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Introduccion

B Incidenclacreciente

Aproximadamente la mitad de los pacientes
tienen valvula protésica

>80% nosocomial o RAS
Valvulas izquierdas

Retraso diagnéstico medio: 32 d !
Mortalidad muy elevada
Dudas y algunas certezas con respecto al tto
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Clinical suspicion

B Clinical suspicion if:

1. Preexisting valvular disease and
fungemia

2. Relapsing or persistent fungemia

3. Embolic complications and negative
bacterial cultures
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., ES necesario un ETE en
todas las fungemias?



Review

Candidaemia in the non-neutropenic patient: A critique
of the guidelines

A. Deshpande?, S. Gaur®, A.M. Bal¢*
Comparison of the five guidelines on key areas.

IDSA|16] (CPguidelines (17|~ GSMS-PES|18] ESCMID {19] Brazilian guidelines
0]
Ophthalmic investigation ~~ Advised Not specified Advised Advised Advised ifvisual
symptoms present, I
not, advised after 1
week
TTE/TOE Not specified Not specified Not routinely indicated ~ TOE advised Not specified
Follow-up BC Dallyoreveryother — Not specified Not specified Dallyorevenmore  Serfal BChut at least on
day frequently Days 3 and 5

B Risk-based approach?
B Cost? Risk?

" Hospital General Universitano 6
Gregorio Maranon

B Comuridad de Madeid

Intern J Antim Ag 2013; 42: 294-300



Microbiological alerts in HGUGM

Microbiological N© Echocardio |= Yield TEE in IE
N patients done episodes (%)
S. aureus 317 227 (72%) 126 (55%) | 23 (7%) | 23/126 (18%)
C.N.S. 347 136 (39%) 48 (35%) 7 (2%) 7148 (14%)
Enterococcus spp. 215 139 (64%) 65 (47%) 14 (6%) 14/65 (21%)
Streptococcus spp. 122 86 (70%) 39 (45%) 10 (8%) 10/39 (25%)
Candida spp. 103 71 (69%) 33(46%) | 7 (7%) 7133 (21%)
Other 17 8 (47%) 3 (37%) 3 (17%) 3/3 (100%)

667 (59%) 314 (47%) 64/314 (20%)
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Prospective study of echocardiogram in candidemia

January 2007 - October 2012

263 episodes of candidemia
1 Median of 5 d after BC

: !

No Echo Echo
76 patients 187 patients

3

11 endocarditis (6%)
11.5% among those with TEE
{,M rO%P Gregorio Maranon

B Fernandez Cruz A, Lancet ID (under review)



Patients with no echocardiogram

The only difference between patients with and without
echocardiogram was more persistent candidemia
among the former ( 33-7% vs 10-2%, p 0-001)

Critical condition Physician rejection  Patient rejection

‘1 Hospitzl General Universitano
Gregorio Maranon
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General characteristics of 187 patients with candidemia and an echocardiogram performed

Male gender 119 (63.6%)
Apge, mean (25D, v 65.2 (£14.8)
Charlson's comoerbidity index (mean +5D) 3.3 [£2.5)
Charlson’s with age (mean £5D) 5.4 (£2.7)
Underlying disease
Cancer 77 (41.2%)
Cardiovascular 27 (14.4%)
Meurological 15 (8%
Diabetes 10 (5.3%)
Liver 9 (4.8%)
Other 43 (23%)
None 6 (3.2%)
Area of admission
Medical 22 (43.9%)
Surgical 64 (34.2%)
Intensive care 41 (21.9%)
C. albicans (%) vs non-albicans 91 (A8.7%) vs 96
(51.39)
Classical risk factors for Candida endocarditis
% of positive BC* 77.2% (+25.4)
Persistent candidemia 63 (33.7%)
Valvular prosthesis 12 (6.4%)
Pacemaker 2 (1.1%)
Previcus valve disease (prosthesis not included) 26 (13.99%)
Mo persistent candidemia, prosthesis, pacemaker, or valve 98 (52.4%)
| dicegse
“;N In-hospital death 57 (30.5%)

Saludhadnd

(o Fernandez Cruz A, J Infection (under review)



RF for Candida endocarditis

Mo endocarditis

(n=176)

Endocarditis
(n=11)

- —]
M
SaludMadrnd

[ Semuridad de Madeid

Male gender
Age, mean (35D}, y
Charlson's
Charlson's with age
Underlying disease
Cancer
Cardiovascular
MNeurclogical
Diabetes
Liver
Other
None
% of positive BC*
Persistent candidemia
C. albicans (%) vs non-albicans
Valvular prosthesis
Previous valve disease(prosthesis not
included)
Pacemaker
In-hospital death
Persistent candidemia, prosthesis,
pacemaker, or valve disease

111 {63-6%)
652 (+14-9)
3-25+2-4

5-3%2-6

73 (41-5%)
23 (13-1%)
15 (8-5%)
10 (5-7%)
9 (5-1%)
40 (22-7%)
6 (3-4%)
76-9 (£25-5)
57 (32:4%)
86 (48-9%)
8 (4-5%)
25 (15-9%)

2 (1-1%)
51 (29-0%)
81 (46-0%)

8 (70-0%)
64-9 (+13)
4-7 £3-5
69433

4 (36-4%)
4 (36-4%)
0 (0%)

0 (0%)

0 (0%)

3 (27-3%)
0 (0%)
81-1(+24-8)
6 (54-5%)
5 (45-5%)
4(36-4%)
1 (14-3%)

0 (0%)
6 (54-5%)
8 (72-7%)

0-7
0-9
0-1
0-05
0.3

0-5
0-1
1-0
0-003
1-0

1-0
0-008
0-07

Fernandez Cruz A, Lancet ID (under review)



Description of 11 patients with Candida IE

Risk factor Prosthesis  Persistent Valve Heart QOutcome
candidemia surgery
62  Previous candidemia Yes Yes A No Death
81 Antibiotics Yes Yes A No Death
72 . . . . .
23 30% of Candida IE were found In patients with neither
Il persistent candidemia nor previous heart valve disease and
gi that were clinically unsuspected
duodenal leak
72  Previous candidemia, No Yes T Yes Death
antibiotics, abdominal surgery
52  Abdominal surgery, CVC No No Right atrium No Alive
35 (CVC, parenteral nutrition, Mo Mo T Mo Alive
previous antibiotics
69  Abdominal surgery, No No Right atrium No Alive
antibiotics

“ Hospitzl General Universitano
Gregorio Maranon
caludhadnd

(o Fernandez Cruz A, Lancet ID (under review)



La felicidad es la certeza




Review

Fungal endocarditis: current challenges™

Pierre Tattevin®"%* Matthieu Revest®, Agnés Lefort,

Christian Michelet?, Olivier Lortholary®

European
guidelines on
infective
endocarditis,
2009 [16]°

US guidelines on
Candida
infections, 2009
[Z1]"

" Hospital General Universitano
Gregorio Maranon
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e Valve replacement
for all patients

e Valve replacement
strongly recommended
‘e Lilelong fluconazole
suppressive treatment
in patients with
prosthetic valve
Candida endocarditis
who were not operated

Tattevin, Int J Antimicrob Agents 2014
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Review
Fungal endocarditis: current challenges™

Pierre Tattevin®>%*, Matthieu Revest*¢, Agnés Lefort¢,
Christian Michelet?, Olivier Lortholary®

European e Surgical valve
guidelines on replacement within a
Candida week if native valve
infections, 2012 e Surgical valve
[20] P replacement within

days if prosthetic valve

British guidelines ;
on infective highly desirable if
endocarditis, technically feasible for

2012 |22]* Candida endocarditis
e Valve replacement
mandatory for survival
in Aspergillus
endocarditis

&R 5

Caludhae
5 Cemuridad da | 14



Reasons to operate

High mortality without surgery

Limited activity of drugs within biofilm,
vegetations and prosthetic devices

Persistent fungemia
Myocardial abscess

Large vegetations may lead to severe
embolic events

Late relapses

" Hospitzl General Universitano
Gregorio Maranon
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How many patients are operated in the
real world??

41% (1965-1995) (Ellis, CID 2001)
52% (1995-2000) (Pierrotti, Chest 2002-152)
31% (80’-90’)(Benjamin 2004- 16 cases)
45% (00’-05’)(Baddley 2009- 33 cases)
31% (93-2007) (H Gregorio Marafion-16 cases) 3 8 0/0
33% (2004-2007)(Falcone 2009-15 cases)
37% (2005-2007)(MYCENDO -30 cases)
27% (2008-2009)(GAMES-11 cases)
46% (2000-2010) (ICE- 70 cases)

Hospitzl Genera | Universitario 17
ir ro Maranon



Indications for cardiac surgery

Candida | Non fungal
Myocardial abscess 47% 22%
Embolization 40% 20%
Persistent fungemia 33% 10%
Valvular regurgitation 40% 68%0
Heart failure 13% 43%
Vegetation 40% 49%

~a Hospitzl General Universitario
Gregorio Maranon

B Comuridad de Madeid

Baddley 2009
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Literature make me mad ...

B Baddley 2009 ICE data

Candida | Non fungal
Mortality with surgery 33% 14% 0.03
Mortality without surgery | 28% 20% 0.8

B Steinbach meta-analysis

» Antifungal monotherapy without surgery associated

with the poorest outcome

» But.... no difference in mortality between two

antifungals and M+S approach

» Surgery (OR 0.56; 95% CI 0.16-1.99)

~a Hospitzl Genera | Universitario
Gregorio Maranon
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Candida IE. Treatable without surgery?

— The Role of Fluconazole in the Treatment
of Candida Endocarditis

A Meta-Analysis

Meta-analysis.
64 cases treated with FLU and no surgery
49 (77%) cured or improved

4 relapsed, 11 failed (172 mortality)

- Only FLU: 11/19 (58%0) cured

- FLU + st else: 38745 (849%) cured
Longterm suppression

Smego RA. Medicine (Baltimore) 2011



Operated (46%) vs non-operated CIE

Farameter Adjunctive surgery Medical Therapy Alone P
(N=32) (N=38)
Age
Mean S0 479+ 170 e E T U e <0.01
Organism
€. olbicons 14 [44%) 17 [45%) 0.85
C. poropsiiosis 12 (38%) 7 (19%) 0.08
Rizk factors
Prosthetic valve 15 (47%) 17 [45%) 0.86
Endocavitary device T [22%) 7 [18%) 072
Previous|E o [28%) a [24%) 072
CHF 6 {19%) 11 {29%) 0.32
Renal dizease 5 [16%) 13 (34%) 0.0g8
Echocardiography
Regurgitation 20 [B5%) 17 [46%) 0.13
Paravalvular B [10%) 7 (19%) 0.oo9
complication
Prosthetic valve T [47%) 4 [249%) 0.27

complication
Clinical cormplications

Stroke 4 (13%) 4 (119%) 1.00
Embolization 13 (41%) 11 (29%) 0.31
CHF o (28%) 13 (34%) 058
Intracardigs abscess 12 (38%) 5 (13%) 0.02
Myrokic aneuryzm 1(3%) 1(3%) 1.00
Persistently positive T (22%) 5 [14%) 0.53
cultures
rAartality
- = In-hospital 12 (38%) 13 (34%) 0.77
1 I"OSputE_I 21
"M Gn 1-year 19 (66%:) 21 (62%) 0.76

(o Arnold (ICE data). PRELIMINARY REPORT
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Surgery not related to mortallty

Parameter Death Alive
In-hospital deceased (N=25)
Organisms
C. albicans 14 (45%) 10 (26%) 0.10
C. parapsilosis 5 (26%) 19 (383%) 0.36
Age
=50 years 20 (45%) 5 (19%) 0.03
>60 years 15 (50%) 10 (25%) 0.03
=70 years 8 (44%) 17 (33%) 0.37
Rick factors
Prosthetic valve 11 (34%) 14 (37%) 0.83
Diabetes Mellitus 6 (40%) 19 (35%) 0.70
CHF at baseline 11 (65%) 14 (26%) <0.01
Previous IE 6 (33%) 19 (37%) 0.77
Clinical complications
Stroke 1 {13%) 24 (39%) 0.24
Embolization 8 (33%) 17 (37%) 0.76
CHF as complication 11 (50%) 14 (29%) 0.09
Intracardiac abscess B (47%) 17 (32%) 0.26
Persistently positive cultures Q (75%) 14 (25%) <0.01
Echocardiographic complications
Paravalvular complication 4(31%) 20 (36%) 1.00
Prosthetic valve complication 5 (45%) 6 (29%) 0.34
Hospital acquired/health care 21 (45%) 3 (16%) 0.05
associated acquisition

USPeT Sermerdl UTnveET Siarig
Gregorio Maranon

Arnold (ICE data). PRELIMINARY REPORT
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Por tanto ¢hay que operar a todos los

pacientes con Candida?

Es de importancia para quien desee alcanzar
una certeza en su investigacion, el saber dudar
a tiempo.

(Aristoteles)

akifrases.com

23







Review
Fungal endocarditis: current challenges™

Pierre Tattevin®>%*, Matthieu Revest*<, Agnés Lefort¢,
Christian Michelet?, Olivier Lortholary®

European e Amphotericin B or e Valve replacement
guidelines on derivatives/with or without for all patients
infective azoles
endocarditis, e Or caspofungin
2009 [16] ¢ e Prolonged or lifelong

fluconazole suppressive
treatment

US guidelines on o Liposomal amphotericin e Valve replacement
Candida B or other lipid strongly recommended
infections, 2009 formulations with or o Lifelong fluconazole
[Z1]> Lm_]‘_hmﬁ_ﬂ;:%m_] suppressive treatment

e or an echinocandin at in patients with

high doses (caspofungin prosthetic valve
50-150 mg/day, Candida endocarditis
micafungin who were not operated
100-150 mg/day or

anidulafungin

100-200 mg/day)
¢ Prolonged fluconazole

suppressive treatment
(400-800 mg/day)

" Hospital General Universitano
Gregorio Maranon

I ot o Tattevin, Int J Antimicrob Agents 2014
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Review
Fungal endocarditis: current challenges™

Pierre Tattevin®>%*, Matthieu Revest*¢, Agnés Lefort¢,
Christian Michelet?, Olivier Lortholary®

European ¢ Liposomal amphotericin
guidelines on B(with or without
Candida flucytosine
infections, 2012 e Or caspofungin 70 mg/day
[20] P or 50 mg/day with or

without flucytosine

¢ Prolonged, fluconazole
suppressive treatment
(400-800 mg/day)

British guidelines e First-line: an
on infective echinocandin at high doses
endocarditis, (caspofungin 70 mg loading
2012 |22]* dose, then 50-100 mg/day,

micafungin 200 mg/day or
anidulafungin, licensed
doses)

e Second-line: liposomal
amphotericin B or other
lipid formulations with or
without flucytosine

e Prolonged, fluconazole
suppressive treatment
(400-800 mg/day)

e Surgical valve
replacement within a
week if native valve

e Surgical valve
replacement within
days if prosthetic valve

e Valve replacement
highly desirable if
technically feasible for
Candida endocarditis

e Valve replacement
mandatory for survival
in Aspergillus
endocarditis

26
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A meta-analysis of medical versus surgical therapy

for Candida endocarditis™

William J. Steinbach®P-*, John R. PerfectP <, Christopher H. Cabell®©,
Vance G. Fowler©®, G. Ralph Corey<*®, Jennifer S. Li®'f, Aimee K. Zaas’<,

Daniel K. Benjamin Jr2-¢-*

Table 1 Details of 92 reported cases of Candida infective endocarditis (1980-2002)

Variable No. cases Reported successful outcome
Specific treatment details
Medical antifungal monotherapy 15 53.3% (8/15)
Amphotericin B 8 75.0% (6/8)
Fluconazole 6 16.7% (1/6)
Flucytosine 1 100% (1/1)
Medical antifungal’ combination 19 63.2% (12/19)
Amphotericin B+ flucytosine 14 64.3% (9/14)
Amphotericin B+ fluconazole 66.7% (2/3)
Amphotericin B+ rifampin+flucytosine 1 100% (1/1)
Amphotericin B+ fluconazole 4 flucytosine ] 0% (0/1)
Medical antifungal with surgery 58 63% (67/107)
Amphotericin b L8 6/.9% (19/18)
Amphotericin B 4+ flucytosine 21 76.2% (16/21)
Miconazole 3 66.7% (2/3)
Fluconazole 100% (3/3)

Amphotericin B 4 fluconazole
Fluconazole + flucytosine
. Amphotericin B+ fluconazole + flucytosine

3
1
1
T

100% (1/1)
100% (1/1)
100% (1/1)






In vitro studies

B AMB - Fluconazole

» Reduced activity against Candida biofilm (decreased
ergosterol)

» AMB poor penetration into vegetations
Echinocandins

» Potentin vitro activity against Candida biofilm

» Micafungin superior than AMB-L and 5FC in vitro (Pai MP. AAC
2009)

»  Although glucan-associated changes may also occur in biofilm
Voriconazole + 5FC

» Best option for C. parapsilosis in in vitro models

RAIVI St pai MP AAC 2008, AAC 2009

B Comuridad de Madeid
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ANTIMICROBIAL AGENTS AND CHEMOTHERAPY, June 2009, p. 2629-2631 Vol, 33, No. 6
O0AG-480409E08.00+0  doi 10,1128/ AACO1026-08
Copyright ©@ 2009, American Socicty for Microbiology. All Rights Reserved.

Antifungal Combinations against Simulated Candida albicans
— Endocardial Vegetations’
Manjunath P. Pai*
College of Pharmacy, University of New Mexico, Albuguerque, New Mexico

Received 31 July 2008/Returned for modification 13 November 2008/ Accepted 12 March 2009

B 2 C. albicans strains that simulated 24-hour-old
endocardial vegetations

B [-AMB + Mica+ 5FC superior to all other
treatments for one strain

B No different from L-AmB+Mica for the other
strain

~a Hospitzl General Universitario 30
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Use of new drugs for FIE

Study FLU
GAMES 33%
Baddley 44%
Falcone 13%
Lefort* nr

Arnold** 18%

* Combination 80% ** Combination 45%%0

". Hospital General Universitario
Gregorio Maranon
SaludMadrnd
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Use of new drugs for FIE

Study AMB FLU | CAS-VORI | Death
GAMES 60% 20% 30% 42%
Baddley 59% 44% 37% 33%
Falcone 13% 13% 3% 47%
Lefort* 20% 60% 80% 67%
Arnold* 39% 18% 48% 39%

* Death 15/20 caspofungin, 8/20 voriconazole

32



Hampered by historical paradigms — echinocandins and the
treatment of Candida endocarditis

B. ). Gardiner,’ M. A. Slavin,2 T. M. Korman'> and R. L. Stuart'?

"Wionash Infectious Diseases, Monash Medical Centre. Clayton, Vic, Australia, *Peter MacCallum Cancer Centre and Faculty of Medicine, University of
Melbourne, Adelboume, Vic, Australlz and 3DEpanment of Medicire, Monash University, Clayton, Vic, Ausiraliz

Table 1 P'ublished articles describing cases of endocarditis treated with echinocandins,

Tatal Total, no surgery Mative valve, no surdgery
Reference Treated Cured Treated Cured Treated Cured
CR 1 1 1 1 1 1
16 8 7 6 5 B 5
17 1 1
18 23 8 14 4 12 3
19 1 1
20 & 3 3 1
21 1 1
22 10 5 7 P 4 2
i3 5 = 3 3 3 3
24 1 0 1 4]
25 3 1
26 10 g 5 3 3 2
27 1 1 1 1 1 1
28 1 1 1 1
29 1 1
30 3 3 Z P 1 1
31 1 1 1 1 1 1
Total 78 46 (59%) 45 24 (53%) 32 19 {59%)

‘;M Hospital General Universitario 33
sy s s Mycoses, 2014, 57, 316-319
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Therapy with AMB vs echinocandin

Parameter Overall Amphotericin B Echinocandin p*
treatment sub- group group
group (N=11) (N=14)
(N=33)
Therapy
Majority regimen 13 (39%) L (45%) 5 (36%) 0.62

combination
antifungal therapy

Any combination 15 (45%) 6 (55%) 6 (43%) 0.56
antifungal therapy
Suppressive antifungal 14 (42%) L (45%) 6 (43%) 0.90
therapy received
Adjunctive surgical 13 (39%) 6 (55%) 5 (36%) 0.35
therapy
Mortality
In-hospital | 13 (39%) 5 (45%) 4 (29%) 0.43
42day| 14 (42%) 5 (45%) 5 (36%) 0.62
1year| 21 (66%) 7 (64%) 9 (69%) 1.00

" Hospital General Universitano
Gregorio Maranon

B Comuridad de Madeid

Arnold (ICE data). PRELIMINARY REPORT



Therapy with AMB vs echlnocandm

Parameter Overall Amphotericin B Echinocandin
treatment sub- group group
group (N=11) (N=14)
[N=33)
Orgamnism
C. albicans 13 (39%) 3 (27%) 3 (21%) 1.00
C. parapsilosis 12 (36%) 5 (45%) 7 (50%) 0.82
Age
Mean (95% CI) | 61.0 (55.5-66.4) | 52.4 [43.4-61.3) | 62.5(52.6-72.4) 0.12
=60 years 13 (58%) 3 [27%) 10 {71%) 0.05
=70 years 14 (42%) 1 (3%) 7 (50%) 0.04
Community acquired 10 (31%) 9 (82%) 6 (42%) 0.05
Risk factors
Prostheticvalve 13 (39%) 3 (2708) 7 (507) 0.41
Endocavitary device B (24%] 1 (9% 5 (36%) 0.18
PreviousIE 8 (24%) 4 (36%) 2 (14%) 0.35

PR ey [Py

(= =t P |

Lo B e K TEP LR

A F—xhs A

L T T

Factores de mal pronostico mas frecuentes er

brazo candinas (sesgo en contra)

complication

Clinical complications

Stroke 4 (13%) 1 (10%) 3 (21%) 0.61

CHF 13 (39%) 3 (27%) 7 (50%) 0.41

Intracardiac abscess 11 (33%) 5 (45%) 3 (21%) 0.35
Mycutldaneuwﬁm 1 (3%) 1 (10%) 0 0.42

~a Hospital L
Gregorio Maranon

[ Comuridad de Madeid

Arnold (ICE data). PRELIMINARY REPORT
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High doses of echinocandins

Accordingly, the recommended first-line treatment of Candida
endocarditis includes high doses of echinocandins as an alternative
to lipid formulations of AmB for primary treatment of Candida
endocarditis in the USA (caspofungin 50-150mg/day, anidula-
fungin 100-200mg/day or micafungin 100-150mg/day [21]),
caspofungin + flucytosine as an alternative to lipid formulations of
AmB =+ flucytosine in Europe [20], and micafungin (200 mg/day),
caspofungin (70mg loading dose, then 50-100mg/day) or

anidulafungin (licensed doses) as primary choices [preferably jo
AmB or derivatives) in the UK [22].

1‘ Hospital General Universitano 36
Gregoro Maranon

I oo s e Tattevin, Int J Antimicrob Agents 2014



Length of treatment??

» Optimal dosage and duration undetermined
- 2-3 g of AMB? High dose of candins??
» Prolonged suppression

- Minimum of two years in operated patients?, mainly in
PVE

- Life-long if not operated?

» Prolonged follow-up to dx recurrence (30-40%) even after
9 yrs

~a Hospitzl Genera | Universitario 37
Gregorio Maranon

B, Garzoni 2007, Ellis 2001, Melgar, Medicine 1997






Complications

Stroke 12 vs 16% 0.5
Embolization 30 vs 22% 0.2
47 vs 41% 0.8
HF 24 vs 31% 0.4
Persistent + BC 39 vs 990 <0.001

M

[ Comuridad de Madeid

Hospital General Universitano
Gregoro Maranon

Baddley 2009; Falcone 2009
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Mortality, improving a little?

60’s-70’s: 86%
80-90’s: 69%
2000-2007:37-67%
2008-2009: 54%
2000-2010: 37%

Median time to endocarditis R-death: 66 days (1d—4yr) MYCENDO

11 Hospitzl General Universitano 40
Gregorio Maranon
SaludMadnd
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Aspergillus IE has higher mortality

.1

0.9

0.8

0.7 Others (n=E)

0.6

0.5

Candida ir=103)
f.l.d - A, s
0.3

5 Histoplazma (n=32)
0.2 E 1 2 "
Aspergiflus (n=24)

L

0.4- .

0 1 | . T T T '
0 500 1000 1500 2000 2500 3000

Days followed

Surviving

RAM G e Ellis et al. CID 2001 41
Saludhadnd
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Poor prognostic factors

Parameter Death Alive P

In-hospital deceased (M=25)
C. albicans 14 (45%) 10 (26%) 0.10

. Age >5O yrS Organisms
C. parapsilosis 5 (26%) 10 (38%) 0.36

B CHF at baseline ™= - i

=60 years 15 (50%) 10 (25%) 0.03
=70 years B (44%) 17 (33%) 037

. Refracto ry Risk factors
Prosthetic valve 11 (34%) 14 (37%) 0.83
. . Diabetes Mellitus 5 (40%) 10 (35%) 070
Candldem |a CHF at baseline 11 (65%) 14 (26%) <0.01
Previous IE 5 (33%) 10 (37%) 077

Clinical complications

" k (13%) (39%] .
B Hospital or HC crpostor| 8 o ri5o% o

CHF as complication 11 (50%) 14 (29%) 0.09

I Intracardiac 3b (7% (32%) .
aSSOCIated C I E Persistently positive chI:LIj:z g [j;xl E [22?] jﬂ.zﬂs:l

Echocardiographic complications

Paravalvular complication 4(31%) 20 (36%) 1.00
Prosthetic valve complication 5 (45%) 6 (20%) 0.34
Hospital acquired/health care 21 (45%) 3 (16%) 0.05

associated acquisition

‘{ Hospital General Universitano 42
Gregorio Maranon

Arnold (ICE data). PRELIMINARY REPORT
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Mas dudas que certezas

Es preciso excluir El en pacientes con candidemia

Es recomendable operar a las EIC si es posible, pero ya no
es dogma indiscutible

L-AMB no ha demostrado clara superioridad sobre las
candinas. Si usamos candinas los expertos recomiendan
elevar las dosis.

Es dudoso si hemos de administrar tratamiento inicial
combinado

Mantener luego fluconazol (minimo 2 a o para siempre si
no se ha operado)

El seguimiento ha de ser muy prolongado

" Hospitzl General Universitano
Gregorio Maranon

B Comuridad de Madeid
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Sin embargo

B Lo que acabo de recomendar NO esta basado
en datos con gran evidencia cientifica

B La mortalidad contintia siendo superior a la de
las endocarditis no fingicas

B Seria necesario realizar estudios multicéntricos
al menos para identificar los pacientes que
pueden ser curados sin cirugia, o para ver si las
candinas son mejores que AMB-L, pero .............

" Hospital General Universitano 44
Gregorio Maranon

B Comuridad de Madeid



deublt is net =
pleasant condlition,
but Certainty
is ebsure

Muchas gracias !!

MMMMMMM

Hospitzl General Universitano
Gregorio Maranon



Hospital Costa del Sol, (Marbella): Fernando Fernandez Sanchez, Marian Noureddine, Gabriel Rosas, Javier de la Torre Lima;
Hospital de Cruces, (Bilbao): José Aramendi, Maria Victoria Boado, Josune Goikoetxea, Susana Gémez, José Luis Hernandez,
José Ramodn Iruretagoyena, Josu lrurzun Zuazabal, Inés Martinez, Miguel Montejo, Pedro Maria Pérez, , Roberto Voces; Hospital
Clinico Virgen de la Victoria, (Malaga): M2 Victoria Garcia Lopez, Radka lvanova Georgieva, Manuel Marquez Solero, lIsabel
Rodriguez Bailon, Josefa Ruiz Morales;_Hospital Donostia-Policlinica Gipuzkoa, (San Sebastian): Ana Maria Cuende, Miguel
Angel Goenaga, Pedro ldigoras, José Antonio Iribarren, Alberto lzaguirre Yarza, Carlos Reviejo, Francisco Rodriguez; Hospital
General Yague, (Burgos): Carlos Duenas Gutiérrez, Luis Iglesias, Marian Mantecén, , M. A. Moran; Hospital General
Universitario de Alicante, (Alicante): Rafael Carrasco, Vicente Climent, Patricio Llamas, Esperanza Merino, Joaquin Plazas,
Sergio Reus; Hospital Juan Canalejo, (Corufia): Nemesio Alvarez, Maria del Mar Carmona, Laura Castelo, José Cuenca, Pedro
Llinares, Enrique Miguez Rey, Dolores Sousa, M2 Carmen Zuhiga; Hospital Juan Ramoén Jiménez, (Huelva): José Manuel
Lomas, Francisco Javier Martinez; Hospital Universitario de Canarias, (Canarias): M2 del Mar Alonso, Beatriz Castro, M2 del
Carmen Duran, M2 Miguel Gmez, Juan La Calzada, Ibrahim Nassar; Hospital Reqgional Universitario Carlos Haya, (Malaga):
Antonio Plata Ciezar, José M2 Reguera Iglesias; Hospital Universitario Central Asturias. (Oviedo): Carlos Costas, Jesus de la
Hera, Carlos Morales, Alfonso Moreno Torrico, Carmen Palomo, Francisco Pérez, Angeles Rodriguez, Mauricio Telenti; Hospital
Universitario Clinic de Barcelona, (Barcelona): Manuel Almela, Yolanda Armero, Manuel Azqueta, Ximena Castafieda, Carlos
Cervera, Carlos Falces, Cristina Garcia-de-la- Maria, José M. Gatell, Elisa De Lazzari, Magda Heras, Francesc Marco, Carlos A.
Mestres, José M2 Mird, Asuncion Moreno, Salvador Ninot, José Ramirez, Ana del Rio, Marta Sitges, Carlos Paré; Hospital General
Universitario Greqgorio Maranon, (Madrid): Javier Bermejo, Emilio Bouza, Alia Eworo, Ana Fernandez Cruz, Victor Gonzalez
Ramallo, Mercedes Marin, Manuel Martinez-Sellés, M2 Cruz Menarguez, Patricia Mufioz, Hugo Rodriguez-Abella, Marta Rodriguez-
Créixems, Jorge Rodriguez Roda, Antonio Segado, Jorge Solis, Blanca Pinilla, Angel Pinto, Maricela Valerio, Eduardo Verde;
Hospital Universitario La Paz, (Madrid): Isabel Antorrena, José M2 Fraile Vicente, Carlos Garcia Cerrada, Luis Garcia Guereta,
Alicia Lorenao Hernandez, Alejandro Martin Quirés, Mar Moreno, José Ramon Pafio, M2 Angustias Quesada Simon, M2 Angeles
Rodriguez Davila, , Alicia Rico Nieto; Hospital Universitario Marqués de Valdecilla, (Santander): Ana Arnaiz, Sara Bellisco,
José Berrazueta, Manuel Cobo Belaustegui, M2Carmen Farifias, Carlos Fernandez, José Garcia, Rubén Gémez, José Gutiérrez,
Rafael Martin, Marcos Pajaron, Ramoén Teira, JesUs Zarauza; Hospital Universitario Miquel Servet, (Zaragoza): Piedad Arazo
Garces, Eduardo Cay, Juan Manuel Garcia Lechuz, , M2 José Revillo, Dr.Vallejo;_Hospital Universitario Puerta de Hierro,
(Madrid): Pablo Garcia Pavia, Jesus Gonzdalez, Beatriz Orden Antonio Ramos; Hospital Universitario Ramoén vy Cajal,
(Madrid): Tomasa Centella, José Hermida, José Moya, Pilar Martinez, Enrique Navas, Enrique Oliva, Alejandro del Rio, Soledad
Ruiz; Complexo Hospitalario Universitario de Vigo, (Pontevedra): César Martinez, Andrés Nodar, Roberto Pérez, , Francisco
José Vasallo; Hospital Universitario Virgen de las Nieves, (Granada): Carmen Hidalgo Tenorio; Hospital Universitario
Virgen Macarena, (Sevilla): Antonio de Castro, Marina de Cueto, Pastora Gallego, Juan Galvez Acebal, Jesus Rodriguez Bafio;
Hospital Universitario Virgen del Rocio, (Sevilla): Aristides de Alarcéon, Emilio Garcia, Juan Luis Haro, José Antonio Lepe,
Francisco Lopez, Rafael Luque;_Hospital San Pedro, (Logrofio): Luis Javier Alonso, José Ramén Blanco, Lara Garcia, Inés
Olarte, , Carmen Martinez, José Antonio Oteo, Laura Pérez; Hospital de la Santa Creu i Sant Pau, (Barcelona): Natividad de
Benito, Mercé Gurgui, Cristina Pacho, Roser Pericas, Guillem Pons; Hospital Santiago de Compostela, (A Corufia): M. Alvarez,
A. L. Fernandez, Amparo Martinez, A. Prieto, Benito Regueiro, E. Tijera, Marino Vega; Hospital Santiago Apodstol, (Vitoria):
Andrés Canut Blasco, José Cordo Mollar, Juan Carlos Gainzarain Arana, Oscar Garcia Uriarte, Alejandro Martin Lopez, José Antonio
Urturi Matos; Hospital SAS Linea, (Cadiz): M2 Belén Nacle, Antonio Sanchez, Luis Vallejo; Hospital de Pontevedra,
(Pontevedra): Nicolads Bayon, M2 Dolores Diaz, Dario Duran, Juan Carlos Rodriguez, Antonio Moreno;_Hospital de Txaqgorritxu,
(Vitoria): Angel Alonso, Lourdes Michaus, Joseba Portu, Paola Tarabini-Castellani.
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