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Diisman: Birinin kotaligunu isteyen, ondan
nefret eden, ona zarar vermeye calisan kimse,
yagl, hasim, antagonist, dost karsiti
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IFI Etkenleri

Candida spp.

Aspergillus spp.

Other hyaline

moulds

Calbicans )
. Qlabrata
Qulliermondii
kefyr

krusei
lusitaniae
rugosa
parapsilosis

tropicalis ~ J
.ﬁf..;'mgﬁ{ﬁ

. niger

A. flavus

A. terreus
Acremonium spp.
Fusarium spp.
Paecilomyces spp.
Scedosporium spp.

> 200000000

Scopulariopsis spp.

Trichoderma spp.

Other yeasts

Zygomycetes

Dematiaceous
moulds

Blastoschizomyces spp.
Cryptococcus neoformans
Malassezia spp.
Rhodotorula spp.
Saccharomyces spp.
Trichosporon spp.
Absidia spp.
Cunninghamella spp.
Mucor spp.
Rhizomucor spp.
Rhizopus spp.
Alternaria spp.
Bipolaris spp.
Curoularia spp.
Cladophialophora spp.
Exophiala spp.
Phialophora spp.

Richardson M, et al. CMI 2008




Candida spp

 >150 tur
* Yaklasik 17 tUr insanda infeksiyon etkeni

— En sik C. albicans

— Invazif infeksiyonlarin % 90's;

* C. albicans
C. glabrata
C. parapsilosis
C. tropicalis
C. krusei




Toplam Hi HI Sayisi KDI Candida KDI | Candida KDI
Oram (%) Olum

2.5 875.000 87.500 7000 2800

5 1.750.000 175.000 14.000 5600

10 3.500.000 350.000 28.000 11.200

Atfedilen mortalite %40, yatis sliresi ortalama 22 giin uzun
Maliyet; 40.000 S

Wenzel RP,et al. Clin Infect Dis 2005
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MAJOR ARTICLE

iZMIR-1982

The Epidemiology and Attributable Outcomes
of Candidemia in Adults and Children Hospitalized
in the United States: A Propensity Analysis

Theoklis E. Zaoutis,'*" Jesse Argon,' Jaclyn Chu,'? Jesse A. Berlin,"* Thomas J. Walsh,® and Chris Feudtner'’

Table 3. Outcomes attributable to candidemia in the United States, 2000.
Pediatric patients Adult patients
With Without Aftributable With Without Attributable
candidemia candidemia increase candidemia candidemia increase
Wariable in= 1118} (n = 2082) Qe Cl) {n = 8949} (n = 17267) {95 Cl)
Mortality, % 158 54 10.0 (6.2-13.8) 30.6 16.1 14.5 {(12.1-16.9]
Length of stay, mean no.
of days per patient 448 237 21.1 114 .4-27 8} 186 8.5 10.1 (B5-11.3)
Total charges, mean USE
per patient 183,645 91,379 92 266 (65,068-115,474) 66,154 26,823 39,331 (33,6045 602)
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Kandidemi

Klinik Tablolar

Akut dissemine kandidiyaz

Kronik dissemine kandidiyaz (Hepatosplenik)

Diger

Endokardit
Osteomyelit
Septik artrit
Tenosinovit
Endoftalmit
Menenjit

28 MART 2015
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Planlama

1. izlem. 2. Bir ulusun veya uluslar
toplulugunun, baris ve savasta benimsenen
politikalara destek vermek amaciyla politik,
ekonomik, psikolojik ve askeri glicleri bir arada
kullanma bilimi ve sanati, sevkilceys.
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Bilinmesi Gerekenler

Lokal epidemiyolojik veriler
— Turlerin dagilimi ve duyarliligi

Azol kullanimi éykisu

Mevcut klinigin ciddiyeti

— Sepsis, agir sepsis, septik sok veya organ tutulumu
Notropeni

Organ yetmeazligi
Antifungallere karsi asiri duyarhlik veya intolerans
Kullanilan diger ilaclar (toksisite, etkilesim)

28 MART 2015
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Kandidemide Etkenle Iliskili Mortalite - %

s
1y saal\

Kandidemilerin 30. gundeki mortalitesi

C. krusei

C. glabrata

C. tropicalis

C. albicans

C. parapsilosis

60 80 100
Mortalite (%)

Tortorano A, et al. Eur J Clin Microbiol Infect Dis. 2004;23(4):317-22
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azda Etken Dagilimi (ARTEMIS 33 -

iZMIR-1982

Invazif Kandidi

003)

138 ALLER. AND DIEKEMA

TABLE pecies distribution of Candida from cases of inva

% of total no. of ca

2000
6.1 654 61.4 62.3
0.5 11.1 10.7 12.0
7.2 7.4 7.4 7.5
3.6 6.9 .6 1.3
3.2 25 2.6 7
0.8 0.7 1.0 0.8
0.5 0.6 0.5 0.6
0.5 0.4 0.4 0.5
0.2 0.7 0.6 0.4
0.5 0.2 0.4 0.3
0.08 0.1 0.2 0.3
0.0 0.1 0.07 0.1
0.01 0.08 0.1 0.05
(0.0 0.06 (.06 0.0B
0.03 0.08 0.02 0.04
0.06 0.05 0.04
a7 33 7.9 4.9
Total no. of cases 22,533 20,998 11,695 21,504 24,650 33,002

Pfaller MA, et al. Clin Microbiol Rev 2007
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* DEU Anestezi ve Reanimasyon Yogun Bakim Unitesi
2004-2008
— C. albicans % 53
— C. parapsilosis % 21.2 =
— C. tropicalis % 7.6 t
— C. glabrata % 6.1 l
— C. utilis % 6.1
— C. lusitaniae % 3.0
— C. krusei % 1.5
— C. kefyr % 1.5

Yapar N, et al. Anaesth, Pain and Intensive Care, 2014
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Turkiye Verileri

e 2008 yili bolgemizde
— C. albicans % 45.8
— C. tropicalis % 24.1.
— C. parapsilosis % 14.5
— C. glabrata % 4.8
— C. kefyr % 3.6
— C. krusei % 2.4
— Diger % 4.8

Yapar N et al. Med Mycol 2011
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Relation Initiation Antifungal Therapy and Outcome of <
Candidemia "M -

Morrell et al. AAC 2005; 49:3640-3645
134 kandidemi olgusu
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Time to Initiation of Fluconazole Therapy Impacts : % "
Mortality in Patients with Candidemia:
A Multi-Institutional Study

Kevin W. Garey,' Milind Rege,' Manjunath P. Pai,’ Dana E. Mingo,’ Katie J. Suda,’ Robin S. Turpin,®
and David T. Bearden®
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Hastane mortalite (%)

Culture day 1. GUn 2. Gln 3. Gln

Days to start or fluconazole

Garey KW, Clin Infect Dis 2006;43:25
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Clinical Practice Guidelines for the Management
of Candidiasis: 2009 Update by the Infectious
Diseases Society of America

Peter G. Pappas,' Carol A. Kauffman,? David Andes,* Daniel K. Benjamin, Jr.* Thierry F. Calandra,"
John E. Edwards, Jr." Scott G. Filler” John F. Fisher Bart-Jan Kullberg,” Luis Ostrosky-Zeichner,
Annette C. Reboli,’ John H. Rex,” Thomas J. Walsh," and Jack D. Sobel

Wniversity of Alabama at Birmingham, Birmingham; *University of Michigan and Ann Arbor Veterans Administration Health Care System, Ann
Arbor, and *Wayne State University Detroit, Michigan; *University of Wiszonsin, Madison; SDuke University Medical Center, Durham, North
Carolina; *Harbor—University of Califomia at Los dngeles Medical Center, Torrance; "Medical College of Georgia, Augusta; ®niversity of Texas at
Houston, Houstor; *Cooper Hospital, Camden, New Jersey; ™National Cancer Institute, Bethesda, Maryland; "Cantre Hospitalier Universitaine
Vaudois, Lausanne, Switzeland; *Nijmegen University Centre for Infectious Diseases, Mijmegen, The MNetherlands; and “Astra feneca
Pharmaceuticals, Manchester, United Kingdom
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Notropenik Olmayan Hastada Kandideoi%

Hos-Calinro-Bazod Dligmcesdo Techulynos

Syvaridl new digmostic tichniqoas offar promise foc the eacly
hagmeasis of drvasve candidasis. Several of thes: wsays an
appeoved as aduncis 1o the diagnosis of irvasive cndidass,
ok their roda in dinical practice is pesrly defined. Several othar
ISHYS e Tder dedlopmant bt we Dol Yl appeovid. (58
balow).

RECOMMENDATIONS FOR THE MANAGEMENT
OF CANDIDIASES

L. WHAT IS THE TREATMENT OF CANDIDEMLA
IN NONMEUTROPENIC PATIENTS?

Recamimendatkons

L. Fuconamk {losding dos: of A0 mg [12 ma'kg), than
400 mg |6 m'kg] daily) or an achincCandin (caspofongin:
Inading dose of 700 g, then 50 mg dady: micafengin: L0 mg
daily. anidolafnginc losding dose of 292 my, fhen L0 mg
daily) i recommendhiad asinitial thecapy Tor mos: adult patenis

A-1). The: Expart Panel fvoes an echinocandin for paticnis
with moderabaly sivice bo savers dlness of patkangs who hava
hadd recamt apole exposurs [A-1L). FRConenk i ecommanded
for patiants who an less coitically 41 and who Tave To cecng
azole axposce (A-[0) The same therapsuiic approach s ad-
wised for children, with atention m difierencas in dosing cef-
imans (B,

. Transton from an scdinccandin o finconamole is nec-
ommended B patknbs who have isolaies That are liksly to ba
g15captibk 10 Muconeol (&) C. afdcou) and who ara cEn-
Ically stable [4-11).

3. Forinfection dos b0 O glabrais, a0 achinocandinds pre-
fered [E-IN. Trarsition to flmconaeole or worioonaooli i ot
choommendad withont confirmation ofisclate ssceptibility (8-
0. For partdnts who dnitalty receted Anconazole o wockoon-
azole, ard cHically impeoved, and whose follow-up ookue
ks aré NEgative, cominming an anole o compltion of The-
apgy is raasonabk (B-100)

4. For infection 3ue 0o C pargpuifead, TRCOTED0R 15 162-
ommendd (B-NI). For patienis who havs inftialy caciived an
schinocndin, are dincaly improvad, and whose falkoe -up
rokncE TesTls ane Degative, comlinuing ne of an echinocandin
is reasonabl: (B-10)

5. &mB-d [0E-1.0 mp'kg daily) or LFAMEB (3-5 ma'kg
daily) are altscnatiens if thare ds imokeanc: toor Emited avail-
abdlity of other antifungal agenis (A-1). Transition from AmB-
d of LFAME m fuconank therapy & ncommended for pa-
Hemis who have isclates fhat are Ekdy 0 be smmapibk 1o
foconarole (2§, C alhicom) and who 02 dinically stable [4-
I.

4. Vorioonazok (400 mg [ & maa] twice daily for 2 dose

Then 300 my [3 merleg] owice dally) & effeciive for candidemia
TA, Dk i offers Hifk advantags ovée finconarcle and is rac-
ommanded as siep-down oral therapy for sdecied cases of can-
Hitiaris dow 02 C. kroasei oF voriconapoli el C. glabrare
[B-100)

7. Facommanded docaiion of Therapry for candidemia with-
o obvions maasiatic compEQtions is for 2 wedks afier doc-
omienied clearanie of Cendrda spedes from The bloodsiram
and rescimibon of sympinms atinibocable to candidemia {&- 101

E  Ininvnons catheler amoeal i sironafy soommendid
for nonnenimopsnic paikngs with canddemia (A1)

Evlioms Samnary

The stkction of any particala ageni for he irgaiment of can-
ddamia should cptimaly take inio acoonni any history of o-
SNt amole $Xposd. 3 hisory of inbclkernce bo an aniifon gl
agark, thi Sominant Cendida spedes and coerani suscpiibibiy
ki a particolar chinical mik of Incation, sevcify of ilness,
nkrant comoxtidicks, and seidince of involament of the
(CHE, cardiac wahees, andor visciral ocgans Eacly dnitiation of
atedive antifongal Therapy is crical in the snocessfol inameni
of candiermda, a5 dimorsiraed by eoeni dsts sogsting
higher morialicy rabas among packnis wih andidemia whos
Therapy war delayed |77, 73]

Flnconazole remains sandard cherapy for sdecied paiiancs
with canddemia, on fha tasis of dundard dica from well-
designed dimical trials [27, 24, 53, 79]. Thera is Bk mok oo
iraconanla in fhis sating, ghven Smile anitfnga spedrom,
2ust of sdmindscation, superior pharmacckinedics, and et
tcderabilicy of fAnconazole. Flnconazole shoold be considinsd
fisi-lins tharpy for paileniswho have mild io moderaiailness
fia, we hemodynamically sabk], who havd no previous €x-
posud m ok, and who do not belong in 2 gronp 3 high
Tisk of €. glabrata (nfadion . g, dderly patis, patimts wilh
cancer, and patienis with diabets). Fatenis wih candidmia
ared sasperisd concomitant sndocwdal o CN5 invohement
should probably not recehd Auconazok 25 indial therapy
nther, they shonld recziva an ageni that is Amgicidal, such
AmE [for sndocadal or CXE candidiasis) o an schinccandin
ffor sndoardal canddiais). On Tha basis of data from reoenl
dindcal tials [2E, 51, 52, M, 75, siep-down Checapy o fin-
conamoli is peasonatia for patieniswho have improvad dhindcally
afier initial thetapy with an echinoandin o AMB ard who
ane infectad with an organism thai i Heely oo be mscapiitle
fo Mnconzeole [&f., C. alhicn, C. parapefews, a1d Comdids
ireizalin),

The gchincanding demonetyaie Sgnincan fangiddal adiv-
¥y againt 4l Candvela species, and cach has demonsraied soc-
45 in ~75% of patknisin andomized cinical irials Becams
of Ehedr eficacy, favorath misy peofile, and Wy few doug
intiraciions, ihe echinocanding an Breoced Toc imitial iheapy
for packnis who e @ recend history of exponne 1o an a2ok,

Treiresi Guidilne for Coadidionh - CID 280mds (1 Marck - 511
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1. Eriskin hastalarin cogu icin
flukonazol veya bir ekinokandin
onerilir (Al)

Oncesinde azol kullanimi olan veya
agir klinigi olan hastalarda
ekinokandin onerilir (Alll). Hafif klinik
tablo veya azol kullanimi yoksa
flukonazol onerilir

Ayni oneriler cocuk hastalar icin de
gecerlidir




Notropenik Olmayan Hastada %‘

Mos-Calimre-Based Dlagreedo Technlgees

Sevirdl new dlagnosiic HThniqnes offic promise foc the cacky
diagneoads of dowasve cndidasis. Several of Mesk wSATS a2
appeovad as adunis 1o the diagnosis of irvasive candidass,
e thebr 1ok in dinical praclice is posory defined. Several other
asmays we mder developmant bt we nol yol appooval [saa
balaw].

RECOMMENDATIONS FOR THE MANAGEMENT
OF CANDIDIASES

L. WHAT IS THE TREATMENT OF CANDIDEMLA
IN NONMNEUTROPENIC PATIENTS?

Resoo mime i ot kons

L.  Fluconamk (loslng Jos: of 800 g [12 mea'kg], than
43 mg |6 m'kg] daily] or an echinocandin {caspofmgn:
lnading dose of 70 g, then 50 mg dady. micafengin: L0 mg
dail: anidolafurgin (nedng dose of 200 my, than L0O g
daily] i ecommendkd asiniial thecapy for mos adult pabenis
A-1). The Expar Fanil fiwors an echinocandin for patients
with moderaaly sevare b0 severd dlness of pathanes who hava
had recent amol exposurs (AT, Flooonaenk i rscommanided
for patisnis who an ek coftically 41 and who Tave T recant
azole: aeposoce (A~ The same thetapamic 1pproach e
viskd for children, wich attention o diffang QoS reg-
iman s (B0,

I. Teanddon
s s@PUbk: o fuconeol [+§. C abdoow) and who a2 Cin-
ically stable [A-T1).

3.  Fovinfiction dos to C. glabrair, a0 chinocandinds pre-
ferred [E-I. Transition. o fincenamole or vorioonaoole i ot
proommimsn dedwithont confirmation of {sclate susceptibility (B-
[}, For patimbs who dnidally neceived fooonas ole of wockoon-
azole, ard chnically dmpeoved, and whose Followap ook
cesnls ars negative, cominmng an aeole o complation of Thar -
apy is rsasonabls (B-100)

4. For infection 3ug to C. parguilesis, TRCONAIcH 45 Tec-
ammeredd (B-T0). For patizris who have infialy racived an
echinogandin, are dinically impeoved, and whose fallow -ap
maknve eSS are NeEii T, comtinaing nie of an echinocandin
is reasonable (B-1T)

5. AmE-A [E-1.0 mpkg daily) or LFAmB {35 ma'kg
daily] ars altirnaties i There i infokeancs boor Emited aval-
abdicy of oihar antinrgal agers (A-[). Transiton from AmB-
d of LFAmME m fuconenk therapy i noommended for pa-
Henis who hawe isclates That ars Bkady o be smmapibla 1o
Moconapols (2§, © alhicaw) and who ar2 dinkcally stible [A-
0.

&, Vorloonazok (400 mE [€ mgca] twica daily for 1 dosey

EY
\)/ Lo,

4/,

Jl/saa’\

iZMmir

Kandidemi

Than. 200 m [3 mgkg] owice daly] s effective for candidemia
[AL, Tt it offers: ik sdvantags ove Mnoonaeole and 45 pac-
ommanded & Hep-down ordl fapy for Siecied (s of can-
Ehiass do b0 C. kreaei oF vor conazols-sascepiih ©. glebrate
[B-1003

7. Fecommandid doraiion of Theeapy for candidamia with-
oul obvions metastatic complations is for 2 widks after doc-
mmenied clearance of Cendida species from Tha bloodsiram
and resolmiion of symplame atribotable o candidkmia (A-I0)

B Imimvenoos catheer ramosal i sirongly roommendsd
for nonnenimpsnic paikoes with anddemia (441)

Erldonos Simmany

The selection of any pariicolar ageni for the lrastmant of can-
iz should optimally take inlo acooani any hisiory of o-
it @mole sXposaed, 3 hisory of intcknRnce o an aniifogl
gk, the Jominant Cendvida spades and coerni suscipiibiliiy

<hta in & particalar chnical vnit of locrtbon, ity of Dinds,
nilvant comobidiks, ind seidknce of invokament of the
CNE, cardiac wahes, andior viscidl organs. Eacly initjg

2.1zole edilen etken C. albicans gibi
flukonazole duyarli bir koken ve
hastanin klinigi stabilse
ekinokandinden flukonazole gecilebilir
(A-11).

ol mmlm ﬂ:nmm tharapy for sdecled patins
with canddemia. on The tasis of dundant Qs from will-
ksigned dinical trials [17, 24, 53, 73], Theea 4s Btk mbk Too
Fracoraznla in This setting, @hven similac amifon ga specram,
2 of sdminisication, siperior pharmacokingics, and b
folerabilicy of Anconazole. Floconamie shonld be considirsd
fiest-Hrw Thanpy for patieris who have mild io moderaia ilness
fla, we hemodmamicaly sabk], who havd no previos ox-
posws m ok, and who do not bekong &0 2 goop 3 high
Hisk of C. glabrata (infedion +.g, ldey patisnis. patiants wih
canger, and patiems with diabetes). Padenis with candidimia
and mspeciad conoomiian sndocadal o CNS invalsmeni
should probably not ceceiva Auconamk a5 imitial thesapy
mather, they shonl cecaiva an ageni that i frrgddal, sach s
AmE [for sndocardal or CHE candidisis) o an schinccandin
ffor sndocaedal candidiasis). On The basis of data from f4oenl
dindcal teidls [2E, 51, 52, 5, 75, skep-down therapy to fin-
conapale is raaron bk Tor paticmiswho have impeoved dincaly
afier indtial thevapy with an echinccandin o AmB and ¥ha

ane infectid With an ofganism thai i Heely bo be suscgiible
o Amconaecle (&, C. alhicens, C. parapsiess, ad Casdide
il

The achincanding damonete e gnifcan fangiddal adiv-
KT againsl al Candida spedis, 1 cach has demonsiraied soc-
o445 in -7 5% of patknis in ndomized clnical trials Becann
of their eMicecy, Tavorabhs safey poofile, and vy few doog
intsvactions, The echinocanding @ Creored Tor initial thenpy
for patknts who haes & recend history of expoenieio an 2wk,

Tremrari Guidelnm for Condidii - CID 2skeds 01 Barch) - 513
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Hos-Caltars-Bazead Dlagreesdo Techinlqees

Sevardl new diagmostic Behniqnes offsr promis foc the ey
diagnosis of invasve cndidasis. Sevecal of tes: asays a
approved as aduncis 1o the diagnoss of invasive cndidass,
bt their rok in dindcd practice is poody defined. Severa otter
asmys ae mder developmant bt we vl Yal appeovd [5R
balow).

RECOMMENDATIONS FOR THE MANAGEMENT
OF CANDIDIASES

L. WWHAT IS5 THE TREATMENT OF CANDIDEMIA
IN NOMMEUTROPEMNIC PATIENTS?

Remomimendatlons

L. Fuconazmk {losdng Jos: of 801 mea [12 ma'kg), than
400 mg |6 mp'kg] daily) of an achipocandin (cagpofongn:
Inadineg dosi of 70 . then 50 mg dady: micafengin: |01 mg
dally. anidolafurgin losdng dow of 103 my, than L0 mg
daily) i ecommendkd asiniial theeapy for most adult paticnis

A-l;. The Expart Panel fyvus an echinocandin for paenis
with mesderataly sevice bo svers dlness of patiancs who have
had raecant amcdi exposans [A-1I0). Fuconenk & cecommanded
for patisnis who ane less celtically 41 and who ave oo cecant
azole axpose (A-IT). The same thecapsuic approach is ad-
wisid for children, with attention m differencas in dosing ref-
imans (B0,

I Teansfion from an schinccandin
ommended for patknts who hygeeeffcs that ars liksdy to ba
suscapiibik 1o oo T-i- C. affsicens) and wheo ara cin-
ically staly N
3 o infection dos b0 C. plabraes, a0 achinocndinds pr-
ferned [E-1). Transition po finoonimole of vorioonazoli i mol
oboommenided withont confirmation ofisdats sscptibility (B-
[}, For patints who initdalty recedved foconazoe of sockoon-
azole, ara chnically impeoved, and whiose follow-up i
ik ard NEAtive, confinming an arole o complation of tha-
apy is raasonabk (B-101%

4. Fooinfection 3 0o C. pargpoifead, TRICO0A0R 15 foC-
ommended (B-1II). For patenis who have intilally eecsived an
cchinowandin, ame dinkcaly improvad, and whose follow -up
oo fesnlis ance nagain, coninuing me of an echinocandin
is reasonable (B-10)

5. AmE- [ILE-1.0 mp'ky daily) of LFAMB (3-5 ma'kg
daily) aee altsenatieas i thare is inokeanc: toor Emited avail-
abdlity of oiher antifurgal agenis | &-1). Transition from AmB-
d of LFAmME to fuconamk therapy i noommended for pa-
Henis who have isclates that are Ekdy 4o be someptibl to
fnconarole (2., C albiors) and who 202 dinically stable [4-
I.

4. Vorlconazok (400 mg [6 maka] twica daily for 1 dosss

ropenik Olmayan Hastada "3, "
Kandidemi

fhan. 200 my [3 mghcg] twice daly] i efective foe candidemia
ALY, tut ik offers Hiik sdvantaga ova foconaeols and 4s ec-
ommand: d as sep -down ol thecapy for sdecied casas of can-
Hiasis dow 0o . kraase of voricomamol i-sasceprih . glabrare
[E-III
7. Recommended decaion of fherapy for candidemi 2 with-
ot obvvions metasistk: compBations is for 1 wedks afier doc-
mmienied cliarance of Cendida spidies from Tha bloodsiram
ardd Tesoimiion of symploms actribotable bo candidemia | A- 1.
B Iminvsnons catheer rmol i Sromdy soommeddd
for nonneniropsnic paikncs with canddemia (A1)

Evlionoe Simmary
The slection of any particale ageni for the ieastment of can-
Edemia shoukd opiimally take inio acooant any history of re-
cent Imole sXposird, 4 hisory of intckmnce bo an antifongl
aFrE, the dominant Cendvda spedes and coerni Mscpiibiliy
kA in a particolac chinical mit of loction, sy of ilnds,
relrant comorbidicks, and ddinge of invokament of the
CHE, cardiac wahes, andlor viscirdl ocpans Early dnbilaiion of
afective antifongal iherapy is critical in the snocessfol trsa ment
of canddemda, 35 &mornstrated by recenl dia

ried clirical trials [17, 24, 53, 7). Theta 45 Hek ok foc
kraconenk in This sning, gven Smile aniifmgd spedrom,
aas of adminisication, siperior pharmacokingiics, and beiter
tolerabily of Mnconamic. Anconazmic shoold be consiinsd
first-Hnw Tharapy foe patienis who have mild to moderaia ilness
fia, &t hemodynamicaly sablk), who hava no previous ex-
posus m ok, and who do no bieng in a gronp 3 high
TSk of . glabrata (nfaction .., sloeily patients, patimts with
cancer, and patenis with diabeies). Fatemis wikh candidemia
ard suspecicd concomitani sndocedal oo CN5 invohsmeni
shonld peobably not receiva Auconamk as indtial thecapy
mther, they shonl recaiva an agent that is Amgiddal, such as
AmE [for sndocardal of CHE anddisis) o in schinoandn
{for sndocecdal candidisis). On Tha basis of data fom e
dindcal tials [ZE, 51, 52, B4, 75|, siep-down therapy to flo-
conaeol is paason abla Tor patieniswho have impeoved dindcaly
afiar initial therapy with an echinocndn o AmB and who
afe infedad with an ofganism thai & Hely o be mscipiitle
o dnconanole faf., C. alhisn, O, parapeiews, Ad Camdide

Ths achinsanding demonesteais Sgnifcan fangiddal sdiv-
iy against all Candida spédies, and each has demonscaied soc-
435 In. -7 5% of pathnts in andomized chinical irfials Beans
of their efficacy, Tavorabl bty pofil, and wey few doug
nuractions, 1ha echinocanding are freoded for initial therpy
for patknits who haes o recend Wsiory of expoane io an 2k,
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3. C. glabrata icin ekinokandin (B-III).
Azol duyarhligi 6grenilmeden flukonazol
veya vorikonazole gecis onerilmez (B-III).
Ampirik olarak azol baslanmissa klinik ve

mikrobiyolojik yanit varsa devam
edilebilir (B-I1).
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Hos-Caltars-Bazead Dlagreesdo Techinlqees

Sevardl new diagmostic Behniqnes offsr promis foc the ey
diagnosis of invasve cndidasis. Sevecal of tes: asays a
approved as aduncis 1o the diagnoss of invasive cndidass,
bt their rok in dindcd practice is poody defined. Severa otter
asmys ae mder developmant bt we vl Yal appeovd [5R
balow).

RECOMMENDATIONS FOR THE MANAGEMENT
OF CANDIDIASES

L. WWHAT IS5 THE TREATMENT OF CANDIDEMIA
IN NOMMEUTROPEMNIC PATIENTS?

Remomimendatlons

L. Fuconazmk {losdng Jos: of 801 mea [12 ma'kg), than
400 mg |6 mp'kg] daily) of an achipocandin (cagpofongn:
Inadineg dosi of 70 . then 50 mg dady: micafengin: |01 mg
dally. anidolafurgin losdng dow of 103 my, than L0 mg
daily) i ecommendkd asiniial theeapy for most adult paticnis

A-l;. The Expart Panel fyvus an echinocandin for paenis
with mesderataly sevice bo svers dlness of patiancs who have
had raecant amcdi exposans [A-1I0). Fuconenk & cecommanded
for patisnis who ane less celtically 41 and who ave oo cecant
azole axpose (A-IT). The same thecapsuic approach is ad-
wisid for children, with attention m differencas in dosing reg-
imans (B0,

I Teanstion from an schinccandin o fioonamols is -
ommended for patknts who have isolnies That ars liksly to ba
suscaptibik 10 MUCOnE@o (4§, C. afbicens) and who aed cin-
icaly stabile [A-T1).

3. Forinfeclion dos to C. glabrais, 10 2c1in

e muscptibility {B-
nconazole of wockoon-

o infection Gue o C. parguileaiy, Do 45 K-
ommended (B-1II). For patenis who have intilally eecsived an
cchinowandin, ame dinkcaly improvad, and whose follow -up
oo fesnlis ance nagain, coninuing me of an echinocandin
is reasonable (B-10)

5. AmE- [ILE-1.0 mp'ky daily) of LFAMB (3-5 ma'kg
daily) aee altsenatieas i thare is inokeanc: toor Emited avail-
abdlity of oiher antifurgal agenis | &-1). Transition from AmB-
d of LFAmME to fuconamk therapy i noommended for pa-
Henis who have isclates that are Ekdy 4o be someptibl to
fnconarole (2., C albiors) and who 202 dinically stable [4-
I.

4. Vorlconazok (400 mg [6 maka] twica daily for 1 dosss

ropenik Olmayan Hastada "3, "
Kandidemi

fhan. 200 my [3 mghcg] twice daly] i efective foe candidemia
ALY, tut ik offers Hiik sdvantaga ova foconaeols and 4s ec-
ommand: d as sep -down ol thecapy for sdecied casas of can-
Hiasis dow 0o . kraase of voricomamol i-sasceprih . glabrare
[E-III
7. Recommended decaion of fherapy for candidemi 2 with-
ot obvvions metasistk: compBations is for 1 wedks afier doc-
mmienied cliarance of Cendida spidies from Tha bloodsiram
ardd Tesoimiion of symploms actribotable bo candidemia | A- 1.
B Iminvsnons catheer rmol i Sromdy soommeddd
for nonneniropsnic paikncs with canddemia (A1)

Evlionoe Simmary
The slection of any particale ageni for the ieastment of can-
Edemia shoukd opiimally take inio acooant any history of re-
cent Imole sXposird, 4 hisory of intckmnce bo an antifongl
aFrE, the dominant Cendvda spedes and coerni Mscpiibiliy
kA in a particolac chinical mit of loction, sy of ilnds,
relrant comorbidicks, and ddinge of invokament of the
CHE, cardiac wahes, andlor viscirdl ocpans Early dnbilaiion of
afective antifongal iherapy is critical in the snocessfol trsament
of candidemia, 35 morstrated by recem dia 5
highir morialicy rabes imong patknis wikh andid
herapy was delayed [77, 7).

Fconazols: rematre siandand the

with canddemia, on Tha basic ndard Jdaka feom well-

s of cation, superior pharmacokingiics, and beiter
of Mnconamic. Anconazmlc shoold be consiinsd
=-Hnw Tharapy for paiienis who have mild tn moderaia ilness
fia, &t hemodynamicaly sablk), who hava no previous ex-
posus m ok, and who do no bieng in a gronp 3 high
TSk of . glabrata (nfaction .., sloeily patients, patimts with
cancer, and patenis with diabeies). Fatemis wikh candidemia
ard suspecicd concomitani sndocedal oo CN5 invohsmeni
shonld peobably not receiva Auconamk as indtial thecapy
mther, they shonl recaiva an agent that is Amgiddal, such as
AmE [for sndocardal of CHE anddisis) o in schinoandn
{for sndocecdal candidisis). On Tha basis of data fom e
dindcal tials [ZE, 51, 52, B4, 75|, siep-down therapy to flo-
conaeol is paason abla Tor patieniswho have impeoved dindcaly
afiar initial therapy with an echinocndn o AmB and who
afe infedad with an ofganism thai & Hely o be mscipiitle
o dnconanole faf., C. alhisn, O, parapeiews, Ad Camdide

Ths achinsanding demonesteais Sgnifcan fangiddal sdiv-
iy against all Candida spédies, and each has demonscaied soc-
435 In. -7 5% of pathnts in andomized chinical irfials Beans
of their efficacy, Tavorabl bty pofil, and wey few doug
nuractions, 1ha echinocanding are freoded for initial therpy
for patknits who haes o recend Wsiory of expoane io an 2k,
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4. C. parapsilosis icin flukonazol onerilir
(B-111). Ampirik olarak ekinokandin
baslanmissa klinik ve mikrobiyolojik yanit
varsa devam edilebilir (B-IIl).
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Hos-Caltars-Bazead Dlagreesdo Techinlqees

Sevardl new diagmostic Behniqnes offsr promis foc the ey
diagnosis of invasve cndidasis. Sevecal of tes: asays a
approved as aduncis 1o the diagnoss of invasive cndidass,
bt their rok in dindcd practice is poody defined. Severa otter
asmys ae mder developmant bt we vl Yal appeovd [5R
balow).

RECOMMENDATIONS FOR THE MANAGEMENT
OF CANDIDIASES

L. WWHAT IS5 THE TREATMENT OF CANDIDEMIA
IN NOMMEUTROPEMNIC PATIENTS?

Remomimendatlons

L. Fuconazmk {losdng Jos: of 801 mea [12 ma'kg), than
400 mg |6 mp'kg] daily) of an achipocandin (cagpofongn:
Inadineg dosi of 70 . then 50 mg dady: micafengin: |01 mg
dally. anidolafurgin losdng dow of 103 my, than L0 mg
daily) i ecommendkd asiniial theeapy for most adult paticnis

A-l;. The Expart Panel fyvus an echinocandin for paenis
with mesderataly sevice bo svers dlness of patiancs who have
had raecant amcdi exposans [A-1I0). Fuconenk & cecommanded
for patisnis who ane less celtically 41 and who ave oo cecant
azole axpose (A-IT). The same thecapsuic approach is ad-
wisid for children, with attention m differencas in dosing reg-
imans (B0,

I Teanstion from an schinccandin o fioonamols is -
ommended for patknts who have isolnies That ars liksly to ba
suscaptibik 10 MUCOnE@o [4.§.. C. afbicens) and who aed cin-
icaly stabile [A-T1).

3.  Forinfeclion dos b0 C glabrais, a0 aciinocndinds pr-
ferned [E-[I1). Transition v finoonimole of vorioonanoli i
oboommenided withoot confirmation ofisdas suscptib

Farepailean, TRICGNAT0R 15 feC-
eris who have infilally recedved an

AmB- [ILE-1.0 mp'ky daily) of LFAmE (3-5 m'kg
daily) aee altsenatieas i thare is inokeanc: toor Emited avail-
abdlity of oiher antifurgal agenis | &-1). Transition from AmB-
d of LFAmME to fuconamk therapy i noommended for pa-
Henis who have isclates that are Ekdy 4o be someptibl to
fnconarole (2., C albiors) and who 202 dinically stable [4-
I.

4. Vorlconazok (400 mg [6 maka] twica daily for 1 dosss

ropenik Olmayan Hastada "3, "
Kandidemi

fhan. 200 my [3 mghcg] twice daly] i efective foe candidemia
ALY, tut ik offers Hiik sdvantaga ova foconaeols and 4s ec-
ommand: d as sep -down ol thecapy for sdecied casas of can-
Hiasis dow 0o . kraase of voricomamol i-sasceprih . glabrare
[E-III
7. Recommended decaion of fherapy for candidemi 2 with-
ot obvvions metasistk: compBations is for 1 wedks afier doc-
mmienied cliarance of Cendida spidies from Tha bloodsiram
ardd Tesoimiion of symploms actribotable bo candidemia | A- 1.
B Iminvsnons catheer rmol i Sromdy soommeddd
for nonneniropsnic paikncs with canddemia (A1)

Evlisaos Sammary
The silection of any parficale agemt for thiteastment of can-
ddamia should opiimally take imo acconnt any hisiory of -
cent Imole sXposird, 4 hisory of intckmnce bo an antifongl
Dk, the dominant Cendida spades and cocrint mscpiibility
ata in a particolar chinical oit of location, sewrity of s,
rilrent comarbidicks, nd avcno of inwlament of the
CHE, cardiac wahes, andlor viscirdl ocpans Early dnbilaiion of
afective antifongal iherapy is critical in the snocessfol trsament
of candidemia, 35 Gkmonsiraed by feomi dia sogamsi
higher moralicy rabes among pakknts wikh andidemia
herapy was delayed [77, 7).

Foconazols: remuatre slandand thecapy foppfficied paiknts
with canddemia, on 1ha basis of ay ta from will-
designed dindcal trials [I7, 24, & . Theta 45 Wk rok for
raconanl dn this saing, simila amifongal spedrom
eior pharmacckingtics, and bettic
. Fnconamls shonld b consiens
¥ o patianiswho have mild to moderaia dness
smodymamically sablk), who hava no previous ex-
% o apckas, and who do not bikong in 2 grong i high
Tisk of . gladrata (nfaction 4., sloeily patients, patimts with
canced, and patients with disbetos). Pationis with candidmia
ard suspecicd concomitani sndocedal oo CN5 invohsmeni
shonld peobably not receiva Auconamk as indtial thecapy
mther, they shonl recaiva an agent that is Amgiddal, such as
b [Por andocadal of CRS anddisis) of in sdinccndn
{for sndocecdal candidisis). On Tha basis of data fom e
dindcal tials [ZE, 51, 52, B4, 75|, siep-down therapy to flo-
conazoli is raaronabla for patieniswho hav impeoved dindcaly
afiar initial therapy with an echinocndn o AmB and who
are dnfectid With an ofganism that i By 6o be mscptibs
o dnconanole faf., C. alhisn, O, parapeiews, Ad Camdide
trezacalinl

Ths achinsanding demonesteais Sgnifcan fangiddal sdiv-
iy against all Candida spédies, and each has demonscaied soc-
435 In. -7 5% of pathnts in andomized chinical irfials Beans
of their efficacy, Tavorabl bty pofil, and wey few doug
nuractions, 1ha echinocanding are freoded for initial therpy
for patknits who haes o recend Wsiory of expoane io an 2k,
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5. Diger ajanlara intolerans veya kisitli
yararlanim so6z konusu ise AmB-d veya
LFAmMB alternatif (A-1).izole edilen etken
C. albicans gibi flukonazole duyarl bir
koken ve hastanin klinigi stabilse
Amfoterisin B’den flukonazole gecilebilir
(A-1).




Notropenik Olmayan Hastada f@”

Mos-Calimre-Bozed Dlagmedo Techslyess

Sevardl new dlagmestic Lehniqnes offsr promis for the cacly
diagmasis of invasive candiBasis. Several of st asays a0
approved as aduncs 1o te diaggnosds of invasine cndidads,
oot their ok in dinical pracice is poody deined. Severa cther
asays we mder developmant bt e ool Yol appeovad [sR
balow).

RECOMMENDATIONS FOR THE MANAGEMENT
OF CANDIDIASES

L. WWHAT IS THE TREATMENT OF CANDIDEMIA
IN NOMMEUTROPENIC PATIENTS?

Reoamimendatloas
L. Fuconazmk {losdng dos: of 401 ma [12 ma'kg), than
40 mg |6 my'kg] daily) or an achinocandin {aspofmgn:
lnading dos of 70 g, then 50 mg dady: micatangin: L0 mg
dally. anidolafurgin losdng dose of 280 my, than L0D mg
daily) s merommendkd asiniial therapy for most adolt paticnis
A1} The Expert Fanel favos an echinocandin for patiems
with mederataly sevare bo svers dlness of patians who hava
had rascart amode exposrs [A-1I0). Fuconenk dcecommanded
fior pakisnis wheo ane less celibcally 41 and whe have oo cecant
azole axposTee (A-IT1). The same thevapsudic approach is ad-
wvised for children, with atteniion m differencas in dosing reg-
imans (B0

I Teansition from an schinccandin fo fieon
ommindd b patknts who have iBDIIIH IhH: g

':. Fl:\flnl'i‘ﬂlm ok b C
ferred [E-IT. Transition b
rmation ofisslate suscptibility (B-
itally received fooonazole of wockoon-

ks ative, comimuing an azols o complation of Thar-
apy ifraasonabk (B-1001%

4. Forinfection i b0 C. pargpaifead, TRICOMADOR 15 10T
ommendd (B-10). For patenis who have inttlaly ceceived an
cchinoardin, are dinkaly improved, and whose follow -up
rokme fesols an nagain, conining we of an echinocandin
is reasonable (B-1I}

5. AmE-d [LE-1.0 mp'ky daily) or LFAME (3-5 m'kg
daily) ace albscriatieas i thare is inokeanc: tooc Emited aval-
abiity of oiher antfmngal agenis (&-1). Transition from AmB-
d of LFAmME o fluconamk therapy i recommended for pa-
tignis who have isdlates that are Ekay 4o be sueptibh 1o
fnconanodi (28, C albicon) and who ara dimically stable [4-
I.

4. Vorloonazok (0= mg [6 maka) twica daily for 3 Goses

I/ -

fhan 200 my [3 mgheg] bwice daly) 4 effctive foe candidimia
A, tut it offers Hiik sdvantaga v foconaeole and 4s cec-
ommndid as sep-down ool therapy for sdecied casas of can-
s dow 02 G kreser oF v conamole-snceprioia O glabrane
[B=I0T

7. Fecommanded decaiion of herapy for candidiamia with-
ort obvions metasiatic complations is for 1 wedks after doc-
mminied cligrance of Cendvida spedes foom ihd bloodsiam
and resoimiion of symploms actribotable bo candidemia (A-01)

B Imimwnom ateer smoal & oy soommedd
for nonneminopsnic patianks with canddemia (A1)

Erllence Sammary
The silaction of any pacticnls agent for the teastment of can-
Arkrmia. st optimally take info aoconnt any history of

igned dindcal trials [27, 24, 53, 73], Thera is itk nok for
fraconenk in This siing, given Smile antifmgal spedmm
st of admindsication, supenior pharmacckindics, and et
tolerabilicy of Moconamle. Fnconamic shonld be consdensd
fics-Hne Therpy for patients who have mild 1o moderaia lness
fia, we hemodynamicaly sabk), who hava no provios eI-
pofus m ks, and who do not belong i @ gronp @i hgh
sk of C. plarata (nfacion +. g, sloeiy patients, patkmes with
cancer, and patems with diabetes). Fatemis wikh candi demia
ared suspecied concomitant sndocardal oo CHE Invalsmeni
should peobably not recziva Auconazok: as indtial thecapy
nther, thiy shonl recaiva an agent that is fungid dal, such as
AmE [for sndocardal of CN5 anddisis) o inschinocandn
ffor endoaedil aanddisis). On Tha basis of data fom fecend
dindcal welals [2E, 51, 5Z, 54, 75, siep-down therapy to fio-
congeol is paason ablka Tor paticnis who have impeovad dindcaly
afiar indtial therapy with an echinocndn o AmB and who
ane infidtid with an oiganism thai & Hkely @ be suscapiite
o Moconipale (4.0, C. alhisns, . parapsiess, ld Cosdide

The achineanding demoreteais Sgnifcan fangididal sdiv-
¥y against all Candida spéiss, and each has demonsaied soc-
435 in -7 5% of patknts in Andomized chinical irials Becam
of their efficacy, favorabk sty poofll, and woy Gw doug
nbactions, 1ha echinocandins are foced Tor initial heapy
for patknits who hae o recend hisiory of axp mone io an 2wk,
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7 EYLg,
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1didemi

6. Kandidemide vorikonazol etkilidir(A-I),
ancak flukonazole Gstunligul fazla degil
ve Candida krusei veya Candida glabrata
fungemisinde orale geciste onerilir (B-
11).




o

Hos-Caltars-Bazead Dlagreesdo Techinlqees

Sevardl new diagmostic Behniqnes offsr promis foc the ey
diagnosis of invasve cndidasis. Sevecal of tes: asays a
approved as aduncis 1o the diagnoss of invasive cndidass,
bt their rok in dindcd practice is poody defined. Severa otter
asmys ae mder developmant bt we vl Yal appeovd [5R
balow].

RECOMMENDATIONS FOR THE MANAGEMENT
OF CANDIDIASES

L. WWHAT IS5 THE TREATMENT OF CANDIDEMIA
IN NOMMEUTROPENIC PATIENTS?

Remomimendatlons

I Fuconazok {lowdng Jos: of A0 mg [ 12 mkg], 1han
400 mg |6 mp'kg] daily) of an achipocandin (cagpofongn:
Inadineg dosi of 70 . then 50 mg dady: micafengin: |01 mg
dally. anidolafurgin losdng dow of 103 my, than L0 mg
daily) i ecommendkd asiniial theeapy for most adult paticnis
#A-1). The Expart Fanil s an echinocandin for patenis
with mesderataly sevice bo svers dlness of patiancs who have
had raecant amcdi exposans [A-1I0). Fuconenk & cecommanded
for patisnis who ane less celtically 41 and who ave oo cecant
azole axpose (A-IT). The same thecapsuic approach is ad-
vised for children, with afiention o differences in dosing reg-
imans (B0,

I Teanstion from an schinccandin o fioonamols is -
ommended for patints who have isolaics that are Lkay toba
suscaphibk 10 MCon [§. C. abisnr) and who ac cin-
ically stabike [4-11).

3.  Forinfdion dos 0o C. glabrai, a0 2chinocndinds pr-
ferned [E-1). Transition po finoonimole of vorioonazoli i mol
proomimanded withoot confirmation ofiscxe mecptibility (8-
[}, For patints who initdalty recedved foconazoe of sockoon-
azole, ara chnically impeoved, and whiose follow-up i
ik ard NEAtive, confinming an arole o complation of tha-
apy is raasonabk (B-101%

4. Fooinfection 3 0o C. pargpoifead, TRICO0A0R 15 foC-
ommended (B-1II). For patenis who have intilally eecsived an
schinocamdin, @ dindcaly improved, and whose fllow-up
oo fesnlis ance nagain, coninuing me of an echinocandin
is reasonable (B-10)

5. AmBE-d 510 mp'ky daily) of LFAMB (3-5 m'kg
ally) are dtirnitivs i Thare 48 indokeancs b oo Emited aval-
abdicy of oihar antifungal agends {A-I). Transition from AmB-
d of LFAmME to fuconamk therapy i noommended for pa-
Henis who have isclales that are Rkdy o be soeeptibl 1o
Mnoonimole (2§, C alhisom) and who 22 dinically sable [A-
I.

4. Vorlconazok (400 mg [6 maka] twica daily for 1 dosss

ropenik Olmayan Hastada %‘

ot EVLy,

Kandidemi

fhan. 200 my [3 mghcg] twice daly] i efective foe candidemia
ALY, tut ik offers Hiik sdvantaga ova foconaeols and 4s ec-
ommand: d as sep -down ol thecapy for sdecied casas of can-
Hiiasis dos b0 C. ks of vorloomamel s-smcepriha C. glabrare
[B-I

iticdkmi 1 with-
ol.d obvions matasistk compBations s for 1 widks afier doc-

omented clearance of Candida spedies foom 1he bloodsiram
and fesolmiion of symploms inbotable bo candidemia (- [T,

B Intrvinons cathater amoal i srongdy soommendid
for nonneatropsnic patiangs with canddemia (4005

Evlisaos Sammary

The slaction of any pactical agent for the feaatment of can-
Edemia shoudd optimally take ino soconnt any hisory of -
cent Imole sXposird, 4 hisory of intckmnce bo an antifongl
gk the ominant Cendvda spades and cocrint susciptibility
data in a particolar chinical it of location, sevcity of Hlness,
rekreanl comdbidieks, and avidkne of invalvament of thi
CHE, cardiac wahes, andlor viscirdl ocpans Early dnbilaiion of
Afedive anifongal therapy is critical in the soacessfal tratmen
of candidemia, a5 Gmomsirated by oent data sogaRsing
Higher mortalioy fabes among petknts wich andidemia whose
Tharapy was dclayed 77, T3],

Foconazols: remutre slandand thecapy for sdecied paihnks
with canddemia, on The tasis of swundant Qea feom will-
cksigned dlindcal trials [27, 28, 53, 74]. Thera 45 Bk ok foc
keaconanla 4n This sating, ghen simila antifomga spedrom,
aa of sdminisication, speior phacmacckingtics, and bty
tolerabily of Mnconamic. Anconazmic shoold be consiinsd
fir -l Tharap ¥ foc palienis who have mild 1o moderaia {liness
fia, &t hemodynamicaly sablk), who hava no previous ex-
posars o avcke, and who do not bikng in 2 grong @ high
fisk of C. plafrada (infedion &g, ddey patisnis, patimtswith
caniid, and patienis with disbetos). Patenis with candidemia
ard msperied concombiand sndocarda o CHS Invohsmeni
shonld peobably not receiva Auconamk as indtial thecapy
mther, they shonl recaiva an agent that is Amgiddal, such as
b [Por andocadal of CRS anddisis) of in sdinccndn
{for sndocecdal candidisis). On Tha basis of data fom e
dindcal tials [ZE, 51, 52, B4, 75|, siep-down therapy to flo-
conazoli is raaronabla for patieniswho hav impeoved dindcaly
afar indtial therapy with an echinocandin o AmB and ¥ha
are dnfictad With an organism thal i Hly bo be susciptible
o dnconanole faf., C. alhisn, O, parapeiews, Ad Camdide
irepizalisl,

Ths achinsanding demonesteais Sgnifcan fangiddal sdiv-
iy against al Candiida spaciis. and cach has demonstaied snc-
433 in -7 5% of patknts in andomizad clinical trids, Becans
of their efficacy, Tavorabla bty profile, and vy few doug
intiwactions, Tha echinocanding ane freceed for indial thenpy
for patknis who haes o recend Wsiory of Lxposon io an amk,
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Hos-Caltars-Bazead Dlagreesdo Techinlqees

Sevardl new diagmostic Behniqnes offsr promis foc the ey
diagnosis of invasve cndidasis. Sevecal of tes: asays a
approved as aduncis 1o the diagnoss of invasive cndidass,
bt their rok in dindcd practice is poody defined. Severa otter
asmys ae mder developmant bt we vl Yal appeovd [5R
balow].

RECOMMENDATIONS FOR THE MANAGEMENT
OF CANDIDIASES

L. WWHAT IS5 THE TREATMENT OF CANDIDEMIA
IN NOMMEUTROPENIC PATIENTS?

Remomimendatlons

I Fuconazok {lowdng Jos: of A0 mg [ 12 mkg], 1han
400 mg |6 mp'kg] daily) of an achipocandin (cagpofongn:
Inadineg dosi of 70 . then 50 mg dady: micafengin: |01 mg
dally. anidolafurgin losdng dow of 103 my, than L0 mg
daily) i ecommendkd asiniial theeapy for most adult paticnis
#A-1). The Expart Fanil s an echinocandin for patenis
with mesderataly sevice bo svers dlness of patiancs who have
had raecant amcdi exposans [A-1I0). Fuconenk & cecommanded
for patisnis who ane less celtically 41 and who ave oo cecant
azole axpose (A-IT). The same thecapsuic approach is ad-
vised for children, with afiention o differences in dosing reg-
imans (B0,

I Teanstion from an schinccandin o fioonamols is -
ommended for patints who have isolaics that are Lkay toba
suscaphibk 10 MCon [§. C. abisnr) and who ac cin-
ically stabike [4-11).

3.  Forinfdion dos 0o C. glabrai, a0 2chinocndinds pr-
ferned [E-1). Transition po finoonimole of vorioonazoli i mol
proomimanded withoot confirmation ofiscxe mecptibility (8-
[}, For patints who initdalty recedved foconazoe of sockoon-
azole, ara chnically impeoved, and whiose follow-up i
ik ard NEAtive, confinming an arole o complation of tha-
apy is raasonabk (B-101%

4. Fooinfection 3 0o C. pargpoifead, TRICO0A0R 15 foC-
ommended (B-1II). For patenis who have intilally eecsived an
schinocamdin, @ dindcaly improved, and whose fllow-up
oo fesnlis ance nagain, coninuing me of an echinocandin
is reasonable (B-10)

5. AmBE-d 510 mp'ky daily) of LFAMB (3-5 m'kg
ally) are dtirnitivs i Thare 48 indokeancs b oo Emited aval-
abdicy of oihar antifungal agends {A-I). Transition from AmB-
d of LFAmME to fuconamk therapy i noommended for pa-
Henis who have isclales that are Rkdy o be soeeptibl 1o
Mnoonimole (2§, C alhisom) and who 22 dinically sable [A-
I.

4. Vorlconazok (400 mg [6 maka] twica daily for 1 dosss

ropenik Olmayan Hastada -
Kandidemi

fhan. 200 my [3 mghcg] twice daly] i efective foe candidemia
ALY, tut ik offers Hiik sdvantaga ova foconaeols and 4s ec-
ommand: d as sep -down ol thecapy for sdecied casas of can-
Hiiasis dos b0 C. ks of vorloomamel s-smcepriha C. glabrare
[E-III

7. Fecommandid doration of Thar apy for candbdemi 1 with-
ot obvvions metasistk: compBations is for 1 wedks afier doc-
mmienied cliarance of Cendida spidies from Tha bloodsiram
and fesolmiion of symploms inbotable bo candidemia (- [T,
irvsnons e rmol i Aoty Hommedd
for nonnem! s with candidemia (A1)

Evlisaos Sammary
The slaction of any pacticale ageni for te 1ead
Edemia shodd optimally take ino soconnt any hisory of -
cent Imole sXposird, 4 hisory of intckmnce bo an antifongl
gk the ominant Cendvda spades and cocrint susciptibility
data in a particolar chinical it of location, sevcity of Hlness,
rekreanl comdbidieks, and avidkne of invalvament of thi
CHE, cardiac wahes, andlor viscirdl ocpans Early dnbilaiion of
Afedive anifongal therapy is critical in the soacessfal tratmen
of candidemia, a5 Gmomsirated by oent data sogaRsing
Higher mortalioy fabes among petknts wich andidemia whose
Tharapy was dclayed 77, T3],

Foconazols: remutre slandand thecapy for sdecied paihnks
with canddemia, on The tasis of swundant Qea feom will-
cksigned dlindcal trials [27, 28, 53, 74]. Thera 45 Bk ok foc
keaconanla 4n This sating, ghen simila antifomga spedrom,
aa of sdminisication, speior phacmacckingtics, and bty
tolerabily of Mnconamic. Anconazmic shoold be consiinsd
fir -l Tharap ¥ foc palienis who have mild 1o moderaia {liness
fia, &t hemodynamicaly sablk), who hava no previous ex-
posars o avcke, and who do not bikng in 2 grong @ high
fisk of C. plafrada (infedion &g, ddey patisnis, patimtswith
caniid, and patienis with disbetos). Patenis with candidemia
ard msperied concombiand sndocarda o CHS Invohsmeni
shonld peobably not receiva Auconamk as indtial thecapy
mther, they shonl recaiva an agent that is Amgiddal, such as
b [Por andocadal of CRS anddisis) of in sdinccndn
{for sndocecdal candidisis). On Tha basis of data fom e
dindcal tials [ZE, 51, 52, B4, 75|, siep-down therapy to flo-
conazoli is raaronabla for patieniswho hav impeoved dindcaly
afar indtial therapy with an echinocandin o AmB and ¥ha
are dnfictad With an organism thal i Hly bo be susciptible
o dnconanole faf., C. alhisn, O, parapeiews, Ad Camdide
irepizalisl,

Ths achinsanding demonesteais Sgnifcan fangiddal sdiv-
iy against al Candiida spaciis. and cach has demonstaied snc-
433 in -7 5% of patknts in andomizad clinical trids, Becans
of their efficacy, Tavorabla bty profile, and vy few doug
intiwactions, Tha echinocanding ane freceed for indial thenpy
for patknis who haes o recend Wsiory of Lxposon io an amk,
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TABLE 4. Recommendations on fever-driven and diagnosis-driven therapy of candidaemia and invasive candidiasis
Population

Intention
Adult ICU patients with fever despite

broad-spectrum antibiotics and APACHE
I =>16

Intervention
To resolve fever

SoR
Fluconazole 800 mg/day
ICU patients persistently febrile, but without
microbiological evidence

QoE

D
To reduce overall mortality

[ Fluconazole or echinocandin C Ilu]
ICU patients with candida isolated from
respiratory secretions

ICU patients with positive (1,3)-f-p-glucan
test”

To cure invasive candidiasis or candidaemia early [ Any antifungal

To cure invasive candidiasis or candidaemia early

D Ilu]
Any antifungal

Any patient with Candida isolated from
a blood culture

To cure invasive candidiasis

Antifungal treatment




Etkene YOonelik

TABLE 5. Recommendations on initial targeted treatment of candidaemia and invasive candidiasis in adult patients

Intervention SoR QoE References Comment
[&4] Consider local epidemiology (Candida parapsiosis, Candida krusel), less
drug—drug interactions than caspofungin
. . [67] Consider local epidemiology (C parapsilosis)
Ekinokandinler 53
L
[&1] Consider lacal epidemiology (C. parapsilosis), less drug—drug interactions
[63] than easpofungin, consider EMA warning hbel
LAmB [61] Similar efficacy as micafungin, higher renal toxicity than micafungin
) [62]
VorlkonaZO| [43] Limited spectrum compared to echinocandins, drug—drug interactions,
[78] limitation of [V formulation in renal impairment, consider therapeutic drug
[77] monitoring
Flueonazele 400-800 mg" C [1&5] Limited spectrum, inferiority to anidubafungin (espedially in the subgroup
[53] with high APACHE scores), may be better than echinocandins against
[74] C. parapsiosis
[54]
[64]
[76]
[75]
[73]
amy:
Amphotericin B lipid eomplex 5 mglkg [57]
— (58]
Amphotericin B deoxycholate 0.7-1.0 mghkg o [50] Substantial renal and infusion-related toxicity
[51]
[165]
[53]
[54]
[55]
Amphotericin B deoxycholate plus fluconazele D I [74] Efficacious, but increased risk of toxicity in ICU patients
MNe survival benefit
Amphotericin B deoxycholate plus 5-fluorocytosine D I [75]
Efungumab plus lipid-associated amphotericin B D I [1&6]
Amphotericin B colloidal dispersion D I, [60]
ltraconazele D I, [7&]
D

Posaconazole

Mo reference found
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medirabaly severe bo sevend ilness (L2, a0 hemodynamically
urstabk), aliegy o dndolerance W apolis or AmE, of high cisk
of nficton with C krasn oF C. glabrai & shorl ooilese of
intravanoms gchinocandin therapy (35 days) followd by tan-
sition b ol Auconamk o voronas [for O ke infi-
tion} is a reamnabk approach io The tredment of candidemia
in 1ha stabia packnt, bk thare are faw chinial data io support
this managemant stratagy. The Expert Pangl favars fuconamia
over the 3 awailabli achinecanding for estmant of canddimia
0 b2 £, perageiess 0N the bads of the dexreasa in vitvo
activity of echinsanding aginst C. pargilesis (45, 44] and
capats of echinocandin pasistan e amang seksdid Ladats [30].
Mo xpers agron That iha schinocanding are suffickndy sm-
ilar 2 b considend inferchangabiy

Dafa. foom 2 o candomized sty suggest that an echin-
ocardin may be supivior io Auconazok as peimacy thicapy for
anddemia [5]. Alihough many exparts agred that in echin-
ocandin is favoned as inftial thaapy far packnts with moder-
atedy severa bo severd diseasa dmd to invasive candidiags, few
apead that an echinocandin s favored for all episodis. and it
is masonablk o consder The history of cecant avole Lxposme
sivarity of dinass, ard the lkditbead of Muconeol i
in making a chobcs for inilal anitfengal Eheeapy.

Voxioonazok: was shown bo ba 45 ffedive 25 AmE induction
therapy for 4-F days, followsd by Auconaenk fw candidimia
and invasive candidasls [75]. Voriconach posises adivity
aping most Camdidi species, induding C. kravi [15, B b
the nesd fof move-feequent sdminisiration, Jaus proddabl
phiacmacokintics, mon: dmg inbwactions, ind poor mhian
tm the drog, comparsd with olher systiemic anciungals, maka
i @ ks atiradive chnice for dnicid therapy. Vocloonamole doos
not peoid peedcabii acivity aganst duconazmle-resstane C.
ebrada |24, 117, It dois, howerer, ATl an impadiamt nichs for
patianis wh have Anconapols-casstant isolates of O brwd, C.
pailiermand, of C. glebrota N30 havd documanted woekon-
axole suscipiibility and who we ready for iranstibon from an
schinocandin or AmE m ora thecapy.

Porconazok hat sxcdlent in vim aivity i mot Cas-
dian spacias, bat thate 102 Tow chinical dafa o sopport s use
amang patiancs with cancidemia. O th basis of available data
and the lack of an intravanons fomolation, it is difiat o
sorvision a sigmiflant eole for possconanols in the inament of
canddemia, other than in et paiknts for whom transidon
tm an sxpanded-spactium ol is wamanid

AmE-d i meommended 15 inddd hetapy whsn abernativa
therapy is nnavalabl of mnaffoodibla, whan thaed 4 2 hislory
of infokrancd i echinocanding o avckar, whan 1he infction
is niftaciony W other 1herpy, whsn ihe ooganism i cesisant
o ofher agants, of when there is 2 smpicion of infaction dog
0 100 -C enaida Yeast, S1ch 5 Cryprecacce neerram, L-4mE
at dosas of 3 mg'ky daily has bisn shown 4o be effecihe for

treatmiend of canddemia, hased on a recak prospeciiv chirial
tial [51]. Similady, ABLC siministersd 3 3 mpkadey e
bein snccissfdly used for the inatmend of candi dem Rk
Anagissk, unpubBshed data), [nfeclions die 0 Camdida ful
teniae ¢ W OOMIMAON; o this organdsm, T Expert Pand
e The me of fioconazcle or an schinccandin over S
caisd of tha obsarvation of in vieo polyane resisty

For all patienis wikh candidemia, 1 dildid fo
amination mmetima within the At wiik 2
Thérapy and pouting bkood coliures bo oo

mance Measieas). [F ierd ae Do mat
duration of antifangal fharapy & 4
sijms ard Sy pLoms aciribotibie
Casdifi species from the bi
s b on The casmks of 5
in which this mle has teg
adlly associatad with
31-54, 7. Tha ©

nifection and deacance of
m. This recommendation
prospectie, randomized trials
coessfly applied, and it is gn-

manded length of terapy partans o
| tharapy and inchades saquencial thampy

mieniad, if at all possibk |EZ-E4]. The data sap-
i3 ar¢ Hiongest amon g nonnentropnic paitknis and
3t catheler cemeoval is associaied with shixter ducation

ameng patients in whom cintal venous caihat
momed or ceplaced [28, 3] Ameng Teutropen

patieni, i i dificull 1o Siterming the
The gasrnintesting Lract varss caf
candidmia 32, 35]. &n except
10 . paraaridaris, whid s m
omized stdies on this Topic, bl
vars cathater remeval when feashlk,

% An cchinocandin (caspofungin, koading dost of 70 mg
ihwn 50 mg daily micaungin, 183 mg daily (440 anidnk-
fangin, loading doe: of 200 mg. then L0 meg daily (A-100)) o
LEAmE [3-5 mg'kg daily) (4-[1) is commendd for moo
patinis

10,  For patienis who ane les aitically il and who he o
TUCHDE axcdd sTposuc:, finconamols 800 mg |12 mpky) losding

=4+ CID 2 ] Marck] - Pappu e ol

7 EYLg,

9. Bir ekinokandin veya LFAmMB (A-
).

10. Hafif klinik tabloda ve dnceden
azol kullanimi olmayan hastada
flukonazol (B-Ill); ktflerin de
kapsanmasi dusinuliyorsa
vorikonazol (B-III)
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does, Then 400 mg [6 mg'kg] daily) is a masonabk acnativa
(B-LIT). Viriconamk (400 mg |6 ma'kg] e cailyfor 2 dosis
then 200 mg |3 mg'kg] omice daily) can b+ used in. simations
in which addionsl meold cowrage is dasired (B

11, For infecinns e 10 e tchinocandin is
. an effeciie bt les atcacties al-
9 beranss of o and the pobatial for toxicity (B-110).
Foo patisnis who wers already recelving vockonamole oo fu-
conank, a02 dindcaly impeoved, ad vhos folow-op i
43k 302 Degative, continming us of the mole 10 compktion
of therapy is rasonatla (B-I1)

11, Fo infections dok 10 & perapaiioeds, Auoonzole of
LFamE i peafarced. @ inital therapy (B-I1). If the patant is
cpoving an achinocandin and 4 cEnically stable andif fdkow-
up moknd ranks &0e Negadve, continming ns of the echino-
candin il completion of terapy &5 reasonable. Fo infections
dne 10 O krawd, a0 schinocanding LFAME, or wockoonamale: is
ewoomimandad (B-101%

1% Fecommended doraion of therapy for candidemia
withoint pacsstint fngemia of matasiatic complications is
Wedks fRT dootmanted clkannce of Cendids from the biood -
seream and easobiton of sympiome atirboiable io canddemda

L4 considernd (B-

Evidesce Sunmany

Candigamia in nauropenic patenis isa Efe-Threxiening infoc-
ton that is associated with aoue Sswmingad ardidiasis, @
sipsislike smdnoms, multisegn filwe, and &ath, Candi-
demia asmciaed wih C. rapicats 5 partiolaly virden in
nentropsnic hoets, Chionk dissaninaied andidiass cn anma
a5 3 complication of candBdEmia in TR openic patknis daspia
amiifargal Thecapy.

Thers are o adequatdy powared randomized comirolkd tri-
als of teastment of cndidamia in eutropenic patienis. Tha
darta ara Jagely darived from sngli-wem soudias of fom. small
mbsts of randomizd conieolled siudss that hawe ancolled
mecsHF nannscopanic patlsnts, Hisorically, candidmiain tha
nencropsnic patient has bam treated with an AmE formmlation.
Thie arwailabilicy of vorl conazok: and ihe echinccandins haee 1ed
0 preaier mse of thes: agenisin this chnical scinario bt withont
compeling cEnical dia. Thi sxhknsiv us of finconmols o
prophylaxs 1o peavent invasve andidasis in maamopEnic pa-
tiens and The Jack of significani prospeciine dam has kdtoa
diminishad therapentic ool for This agant Imong 1l patin .

Thi numbses of nemimpaic patios inckdad innecen an-
dikmia wasiment studies aca small, bui responsa rabes ac
enoouraging. [n thase trials, 506 of caspofingin cad piants var-
s 40% of AmE-d recipiants [51], 64% of micxfmgin cedp-
lenis wersus 61% af L-AmE raciphnes [S2], and 9% of mi-
cafongin noipianes veous S49 of carpofungin recipienls |54

Dula from ha racin

x ponamle areollad 100 fow Tt opendc patints
with canditmia o generat: ingfl data regaeding sffcacy
|53]. In Zretrospactiva smdias, snoressinl ouboomss for primary
treammueni of neotropsnic patienks wers nepocied dn S4% of
thoss receiving AmB-d, e4% of 1hose receiving Auconazok,
and §4% of Hiose recaiving caspofungin [4E, 89).

An sxtremaly important facbor inflsncing the omicoma of
candidATHa in nemtopnic patients is thi (CoTdF of meatno-
phils doning thergpy. In 2 lagg retroepective coboed of 478
patiznis with Qncer who had candidamia, persissnt nalro-
penia was asmodated with a greaber chance of wedimant talnn

Addtonal drsighis can b gleansd from data derived fom
studhsof smpiical antifongal theapyineolving teyile patiancs
with nemiopnia who had candidimia & tasdling. In thas
Hudks, haling candiemia was chared in 779 of Thosa iratad
with AmB-3 vsosus 1% of thon irsted with L-AmE [50] and
i &% of 1hasa ekl with cspofungin versas 506 of thos
treated with L-4mE [31]. Daia from a langs randomized irial
alw sopest that vorioonazol 45 @ ressonable Chokoa for febrile
patisnis with nautropenda and suspected invasta candiciasis
for whom adddonal meadd coveage is dastred [53].
of thesa Hmited dai, the sucoass rales of an-

12. C. parapsilosis icin Flukonazol
veya LFAmB (B-I11)
Ekinokandin almakta olan hastada
klinik stabil ve sonraki kultdrler
negatifse tedaviye devam
C. krusei icin ekinokandin, LFAmB
veya vorikonazol (B-IIl)

trmgl tharagy foo can
do mok appea 10 be srhetantially differnt foom 1hos: ©
in the lape randomized frials of nonneoiropsmic patienis
Morveovin, thise dita do nol siggsst kss favonbk ootoomas
asocizied with Mnconaole and voeioonazole, ot many phy-
sclars prefer LEAmE o an schinccandin, which may b morne
fonpicidal, as festdine agats Similar to the appooach in non-
meuiropinic patisnts, the rcommended decation of Thapy
for cancdlidemda dn meutopendc patknis s for 3 days
resclotion of attributai signs and sympooms and ckarnc of
The bkoodsream of Camdide spicks, poovided that thene has
ben eacoviry foom niunopania This recommendation isbasad
on Tha Hrmiced. data from. prospactive candomized trials and has
bein wscciated with few comploations and rdapses [51, 52,
5d).

The managamsnt of imcavasaar caibaiars in nsuiropaic
patiznis with candi-demia is ks sinighiforsaed fhan in thek
DOGTRAOPEn.  (oumerparts. Distingmishing gnt-assodatd
from wasaular catheier-assodatad candidimia can be diffioali
in thisa patints [86], the dala for chetir pamoval ds loss
compselling. and 1ha colueqmences of cabair emaoel oftn
creaie sgmifiant dntravenons access probkms Xoneihakss, the
Expsrt Pansl suggests consideration of venous caibaa cemovl
{inchuding ramoval of tonngked catheters) fof NEOCOpENC pa-
thnts who have persistant canddemia and in whom & is lo-
wisiically faasible.
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TABLE 4. Empiric therap

Intention

Morbidity reduction Liposomal amphotericin B (3

Caspofungm (70 mg on da}r | en 50 mg)

Amdulafungm

Yes
ND
Yes
Yes
ND

FLC CI

Mifafungin Bl
Anidulafungin ?

AmB-d DIl

B
B
=

Z 20
o

*Limited use since fluconazole has no mould actmt;.r Application requires appropriate work-up to rule out mould disease.

MR, no recommendation; ND, no data avallahle, , dosis according to trial [48].
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Evaluation of an early step-down strategy from
intravenous anidulafungin to oral azole therapy
for the treatment of candidemia and other
forms of invasive candidiasis: results from an
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Abstract

Background: Hospitalized patients are at increased risk for candidemia and invasive candidiasis (C/1C). Improved
therapeutic regimens with enhanced clinical and pharmacoeconomic outcomes utilizing existing antifungal agents
are still needed.

Methods: An open-label, non-comparative study evaluated an intravenous (IV) to oral step-down strategy. Patients
with C/IC were treated with IV anidulafungin and after 5 days of IV therapy had the option to step-down to oral
azole therapy (fluconazole or voriconazole) if they met prespecimied critena. The primary endpoint was the global
response rate (clinical + microbiological) at end of treatment (EQT) in the modified intent-to-treat (MITT) population
(at least one dose of anidulafungin plus positive Candida within 96 hours of study entry). Secondary endpoints
included efficacy at other time points and in predefined patient subpopulations. Patients who stepped down early
(= 7 days’ anidulafungin) were identified as the “early switch” subpopulation.

Results: In total, 282 patients were enrolled, of whom 250 were included in the MITT population. The MITT global
response rate at tO1 was 83./06 (0o0k confidence interval, 78.7-88.8). Global response rates at all time points were
generally similar in the early switch subpopulation compared with the MITT population. Global response rates were
also similar across multiple Candida species, including C. albicans, C. glabrata, and C. parapsilosis. The most common
treatment-related adverse events were nausea and vomiting (four patients each).

Conclusions: A short course of IV anidulafungin, followed by early step-down to oral azole therapy, is an effective
and well-tolerated approach for the treatment of C/IC.

Trial registration: ClinicalTrials.gov: NCT00496197
Keywords: Anidulafungin, Azole, Candidemia, Step-down strategy

28 MART 2015




Timsit et al. Trials 2013, 14:399
http/fwww trialsjournal.com/content/14/1/399 T R I A L S

STUDY PROTOCOL Open Access

EMPIRICUS micafungin versus placebo during
nosocomial sepsis in Candida multi-colonized
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Abstract

Background: The potential interest of antifungal treatment of non-immunocompromized patients with sepsis,
extra-digestive Candida colonization and multiple organ failure is unknown. It represents three-quarters of
antifungals prescribed in Intensive Care Units. It may allow early treatment of invasive fungal infection in the
incubation phase but expose patients to unnecessary antifungal treatments with subseguent cost and fungal
selection pressure. As early diagnostic tests for invasive candidiasis are still considered to be insufficient, the
potential interest in this strategy needs to be demonstrated.

Methods: This prospective multicenter, double blind, randomized-controlled trial is conducted i 23 French
Intensive Care Units. All adult patients, mechanically ventilated for more than four days with sepsis of unknown
origin and with at least one extradigestive fungal colonization site and multiple organ failure are eligible for
randomization. Patients with proyen ioyvasive candidiasis are ot included After 3 complate mycglogical screening,
allocated to receivg micafungin 100 mg intravenously once a day or placebo for 14 days|We plan to
enrol 260 patients] The main objective 1s to demonstrate that micafungin increases survival of patients without
invasive candidiasis at day 28 as compared to placebo. Other outcomes include day 28 and 90 survival and organ
failure evolution. Additionally, pharmacokinetics of micafungin in enrolled patients will be measured and evolution
of fungal biomarkers and susceptibility profiles of infecting fungi will also be followed.

Discussion: This study will help to provide guidelines for treating non-immunocompromized patients with fungal
colonization multiple organ failure and sepsis of unknown origin.

Trial registration: Clinicaltrials.gov number NCT01773876

Keywords: Colonization, Nosocomial sepsis, Candidemia, Invasive candidiasis, Micafungin
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Eve Donerken Yolluk

IC nadir bir infeksiyon degil

Her merkez kendi epidemiyolojisini bilmeli
Erken tedavi mortaliteyi azaltir

Tani yontemlerinin duyarliligi az
Farkindalik gerekli
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