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Conflicto de intereses:

El ponente de la presente comunicacion declara la

ausencia de conflicto de intereses

Nota legalz

Dado el caracter y la finalidad exclusivamente docente y
| eminentemente ilustrativa de las. explicaciones en clase de. |

esta presentacion, el autor se acoge al articulo 32 de la

|Ley. de: propiedad . intelectual . vigente, . respecto: .al .uso.|

parcial de obras ajenas tal como imagenes, graflcos u otro

| material .contenido en las diferentes dlaposmvas

: -Todas- Ias -imégenes'presentadas ;se ~in_cluye;n ‘como -citas |-

necesarias para ilustrar las explicaciones de esta clase. :




“Imprescindibles” para el tratamiento de la IFI

A. Conocer caracteristicas y situacion clinica del paciente

B. Conocer el contexto epidemiologico

C. Tener claro el objetivo del tratamiento

D. Conocer la metodologia del tratamiento: recomendaciones terapéuticas
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Conocer al paciente

“Although children and adults are similarly vulnerable to invasive
fungal infections, important differences between these two
patient groups have to be considered.”

Expert Rev. Anti Infect. Ther. 9(3), 275-278 (2011)




Conocer el contexto

e CI y AlL: IFIs mas frecuentes (ademas de P. jirovecii).

* Patologia de base, interacciones y toxicidad acumulada.
* Papel de la profilaxis previa.

* Emergencia nuevos géneros/especies fungicas.

* Emergencia cepas resistentes a azoles y candinas.
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Tener claro el objetivo del tratamiento
Importancia del tratamiento precoz

Mortalidad directamente asociada al retraso en el inicio del tratamiento

=
=
=
=

cushBHERED

Cunbbwre Dhangr Dany 1 Day &
Days o Start of Flucomnasaosle

Garey KW, et al. Cln Infect Dis 2006;43:25-31.
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= o Tener claro el objetivo del tratamiento
= Estrateglas terapcuticas
~ Profilaxis T. empirico T. anticipado
| > eficacia/< toxicidad
. * Clinica IFI
- IFL posible . ¢ Probable/
e Micro Probada
DNAemia precede al GM una media de 49 dias
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Tener claro el objetivo del tratamiento
Tto anticipado: micologia positiva +/- signos clinicos de IFI

Pacientes habitualmente no neutropénicos.
Datos aislados en trasplante hepatico con galactomanan y 3-D-glucano.
Papel del galactomanano en BAL en Tx. Pulmonar.

¢Possible utilidad en pacientes de alto riesgo a pesar de profilaxis?




No infection Candidiasis
Aspergillosis*

Figure 3. The distribution of maximum (1 — 3) f-o-glucan (BDG)
level before treatment stratified by the fungal species. *<0.05 to
_ those without infection.

Infection Clinical and Epidemiological Study

Preemptive Treatment of Fungal Infection Based on
Plasma (1 — 3)f-o-Glucan Levels after Liver
Transplantation

N. Akamatsu, Y. Sugawara, J. Kaneko, S. Tamura, M. Makuuchi




TABLE 2. Characteristics of the aspergillus antigen
sandwich-EIA test in this study

95% CI
[-Sensitivity 55.6% 22.7-84.7
Specificity 93.9% 78.4—98.9]
Positive predictive value T1.4% 30.3-94.9
Negative predictive value 88.6% 72.3-96.3
LR+ 9.17 2.12-39.66
LR— 0.47 0.22-1.01

Tavlor's method.

The results of the Aspergillus antigen detection using a sandwich-
ELISA in serum in the group of case and control patients are shown
in this figure. Confidence intervals for LR were calculated using

Abbreviations used in table: LR+, likelihood ratio for a positive
test; LR—, likelihood ratio for negative test.

Table 2 . Characteristics of the aspergillus antigen sandwich-EIA test in this
studyThe results of the Aspergillus antigen detection using a sandwich-ELISA
in serum in the group of case and control patients are shown in this figure.
Confidence intervals for LR were calculated using Taylor's
method.Abbreviations used in table: LR+, likelihood ratio for a positive test;
LR-, likelihood ratio for negative test.

ASPERGILLUS ANTIGENEMIA SANDWICH-ENZYME IMMUNOASSAY TEST AS A
SERODIAGNOSTIC METHOD FOR INVASIVE ASPERGILLOSIS IN LIVER
TRANSPLANT RECIPIENTS1.

Fortun, J; Martin-Davila, P; Alvarez, M; Sanchez-Sousa, A; Quereda, C; Navas,
E; Barcena, R; Vicente, E; Candelas, A; Honrubia, A; Nuno, J; Pintado, V;
Moreno, S

Transplantation. 71(1):145-149, January 15, 2001.
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i Patient

TABLE 3. False-positive galactomannan results in the bronchoabtveolar lavage fluid in 31 lung transplant recipienta

CLNICAL AND TRANSLATIONAL RESEARCH

Coloniring specics Tt

GM index Diiscase statns Aspergillus Penicillim ~ Candida  Pipe-taro  Dialysis s
4 i e sarveillance — — Yes = - |z
{ 2 LIRS Surveillance — — Yes —_ —_ . . . . P Es
ise eid 3 05 Possibleln = = Yes £z g Diagnosis of Invasive Aspergillosis in Lung Transplant
q s e - - o - - Recipients by Detection of Galactomannan in the st
i 3 5 — — = = =i
{6 05 Sorveilance - - Yes — - Bronchoalveolar Lavage Fluid %
7 05 Surveillance - - — — — §
| : i B
£5s%1 2 o Aspergillius mlumul:!m: _.4_;]114.:5 = e Alessandro C. Pasqualotto,”* Melissa O. Xavier," Leticia B. Sanchez,” Clarice D. A. de Oliveira Costa,” i
o ? o Aypegibailonkaiion. 4 feigiis = Yes - - Sadi M. Schio,” Spencer M. Camargo,” Jose |. Camargo,” Teresa C. T. Sukiennik,” and Luiz Carlos Severo™* E
; 10 04 Sarveillance — — Yes —_ - 723
¥ 11 0.4 Aspergillus colonization A, furmigamus and A_ niger — — —_ — i =
| 1z 07 Aspergillus colonization AL fumigans — Ves — — | 753
13 07 Paossible 14 — — Yes — Yes i 5
14 o7 Surveillance — — — Yes — =
15 07 sarveillance — — Yes — 153
16 07 Aspergiilus colonization A, fumignius Yes Yes — TABLE 4. Performance of Flatelia Aspergilius EIA in BAL samples of lung transplant recipients using distinct cutoff
17 04 Aspergillis colonization AL niger Yes Yes . values
18 o8 Possible 1A — — Yes — Cutoff
i w Poadible TA _ _ G _ valoe Senshtivity (%6} Specificity (%) LR (+) LRi—) PRV (3] NPYV= (%)
2 0.8 Surveillance — — Yes — 05 100 104 168 = 0.5 100
21 09 Aspergilhus colonization A, fumignius — Yes —_ 0.7 104 IS 160 e 286 10
e Lo Possible 14 — — =— = Lo 100 BOE 520 — 4.4 L0
i 12 Aspergillus colonization A, fumignius — Yos =z 14 10 B85 86T = 57.1 100
4 13 Surveillance — — — = | S 100 ] 1040 — 613 100 l
5 13 Surveillance — — Yes — LD &5 -2 15:1F [N E] K] X
% 14 Aspergillus colonization AL fumigarns - - - 12 7540 552 1550 0.26 754 961
i e 13 Aspergillus colonization A, niger Yes - - * Based am 2 pretest probabibity of 13.3% (prevalence of lavasive aspergitiosls abserved 1n this study).
i 4 19 Aspergillus colonization A. niger — Yes — BAL, bronchoatveolar Ervage fluld: EEA, eneyme-linked Immunoassays LR, Wkelihood ratie: +. positive: —, negalives PP, postitve predictive valos NPV,
; 9 20 Sarveillamce — — Yes P negative pradictive value.
i 30 23 Possible 1A — — Yes Yes -
1 31 73 Aspergillus colonization A. fumigaius — — — —




Recomendaciones terapéuticas

Clinical Practice Guidelines for the Management ANALES=PEDIATRIA ¥

of Candidiasis: 2009 Update by the Infectious
DiSCaSCS SOCieW ()f America ASOCIACION ESPANOLA DE PEDIATRIA

Recomendaciones de la Sociedad Espaiola de Infectologia
Pediatrica sobre diagnostico y tratamiento de la candidiasis
invasiva

R §
DOYMA www.slsevier.es/snpedistr

Peter G. Pappas,’ Carol A. Kauffman,? David Andes,” Daniel K. Benjamin, Jr.* Thierry F. Calandra,m
John E. Edwards, Jr.* Scott G. Filler,* John F Fisher,” Bart-Jan Kullberg,"” Luis Ostrosky-Zeichner,?
Annette C. Reboli,” John H. Rex.,” Thomas J. Walsh,” and Jack D. Sobel® C. Figueras®*, C. Diaz de Heredia®, J.J. Garcia¢, M. Navarrod, J. Ruiz-Contreras®,
R. Rossichf, J. Rumbao®, M.A. Frick? y E.M. Rosell6®, en representacién del grupo de
estudio de la Infecciéon Fangica Invasiva de la Sociedad Espanola de Infectologia
Pediatrica (SEIP)"

* Priorizacion equinocandinas (paciente grave / interacciones / Px azoles)

e Fluconazol: - en candidiasis diseminada p N

Caspo: > 12 m
Mica: 0-18 a

- ptelonefritis candidiasica Anidula: > 18 a

\ 4
e AMB-I. +/- flucitosina en afectacion SNC o El. @

S E———. -

- en tratamiento de continuacion

Treatment Guidelines for Candidiasis = CID 2009:48 (1 March)
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Table 1. Antifungal spectram of activity against common fungi.

Espectro de actividad

b v 1

Dirganism

Antifungal agaent

AmB®

Flu

=
=

Wior

Pos

Anidulafungin

Caspofungin FAicatunain Flucytosina

Aspargilius specias

A, flavus

A, funrvigatus

AL nigrar

A, farraus
Canadida specias
. albicans
. oiabrats
krursai
. drsifaniao
. parapsilosis
. ropicals
Crypfococ cus naofommans
Cocoidicidas spacias
EBlastonmycas
Histoplasma spacias
Fusamum spascias
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Farmacocinética
Table 2. Comparative pharmacokinetics of the antifungal agents.
Antifungal agent
Fharmacokinetic parameter AmiB ABCD ABLC LAE Flu Itr? \or Pos Anidulafungin Caspofungin Micafungin)  Flucytosine
Qral bicavailability, % =h <5 =5 =5 LE15] B0 S ND «<b =5 <b 80
Food effect MA, MA MA MA MNE ES ES Food MA MA MA MNE
Distribution
Total C,, wd/mbL 0.6-2 4 13 0.1 Q.7 11 4.6 18 0.83 0.27 0.24 80
AUC, mg = hiL 17 43 14 BEE 400 262 20.3 B.9 og” 1149 168" 62
Frotein binding, % =95 =95 =95 =95 10 593 S a8 24 a7 99 4
CSF penetration, % 04 <5 <5 <5 @60 | <10 60 NR <5 <5 <5 G5
Vitreal penetration, % 038  o9g"! o028 | o038 || 2875 10° 3" 26°¢ o 0t <1" 4g"
Urine penetration, %% 3-20 <5 <5 45 @ 1-10 <2 <2 <2 <2 <2
Metabalizm Minor Hep Link Link Link Minor Hep Hep Hep Hep Monea Hep Hep Minor intestinal
Elirmination Feces Link Link Link Lrine Hep Renal Feces Feces Urine Feces Fenal
Half-ife h B0 30 173 §§D—1534_J 31 24 & 20 26 30 15 3-6
A~ CID 2006:43 (Suppl 1) » Dodds Ashley et al. 7~
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Farmacocinética equinocandinas

Cuadro 4. PERFIL FARMACOLOGICO EQUINOCANDINAS

Caspofungina

Micafungina

el

Via de administra-
cién v dosts

N
Dosis carga: 70 me/dia
el primer dia, seguida

Y
No requiere dosis carga.
50-150 mgdia. (*)

n?
Daosis carga: 150-200 me/dia el pr-
mer dia, seguida por 73-100 mg/

por 50 me/dia. dia. (*)
Biodisponibilidad =<10% <10% 2-T%
oral
Vida media 2-11h 11-1Th 24-26 h
Unidn proteinas a7 % 099.2% A4 %
Metaiolisog Metabolismo hepdtico  Metabolismo hepdtico  No se metaboliza, degradacién en
lento no enzimdtico por Anisulfatasas, plasma a producios inactivos
por hidrolisis de catechol-O-methyl-
péprtidos y N transferase, ¥y en menor
acetilacién a grado CiFSA
metabolitos inactivos,
Mo interviene CIT P 450
Eliminacion 35 % heces, 41% crina. 40 % heces <15 % orina  Principalmente en heces 1% en
onna
Concentracion Baja Baja <01 %
LR
Aicie So oo = b Pl K

insuficiencia renal
Ajuste dosis en in-
suficiencia hepddca

Caregoria embarazo

Child-Pugh A: no ajuste
Child-Pugh B: reducdr
dosis

Child-Pugh C: no datos
&

No requiere ajuste en
disfuncion moderada.
Severa: no datos

€

Mo requiere ningin tpo de ajuste

cC

(*) Desis utlizadas en diferentes estudios clinicos. Estas dosis pueden variar dependiendo de 3 indicacion clinica.

=
Derags 2011: 71 (1) C’




Toxicidad

Table 6. Comparative toxicities of antifungal agents.

Type of toxicity

Hepatic

Mephrotic

Hernatologic
Infusion-related
Electrolyte abnormalities®

Antifunagal agent
AmEB  ABCD ABLC |LAB | Flu | Itr  Vor Pos JAnicdulafungin Caspofungin Micafungin | Flugytosine
++ ++ ++ ++ + + + + + + + ++
++++  +++ +++ | ++ — - — - — - - -
+ + + + ME |MRE MR NR MR + + +++
+++ | | - — — MNA + + + MA
+++ ++ ++ ++ | NRE | + + MR + + MR +

MOTE. Plus signs indicate degres of toxicity: +, mild; +4+, moderate; and +++, sevars, ABCD, amphotericin B colloidal dispersion; ABLC, amphotaricin B
lipid complex; AmB, amphotaricin B; Flu, fluconazole; Itr, itracerazole; LAR, liposomal amphotencin B, M&, data not available bacause of a lack of formulation;
MR, not reported; Pos, posaconazola; Vor, voriconazola, Data are denved from [B, 27, 41,45 47 51, 52, 54 B2 70, 111-112].

® Includes hypokalarmia and hypomagnesemia.

CID 200642 (Suppl 1) + Dodds Ashley et al.




Requerimiento ajuste dosis

por disfuncién organica

Table 3. Suggested dose modifications for antifungal agents, by type of organ dysfunction.

Ty of .
organ Antifungal agent
dysfunction AmB  ABCD ABLC| LARB Flu Itr Wor Fos | Anidulafungin Caspofungin Micafungin | Flucytosine
Hapatic Mome Mone  Mone | None| | Hone More Dacrease dose  Mone | None Dacreass Morne Mons
for milckto- dosa for
modarate madarate
cirthosis insufficiancy
Renal Mome Mone  Mone | None| | Decreass | Caution with iv - Caution with iv- Mone | None More Morne Dacraase
dosa praparation preparation dosa
far CICr <30 for ClCr <k
rmLfrmir rmLfrmin

MOTE. ABCD, amphotericin B colloidal disparsion; ABLC, amphotericin B lipid complex; AmE, amphotaricin B; CICr, ereatinine clearance; Flu, fluconazde;
Itr, itraconazole; LAE, liposomal amphotenicin B; Pos, posaconazole; Vor, voriconazole, Data are derived from [27, 41, 46, 47 B4 20 27, =0, 92]

©

CID 200643 (Suppl 1) = Dodds Ashley et al.

e



Interacciones farmacolégicas

e Caspofungina
* Disminuye AUC para tacrolimus en 20%, C,,., 16%
* Ciclosporina incrementa AUC caspo en 35% - ojo PFHs

» Usar dosis de 70 mg/dia si recive al tiempo un inductor de
P450 e.g.
fenitoina, dexametasona, rifampicina, carbamacepina

* Micafungina

* Incrementa AUC de sirolimus en 21% : monitorear

* Incrementa AUC de nifedipina en 18%, C,,.. en 41%

* Anidulafungina

* Degradacion en torrente sanguineo — organo independiente

Max

* ¢Incrementa AUC de anidulafungina con ciclosporina?

Marris MI. Echinocandins in the management of invasive fungal infections. Part 1.




Treatment of Aspergillosis: Clinical Practice
© Guidelines of the Infectious Diseases Society &
of America
Thomas J. Walsh,"® Elias J. Anaissie,” David W. Denning.” Raoul Herbrecht,'" Dimitrios P. Kontoyiannis,?
Kieren A. Marr.,® Vicki A. Morrison,® Brahm H Segal.®? William J. Steinbach,® David A. Stevens,' "
Jo-Anne van Burik,” John R. Wingard,” and Thomas F. Patterson®*®
Table 2. Summary of recommendations for the treatment of aspergillosis.
Therapy™
Condition Prirnary Alternative” Comments
Invasive pulmonary aspergillosis Voriconazole (6 mofkg IV every 12 h for 1 L-AME (2—5 mafkalday V), ABLC (5 ma/ Primmary combination ther-
day, followed by 4 makg IV every 12 kafday IV, caspofungin (70 mg day 1 W apy is not routinely rec-
h: oral dosage is 200 mg avery 12 h) and 50 mafday IV thaereafter), micafun- ommendad basad on

ain (1Y 100150 mafday; dose not esta-
blished®), posaconazole (200 mg QID
initially, then 400 mg BID PO after sta-
bilization of diseasa”), itraconazole (dos-
age depends upon formulation)®

* Voriconazol: 1* linea. AMB-L alternativa (IFFI no aspergilar)

* Terapia combinada no recomendada

* Indicaciones QQ bien definidas

lack of clinical data; ad-
dition of another agent
or switch to ancther
drug class for sahlvage
therapy may be consid-
erad in individual pa-
tients; dosage in pediat-
ric patients for
wvoriconazele is 5—7F malf
kg IV every 12 h and for
caspofungin is 50 ma/f
rm?fday; limited clinical
experience is reported
with anidulafungin; dos-
age of posaconazole in
pediatric patients has
not beaen defined; indi-
cations for surgical in-
tervantion are outlined
in table 2
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Table 1. Antifungal spectram of activity against common fungi.

Espectro de actividad

Dirganism

Antifungal agaent

Flu

=
=

-
g
5

;

Anidulafungin

Caspofungin FAicatunain Flucytosina

Aspargilius specias
A, flavus

funrigatus

nigrar

Tarraus

Canadida specias

albicans

giabrats

frursai

lusitaniaa
paransiosis

mooicalis
Crypfococ cus naofommans
Cocoidicidas spacias
EBlastonmycas

Histoplasma spacias
Fusamum spascias
SCadosSDoriliTT & DNoSDar T
Scadosporiunm prol fcans
Iygarmycatas
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Farmacocinética
Table 2. Comparative pharmacokinetics of the antifungal agents.
Antifungal agent
Fharmacokinetic parameter AmiB ABCD ABLC LAE Flu Itr? \or Pos Anidulafungin Caspofungin Micafungin Flucytosine
Cral bivavailability, % =h <5 =5 =5 &b B0 g6 ND «<b =5 <b 80
Food effect A MA MA MA MNE Es ES Foaod M, MA MA NE
Distribution
Total €., wo/mL 0.6-2 4 13 0.1 Q.7 11 4.6 18 0.83 0.27 0.24 80
ALC, mg = hiL 17 43 14 EGh 400 29.2 203 B.9 og” 1149 168" 62
Frotein binding, % =95 =95 =95 =95 10 593 ba a8 24 a7 LE14] 4
CSF penetration. % 04 <5 <B <B =50 <10 NR <5 <6 <6 75
Vitreal penetration, % 0-ag°? 038 o038 |o0=28? | 2876™ 10° 3" 26°¢ o 0t <1" 4g"
Urine penetration, %= 320 <b =h 4.6 =N 1-10 =2 =2 =2 =2 =2 a0
Metabalizm Minor Hep Link Link Link Minor Hep Hep Hep Hep Monea Hep Hep Minor intestinal
Elirmination Feces Link Link Link Lrine Hep Renal Feces Feces Urine Feces Fenal
Half-lifa, h B0 30 173 Q00153 ,) 31 24 5] 20 26 30 15 36
@ CIDF 200642 (Suppl 1) » Dedds Ashley et al |O |
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Toxicidad

Table 6. Comparative toxicities of antifungal agents.

Antifunagal agent

Type of toxicity AmEB  ABCD ABLC

Hepatic ++ ++ ++
MNephraotic ++++ A+
Hermatologic + + +
Infusion-relatad +4++  +H+ +H+
Electrolyte abnormalities®  +++ ++ ++

LAE

++
++
+
++
++

Flu  Itr
+ +
ME MR
MA +

\ior

+

MNE

+

Pos  Anidulafungin

Caspaofungin

Micafungin  Flucytosineg
+ + ++
+ + +++
+ + MA
+ MR +

MOTE. Plus signs indicate degres of toxicity: +, mild; +4+, moderate; and +++, sevars, ABCD, amphotericin B colloidal dispersion; ABLC, amphotaricin B
lipid complex; AmB, amphotaricin B; Flu, fluconazole; Itr, itracerazole; LAR, liposomal amphotencin B, M&, data not available bacause of a lack of formulation;
MR, not reported; Pos, posaconazola; Vor, voriconazola, Data are denved from [B, 27, 41,45 47 51, 52, 54 B2 70, 111-112].

® Includes hypokalarmia and hypomagnesemia.

Toxicidad a largo plazo mal conocida (VCZ y cancer piel)

CID 200643 (Suppl 1) » Dodds Ashley et al
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Requerimiento ajuste dosis

por disfuncién organica

Table 3. Suggested dose modifications for antifungal agents, by type of organ dysfunction.

Typ= of
organ

Antifungal agent

dysfunction AmB  ABCD AEBLC |LABR

Hapatic Mone Mong Mome  [MNone

Reral Momg  Mone Mong  [MNone

Flu

Monea

Docreass  Caution with iv

Itr

M e

dosa praparation

for CICr <30
mLirmin

“or

Dacroase dosa
for mmilo-to-
mockerata
cirrhiosis

Caution with iv
preparation
for ClCr <&
rmiL/rin

Pos  Anidulafungin

Momge  Mone

Mome  Mone

Caspofungin Micafungin  Flucytosing

Decreasa Morna Mona
dosa for
modarate
insufficiancy
More Mora Dacraase
coss

MOTE. ABCD, amphotericin B colloidal disparsion; AELC, amphotericin B lipid complax; AmE, amphotaricin B; CICr, creatinine clearance; Flu, fluconazole;
Itr, traconazole; LAE, liposomal amphotericin B, Pos, posaconazole, Vor, woriconazole. Data are derived from [27, 41, 45 47 B4, 20 81, 20, 22]
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Interacciones farmacolégicas

TAELA 6. Principales interacciones medicamentosas de vericonazol

Tipo de interaccion Recomendacion

FEl farmaco disminuye los niveles de voriconazol

Carbamacepina Contraindicado
Rifampicina Contraindicado
Barhitiricos de accidn prolongada Contraindicado
Variconazal incrementa las concentraciones del farmaco
Astemizol Contraindicado
Cisapeida Coptraindicods
I Ciclosporina Reducir dosis a la mitad v monitorizar niveles I
AT Wi N I N T ) | T T
IO[‘J]Epmzul Reducir dosis a la mitad I
S LLITTIUIL T T S UDID AL TIR TR
Sicolimy Contraindicadn
Tacrolimus Redurir la dosis dos tercios y monitorizar las concentraciones I
TETTE o I TG T S TTee
Warfarina Muonitorizar el tiempo de protrombina

El farmaco disminuye los valores de voriconazol y vorfconazol incrementa conventraciones del otro farmaco
HRifabutina Contraindicado
Fenitoma Daoblar dosis de voriconazol y monitorizar niveles de fenitona

Variconazol probablemente incrementa fos valores del farmaco

Estatinas Maonitorizar los efectos de los farmacos y considerar una
Alacaloides de la VINCA reduccidn en las dosis cuando se afiade voriconazol
Sulfonilureas

Blogueantes de los canales del calcio

Benzodiacepinas




Monitorizacion de concentraciones plasmaticas

de los antifungicos

TABLE 4. Tentative recommendations for monitoring of blood levels during antifungal therapy

Time of fArst

Targer blood concn® (pgimi) for:

MEasurement
Drrug Indication afeer scar of
1?;3';5" Eficacy Safery
Flucytosine Routine during first wk of therapy, renal 3-5 Peak of =20 Peak of =50
insufficiency, lacking response to
therapy
Itraconazole Routine during first wk of therapy. 47 For prophylaxis, trough of ={0.5; NA
t ¥ oy .. T T ums l;m{l =
dysfunction., comedication
Vorconazole [acking response; gastrointestinal 47 For prophylaxis, rough of =0.5; Trough of <6
dysfunction: comedication; children: for therapy. trough of =1 to 2
intravenous-to-oral switch: severe
hepatopathy: unexplained neurclogical
symploms/signs
Posaconazole [acking response; gastrointestinal 47 For prophylaxis. trough of ==0.5: NA

dysfunction, therapy with proton
pump inhibitors; comedication

for therapy. trough of =05

o 1.5

* Toral or bowund and unbound drug concenrations. NA, nol applicable.
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