Febril Notropenik Hastada
Antifungal Yonetimi

Omriim Uzun
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Mali Aciklamalar

e Asagidaki firmalardan danismanlik,
@ konusmaci, arastirma projesi ve
bilimsel toplantilara katilim destekleri

— Astellas
—Gilead
—Merck
—Pfizer
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Akilci Antimikrobiyal
Yonetimi
2% A=Antimicrobial Stewardship)

ou



;.QI}':;.':' Antibiyotik Kullaniminin GET@
e Denetimi SMARI

Know When Antibiotics Work
www.cdc.gov/getsmart

LR » Gerekge:
: — Gereksiz harcamalari ortadan kaldirmak.
— Direncli mikroorganizmalarin secilmesini azaltmak.
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SIMIFF Calismasi: italyan Kiif

Mantari Infeksiyonlari Kayitlari
(2009-2011)
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Amitibiyrogak Kunllmommumam GET@
Denetimi SMARIT

Know When Antibiotics Work
www.cdc.gov/getsmart

@ e Gerekce:
: — Gereksiz harcamalari ortadan kaldirmak.
— Direncli mikroorganizmalarin secilmesini azaltmak.
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Ekip

infeksiyon egitimi
olan klinik eczaci
infeksiyon Dr. :

“ Hematolog
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Bilisim uzmani

Hasta
Klinik
mikrobiyolog

Hastane
epidemiyologu

Infeksiyon
kontrol uzmani

Dellit TH, et al. CID 2007;44:159

. 13
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‘Hastane infeksiyo
‘kontrol komitesi

Antimikrobiyal
(antifungal)
yonetim ekibi

 hastane eczanesi &
| tedavi komitesi

IDSA Guideline, 2007 14
ou



Stratejiler

y Ikna

e Miudahaleli ve geri bildirimli prospektif “audit”
e Formiler kisitlamasi ve belirliilaglar icin 6nceden
yetkilendirme gerekliligi

Gueg

Bu stratejiler birbirini
digslamaz, birlikte
uygulanabilir

SRS |DsA Guideline, 2007. . 15
00 : OU



Olgu

%t ¢ Otuz iki yasinda erkek hasta

4 o AML M3 tanisi nedeniile kemoterapi baslanacak. O

Central Venous Catheter
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Subclavian vein insertion Internal jugular vein insertion
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Sadeceates | |, | Biyo- _ ., Kiltir &
faktorleri belirtecler histopatolo.
Goruntuleme
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Profilaktik Strateji Oncesi Sorular K

o |htiyac var mi?

. Ise yarayan bir strateji var mi?

» Kisa vadede ve uzun vadede sakincalari nedir?
» Maliyetini karsilayabilir miyiz?

* Bizim daha glvenli hissetmemizi saglar mi?
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* En belirgin yarar, IFH

orani %10-15

i, (‘( . * <%5 ise minimal yarar.
AR i«ﬁﬂfr".!

L St
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1. Adim: Risk Degerlendirme

IFH Riski “Yuksek” olan Hasta Gruplari
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IFH Riski: AML ve AML-Benzeri KT
Alan MDS Hastalari

o ileriyas

S - Genetik yatkinlik

* Yatis oncesi faktorler (performans durumu = 2, ev
renovasyonu, tozlu ortamda ¢alisma, KOAH)

e Notropeni—siresi ve derinligi

;o 2% ° Monositopeni

e Pirin analogu (fludarabin vb.)

W8 « Demir asir yiiki

SACAEE - HEPA filtrasyon olmamasi

, ECIL-5, 2013 -
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Engrafman Sirasinda Yuksek Engrafman Sonrasi Yuksek Risk
=il Risk
§8d  Transplant sirasinda aktif akut Grade -1V akut GVHH
3 16semi
Kord-kani transplanti Alternatif vericilerden transplantta
veya steroid tedavisine yanitsiz
grade Il akut GVHH
Diger faktorler: Alternatif verici, Sekonder notropeni
erken CMV enfeksiyonu,akut
GVHH

Onceden IFH (sekonder profilaksi)  Diger faktorler: alternatif verici,
erken CMV enfeksiyonu, >1 hafta
steroid tedavisi

Tek basina kronik GVHH diger risk faktorleriyle birlikte degilse
yuksek risk nedeni degildir.

BH cciL-5, 2013 AU
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GUIDELINES
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Update: ECIL 5, 2013

Recommendations (2013)

Acute myeloid leukaemia patients undergoing intensive chemotherapy

Antifungal drug Grading Comments
Fluconazole Bl Only recommended if the incidence of mould infections is low.
(400 mg q24) Fluconazole may be part of an integrated care strategy together

with a mould-directed diagnostic approach.

Itraconazole oral solution Bl Recommended if baseline incidence of mould infections is high.
(2.5 mg/kg q12h.) May be limited by drug interactions or patient tolerability.

It is recommended to monitor serum drug concentrations.
Posaconazole Al Recommended if baseline incidence of mould infections is high.
(oral solution 200 mg q8h Given the increased absorption of the tablet, it is likely that need for
or tablet 300 mg q24h therapeutic drug monitoring will become restricted to specific

following a loading dose of populations (e.g. severe mucositis or GvHD).

300 mg q12h on day 1)
Voriconazole Bll Recommended if baseline incidence of mould infections is high.
(200 mg q12h) It is recommended to monitor serum drug concentrations.

Azoles should not be used empirically in case of prior mould-active azole prophylaxis.



Update: ECIL 5, 2013

Recommendations (2013)

Acute leukaemia patients undergoing induction chemotherapy

Antifungal drug Grading Comments

Echinocandins IV Cll Insufficient data on efficacy and tolerability

Amphotericin B Cll Insufficient data on dose, frequency and duration as well as
liposomal IV on efficacy and tolerability

Amphotericin B lipid Cll Insufficient data on dose, frequency and duration as well as
associated IV on efficacy and tolerability

Aerosolized liposomal Bl Only when combined with oral fluconazole

amphotericin B

Amphotericin B All-against

desoxycholate IV

Aerosolized Al-against

amphotericin B
deoxycholate




Update: ECIL 5, 2013

Recommendations for allogeneic
HSCT recipients (2013)

Antifungal prophylaxis* Pre-engraftment Pre-engraftment GvHD
Low risk for High risk for moulds
moulds
Fluconazole A-| A-lll - against A-lll against
Itraconazole B-I B-l B-l
| Voriconazole | B-I | B-l B-|
| Posaconazole OS/Tablet | B-l1 | B-ll A-|
Micafungin B-I C-l C-Il |
| Caspofungin | No data | No data No data
/anidulafungin
.- Liposomal Amphotericin B | C-ll | C-ll C-ll |
Aerosolized amphotericin B C-1l B-II No data
plus fluconazole

*For doses & need for Therapeutic Drug Monitoring: please refer to slides 21 and 22

-







POS Profilaksisi Alan Hastalarda
Pazarlama-sonrasi TDM

Hedef POS diizeyleri: 0.7 (0.5 mcg/ml)

* POS serum duzeyi 6lctimleri: 7.-13. gunler

19/21 (%90.5) hastada POS <0.7 mcg/mL, 16
hastada (%76.2) <0.5 mcg/mL)

3 hastada IFH, hepsinde POS <0.5 mcg/mL

Bryant AM, et al. Int J Antimicrob Agents 2011,;37:266
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National
Research

NEORMER
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Risk altindaki

hasta

Lokal IFi insidansi
Local epidemiyoloji
HEPA filtrasyon
Hasta ve saglik ekibinin egitimi
SVK bakimi

Profilaksi vok Kaf mantarlarina - Kuf mantarlarina
ronlaksi yo etkisiz profilaksi etkili profilaksi
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Kuf Mantarina Etkili Profilaksi

Y AVANTAJ
e |FH insidansinda azalma
S o Altta yatan hastaligin

tedavisi
e Mortalitede azalma

e Daha iyi uyku

DEZAVANTAJ

llac yan etkisi

llac etkilesimleri

llac maliyetinde artis
Potansiyel diren¢ sorunu

IFH saptanmasindaki
guclukler (GM testi)

IFH tedavisinde sorunlar
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Antifungal Profilaksi

GUIDELINES
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AML Hastasinin Oykiisii

:.: Santral venoz kateter Empirik antibiVOtikler

39 42
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4 Gun Sonra

ATES DEVAM EDIYOR!!

NE YAPMALI?

15

18 21 24 27 30 33 36 39 42

ou



Tedavi Stratejileri

Sadece ates / Biyo- \_> Kaltur &
belirtecler histopatolo.
Goruntuleme
. _ A D
Q;e{;;?, » Tanisal * Hedefe
y testlere yonelik

(empirik)

dayall
(Pre-emptif)
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| Sadece ates

» Atese-
dayali
(empirik)

Biyo-
belirtecler

Goruntuleme

* Tanisal
testlere

dayall
(Pre-emptif)

Kiiltiir &
histopatolo.

 Hedefe
yonelik
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Tedavi Stratejileri

.  Sadeceates | |, | Biyo- N Kiiltir &
belirtecler histopato)o.
Goruntuleme
~
) - _
ﬁ‘;e"fé?l » Tanisal
el testlere
(empirik) dayall
(Pre-emptif)
/ /
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. Empirik Antifungal Tedavi: Klinik
i Gerekce

* Yiksek IFH insidansi.

* Allojenik-HSCT (%5—-30), akut [6semi (%5-15), otolog-
HSCT ~ %4

* Antineoplastik tedaviye daha iyi yanit ve yuksek
sagkalim oranina karsilik artmis immunosupresyon

* @QuUc veya gec tani.

* Infeksiyon saptandiginda yiksek mortalite ve
morbidite.
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Emplrlk Tedavi (=Atese-Dayali
T Yaklasim)
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Empirik Tedavi Rasyoneli







Gunumuziun Akilct Empirik Yaklasimi:
“Zaman Kazanma”’

Empirical
* No diagnostic facilities available
* Use only to buy time

| Kan kulturleri
( Torakal CT
Refractory fever - BAL ornekleme
Clinical features

(B=7 ddysl | Biyo. belirtecler
‘ /
™ 4 M
{ Treatment » Diagnosis |«
J 3 J
I
s : A i
Continue/change IMD IMD Review
L treatment ) not confirmed treatment*
\ 4
'd N\
Response at day 7 » No
L ) J
Yes
Duration of therapy
‘Step down’

Out-patient follow up
3 Agrawal S et al. JAC 2011;66:i45 ouU
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Beta-Glukan Testi

} Mannoproteins

beta(1,6)-glucan
beta(1,3)-glucan
Chitin

} Phospholipid bilayer
of cell membrane

beta(1,3) glucan synthase

depletion of beta(1,3) glucans
In cell wall

@ Inhibition of

beta(1,3) glucan synthase

“Atnali yengec”
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5 . Erken Tedavi icin Tanisal Testlerin
A Kullanimi

Table 1 Diagnostic methods in pre-emptive treatment

Pre-emptive group criteria

Reference Country Clinical HRCT GM/M Microbiological PCR

Non-comparative studies

Maertens et al., 2005 [17] Belgium X X X
Girmenia et al., 2010 [51] Italy X X X
Posteraro et al., 2010 [56] Italy X
Aguilar-Guisado et al., 2010 [74] Spain X X X
Barnes et al., 2009 [79] UK X X X X X
Dignan et al., 2009 [82] UK X
Randomised, comparative studies
Cordonnier et al., 2009 [25] France X X X
Hebart et al., 2009 [39] Germany X

GM galactomannan, HRCT high-resolution computed tomography, M mannan, PCR polymerase chain reaction, UK United Kingdom

Drgona L, et al. Eur J Clin Microbiol Infect Dis 2014;33:7. AU



Gogus hastaliklari ile isbirligi

alinan ornegin tetkiki icin “checklist”
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GM Izlemine Dayali Tedavi

88 hasta

117
episod

SR \gertens J et al. CID 2005;41:1242

41 episodda (%35) empirik
tedavi endikasyonu vardi,
sadece 9’u tedavi edildi.

Ek 10 IA olgusu (atessiz)
saptandi ve tedavi edildi.

Sadece 1 mukormikoz olgusu
atlandi.

12. hafta sag kalim: %63.
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Klinik Verilere ve GM izlemine
Dayali Tedavi

‘e Asagidakilerin herhangi birinin varliginda tedavi baslandi:
Pnomoni veya sinuzit

— Mukozit

— Septik sok

— Deri lezyonlari

— SSS belirtileri

— Dalak veya karacigerde abseler

— Periorbital inflamasyon

— Diyare

— Aspergillus sp. ile kolonizasyon

— Serum GM pozitifligi (pozitif esik deger: > 1.5)

B  Cordonnier G, et al. CID 2009;48:1042.
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. Klinik Verilere ve GM izlemine
Dayali Tedavi

e GM duzeyleri butln hastalarda haftada 2 kez izlendi

293 hasta
/ 4. Gun hala ategli \
empirik . Pre-emptif
150 AmB-deoksikolat \ 143
YANIT: %97.3 P=0.31 YANIT: 9%695.1

. .: 2; Cordonnier C, et al. CID 2009;48:1042. AU



Atesle Tetiklenen Tanisal Tetkikler i
Sonrasi Pre-emptif Tedavi

187 episod

! i

AF treatment

Pre-emptive Rx
m No Rx

* AF kullaniminda %43 azalma
e 12. haftada %63 sag kalim
 GM testiicin episod basina 1.4 kan ornegi

Rt Girmenia C. J Clin Oncol 2010,28:667 AU



Empirik

{ ° Eldeki tani olanaklari

* Deneyim

'« Yerel iFH insidansi ve dagilimi

* Hastanin ozellikleri
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Tedavi Stratejileri

., | Sadeceates | | | Biyo- M Kiiltir &
belirtecler histopatolo.
Goruntuleme
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Kandidiyazis: Empirik Rx

Table 4: ECIL-6 recommendations for initial first-line treatment of candidemia
Overall population Hematological patients
Antifungal therapy
- Micafungin * Al All
- Anidulafungin Al All”
- Caspofungin Al All
- Liposomal amphotericin B Al All
- Amphotericin B lipid complex Bl BII
- Amphotericin B colloidal dispersion BII Bl
- Amphotericin B deoxycholate Cl cll
- Fluconazole °* Al Cclu
- Voriconazole Al BII
Catheter removal’ All BlI
* 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;
'if the catheter cannot be removed, use of an echinocandin or a lipid formulation of amphotericin B
is recommended.

ECIL-6 Guidelines on Rx, Haematologica 2016 ( epub ahead of print)
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Kandidiyazis: Tuire Gore Tedavi

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 A Il
Fluconazole ° Al Fluconazole Cl
Liposomal amphotericin B Al Liposomal amphotericin B B1I
Amphotericin B lipid complex All Amphotericin B lipid complex Bll
Amphotericin B colloidal dispersion All Amphotericin B colloidal dispersion Bl
Amphotericin B deoxycholate 0 | Amphotericin B deoxycholate Cll
C. glabrata Echinocandins* Al Echinocandins All
Liposomal amphotericin B BI Liposomal amphotericin B Bl
Amphotericin B lipid complex BII Amphotericin B lipid complex B1I
Amphotericin B colloidal dispersion BII Amphotericin B colloidal dispersion Bl
Amphotericin B deoxycholate CIl Amphotericin B deoxycholate Cll
C. krusei Echinocandins ® AIl  Echinocandins® _ A III
Liposomal amphotericin B BI Liposomal amphotericin B BlI
Amphotericin B lipid complex BlI Amphotericin B lipid complex BlI
Amphotericin B colloidal dispersion BlI Amphotericin B colloidal dispersion Bl
Amphotericin B deoxycholate CI Amphotericin B deoxycholate cll
Oral stepdown  Voriconazole BI Voriconazole cl
C. parapsilosis Fluconazole All Fluconazole A 111
Echinocandins © BII Echinocandins B 1l

“ 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), continuing use of echinocandin might be considered

ECIL-6 Guidelines on Rx, Haematologica 2016 (epub ahead of print)
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Aspergillozis: Primer Rx

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 1II)

Isavuconazole Al As effective as voriconazole and better
tolerated

Liposomal amphotericin B Bl Daily dose: 3 mg/kg

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

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

Caspofungin cl

Itraconazole cl

Combination voriconazole® + anidulafungin =~ CI
Other combinations cl

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.

ECIL-6 Guidelines on Rx, Haematologica 2016 (epub ahead of print) OU



Aspergillozis: Kurtarma Rx

Table 8: ECIL-6 recommendations for salvage therapy of invasive aspergillosis

Grade Comments
Liposomal amphotericin B BII No data in voriconazole failure
Amphotericin B lipid complex BII No data in voriconazole failure
Caspofungin BlI No data in voriconazole failure
Itraconazole CIII Insufficient data
Posaconazole® BII No data in voriconazole failure
Voriconazole® BII If not used in 1% line
Combination Bl Various studies and conflicting results

*Monitoring of serum levels is indicated, especially if posaconazole oral suspension is used.

ECIL-6 Guidelines on Rx, Haematologica 2016 (epub ahead of print) OU




Erken
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Ctkili tedavi
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Klinik
Calismalar

Kilavuzlar

Onde gelen
merkezlerin
pratigi

Lab.
verileri

Patojenler

Direng
paternleri

p

Altyapi &
yonetim
verileri -1

# risk
altindaki hst

‘ # doktor ve
hemsire

‘YBU destegi

\

B I

p

Altyapi &
yonetim
verileri-2

Donanim &
ilaclar

Multidisipliner
ekibin istekliligi
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