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70 yasinda, erkek hasta

DM

Whipple operasyonu

Operasyondan 1 hafta sonra ylksek ates
CRP:350, prokalsitonin:8



TANI :
PANKREAS; PANKREATIKODUODENEKTOMI:

TUMOR ;
MIKST ASINER HUCRELI NOROENDOKRIN KARSINOM.
GCAP: 3,7 CM.

TUMOR EVRESI: ,
pT3 N1 M_ (EVRE ILE ILGILI PARAMETRELER ASAGIDA DETAYLANDIRILMISTIR).

INVAZYON ALANI:
TUMOR SUPERIOR MEZENTERIK VENLI (PIYES UZERINDEKI BOLUMUNU) VE PERiPANKREATiK
YUMUSAK  DOKUYU INVAZE ETMISTIR (pT3).

NEKROZ : VAR, KONFLUEN.
LENFATIK INVAZYON * VAR.
VASKULER INVAZYON : VAR.
PERINORAL INVAZYON : VAR.

Bu rapor Prof.Dr. YERSU KAPRAN tarafindan elektronik olarak imzalanmistir. Sayfa 2 / 3
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Candida glabrata MIC degerleri
(Karaciger koleksiyon sivisi; 2 Mart 2015)

1. Voriconazole 0.023 micg/mL
2. Flucanazole 1.5 micg/mL
3. Posaconazole 0.5 micg/mL
4. Micafungin <0.02 micg/mL
5. Caspofungin 2 micg/mL

6. Anidulafungin <0.02 micg/mL

7. Amphotericin B 4 micg/mL



Candida parapsilosis MIC degerleri
(Kan kalttrd; 9 Mart 2015)

Voriconazole 0.064 micg/mL
Flucanazole 2 micg/mL
Posaconazole 0.094 micg/mL
Micafungin <0.006 micg/mL
Caspofungin 1.5 micg/mL
Anidulafungin <0.003 micg/mL
Amphotericin B 0.38 micg/mL

ltraconazole 2 micg/mL



Kronik dissemine kandidiyaz
(hepatosplenik kandidiyaz)

Blyuk cogunlukla hematolojik kanser
hastalarinda gorular.

Cok nadiren, notropenik olmayan hastalarda
gorulebilir.



Patient at risk of severe candidiasis
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Eggiman, Lancet ID, 20



Meningococcal sepsis Candida sepsis

L 2 l

High initial
Low initial
bacterial load 00 O fungal load
Overwhelming cytokine Low cyloklne
production ‘ @ productlon
Hyperacute sepsis Protracted sepsis
with SIRS with immunoparalysis
Immunotherapy Antiinflammatory strategies Immunostimulatory strategies
anti-LPS, activated protein C riFNy, rtGM-CSF

FIG. 2. The role of proinflammatory cytokines during sepsis: whereas proinfllmmatory cytokines are overwhelmingly released during acute
meningococcal sepsis, the concentrations found during systemic candidiasis are much lower. This is partly because of differences in microbial load
in the two infections. It is therefore late-stage immunoparalysis, rather than the acute cytokine storm, that is the main immunological disturbance
in systemic candidiasis, and the patient would benefit from enhancement of the host defence. LPS, lipopolysaccharide; Mo/Mf, monocyte/macro-
phage; rGM-CSF, recombinant granulocyte-macrophage colony-stimulating factor; rlFN-y, recombinant interferon-y; SIRS, systemic inflalmmatory
response syndrome; Th, T-helper lymphocyte.



PHAGOCYTES, GRANULOCYTES, AND MYELOPOIESIS

Invasive fungal infection and impaired neutrophil Kkilling in human

CARD?Y deficiency

Agata Drewniak,? Roel P. Gazendam,' Anton T. J. Tool,' Michel van Houdt,’ Machiel H. Jansen,? John L. van Hamme,’
Ester M. M. van Leeuwen,” Dirk Roos," Emmanuel Scalais,® Carine de Beaufort,* Hans Janssen,® Timo K. van den Berg,’

and Taco W. Kuijpers'-

1SEF'|C|U”"I Research, and Landsteiner Laboratory, Academic Medical Center, University of Amsterdam, Amsterdam, The Netherlands; zDepaJTment of
Experimental Immunology, Academic Medical Center, Amsterdam, The Netherlands; *Division of Pediatric Neurology, Centre Hospitalier de Luxembourg,
Luxembourg; “Division of Pediatric Endocrinology, Centre Hospitalier de Luxembourg, Luxembourg; SDivision of Cell Biology, Dutch Cancer Institute,
Amsterdam, The Nethedands; and SEmma Children's Hospital, Academic Medical Center, University of Amsterdam, Amsterdam, The Netherlands

* Human CARDS9 deficiency is
characterized by a selective
neutrophil killing defect,
resulting in invasive
candidiasis.

Caspase recruitment domain—containing protein 9 (CARD9) is an adaptor molecule in the
cytosol of myeloid cells, required for induction of T-helper cells producing interleukin-17
(Th17 cells) and important in antifungal immunity. In a patient suffering from Candida
dubliniensis meningoencephalitis, mutations in the CARD9 gene were found to result
in the loss of protein expression. Apart from the reduced numbers of CD4* Thi17
lymphocytes, we identified a lack of monocyte-derived cytokines in response to Candida
strains. Importantly, CARD9-deficient neutrophils showed a selective Candida albicans
killing defect with abnormal ultrastructural phagolysosomes and outgrowth of hyphae.

The neutrophil killing defect was independent of the generation of reactive oxygen species by the reduced NAD phosphate oxidase
system. Taken together, this demonstrates that human CARD9 deficiency results in selective defect in the host defense against invasive
fungal infection, caused by an impaired phagocyte killing. (Blood. 2013;121(13):2385-2392)

Blood, 2013



Candida spp.: At a Glance

C. albicans

C. parapsilosis

C. glabrata

C. tropicalis

C. krusei

Responsible for about 50% of
Candidemia

Biofilm
Skin contamination

Fatality is < than C.albicans
Southern Europe

Elderly, HIV+
Northern Europe

More common among cancer pts

Less common
Fatality is > C.albicans

Fluconazole 1-2%

MIC of echinocandins are high

Dose related resistance for
azoles

Less R to Fluconazole

R to fluconazole
Echinocandins considered

Azap O, Ergonul O, AFS, 2017



Yogun Bakimda Infeksiyon Etkeninin Saptanma Zaman

Serratia l——l—l
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Figure 2. Time from hospital admission to bacteremia by pathogen
(mean = SD) among 49 sentinel hospitals throughout the United
States. CNS = coagulase-negative staphylococci; E. coli = Esche-

richia coli; P. aeruginosa = Pseudomonas aeruginosa; S. aureus =
Staphylococcus aureus. Edmond, CID, 199t



KOLONIZASYON

Endojen (en sik)
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Solunum Orneklerinde Candida

Oral mukozada kolonizasyon
Solunum mukozasinda kolonizasyon
Balgam kulttra: tani degeri cok dustk

BAL kulturinde kandida tGremesi olursa:

— Notropenik olmayan hastalarda PPV < %30
— OTOPSI CALISMALARI kolonizasyon lehine

Azoulay et al, Intensive Care Med (2004) 30:1384-1389



Kateter Infeksiyonu

* Kandida kateter infeksiyonuna isaret eden
bulgular

— Kanda C. parapsilosis Gremesi
— Kateter — periferik kan kantitatif treme farki (5-10 kat)
— Kateter — periferik kan treme zamani farki (2 saat)

— Kateterden TPN aliyor olmak

* Enfekte kateter mutlaka cekilmeli

Mermel, Clin Infect Dis 2001
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Diagnosis
Blood Culture

— Only diagnostic approach that allows subsequent susceptibility testing.

— Blood culture sensitivity: 21-71% reported in autopsy studies.
— Blood cultures: slow turn-around times and revealed late .

— Positive blood cultures should prompt the immediate initiation of
therapy and a search for metastatic foci.

B-d-glucan
— Could be false positive.
— The major benefit is negative predictive value.

Mannan/Anti-mannan

— Maybe in hepatosplenic candidiasis

PCR

— not well standardized yet

21



Differences in Stewardship

Antibiotic

Diagnosis

— CRP

— Procalcitonin
— Culture: earlier

Resistance reports
— Set

Switch

Consensus in treatment
better

Antifungal

Diagnosis
— BDG
— GM/CT
— Culture: not very early
e Difficult if seated deeply

Resistance reports
— Improving
Switch: not well developed

Consensus in treatments
needs to be improved

22



Beta Glukan Testi

Kandidemik 30 hastada B glukan testi

" Duyarhlilk %97, Ozgullik %93
VB

&0 pgfml cut-off line i

Subjects Mormals

Kandidalara Ozgi Degil: Panfungal

Odabasi Z, Clin Infect Dis 2004

Serum (e 3-CFD-glucan (pgiml.)



Mannan + Anti Mannan

On dort calismaya dayanan bir meta-analiz

Kaltar pozitifliginden ortalama Mn: 6, Anti-mn 7 glin 6nce +

Duyarlilik (%) | Ozgiilliik (%)

Mannan 58 93
Anti Mannan 59 83
Mannan + Anti Mannan 83 86

Mikulska M, Critical Care 2010



Invaziv Kandidiyaz Kesin Tani

e Kan kulturu pozitifligi

veya

e Steril vicut sivisi ya da dokuda tretilmesi
(idrar ve sinus aspirati haric)

veya
* Histolojik tani



Tedavi Zamanlamasi ve Mortalite
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Garey KW et al. CID 2006; 43:25-31.



Skorlama



Leon et al, Kandida Skoru

>7 gun yatan 1699 ICU vakasinda prospektif kohort
— Cerrahi

— Multifokal kolonizasyon

— TPN

— Agir sepsis

> 2.5 skor ile %81 duyarlilik, %74 6zgulltk

Baska bir calismada skorun < 3 olmasi ile NPV %98

Kandida skoru, kolonizasyon indeksinden Ustln
bulundu



A bedside scoring system (“Candida score”) for early antifungal
treatment in nonneutropenic critically ill patients with Candida
colonization*

Cristobal Leon, MD; Sergio Ruiz-Santana, MD, PhD; Pedro Saavedra, PhD; Benito Almirante, MD, PhD;
Juan Nolla-Salas, MD, PhD; Francisco Alvarez-Lerma, MD, PhD; José Garnacho-Montero, MD;
Maria Angeles Leon, MD, PhD; EPCAN Study Group

Invazif Kandidiyaz ciddi sepsis ve septik soka benzer bir
tablo.

Yeni antifungallere ragmen gec¢ saptanirsa fatalite %40.
(Ostrosky-Zeihcner, CCM, 2006)

Acaba invazif Kandida infeksiyonu onceden tahmin edilebilir
mi?

Bu amacla Kandida skoru olusturulabilir qggn et al. Crit Care Med. 2001



Table 4. Calculation of the Candida score: Variables selected in the logistic regression model

Coefficient Standard p
Variable (B) Error Wald x* Value
Multifocal Candida species colonization 1.112 379 8.625 .003
Surgery on ICU admission 997 319 9.761 .002
Severe sepsis 2.038 314 42.014 .000
Total parenteral nutrition 908 .389 5.451 .020
Constant —4.916 485 102.732 .000

Candida score = .908 X (total parenteral nutrition) + .997 X (surgery) + 1.112 (multifocal
Candida species colonization) + 2.038 (severe sepsis). Candida score (rounded) = 1 X (total
parenteral nutrition) + 1 X (surgery) + 1 (multifocal Candida species colonization) + 2 X (severe
sepsis). All variables coded as follows: absent, 0; present, 1.

Leon, et al. Crit Care Med, 200t



Paphitou et al, Kandida skoru

* Cerrahi YBU, 327 vaka, kohort

e >3 giln yatan ve asagidakilerden bir tanesi

— DM + Diyaliz + TPN + Genis spektrum antibiyotik
alanlarda %17 kandidiyaz gelisirken

— Bunlarin olmadigi hastalarda %5 (p < 0.01)
e Vakalarin %52 ‘si bu skora uyuyordu

e Kandidiyazlarin %78 ‘ini yakaladi
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IFI’de kullanilan antifungal ilaclarin siniflamasi: 4 sinif

1- Polienler

AmB deoksikolat
Lipid-bazli AmB formulasyonlari
Lipozomal AmB (L-AmB)
AmB lipid kompleksi (ABLC)
AmB kolloidal dispersiyon (ABCD)

2- Triazoller— Flukonazol, itrakonazol, vorikonazol, posakonazol
3- Ekinokandinler— Kaspofungin, anidulafungin, mikafungin

4- Pirimidin analogu — 5-flurositozin (5FC / flusitozin)



Antifungallerin mantarda etki yerlerine gore siniflamasi

1- Mantar duvar sentezini bozanlar— Ekinokandinler
2- Mantar sitoplazmik membranini bozanlar— Polienler / Triazoller
3- Mantar DNA sentezini bozanlar— Pirimidin analogu

couan ﬁ % Wi 4

Fungal
hiicre duvarl

v /\
vrrr ee , y

’//\

el " ',I \

Fungal o 0
hiicre membrani b /) '\ b-(1,3)-glukan
e

)

B-glukan sentataz «<~Ekinokandinler Ergosterol « AmB
Lanosterol-demetilaz <~ Azoller (Vori)

Ekinokandinlerle azoller arasinda ¢apraz diren¢ olugsmaz



Antifungaller ve immunosuppresorlerin klinik
etkilesimleri

Siklosporin A Takrolimus Mikofenolat mofetil Sirolimus
Lipozomal AmB! | Potansiyel nefrotoksisite | Potansiyel nefrotoksisite NR NR
Siklo AUC T Oral takro kons T
2 .
Flukonazol (1.8 kat) (5 katta kadar) NR Sirol kons 1
itrakonazol3 Siklo 1 Takro T NR Sirol kons 1
. SikloC.... & AUC T (%13 TakroC_. & AUC T
4 max ’ max
Vorikonazol %70) (%117 % 221) NR
. TakroC._ & AUC T Sirol C..., & AUC T
5 max max
Posakonazol Siklo kons? (%121 % 358) NR (6.7-kot, 8.9-kat)
Kaspofungin® Kaspofungin AUC T (%35) | Takrolimus C,,;, ! (% 26) - NR
. . Sirol AUC 1T
7 _ _ _
Mikafungin (%21)
Anidulafungin® - - NR NR

KUB'de spesifik 6neri yok

NR

Doz ayarlamasi gerekmez

Es zamanl kullanilabilir , ancak

Kontra-endikedir

monitorizasyon/doz ayarlamasi gerekir

1. AmBisome® (amfoterisin B) Kisa Uriin Bilgisi. Gilead Sciences. August 2012; 2. TRIFLUCAN® (flukonazol) Kisa Uriin Bilgisi. Pfizer Ltd. Ekim 2009

3. Sporanox” (itrakonazol) Kisa Uriin Bilgisi .Janssen.Haziran 2014; 4. Vfend® (vorikonazol) Kisa Uriin Bilgisi. Pfizer Ltd. Ocak 2014

5. Noxafil® (posakonazol) Kisa Uriin Bilgisi. Merck Sharp & Dohme. Subat 2014; 6. Cancidas® (kaspofungin) Kisa Uriin Bilgisi. Merck Sharp & Dohme. Agustos 2014
7. MYCAMINE™ (mikafungin sodyum) Flakon Kisa Uriin Bilgisi. Astellas Pharma ilag Ti¢.A.S. Ocak —Subat 2014 8. Eraxis” (anidulafungin) Kisa Uriin Bilgisi. Pfizer Ltd. Temmuz 2014




Rehberler



Rehberler Tartismasi Ne Durumda?

Rehberler

Fabrikasyon

* Yayinlanmis veriler

— RKC
— Yayinlanma yanlihgi
— Pek cok hata/yanlilik

Endustrinin etkisi
Gelismis Ulkeler odakl

Rehber karsithgi

Haute cotur, butik yaklasim

Pratik
— Kendinden menkul

— ”"Deneyimlerime gore”
— “En buyuk benim”

Timden bagimsiz mi?

Yerel veriler yok

38



Rehberlere Uyumun Mortaliteye Etkisi

Odds ratio (5% CT)

0-41 (0-30-0-5E)
068 (0-53-0-89)
007 (0-01-0-38)
071 (0-55-0-90)
030 (0-14-0-61)
Mot estimable
233 (112-4-86)
071(0-23-217)
0-80 (0-43-1:30)
0-40(0-12-1-41)
0-43 (0-20-0.91)
027 (013-0-57)
076 (0-41-1-41)
0-53 (0-35-0-71)
184 (-96-353)
Mot estimable
1.22 (0-51-2-91)
050 (0-30-0-84)
Mot estimable
0-8C (0-3C-2-11)
0-68 (0-22-2.04)
029 (0-09-1.67)
042 (0-17-1-07)
0.C8 (0-35-0-98)
071(0-32-1.56)
122 (0-353-3-80)
024 (0-12-0-46)
155 (0-97-2-49)
0-88 (0-40-1-04)
1.02 (0-23-3.58)
Mot estimable
081 (0-38-1.75)
050 (3-23-1-06)
130 (0-44-3-B4)

0-65(0-54-0-80)

Study or subgroup Experimental Control Weight
Events Total Events Total
Amold et al (2000) 82 o7c 11 660 C.C%
Asadi et al (2013) 3 1506 90 697 57%
Baudel et al {2009) 4 73 4 9 11%
Blasi et al (2008) 107 1092 234 1755 SBw%
Dambrava et al (2009) 0 531 13 111 4%
Diean et al (2006) ] 0 o ] -
Diaz et al (2003) n 196 12 245 33%
Ewig et al (2000) 10 170 g 62 1%
Ferer et al (2010) 59 160 49 116 45%
Frei et al {(2006) & 53 & 2 18%
Frei et al (2010) 1 L) 19 74 3%
Galayduyk et al (2008) 0 I8 12 L=1] 33%
Garcia et al (2007) 49 a6 40 &9 £
Grenier et al (2011) 86 1057 109 1087 G-6%
Hom et al (2007) vy 262 13 a9 3I7%
Huijts et al (2013) ] 97 o 29 -
Huvent-Grelle et al (2004) 17 £ 1 48 2-8%
Kett et al {2011) 84 129 137 174 4-4%
Malone et al (2001) ] 79 o [~ 1 -
Marras etal (1998) 24 20 7 51 27%
Marras et al (2004) 34 386 4 32 21%
Macwell et al (2005) b 124 ] Ch7 1-4%
Menendez et al (2002) 24 259 7 16 2-6%
Menendez et al (2005) [ Q60 n 245 A-4%
Menendez et al (2007) 1% 150 1 81 3%
Miletin et al (2001) 3 Er) 7 18 20%
Mortensen et al (2004) 20 EvE) n 97 I7%
Pradedli et al (2014) e g 7 130 4-6%
Reyes et al (2007) 16 375 g 100 3%
Sakaguchi et al (2013) 4 16 17 &9 1.7%
Silveira t al (2012) ] 66 o 46 -
Spoorenberg etal (2014) 17 762 1 402 3%
Triantafyllidis et al (2012) 14 152 17 100 3%
Wilke et al (2011) 10 44 7 18 1%
Total {95% CI) 13228 g7 100-0%
Total events 1163 1075
T
04005

Heterogensity: T=0-15; Y'=83.52. df=29 (p0-00001); I'=65%
Test for overall effect: Z=4-27 (p<0-0001)

I
01

+——
Fawvours experimental

T
10
—
Favours control

Lancet Infect Dis 2016



CUROPEAN
MiMATOLOAGY
ALABOCIATION

‘» haematologica

Jompral of The Fusopean Femaiolog)y Assos ualron

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

by Frederic Tissot, Samir Agrawal, Livio Pagano, Georgios Petrikkos, Andreas H. Groll,
Anna Skiada, Cornelia Lass-Florl, Thierry Calandra, Claudio Viscoli, and Raoul Herbrecht
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Table 4: ECIL-6 recommendations for initial first-line treatment of candidemia

Overall population Hematological patients

Antifungal therapy

- Micafungin * Al ATl
- Anidulafungin Al ATI®
- Caspofungin Al All
- Liposomal amphotericin B Al All
- Amphotericin B lipid complex BII B1I
- Amphotericin B colloidal dispersion B1I B1I
- Amphotericin B deoxycholate CI CII
- Fluconazole * Al CII
- Voriconazole ° Al BII
Catheter removal’ All B1I

? See warning box in European label; ° Provisional grading; ¢ Close monitoring for adverse event is
required ; ¢ Not in severely ill unstable patients; © Not in patients with previous azole exposure:

Tif the catheter cannot be removed, use of an echinocandin or a lipid formulation of amphotericin B
1s recommended.



Table 5: ECIL-6 recommendations for first-line treatment of candidemia after species identification

Candida species Overall population Hematological patients
C. albicans Echinocandins * Al Echinocandins ATl
Fluconazole ° Al Fluconazole cIa
Liposomal amphotericin B Al Liposomal amphotericin B BII
Amphotericin B lipid complex ATl Amphotericin B lipid complex BII
Amphotericin B colloidal dispersion All Amphotericin B colloidal dispersion BII
Amphotericin B deoxycholate CI Amphotericin B deoxycholate CII
C. glabrata Echinocandins* Al Echinocandins All
Liposomal amphotericin B BI Liposomal amphotericin B BII
Amphotericin B lipid complex BII Amphotericin B lipid complex BII
Amphotericin B colloidal dispersion BII Amphotericin B colloidal dispersion BII
Amphotericin B deoxycholate CI Amphotericin B deoxycholate CII
C. krusei Echinocandins* All Echinocandins * AT
Liposomal amphotericin B BI Liposomal amphotericin B BII
Amphotericin B lipid complex BII Amphotericin B lipid complex BII
Amphotericin B colloidal dispersion BII Amphotericin B colloidal dispersion B1I
Amphotericin B deoxycholate CI Amphotericin B deoxycholate CII
Oral stepdown  Voriconazole BI Voriconazole cIn
C. parapsilosis Fluconazole All Fluconazole Al
Echinocandins © BII Echinocandins B Il

? same grading for anidulafungin, caspofungin, micafungin ; ° not in severely ill patients:  if echinocandin-based regimen introduced before species
identification and patient responding clinically and microbiologically (sterile blood cultures at 72h), contimuing use of echinocandin might be considered

42



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

Grade Comments

Voriconazole® Al Daily dose: 2x6 mg/kg on day 1 then 2x4
mg/kg (Initiation with oral therapy: C III)

Isavuconazole Al As effective as voriconazole and better
tolerated

Liposomal amphotericin B BI Daily dose: 3 mg/kg

Amphotericin B lipid complex BII Daily dose: 5 mg/kg

Amphotericin B colloidal dispersion ClI Not more effective than d-AmB but less
nephrotoxic

Caspofungin cln

Itraconazole CIII

Combination voriconazole® + anidulafungin  C1
Other combinations CIII

Recommendation against use

Amphotericin B deoxycholate Al Less effective and more toxic

"Monitoring of serum levels is indicated. In the absence of sufficient data for first line monotherapy, anidulafungin, micafungin and posaconazole
have not been graded.
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Klinik tablolara 6zgu algoritmalar

IV. Should ASPs Implement Interventions to Improve Antibiotic Use and
Clinical Dutcomes That Target Patients With Specific Infectious
Diseases Syndromes?

Recommendation

4. We suggest ASPs implement interventions to improve anti-
biotic use and clinical outcomes that target patients with spe-
cific infectious diseases syndromes (weak recommendation,
low-quality evidence).

Ornekler
» Febril Notropeni

»Solunum Yolu
Infeksiyonlari

» Akut gastroenteritler

> ldrar yolu infeksiyonlari

IDSA 2016




Clinical Pathway for Febrile Neutropenia

Fever (A single tympanic temperature measurement of > 38.3°C or a temperature of 38 °C sustained overa 1
hour period ) and neutropenia (absolute neutrophil count (ANC) of < 1,000 cells/mm® or an ANC that is
expected to decrease to < 500 cells / mm® during the next 48 h)

Cases

= Don't enter in to the patient’s room without mask.
=  The MASCC [Multinational Assocation for Suppaortive Care in Cancer) Score should be calculated and

noted by the primary physician of the patient.
= Basic diagnostic tests: Complete blood count, CRP, procalcitonin, serum levels of liver enzymes, bilirubin

and bloed urea nitrogen, creatinine), bleod culture (At least two sets) and if present from each lumen of
the central venous catheter and chest X-ray.

On admission

]

Appropriate empiric antibiotic therapy have to be initiated according to the patient's MASCC score

* Low Risk (MASCC=21); If the patients is able to tolerate; oral Ciprofloxacin + Amoxicillin-clavulanate, if
not, the patients are hospitalized and IV ciprofloxacin + Ampicilline-sulbactam treatment is started.

* High Risk [MASCC<21); IV Piperacillin-tazobactam or Carbapenem or Ceftazidime or Cefepime.

First Step

The initial empiric therapy could be changeg according to clinical condition and microbiological data.
Vancomycin i< not a standard part of empiric antibiotic therapy for fever and neutropenia. (These agents
should be considered for special cinical indications, including suspected catheter — related infection, skin
or soft tissue infection, pneumania or hemodynamic instability).

Add metronidazole for abdominal symptoms and signs or suspect of C.difficile infection

Empiric antifungal coverage should be considered in high-risk patients who have persistent fever after 4—
7 days of a broad-spectrum antibacterial regimen and with no identified fever source.,

Second Step

* |Initial antibiotic therapy can be prolenged if there is suspect of infection.
In the absence of fever and no detection of microorganism, the antimicrobials should be

discontinued after four days.

Third S5tep

*  Examine and re-image (CT-MR) for new or = Observe 4-24 hours in clinic to ensure that
emipiric antibiotics are tolerated and patient
remains stable prior to discharge for
outpatient therapy.

worsening sites of infection.

= Culture, biopsy, drain sites of worsening
infection should assess.

*  Antibiotic spectrum and dose should be re-
evaluated.

Madran B, Keske §, Tokca G, Ferhanoglu B, Cetiner M, Mandel NM, Ergonul O. Implementation of Antimicrobial Stewardship Program for the Patients

with Febrile Neutropenia. Am J Infect Control 2017 (accepted)



v [
IDSA GUIDELINE RALLAOA  ULKALLSS

Clinical Practice Guideline for the Management of
Candidiasis: 2016 Update by the Infectious Diseases
Society of America

Peter G. Pappas,' Carol A. Kaufiman,? David R. Andes,” Cornelius J. Clancy," Kieren A. Marr® Luis Ostrosky-Zeichner,® Annette C. Reboli,” Mindy G. Schuster,®
Jose A. Vazquez® Thomas J. Walsh,"® Theoklis E. Zaoutis," and Jack D. Sobel®

Farkli Ne Var?

Baslangicta ekinokandinlerin artan rolQ
Duyarlilik testlerinin 6nemi

Degistirme: Ekinokandinlerden flukonazole gecis ne
zaman?

Vurgular

— Risk faktorleri

— Fundoskopik muayene
— Kateterin cikarilmasi
— Tedavi suresi
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IDSA 2016: Notropenik olmayan hastalar

Baslangic tedavisi ekinokandin

— Durumu kritik olmayan hastalarda, direnc¢ diisnilmiyorsa alternatif olarak flukonazol

e Azol ve ekinokandin duyarhlik testi:
— Daha once ekinokanding tedavisi alanlar
— Cglabrata veya C parapsilosis infeksiyonlari

e Klinik durum stabillesirse ve flukonazole duyarliysa ekinokandinden
flukonazole gecis: 5-7 glin

* Cglabrata infeksiyonunda, yiksek doz flukonazol 800 mg (12 mg/kg) veya
voriconazol 200 to 300 (3-4 mg/kg) glinde 2 kez disunulebilir.
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IDSA 2016: Notropenik hastalar

Baslangic tedavisi ekinokandin
— Daha dusik alternatif: amfoterisin B (lipid)

— Durumu kritik olmayanlarda flukonazol: daha 6nce flukonazol
maruziyeti yoksa.

C krusei: ekinokandin, amfoterisin B (lipid), veya voriconazole

Metastatik komplikasyonlarda: minimum tedavi suresi
eradikasyonu dokimente ettikten sonra 2 hafta

Funduskopik muayene: notropeniden ciktiktan 1 hafta sonra

Kateter cikarimi olguya 6zgl degerlendirilmelidir.
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ECIL-5 (2013)

Candidemia: Catheter removal

* Removal of central venous line
— In non-hematological patients All
— In hematology patients BATI BII
; oo oo I Ay

* When catheter cannot be removed, treatment with an
echinocandin or a lipid formulation of amphotericin B is
preferred Bl

]



Ann Hematol (2016) 95:1435-1455
DOI 10.1007/s00277-016-2711-1

ORIGINAL ARTICLE

Infectious diseases in allogeneic haematopoietic stem cell

transplantation: prevention and prophylaxis strategy
guidelines 2016

Andrew J. Ullmann' « Martin Schmidt-Hieber* - Hartmut Bertz® - Werner J. Heinz ' -
Michael Kiehl* - William Kriiger” - Sabine Mousset® - Stefan Neuburger’

Silke Neumann® « Olaf Penack” - Gerda Silling'” « Jorg Janne Vehreschild "' -

Hermann Einsele' - Georg I\*laschmc}-'cr” - on behalf of the Infectious Diseases Working
Party of the German Society for Hematology and Medical Oncology (AGIHO/DGHO)
and the DAG-KBT (German Working Group for Blood and Marrow Transplantation)

51



Table 2  Antifungal prophylaxis

Intention

Intervention

SoR QoE Comments

Prevent mould infection in

patients without GvHD, day 1-100

Prevent invasive Candida
disease in patients without
GvHD, day 1-100

Prevent invasive Aspergillosis
during GvHD

Prevent fungal disease relapse
(previous IFD)

Prevent fungal diseases”

Voriconazole 200 mg bid
oral or iv"

Posaconazole (suspension)
200 mg tid®

Micafungin 50 mg/day
Itraconazole suspension
2.5-7.5 mg/kg or capsules

Fluconazole 400 mg/day

Voriconazole 200 mg bid
oral or iv"

Posaconazole (suspension)
200 mg tid"

Micafungin 50 mg/day

Itraconazole suspension
2.5-7.5 mg/kg or capsules’

Posaconazole (suspension)
200 mg tid"

Voriconazole®

Caspofungin, posaconazole

Amphotericin B deoxycholate

C

B

!

D

I

II;

I

I,

I,

II
I
II

No difference seen in the trial in
comparison to fluconazole

Improved overall survival in AML/MDS
induction during neutropenia, new
formulations (tablet and iv, 300 mg qid)
provide a better bioavailability

Only during neutropenia, morbidity advantage

Administered up to 180 days if GVHD was
diagnosed; higher toxicity in comparison
to fluconazole, TDM: cutoff at 500 mg/mL (AII)

Improved survival, note rising incidence of
resistant Candida species since studies
were published

Also active against moulds, but no difference
seen in the trial between voriconazole and
fluconazole

Also effective against moulds, new formulations
(tablet and iv, 300 mg qd) provide a better
bioavailability

Also effective against moulds, only during
neufropenia, morbidity advantage

See above

improved survival (lower attributable mortality),
new formulations (tablet and iv, 300 mg qd)
provide a better bioavailability

considered as secondary antifungal prophylaxis,
dosages as above

Inacceptable toxicity
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against Candida tropicalis biofilms
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Sonuclar

* Yerel veriler
— CID Gram Negatif bakteriler

* Yerel uygulamalar
— Biyobelirtecler
— Molekuler yontemler

e Ulusal rehberler
— Nasil ilerlemeli?



