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EPIDEMIOLOGIE



Incidenta candidiazei si aspergiliozel invazive
in SUA 1996-2003
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© Elsevier, Inc. 2009 Anaissie, McGinnis & Pfaller. Clinical Mycology, 2nd edition




Table 2 Underlying conditions in patients with candidaemia

. . a.l , . .
Underlying conditions™ No. (%) of patients

surgery 933 @
Intensive care 839 @
Solid tumour 471 @
Haematological malignancy 257 (12.3)
Premature birth 125 (6.0)
Solid organ transplantation 74 (3.5)
HIV infection 63 (3.0)
Burns 29 (1.4)

"Some patients had more than one underlying condition
364 (17.4%) were treated with steroids

Tortorano, 2004, Eur J Clin Microbiol Infect Dis 23:317




MORTALITATE



Trends in BSI mortality
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Figure 1. Trends in crude mortality by type of bloodstream infection.

Crit Care Med 2009 Vol. 37, No. 9




Mortality Due to Invasive Mycoses

Mortality rate per
100,000 population

1980 1981 1982 1983 1984 1985 1986 1987 1988 1989 1990 1991 1992 1993 1994 1995 1996 1997

== Candida s Aspergillus Other mycoses

Adapted from McNeil MM et al. Clin Infect Dis. 2001;33:641-647.



Table 3. Outcomes associated with non-albic
S al o -
ant Candida spp.

All Other Candida spp.

vy mortality

Crude 5
Total, (n)
Absolute dif
Crude hospital 1

median (

nt at day 5
day 5

2Among surviving patients. CI, confidence interval; IQR, interquartile ran

Playford Crit Care Med 2008 36(7)



DIAGNOSTIC



GOLD STANDARD

Hemocultura

Cultura dintr-un situs steril - peritoneu, lcr, ...

EXxceptie: secretii bronhice si urina !!!!

Cultura din tesuturi profunde



Multiplex polymerase chain reaction detection enhancement of
bacteremia and fungemia®

Richard F. Louie, PhD; Zuping Tang, MD; Timothy E. Albertson, MD, PhD; Stuart Cohen, MD;
Nam K. Tran, BS; Gerald J. Kost, MD, PhD

Table 1. Organisms detected by the multiplex polymerase chain reaction system

Gram-Positive Gram-Negative Fungi

Acinetobacter baumannii Aspergillus fumigatus

PCR-/BC- Enterobacter aerogenesicloacae Candida albicans

140 Escherichia coli Candida glabrata
Klebsiella pneumoniaefoxytoca Candida krusei
Proteus mirabilis Candida parapsilosis
Pseudomonas aeruginosa Candida tropicalis
Serratia marcescens
Stenotrophomonas maltophilia

Not on PCR ‘aphylococcus aureus. *Staphylococcus hemolyticus, epidermidis.
e es, viridans. “mecA gene is tested with a separate modular test kit.

Polymicrobial
9

Figure 2. Comparison of polymerase chain reaction (PCR) and blood culture (BC) results, The Venn
diagram shows the distribution of PCR- and BC-positive cases. The distribution of cases is based on .
comparison of PCR and BC results from samples collected at the same time. Crit Care Med 2008 Vol. 36, No. 5




Detectia galactomanan-ului in BAL si ser
este utila pentru
diagnosticul aspergiliozei invazive
la pacientul imunocompromis

Table 2
Detection of galactomannan in bronchoalveolar lavage using the Platelia Aspergillus enzyme immunoassay

Group Sensitivity (%)  Specificity (%)  Reference
Hematologic patients (CO 1.0) 100 (N = 17) 100 (N = 18)  Becker (2003)3'

5

Hematopoietic stem cell transplantation 76 (N = 49) 94 (N = 50) Musher(2004)32

(CO 0.5)
Lung transplantation (CO 0.5) 67 (N = 6) Husain (2007)33
Solid organ transplantation (CO 0.5) 100 (N = 5) (2007)**
Nonimmunosuppressed (CO 0.5) 100 (N = 6) Nguyen (2007)3¢
Immunosuppressed ICU patients (CO 0.5) 88 (N = 26) Meerseman (2008)8

pacientul imunocompetent ?7??

Wheat, Clin Chest Med, 2009, 30



Table 3
Detection of (1 — 3)-B-D-glucan in patients who havefnvasive aspergillosis

Design Sensitivity (%)

Specificity (%)

Reference

Once-weekly monitoring, hematology patients, 55(N = 11)

CO 11 pg/mL (BG Wako test)

98 (N = 125)

Kawazu (2004)*8

Twice-weekly monitoring, neutropenia,
CO 60 ng/mL (Fungitell™)

100 (N = 4)

90 (N = 230)

Odabasi (2004)*8

Twice-weekly monitoring, neutropenia, CO 120 pg/mL
(Fungitell)

100 (N = 8)

90 (N = 29)

Pazos (2005)*

Single specimen, CO 80 (Fungitell™) 100 (N = 10)

92 (N = 170)

Ostrosky-Zeichner (2005)*'

healthy subjects:
outpatients and inpatients

without IFl

Liver transplantation, once-weekly monitoring,
CO 40 pg/mL (Fungitec G test)

83 (N = unknown)

Akamatsu (2007)%2

Hematology or ICU, single test, CO 80 pg/mL (Fungitell)

56 (N = 100)

Persat (2008)%3

Table 4
Detection of (1 — 3)-f-D-glucan in patients who have candidiasis

Design Sensitivity (%)

Specificity (%)

Reference

Candidemia, single specimen, CO 60 pg/mL

84 (N = 39)

88 (N = 40)

Mitsutake (1996)%°

ICU patients, single specimen CO 100 pg/mL
(Fungitell™)

57(N=7)
candidemia

75 (N = 16)
bacteremia

Digby (2003)*

Fungemia, single specimen, CO 60 pg/mL
(Fungitell)

97 (N = 30)
candidemia

93 (N = 30)

healthy adults

Odabasi (2004)*

Fungemia, single specimen CO 80 pg/mL
(Fungitell™)

87 (N = 15)
candidemia

44 (N = 25)
bacteremia

Pickering (2005)°°

Fungemia, single specimen, CO 80 pg/mL
(Fungitell)

78 (N = 92)

92 (N =170)

Ostrosky-Zeichner (2005)°"

healthy subjects:
outpatients, inpatients

without IFI

Liver transplantation, once-weekly
monitoring, CO 40 pg/mL (Fungitec G test)

83 (N = unknown)

Akamatsu (2007)?

Hematology or ICU, single test, CO 80 pg/mL
(Fungitell)

56% (N = 100)

Persat (2008)33

Wheat, Clin Chest Med, 2009, 30



Adevarata incidenta a IFI in hematooncologie

25%
(25/99)

75%
(74/99)

75% of IFIs were first

identified at autopsy!

Chamilos, et al. Haematologica. 2006; 91(7):986-9



FACTORI DE RISC



FACTORI DE RISC

Intreruperea barierelor naturale de aparare
- Arsuri
- Discontinuitatea tractului gastro-intestinal (perforatii, fist:le; etc.)

Statusul imunocompromis

-  Boli hematologice (leucemii, aplazie medrnulara, etc.)

- Agenti imunosupresori (cortizon, chiiminterapice, imunosupresoare)
- Pacienti transplantati

- Diabetul zaharat, insuficiezita venala cronica

Material strain iimplantat

- Catetere intravasculare, intraperitoneale
- Protezevalulare sau vasculare

- Bicfilniz

Alterarea ecologiei bacteriene
- Terapia cu antibiotice
- Colonizarea cu fungi



COLONIZAREA

 Important factor de risc
* Colonizarea pe tegumante si mucoase
« Semne clinice de infectie (sepsis) + colonizare fungica = risc | IFI

v = numarul de situsuri colonizate (aceiasi specie) / numar de situsuri cultivate
— valoare predictiva 66%
v’ 1 sensitivitatea prin culturi cantitative



BIOFILMUL

* Contine microorganisme care adera la suprafete
* Scapa mecanismelor de aparare imuna
« Biofilmul — genereaza si perpetueaza infectia (rezervor)

Candida biofilm on a central venous catheter

dupa: Donlan RM. Biofilms: microbial life on
surfaces. Emerg Infect Dis 2005:7:8.
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Identificarea pacientilor cu indicatie de terapie empirica

Scorul Candida

Factor predictiv

Chirurgie 1
Colonizare multifocala 1
Nutritie parenterala totala 1
Sepsis sever 2
2.5 81%, specificitate 74%)

Leon, Crit Care Med, 2006, 34:730-7



MICROBIOLOGIE



TOP TEN
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Candida as a Nosocomial Pathogen

Rank
1.

Pathogen
CoNS

BSI per
10,000
admissions

15.8

% BSI

ICU
(n=10,515)

35.9

Non-ICU
(n=10,515)

26.6

% Crude Mortality

Total

20.7

ICU Non-ICU

25.7 13.8

3.

Enterococcus spp

4.8

9.4

9.8

9.0

33.9

43.0 24.0

5.

E coli

2.8

5.6

3.7

7.6

22.4

33.9 16.9

9.

P aeruginosa

Serratia spp

2.1

0.9

1.7

2.1

3.8

1.3

38.7

27.4

47.9 27.6

33.9 17.1

Wisplinghoff H, et al. Clin Infect Dis. 2004;39:309



Distributia _piliuge nilor IFI nosocomlale
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Solid tumor
(248)

Patient category
|:| Candida DAE:_.:E.rg.-ilil'u:.'.::' |:|E'jf'gE'rl'l'jf":E!tEEi |:| Endemic fungi .Elther yeast DDther micild

sevier, Inc. 2009 Anaissie, McGinnis & Pfaller. Clinical Mycology, 2nd edition.

HSCT, hematopoietic stem cell transplant; SOT, solid organ transplant



Lxpunerea anterioara 1a azoll

C. parapsil

Figure 1. In vii

Leroy Crit Care Med 2009 37(5):1612-8



PACIENTUL CHIRURGICAL



(laf j*; Should we treat Candida isolates

from the peritoneal fluid?

_ ' Heavy or increasing growth : fm
of Candida spp in specimens obtained from the peritoneal Re\/le\/\/s Sie
cavity is predictive of subsequent infections."*""'*

Epidemiology of Candida species infections in
critically ill non-immunosuppressed patients

Philippe Eggimann, Jorge Garbino, and Didier Pittet

A ; S : Lancet Infect Dis 2003; 3: 685-702
There is no real consensus on diagnostic

criteria for peritonitis. Some researchers judge that the
presence of candida in any abdominal specimen justifies
empirical antifungal treatment,'” whereas others view it as a
contaminant in most cases.

Candida spp were pathogenic in the presence of
pancreatitis and_in all patients with anastomic leakage or
recurrent perforation of the digestive tract.

Management of candidiasis

Management of Candida species infections in
critically ill patients

Philippe Eggimann, Jorge Garbino, and Didier Pittet

Lancet Infect Dis 2003; 3: 772-85



Continuing Medical Education Article

Candidemia in nonneutropenic critically ill patients: Risk factors
for non-albicans Candida spp.
E. Geoffrey Playford, MBBS, MMed,

(uoc Nguyen, BMedSci, MHA; Sharo
Manica Stavin, MD, FRACP; Tania C. S

Table 1. Risk factors for bloodstream infection with non-albicans Candida spp.

Multivariate analysis Adjusted OR (95% CI)®
Recent systemic antifungal exposure 4.60 (1.36-15.53)
Recent gastrointestinal surgery 8-4.91)
Intravenous drug use 11.37 (1.17-110.19)

Age (per each 10-yr increase) 1.19 (1.02-1.39)

Crit Care Med 2008 Vol. 36, No. 7




VIll. WHAT ANTIMICROBIAL REGIMENS
SHOULD BE USED IN PATIENTS WITH HEALTH
CARE-ASSOCIATED INTRA-ABDOMINAL
INFECTION, PARTICULARLY WITH REGARD TO
CANDIDA, ENTEROCOCCUS, AND MRSA?

Even when fungi are recovered, antifungal

agents are unnecessary in adults unless the patient has recently

received immunosuppressive therapy for neoplasm or has a

serforation of a gastric ulcer on acid suppression or malignancy,
transplantation, or inflammatory disease or has postoperative
or recurrent intra-abdominal infection [104—106].

with the common use of fluconazole prophylaxis in the

intensive care unit, suggests empiric use of echinocandins (cas-

pofungin, anidulafungin, and micafungin) [110-114].

Clinical Infectious Diseases m

Diagnosis and Management of Complicated
Intra-abdominal Infection in Adults and Children:
Guidelines by the Surgical Infection Society

and the Infectious Diseases Society of America




CATETERUL VENOS CENTRAL



TRATAMENT



ANTIFUNGICE



IF1 — Medicamente antifungice

Medscapee

www.medscape.com

Fluconazole

Flucytosine ltraconazole
g Caspofunain
Amphotericin B Ketoconazole a5 4

Voriconazole

e e ———————r— e = -

1950 1960 1970 1980 1990
Lipid
amphotericin B
formulations

Source: Infact Med © 2003 Cliggott Publishing, Division of SCP Communications



ANTIFUNGICE - loc de actiune

Cell wall synthesis

Membrane function

Ergosterol synthesis

Nuclear division

Nuclear acid synthesis

* Investigational
T Potential target
¥ Clinically available

*Echioncandins, pneumocandins and papulocandins;
inhibit glucan synthase

*Polyoxins and nikkomycins:

inibit chitin synthase

tPaolyenes

bind to ergosteral

Antimicrobial peptides: defensins, the protegrins, gallinacini,
cecropin A, thanatin and the dermaseptins

tPradimicins and benanomicins:

bind to mannoprotein and cause a calcium-dependent alteration in
membrane permeability

tAzoles

inhibit cytochrome Pyg-dependent 14 -«-demethylase
tAllylamines (nafiifine and terbinafien) and thiocarbamates
(tolnaftate): inhibit squalene epoxidase

tMorphaline (amorolfine): inhibit A -reductase, A7, A3isomerase,
oxido-squalene cyclase, and A24 methyitransferase

1Griseofulvin
$5-Fluorocytosine, Sordarins: miscoding of RNA and Inhibits

thymidylate synthesis
Cispentacin derivatives

© Elsevier, Inc. 2009 Anaissie, McGinnis & Pfaller. Clinical Mycology, 2nd edition.




Candida spp.
Susceptibilitate nativa la antifungice

AmfB  Fluco \or Caspo Anidula

C. Albicans + + + + n
C. Glabrata + +/- +/- + +
C. Kruseli + - + + n
C. Lusitaniae - + + + +
C. v + + +/- +/-
Parapsilosis

C. tropicalis + + + + +

Dodds Ashley, Clin Infect Dis, 2006, 43



AB

AB Lipidic
form
Fluconazole
\Voriconazol

Caspofungin

Anidulafungin

ANTIFUNGICE
S1
particularotatile pacientulu

Previous Severerenal  Hepatic Obese
azole failure failure /anasarca
NO NO N[O NO
++ NO ++ +
NO NO NO NO
£+ +/- +/- £+
+4++ +++ +/- +/++
+++ +++ +++ +++

Borges, Int J Antimicrob Agents,

Shock

NO

++

NO

+++

+++

+++

2008, 32



TERMINOLOGIE TERAPEUTICA
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TERMINOLOGIE TERAPEUTICA =
definitii

Antifungal therapies

Sign of sepsis

Candida colonization

I {IEVE

fara semne de boala (* factori de risc
Terapie empirica

boala, fara semne de infectie (multipli factori de risc)
Terapie pre-emptiva

boali, semne de infectie (multipli factori de risc)
Terapie tintita

cultura + identificare + testarea susceptibilitatii

Pfizer IFI Meeting, Prague, 2009



Risk factors Early tests | Positive culture

{
Prophylaxis Empirical Pre-emptive | Targeted

target population
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Source: Expert Rev Pharmacoeconomics Outcomes Res ® 2013 Expert Reviews Lid




GHIDURI TERAPEUTICE
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American Thoracic Society Documents

An Official American Thoracic Society Statement:
Treatment of Fungal Infections in Adult Pulmonary
and Critical Care Patients

Andrew H. Limper, Kenneth 5. Knox, George A. 5arosi, Meil M. Ampel, John E. Bennett, Antonino Catanzaro,
Scott F. Davies, William E. Dismukes, Chadi A. Hage, Kieren A. Marr, Christopher H. Mody, John R. Perfect,
and David A. Stevens, on behalf of the American Thoracic Society Fungal Working Group

Alison G. Freifeld,! Eric J. Bow? Kent A. Sepkowitz 2 Michael J. Boeckh® James I. lto,® Craig A. Mullen,? Issam |. Raad ®
Kenneth V. Rolston,® Jo-Anne H. Young,” and John BR. Wingard®

Stefan Reuter « Gerda Silling « Thomas Siidhoff -
Andrew J. Ullmann » Georg Maschmever




GHIDURI TERAPEUTICE
pentru subpopulatii specifice

- pacient neutropenic/non-neutropenic
e pacient Imunocompromis
e pacient cu cancer

» pacient hemato-oncologic/transplant medular
e pacient critic




ABORD TERAPEUTIC



Pacient ATI

Semne si Factori de risc
: NU
simptome - (Scor Candida>3)

SS/soc septic

Fara semng de sepsis

CT,RMN
expunere . Esec clinic/toxicitate :
Inlaturarea/ i _
nlocuirea -SC |r_nbare terapie
cateterelor -asociere medicamente
-revizuirea dozelor

Fluco Echinocandina
Evolutie Fara identificare fungi Identificare fungi
favorabila favorabila .

Stabil
Fara factori de risc

Candida
albicans
fluco-sensibil?

Candida

glabrata/Krusel  aAspergillus
C. azoli-rezistente

Continua TAF Switch: Fluconazol .
anterioara Continua terapia cu Fluco

Dezescaladare la Fluco







MAKE IT SIMPLE!H!



Right Drug

Right Dose Right Duration

De-escalation

Figure 3. Optimal antifungal therapy respecting the 4Ds principles
J Joseph, KA Rodvold, Expert Opin. Pharmacother. (2008), 9(4): 561-575

Joseph, Exper Opin Pharmacother, 2008, 9(4):561



Carmeli-like Carmeli-like Carmeli-like

1 2 3

Health care Nosocomial

Communit IFI
v |- associated ﬁ

acquired IFI
IFI

l Anidulafungin
Voriconazole

Fluconazole
Caspofungin

/Caspofungin .
/Noriconazole Non-neutropenic:

AMB Posaconazole Voriconazole

Fluconazole Posaconazole

/Anidulafungin

Caspofungin

Therap Pharm Clin Toxicol, 2009, 12(2):125-130



TIMINGUL TRATAMENTULUI



Mortality risk with increasing delays
In Initiation of effective antimicrobial therapy
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Kumar, Crit Care Med, 2006,34




nitierea rapida
a tratamentului antifungic adecvat
este cruciala pentru scaderea mortalitatii

1 p<0.001

i Mortality
increases by

- 1.6% per
hour of delay 58

Mo rtality (%)

Kumar Aet al. ICAAC 2007; poster K-2174




ESCMID PUBLICATIONS

ESCMID* guideline for the diagnosis and management of Candida
diseases 2012: non-neutropenic adult patients

O.A.Cor [TABLE 4.Recommendations on fever-driven and diagnosis-driven therapy of candidaemia and invasive candidiasis

M. C. Are Population Intention Intervention SoR QoE References
W.W. Hc Adult ICU patients with fever despite To resolve fever Fluconazole 800 mg/day D | [30]
broad-spectrum antibiotics and APACHE
A. ). Ullm: I>16
ICU patients persistently febrile, but without To reduce overall mortality Fluconazole or echinocandin C I, [28]
microbiological evidence [163]
[164]
(7
[27]
ICU patients with candida isolated from To cure invasive candidiasis or candidaemia early Any antifungal D 1, [42]
respiratory secretions
ICU patients with positive (l,3)-f-pb-glucan To cure invasive candidiasis or candidaemia early Any antifungal C Iy [39]
test” [31]
[37]
[34]
[33]
Any patient with Candida isolated from To cure invasive candidiasis Antifungal treatment A Il [46]
a blood culture [47]
[48]

[49]

APACHE, acute physiology and chronic health evaluation.
*The (I,3)-f-p-glucan tests have low specificity and sensitivity with false-positive results in the presence of haemodialysis, other fungal or bacterial infection, wound gauze,
albumin or immunoglobulin infusion.

Clin Microbiol Infect 2012; 18 (Suppl. 7): 19-37



ESCMID PUBLICATIONS

ESCMID* guideline for the diagnosis and management of Candida

diseases 2012: adults with haematological malignancies and after
haematopoietic stem cell transplantation (HCT)

A. ). Ullmann'’, M. Akova®', R. Herbrecht’', C. Viscoli'', M. C. Arendrup®, S. Arikan-Akdagli®, M. Bassetti’, ). Bille®,

T. Calandra®, E. Castagnola". 0. A. Cornely'o, ). P. DonnellyI v J. Garbino'?, A. H. Groll'?’, W. W. Hope”, H. E. jensen's,
B. ). Kullberg'', C. Lass-Florl'®, O. Lortholary'"'®, W. Meersseman'®, G. Petrikkos*’, M. D. Richardson®', E. Roilides*?,
P. E. Verweij'' and M. Cuenca-Estrella®® for the ESCMID Fungal Infection Study Group (EFISG)

TABLE 4. Empiric therapy to treat possible Candida disease: All situations causing severe and prolonged neutropenia

Allogeneic
Intention Intervention HCT included SoR

References

Morbidity reduction b et Ema s e S
Caspofungin (70 mg on day | then 50 mg) Yes
AMphotericm B coNloidal dipersion (3 me/ke/aay] Tes
Amphotericin B lipid complex (5 mg/kg/day) Yes
ltraconazole (200 mg iv qi2h on day | & 2 then 200 mg iv/day) ND
Voriconazole (2 x 6 mg/kg on day | then 2 x 3 mg/kg/day)® Yes
Fluconazole (400 mg/day) ND
Amphotericin B deoxycholate (0.5-1.0 mg/kg/day) Yes

' lIL'-IIUHsIII | AAY IHS' 150

Anidulafungin ND

zonew®d>P

[44.45.47.55]
[46.47]

[54]

[55]

[56.,57]

[48]

[52,53]
[44.54.56,57]
[49.50]

No data

*Limited use since fluconazole has no mould activity. Application requires appropriate work-up to rule out mould disease.
NR, no recommendation; ND, no data available, *, dosis according to trial [48]

Clin Microbiol Infect 2012; 18 (Suppl. 7): 5367




ESCMID PUBLICATIONS

ESCMID* guideline for the diagnosis and management of Candida

diseases 2012: non-neutropenic adult patients

O.A.Co
M.C. Ar
W.W.F
A.). Ulin

TABLE 5. Recommendations on initial targeted treatment of candidaemia and invasive candidiasis in adult patients

Intervention

SoR

QoE

References Comment

Anidulafungin 200/100 mg

Caspofungin 70/50 mg

Micafungin 100 mg
Amphotericin B liposomal 3 mg/kg

Voriconazole 6/3 mg/kg/day*®

Fluconazole 400-800 mg*

A

[64] Consider local epidemiology (Candida parapsilosis, Candida krusei), less
drug—drug interactions than caspofungin

[67] Consider local epidemiology (C parapsilosis)

[55]

[63]

[61] Consider local epidemiology (C parapsilosis), less drug-drug interactions

[63] than caspofungin, consider EMA warning label

[61] Similar efficacy as micafungin, higher renal toxicity than micafungin

(62]

[43] Limited spectrum compared to echinocandins, drug-drug interactions,

[78] limitation of IV formulation in renal impairment, consider therapeutic drug

[77] monitoring

[165] Limited spectrum, inferiority to anidulafungin (especially in the subgroup

[53] with high APACHE scores), may be better than echinocandins against

[74] C parapsilosis

[54]

Targeted treatment — ghe non-neutropenic patient

Amphotericin B lipid complex 5 mg/kg

Amphotericin B deoxycholate 0.7-1.0 mg/kg

Amphotericin B deoxycholate plus fluconazole

Amphotericin B deoxycholate plus 5-fluorocytosine
Efungumab plus lipid-associated amphotericin B
Amphotericin B colloidal dispersion

Itraconazole

Posaconazole

OO0OO0O0O0O O

[73]

[72]

[57]

[58]

[50] Substantial renal and infusion-related toxicity

(51]

[165]

(53]

[54]

[55]

[74] Efficacious, but increased risk of toxicity in ICU patients
No survival benefit

(75]

[166]

[60]

[76]

No reference found

59
Clin Microbiol Infect 2012; 18 (Suppl. 7): 19-37




The BIOFILM

« Surface-associated microorganisms
 Feature of unicellular organisms to adhere to surfaces

« Escape the host immune defence
« Infections are generated/perpetuated by biofilms

Candida biofilm on a central venous catheter

dupa: Donlan RM. Biofilms: microbial life on
surfaces. Emerg Infect Dis 2005:7:8.



CLINICAL RESEARCH STUDY

The Clinical and Prognostic Importance of Positive Blood
Cultures in Adults

Brian C. Pien, MD,*" Punidha Sundaram, MD, Natalia Raoof, MD,* Sylvia F. Costa, MD,*? Stanley Mirrett, MS,”
Christopher W. Woods, MD,"%* L. Barth Reller, MD,*%* Melvin P. Weinstein, MD""

CLINICAL SIGNIFICANCE

e More than three quarters (81%) of bac-
teremias and fungemias are now ac-
quired in the hospital (46%) or other
health care settings (35%).

e Intravenous catheters are now the sin-
gle most common sources of bacteremia
and fungemia (23% of episodes).

The American Journal of Medicine (2010) 123, 819-828



ESCMID PUBLICATIONS

ESCMID* guideline for the diagnosis and management of Candida

diseases 2012: non-neutropenic adult patients

O.A. Cornely”, M. Bassettiﬁ, g B Calandraﬁ, 11 Garbino“, B. ). Kullbergﬁ, 0. Lortholary"'”, W. Meerssemanﬁ, M. Akovaq,

M. C. Arendrup'o, S. Arikan-AkdagliI ', J. Billez, E. Castagnola'z, M. Cuenca-EstreIIa”,J. P. Donnellys, A. H. Groll4, R. Herbrecht's,
W.W. Hope'®, H.E. Jensen'’, C. Lass-Florl'%, G. Petrikkos'?, M. D. Richardson?’, E. Roilides?', P. E. Verweij°, C. Viscoli*? and

A. ). Ulimann®? for the ESCMID Fungal Infection Study Group (EFISG)

TABLE 7. Recommendations on catheter management in candidaemia

Population Intervention References

Central venous catheter can be removed Remove indwelling lines (not over a guidewire) [98]
Central venous catheter cannot be removed Echinocandin, liposomal amphotericin B or amphotericin [98]
B lipid complex [90]

[89]
(9]
[23]
(92]
Azole or amphotericin B deoxycholate [95]
[98]

(73]

[97]

(96]

[%4]

Interventions are intended to clear candidaemia and to improve survival,

Clin Microbiol Infect 2012; 18 (Suppl. 7): 19-37




BARC

Caspofungin at Catheter Lock Concentrations Eradicates Mature
Biofilms of Candida lusitaniae and Candida guilliermondii

Maria Simitsopoulou,” Daniela Kyrpitzi,” Aristea Velegraki,” Thomas J. Walsh, Emmanuel Roilides”

a ANID
124

% biofjlm damage

August 2014@ Antimicrobial Agents and Chemotherapy p. 4953-4956
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CONCLUZII

IFI — frecvente si severe

fecvent — DIAGNOSTIC RATAT !
mortalitate mare

culturi pozitive — rar si tarziu
diagnostic:

tratmentul precoce amelioreaza prognosticul
echinocandine — prima alegere

65






