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Caso clinico

- 13 anos, LMA

» Induccion

* Fiebrey
heutropenia

- 4° dia (sabado):
evolucion
desfavorable

(mantiene fiebre
y neutropenia)




Problemas con esta indicacion

Sobre tratamiento de nifios que tienen
fiebre y neutropenia al dia 4

pero no tienen infeccion flngica invasora

- Eventos adversos
- Hospitalizaciones prolongadas
- Aumento de costos

Guide

IDSA 2008 Guidelines for Febrile Neutropenia




Antecedentes

En este escenario, se requiere un

enfrentamiento racional de
diagndstico y manejo de la EFT

Steinbach W.
Clin
Microbiol
Infect
2010;16:
1321-7




Estudios epidemioldgicos.

Incidencia de EFI en nifios
inmunocomprometidos




The Clinical Feature of Invasive Fungal Infection
In Pediatric Patients With Hematologic
and Malignant Diseases

A 10-year Analysis at a Single Institution at Japan
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Mizuho Ichikawa, MD,7 Daisuke Suzuki, MD,7 and Tadashi Ariga, MD, PhD
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Japon: 7%




Invasive Fungal Infections in Pediatric Leukemia Patients Receiving
Fluconazole Prophylaxis

Pediatr Blood Cancer 2009;52:470-475
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Ayse Kalkanci, o, and Meryem Albayrak, vo'
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ORIGINAL STUDIES

Risk Factor Associated With Invasive Fungal Disease in Children
With Cancer and Febrile Neutropenia

A Prospective Multicenter Evaluation
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The Pediatric Infectious Disease Journal ® Volume 29, Number 9, September 2010

Chile: 6%




Terapia antifingica

Prophylaxis (Entire Population at Risk)

Preemptive Therapy

Wingard, et al.
Oncology 2001.




Caso clinico

- 13 anos, LMA

- Induccion

* Fiebrey
heutropenia

- 4° dia (sdabado):
evolucion
desfavorable

» Ex clinico

* Fondo de ojo
» Cultivos

- Hemograma
+ PCR

» Imdgenes

(torax,
abdomen,
cardiaca)

- Galactomanano



Equilibrio

A -




Journalof
J Antimicrob Chemother 2011; 66 Suppl 1: 137-43 Antlmlcmblul
doi:10.1093/jac/dkg440 Chemotherapy

Treatment and timing in invasive mould disease

Johan Maertens* Andreas H. Groll2, Catherine Cordonnier?, Rafael de la Camara® Emmanuel Roilides?
and Oscar Marchetti®



Estrategias de uso de

antifdnagicos

Population at

|
v v

-

.

. Diagnostic
EmplrlcalJ [ driven

ﬂ

|
¥ v

- Diagnostics-
[Empmcqu [ driven J

risk for IFD
K v N 7 | \
[ Preventativystrategy }
v v
No Fluconazole Mould-active
prophylaxis prophylaxis prophylaxis

|
v v

N
- Diagnostics-

[Empmcal} [ driven
_/

Empirical
No diagnostic

facilities available implemented unreliable
Use only to buy time Results same/next day CT-scan accessible
until IFD is confirmed CT-scan accessible Bronchoscopy
or excluded Bronchoscopy available available
A A /

Diagnostics-driven
Screening tests

Diagnostics-driven
Screening tests

.




Si usamos tratamiento
empirico en América Latina:

Que tratamiento usamos?




Tratamiento empirico mads
usado en América Latina

- Anfotericina B deoxicolato

- Fluconazol




¢Y que problema hay con usar
anfotericina B deoxicolato y
fluconazol empirico?




.....

Feed back tu arkd
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Nefrotoxicidad anfotericina B
Incidencia: 49 - 65%

Daino directo tubulo distal.
Pérdida de Na*, K*, y Mg**
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Reacciones Adversas de
Ay Antifungicos

Hepatic Renal toxicity CNS Photopsia Cutaneous

el

All azoles Amphotericin B Voriconazole Voriconazole  Rash (all antifungal agents)
Amphotericin B Cyclodextrins possibly Photosensitivity/malignancy?
5-FC toxic (IV voriconazole) (voriconazole)

Echinocandins

Gl Cardiac Infusion reactions Bone marrow suppression
* '*EE
. ’\_'T.-I
LA
ltraconazole Cardiomyopathy JAmophotericin B 5FC
Posaconazole (itraconazole) Echinocandins

5FC Amphotercin B (anemia
QTc prolongation associated with decreased
(all azoles, especially epoetin production)

with drug interactions)
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Sigamos revisando la
literatura sobre terapia
empirica vs pre emptive
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J Antimicrob Chemother 2011; 66 Suppl 1: i125-35 AntlmlcrOblql
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Systematic review and mixed treatment comparison of randomized
evidence for empirical, pre-emptive and directed treatment strategies
for invasive mould disease

Nick Freemantle*, Puvan Tharmanathan? and Raoul Herbrecht 3

ISchool of Health and Population Sciences, University of Birmingham, Birmingham, UK; “York, UK; *Département d’Oncologie
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Freemantle N
et al
JAC 2011

Mortalidad en terapia pre
emptive vs empirica

Odds ratio meta-analysis plot [fixed effects]

Cordonnier 2009 : = 1.88 (0.46, 8.93)

Hebart 2009 { 0.99 (0.56, 1.74)
Combined [fixed] —<> 1.10 (0.68, 1.78)

0.2 0.5 1 2 5 10
Odds ratio (95% confidence interval)




Leukemia & Lymphoma, February 2011; 52(2): 179-193 informa

healthcare

REVIEW

Design issues in a randomized controlled trial of a pre-emptive versus
empiric antifungal strategy for invasive aspergillosis in patients with
high-risk hematologic malignancies

C. ORLA MORRISSEY!?, SHARON C.-A. CHEN’, TANIA C. SORRELL",
KENNETH F. BRADSTOCK?, JEFFREY SZER®, CATRIONA L. HALLIDAY’,
NICOLE M. GILROY’, ANTHONY P. SCHWARER®, & MONICA A. SLAVIN*®

Y Infectious Diseases Unit, Department of Medicine, Alfred Hospital and Monash University, Melbourne, VIC, Australia,
2Burnet Institute, Melbourne, VIC, Australia, >Centre for Infectious Diseases and Microbiology, Westmead, NSW, Australia,
*Centre for Infectious Diseases and Microbiology and Westmead Millennium Institute, University of Sydney, Westmead, NSW,
Australia, > Department of Haematology, Westmead Hospital, Westmead, NSW, Australia, *Department of Clinical
Haematology and BMT Service, Royal Melbourne Hospital, Parkville, VIC, Australia, " Centre for Infectious Diseases and
Microbiology Laboratory Services, Westmead, NSW, Australia, ® Department of Haematology and Medical Oncology, Box Hill
Hospital, Box Hill, VIC, Australia, and °Peter MacCallum Cancer Centre and Centre for Clinical Research Excellence in
Infectious Diseases, Royal Melbourne Hospital, Parkville, VIC, Australia



+ End points???

+ Seleccion de pacientes

* Prospectivo/retrospectivo

» Ciego/no ciego

» Duracion de screening

+ Eleccion de exdmenes screening
* Profilaxis




..y en América Latina?







..y en ninos?
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Risk Factor Associated With Invasive Fungal Disease in Children
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936 episodios NF

Alto riesgo,
enrolados en el estudio
N=604
Episodios EFT 35/604
N=35 6%
Villarroel M y
cols Probada Probable Posible
N= 10 N= 18

Ped Infect DisJ  N=7
2010, 29




TABLE 3. Clinical and Laboratory Characteristics Obtained at Day 4 of Hospitalization
by Invasive Fungal Disease Status Diagnosed After 72 Hours of Admission

IFD Status Diagnosed After 72 h of Admission Relative Risk Compared to No IFD

Characteristic Proven/
Probable (NN OZIEE]?Q) Proven/Probable
(N =14)
Presence of fever 14 (100%) 227 (40%) 2.5(2.1-2.9)
ANC =500 13 (93%) 387 (68%) NS
AMC =100 14 (100%) 284 (50%) 2.0(1.7-2.2)
CRP =90 9(64%) 193 (34%) NS
Fever plus
ANC* 13 (93%) 187 (33%) 2.8(2.2-3.6)
AMCH* 14 (100%) 153 (27%) 3.7(3.1-44)
CRP# 9 (64%) 195 (2907 29(16-50)
| AMC and CRP 10 (75%) 74 (13%) 5.4(3.2-9.2)




Episodios
NFAR

(100%)

Dia 4: fiebre +
heutropenia
(36%)

Dia 4: fiebre+
heutropenia +

RAM < 100 +
PCR > 90 (16%)
Villarroel M y
ol EFTI probada
(6%)

Ped Infect Dis J
2010; 29
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[ Alto riesgo j

v

Revaloracion del tratamiento al 4° dia de evolucién

[ Evolucion favorable ] [ Evolucidn desfavorable j

I ;

Tratamiento minimo 7 dias. Revalorar el
Suspender con 48 horas afebril tratamiento
y RAN en ascenso antimicrobiano®

| I

[ Buena evolucion al 7° dia [ Persistencia de Ia J

fiebre al 5 - 7° dia

4 )
Busqueda de enfermedad

fingica invasora®
Eventual indicacion de

terapia antifungica
. vy




Febrile
Neutropenia

Bl and sepsis FiisklEvaIuatinn + miu‘ulllidngiml study + bacttirial and viral PCR
Low Risk for IB High Risk for IBI

Antimil:r+l:rials Mﬁi+rnbhl5

Respiratory Respiratory virus Resp Virus [+) Resp Virus [+) Resp Virus [-) Resp Virus (-
Wirus [+) -1 Bacteria (-} Bacteria [+) Bacteria [+) Bacteria (-]
Bacteria (-) Bacteria (+ or -) o
| Randomization
D/C ATB Complete ATB Continue ATE
Discharge 7-10d Clinical and Lab evaluation
Qutpatient Day 4
Clinic
Unfavorable Favorable
] |
Suspect Complets ATE
Fungal Infection Inpatient
_— i Randomization
| Intervention 1 | |
- Intervention 2 | Pre emptive Empirical
T R&M, RAM, CRP, Antifungal
Intervention 3 Cultures, treatment
imagings, GM,
fungal PCR
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Tabla 4. (Intervencion 3). Ninos con episodios de neutropenia febril de alto riesgo con
mantencion de fiebre y neutropenia al dia 4 de evolucion, randomizados a recibir terapia
antifungica pre emptive versus empirica

Tipo de Intervencion

Caracteristicas Pre - emptive Empirico
(h=16) (n=25

Dias de hospitalizacion, mediana (p25-75) 22 21
Dias de fiebre, mediana (p25 - 75) 14 10
Dias de antifundicos, mediana (p25 - 75) 3 12
Evolucion favorable (n %) 14 (88) 22 (88
Infeccion fungica invasora

Demostrada 2(13) 2 (8)

Probable 1(6) 3(12)

Posible 0 3(12)
Requiere inicio antifungico, n (%) 8 (90) 0
Requiere modificacion antifungico. n (%) 4 (25) 6 (24)
Ingreso a UCI _n (%) 3 (19) 6 (24)
Fallece, n (%) 2(13) 3(12)




Caso clinico

- 13 ahos, LMA - Ex clinico

* Induccion » Cultivos
- Fiebrey + PCR
heutropenia . Imdgenes

* 4° dia (sabado): | Galactomanano
evolucion

desfavorable

Randomizacion: terapia pre emptive



Mensaje final

- Enfrentamiento mds global

- Prevencion: Lavado manos, aire
protegido, uso racional antibacterianos,
profilaxis contra Candida en
situaciones definidas

- Trabajo en equipo




Mensaje final

- Mejor diagnéstico:
- Sospecha, imdgenes, procedimientos

invasores (LBA, biopsias, endoscopia), en
24 h

- Rol laboratorio Microbiologia
- Rol Anatomia patoldgica

- Mds que empirico vs pre emptive:

- Equilibrio: Evitar terapias
innecesarias, mayor precocidad en las
hecesarios




Gracias




