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SYMPOSIUM ON ANTIMICROBIAL THERAPY

Current Concepts in Antifungal Pharmacology

RusseLL E. LEwis, PHARMD

ANTIFUNGAL PHARMACOLOGY
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Infeccoes fungicas
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Candida é a terceira causa mais frequente
de infec cao de corrente sanguinea na UTI

Causa de infeccédo nosocomial de corrente sanguinea
(US; 1995-2002)

1 35.9%
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CoNS | Staph Candlda Enterococcus Pseudomonas

BSI=Blood stream infection.

ICU=Intensive care unit.
Wisplinghoff H et al. Clin Infect Dis. 2004;39:309-317.



Infeccaofungicana UTI

OAgente mais comum de infeccdes fungicas em UTI: Candida sp.

O 15% das InfeccOes hospitalares
Mortalidade de 40 a 60% na forma invasiva

Clin Infect Dis 1995;20:1526-30.

Arch Intern Med 1988;148:2642-2645.

O 25 a 50% das candidemias ocorrem na UT]

O Aumento no tempo de internacéo em 30 dias

Clin Infect Dis 1999, 29:239i 244.
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Portas de entrada de candidemia

Translocacao do tubo
gastrointestinal
(cirurgia abdominal, NPT)

Cateter intravascular
| esOes cutaneas
(exdgena

Antibiotico amplo
espectro

(desequilibrio flora) Outras fontes:

colonizacao sitio
esteril (p.ex.: urina)

Nucci & Anaissie Clin Infect Dis,33:1959-1967, 2001



Agentes

S. coagulase negativa
S. aureus
Klebsiella sp

Candida spp.

Taxas de infec  c¢cao de corrente sangu inea
Brasil vs EUA (por 1.000 admiss&es hospitalares)

Brasil = JAN
11.97 1.58
7.31 1.03
2.92 0.48

2.49 “ 0.46

Colombo et al. J Clin Microbiol 44(8):-2816-1823, 2006
Wisplinghoff et al. Clin Infect Dis;39:309-17,2004
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WT\F Tl ool i Epidemiology of Candidemia in Brazil: a Nationwide Sentinel
e Surveillance of Candidemia in Eleven Medical Centers

Arnaldo L. Colombo,'* Marcio Nucci,” Benjamin J. Park,> Simone A. Nouér,*
Beth Arthington-Skaggs,” Daniel A. da Matta,' David Warnock,” and
Juliette Morgan® for the Brazilian Network Candidemia Study

Microorganismos isolados em
hemocultura

12
10

m Staphylococcus coagulas
negativo

m Staphylococcus aureu

m Klebsiella pneumonias

m Candida spp. _
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JOURNAL or CLINICAL MICROBIOLOGY, 2006, 44(8): 2816-2823



Crude mortality (%)

Taxa de mortalidade geral associada as

N\

Infec coes em UTIs Norte Americanas
(1995 - 2002)

47.1% 47.9%
43.0%

34.4% Importante:
1) Diagnosticat
25.7% 2) Diagnosticar
precocemente?
3) Tratar
precocemente

CoNS Staph  candida Enterococcus Pseudomonas

Wisplinghoff H et al. Clin Infect Dis. 2004;39:309-317.
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Mortalidade em UTI

70% vs < 50%

m Brasil-1
m Brasil-2
= Franca
-~ mEPIC-II
S ltalia

Brasil-2 Franca EPIC-II Italia

BRAZIL1- GirdoE et al, Medlycol2008 BRAZIL2 Colombo et al Intensive Care Med 2014
FRANCELortholaryO et al IntensiveCare Med, 201.4PIC HKett DH et aCritCare Med, 2011 ALY MontagnaMT et al, Infection , 2013
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Risk factor

Candidemia in intensive care unit: a nationwide
prospective observational survey (GISIA-3 study)
and review of the European literature from 2000

through 2013

Study

Abdominal surgery
Age

Candiduria

cve

CVC days

Diabetes mellitus
Female gender
Glucocorticosteroids
LOS

Neutropenia
Parenteral nutrition

SAPS 11
SOFA
Solid tumor surgery

Trauma
Ventilator days
Mortality rate

Antifungal prophylaxis

Montagna et al, 2013
Bassetti et al, 2006
Montagna et al, 2013
Dimopoulos et al, 2008
Dimopoulos et al, 2008%*
Holley et al, 2009%
Montagna et al, 2013
Holley et al, 2009
Dimopoulos et al, 2008*
Montagna et al, 2013
Leroy etal, 2010%
Leroy etal, 2010
Montagna et al, 2013
Holley et al, 2009
Dimopoulos et al, 2008*
Montagna et al, present study
Leroy etal, 2010
Leroy etal, 2010*
Bassetti et al, 2006
Montagna et al, present study
Holley et al, 2009
Holley et al, 2000
Dimopoulos et al, 2008*
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Figure 1. Kaplan Meier curves for survival ime m ICU
patients with Candida albicans (solid line) and Candida

non-albicans candidemia (dash line); Log rank test, p =
0.4922,

Sobrevidaapos

Candidemia
emUTI: 60%

M.T. Montagna, G. Lovero, E. Borghi, G. Amato, S. Andreoni, L. Campion, G. Lo Casci
European Review for Medical and Pharmacoldgooahces2014; 18: 66674



’ﬂ‘ . Distribui cao de esp ecies de Candida em hospitais
publicos (128) e privados (54)

m Publico Privado
41
29 31
11 13
4 4 °
C albicans C parapsilosis C tropicalis C glabrata C krusei

Rede Candidemia Brasil - ICAAC, Chicago-EUA, 2007
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Sensibilidade In vitro de

Table 3. General patterns of susceptibility of Candida species.

aos antif

Candida sp
ungicos

Candida species | Fluconazole  ltraconazole Voriconazole? Flugytosine  Amphotericin B Candins®

C. albicans S 5
C. tropicalls S 5
. parapsilosis S 5
C. glabrata SDDto R"  SDDto R
C. kruse R S-0D to B®
C. lusitaniae S 5

S to |
S to |1

S

S

S
S to |
S 1o |®
Sto R’

S
5
S ito 17)
S
5
5

Fluconazol MIC em pg/mL

S SDD R
08 16-32  >32

Papas et al. CID: 38, 2004



Etiologia da candidemiaem UT]

647candidemiadocumentadasem 2 periodos
20032007 Periodol) versus 2002012 Periodo?2)

Species Periodo 1, N=396 Periodo 2, N=251 p value
C. albicans 177 (44.7) 108 (43.0) 0.68
C. parapsilosis 72 (18.2) 39 (15.5) 0.38
C. tropicalis 90 (22.7) 51(20.3) 0.47

(C. glabrata 31(7.8) 33(13.1) 0.03 )
C. krusei 5(1.3) 11(4.4) I 0.01

Ki.’:. guilliermondii 9(2.3) 3(1.2) 0.38 ’

Colombo Al et al, Intensive Care Medicine 40(10):1489-98, 2014
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Figura 1. Incidencia acumulada de candidemia por 1.000 egresos, segun afio y especie.
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Candida parapsilosis: principal causa de
candidemia en un hospital de referencia para
adultos de Costa Rica

Candida parapsilosis: a major cause of bloodstream
infection in a tertiary care hospital in Costa Rica

Juan M. Villalobos, José A. Castro, Alvaro Avilés, M. Claudia Peldez,
Teresita Somogyi y Lilliana Sandoval

Caja Costarricense del Seguro Social. Hospital México. San José,
Costa Rica.

A 210candidemiasem pacientes > 17 anos
A2007—2011 Hospital da Costa Rica

A Incidéncia:1.47/1000 admissoes

A 62% nacalbicans

AC.parapsiIosi:&)rte associacao com CVC ( OR
4,8 IC 95% p < 0,001) e uso NPT p= 0,008

Reuv. chilinfectol vol.33n0.2Santiagoabr.2016
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- - Revista da Sociedade Brasileira de Medicina Tropical 46(4):466-471, Jul-Aug, 2013 §
( MaJOI' Article ) http: //dx.doi.org/10.1590/0037-8682-0057-2013 & ?
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Invasive candidosis: contrasting the perceptions
of infectious disease physicians and
intensive care physicians

Vanessa Schultz¥?, Arnaldo Lopes Colombo®™
and Alessandro Comaru Pasqualotto™®*!

TABLE 2 - The main differences observed between ID and ICU specialists regarding perceptions and management of Candida infections.

ID ICU
PO p u | aGéO doctors  doctors P
(%) (%) value
56 méd iCO S Perception that candidemia caused by Candida species other than C. albicans occurred in less than 10% of cases 312 69.6 0.018
inte nSiViSta% Treatment of all patients with candidemia wiath antifungal drugs 958 65.6 0.006
|nfe CtOI 0 g |StaS Systematic removal of short-term central venous catheters 8
Use of voriconazole for patients in whom fluconazole failed 250 56.2 0.019
Fluconazole use for neutropenic patients previously exposed to azoles 125 469 0.024
Lack of knowledge on echinocandin dosage 29.2 68 8 0.003
Echinocandins as first-choice for unstable neutropenic patients 0
Fundoscopy never performed 13.0 438 0.015
Echocardiogram for all patients 16.7 46.6 0.054

ID: infectious disease specialist; ICU: intensive care unit specialist.

Shultz V, Colo Soc Bras Mé&dop46(4):466471, JuAug, 2013
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