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Olgu

AK, 50 yasinda erkek

2005 yilinda HIV infeksiyonu tanisi alan
hasta

Tanidan sonraki 8 yillik izleminde

— HIV RNA : 50.000-100.000 kopya/m!

— CD4 : 500-700/mm3

Tedavi baglanmiyor
— Rehberlerin 6nerisi
— Hastanin karari dogrultusunda



« Hasta 3 yildir kontrollere gelmiyor.

« 22 Agustos 2016'da ates, halsizlik,
nefes darligi, kuru oksirik, dilde beyaz

oo eeo \ Jeo

basvurdu.



Oykil

* Bir ay once baglayan kuru oksirik ve
nefes darligi yakinmalari son bir haftada
artisg géstermis.

» Nefes darligi ozellikle efor sonrasi
belirgin oluyormus.

« Son 2 haftadir lsime, titreme ve ates
sikayeti eklenmis.



Ozgegmis:

» Ozellik yok
Soygegmis:

» Ozellik yok
Aliskanliklar:

* Sigara:25 yil/paket
* Alkol-sosyal igici



Fizik muayene

Ates: 38.5-39°C
Oral beyaz plaklar

Akciger: bilateral krepitan raller
S0,: 785 (5 ml/dk O, ile)



Laboratuvar

Lokosit: 6410/mm3
Lenfosit:220/mm3
Hgb: 12,3 g/dl
PLT:163.000/mm3

CRP:83 mg/L (0-5)
LDH:530 IU/L (<250 TU/L)
Alb: 2,9 mg/L

Ure:74 mg/dl

Kr: 1,18 mg/dl

CD4: 64/mm3
HIV RNA:68.490 kopya/ml



Kan gaz::

pH:7,43

pCO2: 26 mmHg (35-45)
pO2: 65 mmHg

S02: %85

HCO3: 20 mmol/L

BE: -4,9 mmol/L

Lac: 2 mmol/L
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‘1. BZOFAGUSTA YAYGIN EKSUDASYONLU LEZYONLAR (HERPES
. KARDD piane KABA ¢ (INFLAMASYON

2. KARDIA-FUNDUS LUMENE KABARIK OLUSUM ( ?)
3.ERITEMATOZ GASTRIT

Patoloji : Ozfagusta iilser zemini



* CMV DNA (-) (<68 kp/ml)
» Pneumocystis jirovecii pnémonisi on
tanisiyla TMP-SMX ve steroid baslandi.

» Kandida 6zofajiti 6n tanisiyla flukonazol

tedavisi baslandi.



Pneumocystis jirovecii
pnomonisi



Epidemiyoloji

IT. Diinya savagi sirasinda Dogu ve Orta Avrupa'da
beslenme yetersizligi olan ve premature
infantlarda interstisiyel pnémoni

Kasim 1967—Aralik 1970-----toplamda 194
Pneumocystis pnomonisi (PCP) bildirimi

1980'li yillara kadar kemoterapi alan kanserli ve
solid organ transplantl hastalarda 100 olgu/yil

ABD'de HIV epidemisinin ilk dekadinda 100.000 PCP
olgusu



Epidemiyoloji

* Antiretroviral tedavi (ART? ve profilaksi
ile insidansta dramatik azalma

ABD---1994-1997 29.9/1000 kisi yil

$
2003-2007 3.9/1000 kisi yil

« CD4 lenfosit sayisi diisiik olan hastalarda
hala firsatgi infeksiyonlar arasinda ilk
siralarda
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PE14/9 - Spectrum of Cpportunistic Diseases in Newly Diagnosed Patients in a Multicenter Cohort
of HIV-infected Patients from Turkey

M. Fincanci?, V. Korten?, M. Uzun Kes3, T. Yildimak?, D. Gokengin®, M. Tagdelen Fisgin®, B. Dokuzeguz’, F. Kaptand, HIV-
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Hospital, fzmir, Turkey, S E] Mayrs Universify Hospifal, Samsun, Turkey, T Ankara Numune Education Trainimg and Ressarch
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Objectives: A recently established {2012) multicenter cohort of HIV-infected patients living in Turkey (HWV-TR) provided an
opportunity to collect more information on opporiunistic diseases (ODs) and comorbidities. The aim of this study is to document
the clinical spectrum and frequency of HIV-related diseases in HIV infected patients who are newly diagnosed and treatment
naive.

Methods: HV-infected patients presented in 2011 were incuded retrospectively. Data from 21 hospitals throughout the country
were gathered in a central, web-based database. Conditions in the categories A, B and C defined in the Centers for Disease
Control (COC) cdassification system and comorbidities were diagnosed by physicians working in the hospitals involved in the
cohort.
Results: HWV-TR Coh@
cellimm®. Of them, 237 (B
pnmaryr HIV infection. Cpe

enrolled 273 pahems wh were diagnosed in 2011 and their median CD4+ T cell count was 353
] St at presentation. Nineteen (7 %) of asymptomatic patients had a history of
3y tE prmary HI‘..I' infection. Eight pahems plesented mth a CDC n:ategurgr B

J|r|'|:|'|-r|5'-::r pneum-:lnla Ei VESl ey - 3 nxanasmuils.E- candida Es.l:-phagltls 4 ymphoma: 3 foumegal’n:lwma

4 TEphalopathy:2, nml:h-:la pneumnnla 1). Mean CD4 counts of the patients with ODs were significantly lower
Bl ws 431 cellimm™) {p< 0.05) and their median age was higher (44 y vs 38 y, p= 0.05) than the asymptomatic group. HEsAg
was positive im 5.3%, anti-HCV was positive in 2.7% and syphilis serology was positive in 8% of the patients.
Conclusion: Although the spectrum of ODs in Turkey is wide, their frequencies are lower than they are in many couniries. This
may be due to relatively eardy presentation of our patients. Low CD4 cell counts that indicate late presentation dearly increase
the risk for ODs.
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PE14/16 - Opportunistic Infections and Malignancies Associated with HIV Infection in Istanbul,
Turkey: Data Collected from ACTHIV-IST Study Group
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Objectives: The cinical course of HIVIAIDS and pattems of opportunistic mfections (Ols) and cancers vary from patient to

patient and from country to country. Hence, we aimed to study the profile of Ols and malignances of HW/AIDS patients

according to their first admission to 5 centers following-up HIV infected patients in Istanbul, Turkey.

Methods: Between the term of January 2000-June 2013, 828 HIV infected patients who were followed-up by ACTHIV-IST

{ACTion against HIV in Istanbul) study group were incleded in this study. Clinical and laboratory data of patients were collected

lE'II:IEFIEI:‘tI'I.IEIjI' from the pauems files and were fransfemed to 3 HIV data bass system.

Results: Rem—=t eiiof the patients were female (15.6%), mean age at the diagnosis was 38.1+£11.1 years (range:17-
y ere admitted with Ols or malignancies. The mean CO4 T-cell count and mean HIV RHA

level of patients agmitted with Ols or malignancies were 248 224755 18/mm” and 8.24x10°21.4x10° copies'ml, respectively. On
the ather hand, other patients” mean CO4 T-cell count was 405.73+£258. 88/mm® (p< 0.05) and their mean HIVRMA level was

3,78x10%+0.82x10% copiesiml (p< 0.05). The most frequent Ols or cancers observed at first admission were candida infections

{6.7%), wberculosis (4.4%), zona zoster (2.9% ), _Poeymocysiis frovec pneumonize (23] and kaposi's sarcoma (1.3%). All
opportunistic infections and malignancies of the patients at their first admission are demonstrated in table 1. 2 and 2.




hiicre duvari bilesenleri
enzim yapilari

atipik fungus

--mantar kiltirinde Gremez

--antiparaziter ilaglar ile tedavi
--hiicre duvari kolesterol icerir



* Pneumocystis carinii (sigan)
» Pneumocystis gerbil

* Pneumocystis jirovecii (insan)---Otto
Jirovec

» Pneumocystis murina
» Pneumocystis oryctolagi
» Pneumocystis wakefieldiae

PCP: PneumoCystis Pneumonia



Bulas

* Yagamin erken doneminde primer infeksiyon
(4 yas ---% 75 infeksiyon), reaktivasyon?

* Hava yolu (inhalasyon)

v' Kisiden kisiye bulas

v" Kolonizasyon bulagsmada énemli olabilir
v' Cevresel rezervuarlardan bulas

 Transplasental veya vertikal bulas bildirileri






Immiinite

* Alveoler makrofajlar
primer konak savunma

CD4+ T lenfositler

IFN-gamma salinimiyla makrofaj
aktivasyonu

* Notrofiller

klirens +proteaz ve oksijen radikal salinimi
sonrasi akciger hasari



Risk faktorleri

CD4<200/mm3 (<7%14)

PCP oykisi

Oral kandidiyaz

Tekrarlayan bakteriyel pnomoni
Kilo kaybt

Yiksek viral yuk



Klinik

ATCS (0/080-90)

Kuru oksiirik (795)

Progressif dispne (7-95)

Halsizlik, gunlik aktivitelerde yorgunluk

ee\Soeo

giinler—haftalar igcinde gelisir

Hasta klinige bagvurdugunda ortalama 3 haftadir
(2 hafta-2 ay) yakinmalar: vardir
Hastalarin %5-10'u asemptomatik



Fizik muayene

« Ates (>38,1°C)
 Tasikardi, takipne (760)

* Hafif olgularda istirahat esnasinda
akciger sesleri dogal

- Inspiryum sonu krepitan ral ve ronkiis
(7%30)

» Eslik eden oral kandidiyaz



Laboratuvar

« CD4 < 200/mm3 (<%14)

» Hipoksi
hafif--- alveoler-arteriyel O, farki <35 mm Hg
orta--- alveoler-arteriyel O, farki »35 ve <45 mm Hg
agir --- alveoler-arteriyel O, farki > 45 mm Hg

 Egzersiz ile birlikte oksijen desatiirasyonu
PCP'yi destekleyen giigli bir bulgu

 Diflizyon kapasitesinde azalma



* Laktat dehidrogenaz (LDH) diizeyi
ylksekligi
----olgularin %90'inda yiiksek ,6zqil degil,
prognostik
----genellikle > 500 mg/dL

* 1-3-beta-D glukan diizeyi yiksekligi

----esik deger 100 pg/ml; %100 duyarl:,
0/096,4 OZQUI



Goriuntileme yontemleri

 Akciger grafisi

» Yiiksek ¢oziinirlikli bilgisayarl
tomografi (YCBT)



Akciger grafisi

 Akciger grafisinde hastalarin yaklasik % 25'inde
erken donemde patolojik bulgu yok

 En sik perihiler bélgeden baslayan yaygin, bilateral,
simetrik, interstisyel veya alveoler infiltrasyonlar

 Dadha nadiren lober veya segmental infiltrasyonlar,
asimetrik yamali tutulum, kistler, soliter veya ¢oklu
nodiller, pnomatoseller, plevral eflizyon, st lob
tutulumu, pnomotoraks



« HIV infeksiyonlu bir hastada pnomotoraks
PCP'yi akla getirmelidir.

« Kavitasyon, intratorasik adenopati ve plevral
eflizyon diger pulmoner patolojiler veya
maliniteler olmadik¢a nadirdir.

 PCP'li hastalarin yaklasik %13-18'inde
tiiberkiiloz, kaposi sarkomu veya bakteriyel
pnomoni birlikteligi vardir.






YCBT

» HIV infeksiyonlu hastalarda yiksek
duyarlhhk
« yamali veya nodiler buzlu cam gordnimd

(ileri evre hastalikta eslik eden septal
kalinlasma, mikronodiil veya konsolidasyon)

l

7100 duyarlilik ve %89 6zqdillik
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Mikrobiyolojik
incelemeler

- Indiiklenmis balgam (ilk basamak)
755-90 duyarl
%100 029U|

balgam kalitesi, boyama yontemi,
mikroorganizma yukd, laboratuvar tecribesi



* Bronkoalveoler lavaj (BAL)

Indiiklenmig balgam incelemesi tanisal degil
veya uygulanamiyorsa

(koopere olmayan/dispneik/ balgam ¢ikaramayan hasta)
7%90-100 tanisal

hedefe yonelik BAL+ immunofloresan boyama ile
dUYC(r'IIIIk %80 -0/098)

+/-transbronsiyal biyopsi



* Endotrakeal aspirat (ETA)
792 duyarl

» Trantorasik igne biyopsisi/akciger
biyopsisi
795-100 duyarli ve 6zgil

Balgam indiksiyonu, BAL ve
transbronsiyal biyopsi tanisal degil ya da
uygulanamiyorsa



Mikroskopi ve boyama

Kist duvarini boyayan yontemler
« Grocott-Gomori-metenamin gtimdis boyama
« Krezil moru
* Gram-Weigert
« Toluidin mavisi O

4

6zqlllik yiksek ancak duyarhlik disik




Mikroskopi ve boyama

Kist ve trofik formlari boyayan
yontemler (hicre duvarini boyamaz)
* Wright-Giemsa

« Diff-Quick

!

trofik formlar boyandigi igin
duyarlilik daha yiiksek
deneyim gok onemli




Mikroskopi ve
boyama

Diger
* Papanicolaou
» Kalkoflor beyazi

Harrington BJ.Staining of Cysts of Pneumocystis jiroveci (P. carinii)
With the Fluorescent Brighteners Calcofluor White and Uvitex 2B: A Review

Floresan isaretli monoklonal
antikorlarin kullanildigi
immunofloresan

boyama altin standart

(duyarlhilik: %90)

Immunoflurescenza diretta con anticorpi monoclonali
Light diagnostics Pneumocystis carinii DFA, Chemicon USA




Yeni yontemler

Polimeraz zincir reaksiyonu

Sorunlar mevcut

Oral yikanti suyu ve
nazofarengeal aspiratlarda
duyarhlik ve 6zgiillik yaklasik
790

Yanls pozitiflik orani yiiksek

Kolonizasyon ve infeksiyonu
ayirt etmiyor

Konvansiyonel PZR

(mitokondriyal large-subunit ribosomal
RNA)
duyarlihk %94-100 ;6zgiillik %79-86

Kantitatif gergcek zamanl PZR :
kolonizasyon ya da infeksiyonu ayirt
etmede yardimci olsa da esik deger ve
DNA dizi standardizasyonu gerekli

Pneumocystis mRNA isi sok
proteinini hedef alan revers-
transkriptaz PZR

duyarlihk %100, 6zgiillik %86



Tani

CD4 diizeyi

Oksijen satiirasyonu
LDH dizeyi
1-3-beta-D glukan diizeyi (> 80 pg/mL)
Akciger grafisi

Akciger grafisi normal ise YCBT
Mikrobiyolojik incelemeler






Kesin tani

Solunum yolu érneklerinde
kist ya da trofik formunun
gosterilmesi

Olasi tani

Ileri derecede
Immunsupresyon
(CD4<200/mm3)

Oksiirik, ateg, dispne
hipoksemi (6zellikle egzersiz)
PCP ile uyumlu gérintileme
bulgulari

Yiiksek 1-3-beta-D glukan
diizeyi (>80 pg/mL)



Ayirici tant

Akut bronsit, bakteriyel, viral ya da fungal
pnomoniler, malignite, ilag asiri duyarlilik
reaksiyonu, pulmoner hipertansiyon ve
kardiyomiyopati

Tiberkiloz

Atipik mikobakteriler

Toksoplazma

Sitomegaloviriis

Influenza

Kaposi sarkomu

Kriptokok, histoplazmoz, koksidioides



Ekstrapulmoner tutulum

* Nadir
» Ileri evre HIV enfeksiyonu

 Pentamidin (aerosol) profilaksisi
altinda gelisebilir

 Es zamanli ya da dncesinde PCP 6ykiisi
olmayabilir

» Lenf nodlari, dalak, karaciger, kemik
iligi, GIS, goz, tiroid, bobrek, beyin,
kemik...




Doz Yan etkiler
Ilk tercih

Akut hasta degil, hafif diizey

(oral tedavi alabilir; Pa02>70

mm Hg):

3X2 TMP-SMX fort tab PO

Akut hasta, orta-agir diizey
(oral tedavi alamaz; Pa0O2<70
_ mm Hg veya alveoler-arteriyel
LLLSEL L O, farki 235 mmHg)

Dokiintd, ates, notropeni,
pansitopeni, hiperkalemi,
transaminaz yiiksekligi

15 -20mg/kg/giin TMP-
75-100 mg/kg/giin SMX IV
(q 6-8 saat)

s
Prednizon (ilk 72 saat) (AI)
40 mg PO 2X1(5 glin)
40 mg PO 1X1 (5 giin)
20 mg PO 1X1 (11 giin)



Alternatif tedaviler

Primakin + klindamisin
(orta-agir, hafif-orta)

Pentamidin
(orta-agir)

TMP + dapson

(hafif-orta)

Atovakuon
(hafif-orta)

Doz

Primakin: 15-30 mg/giin PO
Klindamisin: 4X 600 mg IV
veya 3x900 mg veya 3-4X
600-450 mg PO

4 mg/kg/giin IV

TMP: 3X 5 mg/kg PO
Dapson: 100 mg/giin PO

2X 750 mg PO

Yan etkiler

Primakin: Dokiinti, ates,
methemoglobinemi, hemolitik
anemi (66PD yetmezligi)
Klindamisin: Dokiintd, ishal,
Clostridium difficile koliti,
karin agrisi

Nefrotoksisite, hiperkalemi,
hipoglisemi, hipotansiyon,
pankreatit, transaminaz
yiksekligi

TMP: Dokiintd,
gastrointestinal yakinmalar,
transaminaz yiiksekligi,
notropeni

Dapson: Dokiintt, ates,
gastrointestinal yakinmalar,
methemoglobinemi, hemolitik

Dokiintd, ates, transaminaz
yiksekligi



Olgu

» Tedavinin 3. glind eforla gelen dispne ve
kuru oksirik azald.

 Tedavinin 5. glini solunum sesleri diizeldi
ve ates distd.



1 ——
BUN 37 29 44 43 54 71 66 47

Kr

eGFR
WBC
Lenfosit
Hct

K

CRP
LDH

ESR

1.18

>60

9.74

570

34

3.77

83

530

89

1.18

>60

17.95

960

36

4.13

20

592

1.21

>60

14.5

600

36

4.9

6

353

1.22

>60

14

480

35

5.27

<5

256

1.46

55

12.2

410

41

5.6

226

50

1.6

37

5.96

0.5

1.39

>60

15.5

640

40

5.1

0.5

150

1.09

>60

10.4

270

37

3.8

130

40



TMP-SMX'e bagli akut bobrek
yetmezligi ve hiperkalemi



« HIV enfekte olmayan hastalarda yan
etki orani 76-8

 HIV enfekte hastalarda oran: %25-50

» Nefrotoksisite sik gorilmiyor:

O TMP, kreatininin tubiler sekresyonunu azaltiyor.

1 Renal tubdiiler asidoz

 Hiperkalemi (tubillerde sodyum kanallarinin blokajt)
hayati tehdit eden
ylksek dozlarda daha belirgin
ACE inhibitoru kullanimi ile risk daha yiksek



Research Report

Annals of Frarmacotharapy
47(17) 161B—1525

An Evaluation of Hyperkalemia and Serum e no

Reeprints and permissions

Creatinine Elevation Associated With g comurraPerisons
Different Dosage Levels of Outpatient oy

Trimethoprim-Sulfamethoxazole With and
Without Concomitant Medications

Chris A. Gentry, PharmD, BCPS', and Ann T. Nguyen, PharmD'

Abstract

Background: Adverse events assoclated with high-dose trimethoprim-sulfamethoxazole (TMP-5MX) for outpatlent
Infections, particularly those likely caused by community-acquired methiclllin-resistant Staphylococcus gureus, have not been
adequately characterized. Objective: Describe hyperkalemia and acute renal Injury assoclated with high-dose TMP-5MX.
Methods: An electronic medical record database retrospective study was conducted of outpatients recetving high-dose
or low-dose TMP-3MX, comparing the Incidences of hyperkalemila and acute renal injury. Results: Of & 162 patlents, more
developed hyperkalemia (3.06% vs 1.05%, P < .0001) or acute renal injury (1.99% vs 0.700%, P = .0001) in the high-dose
TMP-5MX group. Variables independently assoclated with hyperkalemia Included age =38 years (odds ratlo [OR] = 3.44;
95% Cl = 1.86-7.0; P < .0001). c::-nc::-mltant recelpt of an MSAID (OR = L.71; 95% CI = 1.02-2.79; P = .044) or an ACE
Inhibitor (OR = 3.37; 95% Cl = L R =297 95% Cl = 1.85-4.60;
P < .0001), and baseline elevated serum creatlnln-e {DR 45.1; 95% Cl = 21.7-93.2; P < .0001). Variables Iru:lependentt)r
assoclated with acute renal Injury Inciu concomitant recelpt of an ACE Inhibitor (OR = 2. = -

P = .048) or a potassium supplement (OR = 4.10; 95% C1 = 1.45-10.1; P = .010), high-dose TMP—SMI rescrlhed DFI. =
370;95% Cl= 1.70-8.1Z; P = .0012), and baseline elevated serum creatinine !DR = = /i4- I).
Conclusions: 5erum creatinine and potassium concentrations shou monitored In outpatlents recenrlng hlgh-dnse

TMP-5MX.




TMP-SMX kesme endikasyonlari

» b glinden daha uzun sireli ates ve/veya
dokunti

* Notrofilkb00/mm3
 Hipotansiyon
» Inat¢i hiperkalemi

* Ates ve grip benzeri belirtileri takiben
konjonktival ve mukozal tutulum, deride
agrili hedef lezyonlar, deride soyulma
gelismesi



Tedaviye nasil devam edelim?



Alternatif tedaviler Doz Yan etkiler

Primakin: Dokiintd, ates,
Primakin: 15-30 mg/giin PO methemoglobinemi, hemolitik
Primakin + klindamisin Klindamisin: 4X 600 mg IV anemi (G6PD yetmezligi)

(orta-agir, hafif-orta) veya 3x900 mg veya 3-4X Klindamisin: Dokiintd, ishal,
SotTT o ’ e koliti,

Pentamidin
(orta-agir)

Kaspofungin

TMP + dapson TMP: 3X 5 mg/kg PO notropeni

(hafif-orta) Dapson: 100 mg/giin PO Dapson: Dokiintii, ates,
gastrointestinal yakinmalar,
methemoglobinemi, hemolitik

Atovakuon Dokiintii, ates, transaminaz
. 2 P .. . ’
(hafif-orta) AStetligie yiikseKligi




A trial of caspofungin sal
treatment in PCP pneumg

Preumocystis  firovecii  pneumon

loigaiupiieri 4 yil boyunca olasi ya da kesin PCP
tvaiavebanad  Tanili 80 hastanin (56 kesin tanil)

interest the recent PCP mortality

the time of illness p[esencatinnl reTrOSpelef OlClI“Clk lnceleanSI

line treatment for this infection,
azole, is associated with a number
effects, including rash, leucopenia, throm-
bocytopenia and interstitial nephritis?
Therefore, treatment with cotrimoxazg

significantly adds to the morbidity assod 67 TMP-SMX
ated with this condition and we note in t 6 klindamisin/pr'imakin

study that this was the main treatme

used. 6 atovakuon

Ower the 4 year study period 80 patieng 1 idi
were treated for PCP, of whom 56 of the 7] pentamidin
, cotnmoxazole (4 or Intravenous

as Candida or Aspergillus isolated by induced

tested had microbiologically confirmed PC
by immunoflourescence. The mean CDd b
count measured 109 (4—676

patients (8.8%) had : : :
O i Mo, 12 kaspofungin kombinasyonu (10 kesin tant)

and a Further nine had conf 10 kUl"TGr'mG

an undetectable viral load

highly  active  antiretro 2 TOkSiSiTeye ng'l
(HAART). A total of six pa
eceiving PCP prophylaxis . o _C g g
el el e 62 6 +klindamisin/primakin
5.3% (3/56) for microbiologi 4 +TMP_ S MX

PCPE. Five patients died o

respiratory failure, 1 from ¢ 2+penTamidin
mothorax and 1 refused all t ' e T
OF these patients, 67 rec 10 hastadan 2'si kaybedildi

azole as fAmstline treatment
damycin/pimaquine, six wi
and one patient receive
pentamidine. Twelve indiv
a treatment switch due to cotnmoxazole-



Successful treatment with echinocandin in an HIV-infected individual failing first-line therapy for

Pneumocystis jirovecii pneumonia
In August 2010, a 39—vyear-old man was admitted to our

hospital with acute respiratory failure that required
prompt mechanical ventilation. A computed tomography
scan showed extensive bilateral ground glass opacities
and signs of destruction of subpleural parenchyma at
the apex (Fig. 1a). The patient had a positave HIV ELISA
test, a CID4 count of 4cell/pl, and an HIV wiral load
of 1140000 copies/ml. Ceftriaxone, levofloxacin and
trimethoprim-sulfamethoxazole were initiated. Bronch-
eoalveolar lavage was diagnostic for Preumocystis jirovedi,
both immunofluorescence and PCR. On day 6 after
admaission, clhindamycin was added to trimethoprim-
sulfamethoxazole. The patient evolved in worsening
conditions, requiring change to high frequency oscil-
latory mechanical venalation. On day 12, imipenem and
vancomycin were added but no concurrent infection
was detected despite frequent blood and bacterial tracheal
aspirate cultures. His condition worsened by a bilateral

spontaneous pneumothorax (Fig. 1b). After 28 davs,
the patient continued with fever and severe respiratory

failure. A new bronchoscopy showed persistent positve
P jiroveci immunofluorescence and PCHE.. Intravenous
pentarmmidin was not available at the ame at our center;
therefore, caspofungin was added o trimethoprim-

sulfamethoxazole, and clindamvain was stopped. After

l davs of caspofiingin imcation, the patient became
aﬁabrilei respiratory parameters improved and infamma-
tory markers started to decrease. Immunofluorescence and
PCR. for P jirovecii were again performed on a tracheal
aspirate resulting now negatives. The patient was success—
fully extubated after 60 days of mechanical vendlation and
discharged from hospital in good condition.

M. Elena Ceballos®, Marcos Ortega®, Max Andresen”,
Aniela Wozniak®, Patricia Garcia® and M. Elvira.
Ea}‘ceﬂs", “Departamento de Medicina Interna,

Departamento de Medicina Intensiva, and “Departa-
mento de Laboratorios Clinicos, Facultad de Medicina,
Pontificia Universidad Catolica de Chile, Santiago,
Chile.
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CORRESPONDENCE

Caspofungin salvage therapy in Pneumocystis

jirovecii pneumonia
To the Editor,

Pneumocystis jirovecii pneumonia (PJP) 5 a severe
complication and leading cause of death among human
immunodefidency virus (HIV)-infected patients.’ Although
trimethoprim /sulfamethoxazole (TMP/SMZ) s well known
for its effectiveness as empiric and target therapy, itisalso
associated with various side effects (including skin rash,
leukopenia, hepatitis, and diarrhea).'* The clinical evi-
dence of the synergistic activity of caspofungin to TMP /SMZ
or salvage treatment of PJP remains controversial to date.
Here, we report an HIV-infected patient complicated with
PJP who had skin rash and leukopenia after TMP/SMZ
treatment for & days. Lonsequently, the treatment regimen
was replaced with caspofungin. The patient was discharged

from the hospital in_good condition after 14 days of cas-
pofungin salvage theraow.

Wen-5en Lee

Division of Infectious Diseases, Department of Internal
Medicine, Wan Fane Medical Center, Taipei Medical

University, Taipei, Taiwan



Olgu

« TMP-SMX 9. giinde kesilerek tedaviye
kaspofungin ile devam edildi.

» Kaspofungine gegildikten 5 giin sonra e-
GFR >60 ml/dak'a ulasti.



Tedavi siresi ve izlem

» 21 gln

» Tanisal testleri tekrarlamaya gerek yok.

mikroorganizmanin solunumsal orneklerde
gosterilmesi tedaviye yanitsizligi gostermez



Ne zamah antiretroviral tedavi?

* PCP tanisi koyulduktan 2 hafta iginde
ART baslanmali (AI)

. IRIS??




Olgu

» Toplam tedavi 21 giine tamamland..
« TMP-SMX (haftada 3 giin) profilaksisine gegildi.

 PCP tedavisinin 12. glni
Tenofovir / emtrisitabin/elvitegravir/kobisistat
tedavisi basland..



Izlem

TDF/FTC/EVG/c

143

120

191

220

283

305




Yanit

» Tedaviye yanitsizlik: Tedavinin 4-8.
glind klinik kotilesiyor ya da klinik ya da
radyolojik diizelme yok.

* Hafif-orta hastalikta tedaviye
yanitsizlik yaklasik %10 hastada ilacin
yetersiz etkisine baglanmis.



» Tedavi degisimi igin tedavinin 4-8. glini
beklenmelidir (BIII). Oncelikle
alternatif durumlar dislanmalidir.

» Kortikosteroid tedavisi verilmeyen
hastalardaki ilk 3- 5 giinde geligen klinik
kotilesme IRIS'e bagl olabilir.

e Mortalite: 7%10-20



Prognostik faktorler

Ileri yas
Hipoksemi

Disik serum albimin,
Hgb dizeyi, lokositoz
Mekanik ventilasyon
Pnomotoraks,

goruntilemede belirgin
tutulum

Oncesinde PCP oykiisi

Yiksek alveoler-
arteriyel oksijen farki

Oncesinde PCP
profilaksisi

Yiksek serum LDH
dizeyi

 Tlave ko-morbidite



Gebelik

Tercih edilen tedavi: anlamli diizeyde etkisinden dolay: ilk
trimesterde dahi TMP-SMX (AI)

Ilk trimesterde ilave folinik asit verilmesi disiinilebilir (BIIT).
Gerekli olgularda kortikosteroid tedavisi uygulanabilir (AITI).

Alternatif tedaviler: dapson® + TMP, primakin® +klindamisin,
atovakuon, pentamidin®

Kemoprofilaksi: ilk frimesterde teratojenite etkileri géz oniinde
bulunduruldu?unda pentamidin (aerosoli ya da atovakuon tercih
edilebilir (CIII).

¢ G6PD yetmezligi olanlarda hemolitik anemi
b Sigan ve tavsanlarda embriyotoksik, ancak teratojenik degil



Profilaksi

Primer profilaksi Sekonder profilaksi

¢ CD4<200/mm3 (AI) - Oncesinde PCP infeksiyonu
e CD4<%14 (BII)

 Orofarengeal kandidiyaz
(AII)

« CD4>200/mm?3 fakat
<250/mm3 ve CD4
sayisinin her 3 ayda bir
6lglilemeyecegi olgular



Tercih edilen tedav’

Profilaksi

TMP-SMX fort tab 1x1/giin PO (AL}
veya

TMP-SMX tab 1x1/giin PO (AI)

Alternatif tedavi

TMP-SMX fort tab 1x1/haftada 3 kez PO (BI)

veya

Dapson 1x100 mg/giin PO veya 2x50 mg/giin PO (BI)

veya

Dapson 1x50 mg/giin PO+ (primetamin 50 mg+lckoverin 25mg)/
hafta PO (BI)

veya

(Dapson 200 mg+primetamin 75 mg+lokovorin 25 mg)/hafta PO
(BI)

veya

Pentamidin (aerosol) 300mg/ay, Respigard nebulizer IT ile (BI)
veya

Atovakuon 1500 mg/giin PO (BI)

veya

(Atovakuon 1500 mg+ primetamin 25 mg+ I6kovorin 10 mg) /giin PO
(CIII)



Profilaksiyi sonlandirma veya
yeniden baslama kriterleri

Primer profilaksi Sekonder profilaksi

* ART ile >3 ay CD4>200/mm3 ise profilaksi
sonlandirilir (AI/AII).

- CD4 100-200/mm?3 ve 3- 6 ay siiresince viral yiik
saptanamaz diizeyde ise profilaksi kesilebilir
(BII).

« CD4<100/mm3 ise viral yiikten bagimsiz
profilaksiye yeniden baglanir (AIII).

« CD4 100-200/mms3 ise viral yiik saptanabilir
diizeyde ise profilaksiye yeniden baslanir
(AIIT).



« PCP, ART altinda olan hastada CD4
>200/mm3 iken gelistiyse 6miir boyu
profilaksi uygulanir (BIIT).

» Ancak hasta ART altinda degil ve PCP
CD4 >200/mm3 iken gelistiyse ve 3- 6 ay

suresince viral yik saptanamaz diizeyde
ise profilaksi kesilebilir (CIII).



Sonug
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