGLIK BAKANLIGI y @
X g N ORLOE TURKAK
HALK SAGLIGI GENEL MUDURLUGU o
MIKROBIYOLOJi REFERANS LABORATUVARLARI VE BiYOLOJIK URUNLER DAIRE BASKANLIGI w i

Tibbi Laboratuar

ULUSAL ANTIMIKROBIYAL DIRENG SURVEYANS LABORATUVARI TS EN ISO 15180

Laboratuvar Ruhsat Numarasi : 04--Y-2

Numuneyi Gonderen Kisi/Kurum/Kurulus: ADANA iL SAGLIK MUDURLUGU

Fatura Kurumu : ADANA BASKENT UNIVERSTESI UYGULAMA VE ARASTIRMA MERKEZI

ilgili Yazi Evrak ve Sayisi : 07.02.2024 /

HASTA BILGILERI ORNEK BILGILERI

Adi-Soyadi : istem Nedeni / On Tani -

T.C. Kimlik No : 13408 Ornek Alinma Tarih, Saati z 07.02.2024 /
Cinsiyet : Erkek Numune Kabul Tarih, Saat : 08.02.2024 / 11:04
Dogum Tarihi : 01/01/1968 Laboratuvar No < 2085289370
Dosya No z 806660766 Laboratuvar Kabul E 08.02.2024 / 16:11
Num.Kabul No : 2085289370 Protokol/Sira : 2024/267 1

ULUSAL ANTIMIKROBIYAL DIRENG SURVEYANS LABORATUVARI

Sonug Tarih -
Saati/ Onaylayan

Caligilan Analiz Birim Yoéntem Tayin Limiti | Referans Deger Analiz Sonuclari Numune Cinsi

*Mikroorganizma

: . MALDITOF MS 08.02.2024 17:05/
tanimlamasi-Matrix-assisted (BRUKER, Nocardia farcinica izolat (Kan) Uzm. Dr.
prinpibaSeceh e il Microfile HOSNIYE SIMSEK
(MALDI TOF-MS)



Nokardiyoz

Nocardia turleri

« Aerop, G(+), katalaz (+)

» Ince dallanan filamenttz yapida

« Aktinomicet grubundan

* Modifiye ARB (+)

* Dogada yaygin saprofit

« Toprakta, tath ve tuzlu sularda, curuyen bitki
ortusinde

86 turden 40’dan fazlasi insanda hst

Lao CK, J Formos Med Assoc. 2022
Restrepo A, Clin Transplant. 2019



Nokardiyoz

» |nsidans genel populasyonda nadir

 SOT ; %0.3-3.5 ( AC nakli en yuksek)

 HKHN; %0.3, mortalite yuksek

« Sicak ve kuru iklimlerde, tozlu topraklarda yaygin
« Solunum yolu veya deriden (travma, cerrahi)

* Nokardiyoza karsi immun cevapta T h cevabi
onemli

* AC (en sik), kan ve beyin



Nokardiyoz icin risk faktorleri

Steroid kullanimi (20 mg/gun, 1 aydan uzun)
Solid organ nakli (AC, kalsinorin inh.)

HIV

Solid tumorler

Hematolojik maligniteler

TNF alfa blokerlerinin kullanimi

Alkolizm

Diabetes Mellitus

Yapisal ve fonksiyonel AC hst ( bronsektazi,
kistikfibrozis, KOAH )

Bagsaran S. FLORA 2021;26(2):285-294
Lao CK, J Formos Med Assoc. 2022



HKHN’de Nokardiyoz

« 2011-2021 arasi izlenen 27 olgu, vaka kontrol 80
HSCT

* % 70 (20) Allojenik HKHN, 7 OHKHN

* %74.1 AC, %14.8 dissemine,11.1 deride

* En sik; %37 ile N. cyriacigeorgica

* Hst ortaya cikis zamani;12.2 ay ( Allo HKHN),
. 41 ay (Otolog HKHN)
* Allo HKHN hastalarinin hepsi nuks

* Hicbiri TMP-SXT almiyor.

Yetmar ZA.Transplant Cell Ther. 2023



Allojenik HKHT Alicilarinda Nokardiyoz icin
Risk Faktorler!

 GVHD icin halen immunosupresif tedavi aliyor
olmak (OR: 11.09).

* Nokardiyaya etkili profilaksi (TMP-SMX veya
doksisiklin) almamak. (OR: 0.18).

« TMP-SMX alan hicbir hastada nokardiyoz
gelismemisti.

* Ayrica, tek degiskenli analizde; yiksek doz
prednizon (>20 mg/gln), lenfopeni, son 6 ayda
CMV enfeksiyonu ve son 6 ayda invazif fungal
enfeksiyon da anlamli iligkili bulundu.

Yetmar ZA.Transplant Cell Ther. 2023



Otolog HKHN;
* Ortalama 41 ay sonra

 Tum hastalarda baska immun baskilama nedeni
var ( hastalik nuksu)

Sonuclar;

« 12 aylik mortalite %30, kontrol grubunda %6,2.
Nokardiyoz olum riskini 5.66 kat artiyor.

* Tedavi verildikten sonra nuks cok az

Yetmar ZA.Transplant Cell Ther. 2023



Nokardiyoz-Tedavi

RESTREPO &t AL

ltlinicul TRANSPLANTATION_\\/1 1_E'Y | Sof12

TABLE 2 Suggested empiric therapy for Nocardia infections in transplant patients®

Disease

Pulmonary—stable

Pulmonary—critical®

Cerebral®

Disseminated® (>1
organ + cerebral disease)

Empiric therapy®
TMP-SMX?

Imipenem® +amikacin or
TMP-SMX

Imipenem®+amikacin or
TMP-SMX

Imipenem® +amikacin or
TMP-SMX

Alternative®

Imipenem® +amikacin or ceftriaxone
or minocycline' or linezolid

Linezolid

Linezolid or ceftriaxone or cefotaxime
or minocycline'

Ceftriaxone, cefotaxime, linezolid or
minocycline' after initial therapy

Duration of therapy
6-12 mo

6-12 mo

Parenteral therapy 3-6 wk then
change to oral therapy for at least
12 mo of treatment

9-12 mo

Restrepo A, Clin Transplant. 2019



