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= ESCMID Candida Guidelines

. Candida Morbiditit und Mortalitit

Methoden

Diagnose *« 400.000 Falle/Jahr weltweit
Therapie

Diskussion  Mortalitat ca. 40%

Conclusio

 Europaische Guidelines flir Diagnose und Therapie von

Candida Infektionen

Martin Honigl
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= Methoden

Hint d i

'n”“” - 25 Europaische Experten unter Leitung von
Methoden Andrew J. Ullmann

Diagnose

Therapie - 2 Konsensus Meetings

Diskussion

Conclusio « Unzdhlige Telefonkonferenzen und

Emailkorrespondenzen

Martin Honigl
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= Methoden

Hintergrund Rating nach IDSA

Diagnose

Therapie

Diskussion

Conclusio

Martin Honigl
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= Methoden

Hintergrund

Methoden

Diagnose

Therapie

Diskussion

Conclusio
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Strength of the EFISG Recommendation by
Quality of Evidence

ality of evidence

Level |  Evidence from at least 1 properly designed randomized, controlled trial

Level II* Evidence from at least 1 wel-designed clinical trial, without randomization;
from cohort or case-controlled analytic studies (preferably from =1 center);
from multiple time series; or from dramatic results of uncontrolled
experiments

Level Il Evidence from opinions of respected authorities, based on clinical
experience, descriptive case studies, or reports of expernt committees

* added index: -

- meta-analysis (or systematic review of RCT).

¢ transfamred avidence i.e. results from difarent patients’ cohorts, or similar
immune-status situation;

P comparator group: historical control;

= uncontrolled trials

= for published abstract (presented at an international symposium or mesting)

Martin Honigl
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= Methoden

Hintergrund H E F‘[ t?t;ﬁ:;‘l_‘.—u im f Etrdm
Diagnose
Therapie Strength of the EFISG Recommendation by
Dlelazzlomn Quality of Evidence

Two Parts:
Conclusio

» Strength of recommendation
» Quality of Evidence

Strength of recommendation

Grade A ESCMID (fungal infection study group) strongly supports a
recommendation for use

Grade B ESCMID (fungal infection study group) moderately supports
a recommendation for use

Grade C ESCMID (fungal infection study group) marginally supports a
recommendation for use

Grade D ESCMID (fungal infection study group) supports a
recommendation against use

Martin Honigl
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= Methoden

Hintergrund

Methoden

Ausnahme Biomarker fiir Diagnose

Diagnose Rationale of Recommendations by Quality of Evidence
Therapie for Diagnostic Module. BIOMARKERS ONLY
- LR 1 of true posities 2 membe -.I--..ll...- v

Diskussion A A = e bors of true pasitives T fake ot e 1 T Mot
Conclusio :Zi‘rl:manded Technique is accurate in >70% of cases (most)

Recomme nded Technigue accurate in 50 = 70% of cases (reasonable number)

::nmn'lended Technigue accurate in <50% of cases (small number)

Ng Mo data

recommendation

Quallty of evidence aceepted
Bl dessce from at least 1 properdy designed prospective multicentre cross-sectional or cobort

Lewed 1 iy
Evidence from
Eosd 1 [1}at least 1 weedbdacipned prospective single-centre cross-sectional or cohort study
or {2} & property designed retrospecthee multicentre cross-secthonal or cobort study
or 3} from case-control studles
" Opinons of respected authonties dinlcal & perience, des riptive case studies, or reports of

expert committess

Martin Honigl
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= Guidelines Diagnostik

| Hintergrund |

| Methoden | Candidamie:
Therapie e Blutkulturen
| Diskussion |
[ Conclusio | e Interpretation von Katheter/peripher

» Sensitivitat 50-75%

Martin Honigl
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= Guidelines Diagnostik

| Hintergrund |
| Methoden |

Diagnostik

Therapie

| Diskussion |

| Conclusio |
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What are the best tests for diagnosing candidaemia? 1

o

Blood * Numberof blood cultures: 3{2t04) = Essential invastigation
l.'.tliiﬂ'l!* * Totsl volume: Children <2kg 2todmL,  * !:Bpirﬂjﬂ-nﬂﬂudmplm
batween 2and 12 kg, 6ml between1]  obtained within 3 30 min period,
and 56, 20mL At least B0 mL foradults each divides equally between an
* Timing: Obtain blood cultures. one right  aerobic and anaercbic blood cult ute

aftar the ot from diferent sites vial in 10l aliguots, were consldersd
Mmmmm {hrewuﬂtlﬂ'ﬁmﬂln
[recipitated the blood cult ure. = Lowar seraitlvity In néulhopenic

* Site: Venipuncture remains the mwmm
technkzue of choice. Blood obtaimed LrEanant

throgh sn indwelling line i twice ¢ * Sensithvity varies dependingon the
likely to yield & cortaminsnt than blood  spacies and system (2.4 lower for
m#ﬂﬂﬁhl properly prepared BACTEC and C glabrata)
- * 1Dvis mandatory
. Fmpﬁﬂr:rlﬂdfﬂm mndidaemiais  * Caution: Yeastin BC i not aways
suspected Candida
References:
1) Denning et al, Lancet Infact Dis 2003;3:230-40
2] Einsele st al. Clin Microbiol Infect 2008;14 Suppl 4:37-45
3) Gadea et al. Enf Infec Microbiol Clin 2007;26:338-40
4] Lass-Rorl, Clin Microbiol Infect 200815 Suppl 5: 60-5
5) Richardson M, Hosp Med 2000;61:610-4
&) Baron at al. Cumitech 1C. Blood culturas [V

Martin Honigl
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= Guidelines Diagnostik (AK)

| Hintergrund | 2x/Woche

[ Methoden | Mannan plus Anti-Mannan
Therapie B-D- Glukan

| Diskussion |

| Conclusio | ‘ Hoher NPV

CAVE: unter antifungaler Therapie falsch negativ

Martin Honigl
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= Guidelines Diagnostik (AK)

| Hintergrund | %:;% E F- I 5 G TSEwE FONERL (WTEToN

| MethOden | s Sty il [ Fon W imbeppy e Mbit)ogn Doreern

Diagnostik andidaemia? 2
Therapie
Mannanand  sCombined detection RECOMMENDED
| Diskussion | AntiMannan ‘Serial determinations may be
necessary, High NPV
| Conclusio | . A i
Asuch a5 candidemia
Serion ELISA
Classic)

RECOMMENDED (for
Candida Fungitell) Mo

tests. Serial determinations
are recommended (bwice a

candidemia

Inhouse PCR  #No third party validation
| data mailable ' Na remmmend ation

Martin Honigl
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= Guidelines Diagnostik (AK)

| Hintergrund | Qﬁgﬂ% E F I S_G ;}i:“:?&tn THGEED |

| Methoden | i Sttty ] (bt W iebasiagy ol Mrdiz g Doty
Diagnostik What are the best tests for diagnns ing candidaemia? 2
Therapie . T T
Mannanand  «Combined detection
| Diskussion | AntiMannan Wmmmm
necessary, High NPV
[ Conclusio | Otherd  elimited data for. No recommendation
{suchas  candidemia
classic)
B-D- *No specific for RECOMMENDED (for
Glucan Candida Fungitell) No
recommendation for other
tests. Serial determinations
are recommended (twice a
week). High NPV, Not
validated in children

Setifat  sLimited data for

Inhouse PCR  #Na third party vaiidation
| data mailable ' Na recommend ation

Martin Honigl
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| Hintergrund |
| Methoden |

Diagnostik

Therapie

| Diskussion |

| Conclusio |
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What are the best tests for diag nusmg invasive
candidiasis? 1

T ————

= Obtained and collected = Small samples are prone to
st cally sampling error
Transpart ta the lab pomptly  + Samples for culture must not be
= Tissue for histopathology placed in chemical fixing fluids.

should be placed in fixative  + Sample must be kept moist
as rapid as possible (caution:  + Expertise needed for interpretation

sample can dry up)
B e
sitver stains and PAS
* Momhology cannot be used
for definitive ID
Include fungal selective media  + Yeast isolation from nomailly
sterle tiesues or Mdsismnl’!r
hmnfdm seated infection
+ Negative culture results do not
‘exdude Candida infection. Blood
cultures have low diagnostic yield
2. » Process pomptlyto avoid
multiplication of onganisms, I nat
possible, store at 4-5 degrees
« Identification is mandatary

Martin Honigl



| Hintergrund |
| Methoden |

Diagnostik

Therapie

| Diskussion |

| Conclusio |

Medical University of Graz

= Guidelines Diagnostik (AK)

What are the best tests for dlagnusmg invasive

candidiasis? 2

el Lcidenin

* Mot generally availabie, IF « Genus spedfic antibady
ﬂhﬂu!bdr nislql! yeast seen intissuebut  commercially avallabie only {e.g.
fluids from BC negative then use Rabbit anti C atveans, type
norm ‘:n” innmwr_ n.ﬂnhfﬁn&c,mﬂﬂ}ﬁi?}
:um; s » Only positive results reliable
Tissue PCR . Hse&umam
= Not generally available *Not commercially available
- Hnﬁiﬂmm ﬂmwmm
In situ hybridization  » Hﬂgmﬂrm - microdissection

Serum Mannan and Anbi- + Combined detedion = No recommendation. It can ba
Mannan * Mot enough data mioni useful far chronic
avasils ble disseminated candidosis
B-D-Glucan = Not spedfic far Candida + RECOMMENDED. I availabke {bwice
a week ). Not validated in ch
Septifast and in- ¢ O D —— T ecnm mendation
house PCR anvaila bie

EFISG =

e ey il b W i gy ot Exhirioan Enam

Ramarks /R ecommenda tions

Martin Honigl
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| Hintergrund | %\6&@ EF| S_G Fiews Towear wiicnon]
O

| MethOden | v ety o Dot rywiria py ood Biartm m Ewwir

: : What are the best tests for diagnosing chronic disseminated
Diagnostik i
candidiasis? 1

Therapie

| Diskussion |

| Conclusio |

{ i
i
:

« Combined detection

Septifast and hmm * Mo recommendation

References: dentical a5 candidaemia

Martin Honigl
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= Guidelines Diagnostik (AK)

| Hintergrund | Mannan AK/AG empfohlen bei
| Methoden | e Candidamie
e Chronisch Disseminierter Candidiasis
Therapie e Hoher NPV, niedrige Spezifitat
| Diskussion |
[ Conclusio | B-D-Glucan empfohlen bei
e Candidamie
e Invasiver Candidiasis
e Chronisch Disseminierter Candidiasis
e Nicht validiert bei Kindern
o Positiv bei Staphylokokken
o Cut-off

Keine Empfehlung
e Andere AK Tests
o Septifast

Martin Honigl



| Hintergrund |
| Methoden |

Diagnostik

Therapie

| Diskussion |

| Conclusio |

Medical University of Graz

= Guidelines Diagnostik (AST)

3@:‘% EFI S_G [Twis TURELL WA (1N

U e ey B ot o WG iy il Bedin b Boimman

When are AST recommended for patient management and
when for epidemiological reasons? 1

Isplated from FOR patient management FOR Epidemiology

Blood and other Al isolates and particularly: -ummarmu

deep sites L Strains from patients exposed to antifungal tested using

:Iaq: -eferance mathod
2. Clinical failures or a validated

'-1 ﬂazmﬂﬁnwmm
‘4, Speries that am known to be resistant or less method
susceptible -

to antifungal ﬁnﬁm in clinical use
Wﬂu + Failed to respond or relapsing infection + Penodical
« Sunveillance cultures from patients exposed to epidemialogical studies
antifungal agents should be done

Martin Honigl
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= Guidelines Diagnostik (TDM)

| Hintergrund |

[ Methoden | TDM empfohlen bei
+ Voriconazol

Theraple * Toxizitat, fehlendes
[Diskussion | Therapieansprechen, ECMO
[ Conclusio | - 5-Fluorocytosin

Nicht bei Echinocandinen
« CAVE: ECMO

Martin Honigl



| Hintergrund |
| Methoden |

Diagnostik

Therapie

| Diskussion |

| Conclusio |

Medrlcal University of Graz
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Are therapeutic drug monitoring (TDM) indicated for patient
management? 1

« TDM must be used for patients treated with 5-fluorocytosine

« TDM is not nomally required for drugs used in the freatment of
Candida infections (ECMO can reduce echinocandin concentration)

 TDM is recommended if voriconazole is prescribed (voriconazole TDM

is highly recommended in unsafisfactory response to therapy, suspicion
of toxicity or drug interaction(s), impaired liver or renal function an in

patients on extracorporeal membrane oxygenation)

Referances:

1) Trifilio et al. Cancer 2007;108:1532-5

2) Pastual etal Clin Infed Des 2008;46:207-11

3) Buchkowsky et al. Ther Dr Nonit 2006; 27 322-33

4] CLSI M27-53 {itra conaznla)

SiAndes et al, Antimicrob Agents Chemother 2008, 53:24-34
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= Guidelines Therapie/Prophylaxe

R = = h.E:'u: :‘u:'l:.n T |
Hintergrund Prophylaxis: Which Agents? % EFI S G e
Methoden H i "l g il L :ll‘lmﬂh‘l”“.unm

Population | intention | Intervention _ Reference
— o8 | ot =3
Recent abdominal  To prevent Fluconazole B | Eggimann
SrgryAND  iesbdoninad | 400mng/d sl o
_ _ recurrent candida
Diskussion Eﬁﬂﬂtﬁﬁmf“ infection
: perforations or
Conclusio Ao ik
leakages
As above Caspofungin C I, Senn Simgle arm,
70,/50mg/d iCh 2009 N=1%
Eﬁﬁhﬁﬂ? ill 'Fnﬂuhy'lht Fhir':q_l‘_l_hl:!}*_fﬁ £ | FEII ﬁaqeilu..

NNT? surgical patients  time tofungal  400mgfd AnnSurg 2001 N=260

with an expected  infection

Lokale length of ICU stay

Inzidenz? 2

Ventilated for 48h  To prevent Fluconazole C | Garbino Placebo,
and expected to invasive 100mg,/d ICM 2002 N=204
be ventilated for  candidiasis / [inthe context

another =7 2h candidaemia of 50D)

Martin Honigl
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= Guidelines Therapie/Prophylaxe HM

9 Prophylaxis in allogeneic HCT G0 .. o i s s i
Methoden Intention: morbidity reduction (Candida)
Diagnosti
During early neutropenic  Fluconazole (Al); iraconazole Gt iNom s
: _ phase (Bl); Posaconazole (Al ), 1999, Maer KA Waod 2008 {180
DI IO Voriconazole (Al); Micafungin i Comen oaNc 2.
: . 180
Conclusio ﬂﬁ?ﬁfﬂuﬁh - ein oo
Ti l.ﬂlm
H--nl:ufm
AmB {BII) SMEMT mﬂﬁ"
On oo 2006
During later phase within ~ Fluconazole (Al); ltraconazole :m;;ﬂufﬁ“::::m
first 100 days (BI): Posaconazole (CII), dwys); Mar £ A Biood 2104
Voriconazole (Al); Micafungin ﬁ?ﬂﬁ?ﬂ&";ﬂﬂ_
{Cll1), Caspofungin (CIL), wan furik (30 2004; thau 1
Anidulafungin (ND), Liposomal iy 18 100 ol
AmB (CIll) e e
During GVHD [moderate to  Fluconazole (Al); Itraconazole LN I A R W
severe) (Cl); Posaconazole (Al), Jm
Voriconazole (Bl), others (ND)
Explanation/Reasonds sues/Comments:
Dwe o safety issues with iraconaroles and ampholencin B, thoss drugs received 2 waaker strangth of
recommendation (Marr Blood 2004 ; Chou LS Phamaomtherapy 2007; Ulimann CIC 2008 )

Martin Honigl
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= Guidelines Therapie - Empirisch
3%?2 EFIS G SCues TUNGAL N TETION

H srwprer farweg wl (=g s Sureteergy s ey Sy,

Hintergrund

Methoden Empiric Therapy:
Diagnostik When is it Indicated?
: . Population Intention Intervention SoR QoE | Reference
Diskussion
Conclusio Atrisk + persistent FUO' Reduce overall  Antifungal c Il Garey CID 2004
mortality treatment Morrell AAC 2005
(unspecified) Parkins JAC 2007
Kumar Chest 2009
Adult ICU patients with Resolution of Fluconazole D I Schuster
fever despite broad- fever 400mg/d Ann Int Med 2008
spectrum antibiotics,
APACHE Il =16
Definitions:

» Empiric = persistent FUO / Fever driven approach
* Pre-emptive = treatment based on a validated marker / Diagnosis driven approach
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= Guidelines Therapie - Empirisch HM

Hintergrund = :3:;.::;::";:“' T
Empiric treatment in Neutropenia incl. HCT Qé?/\'% E F I S G

Methoden i i Sty ot W iy w8l oi il Bsieman

Dosage & Intention: morbidity reduction

Diagnostik
Aot/ Shustion i o DI

osorat aiphoteci & (Srgerd) (AGs yes} B oS s
Diskussion r.-.-un-u‘nn
Conclusio Caf_uf.ung?n i .mg.,m n1. th&n? mg.l,m”.ﬂ:ﬁs’ : A mm?#hm-mru

Amphotericin B collodal dispersion (4 mg/kg/d) (Allo=yes) @ e

Amphotericin B lipid complex (5 mg/kg/d) (Allo=yes) ]| | | -

Itraconazole (200 mg fv Q12h on D1 & D2 then 200 mgiv/d) B Smesioermet st

(Allogeneic HCT=not reported)

Vioriconazole (2 x 6 mg/kg on D1 then 2x3 mg/kg/d) (Allosyes) ) |

Fluconazole (400 mg/d) (Allo=not reported] o TR lREET

Amphotericin B deoxycholate (0.5— 1.0 mg/kg/d) (allo=yes) 2 WP esprpioentenn Pt o SR
Chr il g 3007

Anidulafungin JR T s

E Ol Eru TS S L :

i bl oy o ustonaniche B 0 1acK o @l ol ST el B0 S SR & MR Infaciion W asoanpii, O fee et chab T & il TT soan:
Oy B for armpnonarcn B oofovial dEneemion das i a0y LB W S 20T aemnnencl e B A ornoiee mmoes Aol d I 2 e coroaeson i
ol Al

For e caforgen Taemara = mmmunmdnum P = aﬂp-,r-up-uu o A e T e 100 g

Martin Honigl
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= Guidelines Therapie - Pre-emptiv

Hintergrund gﬁg’éﬂg E F I S_[; s "

Methoden 1 wrwrerr e wty e L e gy grd Briirtos s ey
Diagnostik Pre-emptive Therapy:

el

iatmn
Conclusio '
To treat i IIIJ Desmet JCM 2009 = Low specificity
_:m“‘ of when §-D- Digby Clin Diagn Lab  =Low sensitivity
2‘;‘:“"‘* ; i“mm‘ﬂ Immunol 2003 « High NPV
B ey Epsee Koo OID 2009 *Kaise posinies with
‘candidaemia : :
: Mohr JCM 2011 *Haemodialysis
Prester| Int JID 2009 =Other fungal or
Takesue WSurg +*Bacterial infection
2004 *Wound gauze

Pickering JICM 2005 *Maybe useful in PCP

Martin Honigl
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= Guidelines Therapie - Gezielt

Hintergrund
Methoden

Diagnostik

Diskussion

Conclusio

%‘g EFISG W

| wrewre eswty il Lo m Wiimiipy whd Evbrigan Fnamer

Targeted Treatment:
Yeast in Blood Cultures

S T [Ty (e

Candida isolated from one Cure Antifungal De Pauw CID 2008

{pﬂrfphtml blood or treatment Lecciones ﬂﬂﬂﬂi

central fine) blood culture Kullberg Lancet 2006

defines candidaemia

Candidaemia Cure Antifungal A M Bodey EJCMID 1552
treatment Edwards |[CAAC 1982

Groll 1 Infect 1996
Eume Pathol Int 2003

Comment:

« Previous definitions described asymptomatic patients with a blood culture positive
for candida. It has been debated whether such patients need antifungal treatment

« This is a very rare clinical situation, since usually a blood culture would be triggered
by a clinical sign (e.q. fever)

» Even surveillance blood cultures positive for candida should prompt immediate
treatment.
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= Guidelines Therapie - Gezielt

Targeted Treatment of Candidaemia Str_.l’mb"j EFI S G T

Hintergrund Echinocandins PN S R e
Methoden Compound | SoR ‘ QoE ' Reference | Comment
Diagnostik :
Anidulafungin A |  Reboli NEJM 2007 * Broad spectrum
D 200/100 - Resistance rare
Diskussion » Fungicidal
. * Local epidemiclogy
Conclusio + C. parapsilosis, C. krusei
« Safety profile
* Less drug-drug interactions
than caspofungin
Caspofungin A | Mora-Duarte NEJM 2002 -« Largely as above
T0/50 Pappas CID 2007
Micafungin A | Kuse Lancet 2007 » Largely as above
100 Pappas CID 2007 * Consider EMA waming label
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= Guidelines Therapie - Gezielt
Targeted Treatment of Candidaemia ©5-
Azoles | I b':fe?gEFISG

A v mieee= prarty ol [e=a @
Methoden Compzaiia =3on QoE | Reference Comment

IRCWES FUNGA] /NP ICYION
1ol Ly

R e T L L e P

Hintergrund

Diagnostik Anaissia € « Limited spectrum
Rex NEJM 1994 « Inferiority to anidulafungin
Diskussion Ra_x_ CID 2003 {esm ally in the subgroup
Philips EJCMID 1995 with high APACHE scores),
Conclusio Reboli NEJM 2007 * C. parapsilosis
Tuil CCM 2003
Abele-Horn Infect 1996

Leroy CCM 2008
Gafter-Gvili Mayo Clin Proc
2008

Itraconazole D |, Tuil CCM 2003 (abstract)
No reference found * PO only

Kullberg Lancet 2005 « Limited spectrum compared
Ostrosky EJCMID 2003 to echinocandins

Perfect CID 2003 » Drug-drug interactions
* |V in renal impairment

* Need for TDM




Medlcal University of Graz

= Guidelines Therapie - Gezielt

Targeted Treatment of Candidaemia ﬁ;’;ﬁ' EFI S G G Sy 4 INFECION

Hlntergrund Pnlyenes S armpree Sorarty il Crmm e Shiratgy e st Sepe ey
Methoden Reference
Diagnostik

_ Amphotericin B, D | Ullmann CID 2006

deaxycholate; Bates CID 2001

Diskussion any dose Anaissie CID 1996

: Rex NEJM 1994
Conclusio Philips EJCMID 1995

Mora-Duarte NEJM 2002

Amphotericin B, B | \Kuse Lancet 2007 «Similar efficacy as micafungin
liposomal Dupont Crit Care 2009 *Higher toxicity than micafungin

Amphotericin B, C ll, Anaissie ICAAC 1995

lipid complex Ito CID 2005
Amphotericin B, D II, Noskin CID 1998 *Mostly immunocompromised
colloidal patients (HCT, haem/onc or

dispersion SOT) rather than ICU patients
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= Guidelines Therapie - Gezielt

Hintergrund Empirische Initialtherapie (nicht neutropenisch)

Methoden

Diagnostik ESCMID: Echinocandine
fungizid vs fungistatisch

Diskussion Biofilm-Aktivitat

Conclusio

IDSA: Fluconazol

mild to moderate severe

Jedenfalls Echinocandine
* Vorherige Azol-Exposition
e Kritisch Kranke
 Neutropenie

Martin Honigl
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= Guidelines Therapie - Gezielt

Hintergrund
Methoden C. glabrata:

Diagnostik IDSA: Echinocandine (BIII)

CAVE: 14% der Fluconazol resistenten
Isolate auch I / R auf Echinocandine

Diskussion

Conclusio

C. krusei:

Echinocandine
C. parapsilosis:
IDSA: Fluconazol
C. albicans:
IDSA: Fluconazol

Martin Honigl



Medlcal University of Graz

= Guidelines Therapie - Sonderformen

echinocandin

Comment;

Hintergrund Catheter-Related (sz:?{@ E F I S G TiEws Towen e
: &)
MethOden Blﬂ-ﬂ-d Stl'Eam IﬂfE'Ctlﬂn Eunper teiuthj pl Lengn W) impapingy ot Bolivlagn cugmry
e e ) o
‘Candidaemia To clear Liud Infect 2009
: : if treated with candidemia mdmﬂrag Weinberger J Hosp Inf 2005
Diskussion azoles of Toimprove  lines Leray CCM 2009
Conclusio deaxycholate survival fertp e
Rodriguez CMI 2007
if treated with O I Muecl QD 2010
liposomal Kucharikova AAC 2010
amphotericin B, or Kuhn AAC 2002

Mukherjes IAA 2009

In patients treated with liposomal amphotericin B, caspofungin or micafungin removal
of indwelling lines within 48 hours after treatment initiation was not associated with a
higher survival rate neither al 28 nor 42 days.

Martin Honigl
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= Guidelines Therapie - Sonderformen

Hintergrund

Methoden Augenuntersuchung bei allen PatientInnen
Diagnostik mit Candidamie (innerhalb 1 Woche)
Diskussion Oude Lashof et al CID 2011:

Conclusio 370 Candidamien (nicht-neutropenisch)

16,2% Lasionen auf Retina
9,29%0 Chorioretinitis

1,6% Endophthalmitis

Martin Honigl
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= Guidelines Therapie - Sonderformen

Hintergrund [Chorioretinitis/Endophthalmitis %/;;é FEFI S G i Funtu (FiEHON]
Methoden Azoles & SHFQEF}" 1w oty i (RS M riisdogy 46 BT Tmen Bomwins
mm
Chorioretinitis/  Fluconazole i, Essman Ophth Surg Lasers 1997
Endophthalmitis, Luttrll AmiOphth 1995
Diskussion susceptible Laatikainen Aml Ophth 1992
species Akler CID 1895
Conclusio Riddell CID 2011
Woriconazole A I, Thiel AAC 2007
Oude-Lashof CID 2011
Brelt Am J Ophth 2005
Hakkl AAC 2006
Riddell CID 2011
Endophthalmitis, Amphotericin B deoxycholate B I, Essman Ophth Surg Lasers 1997
i.e. vitreal intraccular injection Grueb Cornea 2006
imvolvement Payne Arch Ophthalmel 2010
Vitrectomy B ll, Essrman Ophth Surg Lasers 1997

Martin Honigl
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= Guidelines Therapie - Sonderformen

Hintergrund - T = == -
9 Chorioretinitis/Endophthalmitis A E F’ | S G Ll Ch
l i3
Methoden Polyenes & Echinocandins s il s
Diagnostik Population m
; Chorioretinitis/  Amphotericin B deoxycholate Oude-lashofCID 2011
s
b S Amphotericin B deoxycholate C Il Edwards Medicine 1374
Diskussion + Parke Ophth 1982
_ 5 fluorocytosine McQuillenCID 1992
Conclusio Essman Dphth Surg Lasers 1997
Liposomal amphotericin B B Il OudelashofCID 2011
Goldblum Ophth Res 2004
Meppert Klin Mbl Augheilk 1952
Liposomal amphatericin B B l1l Mo reference found
+
S-fluorocytosine
Amphotericin B deoxycholate € Il Virata CID 1939
Amphotericin B lipid complex B Il  Darling Jinfect 2000

+
S-flucrocytosine

‘Caspofungin D M, GauthierClD 2005
;wﬁp-ﬂFa?MI
Sarria CID 2005
Hﬂdtl MEHI‘I'E

Spriet IAC 2005

Martin Honigl
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= Guidelines Therapie - Sonderformen

Hintergrund
Methoden

Diagnostik

Diskussion

Conclusio

Urinary Tract Infection

popuition | imanion

Asympto-  Eliminate

intervention

ma‘ht Eﬂ:ﬂﬁdm’h
Fluconazole Z00mg d1-14* L
‘Removal of urinary catheter B
Ampho B bladder irrigation c

Pyelo- Cure _Caspofungin 70/50mg for9-28d €

nephritis Flocomazole +/-5-FC** A
Ampho B deoxycholate +/-5-FC

Cystitis Cure Fluconazole A
Amphotericin B 8
+/- 5-flucrocytosine

Fungus ballk  Cure Surgical intervention A

*In pre-operatve patents reatmant is mdicatad to 5

Martin Honigl

(A wb Fustar (nficingi
E F [ LTear LR

§ wrmmme S il Do il Wi whadiven aed Liirioed Brnvn

i,

i
]

I
(1]

i

55 candiduna; **if spacies 15 5u

Reference
Revankar 2010
Sobel CID 2000
Kauffman ClD 2000
Suhq! E].D IHII

Tuon D 2009
Kauffman CID 2000

Mo eference
Mo reference

Sobel CID 2000
Kauffman CI0 2000
sobel CID 2000
Kauffman CID 2000

Bartone I Ural 1988
Shih Urol 2005
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= Guidelines Therapie - Sonderformen

. ~ hr:.: :.IJHﬂ.lI THEED |
H|ntergrund Endncarditis % E F [ 5 G STl LD
Meth Oden i mraprr Ssewhy vl D W) ebeegy ted Rrsidlass oy
| Population |intention | SoR | Got [Referonce |
Diagnostik = G e — - _ P —
Diskussion Liposomal Ampho B B fl, Lefort |CAAC 2009
Conclusio +/- 5-flucrocytosine
Caspofungin C I, Lefort|CAAC 2009
+/- 5-fluorocytosine
Prosthetic  Decrease Falcone Medicine 2009
vahie maortality Boland Mycoses 2010
Prosthetic  Suppression  Fluconazole C Il Boland Mycoses 2010
H‘ah'e.ﬁ of infection
:::;f Cure Liposomal Ampho B B [l Boland Mycoses 2010
indicated Cure Ca.r..p'cﬂ"uq_;f,n B Il Baland Mycoses 2010
Pacemaker, Cure Re mondal A [l Baddiey EXCMID 2008
ICO, VAD Aslam CID 2010

K0 = implantable cardioverter defibrillator WAD = veniricular assist davice

Martin Honigl
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= Guidelines Therapie

Hinterg rund 1 QL,.au‘ = :}Evr. :#::!.n TR
Bone Infection ?G?g EFISG
Meth Oden T mpry ity 01 g W e 0 InRart gun Comendy
intervention SoR Reference
Diagnostik
Osteomyelitis/  Cure  Surgical debridement® Hendsicks €ID 2001
- - ndylodiscitis Miller CID 2001
Diskussion il - -
; Cure  Fluconazole 400 mg A I, HennequinCID 1996
Conclusio €45 months Sugar DMID 1990
miller CID 2001
Cure Liposomal Ampho B fABLC A |, Hennequin CID 1996
2-6 whs followed by Fluco- Miller C1D 2001
nazole 400 mg,
Cure  Echimnocandin 2-6 wks follow- B Ml Cormely JAC 2007
ed by Fluconazole 400 mg Legout Seand 11D 2006
total 6-12 months
Cure  Voriconazole 2x3 mg/kg B Wl Schilling Med Mycol 2008
=6 weeks
*Indications for surgery ara instabilty, or e.g. large abscess.

Martin Honigl



Medical University of Graz

= Guidelines Therapie - Sonderformen

Hinterg rund e H i4iwat :-l'l:ahl T
Jnlnt Infection *E F [S G
MethOden du -lr'lr'l-l-\.ﬂ]r“-\-r- whanzgy #rd brbirtaan B
Diagnostik m — .
Cu Fluconazole 400, H,J Pérez-Gomez Sem Arth
e o
: Hansan Scand 1D 1995
Diskussion Cure liposomal Ampho B /ABLC2 A I, HansenScand 11D 1995
Conclusio whs, followed by Fluconazole
400, total =6 wks
Cure Echinocandin =2 weeks B Il CornelylAC2007
followed by Fluconazele 400, Sim Hon Kon Med J 2005
total =6 wks '
Cure Vioriconazole 2x3 mg/fkg B I SiiciD2o07
=6 wks
Prosthetic joint  Cure rosthesis removal >@~wm 1993
Prosthetic joint  Chronic  Fluconazole Merrer | Infact 2001
infectionwith  suppres-  life long Kelesdis Scand JID 2010
prosthesis sion Levine Clin Orthop Relat
retention Res 1986

Martin Honigl
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= Guidelines Therapie - Sonderformen

Hinterg rund (¥ = :':-E;rr ::IJ_::-M e

Central Nervous System 3&% EFISG =
Methoden U oprin ot by 0 [Tt b ot ehartgal Beinmni

Meningitis  Liposomal amphotericin B B Il HoumesuArch Fr Pediatr 1993
e ' Ng Arch Int Med 19395
Diskussion s-flucrocytosine Jarlov Scand)ID 1995
Conclusio Amphaotericin B deoxycholate D I, CasadoCID 1957
+f- Chen ScandliD 2004

Smego Rev Inf Dis 1984

&-fluorocytosing
Chen Scandl|D 2004

Amphaotericin B deowycholate D Wl Perfect JAC 1994 (animal modal)
_"1"

5-fluorocytosine

Fluconazole i Il Aleixol infect 2000

Chen ScandiD 2004
Cruciani EICMID 1992

Voriconazole C Wl Schwartz Blood 2005
Weiler AAC 2011
Kullberg Lancet 2005

Caspofungin D Il LiuJCM 2004 (case)

van Hal EIC 2008 (case)

Martin Honigl
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= Guidelines Therapiedauer

Hintergrund

Methoden 14 Tage Minimum!!

Diagnostik

Diskussion

Conclusio

Martin Honigl
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= Guidelines Therapiedauer

Hintergrund
Methoden

Diagnostik

Diskussion

Conclusio

Targeted Treatment of Candidaemia:

Duration & Diagnostics
No organ Avoid organ
involvement  involvement.
Detect organ
involvement
Any To simplify
treatment

D

Treat for 14 days after B
the end of candidae mia

Take 1 blood culture per B
day until negative

Transoesophageal B
Fundoscopy B
If CVG, PICC, ar &
intravascular devices,
search for thrombus
Step down to flucona- B

zole after 10 days of IV, if
» Species is susceptible
= Patient tolerates PO

= Patient s stable

EFISG

i mrer— ety Lbea g ey iy ped Sty i

[romes | sevter. [ [wn it |

ERL e FUMGR] IR EDTigs
§1wiry Rl

No reference found

2000

Dude-Lashof CID 2011
Rodriguez Med 2003
Brooks Arch Int Med 1989
Parke Ophthalmol 1982

Mo reference found

Reboli NEIM 2007
Mora-Duarte NEIM 2002
Pappas 0 2007

Martin Honigl
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Med

= Diskussion

Hintergrund
Methoden

 Guidelines fur Europa

Diagnose

—  Lokale Epidemiologie von non-albicans Spezies
erapie <10°/0

Conclusio Trotzdem empirisch Beginn mit

Echinocandin??

Martin Honigl
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- Take home message

Hintergrund
Methoden

Diagnose

Therapie

Diskussion

Conclusio

 Echinocandine empirische Therapie der Wahl bei

* Kritisch Kranken
» vorheriger Azol-Exposition
 Neutropenie

 Bei milder bis moderater Verlaufsform UND
niedriger lokaler Epidemiologie von non-albicans
Candida spp.

Fluconazol erwagen

- Step-down approach
Nach Spezies Identifikation

Martin Honigl



Medizinische Universitidt Graz

L

e, g \ \
-~ “\\\'\\ \ \




