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ETIYOLOIJI

* Tek hucreli

» Okaryotik

® Protozoa ======pAscomycetous Mantar
®* Pneumocystis carinii sicanlarda

* P. jirovecii ise insanlarda

* Enfeksiyon erken cocuklukta




Hava yolu ile bulas

Insandan insana bulas

PCP profilaksisi ve ART'nin kullanimi ile sikligi azalmis

* Batl Avrupa ve ABD’de insidans < %1/yIl

Ponce CA, Pneumocystis colonization is highly prevalent in the autopsied lungs of the general population.Clin Infect Dis. 2010;50(3):347.



! EPIDEMIYOLOJI

1940’larda infantlarda interstisyel plazma hucreli pndmoni

* 1960 konjenital immun yetmezlikli cocuklar ve malignite tedavisi géren
yetiskinlerde sporadik vakalar

1980’li yillarda AIDS hastaliginin ortaya cikmasiyla PCP vaka sayisinda
artis goézlenmistir
+ Imminitesi baskilanmamis bireylerde hastalik olusturmakta

Clinical Medicine Insights: Circulatory, Respiratory and Pulmonary Medicine 2015:9(S1)



PATOGENEZ

® Trofozoidler AC e pndmositlere baglanir.
® Trofozoid ve kistlerde artis olur, Reaktif alveoler makrofajlar

®* En dnemli antijeni major surface glycoprotein,
» MSG trofozoid formlarin alveoler epitel hiicresine baglanmasina eslik eder.

« Makrofajlara mannoz reseptorleri araciligiyla baglanarak etkenin
uzaklastirilmasini engeller.

o CD4+ T lenfositlerde proliferasyon ve sitokin salinimi olur.

o Interldkin (IL) -1, IL-2 ve tiimor nekrozis faktdr alfa (TNF-A) artar.
Monositlerin uyarilmasi ile IL-8 ve tnf-a salinir,



PATOGENEZ

Yaygin alveoler hasar

Alveoler [imen proteindz bir eksuda ile dolar.

Monontukleer hicre infiltrasyonu,

Surfaktan fosfolipidlerinde azalma,

Alveoler septalarda 6dem, kalinlasma ve fibrozis

Akciger kompliyansi ve gaz degisimi bozulur.

Hipoksi, alveoler-arteryel oksijen gradiyentinde artma,

Respiratuar alkaloz, vital kapasite ve diflizyon kapasitesinde azalma

Clinical MediCine insihts: CirCulatory, respiratory and pulMonary MediCine 2015:9(51)
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RiISK FAKTORLERI

CD4 hiicre sayisi 200 hiicre/mm?3 den daha az
* CD4 hucre yuzdesi < %14

* PCP epizotu

* Oral pamukcuk

* Rekirren bakteriyel pnémoni

- Istemsiz kilo kayb

Yiksek HIV RNA duzeyleri

Guidelines for Prevention and Treatment of Opportunistic Infections in HIV-Infected Adults and Adolescents



HIV’LI HASTADA PCP

*Solunum yetmezligi kademeli
*Bal sivisi cok sayida organizmayi icerir
*Tani kolay

Clinical MediCine insihts: CirCulatory, respiratory and pulMonary MediCine 2015:9(S1)
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KLINIK FORMLAR

* GOz

Kulak

Bobrek

Cilt

Mastoid

Tiroid bezi

Merkezi sinir sistemi

Bennett NJ. Clinical presentation of PCP. Available from: http://emedicine.medscape.com/article.
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KLINIK
* Takipne, Tasikardi
* Ates %80
* Dispne %95
- Okstirtik %95
* Oral pamukcuk
* Nadiren balgam, hemoptizi ve goégus agrisi
* Yaygin kuru raller

Clinical MediCine insihts: CirCulatory, respiratory and pulMonary MediCine 2015:9(S1)



! KLINIK

Hipoksi
Hafif
- Oda havasindaki arteryel oksijen [PO2] >70 mm hg
- Alveoler arteryel O2 gradyan [a-a] DO2 <35 mmbhg)
Orta
- [@a] DO2 35<- <45 mm hg

Siddetli
- [@aa] DO2 245 mm hg).



* Klinik prezent:

» Kan testleri ve
organizma rut

* Doku, bronko:
sitopatolojik

Pneumocystis jirovecii Can Be Productively Cultured in Differentiated
CuFi-8 Airway Cells

Verena Schildgen, Stephanie Mai, Soumaya Khalfaoul, Jessica Lusebrink, Monika Pieper, Ramona L. Tillmann, Michael Brockmann,
" Oliver Schildgen

Kliniken der Stadt Koin gGmbH, Klinikum der Privaten Universitat Witten-Herdecke mit Sitz in Kaln, Institut flr Pathologie, Cologne, Germany

VS and SM contributed equally to this atide
ABSTRACT Although Preumocystis jirovecii is a well-known and serious pathogen, all previous attempts to isolate, cultivate, and

propagate this fungus have failed. This serious challenge in microbiology was addressed in the present study. We examined
whether P. jirovecii could be cultured in a permanent three-dimensional air-liquid interface culture system formed by CuFi-8

cells, a dE"erentiated pseudostratified airway epithelial cell line. Cultured pseudostratified cells were inoculated with broncho}l-
veolar fluid That confirmed to be positive for P. jiroveci using ive days [ater, the ce asal medium were

harvested and tested for P. jirovecii using quantitative PCR (qPCR), commercially available immunofluorescence detection as-
says, and Grocott staining of formalin-fixed, paraffin-embedded thin sections of infected-cell cultures. We successfully produc-
tively cultivated and propagated P. jirovecii from these P. jirovecii-positive bronchoalveolar lavage fluid (BALF) samples. Fur-

thermore, we provide evidence that P. jirovecii induced cytopathic effects on lung epithelial cells and was even invasive in cell

culture. To the best of our knowledge, the cell culture system developed herein represents the first methodology to enable molec-

ular analyses of this pathogen’s life cycle and further in vitro studies of P. jirovecii, such as assessments of drug sensitivity and
resistance as well as investigations of the pathogen’s stability against environmental factors and disinfectants.

IMPORTANCE This is the first report of the successful productive cultivation and propagation of Pneumocystis jirovecii, a human-
pathogenic fungus of major clinical significance. These findings are groundbreaking because they will influence the field of diag-

nostic microbiology, facilitate the testing of antibiotics against P. jirovecii, and enable stability studies of this pathogen when

exposed to the environmental factors and chemicals that hospitals are required to use for disinfection. Because productively cul-

turing P. jirovecii has been attempted unsuccessfully for several decades, this study represents a breakthrough in this field.
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Laboratuvar

* Serum LDH seviyesi
- Balgam, Bal, AC biyopsisi, acik biyopsi
- Giemsa, Diff-Quik
« Grocott-gomori
*  Metenamin gimusu
- Gram boyama efektif degil
+ Imminofloresan boya

Song Y, Ren Y, Wang X, L1 R. Recent Advances in the Diagnosis of Pneumocystis Pneumonia. \cd Mycol J. 2016




L.aboratuvar

PCR
Seroloji
1,3R-D-glukan
- Diger mantar hastaliklari

- Hemodiyaliz seliiloz mebranlari
- Baziilaclara bagh pozitiflikler

Serum anti —major surface glycoprotein (Msg )

Song Y, Ren Y, Wang X, L1 R. Recent Advances in the Diagnosis of Pneumocystis Pneumonia. \cd Mycol J. 2016




! TANI

Radyoloji

AKCIGER GRAFiSI
* % 90 Anormal
 Difuz, bilateral simetrik buzlu cam

- Perihiler baslayan bilateral diffliz kelebek desenli interstistyel
infiltratlar

- Spontan pnomotoraks
* % 13-18'inde tuberkiloz, kaposi sarkomu veya bakteriyel pnédmoni
* % 30 olguda atipik bulgular



PORTABLE




! TANI

Radyoloji

Ince kesitli (BT)
® Yumusak buzlu cam goérintusu
®* Normal olmasi yuksek negatif prediktif degere sahip

Niikleer tip

® Gallium®” akciger sintigrafisi

® Heterojen veya homojen diffiiz pulmoner tutulum
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AYIRICI TANI

* Viral pndmoni = Sarkoidoz

= CMV pnomonisi = Wegener granulamatosis
= Tuberkllozu * Pnemokonyozlar

= Anjiyoinvasif aspergilloz " Hipersensivite pnomonisi
= Bagisiklik yeniden yapilandirma = Kaposi sarkomu

inflamatuar sendromu (IRIS) = Pulmoner emboli

https://radiopaedia.org/articles/pneumocystis-pneumonia



Guidelines for the Prevention and Treatment of

Opportunistic Infections in HIV-Infected Adults

and Adolescents

SRRV
_“'ﬁ ‘&,

(¢

= Recommendations from the Centers for Disease Control and Prevention,
Z C the National Institutes of Health, and the HIV Medicine Association
“«%” of the Infectious Diseases Society of America

How to Cite the Adult and Adolescent Opportunistic Infection Guidelines:

Panel on Opportunistic Infections in HIV-Infected Adults and Adolescents. Guidelines for the
prevention and treatment of opportunistic infections in HIV-infected adults and adolescenis:
recommendations from the Centers for Disease Contirol and Prevention, the National Institutes
of Health, and the HIV Medicine Association of the Infectious Diseases Society of America.
Available at hitp://aidsinio_nih.gov/contentfiles/vguidelines/adult oi.pdf. Accessed (insert date)
[include page numbers, table number, etc. if applicable]

It is emphasized that concepis relevant to HIV management evolve rapidly. The Panel has a
mechanism to update recommendations on a regular basis, and the most recent information is
availabie on the AIDSinfo website (hilp//aidsinfo_nih.gov).

Downloaded from https://aidsinfo nibh sov/guudelines on 10/22/2017

Access AlIDSinfo
mobile site
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PRIMER PROFILAKSI

® Endikasyonlar:
e CD4 sayisi <200 hiicre / mm3 (Al)
e Toplam lenfosit sayisi CD4 < % 14 (Bll)

* CD4 sayisi 200 < - <250 hiicre / mm3, eger ART baslanmayacak, CD4 hiicre
sayisi her 3 ayda bir takip mimbktn degilse (BII).

Toksoplazmozun icin pirimetamin / slilfadiazin alan hastalar da PCP icin ilave
profilaksi gerekmez (All)



PRIMER PROFILAKSI

Tercih Edilen Tedavi:
e TMP-SMX, 1 DS PO gunlik  (Al)
e TMP-SMX, 1SS PO giinlik  (Al)
Alternatif Tedavi :
e TMP-SMX 1 DS PO, haftada ¢ kez (BI) veya
e Dapsone, gunlik 100 mg PO veya 50 mg PO BID (BI) veya

° %a;rsone 50 mg PO glinliik + (pirimetamin 50 mg + lokovorin 25 mg) PO haftalik
veya

e (Dapsone 200 mg + pirimetamin 75 mg + lokovorin 25 mg) PO haftalik (Bl) veya
e Her ay Respigard Il ™ neblilizor yoluyla aerosolize pentamidine 300 mg (BI) veya
e Atovaquon 1500 mg PO giinliik gidalarla (BI) veya

(Atovaquone 1500 mg + pirimetamin 25 mg + I6okovorin 10 mg) PO ile glinltk
viyeceklerle (Clll)



PRIMER PROFILAKSI

Sonlandirma Endikasyonlar::

e CD4 sayisi, ART'ye cevap olarak en az 3 ay boyunca <200 hiicre / mm3'den
200 < hiicre / mm3'e yukselmisse kesilebilir (Al) .

e CD4 sayimi1 100-200 hticre / mm3 ve HIV RNA's1 en az 3-6 aylik algilama
sinirinin altinda kalirsa, disunebilir (BII)

Yeniden Baslama Endikasyonlar: :
e CD4 sayisi < 100 hiicre / mm3 (AIII)

e CD4,100-200 hticre / mm3 ve tespit edilen limitinin tstiinde HIV RNA's1
varsa (AIII).



g e

PRIMER PROFILAKSIY] KESMENIN FAYDALARI

e Onleyici faydalari sinirli
e Hap yukdi

e Maliyet

e |lac toksisitesi

e llac etkilesimleri

e Direncli patojenlerin secilme olasiligini azaltma

Vaninder K. Sidhu, MSc, Michelle M. Foisy, Pharm, and Christine A. Hughes, Pharm.Discontinuing
Pneumocystis jirovecii Pneumonia Prophylaxis in HIV-Infected Patients With a CD4 Cell Count <200 cells/mm3



Published 1in final edited form as:
Med AMycol 2013 August ; SI(6): S68—-575_doiz10.3109/13693786.2013.770604._

Dihydropteroate Synthase Mutations in Pneumocystiis
Pneumonia: Impact of Applying Different Definitions of
Prophylaxis, Mortality Endpoints and Mutant in a Single Cohort

Christina Yoon'-T." Anuradha Subramanian’-T, Amy Chi’', Kristina Crothers?, Steven R.
Meshnick>, Steve M. Taylor>-4, Charles B. Beard®, Leah G. Jarisberg’', Gena G. Lawrence”®,
Melissa Avery~, Alexandra Swartzman', Serena Fong', Brenna Roth®*, and Laurence
Huang' on behalf of the International HIV-associated Opportunistic Pneumonias (IHOP)
Study

1San Franci

2zuniversity { * 10 yillik ¢alisma

2Gillings Sc| * 372 PCP epizoduna sahip 342 HIV bulasmis hasta

:’SA | = DHPS genotiplendirme 325 6rneklemde basarili olmustur
S Mutasyonlar profilaksi kullanimi ile iligkili

* Mortalite ile iligki yok

SCenters fos

Abstract

Prneumocystis jirovecii dihydropteroate synthase (DHPS) gene mutations are well-reported.
Although sulfa prophylaxis generally s associated with DHPS mutant infection, whether mutant
infection is associated with poorer clinical outcomes i1s less clear. The differing definitions of sulfa
prophylaxis and the different mortality endpoints used in these studies may be one explanation for
the conflicting study results. Applying different defimtions of prophylaxis, mortality endpoints
and DHPS mutant to 301 HIV-anfected patients with Prewrmocyszis pneumonia, we demonstrate
that prophylaxis, irrespective of definition, increased the rnisk of infection with pure mutant (any
prophylaxis: AOR 4. 00, 959 CI: 1 . 83—-8.76, p=0.001) but not mixed genotypes (any prophylaxis:
AOR 0.78, 959 CI1: 026236, p—=0.65). However, infection with mutant DHPS | irrespective of
definition, was not associated with imncreased mortality (all-cause or PCP death) at the three time-
intervals examined (all p=0.05). Future studies should standardize key vanables associated with
DHPS mutant infection as well as examine DHPS mutant subtypes (pure mutant vs. mixed
infections) — perhaps even individual DHPS mutant genotypes — so that data can be pooled to

better address this 1ssue.
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TEDAVI

TMP-SMX profilaksisine ragmen PCP gelisen hastalar genellikle standart
dozlarda TMP-SMX ile etkili bir sekilde tedavi edilebilir (BIll)



; TEDAVI™ ;

Hafif- Orta

Toplam Sire = 21 giin (All)

eTercih Edilen Tedavi:
e TMP-SMX: (TMP 15-20 mg / kg / gtin ve SMX 75-100 mg / kg / giin), 3
e bolinmus dozda (Al) veya
e TMP-SMX DS - 2 tablet TID (Al).

* Alternatif tedavi:
e Dapsone 100 mg PO ginlik + TMP 15 mg / kg / gtin PO (3e bolinmis
doz) (Bl) veya
* Primaquine 30 mg (baz) PO glnluk + Clindamycin PO (450 mg 6
saatde veya 600 mg 8 saatde) (BI) veya
e Atovaquone 750 mg PO BID ile yiyecek (BI)



Orta - Ciddi

Tercih Edilen Tedavi:

* TMP-SMX: (TMP 15-20 mg ve SMX 75-100 mg) / kg / glin IV. 6yada 8 saat (Al)
klinik diizelmeden sonra PO'ya gecebilir (Al).
Alternatif tedavi:

e Pentamidin 1X4 mg / kg IV giinde bir kez en az 60 dakika inflize edilir (Al); toksisite
nedeniyle giinde bir kez 3 mg / kg IV dozunu azaltabilir (Bl)

e Primaquine 1X30 mg (baz) PO + (Clindamycin 3X600 - 900 mg IV / (Al).

o k% ngdlmc| Lovtileactovoidlor ovto vio cvcvive sviolealonvddo andilcaddi- ALY

Yogun bakim ihtiyaci olan hastalara caspofungin eklenmesi




; TEDAVI _

Yardimcli kortikosteroidler

Orta ila ciddi PCP icin:

® 72 saat icinde baslanmali (Al)

® IV metilprednizolon, prednizon dozunun% 75'i olarak verilebilir
®1-5 gin 40mgoral 2 doz
®6-10 gun 40 mg oral gunluk
®11-21 giin 20 mgr oral gunlik

Ewald H, Raatz H, Boscacci R, Furrer H, Bucher HC, Briel M Adjunctive corticosteroids for Pneumocystis jiroveci pne umonia in patients with HIV infection (Review)
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PROGNOZ

® Sag kalimi artmis
* YBU gereken hipoksemiye sahip hastalarda prognoz kétidur
* Ciddi PCP de YBU kabul veya mekanik ventilasyon dnerilmelidir

® Mortalite %10-20



OPEN & ACCESS Freely available online =" PLOS one

Early Antiretroviral Therapy Reduces AIDS Progression/
Death in Individuals with Acute Opportunistic Infections:
A Multicenter Randomized Strategy Trial

PCP tanisinin ilk 2 haftasi icinde ART almayan hastalara ART tedavi
baslanmali (Al)

Methods and Findings: A5164 was a randomized strategy trial of “early ART” - given within 14 days of starting acute Ol
treatment versus “deferred ART"” - given after acute Ol treatment is completed. Randomization was stratified by presenting
Ol and entry CD4 count. The primary week 48 endpoint was 3-level ordered categorical variable: 1. Death/AIDS progression;
2. No progression with incomplete viral suppression (ie HIV viral load (VL) =50 copies/ml); 3. No progression with optimal
viral suppression (ie HIV VL <50 copies/mi). Secondary endpoints included: AIDS progression/death; plasma HIV RNA and
CD4 responses and safety parameters including IRIS. 282 subjects were evaluable; 141 per arm. Entry Ols included
Pneumocytis jirovecii pneumonia 63%, cryptococcal meningitis 12%, and bacterial infections 12%. The early and deferred
arms started ART a median of 12 and 45 days after start of Ol treatment, respectively. The difference in the primary
endpoint did not reach statistical significance: AIDS progression/death was seen in 20 (149%) vs. 34 (24%); whereas no
progression but with incomplete viral suppression was seen in 54 (38%) vs. 44 (31%); and no progression with optimal viral
suppression in 67 (489%) vs 63 (45%) in the early vs. deferred arm, respectively (p =0.22). However, the early ART arm had
fewer AIDS progression/deaths (OR=0.51; 95% CI=0.27-0.94) and a longer time to AIDS progression/death (stratified
HR =0.53; 95% Cl1 = 0.30-0.92). The early ART had shorter time to achieving a CD4 count above 50 cells/mL (p<0.001) and no
increase in adverse events.

Conclusions: Early ART resulted in less AIDS progression/death with no increase in adverse events or loss of virologic
response compared to deferred ART. These results support the early initiation of ART in patients presenting with acute
AlDS-related Ols, absent major contraindications.

Trial Registration: ClinicalTrials.gov NCT00055120
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® PCP’yi takiben IRIS nadir

PCP ile iliskili IRIS yénetimi iyi tanimlanmamistir
Solunum vyetmezligi olan hastalarda, diger nedenler ekarte edilirse
kortikosteroidleri 6nermektedir




YAN ETKi -1

TMP-SMX‘e karsi yan etki oranlari Destekleyici tedavi yapilmahlidir (Alll)
yiiksek (% 20-85)

o Dokiintii (% 30-55) o Antihistaminikler

(Stevens-Johnson sendromu dahil) e Antiemetik

o Ates (% 30-40), e Antipiretik

o Lokopeni (% 30-40)

e Trombositopeni (% 15)

e Azotemi (% 1-% 5)

e Hepatit (% 20)

e Hiperkalemi



Alternatif tedavilerin en sik goriillen yan etKkileri

Dapson veya primakin
* Methemoglobnemi

 Hemoliz (6zellikle G6PD eksikligi
olanlarda); doklintu ve ates ile

Dapsone
e Azotemi,
e Pankreatit,
e Hipo- veya hiperglisemi,
e Lokopeni, elektrolit anormallikleri

YAN ETKi-2

Pentamidin
e Kardiyak ritim bozuklugu
e Anemi
e Dokunti
e Ates
Primaquine
e Diyare
e Bas agrisi
e Mide bulantisi
e ishal
e Dokintd
* Atoavkuon
e Transaminaz yukselmeleri



YAN ETKI-3

® Hayati tehdit etmeyen yan etkilerde ilac devami

* Hafif yan etki nedeniyle TMP-SMX kesilirse
» DUzelmeden sonra yeniden baslama (All)
» Doz yavas yavas artabilir (duyarsizlastirma) (Bl)
» Dusuk dozda veya siklikla verilebilir (CIII)

® Olasi veya kesin Stevens Johnson sendromlu veya Toksik epidermal
nekroliz hastalarda terapi devam ettirilmeden sonlandiriilmahdir (Alll)
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TEDAVi BASARISIZLIGI

* 1/3 Ginde toksisiteye bagl basarisizlik
» Baska bir rejime gecis (BIl)
* TMP-SMX etkili degil veya toksisite
Orta ila siddetli hastalik icin

- Parenteral pentamidin veya

* Oral primakin + intravendz klindamisin (BII)
Hafif hastalik
® Atovaquone (BI)
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TEDAVi BASARISIZLIGI

°*PCP tedavisinden 4-8 gin sonra kan gazi ile belgelenen solunum
fonksiyonlarinin dizelmemesi veya kotulesmesi olarak tanimlanir

ellac etkisizligine bagh % 10

*Tedavi degisikligi icin en az 4-8 giin beklemelidir (BIil)



/. SEKONDER PROI?fLAKSI!

TERCIH EDILEN TEDAVI
e TMP-SMX, 1 DS PO guinliik (Al)
e TMP-SMX, 1 SS PO guinliik (Al)
ALTERNATIF TEDAVI
e TMP-SMX 1 DS PO, haftada uc kez (BI)
e Dapsone, glinlik 100 mg PO veya 50 mg PO 2doz (BIl) veya

e Dapsone 50 mg PO glinlik + (pirimetamin 50 mg + lokovorin 25 mg) PO
hartalik (Bl) veya

e (Dapsone 200 mg + pirimetamin 75 mg + [6kovorin 25 mg) PO haftalik (Bl)
veya

e Her ay Respigard Il ™ nebulizor yoluyla aerosolize pentamidine 300 mg (BI)
veya

e Atovaquoon 1500 mg PO gunltk gidalarla (BIl) veya

e Atovagquone 1500 mg + pirimetamin 25 mg + lokovorin 10 mg PO ile glinlik
gida ile (CIlI)
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SEKONDER PROFILAKSI

* Tedavinin tamamlanmasinin sonra baslatiimali
* ART ye bagl immun cevap gelisene kadar surdurtlmelidir (Al)




S SERONDPRPROMCAS—

* ART tedavisi ile 3 aydan fazla CD4 sayisi <200 hiicre/mm3‘den -> 200
hicre/mm?3'e yikselmis (BIl)

® CD4 sayimi1 100-200 hticre / pyL arasinda ise ve HIV RNA'nin en az 3-6
aylik siire tesbit edilen sinirlarinin altinda ise (BIl)

® PCP, ART' almayan hastalarda CD4 200 hicre/mm?3'lik den fazla olan
hastalar icin, HIV plazma RNA seviyeleri, en az 3-6 aylik algilama
limitlerinin altinda olan hastalarda, bu onerileri destekleyecek veri
olmamasina ragmen profilaksinin kesilmesi dtustnulebilir (CIll).

Bir PCP atagi, ART sirasinda CD4 yaklasik >200 hiicre/mm?3 iken ortaya
cikarsa, yasam icin PCP profilaksisine devam edilmeli (BIll)




SEKONDER PROFILAKS
Yeniden Baslatma Endikasyonlari

CD4 sayisi 200 hiicre / mm3'e (Alll) diserse



! GEBELIKTE TEDAVI

* |Ik trimesterdeki kadinlarda fayda gérmeleri nedeniyle hala TMP-SMX ile
tedavi (Alll)

* TMP-SMX'e yanit vermiyorsa alternatif terapiler kullanilabilir (Al)
» Dapson ve TMP,
e Primakin + klindamisin,
» Atovakuun stispansiyonu
IV pentamidin bulunur.

® Her gebe kadin icin rutin olarak 0.4 mg/giin folik asit takviyesi onerilir



! GEBE

Adjuvan kortikosteroid

Orta-siddetli hastalar (Alll)

e Maternal hipertansiyon
e Glukoz intoleransi
e Gestasyonel diyabet

e Enfeksiyon riskinde artis ile iliskili olabilir



! GEBE

* Profilaktilakside TMP-SMX (Alll)

® Teratojenite ilgili teorik endiseler gbz dntine alindiginda Alternatif
e Aerosolize pentamidin

e Oral atovakuon kemoprofilaksiyi birakmak yerine dusinebilir (Clll)



e S —SS—————m

SIDDET DEGERLENDIRME PROGNOSTIK

* |leri yas

® PCP profilaksisinin dnceden alinmasi

® Hastanede yatis sirasindaki zayif oksijenizasyon
® Serum LDH duiizeylerinin yikselmesi

® DUsuk hemoglobin ve serum alblimin dizeyleri
® BAL sivisinda noétrofili

® Pndmotoraks

* Tibbi komorbiditenin varligi

®* Mekanik ventilasyon gereksinimi

Clini Cal MediCine insights: CirCulatory, respiratory and pulMonary MediCine 2015:9(s1
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ALTERNATIF TEDAVI

Ekstrakorporeal membran oksijenasyonu (ECMO)

» Maksimal medikal tedaviye direncli solunum ve / veya dolasim
vetmezligi icin kabul edilmis kurtarma tedavisi haline gelmektedir.

Clini Cal MediCine insights: CirCulatory, respiratory and pulMonary MediCine 2015:9(s1



Li et gl. BMC Pulmonary Medicine (2016) 16:144
DOi 10.1186/512890-016-0307-0

BMC Pulmonary Medicine

Successful treatment of severe @
Pneumocystis pneumonia in an
iImmunosuppressed patient using

caspofungin combined with clindamycin: a

case report and literature review

Trofik formlarini ortadan kaldiran TMP-SMZ'nin aksine Caspofungin, Kkistik
formlari temizler

Caspofungin gibi ekinokandinlerin P. jirovecii enfeksiyonuna karsi klinik
kullanimi hala tartismalidir.

and sustained prolonged corticosteroid therapy. There was an urgent need for an alternative regimen due to
the severe response to TMP-SMZ. The patient was successfully treated with a combination therapy of caspofungin and
cClindamycin.

Conclusion: Caspofungin combined with clindamycin is an optional treatment for PCP when treatment with TMP-SMZ

fails or in patients who cannot tolerate TMP-SMZ
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Abstract

Prewmocystis pneumonia remains a common opportunistic imfecuion in the diverse
immunosuppressed population. One clear nisk factor for susceptibility to Preumocysris 1s a
declining CD4™ T-cell counts in the setting of HIV/AIDS or primary immunodeficiency. Non-HIV
mfected individuals taking immunosuppressive drug regimens targeting [ -cell acuvauon are also
susceptible. Given the crucial role of CD47 T-cells in host defense against Prewrmocystis, we used
RN A-sequencing of whole lung carly in infection in wild type and CD4-depleted animals as an
unbiased approach to examine mechanisms of fungal clearance. In wild type mice, a strong
cosinophil signature was observed at day 14 post-FPracumocysris challenge and cosinmophils were
increased 1in the bronchoalveolar lavage fluid of wild tyvpe mice. Furthermore, eosmophilopoiesis-
deficient Gara I"m55ho/ J mice were more susceptible to Prneumocystis infection when compared to
BAI B/c controls and bone marrow denived cosinophils had inr virro Preuwmocysitis killing activity.
To drive cosinophilia in viveo, Rag/{—/— mice were treated with a plasmid expressing IL.-5 (pIL.5) or
an empty plasmid control via hydrodynamic mmjection. plLS treated mice had increased serum ILL-5
and cosmmophilia in the lung. as well as reduced Prneumocysris burden compared to mice treated
with control plasmid. Additionally. pILS treatment could induce cosinophilia and reduce
FPrneumocyvstis burden in CD4d-depleted CS7BI/6 and BAIL B/c mice, but not cosinophilopoiesis-
deficient Gara I7m%5he, j mice. Taken together, these results demonstrate that an early role of CD4™
T-cells 1s to recruit eosinophils to the lung and that eosinophils are a novel candidate for future
therapeutic development for Prneuwmocyssis pneumonia in the immmunosuppressed population.
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Active immunization againgt Pngumocysts carini with pad-yv3 ONA vaccing nrats ORIGINAL ARTICLE
;T;mm: (? ﬁ’{iﬁiﬁi’%ﬁ" L L Tk, Synthetic p55 tandem DNA vaccine against Pneumocystis
- carinii in rats
Hua Fan, Jiu-Ying Guo, Su-Li Ma, Nan Zhang and Chun-Li An
ABSTRACT Department of Pathogen Biology, College of Basic Medical Sciences, China Medical Universiy, Shenyang 110122, China

Preumacystis pneumonia (PCP) occurs predominately in patients with impaired immunty. Because
standard PCP chemaprophylals and chemotherapies have Imitations, immunatherapy particularly

vaueinaton, ofers an aactive aemative aparoachfor PCP prevention and reatment. The goal o ABSTRACT
tis sfudy was to evaluate fhe potental of ONA vaccines taraeting two closely related anfigens, pA%-0 Pneumocystis spp. are opportunistc fungal pathogens that are losely associated with severe
41d A543, 1 an mmunostppresed ra PCP model Wefound tatimunzaion ihpS5+40 and pueninva’s g oy comprcafeny n paiey s Tmpeied toempty, o gy, G

antigenic epitopes of the gene encoding the 55 kDa antigen fragment of Peumocystis (p55), which
may play an important role in Pneumocystis pneumonia, were analyzed, A gene containing tandem
variants of the p55 antigen was synthesized and named the tandem antigen gene (TAG). TAG's

03513 ONA vaccines afforced a similar evel of profection fo rats againgt PCP as evidenced by
significant reductions n organism burdens, improved histological scores, and lower lung weight to

Dody weight ratios. Additionall, vaccination elicited both cellular and humral immuniy i potential as a DNA vaccine was assessed in immunosuppressed rats, Immunization with p35-TAG

Immunosuppressed rats. Qur data sugqest ihe potential of pa% ONA vaccines to protect againgt PCP DNA vaccine significantly reduced both the pathogen burden and lung-weight to body-weight ratios,

I rats. Future work should focus on epitope mapping and identfying protective moieties n each gene :ddiv::aﬂy, p35-TAG vaccination in immunosuppressed rats elicited both cell-mediated and
umoral immunity,

Key words. Pneumocysts carini, p3&-v3, ONA vaceing, at Key words  fneumocysts, pS5, ONA vaccine, tandem antigen gene.
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