Immunsupresyon ile
Fungal ve Paraziter
enfeksiyonlar

Dr.ELIF SAHIN HORAS




Sunum Plani

immunsupressif hastalarda

IFi Parazit

» Kandida » Toksoplazmoz
» Aspergillus » S.stercoralis
» Mukormikoz

» Kriptokok

» P.jirovecii

» Fusarium




MANTARLARA KARSI SAVUNMA
‘Mukozal bariyerler

Bagisiklik sisteminin baskilanmasi

Yogun bakim Kanser
Cerrahi hastalari




Kandida infeksiyonlar

Kemik iligi Nakli 43 8 28 15
Solid organ Nakli 18.8 23 52.9 19
Hematolojik 33 .69 ) 13.5 - 44 )
kanser

Yogun bakim 11 - 79 10

Kriengkauykiat J et al. Clin Epidemiol. 2011;3:175-91




SOT hastalarinda en sik Risk faktorleri

» Kan dolasimi Yas

» Intraabdominal Genis spektrumlu AB
SVK

Uzamis notropeni

» Uriner sistem

Uzun sure YB
DM
KBY ve Diyaliz

Parenteral beslenme

vV vV v v v v Vv .Y

Silveria FP. Am J of Transpl



SOT-invaziv kandidiyaz diger risk
faktorleri

» Nakil turu

» Anastomoz tipi
KC naklinde ; Koledokojejunostomi> koledokokoledokostomi
Pankreas naklinde; enterik drenaj>sistik drenaj

v Primer greft yetmezligi

v Erken cerrahi reeksplorasyon

v Erken donem Candida spp. Kolonizasyonu

Pappas et al.Am J Transplant 2009; 9;173-9




Kandidemi

» SOT hastalarinda en yaygin IFi etkeni
(Kandidemi insidans %3 diger hastalarda %0.21)
Genellikle ilk 3 ay icinde

Ince barsak ve KC tx da her donemde

%50 C.albicans (%30 glabrata, %5 Krusei)

Siklik

En cok IB, Pankreas, KC, Bobrek, Kalp, AC

vV v v v Vv

Pappas et al. Clin |



Kronik dissemine kandidiyazis
(hepatosplenik kandidiyazis)

Risk faktorleri

e Akut losemi

eUzamis notropeni
eIntravaskular kateter

emukozal bariyer hasan

vV v v v Vv Vv

egenis spektrumlu AB




Tani

Biyopsi (trombositopeni)

Klinik, Laboratuvar (kan kulturu, %50), goruntuleme (MR, BT den daha duyarl)
1,3 beta D-glukan, duyarlilik %56, ozgulluk %73 (YP; Aspergillus, Candida, PCP)
PCR %80,%70

>
>
>
>

H&E boya ile KC de grantlom KC, dalak ve bobreklerde cok sayida le




Tedavi

» Lip-ampho B, 3 to 5 mg/kg IV/gun

» Ekinokandin (caspofungin 70 mg IV, 50 mg IV ;
» Micafungin 100 mg IV;

» Anidulafungin 200 mg IV, 100 mg IV)

Pappas PG, Kauffman CA, Andes DR, et al. Clinical practice guideline for
management of candidiasis: 2016 update by the Infectious Diseases
America. Clin Infect Dis 2016; 62:el.




Table 4. ECIL-6 recommendations for initial first-line treatment of can-
didemia.

Overall Hematologic
population patients
Antifungal therapy
Micafungin® Al All
Anidulafungin Al AlP
Caspofungin Al All
Liposomal amphotericin B Al All
Amphotericin B lipid complex BII BIl
Amphotericin B colloidal dispersion ~ Bl BII
Amphotericin B deoxycholate® Cl Cll
Fluconazole* Al ClI
Voriconazole Al BII
Catheter removal’ All BII

*See warning box in European label; *provisional grading; close monitoring for
adverse event is required; “not in severely ill unstable patients; “not in patients with
previous azole exposure; ‘if the catheter cannot be removed, use of an echinocandin
or a lipid formulation of amphotericin B is recommended.




Table 5. ECIL-6 recommendations for first-line treatment of candidemia after species Identifcation.

Candida species
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Homatologle patients
Echumovandis

Ruennaznie

Liposomal amphoteriin B
Asahoterivi B g complex
Arplwterivin B oulluidal dspersiva
Amnhotericn B deaxycholite
Ecbinocandins

Liposomal amghotericin 8
Amphaotericin B fipid complex
Amphotericin B colloidzl dispersion
Amphotericn B deoxyeholate
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Liposomal amphateriin B
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SOT- Kandida profilaksisi

Table 3: Risk factors for Candids infaction and recommandad prophylactic strategies

Orgen Risk factors Antifungsl prophydaxis Duration

Liver Prclonged or rapast operation Aucorezole 400 rng'dp‘/ Uptod weaks or
Ratransplantation LFAmE 3-6 mghkagday Unti resclution of risk factors
Rarel failure
Cheledecho-jsjunastomy
Candida colerization
High transfusicn raquirement

Small bowsl Graft rejaction/dysfunction Aucorezole 400 At laast 4 waeks
Enhanced immuncaupprassion LFAmE 3-6 mg/kagday Unti haaling of anastomosis
Anastometic dysruption and abseros of rejection
Abdominal racparation
Multrizceral transplantaticn

Pancreas Enteric drainags Auconrezole 400 At laast 4 waeks
\ascular thrombosis LFAmE 3-6 mg/kgday
Postperfusion pancreatitis

1f hich rates of ron-albizans 200 cr risk factors for Asparaillus.

AST ve ASTS onerileri Am J Tran
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Aspergillus Enfeksiyonlari

» Notropenik hastalarda en sik IPA (%80-90)
» Mortalite %30-60

» Erken tedavi mortaliteyi azaltiyor

Bohme A et al. Ann Hematol 2009




RISK FAKTORLERI
Risk of IFI Primary risk factors Secondary risk

factors'

®

Comorbidity?

@ Neutropenia > 14 days
Allogenic SCT (umbilical cord, HLA-mismatch
Allogenic SCT with GVHD
AL (M and L)/MDS induction and rescue

Neutropenia 7-14 days
Allogenic SCT (HLA-matching)
AL / MSD consolidation or intensification

Immunossuppresive
treatment?

Environmental factors?

=

Rev Esp Quimioter
2011;24:263
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Neutropenia < 7 days
Autologous SCT




Hematolojik malignite ve solid organ transplantasyonlarinda
invaziv aspergilozis riski

AML (indiksiyon) P —
AlloKHN [GVHH)

MDS (indiiksiyon)

AC nakli

AlloHKHN (GVHD yok)

AML (konsolidasyon)

KC nakli q
ORTA
RISK

YOKSEK
RISK

Multipl Myelom
Kalp nakli

KLL

AIDS

NHL

OtoKHN

Bobrek nakli
Solid timér DOSOK

RisK

N———/
Herbrecht et al, Ann N Y Acad Sci. 2012

Immiin Hastaliklar
Hodgkin Lenfoma

Annals of the New York Academy of Sciences
Volume 1272, Issue 1, pages 23-30, 11 DEC 2012 DOI: 10.1111/j.1749-6632.2012.06829.x
http://onlinelibrary.wiley.com/doi/10.1111/j.1749-6632.2012.06829.x/full#f3




HKHN ve Invazif Fungal infeksiyonlar

invazif fungal infeksiyonlar (IFI) _ SOT HSCT

Invasive candidiasis 53% 28%
» invazif aspergilloz %43 Invasive aspergillosis 19% 43%
» Invazif kandidiyaz %28 The Transplant-Associated Infections Surveillance Network
» Zigomikoz %8 (TRANSNET) -23 transplant centers in the US, prospective

study from 2001 to 2006: epidemiology of IFl in both SOTR
and HSCT recipients

Clin Infect Dis. 2010, 50:1101-11, Clin Infect Dis. 2010,
50:1091-100.

Kontoyiannis DP et al. CID 2010




SAIF Agi, Fransa, 12 merkez, invaziv aspergillosisde alta yatan hastaliklar (2005-2007)
393 invaziv aspergillosis
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Lortholary O et al. CMI 2011;17:1882




Invazif Aspergilloz-Mortalite

ABD, 23 transplant merkezi
2001-2005 yillan arasinda
Kanitlanmis yada yiiksek olasilikla A
12 haftalik toplam mortalite
317/642 (%49.4)

HKHN (%57.5)

SOT (%34.4) p < 0.001

vV v v v v v Y

Baddley JW et al. Clin Infect Dis 2010




Inhaiation of
Aspergillus spores
N | Cavit Chronic lung disease or I ised Asthma
grmta | a;! 0y mild immunocompromised mmunocr:) m{)romlse Cystic fibrosis
os ung disease hogt os Atopy
Chronic Invasive Allergic
No sequel Aspergilloma necrotising pulmonary bronchopulmonary
aspergillosis aspergillosis aspergillosis




Ates
Ploritik agri
Hemoptizi

Klinik bulgu vermeyebilir 1111
Postmortem tani!!!
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IA tani

>

Invaziv aspergillusun kesin tanmsi, histopatolojik olarak hifalarin doku
invazyonunun gosterilmesi ile birlikte Kulturde Aspergillusun uretilmesidir

Biyopsi (trombositopeni)
Noninvaziv metodlar;

Galactomannan ve balgam yada BAL ve kultur

Atipik bir ireme yada direnc siiphesi varliginda molekuler yontemlerle tur
identifikasyonu yapilmalidir

ID SA 2016




Histopataolojik gorinti
Scedosporium spp
Fusarium spp,

benzer

Silver stain of lung tissue (x400) shows septate hyphae with
acute angle branching characteristic of Aspergillus fumigatus.




Galaktomannan

» Serum ve BAL galactomannan (GM) IA tanisinda en uygun marker
ozellikle baz1 hasta gruplarinda kullanildiginda

(hematologic malignancy, HSCT) IDSA 2016

» 50 calismamin Metaanalizinde 5660 immunsupressif hastanin 586 kesin
yada olas1 IA tanisinda cutoff of 0.5, kullanildiginda

sensitivity %82 , specificity %81
Leeflang MM, Cochrane Database Syst Rev 2015
» GM ile birlikte PCR erken tanida sadece GM a gore daha basarili

» PCR sonuclar, diger tan testleri ve klinikle birlikte
degerlendirilmelidir

Arvenitis M, CID; 2015
IDSA 2016




IPA - Radyoloji

= YlUksek Rezolusyonlu Bilgisayarli Tomografi
(YRBT)

= DOz grafiden daha duyarli

= FEN’'de antibakteriyel tedaviye ragmen ates
devam ediyor ve aciklanamamiyorsa

= En erken radyolojik belirti nodul

= Halo belirtisi(erken donemde): Etrafi alveolar
hemorajiyi temsil eden buzlu-cam opasitesi ile
cevrilmis makronodul

= Hava-hilal belirtisi

Pogano L et al. Blood Reviews 2010
Sherif R et al. Curr Opin Pulm Med 2010
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IPA - Radyoloji

= Halo isareti
-IPA icin 6zgul degil
-Zygomycetes
-Fusarium spp.
-Scedosporium spp.
-Pseudomonas aeruginosa

Pogano L et al. Blood Reviews 2010
Sherif R et al. Curr Opin Pulm Med 2010
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BT'de Bulgularin Seyri

Caillot et al. J Clin Oncol 2001,19:253.

GUn4
Infilt | v
Halo |

Gin 10
Air-crescent




Tani-EORTC kriterleri

Konak faktorleri Mikolojik tani .
Kllnik fOk?brler DOkUda Ospel‘glllus Kamﬂdﬂfmg IA
Kiiltiir (+)

Konak faktarleri Mikolojik tani

Klinik faktérler Yiiksek olasi iAJ
Kiiltir/ GM (+)

“probable”

Konak faktérleri Mikolojik tani Olasi IA
Klinik faktérler Neg “possible”

De Pouw Clin Infect O 2008 461813




Tedavi

» Amprik antifungal tedavi, genis spektrumlu antibiyotik tedavisine ragmen
persistan atesi olan uzamis notropenili yuksek riskli hastalara onerilmektedir.

» en az 6-12 hafta

» Klinik-radyolojik duzelme olana kadar

» IDSA 2016




Table 7. ECIL-6 recommendations for first-line treatment of invasive aspergillosis.

Grade Comments
Voriconazole* Al Daily dose: 2x6 mg/kg on day | then 2x4 mg/kg
(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 Bl Daily dose: 5 mg/kg
Amphotericin B colloidal dispersion Cl Not more effective than d-AmB but less nephrotoxic
Caspofungin cll
Itraconazole clu
Combination voriconazole® + anidulafungin Cl
Other combinations CIn
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.




Table 8. ECIL-6 recommendations for salvage therapy of invasive aspergillosis.

Grade Comments
Liposomal amphotericin B BII No data on voriconazole failure
Amphotericin B lipid complex BII No data on voriconazole failure
Caspofungin BII No data on voriconazole failure
Itraconazole Cl Insufficient data
Posaconazole® BII No data on voriconazole failure
Voriconazole* BII If not used in first-line
Combination BII Various studies and conflicting results

*Monitoring of serum levels is indicated, especially if posaconazole oral suspension is used.




Cerrahi tedavi

Buyuk damara bitisik lezyon
Tek lezyon nedeniyle hemoptizi
Lokalize ekstrapulmoner lezyon
Sinuzit

Endokardit

Ostemomiyelit, septik artrit
Yanik sonrasi yumusak doku

CAPD peritonit gelisimde katater ¢ikarilmasi

vV V. v v v v v Vv.Y

GIS de obstruksiyon varliginda




SOT hastalarinda profilaksi

Singh et al.

Table 2: Hecommandations toe proptwlads toc invasive aspargilbass in solid argan transalant racplonts
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Hematoloji hastalarinda proflaksi

ECIL5 Recommendations ECIL 5 Recommendations for allogeneic HSCT recipients

' Antifungal prophylaxis* Pre- Pre-engraftment GvHD
Acute myeloid leukaemia patients undergoing intensive chemotherapy engraftment | High risk for moulds
Low risk for
Antifungal drug Grading Comments moulds
Fluconazole BI Only racommended if the incidence of mould infections is low. Fhiconaisle Ad il - against A-1ll against
(400 mg q24) Fluconazole may be part of an iNtegrated care strategy tgether :
with a mould-directed diagnostic approach. Itraconazele B B-1
Voriconazole ;
liraconazole oral solution Bl Recommended if baseline incidence of mould infections is high. | Posaconazole OS/Tablet »
25 12h. May be limitad by drug inzeractions or patient tolerability.
( mg/kg 9 ! Itis recommended to monitor serum drug concentrations. ! Mlcafungln ‘ L
' Caspofungin No data No data
‘ /anidulafungin
Liposomal Amphotericin B c-l cl
| Aerosolized amphotericin B cn No data
| plus fluconazole

Voriconazole Bl Recommended if baseline incidence of mould infections is high.
(200 mg glzh) Itis recommanded tc monitor serum crug concentrations.

Pre-meeting draft, Sept 7, 2015

, Azoles should not be used empirically in case of prior mould-active azole prophylaxis.
Pre-meeting draft, Sept 7, 2015




ZIGOMIKOZ

» Hematolojik maligniteli hastalarda yapilan otopsi ¢alismalarinda,
» Aspergillus ve Candida enfeksiyonlarindan sonra

» Ucuncu siklikta goruldugu bildirilmektedir




Paranasal sinus tutulumu

Yumusak damakta nekroz

Vorikanozol profilaksisi altinda gelisen fungal infeksiyon
Histopatolojik incelemelerde septasiz hifa

AC BT de 10 dan fazla nodul, plevral efuzyon

Diyabet

vV v v v v v Vv

Radyolojik ve klinik bulgular, GM ve Beta D glukan -

36
Clin Infect Dis. 2014 Mar;58(5):672-8. doi: 10.1093/cid/cit929. Epub 2013 Dec 18.

The reversed halo sign: pathognomonic pattern of pulmonary mucormycosis in leuke




Ters halo: Halka veya hilal seklinde konsolide alanla ¢evrelenen fokal buzlu ca

Mantar infeksiyonu gelismesi icin risk tasiyan olgularda

nodul, halo, kavite varligi mantar infeksiyonu lehine kabul edilmelidir.
Radyolojik bulgular olasi mantar tiiriiniin tahmin etmede pek yardimci degildir. |,
Halo-ters halo gorunumu mantar turunu tahmin etmede yardimci ipucu olabilir

From: The Reversed Halo Sign: Pathognomonic Pattern of Pulmonary Mucormycosis in Leukemic Patie
With Neutropenia?
Clin Infect Dis. 2013;58(5):672-678. doi:10.1093/cid/cit929

Clin Infect Dis | © The Author 2013. Published by Oxford University Press on behalf of the Infectious Diseased’So
America. All rights reserved. For Permissions, please e-mail: journals.permissions@oup.com.



Turkiye'den Bildirilen Zigomikoz Olgularinin
Havuz Analiz Yontemi ile Degerlendirilmesi

151 hasta ,80'i erkek , yas ortalamasi 45.4 £ 21.4 (yas araligi: 0-84) yildir..

Tablo I. Zigomikoziu 151 Olguda En Sik Gdriilen Semptom/Bulgular ve Altta Yatan Hastaliklar*
Semptom ve bulgular Say1 (%) Altta yatan hastaliklar Say: (%)
Gozde ve yuzde sislik 95 (63) Diyabet 74 (49)

Ketoasidoz 13 (8.6)
Ates 72 (48) Hematolojik malignite 60 (39.7)
Nazal obstriksiyon 60 (40) Naétropeni 53 (35.1)
Bas agrisi 58 (38) Steroid kullanimi 38 (25.1)
Oftalmopleji 48 (32) Bobrek yetmezligi 16 (10.6)
Pitoz 45 (30) Aplastik anemi 8 (5.3)
Gorme kaybi 39 (26) Organ nakli 4 (2.6)
Damak nekrozu 38 (25) Dusuk dogum agirhg 1(0.7)
Diger norolojik bulgular 37 (25) Desferroksamin tedavisi 1(0.7)
*Hastalarda birden fazla semptom ve risk faktorid bulunmaktadir.

38

Mikrobiy



Klinik formlar

Rinoserebral,

pulmoner,

>

>

» gastrointestinal,
» kutanoz ya da
>

sistemik

infeksiyonlara yol acabilirler




Mersin universitesi-Mukormikoz

Yas (ort) 56 £ 12 yil

Cins (K/E) > 5/9

Klinik Tani > Rinoorbitaserebral (ROSM) 5
> Rinoorbital 3
» Pulmoner 4
» Kutanoz 2

Altta Yatan Hastalik b))
> Hematolojik Malignite 4

IERLGLHIIGERTEI UM > Histopatoloji 8
> Kiiltiir 6
>

Mortalite(% > b5/14




Mikrobiyolojik Tani

» Kulturde bu mikroorganizmalarn uretilmesinde onemlidir.

» Bu mikroorganizmalar , Aspergillus gibi kuf turlerinden dik acili dallanmalari,
septasiz hif olusturmalari ile ayirt edilirler.

» Aspergillus turleri, 45 derecelik aciyla dallanmis ve paralel duvarlar hif
olustururlar.




Tedavi

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

Management includes antifungal therapy, surgery

and controt of underiying conditions All Multidisciplinary approach is required
Antifungal therapy
Amphatericin B deaxycholate Ch
Liposomal amphotericin B Bl Daily dose: 5 mgkg, Lipnsomal amphatericin B should be preferred in CNS
mfection and'or renal failure
Amphotericin B lipid complex Bl '
Amphatericin B colloidal dispersion cl
Posaconazole cim No dala to suppart its ise as firsé-line freatment. Alternative when
amphotericin B formulations are absolutely contraindicated.
Combination therapy cim
Control of underlying condition All Includes control of diabetes, hematopoictic growth factor if neutropensa,
, discontinuationtapering of steroids, reduction of immunosuppressive therapy
Surgery
Rhino-orbito-cerebral infection All
Soft tissue infection All
Localized pulmonary lesion Bl
[hsseminated infection cm Surgery shauld be considered an a case by case hasis, nsing a
multi-disciplinary approach
Hyperbaric oxygen C1
Recommendation against use
Combination with deferasirox All

CNS: central Dervous system.




Fusaryoz

Agir immunsupressif hastalarda derin ve uzamis notropenisi olan Hematolojik maligniteli

» Dissemine infeksiyon
» Kutanoz lezyonlar

» Pnomoni

» Artrit

» Sinuzit

Olgularin %70 inde deri lezyonlarn mevcut
» Papul ,nodul, nekrotik lezyonlar

Agn

Hedef lezyon %10

%55 olguda tani deri lezyonlarindan

v vy

Mortalite, hematolojik hastalarda 30 giin sagkalim %50, 90 giin sagkalim %21




» Cok sayida kutandz cilt lezyonlan 6semi hastasinda.infeksiyon par
sinuzitle baslayip, takiben pnomoni ve cilt lezyonlan gelismis.
44




Dissemine formda, agrili cok sayida eritamatoz papul yada nodul gorulebilir.
Ektima gangranezuma benzer central nekroz gelisebilir

Dissemine fusaryozlu Aplastik Anemili hastada,
central nekrozlu kutan6z nodul




* Hedef lezyonlar;

Papul ya da noduler lezyonlan cevreleyen
1-3 santimetre capinda ince kenarli eritem

» fuzariyoz olgularinin %10’unda
saptanmistr.

» KIT hastasinda gelisen dissemine fuzaryoz olgus
46




Dissemine form
immunsupressif hastalarda en sik goriilen form ( % 70).

Derin(<100 /mm3) ve(>10 giin uzamis notropenik hastalarda antibiyotige
direncli ates, yaygin cilt lezyonlar ve pozitif kan kulturunde kuf

» Mortalite dissemine formda % 60-80




Diger klinik formlar
Pnomoni, sinuzit,

Alveolar infiltrates in a patient
with Fusarium pneumonia.




Case numbers

Turkiye de fuzaryozis

30
25
20
15
10

1995-1999 2000-2004 2005-2009 2010-2014
Years

Toplam 47 vaka, 1995-2014, 20 yillik veri
Bursa

23.4 % superficial,
44.7 % locally invasive

W Disseminated 31.9 % disseminated.
# Locally invasive
W Superficial Altta yatan hastalik

24 hasta malignite

-19hematolojik malignite,
P<0,001 - 5 hasta solit tiimor,

12 kronik hastalik

49

Emergence of fusarioses in a university hospital in Turkey during a 20-ye
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t ® The host is at risk
a n ] ® Acira lrukemia, prolongad (> 10 days) and profaund (<1000 mm-?)

neutropenia
= Hamatopoiehic cell transplantation
* Fre-epgralrnent: profonged and profeund necoopenia
ePusl-engraltment: grall versus host desass and use of glucecerucoids

Biyopsi (deri, sinus..) (Patients are not usually neLiroRcnic)

e The clinical context Is compatible with an Invasive
cop g oo . fungal Infection
Kan ku ltu rle r] s Antidictic refractory fever in bath neutropanic and nonncutropenic pationts

e Characteristic findings are present (any)

Beta D glukan +
GM -

Sinus=lis

vV v v Vv

Lung nedulef
pREUmaNG

Cifaneous
lasians
Pusitive bluod
culture far a mald

—”—-’"\

Ceallulitis
Qnychomycosis

A hematoxylin and eosin stain of a skin biopsy showing septate hyaline hyphae
branching at acute angles of 45°.




tedavi

» Yuksek doz lipAmbB veya Vorikonazol (F. Solani ve F. Verticilloides disinda)

» Cerrahi debritman (lokalize infe)




Kriptokokoz

» Cryptococcus neoformans , Cryptococcus gattii

» C.neoformans’in aerosol halde havaya karismis hucrelerinin solunmasi ile
kazanilir.

Mortalite %30-40




Risk faktorleri

o AIDS

euzun sureli glukokortikoid tedavi

eOrgan transplantasyonu (SOT hastalarinda 3.siklikta IFI etkeni)
eMalignite

oKC hastaligi

vV v v v Vv Y

eSarkoidoz




Klinik

» SSS, AC, sik ;
Deri, Genitouriner,protatit, goz,iris

HIV negatif olgularda, HIV pozitiflere gore akciger tutulumu daha fazla
gorulmektedir




Pulmoner kriptokokkoz

HIV pozitif hastalarda
Pulmoner form daha akut ve siddetlip
CD4 100/microL.
Ates (%80-90),
Oksiiriik (%63- 71),
Nefes darligi (%5-50)
Bas agrisi (%41)
Baz1 hastalarda hipoksi ve ARDS.
AC’den SSS ne yayilim %65-94
» diger firsat¢i infeksiyonlara benzer ;

vV vV v v v v VY

Pneumocystis jirovecii, Mycobacterium avium complex, Mycobacterium
tuberculosis, cytomegalovirus, and Histoplasma capsulatum




HIV-negatif
Asemptomatik pnomoni- ARDS

» Ates,Gogls agrisi, nefes Darligi, oksuirlk,
hemoptizi

» Cryptococcal pneumonia ve ARDS genellikle SOT
hastalarinda sik

» ARDS mortalite yuksek




Kritokokal cilt lezyonlan dissemine formda %15
papules , purpura, ulser, selulit

HIV infekte hastalarda, molluscum contagiosum
a benzer papuler lezyonlar

Q
-
c
0
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r
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—
W
(=
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LOCICa




Kriptokokal meningoensefalit

En stk semptom ates,halsizlik, basagrisi
Ense sertligi, fotofobi , bulanti, hastalarin %25-30

Nadiren Koma

vV v v VvV

Dissemine hastaligi dustindiren semptomlar eslik edebilir (oksurik,nefes
darligi, cilt bulgulan gibi)

v

Gorme ve isitme kayb1 da bildirimistir




Tani

vV v v v v v Vv v

Cini murekkepi %30-50

Kritopkok kapsul antijeni

BOS ve serum

Duyarlilik %93-100 Ozgulliik 93-98
ELISA

Kultur (sikloheksimitsiz SDA)
30-35 derece 48-72 saatte ureme

BD glukan -, GM capraz reaksiyon

India ink preparation of cerebrospinal fluid (x400) shows a prg
individual yeasts, consistent with the capsule of Cryptococc
center of the slide is budding



BOS

Az sayida mononukleer

<50 cells/microL

BOS protein hafif yuksek

Glu dusuk

BOS Kultur pozitif hastalarin % 25 - 30 BOS bulgular normal

vV v v v v v v

Ayinci tam, toxo, tbc,




tedavi

» Non-HIV / non-SOT:
» _Induction - AmbBdeox (0.7-1.0 mg/kg/d i.v.) yada lipoampB (3-4 mg/kg/d i.v.) ile

flucytosine (100 mg/kg/d p.o. in 4 divided doses) for at least 4 weeks.

» Consolidation: Fluconazole (400-800 mg/od p.o.) for 8 weeks.
» Idame: Fluconazole (200 mg OD p.o.) for 6 to 12 months

» SOT:

» Induction - AmpB deo(0.7-1.0 mg/kg/d i.v.) yada lipoampB (3-4 mg/kg/d i.v.) ile
flucytosine (100 mg/kg/d p.o. in 4 divided doses) for at least 2 weeks.

» Consolidation: Fluconazole (400-800 mg/od p.o.) for 8 weeks.

» Idame: Fluconazole (200400 mg/d p.o.) for 6 to 12 months.

» HIV positive:

» Induction - AmpB deox (0.7-1.0 mg/kg/d i.v.) yada lipoampB (3-4 mg/kg/d i.v.) ile
flucytosine (100 mg/kg/d in 4 divided doses p.o.) for at least 2 weeks.

» Consolidation: Fluconazole (400 mg/d p.o.) for a minimum of 8 weeks.

» idame : Fluconazole (200 mg/d) for secondary prophylaxis (min. 1 year) - CD4 count >100 cell/pl
61




Pneumocystis jiroveci (P. carinii)

v

Morfolojik olarak protozonlara benzemesine karsin , bu gun mantar olarak
kabul edilmektedir.

Klinik %99 AC

Kulturde ureme yok

Etkili HIV HAART tedavisi ile siklig1 azald1
Mortalite %10-20

vV v.v Vv




HIV, CD4 dusuklugi en yiksek risk PCP
KIT

SOT

Hematolojik malignite

Glukokortikoid kullanim1 (=20 mg of prednizolon gun ve bir ay yada fazla)

vV v v v Vv Vv

KT ve diger immunsupressif ajanlar




klinik

ilerleyici dispne %95
Non-produktif oksuruk %95
Subfebril ates % 80

Grip benzeri tablo
inspiratuar ral

Solunum seslerinde azalma

vV v v v v v v

Hipoksi orta, agir




IFl epidemiyolojisi ile ilgili Fransa da yapilan bir calismada,
2001-2010.
35,876 IFI

>

vV v v Vv

Kandidemia (43.4%),

Pneumocystis jirovecii pneumonia (26.1%), Mortalite %9.5

invasive aspergillosis (IA, 23.9%),
cryptococcosis (5.2%), and

mucormycosis (1.5%).
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Bitar D, Lortholary O, Le Strat Y, Nicolau J, Coignard B, Tattevin P, et
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High-resolution computed tomography (C
the level of the aortic arch shows exten
The findings are a common and ghar




tani

Klinik supheli riskli hastalarda;

Tanida mikroskobik inceleme onemli yer tutar.

Balgam yada BAL

Radyolojik olarak bilateral perihilar interstitial infiltrates
HRCT daha duyarli

(1-3)-B-D-glucan +

vV v v v Vv Vv




P.jiroveci tani

GIEMSA STAINING




Tedavi

>

Trimethoprim Sulfametaksazol (TM-SMZ) veya pentamidin izosiyanat tir.

HIVnegatif : TMP-SMX: 15 mg TMP /kg/gun p.o. ori.v. in 3 yada 4 /gun, 14 gun
HIV pozitif: TMP-SMX: 15 mg TMP /kg/gun p.o. ori.v. in 3 or 4 /gun, 21 gun
Profilaksi; cd4 200

TMP-SMX fort tb gun yada tmp-smz haftada 3 gun



Toksoplazmoz

» Toksoplazma infeksiyon prevalansi

» ABD’de %11

» Avrupa, Latin Amerika ve Afrika’daki ulkelerde %50-80
Jones JL. Am J Trop Med Hyg 2007;77:405-10

» oTurkiye’de seroprevalans degisken (%24-62)
» HIV pozitif olgularda %52 (en sik SSS infeskyonu)

Aydin OA. Turkiye Parazitol Derg 2011;35:65-




ePrimer infeksiyon asemptomatik

«HIV infekte kisilerde latent infeksiyonun reaktivasyonu
o T. gondii seronegatif olanlarda toksoplazmoz nadir
ART kullanimiile TE azald

CD4 sayis1 50 hiicre/mm3’iin altinda olanlar daha riskli

vV v v v Vv

» Guidelines for the Prevention and Treatment of Opportunistic Infections
in HIV-Infected Adults and Adolescents, 2015




Serebral toxoplazmoz

Fokal ensefalit
En sik gortilen klinik form ates, bas agrisi, konflizyon ve motor glicsuzluk
«Fokal defisitlere bagli nobet, hemiparezi, afazi

«Serebral odeme bagli konflizyon, demans, letarji

vV v v v Vv

eBazen fokal olmayan bulgular: Psikiyatrik semptomlar

» Tedavi edilmezse Hastalik ilerler Nobet, stupor, koma, hayati1 tehdit eden
tablo




Serebral Toksoplazmoz Kesin Tanisi
e Uygun klinik bulgular
« Goruntuleme yontemleri ile tek veya cok sayida kitle lezyonu

v v vy

e Klinik ornekte mikroorganizmanin saptanmasi

v

Lomber ponksiyon

v

mononuclear pleocytosis, protein yuksek.
» BOS’ta T.gondii PCR Duyarlilik %96-100, Ozgiilliik %50

»  Guideline for the prevention and treatment of opportunistic infections in HIV-Infected Adults and Adolescents, 2015




Beyaz cevherde bir ya da cogunlukla birden fazla
«Tipik halka seklinde kontrast tutan,

«izodens ya da hipodens lezyonlar

«Siklikla eslik eden odem gorunumu

vV vyvyy

Uygun klinik bulgular olan hastada

» oT. gondii IgG pozitifligi

» e MR da tipik bulgular

Buyuk olasilikla tam koydurur TE

» BOS PCR spesifite %96-100, sensitivite %50-98)




Tedavi

ilk Secenek
Primetamin 200 mg baslangi¢c dozu, sonra

e< 60 kg Primetamin 50 mg/gun + sulfadiazin 1000 mg 4x1 + lokoverin 10-25 mg/gun
«>60 kg Primetamin 75 mg/gun, sulfadiazin 1500 mg 4x1 + (okoverin 10-25 mg/gun

v vyvyy

Alternatif

Primetamin-lokoverin + klindamisin 600 mg 4x1
TMP-SMX (TMP 5 mg/kg, SXT 25 mg/kg) 2x1

Atovakon 1500 mg 2x1 + primetamin-lokoverin
Atovakon 1500 mg 2x1 + sulfadiazin

Atovakon 1500 mg 2x1

Primetamin-lokoverin + azitromisin 900-1200 mg/gun

Guideline for the prevention and treatment of opportuni
Adults and Adolescents, 2015 75
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Primer profilaksi

CD4<100 : primer; tedaviden sonra sekonder proflaksi

» ilk Secenek
» TMP-SXT fort tb/gun

» Alternatif

TMP-SXT cift tb/haftada 3 gun

TMP-SXT tb/gun

Dapson 50 mg/gun + (primetamin 50 mg + lokoverin 25 mg) /hafta
(Dapson 200 mg + primetamin 75 mg + lokoverin 25 mg) /hafta
Atovakon 1500 mg/gun

(Atovakon 1500 mg + primetamin 25 mg + lokoverin 10 mg) /gun

vV v v v v VvV Y

3 aydan uzun sure CD4 >200 hucre/mm3 kesilir,




sekonder profilaksi

vV vvyvVvyy

Tercih edilen

Prir?e_’gamin 25-50 mg/gun + sulfadiazin 2000-4000 mg/gun + lokoverin 10-25
mg/gun

Alternatif

Klindamisin 600 mg 3x1 + (Primetamin 25-50 mg + lokoverin 10-25 mg) /gun
TMP-SMX tb 2x1

Atovakon 750-1500 mg 2x1 + (primetamin 25 mg + lokoverin 10 mg) /gun
Atovakon 750-1500 mg 2x1 + sulfadiazin 2000-4000 mg/gun

Atovakon 750-1500 mg 2x1

CD4 sayis1 en az 6 ay >200 hucre/mm3,kesilir




STRONGILOIDIYAZ

Strongyloides stercoralis.

Tropikal ve subtropikal kirsal bolgelerde endemik

>

>

» Asemptomatik eozinofili - dissemine hastalik

» Immunosuppresse hastalarda Strongyloides hyperinfection sendromu riski.
>

SOT alicilan, epidemiyolojik risk varsa donor kaynakli infeksiyon
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S. stercoralis, ciltten penetrasyon
hematojen -AC

GIS

S. stercoralis konaga yerlestikten sonra
otoenfeksiyon ile kronik enfeksiyona
Kronik enfeksiyonlu hastalarda
genellikle asemptomatik veya

cilt,

akciger ve

intestinal tutulumla ilgili

semptomlar gorulebilmektedir.

Qutside human
host (soll)

Filarform
larvae

Adult male and
fermale worms
reproduce sexually

\

Filariform larvae in
50!l ponetrate sxin

Autoinfection

v.

L, Some rhabaditifarm
larvae transform 10
filariform larvae and
reinvade gut wall

Larvae move via
venous system to lungs

Eggs hatch into
rhabditiform larvae,
which are excreted

in stool
~ T

Larvae swallowed and
deveiop into adult females
in gastrointestinal tract.
Eges produced by asexual
reproduction




>

Strongiloidiyaz immun sistemi baskilanmis bireylerde yaygin (dissemine)
hastalik seklinde olumcul seyredebilir.

Barsaklardan dolasima gecip diger organlara yayilir

Bu vakalarda ates, bulanti, kusma, karin agrisi, karinda sislik, sok, pulmoner
ve norolojik komplikasyonlar ile septisemi gelisebilir.

Aciklanamayan eozinofili strongiloidiyaz bulgusu olabilir.






Tani
Gaita incelemesi
Tedavi

Ivermectin

vV v v v Vv

Albendazole




