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Global Guideline for the Diagnosis and Management of Candidiasis:

An Initiative of the ECMM in Cooperation with ISHAM
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Epidémiologie - ACandida non albicans

European candidaemia is characterised by notable differential
epidemiology and susceptibility pattern: Results from the ECMM Candida

[11 study Maiken Cavling Arendrup Journal of Infection 87 (2023) 428-437
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Epidémiologie - Candida parapsilosis FlucoR

Worldwide emergence of fluconazole-resistant Candida
parapsilosis: current framework and future research roadmap

Farnaz Daneshnia’,

3eme espéce mondiale candidémies

Proportion of Candida parapsilosis
in invasive Candida infections
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Epidémiologie - Candida parapsilosis FlucoR

C Increase of reported C parapsilosis resistance 2012-22 3

o6&

| scale of reported C parapsilosis resistance

Worldwide emergence of fluconazole-resistant Candida
parapsilosis: current framework and future research roadmap

Farnaz Daneshnia’,

3eme espéce mondiale candidémies

Proportion of Candida parapsilosis

in invasive Candida infections
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I >40% © Data based on single-centre studies

Fekkar AAC 2021, Presente AAC 2023
Jusque = 10% souches
Emergent sous fluconazole
* Substitution géne ERG - persistance et diffusion
* Transmission nosocomiale, clusters




Epidémiologie - Candida auris

Candida auris: A bibliometric analysis of an emerging global health threat
+ Candida haemulonii

 Inde n ¢ Healtt 271 Paolo Ragusa
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1
francais (Figure 1). Parmi tous les patients détectés, la
grande majorité avaient séjourné dans différents pays

d'endémicité connue (Inde, Pakistan, Dubai, Koweit,
Madagascar, Kenya, Russie, Niger, Espagne, Egypte).
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Données CNR actualisées le 01/02/2024
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® hémoculture positive M autre infection colonisation

—> Table 3. Infection control recommendations for prevention of invasive candidiasis.

C. glablatra Nakaseomyces glablatra

Taxonomie

C. guilliermondii Meyerozyma guilliermondii

C. krusei Pichia kudriavzevii

S
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C. lusitaniae = | Clavispora lusitaniae
>
S5

C. rugosa Diutina rugosa




Diagnostic

Apport de la TEP

Candida
endocarditis

To diagnose

Echocardiography, [18F]-
FDG PET/CT

llu

Fernandez-Cruz
EJCMI 2015 27

TTE pos. (2.9%) vs TEE pos. (11.5%)
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TTE pos. (2.9%) vs TEE pos. (11.5%)

e T2MR Candida = nanoparticule couplée a PCR - limites +++

Recommendation — Currently, no molecular technique is strongly recommended for any patient population in

diagnosing IC, as pathogen detection is restricted to a limited number of species, and its position in routine

clinical use is unclear. As commercial assays (e.g., T2 Candida) will have undergone more extensive analytical

and clinical validation their use is preferred over in-house methods lacking supporting validation. The use of
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endocarditis

To diagnose

Echocardiography, [18F]-
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llu

Fernandez-Cruz | TTE pos. (2.9%) vs TEE pos. (11.5%)
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T2MR Candida = nanoparticule couplée a PCR - limites +++

Recommendation — Currently, no molecular technique is strongly recommended for any patient population in

diagnosing IC, as pathogen detection is restricted to a limited number of species, and its position in routine

clinical use is unclear. As commercial assays (e.g., T2 Candida) will have undergone more extensive analytical

and clinical validation their use is preferred over in-house methods lacking supporting validation. The use of

 13BDG:

- recommandé pour le diagnostic

- ne pas initier d’AF sur des 13BDG+ isolés

It is strongly recommended that all serological markers for candidaemia/IC must only be used in conjunction

with clinical parameters, other biomarkers and or other diagnostic tools.

- faible valeur pour arrét d’un traitement préemptif

- intérét dans le LCS

1A IDSA m

Emerging Roles of (1—3)-B-p-Glucan in Cerebrospinal
Fluid for Detection and Therapeutic Monitoring of
Invasive Fungal Diseases of the Central Nervous System

Thamas 4 Walt'* and Sows X Dy’




Traitement - candidémie

C

Consider local epidemiology and review treatment decision in light of susceptibility testing results

Candidemia without organ involvement

v

First-line treatment - If all options available

A

y

A

A

y
Anidulafungin*

n Rezafungin Voriconazole* Isavuconazole* o
200 mg qd d1; || Caspofungin Micafungin® 400 mg qw: Fluconazole® || 6 mg/kg bid d1: Liposomal || Amphotericin B || 5y 1 g 1.0, |[SESSSSNSIRGENE R
100 mg qd from f0mg ad di; 100 mg qd 200 mg qw from || 400 mg qd or bid || 4 mg/kg bid from amphotericin B* /[REEIEEERS 200 mg qd from SREiCetcnES 200-400 mg qd
a2 50 mg qd from d2 W a2 3 mg/kg qd 5 mg/kg qd 43 any dose :
| I [ [ I [ [ l [ l J
iz

Rezafungin versus caspofungin for treatment of

candidaemia and invasive candidiasis (ReSTORE):
a multicentre, double-blind, double-dummy, randomised

phase 3 trial

George R Thompson Ili, Alex Soriano, Oliver A Cornely, Bart Jan Kullberg, Marin Kollef, Jose Vazquez, Patrick M Honore, Matteo Bassetti, John Pullman,
Methee Chayakulkeeree, Ivan Poromanski, Cecilia Dignani, Anita F Das, Taylor Sandison, Peter G Pappas, on behalf of the ReSTORE trial investigators

Lancet 2023; 401: 49-59

Strongly recommended
Moderately recommended
Marginally recommended
Recommended against




Traitement - candidémie

C

Candidemia without organ involvement

Consider local epidemiology and review treatment decision in light of susceptibility testing results

v

First-line treatment - If all options available

y A y y A y
Anidulafungin® - Rezafungin Voriconazole* Isavuconazole* |[[E_—_———
200mg qd d1; || Caspofungin Micafungin* 400 mg qw: Fluconazole* || 6 mg/kgbid d1; || Liposomal |l Amphotericin B | 00 o ig 1.o.  Deoxycholate T
100 mg qd from f0mg ad di; 100 mg qd 200 mg qw from || 400 mg qd or bid || 4 mg/kg bid from amphotericin B* /[REEIEEERS 200 mg qd from thna* C

4 50 mg qd from d2 w2 & 3 mg/kg qd 5 mg/kg qd 43 | anydose |
[ | | | | | | l | |
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A 4
CVC removal

as early as possible (<48-72h) if in place

Y

Daily follow-up blood cultures until 3 consecutive negative days

If blood from d5 is positive, repeat search for intravascular or other uncontrolled source

Strongly recommended
Moderately recommended
Marginally recommended
Recommended against




Traitement - candidémie

C

Candidemia without organ involvement

Consider local epidemiology and review treatment decision in light of susceptibility testing results

v

First-line treatment - If all options available

A

y

y A A
Anidulafungin® - Rezafungin Voriconazole* Isavuconazole* || . . || -
200 mg qd d1; || Caspofungin Micafungin® 400 mg qw: Fluconazole® || 6 mg/kg bid d1: Liposomal || Amphotericin B || 5y 1 g 1.0, |[SESSSSNSIRGENE R
100 mg qd from f0mg ad di; 100 mg qd 200 mg qw from || 400 mg qd or bid || 4 mg/kg bid from amphotericin B* [[RNEIEESEES M E 0t mg qd from amphotericin B* 200-400 mg qd
a2 50 mg qd from d2 w2 a2 3 mg/kg qd 5 mg/kg qd 43 any dose \ i Loh e
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Y
CVC removal

as early as possible (<48-72h) if in place

Y

Daily follow-up blood cultures until 3 consecutive negative days

If blood from d5 is positive, repeat search for intravascular or other uncontrolled source

1. Haemodynamically stable
2. Documented clearance of Candida from blood stream
3. Non-neutropenic
4, Source control
5. Oral azole tolerated

6. Susceptibility confirmed

*After 5 days of 1st line treatment consider switch to oral. if all 6 pre-requisites fulfilled:

If blood cultures from day five are still positive, repeat search for an intravascular, or other uncontrolled scurce

Durée de traitement = 14 jours

Strongly recommended
Moderately recommended
Marginally recommended
Recommended against




Traltement

 Endocardite

Initiate first-line treatment and involve surgery

v v v v v v v
Micafungin Device-associated
I u I inf H *
Caspofungin Liposomal Anidulafungin 100 mg qd High-dose infection ValveSlrgglea::!:ement
70 mg qd d1; amphotericin B 200 mg qd d1; + caspofungin and/or eroval of
50 mg qd from d2 3-5 mg/kg qd 100 mg qd from d2 Fluconazole 70-150 mg qd Device removal* T E
400 mg qd or bid P
I I I

(& | |

: 2

Maintenance treatment

Minimum duration traditionally 12 weeks; decisions should be individualised

v

Fluconazole
400 mg qd or bid

Strongly recommended
Moderately recommended
Marginally recommended
Recommended against

*If surgery not possible or implanted material
cannot be removed consider lifelong suppression
with fluconazole 400 mg gd or bid

The guideline strongly recommends a duration of therapy of at least 6 weeks after surgery and longer if there

are complications, in particular paravalvular abscess. Longer courses are required when surgery is not possible.




Traitement

e Endocardite

 Endophtalmie

Endophthalmitis

Overall traditional treatment duration 4-6 weeks; decisions should be individualised

v v v v

Intravitreal
Fluconazole Liposomal Voriconazole deoxycholate
100 mg qd-bid amphotericin B 6 mg/kg bid d1; amphotericin B
3 mg/kg qd 4 mg’kg bid from d2 with variable
e duration/doses

2 J

Discuss early vitrectomy

Strongly recommended
Moderately recommended
Marginally recommended
Recommended against




Traitement - dosage AF

 Dosage des azolés et candines si disponible chez :

- NN prématureés

- patients de réa avec volume de distribution modifié

- circuits extra-corporels
- hypoalbuminémie

- interactions prévisibles
- malabsorption

- obese

> Front Pharmacol. 2022 Nov 3:13:993330. doi: 10.3389/fphar.2022.993330. eCollection 2022.

The recommended dosage regimen for caspofungin
in patients with higher body weight or
hypoalbuminaemia will result in low exposure: Five
years of data based on a population pharmacokinetic
model and Monte-Carlo simulations

Qianting Yang ', Tao Zhang 2, ¥ing Zhang 2, Dan Sun 2 3, Xiaowei Zheng 3 #, Qian Du 2,
Xue Wang * 3, Xiaoliang Cheng 2, Jianfeng Xing * &, Yalin Dong ?

Réa, prescription en mg/kg

Prélevé le 15/08/23 4 07:13  Enregistré le 15/09/23 a 07:24 Edité le 28/09/23 & 11:41 Complet
€ns. CliniqUe : prefevement sur brycker

TOXICOLOGIE

Médecin / Service Pr Amauld Villers

Posologie journaliére 70

Mode d'administration Non communiquée

Date et heure demiere dose 14/9/2023 14h00

Date et heure de Prélévement 15/9/2023 7Th00

Motif de la prescription Suivi

Traitement associé Non communiqué

Dosage plasmatique des antifongiques

Caspofungine 19 mg/L (comy
(LC S)

Analyse/Interprétation des tat: {com)

S 2
Concentration en caspofungi e l'ordre des concentrations attendues en résiduel.




Traitement - intérét de 'infectiologue/stewardship AF

« Amélioration de la prise en charge :
- rapidité de ttt
- plus d’ablation de KT
- plus d’échographie cardiaque et de FO

Recommendation — Based on the existing evidence, the guideline group recommends including AFS as an

essential component in AMS programs and quality improvement management. When implementing AFS,

structures should be tailored to international recommendations. In addition, we advocate for the establishment

of national or international excellence centres that can provide professional advice.

 Promotions d’outils de bon usage locaux

ASSISTANCE HOPITAUX
PUBLIQUE DE PARIS

Reco

ANTIFONGIQUES




Conclusion

* Questions non résolues
- applicabilité recommandations high/low resource countries
- outils dg simple comportant C. auris
- durée de ttt, place des bithérapies
- place des nouveaux antifongiques

FUNGAL CELL 1,6-8-D-Glucan. . __ . --Mannoprotein
1,3-B-D-Glucan: - - - - g
(@) Chitin b
1,3-B-D-Glucan AN
. S B syntgas&
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o \ 4 REZAFUNGIN
+ FOSMANOGEPIX

OPELCONAZOLE

OLOROFIM

synthesis

Adapted from Hoeniglet al, 2022



Conclusion

* Questions non résolues
- applicabilité recommandations high/low resource countries
- outils dg simple comportant C. auris
- durée de ttt, place des bithérapies
- place des nouveaux antifongiques

FUNGAL CELL 1,6-8-D-Glucan. . __ . --Mannoprotein
1,3-B-D-Glucan: - - - - g
(@) Chitin b
1,3-B-D-Glucan AN
. S B syntgas&
e IBREXAFUNGERP
o \ 4 REZAFUNGIN
+ FOSMANOGEPIX

OPELCONAZOLE

OLOROFIM

syn-lht.as-is ) A M er Ci
Adapted from Hoeniglet al, 2022



