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Konusma Akisi

* Gerekce & Tarihce
* Tedavi secenekleri

e Alternatif yaklasimlar

e GUnumuzde empirik antifungal tedavinin yeri
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Quantitative Relationships Between Circulating
Leukocytes and Infection in Patients
with Acute Leukemia

GEeraLD P. Bopey, M.D., MoNicA BUckLEY, B.A., Y. S. SATHE, PH.D.
and EMiL ]| FREIREICH, M.D.

Bethesda, Maryland
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Notrofil Degeri ve Agir Enfeksiyon —
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Notropeninin Sdresi ve Agir Enfeksiyon g
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FUNGAL INFECTIONS COMPLICATING ACUTE
LEUKEMIA

GERALD P. BopEY, M.D.

Leukemia Service, Medicine Branch, National Cancer Institute.
National Institutes of Health, Bethesda, Maryland
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YEARLY FREQUENCY OF MAJOR FUNGAL DISEASE
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Fi1G. 1. The yearly frequency of major fungal disease. There has been a gradual

increase in the incidence of fungal infection from 1958 to 1962. In the last 1}

years of the study there was a marked increase in the number of patients dying
with fungal infection.
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FUNGAL INFECTION IN ACUTE LEUKEMIA

HARroOLD S. MIRSKY, MD,* AND JANET CUTTNER, MD'

A _retrospective study was made of the postmortem records of 65 consecutive
acute leukemia. The records of each patient were ex-
N, or other infections, days with fever, type of
antibiotic and/or antileukemic therapy, and whether treatment included the
glucocorticoids. Twenty-eight per cent of patients had severe fungal infec-
tions at autopsy. Only saprophytic fungi were found. The diagnosis was not
made premortem in any of the cases. Aspergillus was the most frequent
invader; pulmonary involvement was present in all cases. The majority of
patients who developed fungal infections had been treated with steroids. Pa-
tients with fungal infections had prolonged febrile courses. The diagnosis of
fungal infections must be pursued vigorously including biopsy of lung and
other organs suspected of involvement. A trial of amphotericin B may
indicated in selected cases where res
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Parametre
neden ates?




e S 2% Gy s 2 ENFEKSIYON

Ne kadar beklemeli?
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Antimikrobiyal Tedaviye Yanit

* Slibjektif Belirtiler * Objektif Bulgular
* Kendini daha iyi hissetme * Atesin diismesi
* Konstitliisyonel semptomlarda "\« inflamatuvar parametrelerde
azalma % dizelme (lokosit sayisi, CRP,
* Enfeksiyona ozgli yuksek ise PCT)
yakinmalarin azalmasi ~ ¢ Enfeksiyona 0zgu fizik

. Atesin diismesi inceleme bulgularinda
| dizelme

e Kulturlerde negatiflesme
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Febril Nétropenide Atesin DUsmesi

Time to defervescence
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CLINICAL EPIDEMIOLOGY ROUNDS

How to read clinical journals:
I. Why to read them and how to start reading them critically

DEPARTMENT OF CLINICAL EPIDEMIOLOGY AND BIOSTATISTICS,
MCMASTER UNIVERSITY HEALTH SCIENCES CENTRE
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Kanita-Dayali Tip (=Evidence Based Medicine)

Clinical

Best Research Expertise

Evidence

Patient
Values
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Empirik antifungal tedavi ici
irma kanitlan?
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Clinical
Expertise

Best Research
Evidence

Patient
Values
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Levels of Evidence HASTALKUAR

Meta
Analyses

Randomised
Controlled Trials

Cohort Studies

Case-Control Studies

Case-Series or Case-Reports

Editorials and Expert Opinion

-

m EUPATI °

European Patients’ Academy
on Therapeutic Innovation

www.eupati.eu
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NATIONAL
CANCER
INSTITUTE

Parametre AB devam AmB-d eklendi

4 Atesin disme siresi, glin

Enfeksiyona bagli 6lim 3
' Fungal enfeksiyonlar 6

(IA: 1, mikst:1, (P. boydii: 1)
kandidiyazis: 4)
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The future of cancer therapy
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Ne zaman
baslamali ve
kesmeli?

Hangi
antifungal?

Empirik AF
Rx temel
sorunu?
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Ne zaman
baslamali ve

kesmeli?

_& NE ZAMAN BASLAMALI?
~ Ates nedeni saptanmamis nétropenik
hastada:

Empirik antibakteriyel tedaviye karsin
ates devam ediyorsa 4.-7.glnler
Empirik antibakteriyel Rx’ye baslangic
yanita karsin ates yeniden yukselirse
ZAMAN KE
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Hangi

antifungal? "\ _SSEEE———
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T
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Spkrum en sik IFH etkenlerini
(Candida & Aspergillus sp.) kapsamali

Altin standart (?) kabul edilen AmB-d’a
karsi etkinligi kanitlanmali

AmB-d’a gore daha az toksik olmali

-
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ANTIFUNGALS

| | : |

= B-3-GLUCAN
POLYENES IMIDAZOLES® ' . ALLYLAMINES SYNTHASE

INHIBITORS

||— Nystatin Griseofulvin —

~ Miconazole Rizes SR Caspofungin —

__ Amphotericin — Clotrimazole Micafungie'.— Flucytosine -
-B-

l— | — . Tolnaftate — Tolnaftate —

Ketoconazole

Anidulafungin
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: * Oral yoldan absorbe olmaz.
POLYENES

e Liposomal IV formunun
calismalari 1993’de basladi ama
— Nystatin 2006’da resmen durduruldu.
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ANTIFUNGALS

| | 1

B-3-GLUCAN
POLYENES IMIDAZOLES'  |TRIAZOLE ALLYLAMINES SYNTHASE

INHIBITORS

.| Nystatin — Fluconazole Naftifine — Griseofulvin —

. Miconazole Caspofungin —

__ Amphotericin Clotrimazole Itraconazole Terbinafine Micafungin — Flucytosine
-B-

L ~ Voriconazole 1 clnaftate — Tolnaftate —

Ketoconazole Anidulafungin o

~ Posaconazole
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Empirik Tedavide L-AmB vs AmB-d

-~ L-AmB =

| (n=343),% g = (n=344),% |

| ~ Genel yanit 50.1 49.4
, ' “”5;. Atesin dismesi 58.0 58.1
_ "% Rxaltinda Fi olmamasi 90.1 89.2
:‘ | Baglangic iFi tedavisi 81.8 72.7
x‘% >7 giin yasam 92.7 89.5
llacin erken kesilmemesi 85.7 81.4
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Empirik evide L- vs AmB-d: Tedavi
Altinda Gelisen iF
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ANTIFUNGALS

POLYENES

J|— Nystatin

__ Amphotericin
-B-

| | 1

IMIDAZOLES TRIAZOLE ALLYLAMINES

o

" Miconazole

— Fluconazole Naftifine —

Clotrimazole Itr ole Terbinafine

Ketoconazole @ Voriconazole Tolnaftate —

~ Posaconazole

Caspofungin —

Micafungin —

B-3-GLUCAN
SYNTHASE
INHIBITORS

Anidulafungin o

Griseofulvin —

Flucytosine

Tolnaftate —
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ANTIFUNGALS

POLYENES

J|— Nystatin

__ Amphotericin
-B-

|

1

IMIDAZOLES" ALLYLAMINES

o

" Miconazole

Clotrimazole

Ketoconazole

Tolnaftate —

Caspofungin —

Micafungin —

B-3-GLUCAN
SYNTHASE
INHIBITORS

Anidulafungin o

Griseofulvin —

Flucytosine

Tolnaftate —
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ANTIFUNGALS

POLYENES

J|— Nystatin

__ Amphotericin
-B-

| | 1

IMIDAZOLES TRIAZOLE ALLYLAMINES

o

" Miconazole

— Fluconazole Naftifine —

Clotrimazole Itr ole Terbinafine

Ketoconazole @ Voriconazole Tolnaftate —

~ Posaconazole

Caspofungin —

Micafungin —

B-3-GLUCAN
SYNTHASE
INHIBITORS

Anidulafungin o

Griseofulvin —

Flucytosine

Tolnaftate —
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Empirik Tedavide Vori vs L-AmB e
‘ L-AmB .. Vori ’

GENEL YANIT

(-10.6): 1(1.6)
RX ALTINDA iIFH ONLENMESI f 5(0,6, (5.5)
RX SONRASI >7 GUN YASAM i
: (-5.5) = (1.4)
RX ERKEN KESILMEMESI _/.
:  (-7.0) {(0.5)
NP SIRASINDA ATESIN DUSMESI —
(-10.4) : (2.5)
(-67) : : (25.9)
Fi (+) HASTADA YANIT
_/_/_/-
-30 -20 -10 0 10

. . o e T el N AL e N
| Walsh et al. NEJV 2002;346:225. ey © SRS S oo N, NN S




.

ENFEKSIYON
HASTALIKLAR!

Empirik evide vs L-AmB: Tedavi Altinda
Gelisen IFH
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ANTIFUNGALS

| | 1

B-3-GLUCAN
POLYENES IMIDAZOLES'  |TRIAZOLE ALLYLAMINES SYNTHASE

INHIBITORS

.| Nystatin — Fluconazole Naftifine — Griseofulvin —

. Miconazole Caspofungin —

__ Amphotericin Clotrimazole Itraconazole Terbinafine Micalllhgin — Flucytosine
-B-

L ~ Voriconazole 1 clnaftate — Tolnaftate —

Ketoconazole Anidulafungin o

~ Posaconazole




Empirik Tedavide Casp vs L-AmB st
- | L-AmE Kaspo l
GENEL YANIT * 5
RX ALTINDA iFi ONLENMES] E ——
RX SONRASI >7 GUN YASAM h _
RX ERKEN KESILMEMESI P —
NP SIRASINDA ATESIN DUSMESI * :

IFi (+) HASTADA YANIT .d'

N
b4
:

B -30 -20 -10 0 10 25 60

. Walsh et al. NEJM 2004;351:1391. [E_= U SRS . T
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Empirik Tedavide Casp vs L-AmB T

B 2 X ‘ —\ﬁ\ﬁ\_\_\ﬁ (%92.6)

e 1

B S =0

A s

o e =80 0

5 E (%89.2)

P | 2 0
S 0 7 14 21 28 35 42 49 56 63

P GUN




Calismalardan Cikarilacak Sonuclar

* Antibiyotik tedavisi altinda atesi devam eden veya yeniden
citkan ve bakteriyel bir odak saptanmayan notropenik hastada
4.—-7. glnde

* AmB-d
° L- AmB
* Kaspofungin seceneklerinden biri baslanabilir.

" - Empirik antifungal tedavi hasta notropeniden ¢ikana dek
” devam eder.
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Empirik AF [ R s
Rx temel

sorunu?
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Empirik Antifungal Tedavide Soru(n)lar

* Tedavi baslama kriteri olan ATES, non-spesifik bir bulgu.
 Altta yatan hastalik
* ilac atesi
* Transflizyon
* Saptanmamis bakteriyel enfeksiyon
* Viral enfeksiyon (CMV, vd.)
* Engrafman

* Istenmeyen etkiler

= ¢ ilag etkilesimleri

. * Maliyet






ENFEKSIYON
HASTALIKLAR!




o

ENFEKSIYON
HASTALIKLAR!



o)

ENFEKSIYON
HASTALIKLAR!

~ | Hematojen =

*_  Kandidiyazis
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Radiol 2002;43:292.
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" Caillot et al. J Clin Oncol 2001,19:253.
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Serum mannan (+ anti-mannan Ab)
T2 Candida testi

Galaktomannan testi (ELISA, LFA)
Beta-d-glukan testi
i ‘, v. b f ° g

vd
N e N

Kdlture dayal % e
olmayan yontemler SRR

€
£

e Direkt preparat f& e Serolojik tan
. Kaltdr . * Molekdler TR R

—

© . Dbelirtecler TP
% ¢ PCR A SN X, N
4, _‘”._" ~ S ~ > - V,' \, -

S




L o)

1
L |

I € RSy P T
=N e PR R i \f.:_\l‘f;.l-,.-. A

Pre-emptif tedavi

"= (Tanisal testlere dayali tedavi)
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d Diagnostic driven

« Screening tests implemented ENFEKSIYON
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« Results same/next day
« CT scan accessible
* Bronchoscopy available

Tanisal test

\ 4
sonuclarina : : , ; !
cT cT cT €T cT
d I k I i abnormal suggestive non-specific normal normal
aya I ya a § I I I | Screen pos Screen neg Screen neg Screen pos Screen neg
v v v v v
False-positive
Probable i Ay test or e
Other case out
IFD : extrapulmonary
causes? possible IFD IFD
v

[ Further diagnosis* }

|
v . v

& N
IMD Review
| Treatment j‘—[ IMD ] [not conﬁrmed’ " treatmentt ]

Resp+onse kK
atD7 > No |
Yes
Duration of therapy
‘Step down’

Out-patient follow up
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| Tanisal test sonuglari ¢ikana dek
. zaman kazanmak:

.+ Hasta izleminde tek bir yéntem
yeterli degildir.

* Molekuler testlerin hasta notropenik
. oldugu siirece EN AZ HAFTADA 2
yapilmasi gerekir.

. Klinisyen test sonuclarini 24 saat
icinde alabilmelidir.




Empirical ENFEKSIYON
* No diagnostic facilities available

GunumUZde * Use only to buy time
empirik
yaklasim

HASTALIKLAR!

Refractory fever
(3-7 days)

[ Clinical features J
{ Diagnosis ]4

i -

IMD Review
not confirmed treatment*

Continue/change
treatment

:
:
[

N/ I: TR N

Response at day 7 >[ No {
Yes
Duration of therapy
‘Step down’

Out-patient follow up
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