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[Ce que l'on sait...

= Epidémiologie

® Physiopathologie
= Facteurs de risque
" Pronostic



| Epidémiologie

Répartition des infections dans I’enquéte AmarCand: 271 patients
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40 -

20

0_
Candidémie Candidémie + candidose Candidose invasive
invasive

1612 Crit Care Med 2009 Vol. 37, No. 5



Sensibilité in vitro au fluconazole
selon I'exposition antérieure aux azolés

Tous Candida C. albicans C. glabrata C. parapsilosis Autres Candida
p=0,07
100% I
4% 8% 6%
80% - 16%
- 30% [ ﬁ B
& 60% = e =
2 B ]
2 _——I 47% R
o\° 40% _ B E
e I — —
20% | = -
Naif  Exposé Naif Exposé Naif Naif Exposé Naif Exposé
s
& " SDDouR| 29 7 4 1 16 1 8 2
§ =S 158 16 96 12 18 17 0 27 3

1612

Crit Care Med 2009 Vol. 37, No. 5



Physiopathologie

Exogenous source Endogenous source

Colonisation ‘ /

Adhesion to
mucosal
0\dlojolololg) =

Candidaamia

%D v Dissemination

Philippe Eggimann, Jorge Garbino, and Didier Pittet
Lancet Infect Dis 2003; 3: 685-702



V VYV V V VYV VYV VYV VYV

Facteurs de risque de survenue
des candidoses invasives

Colonisation a Candida
Antibiothérapie a large spectre
Présence d'un cathéter veineux central
Nutrition parentérale

Chirurgie récente

Insuffisance rénale

Epuration extra-rénale
Neutropénie

Chimiothérapie anticancéreuse
Ventilation mécanique

Age

Durée du séjour en réanimation



Influence du délai d’initiation du
traitement antifongique

157 patients avec HC+ a Candida spp. Mortalité = 31,8%

35 1
30 -
25 -
20 -
15 -

10 4

Percent Hospital Mortality

<12 12 - 24 24 to 48 > 48
Delay in Start of Antifungal Treatment (hours)

Morrell M et al. AAC 2005; 49:3640-5



[Ce que |I'on peut faire...



Vocabulaire...

= Traitement prophylactique : traitement appliqué a une
population de patients sans prise en compte des risque individuels dans le
but de prévenir la survenue d'une mycose invasive.

" Traitement pré-emptif : traitement préventif appliqué a un
patient donné qui présente des risques élevés de développer une mycose
invasive.

"  Traitement empirique : traitement appliqué a un patient suspect
de présenter une mycose invasive, mais sans aucune confirmation
microbiologique, histologique ou sérologique.

=  Traitement curatif : traitement instauré chez un patient qui
présente une mycose invasive prouvee.

lanagement of deep Candida infection in surgical and intensive care unit patients.
ritish Society for Antimicrobial Chemotherapy Working Party. Int Care Med 1994; 20: 522-528.



Vocabulaire...

Endogenous sou

% %&%b

e / Prophylactique ou préventif
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Traitement prophylactique

Jouwrnal of Antimicrobial Chemotherapy (20006) 57, 625—038
doi:10.1093/jac/dki491

Advance Access publication 3 February 2006 I

Antifungal agents for preventing fungal infections in
non-neutropenic critically ill and surgical patients: systematic
review and meta-analysis of randomized clinical trials

E. Geoffrey Playford!?*, Angela C. Webster®?, Tania C. Sorrell?® and Jonathan C. Craig>*

Incidence without Incidence with
fluconazole prophylaxis fluconazole prophylaxis
Estimated risk Examples (IFIs/100 patients) (IFIs/100 patients)
Low (£1%) absence of risk factors’ | 0.47
Average (2%) unselected ICU population® 2 0.94
High (11%) one of diabetes, new onset haemodialysis, 11 5.2

TPN prior to ICU entry or
broad-spectrum antibiotics”



[Traitement prophylactique ]

Clinical Practice Guidelines for the Management

of Candidiasis: 2009 Update by the Infectious
Diseases Society of America

For patients hospitalized in the ICU, fluconazole (400 mg [6
mg/kg] daily) is recommended for high-risk patients in adult

units that have a high incidence of invasive candidiasis (B-

I).




Traitement pre-emptif

Assessment of preemptive treatment to prevent severe candidiasis
in critically ill surgical patients*

Renaud Piarroux, MD, PhD; Frédéric Grenouillet, PharmD; Patrick Balvay, MD; Véronique Tran, MD;
Gilles Blasco, MD; Laurence Millon, PharmD, PhD; Annie Boillot, MD, PHD

Crit Care Med 2004 Vol. 32, No. 12 2443



[Traitement pre-emptif ]

Prélevements fongiques systématiques
© Entrée, puis toutes les semaines

O Liquide gastrique, secrétions tracheales, urines, oropharyngé
et rectal

Cultures quantitatives tres positives
© > 100 ufc pour prélevements oropharyngés et rectaux
© > 10° ufc/ml pour les 3 autres

ICC = Nb. Prélevements tres + / Nb prélevements
Fluconazole a doses thérapeutiques des que ICC > 0,4



Traitement pre-emptif

Without suspected candidiasis at admitiance (n=428)

Colonization indexes determined {(n=413)
CClz 0.4 (n=117)
Fre-emptive fluconazale therapy (n=96)
Amphotericin B local decontamination (n=T)

No aniifungals: protocel violation (n=4)
Early death (n="10)

Retrospective Cohort  Prospective Cohort

Characteristics of Patients n = 455 n =478 P
Occurrence of proven candidiasis, n (%) 32 (7) 18 (3.8) 03
Diagnosed at admittance (imported 22 (4.8) 18 (3.8) A2
cases)
SICU-acquired? 10 (2.2) 0 =.001

Crit Care Med 2004 Vol. 32, No. 12 2443



Traitement empirique

Clinical Practice Guidelines for the Management

of Candidiasis: 2009 Update by the Infectious
Diseases Society of America

Empirical Treatment for Suspected Invasive Candidiasis in
Nonneutropenic Patients

e Empirical antifungal therapy should be considered for crit-
ically ill patients with risk factors for invasive candidiasis and
no other known cause of fever, and it should be based on
clinical assessment of risk factors, serologic markers for in-

vasive candidiasis, and/or culture data from nonsterile sites
(B-III).



[Traitement empirique

| Patient at risk of severe candidiasis |

l

| Colonisation by Candida spp |

Mo l Yas l

Assess the presence of
risk factors (see legend)

Yes
Identification of
specific groups of Unstable ar
patients septic patient
Y| (soe toxt) l
L Yes
Yas | Mo | obtain 2 sets of |+
blood cultures
Antifungal Pre-amptive
prophylaxis therapy
LR A
Search for colonisation (twice per wesk)
wound/skin breakdown perineal swab
catheter insertion site uring
sputum,/oropharyre post-surgical drainage

: Assess the degree of colonisation by :
<5 calculating the colonisation index =0-5
{number of positive sites/number of sites cultured)

Figura 4. Riek factors significantly associated with the developmeant of candidesmia inciuds:
candida colonization, exposurs to antibiobica, infravescular sccess, bladder cathedsr, neutropenis,
diamhosa, pansnisral nutntion, antacids, sumgery, stercids, chemothersoy, renal faiuns, mechanical
wvantilstion, langth of atey, ssverity of diseass, and goe "

Philippe Eggimann, Jorge Garbino, and Didier Pittet

Lancet Infect Dis 2003; 3: 772-85



Fatient at rmsk of severes candidiasis
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Assess the presence Of
risk factors {see legaertc)
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Traitement empirique

A bedside scoring system (“Candida score”) for early antifungal

treatment in nonneutropenic critically ill patients with Candida
colonization®

Cristébal Ledn, MD; Sergio Ruiz-Santana, MD, PhD; Pedro Saavedra, PhD; Benito Almirante, MD, PhD;

Juan N_olla-SaIas, MD, PhD: Francisco Alvarez-Lerma, MD, PhD; José Garnacho-Montero, MD:
Maria Angeles Ledn, MD, PhD; EPCAN Study Group

730 Crit Care Med 2006 Vol. 34, No. 3



[‘Candida’ score ]

" Ftude multicentrique espagnole
© 73 services de réanimation

O 1699 patients étudiés
= 719 patients ni infectés ni colonisés a Candida spp.
= 883 patients colonisés a Candida spp.
= 97 patients infectés a Candida spp.

= Détermination des facteurs de risque
d’infection

730 Crit Care Med 2006 Vol. 34, No. 3



‘Candida’ score

Calculation of the Candida score: Variables selected in the logistic regression model

Coefhicient Standard el

Variable (B) Error Tald Value

Multifocal Candida species colonization 1.112 A79 8.625 003

Surgery on ICU admission 997 319 9.761 002

Severe sepsis 2.038 S14 42.014 000

Total parenteral nutrition 908 389 2.451 020

Constant —4.916 A85 102.732 000
ICU, intensive care unit.

Candida score = .908 = (total parenteral nutrition) + .997 > (surgery) + 1.112 (multifocal

Candida species colonization) + 2.038 (severe sepsis). Candida score (rounded) = 1 x (total

parenteral nutrition) + 1 * (surgery) + 1 (multifocal Candida species colonization) + 2 x (severe
sepsis). All variables coded as follows: absent, 0; present, 1.

Seuil le plus discriminant = 2,5

730 Crit Care Med 2006 Vol. 34, No. 3



‘Candida’ score

Usefulness of the “Candida score” for discriminating between
Candida colonization and invasive candidiasis in non-neutropenic
critically ill patients: A prospective multicenter study

Cristobal Ledon, MD; Sergio Ruiz-Santana, MD, PhD; Pedro Saavedra, PhD; Beatriz Galvan, MD;

Armando Blanco, MD; Carmen Castro, MD; Carina Balasini, MD; Aranzazu Utande-Vazquez, MD;
Francisco J. Gonzalez de Molina, MD; Miguel A. Blasco-Navalproto, MD; Maria J. Lopez, MD;

Pierre Emmanuel Charles, MD, PhD; Estrella Martin, PhD; Maria Adela Hernandez-Viera, MD; on behalf of
the Cava Study Group

1624 Crit Care Med 2009 Vol. 37, No. 5



[‘Candida’ score ]

= Validation
© Cohorte prospective
© 36 ICU — 3 pays

= 1107 patients non neutropéniques
© 215 non infectés, non colonisés
© 834 colonisés

O B8 avec candidose invasive

Léon C et al. Crit Care Med 2009;37:1624-1633



‘Candida’ score

Incidence des candidoses invasive selon le score

Léon C et al. Crit Care Med 2009;37:1624-1633



IDSA Guidelines for Invasive
[ Candidiasis: 2009

- Avant identification de I'espece (A1) :
soit fluconazole (800 mg a J1 puis 400 mg/j)

soit une échinocandine :
- caspofungine (70 mg a J1 puis 50 mg/j)
micafungine (100 mg/j)
- anidulafungine (200 mg a J1 puis 100 mg/j),

Patient non neutropénique



IDSA Guidelines for Invasive
[ Candidiasis: 2009

- Une échinocandine est préférable (A3)
o pour les infections modeérées a séveres,

» chez les patients récemment exposés a un antifongique
azole,

e chez les patients a haut risque d’infection a C. glabrata
ou C. krusei

- Remplacer I'’échinocandine par le fluconazole si le
patient est stable et infecté par une espece
sensible

Patient non neutropénique




[ Au total ]

Trop tot
e Inutile ?
e Risque écologique ?

Trop tard
e Surmortalité

Trop de patients
e Colit
e Risque écologique ?



Conclusion

L' étude qui manque

Admission

Randomisation

l 2 sites + sepsis l

- Y
severe

Colonisation ?
Non

colonisés

N\

Non inclus

Antifongiques

Placebao

o B
——

Antibiothérapie empirique
habituelle dans les deux bras

Wolff M DUAC 2007 Lille
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