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S.A.nin Hikayesi (32 Kisim Tekmili
Birden)
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S.A. 33 yasinda, 30 haftalik gebe hasta

" Basvurudan 2 ay once bir dis merkezde otoimmun

hemolitik anemi tanisi

» Plazmaferez + IVIG + iv prednizolon ile tedavi

ou



\

e Nefes darhigi, gbogls agrisi, kuru oksuruk, halsizlik,
usume-titreme

—4
) o )
e KB: 80/50 mmHg, N: 138/dk, Viicut isisi: 39.3°C,
Solunum: 26/dk
e Her iki alt zonda ince raller )

e BK: 20,000/mm?3 (%87.4 PNL), Hb: 9.2 g/d, ESR: )
28mm/s, D-dimer: 2.04mg/L,

e CRP: 8.06 mg/dL (N:0-0.8), PCT: 1.028 pg/L
e Laktat: 2.52 mmol/L, PO2:71.3 mmHg, )
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TETKIKLER

= Kan kaltarleri
= |drar kultird
= Bogaz kaltard

BAL yapildi J

= Ornegin Gram boyamasi
* PCP DFA

SONUCLAR
= Ureme o
= Ureme o

= Normal f

madi
madi
ora

= Seyrek PNL, mikst flora

= Negatif
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BAL Sivi Orneginde Viral PCR

" |nfluenza A Negatif

" |nfluenza B Negatif

= Parainfluenza 1 Negatif \@%
= Parainfluenza 2 Neg>*" @

" Parainfluenza 3 @

= Rhinovirus \@@%
= Adenovi~ @ﬂ ~egatif
" £ =) ©© e Negatif

P -
=, UC43\HKU1  Negatif

: LA Negatif
= RSVB Negatif
= Enterovirus Negatif
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Human bocaviruses: Possible etiologic role in respiratory infection
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ARTICLE INFO ABSTRACT

Article history: Four species of human bocaviruses {(HBoV) are currently included in the Bocavirus genus. There is satis-

Received 9 June 2015 factory evidence demonstrating an association between HBoV1 and respiratory disease in children, and

';;cse:’fd “}‘J;e"z‘;‘;‘; form there is evidence that HBoV2 (and possibly the HBoV3 and HBoV4 species) are associated with gastroen-
ptember

teritis. In particular, HBoV1 has been associated with a prolonged period of persistence in the mucosa
of the respiratory tract. Virus persistence does play a role in the high frequency of co-infections with
proper pathogens of the upper and lower respiratory tracts. The high detection rate of multiple respira-

Accepted 22 September 2015

g&mﬁ tory viruses in up to 83% of respiratory specimens and the presence of asymptomatic HBoV1 infections
Pathogenic role complicate the elucidation of the pathogenic role of the agent. Overall, a large amount of data are avail-
Viremia able concerning HBoV1, whereas little information is available about other bocavirus species. High viral
Respiratory virus loads are often associated with symptoms, and viremia may be associated with systemic manifestations
Enteric virus such as encephalopathy. The effects and mechanisms of latency, persistence, reactivation, and reinfection
Systemic manifestations are poorly understood. Thus, particularly in co-infections, the pathogenic contribution of the detected
S?T Sli-"[le':jl infection bocavirus species cannot be accurately stated. This review summarizes the current knowledge of HBoV
ral 1od

species and provides perspectives for future clinical studies.
© 2015 Elsevier B.V. All rights reserved.
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= Genel durumu duzeldi, once servise nakledildi

= Hastaya SLE tanisi konuldu ve Romatoloji bélimunce
izleme alindi.

= Taburcu
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e Ates, nefes darhgi, 6kstrik N
e N: 112/dk, Vicut isisi: 35.5°C, SS: 44/dk, agir
hipoksi
e YBU’ne yatirildi ve entiibe edildi. )
\

e CT : Parankim normal, mediastinal LAP

e DTA o6rneginde karbapenem direncli Klebsiella
pnheumoniae

e Kan kulturleri: E.coli y
\

e Piperasillin-tazobaktam ile tedavi

ou



| * Ylksek ates (39°C), hipotansiyon (MAP: )
60mmHg), SS: 35/dk,

e Solunum yetmezligi nedeniyle YBU’ne
yatirildi, entibe edildi

e Prednizolon 7.5 mg/giin 4

| ® Solunum yollarinin daha once karbapenem\
| direncli Klebsiella pneumoniae ile
kolonizasyonu nedeniyle sefoperazon/
sulbaktam ve kolistin empirik olarak

baslandi. W,
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= BAL 6rneklemesi yapildi

= Romatoloji bolimince akciger inflamasyonunun
SLE’ye bagli olabilecegi diistiinulerek “pulse”
metilprednizolon baslandi.
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YBU Hastalarinin Solunum Sekresyonlarindan
Aspergillus spp. I1zolasyonu

’ N
1756 ' 36
hasta Aspergillus
| J
14 20* 2
kolonizasyon  IFH ?

*Kortikosteroid tedavisi (OR 4.5), KOAH (OR 2.9)

Garnacho-Montero J, et al. Critical Care 2005,9:R191 ou



Malign Hastaligi Olmayanlarda Invaziv
Aspergillosis

TABLE 1. CHARACTERISTICS OF ALL OBSERVED CASES
All Proven 1A Probable IA Possible |A Colonization
(n=127) (n = 56) (n = 49) (n=2) (n = 20)

Age, yr, mean 61 59 63 61 64
Sex, male, n 84 39 35 2 8
Patients with hematologic malignancy, n 38 26 12 0 0
Patients without hematologic malignancy, n 89 30 37 2 20
(" COPD, n 35 12 21 2 0
Solid organ transplants, n 9 R 5 0 0
[%) Systemic disease, n 17 6 8 0 3
Cirrhosis, n 6 3 0 0 3
\_ Other, n 22 5 3 0 14
SAPS lI, mean 54 57 52 43 54
Predicted montality, % 53 58 49 31 51
Observed mortality, % 86 98 90 0 50
ICU length of stay, d 20 14 23 32 28
Hemeodialysis in ICU, n 54 27 20 0 7
Mechanical ventilation, n 123 56 47 2 18
Neutropenia, n 19 12 6 0 1
Autopsy, n /6 52 19 0 5

Meersseman W, et al. Am J Respir Crit Care Med. 2004,;170:621. oU



Malign Hastahgl Olmayanlarda Invaziv
Aspergillosis

Systemic Liver Solid Organ

All COPD Disease Cirrhosis Transplants Other

(n=67) (n= 33) (n=14) (n=3) (n=29) (n=8)
Age, yr, mean 65 69 60 55 51 73
SAPS II, mean 52 49 50 64 47 66
Predicted mortality, % 48 43 44 71 40 73
Observed mortality, % 91 85 93 100 100 100
Length of stay, d 21 23 18 13 22 14
Culture positive* 56/67 31/33 10/14 1/3 6/9 8/8
Asp Ag** Positive* 27/51 12/25 7/11 0/0 4/9 4/6
Autopsy positive* 27/41 12/19 6/9 3/3 3/6 3/4

*Tested positive/tested.
**Serum aspergillus antigen (galactomannan assay by means of ELISA).

Meerseman W, et al. Am J Respir Crit Care Med 2004,;170:621 ou



YBU’nde Galaktomannan

No. of Patients

Invasive No Invasive
Aspergillosis  Aspergillosis’
(n = 26) (n = 46) Total

Serurr_1 galactomannan, no.} ——
Positive 11 3 14
Negative 15 43 58

Total 26 46 72
BAL galactomannan, no.} (:)
Positive 23 6 29
Negative 3 40 43
Total 26 46 72
BAL culture, direct examination, no.# —
Positive (%) 15 (58) 14 (30) 29
Negative (%) 11 (42) 32 (70) 43
Total 26 46 72

Meersseman W, et al. Am J Respir Crit Care Med 2008;177:27. ou



YBU’nde Galaktomannan

serum GM optical index

X

-
-

==

1
grns:_%ua 1

EORTC classification

Serum galaktomannan

Meersseman W, et al. Am J Respir Crit Care Med 2008;177:27.

ek

L Ll
prebass 14 pozztio A
B n=27

EORTC classification

BAL galaktomannan

ou



Asperqgillus niger vs. digerleri

THE CITRIC ACID FERMENTATION OF ASPERGILLUS
NIGER.*

By JAMES N. CURRIE.

(From the Research Laboratories, Dairy Division, United States Department
of Agriculture, Washington.)

Prates 1 axp 2.
(Received for publication, April 20, 1917.)

INTRODUCTION.

Journal of Biological Chemistry
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A niger CA 16 and 79720

'

Grown in PDA agar slant

’

A. niger spores (7 days-
old=culture)

Substrate (Sugarcanc bagassc)
cut, dried and powdered

v

Mixed with water at different
concentrations {(w/w) and pH
was adjusted 1o 5.0

v

Filtration and sterilization

Inoculation with 110" spores25 mL

v

Fermentation in 500 mL Erlenmeyer
fask at 30£1°C at 200 rpm

v
—— Filtrate for citric acid
Filtration »|  and other analvsis
v

Cell biomass
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FIG. |. Increasing incidence of invasive Aspergillus niger complex

infections in University Hospitals Leuven, 2005-201 I.

Vermeulen E, et al. Clin Microbiol Infect 2014,20:333
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Insanda A. niger Enfeksiyonu

TABLE |. Characteristics of patients with invasive Aspergillus niger complex infections, University Hospitals Leuven (January 2005
to December 2011)

Case Age Sex Underlying condition  A. niger invasive aspergillosis™ Sample® Therapy 6-week survival
| si F /TPolycrauma, drug-induced\ Probable BAL Caspofungin Survived
agranulocytosis
2 60 F Lung transplantation Probable, voriconazole-breakthrough infection Sputum Posaconazole Survived
3 59 F AML Probable, mixed infection with Rhizopus pusillis BASP Posaconazole +~ L-AMB Died
4 29 F Lung transplantation Proven Lung biopsy Voriconazole + aerosol®  Survived
5 62 F AML Probable, mixed infection with Lichtheimia spp. BASP - Died
6 48 M COPD/emphysema Proven Lung biopsy Itraconazole + surgery Survived
7 52 F Lung transplantation Probable, mixed infection with A. flavus BAL Voriconazole + aerosol®  Survived
8 40 F Lung transplantation Proven Lung biopsy Voriconazole + aerosol®*  Survived
9 79 M COPD Autopsy-proven, voriconazole-breakthrough infection BASP - Died
10 69 M AML HSCT Probable, mixed infection with S. apiospermum BASP Voriconazole Died
Il 45 M Pancreatitis Proven, voriconazole-breakthrough Biopsy abdomen® — Died
12 57 M COPD/emphysema Putative, therapy failure® on voriconazole BAL L-AMB + caspofungin Survived
13 52 M AML Probable Sputum - Died
|14 52 M Lung transplantation Probable BAL Voriconazole Survived
I5 80 M Hodgkin lymphoma Proven osteomyelitis Biopsy humerus  Voriconazole + surgery Survived
16 65 M kOPD / Putative, voriconazole-breakthrough BAL Voriconazole (continued)  Survived'

*All pulmonary aspergillosis, except case 5.

®Radiological progression of CT lesions, clinical deterioration and unchanged high BAL galactomannan levels (index up to 11.7).

“Clinical sample type from which A. niger complex was cultured. If multiple isolates were cultured, this refers to the most relevant positive sample (biopsy > BAL > BASP > spu-

tum).

“Most relevant pulmonary sample: BASP.
“Aerosolized conventional amphotericin B.
'Died at week 15. AML, acute myeloid leukaemia; BASP, bronchial aspirate; COPD, chronic obstructive pulmonary disease; HSCT, haematopoietic stem cell transplantation; L-

AMB, liposomal amphotericin B.

Vermeulen E, et al. Clin Microbiol Infect 2014,20:333
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Baddley JW, et al. ICM 2009;47:3271.

TABLE 1. In vitro susceptibilities of 274 Aspergillus isolates causing
IA in transplant recipients

. MIC ml
Species (no. of isolates)” An.nftmga] ey

agent Range 50%/90%

Aspergillus fumigatus” (181) AMB 0.125-2 0.5/1
ITR 0.125-4 0.25/0.5
VOR 0.125-8 0.5/0.5
POS 0.03-1 0.06/0.125
RAV 0.25-1 0.511

4 )

Aspergillus niger (28) AMB 0.125-0.25  0.125/0.25
ITR 0.25-1 0.511
VOR 0.5-1 171

L POS 0.06-0.5 0.25/0.25 )

Aspergillus flavus (27) AMB 0.5-1 171
ITR 0.06-0.25  0.125/0.25
VOR 0.125-1 0.5/0.5
POS 0.06-0.125  0.06/0.125
RAV 0.25-0.5 0.5/0.5

Aspergillus terreus (22) AMB 0.254 22
ITR 0.03-025  0.125/0.25
VOR 0.25-0.5 0.5/0.5
POS 0.03-0.06 0.06/0.06
RAV 0.5 0.5/0.5

Aspergillus versicolor (7) AMB 0.125-1 0.51
ITR 0.125-16 0.25/16
VOR 0.25-2 172
POS 0.06-16 0.25/16
RAV 0.254 1/4

Aspergillus calidoustus (5) AMB 0.5-1 171
ITR 16 16/16
VOR 4-8 4/8
POS 16 16/16
RAV 4 4/4

Other Aspergillus spp. (4)° AMB 0.5-4 0.5/4
ITR 0.06-025  0.125/0.25
VOR 0.5-1 0.511
POS 0.06-0.25 0.06/0.25

ou
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= Sefoperazon/sulbaktam + kolistin’e vorikonazol
eklendi.

ou
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e 9 glin sonra hala entlibe, kardiyotropik destek
gereksinimi devam ediyor

e Cevap yok

\

e Vicut isisi: 39°C
e N: 110/dk

e Pnomomediastinum gelisti
e Prednizolon 32 mg/giin aliyor.

ou
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Fiberoptik bronkoskopi tekrarlandi

" Asidorezistan basil: Negatif
= MTB PCR: Negatif
= MTB kulttra: Bekliyor

= CMV PCR (BAL): 17,626 kopya/mL
= Serum: 283 kopya/mL

ou



SLE ve CMV

» Hastalarda CMV enfeksiyonu alisilagelenin disinda

seyredebilir.

= Asemptomatik CMV enfeksiyonu otoimmun sistemi

etkileyebilir. CMV, SLE’yi alevlendirebilir (Sekigawa I, et
al, 2002).

» Fosfolipid —baglayan bir CMV peptidi ile immunize
farelerde antifosfolipid antikorlarinin gelistigi
gosterilmistir (Gharavi AE, et al, 2002).

ou
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= BAL galaktomannan: 2.5 (3 giin sonra serum GM: 0.6)
= Fungal kultur: (5 giin sonra)

Aspergillus fumigatus
Aspergillus calidoustus

ou



Baddley JW, et al. JICM 2009;47:3271.

TABLE 1. In vitro susceptibilities of 274 Aspergillus isolates causing
IA in transplant recipients

\_

e ooy AT MIC (ug/m)
pecies (no. of isolates) PR
apent Range 50%/90%
Aspergillus fumigatus” (181) AMB  0.125-2 0.5/1
ITR 0.125-4 0.25/0.5
VOR 0.125-8 0.5/0.5
POS 0.03-1 0.06/0.125
RAV 0.25-1 0.511
Aspergillus niger (28) AMB 0.125-0.25  0.125/0.25
ITR 0.25-1 0.51
VOR 0.5-1 171
POS 0.06-0.5 0.25/0.25
Aspergillus flavus (27) AMB 0.5-1 171
ITR 0.06-0.25  0.125/0.25
VOR 0.125-1 0.5/0.5
POS 0.06-0.125  0.06/0.125
RAV 0.2505 0.5/0.5
Aspergillus terreus (22) AMB 0.254 2/2
ITR 0.03-0.25  0.125/0.25
VOR 0.25-0.5 0.5/0.5
POS 0.03-0.06 0.06/0.06
RAV 0.5 0.5/0.5
Aspergillus versicolor (7) AMB 0.125-1 0.5/
ITR 0.125-16 0.25/16
VOR 0.25-2 12
POS 0.06-16 0.25/16
RAV 0.254 1/4
4 3 { )
Aspergillus calidoustus (5) AMB 0.5-1 11
ITR 16 16/16
VOR 4=y 4/8
POS 16 16/16
RAV 4 4/4 )
Other Aspergillus spp. (4)° AMB 0.5-4 0.5/4
ITR 0.06-0.25  0.125/0.25
VOR 0.5-1 0.511
POS 0.06-0.25 0.06/0.25
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TEDAVI
= Antibiyotikler kesildi

= Gansiklovir 5mg/kg
glinde 2 kez

" Lipozomal AmB 5mg/
kg/gln

ANTIFUNGAL DUYARLILIK

» A. calidoustus
= \Vorikonazol 8
= Amfoterisin 2
= Posakonazol 8

= [trakonazol 8
= Mikafungin 0.03

" A. fumigatus
= \/orikonazol 0.25

ou
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= Solunum yetmezligi bulgulari gansiklovir tedavisinin

10., lipozomal AmB tedavisinin 5. gint dizelmeye

basladi.

= Hastanin atesi dustl, durumu stabil hale geldi.

ou
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" Bu sirada sag omzunda
hassas, fliktiasyon veren
bir kitle ortaya cikt.

= |ezyon aspirati:

Bol PNL ve Gram pozitif
dallanan bakteri

KaGltlr: Nocardia spp. J

N




o b

= Kraniyal MRG: Sol temporal lobda 0.7mm capinda soliter
abse

ou



=

= Cerrahi ekzisyon:
=  Patoloji: Etyoloji yoninden tanisal degil
= Kultlirde Staphylococcus epidermidis

ou



OLGU7
D Ocak 2015

" lipozomal AmB 5mg/kg/giin
= TMP/SMX 15mg/kg/glin
" Prednizolon 16mg/kg/glin

" Tedavi altinda bulanti ve kusma gelisti, bobrek
fonksiyonlari bozuldu (serum kreatinin: 1.77 g/dL)

» Tedavi degistirildi:
= [mipenem
» Lipozomal AmB 5mg/kg haftada 3 giin

ou
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= TMP-SMX ile tekrar “challenge’ yapildi, bulanti-
kusma tekrarladi.

* Oral moksifloksasin 400 mg/glin baslandi

= Hasta oral moksifloksasin + Lipozomal AmB 1/7 ve
Prednizolon 16 mg/giin dozunda taburcu edildi.

ou



SLE ve Infeksiyon

Table I. Rates and characteristics of infections in SLE patients*.
Study # of infections
(Ref.) # of patients (%) Pathogens Risk factors Mortality rate
Gladman [4] 93 148 BV,E P Steroids, immunosuppression, 3 died
active renal disease,
CNS, SLEDAI
Cervera [12] 1000 270 (27%) 28.9%
Cervera [13] 1000 25% 6.8%
Edwards [14] 348 hospitalizations; 37% SLE flare; young age; 9/11
223 patients frequent admissions
Noel [6] 87 57% 82%-B, Severe flares, renal,steroids,
IV cytoxan, plasmapharesis
Zonana-Nacach [7] 200 65 (32%) Sites- UTI, skin, SLEDAI, renal,steroids,
sepsis, vainal IV cytoxan
Li [8] 86 133 B, F, nosocomial Cardiac,pulmonary,renal,
high dose steroids
Wongchinsri [11] 488 191 Salmonella, E. Coli, TB 27%
Bouza [10] 662 27%
Alarcon [15] 288 Disease activity, disease 11/288
damage, poverty
Suh [66] 120 High dose steroids,
SLEDAI, anemia,
renal, high CRP
Godeau B [18] 16 ICU 33%
Whitelaw DA [19] 14 2 ICU 79%

* Previous studies in (1). B-bacterial; V-viral; F-fungal; P-parasite; SLEDAI- SLE disease activity index.

Zandman-Goddard G, Schoenfels Y Autoimmun 2003,;8:473

ou



SLE’de Mortalite

1000 hasta,
5-yillik izlem

Mortalite:
45 (%4.5)

3§ N\

Aktif SLE Infek5|yon Tromboz
%28.9 %28.9 %26.7

Cervera R, et al. Medicine (baltimore) 2003,82:299 ou



SLE-Infeksiyon Etkilesimi

SLE 4—> Viral ve bakteriyel infeksiyon

(.

Immunolojik degisiklikler SLE hastalarinin \
infeksiyona yatkinliginda rol oynar

SLE tedavisinde kullanilan ilaglar firsatci etkenler
dahil genel olarak infeksiyona yatkinligi arttirir

Infeksiyonlar SLE alevlenmesini taklit edebilir /

ou



Infeksiyon-SLE Alevlenmesi Ayirimi

H

CRP duzeyleri: Bir cok otoimmun hastalikla infeksiyon

varhiginda artar ama SLE'de normal bulunabilir. (Williams Jr,
2005, Roy S, 2001)

Notrofil sayisi 6nemli degildir.

Solubl Fc gama reseptor Il diizeyi infeksiyonda anlamli
dusuktlr. (Helmich B, 2002)

Monosit-makrofaj sisteminin aktivasyonunu gosteren sCD14,
vaskuler endotel (sE-selektin, SICAM-1,) SLE ve primer Sjogren
sendromlu hastalarda infeksiyon veya sepsiste artar, primer
hastalikta da yukselebilir. (Egerer K, 2001)

ou



Cikarilan Dersler

Invaziv aspergillosis ndtropenik veya kanser dis|
immunsupresif hastada da gelisebilir.

= Biyo-belirtecler (serumda) pek yararli degil.

= Radyolojik bulgular karakteristik degil.

= Tani konulmasi geg, tedavi gec, basarisizlik orani yuksek.

Invaziv aspergillosis baska bir firsat¢i enfeksiyonla
birlikte gorulebilir.

Immunsupresif tedavi azaltilmadan basari zor.

ou
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" 24 vyasinda, kadin, bekar, calismiyor, Ordu’da
yasiyor

® 12 gindir devam eden oksurik ve nefes darlig
yakinmasi var

" Balgam cikarmiyor

" Ates izlemi yapilmamis

ou



e T-Hucreli ALL
e Hyper-CVAD, HD MTX, kraniyal RT

e Allojeneik HSCT

ou



e GVHH tedavisi icin hastaneye yatis
e Posakonazol solisyon 3 x 200 mg po

Agustos
2010 Y.
\
e Enfeksiyon Hastaliklari Plk.e basvuru.
e 6 glin 6nce bulanti ve kusma nedeniyle
deferasirox kesilmis
e Posa dozu guinde 2 kez’'e azaltilmis D

ou



=

Almakta Oldugu Tedavi

" Mikofenolat mofetil, takrolimus, metilprednizolon
"  Haftada iki kez ekstrakorporeal fotoferez
- Levofloksasin, valasiklovir, dapson, posakonazol

" |nsilin, omeprazol, ursodeoksikolik asid, vitamin B1,

B6, B12 kompleksi, kalsiyum-vitamin D3

ou
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Fizik Inceleme ‘

" Vdcut isisi: 37.4°C

" Kalp hizi: 88/dak.

B Kan basinci: 120/80mmHg

" Solunum: 22/dak

" Bilinc acik, oryente, koopere

" Sol akciger bazalinde krepitan raller.

ou
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Laboratuvar ‘

" Hemoglobin: 7.3 g/dL, o O
" Hematokrit: %20.5 " i da =
" Beyaz kiire: 9.200/mm3
" Trombosit: 72.000/mm?3

® PY: %86 PMNL, %6 lenfosit, %3 monosit, %1 bazofil,

%4 normoblast
ou
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" Eritrosit sedimentasyon hizi: 105 mm/s ?@

(0-20)

" CRP:30.4 mg/dL (0-0.8) ‘m

" ALT 68 U/L (0-33), AST 80 U/L (0-31)

" GGT 363 U/L (0-33), ALP 177 U/L (0-390)

" T.bil 2.73 mg/dL (0.1-1.2), d.bil 2.1 mg/dL
(0-0.3)

ou
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Klinik Izlem ‘

B Pnodmoni tanisiyla infeksiyon Hastaliklari Servisi’ne
yatirilarak imipenem baslandi.

" Tedavinin 7. ginunde ates ve siddetli bas agrisi
yakinmasi.

" Solunum sistemi muayenesi: Her iki akciger bazalinde
solunum seslerinde azalma

" Norolojik muayene: Patolojik bulgu yok.

" BK:13.300/mm?

ou
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" Biling bozuklugu, sol laterale bakis deviasyonu
gelisti.

" Mekanik ventilasyon gereksinimi nedeniyle Yogun
Bakim Unitesi’ne devredildi.
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Sol ve sag akciger alt lobda parankimal konsolidasyon
ve bilateral plevral efuzyon.
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" Bronkoalveoler lavaj ve plevral sivi 6rnekleri alinarak
mikroskopik inceleme, bakteriyel, mikobakteriyel ve
mantar kultdrlerinin yapilmasi amaciyla laboratuvara

yonlendirildi.
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= Sag serebellumda minimal kontrastlanma gdsteren hipodens —
heterojen kitle (hematom? Neoplastik kitle?) Kitle basisina sekonder
triventrikiler hidrosefali

= NRS MRI istedi
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spinal korda dogru seyreden

serebellar tonsiller herniasyon.
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" Santral sinir sistemi aspergillozu olabilecegi
ongorusuyle posakonazol kesilerek vorikonazol;
s6z edilen bulgular nokardiyozu da akla getirdigi
icin trimetoprim-sulfametoksazol eklendi.

" Eksternal ventrikller drenaj kateteri yerlestirildi.
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= BT (30.9.2010): 2 guin onceki tetkikte
tanimlanan kitle orta hatti gecmis, serebellar
hemisfer sol yarisina basmis ve 4. ventrikulG
hemen tamamyle oblitere etmis.

= Hasta acil ameliyata alindi.
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OLGU

= Ameliyat materyalinin
patolojik incelemesi: Genis

acl ile dallanan septasiz
hifler

= Mukormikoz on tanisi ile

lipozomal amfoterisin B'ye
gecildi.
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® Hastanin norolojik bulgularinda dizelme olmadi.

" MDR Acinetobacter baumannii pnémonisi icin
meropenem + kolistin baslandi.

" Yinelenen BT ve MR bulgularinda 4. ventrikul
obliterasyonunun ve spinal kanala herniyasyonun
devam ettigi gozlemlend..

" Hasta SVO’dan 14 gln sonra eksitus oldu.

ou
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" Operasyon materyali mantar kaltara:

Rhizopus spp.

" MIK degerleri:
amfoterisin B: 4 pg/mL
posakonazol: 16 pg/mL
vorikonazol: 8 pg/mL

kaspofungin: >16 pg/mL

ou



Antifungal altinda IFH
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Antimikrobiyal Direnc H

Enfeksiyon bolgesinde maksimum

konsantrasyonda ilac bulunmasina karsin

mantarin cogalmaya devam ederek

hastalik semptomlarina neden olmasi
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Mikrobiyolojik

direnc

Klinik direnc

(N

\

MIK degeri >“breakpoint” degeri

Antifungal tedaviye yanit olmamasi

J
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Direnc

= Konakciya iliskin
= |laca iliskin
= Etkene iliskin faktorler
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Konakciya lliskin Faktorler [ﬂ

" immun durum

® infeksiyonun yeri

® infeksiyonun siddet
® jlac tedavisine uyum

" Yabanci cisim varligi

" Abse varligi

ou



llaca lliskin Faktorler

" Fungistatik etki

" Dozlama (siklik,
miktar, intermittent/
surekli)

® Farmakokinetik

® jlac-ilac etkilesimi
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Etkene lliskin Faktorler [a

" |k MIK degeri

" Hucre tipi

® Susun genomik stabilitesi
" Populasyonun yogunlugu

" Biyofilm
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Duyarlilik Testine Iliskin Faktorler H

® Tekrarlanabilirlik

" Klinik sonuc ile

korelasyon

" Uygun kontrollerin

kullaniimasi

ou



Antimikrobiyal Direnc H

Enfeksiyon bolgesinde maksimum

konsantrasyonda ilac bulunmasina karsin

mantarin cogalmaya devam ederek

hastalik semptomlarina neden olmasi

ou



Table 2. Proven or Probable Invasive Fungal Infections during the Fixed Treatment Period and the Exposure Period,
According to Pathogen, among Patients Assigned to a Study Drug.
Posaconazole Fluconazole
Group Group Odds Ratio
Pathogen or Pathogen Group (N=301) (N=299) (95% CI) P Value
no. (%)
Fixed treatment period
All proven and probable invasive fungal infections* 16 (5.3) 27 (9.0) 0.56 (0.30-1.07) 0.07
All invasive aspergillosis 7(2.3) 21(7.0) 0.31 (0.13-0.75) 0.006
Aspergillus (not otherwise specified) 0 5
Aspergillus galactomannan antigen index 5 6
A. fumigatus 2 5
A. flavus 0 3
A. niger 0 1
A. terreus 0 1
All candida species - -
C. krusei 1 1
C. albicans 0 1
C. glabrata 2 1
C. parapsilosis 0 1
Candida (not otherwise specified) 1 0
Other fungi ¢—— 5 2
Pseudallescheria boydii 1 0
Rhizomucor miehei 0 1
Trichosporon beigelii 1 0
Scedosporium prolificans 1 0
Mold (not otherwise specified) 2 1

Ullman AJ, et al. NEJM 2007.
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Tedavi/Profilakside Basarisizlik
Nedenleri

= Dusuk biyoyararlanim:
= Gl patoloji (diyare...)

= jlac etkilesimleri
= |stenmeyen etkiler

Mikrobiyolojik direnc
Biyofilm
Yuksek inokulum

Artmis virtlans
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Tesekkurler



