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Bagisikligi baskilanan hasta (BBH)

/\splcnia e Aplastic anemia

Bagisiklik sistemini dnemli 6l¢clide etkileyen;

altta yatan bir hastalik
veya
tibbi tedavi varlgi

Yalnizca yaygin patojenlerle degil, firsat¢i mikroorganizmalarla da
pnomoni agisindan artmis risk

Chest. 2020;158(5):1896-1911.
22.07.2025 Clin Infect Dis. 2019;68(9):1482-1493.




B Prevelansi giderek artmakta

s ALciger enfeksiyonlari sik

s Top|umda yaygin olan enfeksiyon etkenleriile daha agir klinik

mm——. [|rsatc| patojenler ile enfeksiyon riskinde artis.

. (oklu ilac direnci olan patojenler ile hastalik riski

Kotu prognoz ve yuksek mortalite

Mortalite ve morbiditenin 6nlenmesi icin erken tani ve ampirik tedavi

Tani gucliagu

Enfeksiyon ve enfeksiyon disi nedenlerin cesitliligi
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BBH Pnomoni Etkenleri
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Gram pozitif

bakteriler

S. pneumoniae
S. aureus
(MSSA nadiren MRSA)

Gram negatif bakteriler

H. influenzae
M. catarrhalis
Enterobacterales

Atipik
bakteriler
L. pneumophila

Chlamydophila
pneumoniae

Solunum yolu
virusleri

Influenza
Parainfluenza
Koronavirusler

Fungal etkenler ve

parazitler

Aspergillus ve diger
hiyalahifomikoz
etkenleri (Fusarium

S. pyogenes ve diger (K.pneumoniae, E.coli, M. pneumoniae RSV spp. Scedosporium
streptokok!Sr Enterobacter spp. C. burnetii Rhinovirus spp.)
Adenovirus Mucorales takimi

Daha nadir etkenler Hastaneye yatis ve sik hMPV P. jirovecii
Nocardia saglik hizmeti varliginda Diger Cryptococcus turleri
M. tuberculosis ve TDM Coklu direngli (GSBL ve / CMV Endemik fungal
Rhodococcus veya karbapenemaz lreten) HSV etkenler*

Enterobacterales \'7AY,

P. aeruginosa Toxoplasma gondii

A. baumannii Strongyloides

Diger nonfermentatif bakteriler stercoralis

Diger parazitler
Chest. 2020,;158(5):1896-1911.
22.07.2025
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1) Sputum and blood culture, antigenuria

2) Virus multiplex PCR

3) CMV, HSV, VZV PCR

4) Broncho-alveolar lavage

5) Toxplasma PCR
Cryptococcus PCR
Induced sputum
BDG
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Bacterial pneumol,-

1) Sputum and blood culture
2) Antigenuria

3) Virus Multiplex PCR

4) CMV, HSV, VZV PCR
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1) Sputum and blood culture
2) Antigenuria
3) Virus Multiplex PCR

Snuia Aioyendsed

6) Broncho-alveolar lavage

7) Mycologic sputum culture

8) BD-glucan, GM

9) Aspergillus PCR

10) Toxplasma/
Cryptococcus PCR
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Intensive Care Med (2020) 46:298—-314
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Solid Organ Transplantasyon Alicilari

| EeBvyvav >
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I Pneumocystis Jirovecii >

| Aspergillus I Kriptokok, endemik funguslar, atipik mantarlar >

l Listeria, Nocardia, TB l DM

Nozokomiyal

1 6 12

Viral

Fungal

Toplum kékenli bakteriler

Bakteriyel

l

Transplantasvon sonrasi gecen siire (av)
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Fungal Viral

Bakteriyel
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Hematopoetik Kok Hicre Nakil Alicilari

| EBV, VZV
| cmv
I HSV, RSV, influenza, parainfluenza
I Pneumocystis Jirovecii

[ Aspergillus

I Candida >

NV VVVNVY

[ Gram pozitif patojenler > | Kapsiillii bakteriler, TB, TDM
I Gram negatif patojenler >
Faz 1: Pre-engrafman ) Faz 2: Post-engrafman Faz 3: Geg faz -
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BBH Pnomoni Tedavisinde Temel Yaklasim

22.07.2025 Intensive Care Med (2020) 46:298-314



AMPIRIK TEDAVI



Bakteriyel;
* En sik karsilasilan etkenler bakterilerdir.

* Toplumda gelisen pnomoni (TGP) baslangic tedavisinde oncelikle temel solunum patojenleri
hedeflenmelidir.

[ Temel solunum patojenlere ek ampirik tedavi;
(1) ilaca direncli m.o veya firsatci patojenler icin risk faktérleri varsa

ve
(2) Empirik antimikrobiyal tedavideki gecikme hastayi artmis mortalite riskiyle karsi karsiya
birakacaksa,baslanmalidir
v’ Yatak basi (hizli) tani testlerinin kullanilabilirligi
v’ Hastanin basvuru anindaki hastalik siddeti
v’ Lokal epidemiyolojik veriler

v/ Belirli bir firsat¢i patojene ydnelik daha 6nce baslanmis profilaktik tedavi varhgi

Chest. 2020,;158(5):1896-1911
Bagisikligi Baskilanmis Eriskinlerde Gelisen Pnémoni Tani ve Tedavi Uzlasi Rgporu 2024



e Siddetli pndmoni varligi, direngli gram-pozitif ve gram-negatif organizmalara yonelik ampirik
tedaviye baslamak icin bir gdsterge olarak kullanilabilir.

Ancak;

. Cok ilaca direncli (MDR) bir patojen saptanmadigi takdirde, hizhi sekilde tedavi daraltilmahdir

(de-eskalasyon).

. Hastalik siddeti, pndmonide ilag direnci veya firsat¢i enfeksiyon varligini tek basina dogru
sekilde 6ngoremeaz.
# Ornegin:

e Streptococcus pneumoniae, yasami tehdit eden septik soka yol acabilirken,

* Invaziv pulmoner aspergillozis daha sinsi ve yavas ilerleyen bir klinikle seyredebilir.

Chest. 2020;158(5):1896-1911.



Antipsodomonal Sefalosporin:
sefepim,seftazidim
Karbapenem:imipenem,meropenm

| Betalaktam-betalaktamaz inhibitoru:
Piperasilin-tazobaktam,sefoperazon-
sulbactam
Kinolon:siprofloksasin,Levofloksasin

| Aminoglikozid:gentamisin,amikasin,
netilmisin

- Son 12 ay icinde MRSA ile enfeksiyon/ko R €IH'G T

- Yara bakimi vb. sorunlar [ SRR

« TMP-SMX

 Imipenem+Amikasin
e Seftriakson+Amikasin

e Linezolid

22.07.2025

P. aeruginosa
dahil gram
negatif
basillere etkili

+ MRSA etkili

+ Nocardia etkili
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* Karbapenem direncli A. baumannii ve P. aeruginosa'ya bagli pnomoni tedavisinde

nebulize/inhaler antibiyotiklerin kullanimini 6nermemektedir.
* Klinik calismalarda fayda gosterilememesi
» Enfekte akciger bolgelerine esit dagilim ve penetrasyon saglanamamasi
* Enjeksiyon icin formiile edilen ilaglarin inhale edilmesi
* Jet nebulizator gibi yetersiz dagilim saglayan cihazlarin kullanimi olabilir

* Bronkokonstriksiyon gibi solunumsal yan etkilere yonelik endiseler

Clin Infect Dis, 2024. doi:10.1093/cid/ciae403



Nebulize/inhaler antibiyotik kullanimi

e 100 eriskin (%34 P. aeruginosa) — Nebulize kolistin vs plasebo

* 142 eriskin (%22 P. aeruginosa) — Nebulize amikasin/fosfomisin vs plasebo
* 508 eriskin (%32 P. aeruginosa) — Nebulize amikasin vs plasebo

* 100 eriskin (%65 A. baumannii) — Nebulize kolistin vs plasebo

* 142 eriskin (%20 A. baumannii) — Nebulize amikasin/fosfomisin vs plasebo
* 508 eriskin (%29 A. baumannii) — Nebulize amikasin vs plasebo

* 1733 eriskinin dahil oldugu 13 calismayi kapsayan bir meta-analizde

Klinik sonuclari iyilestirdigi veya sagkalim avantaji sagladigi gosterilememistir.

® Yasam siiresi, yogun bakim kalis siiresi veya entiibasyon giinlerinde anlamli fark

cnpmnmam|§1‘|r

J Antimicrob Chemother 2010; 65:2645-9
Chest 2017; 151:1239-46.

Lancet Infect Dis 2020; 20:330—40. 539.
Sci Rep 2021; 11:6969. 540.



Viral

* Toplum kokenli viral enfeksiyon etkenleri (influenza A ve B virisleri, parainfluenza, RSV,
enterovirls, insan metapnomovirtsi vb) sik goralir

* Son yillarda rhinovirlise bagli pndmoni olgularinda artis

* Hucresel bagisikligin baskilanmasi durumunda (tx alicilarinda) viral pnémoninin en 6nemli
nedenlerinden CMV

* Pre-emptif tedavi yaklasim ile CMV pnémoni sikhgi azalmistir

* Imminmodilator virtis-diger patojenlerle birliktelik (P. jirovecii, enterik gram negatif basiller
vb)



Diffliz interstisyel infiltratlar

- Asimetrik buzlu cam alanlari + CMV etkili?
- Kiicuk sentrilobuler noduller olan Gansiklovir/Valgansiklovir
-Yakin zamanli AC/HKHN alicilari

Her iki akcigerde retikulonoduler infiltratlar

ve

-Eslik eden vezikiler doklintlsu

22.07.2025 16



» Kesin/olasi influenza vakalarinda, hastanin asilanma durumu farketmeksizin, BBH’lara

miimkiin olan en kisa slirede antiviral tedavi baslanmalidir
 Noraminidaz inhibitord (Oral oseltamivir, inhale zanamivir veya intraven6z peramivir)

 Altta yatan hastaligi olmayan, ayaktan izlenen saglikli bireylerde, komplikasyonsuz grip tedavisi:

5 giin siireyle agizdan oseltamivir (2x75 mg) veya inhale zanamivir veya tek doz intravenoz
peramivir ile yapiimalidir.

* Bazl hasta gruplarinda antiviral tedavi siiresi uzatilmasi distnulebilir (10 gtin) (viral replikasyon
suresi genellikle uzun):

* Bagisikligi baskilayan durum varlgi
e Agir alt solunum yolu hastaligi nedeniyle hastaneye yatirilanlar (6zellikle pnémoni veya ARDS)

Clin Infect Dis. 2019;68(6):895-902.



Fungal
* Bagisikligi baskilanmis veya risk faktorleri olan hastalarda en sik karsimiza cikan fungal etken
Aspergillus tirleridir.
* A. fumigatus (en sik), A. flavus, A. terreus, A. niger
* Hematolojik malignite, KiT alicilari

 YBU hastalari ve ciddi viral enfeksiyonlardan (influenza ve COVID-19) sonra da etken
olabilir

* Kandidemi/dissemine kandidiyazis veya solunum yollarinda kolonize olan Candida tirlerine bagli
nadiren pnomoni gelisimi

e Solunum yolu orneklerinde Candida turlerinin Gremesi klinik olarak anlamsiz
* Akciger biyopsisi ile tani konulur
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Akut lenfoblastik [6semi

Kronik lenfositik I16semi
Myelodisplastik sendrom

Multipl myelom

Akut alevlenme ile seyreden KOAH
AIDS

Non-Hodgkin lenfoma

Otolog HKHN

Bobrek nakli

Solid tiimor

Otoimmiuin hastaliklar (SLE vb)

Hodgkin Lenfoma, Myeloproliferatif hastaliklar

DUSUK RiSK
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Clinical Infectious Diseases

Practice Guidelines for the Diagnosis and Management of
Aspergillosis: 2016 Update by the Infectious Diseases
Society of America

Clinical Microbiology and Infection 24 (2018) e1—e38

Contents lists available at ScienceDirect C M I
. . : . CLINICAL
Clinical Microbiology and Infection MICROBIOLOGY

AND INFECTION

REESCMID

journal homepage: www.clinicalmicrobiologyandinfection.com

Diagnosis and management of Aspergillus diseases: executive
summary of the 2017 ESCMID-ECMM-ERS guideline

GUIDELINE ARTICLE

ECIL-6 guidelines for the treatment of invasive
candidiasis, aspergillosis and mucormycosis
in leukemia and hematopoietic stem cell
transplant patients

22.07.2025
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Population Intention Intervention SoR QoE Comment

.. Reduction in the Caspofungin 70 mg qd day 1, followed A I Caspofungin was associated with a
Hematolojik incidence of IA and/ by 50 mg qd (if body weight <80 kg) significantly higher rate of survival
maligniteler igin or related mortality than L-AmB (subgroup analysis).
kemoterapi alan L-AmB 3 mg/kg B I Less toxicity in comparison to cAmB

but more renal toxicity compared
with echinocandin

HKHN yapilmis,

*Notropeni Voriconazole 6 mg/kg bid IV (oral B Il Failed the 10% non-inferiority cut-
(<500/uL, 296 saat) 400 mg bid) on day 1, then 4 mg/kg bid off when compared with L-AmB,
*Genis spektrumlu IV (oral 200—300 mg bid) but first-line for aspergillosis.
ibakterivel Activity of azoles empirical therapy
anti a er'Ye for persistent fever may be limited
tedaviye ragmen in patients receiving prophylaxis
>96 saat ates with an agent of the same class.
(>38°C) . Dt -
Itraconazole 200 mg qd iv C Il Activity of azoles empirical therapy
(bazi merkezler 48 for persistent fever may be limited
saat olarak kabul in patients receiving prophylaxis
eder) with an agent of the same class.
TDM
ABLC 5 mg/kg qd C I Infusion-related toxicity (fever,
chills, hypoxia)
ABCD 4 mg/kg C I Same as above
cAmB 0.5—1 mg/kg qd D I Poor tolerance due to extreme
toxicity

II
II; No activity against Aspergillus

Micafungin 100 mg qd
Fluconazole

o @

Clin Microbiol Infect. 2018;24 Suppl 1:e1-e38.



First line curative treatment:
a switch of antifungal class

is necessary in case of
breakthrough infection

Refractory or progressive
invasive aspergillosis

Intolerance to therapy

22.07.2025

ESCMID

~

' 7~ . 7 .
Voriconazole Voriconazole or Voriconazole or

~N L isavuconazole isavuconazole
N

Isavuconazole or
Liposomal Liposomal Liposomal

amphotericin B amphotericin B amphotericin B
J S . )

Indication of an individualized approach
Therapeutic drug monitoring, switch of antifungal class (liposomal
amphotericin B, caspofungin or combination therapy),
tapering of immunosuppression, surgery

Switch of antifungal class or use of an alternative azole with a
nonoverlapping side -effect profile

27
J. Fungi 2023, 9, 131



Journal of
J Antimicrob Chemother 2022; 77: 1894-1898 éﬁtlmchOblal
https://doi.org/10.1093/jac/dkac125 Advance Access publication 21 April 2022 emOt erapy

Frequency of azole resistance in clinical and environmental strains
of Aspergillus fumigatus in Turkey: a multicentre study

Beyza Ener'*, Gagn Ergin?, Dolunay Giilmez?®, Harun Agca®, Melek Tikvesli®, Secil Ak Aksoy®, Miiserref Otkun®,
Ali Korhan Sig?, Dilara 8§iin¢’, Betil Ozhak’, Tuncay Topac®, Asli Ozdemir®, Dilek Yesim Metin®,
Siileyha Hilmioglu Polat®, Yasemin 0z'°, Nedret Kog'', Mustafa Altay Atalay?, Zayre Erturan'?, Asuman Birinci®?,
Nilgiin Cerik¢ioglu'“, Demet Timur?, Fahriye Eksi'®, Gonca Erkése Geng'?, Duygu Findik'®, Saban Giircan®,
Ayse Kalkanci'” and Sevtap Arikan-Akdagli ©©°

* 1 May 2018 -1 Ekim 2019, 21 merkez
* Azol direnci; >
Cevresel 6rneklerde %1.3

Hasta orneklerinde %3.3

e cyp51A geni 9 (%47.4) hastada var

«Azole resistance of A. fumigatus isolates was low in this study»




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

Grade Comments
Management includes antifungal therapy, surgery
and control of underlying conditions All Multidisciplinary approach is required
Antifungal therapy
ici Cll
Liposomal amphotericin B BII Daily dose: 5 mg/kg. Liposomal amphotericin B should be preferred in CNS ]
infection and/or renal failure
Amphotericin B lipid complex BII
ici i i reinn (11
IPosaconazole CIII No data to support its use as first-line treatment. Alternative when l
Combination therapy CIII
Control of underlying condition All Includes control of diabetes, hematopoietic growth factor if neutropenia,
discontinuation/tapering of steroids, reduction of immunosuppressive therapy
Surgery
Rhino-orbito-cerebral infection All
' ' ion All
' i BIII
Disseminated infection CIII Surgery should be considered on a case by case basis, using a
multi-disciplinary approach
Hyperbaric oxygen CIII
Recommendation against use
Combination with deferasirox All

22.07.2025

29



-Hucresel immin yetmezlik, HIV

-Ates, birkac haftadir devam eden ve giderek artan nonproduktif
oksuruk, takipne, dispne

-Bilateral, periferin korundugu, apikal agirlikli buzlu cam gérinimi
-Perihilar, kelebek gorlintlsi veren infiltrasyonlar

22.07.2025

+ PJP etkili

30



Orta-agir olgular

Hafif-orta olgular

22.07.2025

1. Secenek
-TMP-SMX 15-20 mg/kg

-3-4 doza boliinerek
-IV; klinik dizelme ile orale gegis

- 21 gun

1. Secenek
-TMP-SMX 15-20 mg/kg

-3-4 doza bolinerek
- IV/Oral
- 3x2 fort tb
-21 gun

Alternatif

- Pentamidin 3-4 mg/kg/giin IV
(en az 60 dk inflizyon)

-Primakin 30 mg/giin po + Klindamisin
IV/PO 600-900 mg, 6-8 sa 1

Alternatif

-Dapson 100 mg/giin po + TMP 15
mg/kg/gin

-Primakin 30 mg/giin po + Klindamisin
IV/PO 600-900 mg, 6-8 sa 1

-Atovaquone 750 mg, 12 saatte bir

31



TMP-SMX Yan Etki Orani: %20-80

e Dokintd (en sik gorilen, %30-55)
* Antihistaminik, doz azaltma

e Ates (%30-40)
* Antipiretik

* Lékopeni (%30-40)

* Trombositopeni (%15)
* Azotemi (%1-5)

* Hepatit

* Hiperkalemi

e

(U

*MUmkuiin oldugunca hafif ve yonetilebilir yan
etkilerde TMP-SMX tedavisini kesmemek

*Eger mutlak tedavi degisikligi gerekiyorsa ve hasta

agir durumdaysa:
* Primakin + Klindamisin
« Kaspofungin + Klindamisin

>

)




O

Orta-agir PCP olgularinda
% Pa0,<70 mmHg
* Alveolar-arterial O, gradient 235 mmHg

= CHEST

|: Original Research Chest Infections ]

Early Corticosteroids for Pneumocystis (@ cneck orpaes,

Pneumonia in Adults Without HIV Are
Not Associated With Better Outcome

C Prednizolon
» Erken baslanmali-tedaviden 15-30 dak 6nce
» PCP tedavisinin ilk 72 saati iginde

./

6-10 gun 40 mg po giinde bir kez

11-21 giin 20 mg po gunde bir kez

22.07.2025

Patrick M. Wieruszewski, PharmD, Jason N. Barreto, PharmD; Erin Frazee, PharmD, Craig E. Daniels, MD;
Pritish K. Tosh, MD, Ross A. Dierkhising, MS; Kristin C. Mara, MS; and Andrew H. Limper, MD

BACKGROUND: Evidence supporting adjunctive corticosteroids during the treatment of
Pneumocystis jirovecii pneumonia (PcP) in adults without HIV is minimal and controversial.
METHODS: This retrospective cohort study included P jirovecii pneumonia-positive, hospi-
talized patients without HIV admitted to the Mayo Clinic from 2006 to 2016. Change from
baseline in the respiratory component of the Sequential Organ Failure Assessment score
(SOFA,p) at day 5 was compared between early (within 48 h) steroid recipients and non-
recipients by using multivariable logistic regression and in a propensity-matched analysis.

RESULTS: Among the 323 included patients (early steroids, n = 258; no steroids, n = 65), the
median (interquartile range) age was 65 (53, 73) years, 63% were male, and 92% were white.
Severity-adjusted regression and propensity-matched analyses found that early administra-
tion of steroids was associated with less improvement in SOFA,.,;, at day 5 compared with no
steroids (P = .001 and P = .017, respectively). No differences were observed in the odds of
having at least a one-point improvement in SOFA,., at day 5 compared with baseline be-
tween groups (adjusted OR, 0.76 [95% CI, 0.24-2.28]; P = .61). Overall 30-day mortality was
22.9% (95% CI, 18.2-27.4). No differences in mortality, length of stay, admission to the ICU,
or need for mechanical ventilation were found between early steroid recipients and
nonrecipients.

concLusions: The addition of early corticosteroids to anti-Pneumocystis therapy in patients

without HIV was not associated with improved respiratory outcomes.
CHEST 2018; 154(3):636-644
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Open Forum Infectious Di "
Ipen Forum Infectious Uiseases :%,%IDSAI _—

Lower Mortality Associated With Adjuvant Corticosteroid
Therapy in Non-HIV-Infected Patients With Pneumocystis
jirovecii Pneumonia: A Single-Institution Retrospective US
Cohort Study

William Mundo,'*" Louis Morales-Shnaider,’ Selam Tewahade,” Eric Wagner,' Solana Archuleta,”” Mohamed Bandali,' Sindhu Chadalawada,"
Steven C. Johnson,’ Carlos Franco-Paredes,**" Leland Shapiro,*™" and Andrés F. Henao-Martinez'*

Background. Pneumocystis jirovecii pneumonia (PJP) remains a cause of mortality in HIV-negative patients. The clinical benefit
of adjuvant corticosteroids in these patients is uncertain. This study aimed to determine if corticosteroids would reduce mortality in

a cohort of HIV-negative PJP patients.

Methods. We examined a retrospective case series of patients diagnosed with PJP at the University of Colorado Hospital be-
tween 1995 and 2019. Data were collected in 71 PJP-infected patients. Twenty-eight patients were HIV-negative, and 43 were in-
fected with HIV. We performed bivariate and forward, stepwise multivariable logistic regressions to identify mortality predictors.

Results. Common underlying conditions in HIV-negative patients were hematologic malignancies (28.6%), autoimmune dis-
orders (25.9%), and solid organ transplantation (10.7%). HIV-negative patients had higher rates and durations of mechanical venti-
lation and intensive care unit stay. Survival was significantly increased in HIV-negative patients receiving adjuvant corticosteroids,
with 100% mortality in patients not receiving corticosteroids vs 60% mortality in patients receiving corticosteroids (P = .034). In
an adjusted multivariable model, no adjuvant corticosteroid use was associated with higher mortality (odds ratio, 13.5; 95% CI,

1.1-158.5; P = .039) regardless of HIV status.

[

Conclusions. We found substantial mortality among HIV-negative patients with PJP, and adjuvant corticosteroid use was
associated with decreased mortality. Response to corticosteroids is best established in HIV-infected patients, but emerging re-

Mortality in PJP
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HIV+ HIV- Total
B Stcroid therapy [ Not steroid therapy

ports suggest a similar beneficial response in PJP patients without HIV infection. Further prospective studies may establish a more

definitive role of the addition of corticosteroids among HIV-negative patients with PJP.
Keywords. HIV negative; Prneumocystis jirovecii pneumonia; prognosis; retrospective corticosteroid adjuvant therapy.
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Adjunctive Corticosteroids decreased the risk of mortality of N

Norihiko Inoue®”*, Kiyohide Fushimi®®"*

non-HIV Pneumocystis Pneumonia ==

Objectives: A mortality rate of non-human immunodeficiency virus-infected pneumocystis pneumonia
(non-HIV PCP) is 30-60%. But the effectiveness of adjunctive corticosteroids with trimethoprim-
sulfamethoxazole has been unclear, and we examined whether it lowered risk of mortality in non-HIV
PCP.

Methods: We did an observational study of adult non-HIV PCP patients from April 2010 through March
2016, using Japanese nationwide healthcare records of the Diagnostic Procedure Combination database
(DPC). The risk was estimated by the time-dependent Cox regression analyses with inverse probability
weights.

Result: 1299 eligible non-HIV PCP patients were identified. 737 patients were severe respiratory status
(partial pressure of oxygen in arterial blood [Pa0,] <60 mm Hg) and 562 were moderate (PaO, >60 mm
Hg) at hospital admission. Among patients with severe respiratory status, the adjunctive corticosteroids
was associated with lower risk of 60-day mortality (HR 0.71; 95% confidence interval [CI], 0.55-0.91), and
significantly decreased mortality rates (24.7% vs 36.6%, P=0.006). In contrast, no significant differences
were observed in the risk of 60-day mortality (HR 1.17; 95% CI, 0.73-1.86) and the mortality rate (10.9% vs
9.1%, P=0.516) among patients with moderate respiratory status.

Conclusion: The adjunctive corticosteroids were associated with lower risk of 60-day mortality in severe
non-HIV PCP patients.

Siddetli non-HIV PCP hastalarinda
Kortikosteroid tedavisi

60 giinliik mortalite riskinde,



* Klinik basarisizlik, tedavinin 4-8. glininde AKG ile solunum fonksiyonunda iyilesme olmamasi veya
kotulesme olmasi

* tedavi degisikligi yapmadan dnce 4 -8 giun beklenmesi

* Kortikosteroid tedavisi verilmemisse, tedavinin ilk 3=5 glinu icinde gecici ve reversible kotilesme
gorulebilir
* Antibiyotikler ile fungal lysis ve bunun sonucunda inflamatuar yanit

* Klinik basarisizligin nedeni olarak eszamanl enfeksiyoz veya enfeksiyon disi diger nedenler mutlaka
dislanmalidir.



Incidence of Pneumocystis jiroveci Pneumonia among
Groups at Risk in HIV-negative Patients
Pierre Fillatre, Olivier Decaux, Stéphane Jouneau, Matthieu Revest, Arnaud
Gacouin, Florence Robert-Gangneux, Annie Fresnel, Claude Guiguen, Yves Le

Tulzo, Patrick Jégo, et al.

Risk of pneumocystosis Odds Ratio [CI95%] P

High risk

- Polyarteritis nodosa 18.3 [4.9-63.4] <0.0001
Granulomatosis with polyangeitis 14.1 [1.7-42.3] <0.0001
Polymyositis/dermatomyositis 10.5[2.2-48.7] 0.0028
Non-Hodgkin lymphoma 9.0 [4.1-19.2] <0.0001
Chronic lymphocytic leukemia 10.2 [4.2-24.6] <0.0001
Acute leukemia 10.4 [4.0-24.6] <0.0001

Intermediate risk
Waldenstrém macroglobulinemia 5.6 [1.2-25.9] 0.0282
Multiple myeloma 5.9[1.6-21.9] 0.0078
Central nervous system cancer 5.3[2.0-14.8] 0.0009

Low risk
Rheumatoid arthritis 4.8 [1.85-12.5] 0.0012
Polymyalgia rheumatica 2.3[0.6-8.5] 0.2140
Horton granulomatosis 2.2 [0.6-8.2] 0.2331
Hodgkin lymphoma 2.3[0.5-10.8] 0.2813
Sjogren syndrome 1.9 [0.2-15.3] 0.5324
Sarcoidosis 0.7 10.1-5.81 0.7773

PCP profilaksi endikasyonlari

CD4 hiicre sayisi < 200 hiicre/puL -HIV/AIDS hastalari

1 aydan uzun siire 2 20 mg/giin prednizon ya da
esdegeri steroid kullanan hastalar

Alemtuzumab veya Temozolomid alan hastalar
HKHN veya SOT yapilmis, immunstprese hastalar
Fludarabin alan hastalar

Prednizon + Siklofosfamid alan Wegener
graniilomatozu (grantlomatoz polianjiit) hastalari

Clin Infect Dis. 2019,68(8):1320-1326.
The American Journal of Medicine, 2014, 12 (127), pp.1242.e11-1242.e17.
European AIDS Clinical Society (EACS) Guidelines 2023



ETKENE YONELIK TEDAVI



Mikobakteriyel enfeksiyonlar;

Tanisal ve terapotik zorluklarla seyreden bir hastalik grubudur.

Bu hasta grubunda tliberkiloz en sik gelisen mikobakteriyel enfeksiyondur.
* Normal poptilasyona gore 20-74 kat yuksek, 6lim orani %40, 6zellikle HIV hastalari

TB tedavisi temel olarak genel populasyon ile aynidir

Direnc durumu bilinmeyen TB hastalari icin tedavide tercih edilen standart tedavi; 2 aylik dortla
(INH, RIF, PZA ve EMB), 4 aylik INH ve RIF

Mevcut antimikobakteriyel ilaclar ile immunsupresif tedaviler arasindaki ¢oklu ilag etkilesimleri



Nakil alicilarinda TB tedavisinde kullanilan Rifamisinler (6zellikle rifampisin);

 Siklosporin

e Takrolimus

e Rapamisin (sirolimus) Organ rejeksiyon RiSKi. || Kalsinérin inhibitérlerinin dozunun
e Everolimus

* Kortikosteroid

* |ISila¢ konsantrasyonu yakin takip

* Rifapentin, rifampisinden daha zayif bir sitokrom P450 indlkleyicisi olmasi nedeniyle tedavide
tercih edilebilir

* INH, RMP ve PZA hepatotoksik etkileri karaciger enzimleri yakindan izlenerek kullanilabilir.
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Tiiberkiiloz-HIV/AIDS Koinfeksiyonuna Yaklasim

* ART ihtiyaci
* ART (antiretroviral tedavi), mimkin olan en kisa slirede baslanmalidir.
e TB tedavisine baslandiktan sonraki iki hafta icinde ART baslanmalidir.
* Eger TBC menenijit belirti ve bulgulari varsa, ART baslanmasi ertelenebilir.

 Ozellikle rifamisinler ve antiretroviral ajanlar arasinda ilac etkilesimleri

e Klinik kotilesme olarak yorumlanabilecek paradoksal reaksiyonlar
* |RIS (immiun rekonstitlisyon inflamatuar sendromu)

* CD4 lenfosit sayisi diistuk olan kisilerde ART erken baslandiginda IRIS riski goz ontinde
bulundurulmalidir.



Tuberkuloz disi mikobakteriyel enfeksiyonlar

! TB’den farkli olarak solunum yolu
orneklerinde TDM saptanmasi hastalik
anlamina gelmemektedir.

'En stk Mycobacterium avium oy .
complex (MAC) e Icin semptom ve bulgular, uyumlu radyolojik

gortnttler (noduler/ brongektatik veya fibrokaviter
ve kultdr pozitifligi gerekmekte

TDM’ler ¢evrede yaygin olarak bulundugundan
dolay tek kultlr pozitifligi de yeterli
olmamaktadir.

22.07.2025 48



Klinik ve radyolojik kriterler (ikisi birden gerekli)

e Pulmoner veya sistemik semptomlarin varligi
e Akciger grafisinde noduler veya kaviter opasiteler

e Yiksek cozunurlikli BT'de bronsektazi ile birlikte cok sayida kiiciik nodul
gorilmesi

e Diger tanilarin uygun sekilde dislanmasi

Mikrobiyolojik kriterler (biri yeterli)

e En az iki ayri balgam 6rneginden pozitif kiltir sonucu veya
e En az bir brons lavaji veya yikamasi 6rneginden pozitif kiltlir sonucu veya
e Transbronsiyal veya diger akciger biyopsisi ile mikobakteriyel histolojik
ozellikler + (grantlomat6z inflamasyon veya ARB)
* Ve bu bulgularla birlikte:
* Biyopsiden NTM icin pozitif kilttr alinmasi

* Veya bir veya daha fazla balgam veya brons lavaji 6rneginde NTM igin
pozitif kultir saptanmasi




TDM tedavi prensipleri

ARB pozitif balgam yaymalari ve/veya kaviteli akciger hastaligi varliginda, izlemden ziyade tedaviye
baslanmasi 6nerilir.

MAC ve M. abscessus; Makrolid ve amikasin icin duyarliliga dayali tedavi tercih edilir.

M. kansasii; Rifampisin icin duyarliliga dayali tedavi tercih edilir.

Makrolide duyarlh MAC;
* Makrolid igeren 3’lii rejim tercih edilir (Azitromisin >klaritromisin )
» Kavitasyonsuz nodiiler/bronsektatik --haftada 3 kez uygulanan rejim tercih edilir

Kaviteli, ileri/severe bronsektatik ya da makrolid direncli MAC;
* Baslangic tedavi rejimine parenteral amikasin veya streptomisin eklenmesi
e Gunliik tedavi rejimi
e Kultir negatifliginden sonra en az 12 ay tedaviye devam edilmesi 6nerilir.

Eur Respir ] 2020; 56: 2000535



Drug

Daily dosing

Thrice weekly dosing

Oral
Azithromycin
Ciprofloxacin
Clarithromycin
Clofazimine®
Doxycycline
Ethambutol
Isoniazid
Linezolid
Moxifloxacin
Rifabutin
Rifampicin (rifampin]

Trimethoprim/
sulfamethoxazole

250-500 mg per day
500-750 mg twice per day

500 mg twice per day
100-200 mg per day

100 mg once to twice a day
15 mg-kg™" per day

5 mg-kg™" up to 300 mg per
day

600 mg once or twice per
day

400 mg per day

150-300 mg per day
(150 mg per day with
clarithromycin)

10 mg-kg~" (450 mg or
600 mg) per day

800 mg/160 mg tab twice
daily

500 mg per day
N/A

500 mg twice per day

N/A

N/A

25 mg-kg™' per day

N/A
N/A
N/A
300 mg per day
600 mg per day

N/A

Parenteral
Amikacin (IV)

Cefoxitin (IV)

Imipenem (IV)

Streptomycin (IV or
IM)

10-15 mg-kg~' per day",
adjusted according to
drug level monitoring®

2-4 g 2-3 times daily
[maximum daily dose is
12 g per day)

500-1000 mg, 2-3 times
per day

10-15 mg-kg~" per day,
adjusted according to
drug level monitoring

15-25 mg-kg~" per day",
adjusted according to
drug level
monitoring®

N/A

N/A

15-25 mg-kg~" per day,
adjusted according to
drug level monitoring

Tigecycline (IV] 25-50 mg once or twice per N/A
dayT
Inhalation
Amikacin liposome 590 mg per day N/A
inhalation suspension
Amikacin, parenteral ~ 250-500 mg per day N/A

formulation

22.07.2025
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M. avium complex

Nodular-bronchiectatic 3
Cavitary >3
Refractory® >4

M. kansasii

M. xenopi

Azithromycin (clarithromycin)
Rifampicin (rifabutin)
Ethambutol

Azithromycin (clarithromycin)
Rifampicin (rifabutin)
Ethambutol

Amikacin IV (streptomycin)T

Azithromycin (clarithromycin)

Rifampicin (rifabutin)

Ethambutol

Amikacin liposome inhalation suspension
or amikacin IV (streptomycin)T

Azithromycin (clarithromycin)
Rifampicin (rifabutin)
Ethambutol

Azithromycin (clarithromycin)
Rifampicin (rifabutin)
Ethambutol

Isoniazid
Rifampicin (rifabutin)
Ethambutol

Azithromycin (clarithromycin) and/or moxifloxacin
Rifampicin (rifabutin)

Ethambutol

AmikacinT

3 times weekly

Daily (3 times weekly may be used
with aminoglycosides)

Daily (3 times weekly may be used
with aminoglycosides)

Daily

3 times weekly

Daily

Daily (3 times weekly may be used
with aminoglycosides)

22.07.2025
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Korunma

* Yillik influenza asilamasi
* RSV asilamasi
* Pnémokok asilamasi
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influenza asisi &3 Organization

———

The WHO recommends that trivalent vaccines for use in the 2025-2026 northern hemisphere
influenza season contain the following:

Egg-based vaccines

e an A/Victoria/4897/2022 (H1N1)pdmO09-like virus
e an A/Croatia/10136RV/2023 (H3N2)-like virus
e a B/Austria/1359417/2021 (B/Victoria lineage)-like virus.

Cell culture-, recombinant protein- or nucleic acid-based vaccines

e an A/Wisconsin/67/2022 (H1N1)pdmO09-like virus
e an A/District of Columbia/27/2023 (H3N2)-like virus
e a B/Austria/1359417/2021 (B/Victoria lineage)-like virus.

The recommendation for the B/Yamagata lineage component of quadrivalent influenza vaccines
remains unchanged from previous recommendations:

e a B/Phuket/3073/2013 (B/Yamagata lineage)-like virus.
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Centers for Disease Control and Prevention

Morbidity and Mortality Weekly Report

Weekly /Vol. 72 / No. 40 October 6, 2023

Characteristics and Outcomes Among Adults Aged =60 Years Hospitalized
with Laboratory-Confirmed Respiratory Syncytial Virus — RSV-NET, 12 States,
July 2022-June 2023

>60 yas 1,634 hasta RSV nedeniyle
hospitalize edilen hastalarin;

*54%’U =75 yas

eKronik Hastalik: obezite, Kr. Akc .hst.
KKY, ve DM.

eCiddi Sonuc: 18.5%
17.0% YBU,
4.8% Mekanik Ventilasyon,
4.7% EXx;
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Obesity COPD  |Other chronic| Congestive | Coronary Other Diabetes Kidney Neurologic
lung diseases| heart failure artery cardiovascular|  mellitus disorders conditions
(including disease diseases conditions (including
asthma) (including dementia)
kcerebrovascular
accident)

Underlying medical conditions

TABLE. (Continued) Characteristics of arandom sample of patients aged 260 years hospitalized with laboratory-confirmed respiratory syncytial
virusinfection* (N = 1,634), stratified by age and site — Respiratory Syncytial Virus-Associated Hospitalization Surveillance Network, 12 states,
October 2022-April 2023

Age group, yrs
Overall 60-69 70-79 >80
Weighted % Weighted % Weighted % Weighted %

Characteristic No. (95% Cl) No. (95% CI) No. (95% CI) No. (95% Cl)
Underlying medical condition
>1underlying medical condition*** 1,584 95.5(93.2-97.2) 501  96.3(94.0-97.9) 540 97.2(95.1-98.6) 543  93.5(87.3-97.2)
Chronic lung disease 813 49.2(45.7-52.7) 290 54.4(48.2-60.4) 292 53.9(48.0-59.7) 231 41.2(353-47.3)

COPD 552 33.7(30.5-37.0) 197 389 (33.1-44.8) 189  34.4(28.9-40.4) 166  29.1(24.0-34.6)

Asthma 332 19.1(16.6-21.8) 134 25.4(20.4-31.0) 108  16.5(12.9-20.7) 90 164(123-21.2)

Otherttt 72 5.4(3.8-7.3) 17 3.0(1.6-5.1) 34 8.4 (5.0-13.1) 21 4.6(2.4-8.0)
Cardiovascular disease 1,108 67.1(63.7-70.5) 304 55.0(48.8-61.0) 371  67.5(61.8-72.8) 433 76.3(70.0-81.8)

CHFSSS 545 33.2(30.0-36.5) 165 31.5(26.1-37.2) 165 29.8(24.4-35.7) 215 37.4(31.7-434)

CADTY 435 26.4(23.5-29.5) 109 20.9(16.3-26.3) 151  28.8(23.7-34.4) 175 28.6(23.6-34.1)

Neurologic condition 439 27.3(24.3-30.5) 96 17.3(13.4-21.7) 135  25.2(20.3-30.6) 208 36.8(31.0-429)

Dementiafttt 183 12.4(10.1-15.0) 7 1.0 (0.4-2.4) 40 8.5(5.5-12.5) 136  24.5(19.4-30.1)
Other 256 14.9(12.6-17.4) 89 16.2(12.5-20.6) 95 16.7(12.6-21.4) 72 12.3 (8.8-16.6)
Kidney disorder 477 293(26.3-32.5) 134 24.7(19.7-30.1) 156 30.0 (24.8-35.5) 187 32.3(26.9-38.0)

Obesity 572 37.8(34.3-414) 230 46.4(40.3-52.5) 213 42.4(36.5-48.6) 129 27.1(3153-33.6)
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Pnomokok asilamasi
| Immunosupresyon
Ast durumu bilinmiyor ise hi¢ pnémokok asist ile asilanmamis gibi degerlendirilmelidir. Ug alternatif agi semasi uygulanabilir.
1. KPA20 ulasilabiliyorsa: Tek doz KPA20 dnerilir
2. KPA15 ve PPA 23 ulagilabiliyorsa: ilk olarak KPA15 ardindan en az 8 hafta sonra PPA 23 uygulanmasi onerilir.
\ 3. KPA13 ve PPA23 ulasilabiliyorsa: ilk olarak KPA13 ardindan en az 8 hafta sonra PPA 23 uygulanmasi onerilir.
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rl'ablo 1. Erigkinlerde ACIP - 2024 pnomokokal bagisiklama onerileri !

[ Onceki a1 durumu 2 65 yas Eslik eden hastahk Immiinosupresyon Kohlear implant veya BOS
: (19-65 yas) (19-65 yas) Kacag
(19-65 yas)
KPA 20 veya KPA 21 ulagilabilir

Hig agilanmamig/ As1 durumu KPA 20 veya KPA 21 KPA 20 veya KPA 21 KPA 20 veya KPA 21 KPA 20 veya KPA 21
bilinmiyor/ KPA 7 ile agilanmig (Tek doz) (Tek doz) (Tek doz) (Tek doz)
PPA23 ile agilanmig > 1yl sonra > 1yil sonra > 1yil sonra > 1yil sonra

KPA 20 veya KPA 21 (Tek doz) KPA 20 veya KPA 21 (Tek doz) KPA 20 veya KPA 21(Tek doz) KPA 20 veya KPA 21(Tek doz)
KPA13 ile agilanmig > 1yil sonra > 1yl sonra > 1yl sonra > 1yil sonra

KPA 20 veya KPA 21(Tek doz) KPA 20 veya KPA 21(Tek doz) KPA 20 veya KPA 21(Tek doz) KPA 20 veya KPA 21(Tek doz)
KPA13 + PPA 23 (<65 yas > 5yil sonra Onerilmez > 5yil sonra > Syil sonra
oncesinde)

KPA 20 veya KPA 21 (Tek doz) (2 65 yas sonras: dnerilere uyulur) KPA 20 veya KPA 21 (Tek doz) KPA 20 veya KPA 21(Tek doz)
KPA13 + PPA 23 Hekim ve hasta degerlendirmesi - - -

i >

s%r(;(s)ﬁl,d];;r doz > 65 yas ile son agidan > Syil sonra KPA

20 veya KPA 21 uygulanabilir.

KPA 15 veya PPA 23 ulagilabilir
Hig agilanmamis/ As1 durumu KPA 15 (Tek doz) + > 1yil sonra | KPA 15 (Tek doz) + > 1yil sonra KPA 15 (Tek doz) + = 8 hafta KPA 15 (Tek doz) + > 8 hafta
bilinmiyor/ KPA 7 ile agilanmug PPA23 Sl sonra PPA23 sonra PPA23
PPA23 ile agilanmig > 1yl sonra > 1yil sonra > lyil sonra > 1yil sonra
KPA 15 (Tek doz) KPA 15 (Tek doz) KPA 15 (Tek doz) KPA 15 (Tek doz)
KPA13 ile agilanmug > 1y1l sonra > 1yil sonra > 8 hafta sonra PPA23, > Syil > 8 hafta sonra PPA23
PPA23 PPA23 sonra PPA23 (2.doz)
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