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Candidaemia in internal medicine

departments: the burden of a rising problem

M. Bassetti', M. P. Molinari?, M. Mussap?, C. Viscoli® and
E. Righi'

Clin Microbiol Infect 2013; 19: E281-E284

TABLE |. Factors associated with hospitalization in IMWs compared with other wards

Variable : (n = 68) Total

Mean age (SD) (13.7) é4.1 (15.3)
Male sex (%) (53) 106 (51)
Apache Il score (SD) (10.4) 171 (122)
C albiaans (%) : (58.8) 1 05 (50.5)
C non dbicars (%) (41.2) 103 (49.5)
C. parapsiloss (29) 58 (27.9)
C. tropcalis (1.5) 7 (34)
C. globrata (7.3) 24 (1 1.5)
C. krusel 7(34)
Other (2.9) 7 (3.4)
Age > 75 years (%) (26.5) 59 (28.4)
Urinary catheter (%) (89.7) 82 (354)
Renal &ilure (%) (39.7) 57 (27 .4)
Antbiotic therapy within | mo  10% (54.4) 107 (51.4)
Solid tumour (%) (19.1) 42 (202)
Days of hospital stay (range) (14-67) 19.2 (12-115)
Parenteral nutrition (%) (14 (48.5) 93 (44.7)
Central venous catheter (%) <48 h AE-T2 h 73— 96 Iy > 06 ne Therapy (94.1) 1 17 (56.3)
Dizbetes {%) . N . (13) 52 {25)
30-day crude mortality (%) 69 (50.4) 33 (29.7) 13 (44.8) 31 (45.6) 75 (36.1)

*P value of comparison between IMWs and other wards
Bold values represent sgnificant differences between IMW and other wards




Candidemie in ICU 2012-
maggio 2017: 170 episodi
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Candidemie in ICU divise per

+

specie (170 episodi)

Altre

. ..Specie
C.tropicalis 6%

(5%)

C. albicans
38%

C. parapsilosis
43%

C. glabrata
8%
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Distribuzione per specie
| 2016-2017 in UTI
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C. parapsilosis e resistenza
a fluconazolo in ICU
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Mortalita a 30 giorni

mdeceduti = viventi




Candida auris candidaemia in Indian ICUs: analysis of risk factors

Shivaprakash M. Rudramurthy?, Arunaloke Chakrabarti'*, Raees A. Paul?, Prashant Sood't, Harsimran Kaur?,
Malini R. Capoor?, Anupma J. Kindo?, Rungmei S. K. Marak®, Anita Arora®, Raman Sardana®, Shukla Das’,
Deepinder Chhina®, Atul Patel®, Immaculata Xess'®, Bansidhar Tarai'?, Pankaj Singh* and Anup Ghosh®

J Antimicrob Chemother 2017; 72: 1794-1801

14&0 casi di candidemia in 27 ICU in India

Table 2. Multivariote analysis of C. auris and non-ouris candidaemia cases

Variables Pvalue

(. auris and non-C. auris (model = AUC; 75.5% accuracy: 93.6%, R* = 0.137,P< 0,001)
public-sector hospital
northern India ICUs
underlying respiratory disease (
urinary catheter {
vascular surgery 3L
prior antifungal exposure 2 8 (164- 48t>
APACHE Il t odmission 0.8(0.81-0.9
O UE s X BNZc UCC AZO1C

AMB 13.5%, caspo 9.5%)

8) 0.006
84) 0012
0) 0.002
4) 0.02

36) 0.048
) <0001
) 0.007




Problematic Dichotomization of Risk for Intensive Care
Unit (ICU)-Acquired Invasive Candidiasis: Results Using
a Risk-Predictive Model to Categorize 3 Levels of Risk
From a Multicenter Prospective Cohort of Australian ICU
Patients

E. Geoffrey Playford,"? Jefirey Lipman* Michael Jones® Anna F. Lau,** Masrura Kabir,* Sharon C.-A. Chen,”® Deborah J. Marriott.® lan Seppelt,”
Thomas Gottlieb,” Winston Cheung,'? Jonathan R. Iredell ** Emma S. McBryde,'** and Tania C. Sorrell*"

Clinical Infectious Diseases™  201663(1111463-9

Table 5. Stratification of Predictive Scores

Patients With Predictive Patients With Predictive Patients With Predictive
Charactenstics Scores <2 Scores 3-5 Scores >6

No. of patients within predictive score stratum (% of total cohort 2635 43.1) 3495 (52.1) 324 (4.8
No. of patients with IC (% of total IC cases) 1013 b1 (631 38 (39.6)

Prevalence of IC within predictive score stratum, % 024 146 1.7

Abbreviation: IC, invasive candidiasis.
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Carbapenem or tigecycline receipt 2.33 (1.47-3.69)
Third- or fourth-generation cephalosporin receipt 1.94 (1.29-2.92)
Prior urine culture positive for Candida spp 24 (1.58-3.63)

Prior throat culture positive for Candida spp 2.22 (1.29-3.81)




RESEARCH ARTICLE

The Screening Performance of Serum
1,3-Beta-D-Glucan in Patients with Invasive
Fungal Diseases: A Meta-Analysis of
Prospective Cohort Studies

Tie-Ying Hou', Shou-Hong Wang?, Sui-Xin Liang®, Wen-Xin Jiang®, Dan-Dong Luo®, De-
Hong Huang®*
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Early diagnosis of candidemia in intensive care
unit patients with sepsis: a prospective

comparison of (1—-3)-3-D-glucan assay, Candida
score, and colonization index

450 patients admitted to ICU

377 patients with signs of sepsis

25 stuay pauents

Utilizzo mirato di BDG! s

79 patients with no 1Fl 16 patients with IF| —[ 1 aspergillosis ]

— 1 fusariosis ]

Figure 1 Flow chart of the study patients. ICU, intensive care unit; IFl, invasive fungal infection
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Clinical Performance of the (1,3)-B-D-Glucan Assay in Early Diagnosis
of Nosocomial Candida Bloodstream Infections’

Valerio Del Bono,'* Emanuele Delfino,' Elisa Furfaro,' Malgorzata Mikulska,' Elena Nicco,’
Paolo Bruzzi,” Alessandra Mularoni,” Matteo Bassetti,* and Claudio Viscoli’'

TABLE 2. Sensitivity, specificity, PPV, and NPV of the BG assay at
different cutoff levels

. No./total” g -
Cutofl Sensitvity  Specificity PPV NPV

(pu'ml) Above cutoff Below cutoff (9%) (%) (9%) (9%)
(cases) (controls)

21 69, 57.9
45 76.7 694
58 79.8 69.8
75 86, 68.4
33 89. 67.2
88 92. 63.0
38 91.:
92 94.1
U8 US.4

=10 92/100
=20 89/100
>40 87/100
=610 82/100
>80 79/100
=100 73/100
=>120 65/100
=140 64/100
> 160 (\;‘I(N)
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@ Cases, patients with proven or possible candidemia; controls, patients with
candidemia excluded.




Initial serum (1,3)-B-p-glucan as a predictor of mortality in proven
candidaemia: findings from a retrospective study in two teaching hospitals
in Italy and Brazil

D. R. Giacobbe', P. Esteves’, P. Bruzzi’, M. Mikulska', E. Furfaro', A. Mesini', P. Tatarelli’, S. Grignolo', C. Viscoli',
A. L. Colombo” and V. Del Bono'

CMI 2015; 21: 954.€9-954.e17

Overall population (n = 104)

Number of patients

Initial BDG values (pg/ml)




Elementi di diagnosi presuntiva
di candidemia
4

Glucano positivo >160

(se negativo ragionevole diagnosi di
esclusione)

Procalcitonina < 2

| due metodi combinati (glucano
positivo + PCT < 2 assicurano 96% PPV
nella DD tra candidemia e batteriemia
(Giacobbe et al, Critical Care 2017, in
press)



Angolo del quiz

Uomo, 65 aa

+Intervento di resezione intestinale
segmentaria per perforazione di diverticolo

Batteriemia da E.co/i ESBL
Terapia con meropenem per 14 gg

G 17 febbre inserisce vanco,
rimuove/sostituisce CVC

Colonizzazione urinaria e respiratoria da
C.albicans

G 21 persiste febbre, ipotensione 90/50 non
responsiva a liquidi, inizia nora, lattati 3,5
PCR 123, PCT 1

Che fate? Terapia empirica antifungina?



Empirical Micafungin Treatment and Survival Without
Invasive Fungal Infection in Adults With ICU-Acquired Sepsis,
Candida Colonization, and Multiple Organ Failure

The EMPIRICUS Randomized Clinical Trial

+

Among nonneutropenic critically ill
patients with ICU-acquired sepsis,
Candida species colonization at
multiple sites, and multiple organ
failure, empirical treatment with
micafungin, compared with placebo,
did not increase fungal infection-free
survival at day 28



Figure 3. Comparison of Survival at Day 28 in the Modified Intent-to-Treat Population and in Predefined Subgroups

Table 2. Proven Invasive Fungal Infection at Inclusion and 28-Day Follow-up?

No. (%)

All Patients Micafungin Placebo Absolute Difference
(N = 251) (n=128) (n=123) (95% CI)

No. of invasive fungal infections
from inclusion to day 28"

21 27 (11) 12 (9) 15 (12) 2.82 (-5.0 to 10.8)
2 3(1) 0 3(2) 244 (-0.9 t0 6.9)

Invasive fungal infections by species 12 (5) 8 (6) 4(3) 3.00 (-2.7 t0 8.9)
at inclusion

Candida albicans 7 (50) 4 (44) 3 (60) 15.6 (-31.3 to 53.7)
Candida glabrata 5(36) 4 (44) 1(20) 244 (-25.1t0 57.7)
Candida tropicalis 1(7) 0 1(20) 20.0 (-14.1 to 62.5)
Aspergillus fumigatus 1(7) 1(11) 0 11.0(-36.2t0 82.4)

No. of invasive fungal infections
at follow-up (day 28)°

19 (8) 4 (3) 15 (12) 9.1(2.5t016.3)
2 (1) 0 2(2) 1.6 (-1.5t05.7)

Invasive fungal infections by species
Candida albicans 13 (59) 3 (75) 10 (55) 19.4 (-29.7 t0 49.4)
Candida glabrata 2(9) 2(9) 11.1 (-28.5t0 32.8)
Candida parapsilosis 3 (14) 3 (14) 16.7 (-23.5t0 39.2)
Candida inconspicua 1(4) 0 25.0(-2.0t0 69.9)
Trichosporon® 2 (9) 2(11) 11.1 (-38.5t032.8)
Aspergillus fumigatus 1(4.5) 1(6) 5.6 (-43.7 to 25.8)




Septic Shock Attributed to Candida Infection:
Importance of Empiric Therapy and Source
Control

Marin Kollef,' Scott Micek.” Nicholas Hampton,” Joshua A. Doherty and Anand Kumar'

Climi col Indections Disesses 2012510211 70%-44

Impact of Treatment Strategy on Outcomes in
Patients with Candidemia and Other Forms of
Invasive Candidiasis: A Patient-Level
Quantitative Review of Randomized Trials

David R Andes Nasia Safdar,! John W. Baddley,? Geoffrey Playlord® Annette C. Reboli.? John H. Rex.* Jack D. Sobel 5
Peter G. Pappas,? and Bart Jan Kullberg” for the Mycoses Study Group*

Clhinical Infectious Diseases 2002588111022




Comparative effectiveness of echinocandins versus fluconazole
therapy for the treatment of adult candidaemia due to

Candida parapsilosis: a retrospective observational cohort study
of the Mycoses Study Group (MSG-12)

Kathleen Chiotos1-3*, Neika Vendettil3, Theoklis E. Zaoutis!3*, John Baddley55, Luis Ostrosky-Zeichner?,
Peter Pappas® and Brian T. Fisher3*

Journal of Antimicrobial Chemotherapy Advance Access published July 27, 2016

Weighted logistic regression demonstrated no difference in 30 day mortality between patients receiving an
echinocandin as compared with fluconazole (OR 0.82, 95% C10.33-2.07).

Conclusions: Our result supparts the 2016 IDSA invasive candidiasis quidelings, which no longer cleary favour
treatment with fluconazole over an echinocandin for C. parapsilosis candidaemia.,




Caspofungin MICs Correlate with Treatment Outcomes among
Patients with Candida glabrata Invasive Candidiasis and Prior
Echinocandin Exposure

Ryan K. Shields* M. Hong Nguyen * Ellien G. Press,* Cassaundra L. Updike,* Cornelius J. Clancy™”

‘ Antemicrobial Agonts and Chomotherapy p. 35283335
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(1,3)-B-p-Glucan-based antifungal treatment in critically ill adults
at high risk of candidaemia: an observational study

Brunella Posteraro't, Mario Tumbarello?t, Gennaro De Pascale?, Elvira Liberto*, Maria S. Vallecoccia?,
Elena De Carolis*, Valentina Di Gravio?, Enrico M. Trecarichi?, Maurizio Sanguinetti** and Massimo Antonelli?®
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Discontinuation of empirical antifungal therapy in ICU patients
using 1,3-B-p-glucan

Marcio Nuccil*, Simone A. Nouer?, Patricia Esteves?, Thais Guimardes?, Giovanni Breda*,
Bianca Grassi de Miranda?3, Flavio Queiroz-Telles* and Arnaldo L. Colombo?

J Antimicrob Chemother 2016; 71: 2628-2633

Table 5. Comparison of outcome variables between the three cohorts

Positive biomarker Negative biomarker
Candidoemiq, N=7 cohort, N=57 cohort, N=21

Duration (days) of antifungal therapy, median (range) 14 (1-37) 10 (1-20)

Breakthrough candidaemia 0 0

Discharged from the ICU on day 14 of study, n (%) 3 (42.8) 12 (21.0)

14 day mortality, n (%) 1(14.3) 25 (45.6)

Discharged from the ICU on day 30, n (%) 4 (57.1) 18 (31.6)

30 day mortality, n (%) 2 (28.6) 32 (56.1)
)

BDG+BC

NV

All negative BDG positive Candidaemia | | Candidaemia
N=21 N=57 N=7 (8.2%) N=10 (0.5%)

Y

Relative risk: 16.9

Recurrent
candidaemia
N=0




Considerazioni conclusive

In ICU echinocandine | scelta anche in
empirico/preemptive

Terdlpia empirica: non impatto su sopravvivenza,
ma....

-=facciamola quando sono presenti elementi di
probabilita (clinica + antigeni) e il paziente e
realmente critico

Se ceppo sensibile stepdown a fluco in pz
stabilizzato (quando?)

Parapsilosis: inizio echinocandine, rapido stepdown
a fluco (se S), dopo rimozione CVC?

Glabrata: se precedenti trattamenti con echino
iniziare con LAMB

BDG utilizzo mirato, associazione con PCT
Controlio fonte di infezione (CVC!)
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Grazie per Pattenzione!



