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Review

Infectious complications in the |
a narrative review

Thomas Lehrnbecher ", Andreas H. Gro
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cancer patients
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Late effects

Lehrnbecher T, Groll AH. Clin Microbiol Infect. 2025
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DOI: 710.71016/j.cmi.2024.06.002



Clinical Microbiology and Infection 31 (2025) 37-42 I
Table 1
Camians 56 avelEalD 6k S GG Considerations on diagnostic tools in the paediatric population
g . g g CLINICAl  Diagnostic procedure Comment Reference
Clinical Microbiology and Infection MICROBIOLOG g b
AND INFECTIOf - § Blood culture Recovery of a pathogen largely depends on the blood volume, which may be limited in children, in [30]
journal homepage: www.clinicalmicrobiologyandinfection.com B ESCMID i particular in the younger age group
Next-generation sequencing (NGS) Culture-independent identification of pathogens, which may increase the yield of positive results, [31]
Review such as cell-free DNA NGS or but not yet validated for routine clinical practice
metagenomic NGS
Infectious complications in the paediatric immunocompromised host: Respiratory viral panel Required in symptomatic patients to isolate the patient and to consider therapy (e.g. oseltamivir in
a narrative review ‘ ‘ influenza)
Non-culture-based diagnostic
Thomas Lehrnbecher *, Andreas H. Groll 2 tools for fungi
galactomannan Prospective monitoring is recommended as screening of paediatric patients at high risk for invasive [32]
fungal disease not receiving mould-active prophylaxis and as a diagnostic tool for children with
' prolonged febrile neutropenia unresponsive to broad-spectrum antibiotics or for children
. _N(_)t_rgcg)r_nr_nsrld_eq i_n_tt;e_p_.agd_ialmc pg)]au_la_tigrll because of poor positive predictive values [32]
PCR-based methods Recommended as a diagnostic tool (blood, tissue) [32]
arias. Invasive diagnostic procedures Significantly higher rate of complications in children compared with adults, which is a limitation in [34]
I D 1 o ‘ such as lunﬁ bioesx ‘ the paediatric population
. , . . . . Imaging studies
- M eJ oria en la Su pe rvivencila pO r p r0f| l_aX| S computerized tomography Findings often non-specific (even in proven invasive fungal disease); radiation exposure as major [35,36]
; . limifafion in pasdiatrics
- M eJ or tratamiento (TP H) —_ DCO. p recoz (TRECS...) magnetic resonance imaging Limited by the potential need of anaesthesia, in particular in the younger age group

- IDCG
Dificultad acceso a antimicrobianos para pediatria:

- Aprobacion
|D 2arias; - Formulacion (jarabes...)
- 3% mortalidad (nifios con céancer) - PK/PD diferente

- Uso off-label

- Bacterias
- >CGPvsBGN - Ejemplo: Isavuconazol ~ 10 afios (Adultos = pediatria)
- >leucemiasvs solidos

- Hongos (LMA, LLA recaida...)

A ; ) Incertidumbre en el impacto a largo plazo de infecciones en pediatria
- Infecciodn viral grave: TPH y mas tardio

iNecesidad de

“Los nifnos no son adultos p(equ(eﬁ@@" guias especificas!

Lehrnbecher T, Groll AH. Clin Microbiol Infect. 2025 DOI: 70.7016/j.cmi.2024.06.002
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Early stoppage of empirical antibiotic therapy in paediatric  ®
acute leukaemia with high-risk febrile neutropenia: a
randomized, open-label, phase 3, non-inferiority trial

Santosh Kumar Chellapuram,*® Santosh Kumar EJC Paediatric Oncology 6 (2025) 100321
Sreenivas Vishnubhatla, Shuvadeep Ganguly,**
Contents lists available at ScienceDirect - EI@
S EJC Paediatric Oncology \
l:%‘%{ o ‘:
ELSEVIER journal homepage: www.journals.elsevier.com/ejc-paediatric-oncology

Original research ' 4.)

Check for

Early discontinuation of empiric antibiotic therapy in children treated for |,
cancer who develop febrile neutropenia: A prospective cohort study

Smaragda Papachristidou ”'*"®, Dimitrios Doganis ®, Georgia Kourlaba ©, George Pantalos ©,
Sophia Pasparaki”, Margarita Baka *, Apostolos Pourtsidis “©, Lydia Kossiva "

Vasiliki Papaevangelou °, Nikolaos Spyridis '@, Maria Tsolia "

Chellapuram SK et al. Lancet. 2025 DOI: 10.1016/j.eclinm.2025.103610



THE LANCET

Assessed for eligibility (n = 400)

Early stoppage of empirical antibiotic ther.

Excluded (n = 120)

acute leukaemia with high-risk febrile neu L g i n=24)
randomized, open-label, phase 3, non-infe | © Baselne cuture notavable(nes) |
* ANC recovered (n=6)

Organ failure (n=3) 2
Santosh Kumar Chellapuram,*® Santosh Kumar Kn,® Manraj Singh Sra,”® Rupak Kumar Giri,” Deep + Documented microbiologic infection (n=12) b

Sreenivas Vishnubhatla,“ Shuvadeep Gangu[y,“’d'” and Sameer Bakhshi®* Denial of consent (n=4) ,
Loss to follow up during screening (n=7)

Death during screening period (n=5)

\ 4

-2-18 anos Randomized (n =280)
@ -LMA o LLA, nuevo Dco o recaida [ " ]
. . Allocation
\// | - Fiebrey neutropenia durante QT ' '
in d ucc | 0' n Allocated to Continuation arm (n = 139) Allocated to Stop arm (n = 141)
Protocol violation (n=1): »  Protocol violation (n=1):
-Randomised at ANC 2500 cells/ pL -Delayed culture positive for S. hominis
- Hemocultivo: negativo _‘
. 4 [ Follow-Up ] ¥
- Afe brl l' 72 h oras J Lost to follow up (n = 0) Lost to follow up (n = 0)
N Discontinued intervention (n = 0) Discontinued intervention (n = 0)
- No evidencia de infeccion [ Analysis ]
als h 4 v
- N O ATB 3 ll neao AF Included in ITT analysis (n = 138) Included in ITT analysis (n = 140)
- NoTPH , VIH , FG <30 Included in PP analysis (n=137) Included in PP analysis (n=140)
» Protocol violation (n=1):

-EAT stopped before ANC 2500 cells/pL

Chellapuram SK et al. Lancet. 2025 DOI:10.1016/j.eclinm.2025.103610



Early stoppage of empirical antibiotic therapy in paediatric
acute leukaemia with high-risk febrile neutropenia: a

rando . -
Characteristic Overall cohort (n = 278) Stop arm (N = 140) Continuation Arm (N = 138)
Seems v | Age [median (IQR)] 8 (5-14) 8 (5-13) 8.5 (5-15)
Sex
Male 183 (65.8%) . ~Tromnn or oo
Female 35 34.2%) Outcome Stop arm (N = 140) Continuation arm p-value
Diagnosis (N i 138)
AML 4 (26.6%)
B-ALL 117 (42.1%) Days of antibiotic administration 4.2 (0.0-10.0) 11.0 (7.2-15.0) <0.0001
L 4 (5.0%) [median (IQR)]
Relapsed AML 2 (11.5%) . .. 0 0
e o S ) Hospital, admission 41 (29.3%) 0 (217%) 015
Relapsed T-ALL 3 (11%) Use of third-line antibiotic 9 (20.7%) 4 (24.6%) 0.44
Serum albumin in g/dL [median (IQR)] 8 (3.4-4.1) Use of therapeutic antifungals 23 (16.4%) 0 (21.7%) 0.26
Haemoglobin in g/dl [median (IQR)] 7.20 (6.2-8.5) Mortallty ( %) (7 9%) 031
Absolute neutrophil count in cells/pL [median (IQR)] 200 (100-300) e —— :
Platelets in cells/pL [median (IQR)] 28,500 (18,000-50 Use of inotropes 3 (9:3%) 13 (9.4%) 0.97
; . _ : Use of mechanical ventilation 8 (5.7%) 11 (7.9%) 0.46
AML, acute myeloid leukaemia; B-ALL, B-cell acute lymphoblastic leukaemia; T-ALL, T
Received PRBC infusion 118 (84.3%) 122 (88.4%) 0.32
Table 1: Demographic and disease characteristics of participants (n = 278). 3 3 .
Received SDP infusion 102 (72.9%) 112 (81.2%) 0.10
Received PRP infusion 85 (60.7%) 87 (63.0%) 0.69
Received granulocyte infusion 7 (5.0%) 8 (5.8%) 0.77
Beqy_lr_e_cl_ emergency Visits 49 (35.0%) 42 (30.4%) 0.42
Required dialysis 1 (0.7%) 1 (0.7%) 0.99
PRBC, packed red blood cells; PRP, platelet rich plasma; SDP, single donor platelets.
Table 2: Secondary outcomes in each treatment arm.

Chellapuram SK et al. Lancet. 2025 DOI: 10.1016/j.eclinm.2025.103610



Outcome Stop arm (N = 140) Continuation arm p-value
Early stoppage of empirical antibiotic therapy in paediatric bl )
acute leukaemia with high-risk febrile neutropenia: a Days of antibiotic administration 4.2 (0.0-10.0) 11.0 (7.2-15.0) <0.0001
randomized, open-label, phase 3, non-inferiority trial [median (IQR)]
Santosh Kumar Chellapuram,* Santosh Kumar Kn,*¢ Manraj Singh Sra, Rupak Kumar Giri,® Deepam Pushpam,” Atul Batra,* HOSpltal admlssion 41 (29.3%) 30 (21.7%) 0.15
Sreenivas Vishnubhatla,® Shuvadeep Ganguly,“*** and Sameer Bakhshi®* Oa

Use of third-line antibiotic 29 (20.7%) 34 (24.6%) 0.44

Use of therapeutic antifungals 23 (16.4%) 30 (21.7%) 0.26

Martality 7 (5%) 11 (7.9%) 0.31
S , p:< 0.0001 , 13 (9:3%) 13 (9.4%) 0.97
.g 40 | 8 (5.7%) 11 (7.9%) 0.46
§ 118 (84.3%) 122 (88.4%) 0.32
g 102 (72.9%) 112 (81.2%) 0.10
% 30 85 (60.7%) 87 (63.0%) 0.69
s 7 (5.0%) 8 (5.8%) 0.77
.g 49 (35.0%) 42 (30.4%) 0.42
IE 20 1 (0.7%) 1 (0.7%) 0.99
T
_; rich plasma; SDP, single donor platelets.
o
2 10 treatment arm.
s
‘s
> . . . . . s
8 o - No inferioridad en la interrupcién

Continuation . Stop precoz ATB en pacientes pediatricos
rm .
con leucemia aguda con FyN alto
' Continuation H Stop .
riesgo

Chellapuram SK et al. Lancet. 2025 DOI: 10.1016/j.eclinm.2025. 103610






CAR T-cell therapy
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T-cell CAR T-cell

fehimeric antigen receptor)

Infections Following CAR-T therapies in Children, Adolescents, and Young Adults:
A Systematic Review and Meta-Analysis

Infection (2021) 49:215-231
https://doi.org/10.1007/s15010-020-01521-5

REVIEW q

Check for
updates

Recommendations for screening, monitoring, prevention,
and prophylaxis of infections in adult and pediatric patients receiving
CAR T-cell therapy: a position paper

Ibai Los-Arcos'? - Gloria lacoboni®** - Manuela Aguilar-Guisado® - Laia Alsina-Manrique® - Cristina Diaz de Heredia’ -
Claudia Fortuny-Guasch® - Irene Garcia-Cadenas® - Carolina Garcia-Vidal'® - Marta Gonzalez-Vicent'' -

Rafael Hernani'? - Mi Kwon'? - Marina Machado'* - Xavier Martinez-Gémez'® - Valentin Ortiz Maldonado'®'7 .
Carolina Pinto Pla'® - José Luis Pifnana'® - Virginia Pomar®° - Juan Luis Reguera-Ortega?' - Miguel Salavert®?.

Pere Soler-Palacin?® - Lourdes Vazquez-Lopez** - Pere Barba3*® . Isabel Ruiz-Camps'?

Michael M, et al. Blood. 2026 DOI: 10.1016/j.bict.2026.100040



Infections Following CAR-T therapies in Children, Adolescents, and
A Systematic Review and Meta-Analysis

CAR T-cell therapy

4T x
>~ =
- + Y = W

Revisidon sistematica y meta-analisis (hasta 17 junio 2025):

- CAR-T cell - recaida / refractaria - tumores hematolégicos
- <26 anos (no mezclados con datos de adultos)

)
&

—

Primario: cuantificar prevalencia de infecciones

Secundarios:

- Prevalencia infecciones graves
- Mortalidad atribuida a infecciones
- % infecciones virales, bacterianas y fungicas:
- Tempranas (=28-30 dias) vs tardias (>28-30 dias)

Michael M, et al. Blood. 2026

Identification of studies via databases and registers ]
c Records identified from:
o Databases (n = 5889) Records removed before
E Pubmed (n = 2013) screening:
= Scopus (n = 2626) EE— Duplicate records removed
T WOS (n = 1157) (n = 1204)
§ Cochrane (n = 93)
Records screened Records excluded
—»
(n = 4685) (n = 4639)
o
.E
=
[}
5 v
(7]
Reports assessed for eligibility o Repglr}:"izct:éu?neg“l 1)
(n = 46) Adult only population (n = 21)
Mixed Children and Adults (children only
data not extractable) (n = 2)
Same cohort/Overlapping population
(duplicate cohort) (n = 2)
T- cell based malignancies (n = 1)
~—
- Reports retrieved from database
= screening and included in review . .
3 (n=9) Reports identified through
£ Total number of included studies manual search (n = 3)
(n=12)

DOI

:10.1016/j.bict.2026.100040




€ blo

nmt

Infections
A Systemati

Micha

Study Country/Region Design CAYA patients, n All-Grade Infections, n Malignancy, n Median Age, years Male, n (%0) Target Antigen Lymphodepletion Follow-up, months
(%) (range) (range)*
Wu etal, 2024 China Observational 79 53/79 (67%) R/R B-ALL (n=79) 8 (5-11 IQR) 58/79 (73%) CD19 and CD22 Flu/Cy 3
(Retrospective
single-institution)
Maron et al., 2022 USA Observational 38 19/38 (50%) B-ALL (n=37), B- 9(1.8-23.6) 20/38 (53%) CD19 Flw/Cy 3
. lymphoblastic lymphoma
(Retrospective
. s (®=1)
single-institution)
Maude et al., 2018 Multiple Phase 2 75 32/75 (43%) R/R B-ALL (n=75) 11 (3-23) 43/75 (57%) CD19 Flu/Cy(n=71). Cytarabine/ Median 13.1 (2.1-23.5)
Etoposide (n=1)
Lust et al., 2025 USA Observational 70 17/70 (24%) R/R B-ALL (n=70) Brexu-cel group: 22.5 (18— Brexu-cel group: 70% CD19 Flw/Cy(n=64), Other (n=6) Brexu-cel group: 9.9 (2.2—
. 26) (14/20) 15.1)
(Retrospective database
Tisa-cel group: 58% Tisa-cel group: 12.7 (1.1-
review) Tisa-cel group: 21(18-26) grouwp ° group (
(29/50) 272)
Curran et al., 2019 USA Phase 1 25 9/25 (36%) R/R B-ALL (n=25) 13.5 (1-22.5) NR CD19 Cy only (n=19), Flw/Cy Median 7.7 (0.5-43.7)
(n=6)
Diamond et al., 2023 Australia Observational 27 6/27 (22%) R/R B-ALL (n=27) 11 (1-17) 13/27 (48%) CD19 NR 33
(Retrospective
single-institution)
Vora et al., 2020 USA Observational 83 44/83 (53%) R/R B-ALL (n=81). B-cell 12 (1-25) 50/83 (60%) CD19 Flu/Cy (n=54). Cy only Median 1.5 (0.3-3)
\ lymphoma (n=1). mixed (n=23 patients), Other
(Retrospective
i L leukemia (n=1) regimens (n=6)
single-institution)
Cordoba et al., 2021 UK Phase 1 15 8/15 (53%) R/R B-ALL (n=15) 8 (4-16) 11/15 (73%) CD19 and CD22 Flu/Cy Median 14 (2-28)
Ghorashian et al., 2019 UK Phase 1 14 6/14 (43%) R/RB-ALL (n=14) 9 (6-10) 13/14 (93%) CD19 Fluw/Cy Median 14.4
Pan et al., 2023 China Phase 2 81 10/81 (12%) R/R B-ALL (n=81) 8 50/81 (62%) CD19 and CD22 Flu/Cy Median 17.7 (IQR 11.4-
20.9)
Dayagi et al., 2021 Israel Observational 36 13/36 (36%) B-ALL (n=30), NHL (n=6) 13 (1.9-24.3) 27/36 (75%) CD19 with a CD28 co- Flu/Cy 2
. stimulatory domain
(Retrospective based on

single center phase 1b/2)

apy

CART-cell

0040
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Infections Following CAR-T therapies in Children, Adolescents, and Young Adults:
A Systematic Review and Meta-Analysis

12 articulos (2018-2025):

CART-cell therapy

mmmmmmmmmmmmmmmmmm

39% infeccidén (217/543): mediana 90 dias [rango 30-438]

- Gravedad (grado 23): 50/270 - mediana 234 dias

- Fallecimiento por infeccion: 16/567 = 2.8% E 3
(== - 567 pacientes
C— TIPO INFECCION | %, precoz (<28-30 d) | %, tardia (>28-30d)
== - Mediana 11 anos (rango 1-26)
- 639% varones GlObal 32 20
Bacteriana 14
Viral 13 4
Lugar de infeccion: Fungica 2 0.8
- Bacteriemia (34.5%, 59/171) [mediana 90 d]
- Tracto respiratorio (24%)
. . ) Fallecimiento relac.:
84 aislamientos bacterianos: 54 detecciones virales: - 3E.faecalis
- 17 -Staphylococci (6 - S.aureus) - 14-RhV/EV - 1Escherichia
- 12-E.coli - 6-VRS - 1 Stenotrophomonas '
- 10-E.faecalis - 6-Parainfluenza - 1Aeromonas hydropl"ulan
- 8-Paeruginosa . 3-CMV//3-VEB - 1 Staphyloccous wallichii
) Cw) - 1 Acinetobacter baumannii
- () j - 2 Mucormicosis

Michael M, et al. Blood. 2026

DOI: 10.1016/j.bict.2026.100040



CAR T-cell therapy
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Infections Following CAR-T therapies in Children, Adolescents, and Young Adults:
A Systematic Review and Meta-Analysis

Descenso de las infecciones fase tardia vs precoz, aunque se mantiene 20% (con predominio de bacteriano)

- vs Adultos: > infeccidn bacteriana en 18" mes = >virus en >1¢" mes
- No recomendada profilaxis en 1°" mes (generalizada), considerar individualmente >1°" mes (SLC, recuperacion Nt, etc.)

No muchas infecciones virales graves (predominio respiratorios vs CMV/VEB) - No profilaxis generalizada

Poca infeccion fungica pero grave:
—> Profilaxis de IFI segln factores de riesgo (Neutropenia persistente, SLC grave, corticoides...)

Relativamente alto % infecciones graves (20%) = Necesidad de intervencion precoz (no solo en 1°" mes)

Michael M, et al. Blood. 2026 DOI: 10.1016/j.bict.2026.100040
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Real-life use of isavu EUROPEAN MEDICINES AGENCY

SCIENCE MEDICINES HEALTH
Natalia Mendoza-Palomar @ 1%, ¢

Clara Izquierdo Anto®, Marta Taid
Cristina Jiménez Nfiez ® ™, Elen gya/317020/2024
Begofia Carazo Gallego (® ', | EMEA/H/C/002734
Angela Manzanares (» *®

Cresemba (isavuconazol)
Informacion general sobre Cresemba y sobre los motivos por los que se >

Check for

autoriza su uso en la UE updates

éQué es Cresemba y para qué se utiliza?

Cresemba es un medicamento antifingico que se utiliza para tratar a adultos y nifios mayores de 1 f isavuconazole as a
afios con aspergilosis invasiva o mucormicosis (infecciones causadas por hongos). Para la
mucormicosis, Cresemba se utiliza cuando otro medicamento, la anfotericina B, no es adecuado. ediatric patients: a

La aspergilosis invasiva y la mucormicosis son raras, y Cresemba ha sido designado «medicamento

huérfano» (es decir, un medicamento utilizado en enfermedades raras). Puede encontrar mas

informacion sobre la designacion de medicamento huérfano en la pagina web de la EMA. 4 de junio de

2014; asperdilosis invasiva: 4 de julio de 2014). S Michael Neely,” Victoria Bordon,® Benjamin

,'* Shamim Sinnar,® Rodney Croos-Dabrera,®

Cresemba contiene el principio activo isavuconazol.

B e s ET T TRIT TSI T ST s

Mendoza-Palomar N et al. JAntimicrob Chemother. 2026 DOI: 10.1093/jac/dkaf394
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J Antimicrob Chemother 2026; 81: dkaf394 Antimicrobial 5 @“”
https://doi.org/10.1093/jac/dkaf394 Advance Access publication 22 October 2025 Chemotherqpy

Real-life use of isavuconazole in Spanish children and adolescents

Natalia Mendoza-Palomar @ ***t, Silvia Simé Nebot (® **t, Laura Roig-Soria ( ™, Laura Alonso Garcia @ *°,

Clara Izquierdo Anto®, Marta Taida Garcia Ascaso @ ’, David Diaz Pérez (® 2, Carlos Grasa Lozano @@ *1%11,

Cristina Jiménez Nuiez @ *?, Elena Maria Rincén Lépez @ *»**1*, Maria Luisa Navarro Gémez @@ 11131415

Begofia Carazo Gallego @ *®, Beatriz Alvarez Vallejo @ "*7, Jose Tomas Ramos Amador @ *****8,
Angela Manzanares () *2, Beatriz Jiménez Montero (® *°, Antoni Noguera Julian ® >*?%t

and Pere Soler-Palacin @ %t

Descriptivo 107 pacientes

Retrospectivo (2018-2023)

L/
@ \_: Tratamiento: 95

J Multicéntrico (9 hospitales)

- 228linea, 64 (67%)

. 3
18 anos - Por toxicidad, 27

Profilaxis o tratamiento

Profilaxis: 12

Mediana 11 afios / 56% (J

(42%)

Mendoza-Palomar N et al. J Antimicrob Chemother. 2026

DOI: 10.1093/jac/dkaf394
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Real-life use of isavuconazole in Spanish children and adolescents

Natalia Mendoza-Palomar ( *?*t, Silvia Simé Nebot (» >*1, Laura Roig-Seria (® 2, Laura Alonso Garcia © °,
Clara Izquierdo Anto®, Marta Taida Garcia Ascaso (® 7, David Diaz Pérez ( ®, Carlos Grasa Lozano @ >,
Cristina Jiménez Nifiez (» *%, Elena Maria Rincén Lépez (® ****, Maria Luisa Navarro Gomez () 111415,

Begofia Carazo Gallego @ *°, Beatriz Alvarez Vallejo @ >, Jose Tomas Ramos Amador @ 11518,
Angela Manzanares (5 %, Beatriz Jiménez Montero (® *°, Antoni Noguera Julian ( >*2°t
and Pere Soler-Palacin ® 2t

Table 1. Patient and invasive fungal disease characteristics

Patient characteristics (n=107) n, %
Underlying disease

Haematological malignancies

* Acute lymphoblastic leukaemia 32 (23 SCT)
« Acute myeloblastic leukaemia 23 (17 SCT)
* Acute bilineal leukaemia 5 (5 SCT)
« Chronic myeloid leukaemia 1 (1 SCT)
« Lymphoma 4

Solid organ transplant

« Lung transplant 3

* Heart transplant 2

« Liver transplant 1

* Multivisceral transplant 1

Inborn errors of immunity 10 (6 SCT)
Non-malignant haematological diseases

- Severe acquired aplasia 11 (9 SCT)
« Haemoglobinopathies 3 (3 SCT)
+ Amegakaryocytic thrombocytopenia 1 (1 SCT)
ECMO support 4

Other? 5 (3 SCT)

Mendoza-Palomar N et al. J Antimicrob Chemother. 2026

Treatment modality (n=95)
 Proven

+ Probable

« Possible

Disease (n=95)

+ Disseminated

» Lung

CNS

Abdominal
Rhinosinusitis

Oral cavity

« Fever without source
Isolated microorganism (n=31)
* Aspergillus spp.

* Rhizopus spp.

* Fusarium spp.

« Candida spp.

« Trichosporon spp.

» Lichtheimia corymbifera
* Mucor indicus

« Rasamsonia spp.

* Scopulariopsis spp.

-

« Stemphylium vesicarium/Acremonium murorum

DOI: 10.1093/jac/dkaf394
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Real-life use of isavuconazole in Spanish children and adolescents

Natalia Mendoza-Palomar ( “?*t, Silvia Simé Nebot @ *“t, Laura Roig-Soria (® , Laura Alonso Garcia (® 2,
Clara Izquierdo Anto®, Marta Taida Garcia Ascaso @ 7, David Diaz Pérez (® ®, Carlos Grasa Lozano @ **%*%,
Cristina Jiménez Nifez (® *2, Elena Maria Rincén Lépez (@ ******, Maria Luisa Navarro Gémez () **3415,

Begofia Carazo Gallego (&) 1%, Beatriz Alvarez Vallejo (® %7, Jose Tomas Ramos Amador ) *115:8,

Angela Manzanares @ '8, Beatriz Jiménez Monte 19 A i e ian (& >42%

B Disease

W Death
progression

60% respuesta favorable
40% fallecieron (13/21 por IFl)

L] OComplete A Partial B Stable
response response disease
45
n=40
40
35
30
25
20
15
10
5 B2
0
Asp PP filar t Asper op Ol
fung
Outcome at 6 weeks
(4 weeks for yeast)

fungi

Outcome at 12 weeks

n=28
R 2
4
3
n=9
19 —
3 3
2
n=2 5 n=2

4 12

Outcome at end of study

Seguridad:
- 27/107 (25%) EA posiblemente relacionado
con ISA
- Principal: toxicidad hepatica (14, 13%)
- Interrupcion en 10/107:
- 5toxicidad hepatica
- 3intolerancia Gl
- 1 neutropenia
- 1 dermatitis
- No SAE

| |2

No IFl de brecha (n=12)

TDM:
- 2.5-5mg/L (1-10)
- 76 pacientes 2 330 determinaciones
- Mediana[]: 3.1 mg/L (RIC 2.1-4.9)
- 195/330 (59%) fuera del rango
- 118 sub-vs 77 supraterapéuticos

=> ISA en niios: seguro, eficaz, precisa TDM

Mendoza-Palomar N et al. J Antimicrob Chemother. 2026

DOI: 10.1093/jac/dkaf394






ldeas clave

* Mejoria en el diagnoéstico y manejo de niflos inmunocomprometidos y sus
mfepuones, pero continua habiendo Ilm.ltacmnes en eI.dlagnospco.. infecciones y
opciones terapéuticas. Importante considerar el manejo e implicaciones a largo
plazo

* Parece posible acortar tratamiento antibiotico en nifios con leucemia y
neutropenia febril de alto riesgo antes de recuperacion medular

* Post CAR-T cell (<26 afios): infecciones frecuentes (Bacterias > virus >>> hongos -
imas riesgo!), no solo en 1¢" mes

* |savuconazol en pediatria: seguro, eficaz, aunque necesidad de TDM




Muchas

gracias

carlosgrasa@gmail.com / carlosdaniel.grasa@salud.madrid.org
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Special Feature

The Fourth International Consensus Guidelin XXX
on the Management of Cytomegalovirus in Sc

Organ Transplantation

Recommended regimens for CMV prevention in children

Recommended prevention strategies

Prophylaxis

Surveillance after short-term
prophylaxis

Preemptive therapy

. . . Organ Serostatus® Risk level
Camille N. Kotton, MD,! Deepali Kumar, MD,2 Oriol Manuel, MD,? Sunwen Chou, MD,* Randall T. Haydk
Lara Danziger-Isakov, MD, MPH,¢ Anders Asberg, PhD,” Helio Tedesco-Silva, MD,# and Atul Humar, M All except small - D/R Low
behalf of The Transplantation Society International CMV Consensus Group* _bowel .
Kidney R+ Intermediate
D'/R- High
TABLE 11. Liver R+ Intermediate
Assignment of donor/recipient serostatus in infants . g
younger than 12 mo ’
. _ . Heart R+ Intermediate
Donor Recipient Suggested risk categorization
+ +0r— D+/R- " Figh
_ + D-/R+ Lung R+ High
_ - D-/R- D+/R- High
Small bowel D-/R- Low
4If recipient confirmed positive by CMV NAT, assign D+/R+.
CMV, cytomegalovirus; D/R, donor/recipient (serostatus); NAT, nucleic acid testing. R+ High
D'/R- High

Not routinely
recommended
3-6 mo of (V)GCV

36 mo of (V)GCV
3—4 mo of (V)GCV

3-4 mo of (V)GCV
3—-6 mo of (V)GCV
3-6 mo of (V)GCV
6—12 mo of (V)GCV
12 mo of (V)GCV
Not routinely
recommended

3-12 mo of (V)GCV

3-12 mo of (V)GCV

Not routinely recommended

2—4wk of (V)GCV with surveillance
after prophylaxis

2—4wk of (V)GCV with surveillance
after prophylaxis

2—4wk of (V)GCV with surveillance
after prophylaxis

2—4wk of (V)GCV with surveillance
after prophylaxis

4wk (V)GCV with surveillance after
prophylaxis

2wk GCV with surveillance after
prophylaxis

2wk GCV with surveillance after
prophylaxis

Some experts recommend monitoring
due to the risk for CMV acquisition®
Yes

Yes
Yes

Yes

Yes

TABLE 13.

Valganciclovir dosing in pediatric SOT

Valganciclovir dosing in pediatric SOT recipients

BSA-bhased dosing

BW-based dosing

Formula for determination of dosez
Dosage

GCV AUC exposure

Attainment of designated AUC-based targets?
Rate of hematologic toxicities

Incidence of breakthrough CMV DNAemia

Kotton CA al. Transp cmv DNAemia in the first year posttransplant

7 x BSAb x CrCLe

Higher, especially in children younger than 6 y
Higher

More frequent

Higher (26%—69%)

4.8%—16%

15.9%-33%

15-18 mg/kg

Lower
Lower

Less frequent

Lower (8%-53.6%)
10%-16%
14%-34%

TP.0000000000005374
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Rock NM al. Pediatr Transplant. 2025

Initial clinical approach

WII FY

)

Blood EBV
PCR positive

1

RIS

Pathology

| Spatial heterogeneity
(differentlocations may show lesions of varying severity)

EBV PCR -
| ]
Follow-up IgG ¢
viremia Pursue same IS c
monthly monoc

| Temporal heterogeneity
(continuum, risk of malignant transformation)

Morphological findings consistent with
PTLD

|
[ Yes or Suggestive ]

IHC
EBV ISH
(In each sample, % EBER+ cells?, Intraepithelial EBER+ cells?)
Consider molecular analysis/clonality assay

Treatment

No

[

‘Indeterminate’ for PTLD (not fulfilling the WHO criteria)

Personalized treatment adjustments

Confirmed PTLD
(subtype as ND-PTLD, P-PTLD, M-PTLD, or classic HL)

Clinical Follow-Up ]
[ If persistent suspicion of PTLD ]
[ Consider FDG/PET CT guided surgical biopsies ]
y \
RIS

Consider mTOR inhibitor
Consider Rituximab
+ Chemotherapy

UJl. 1V. T 11 iiiJCU.70060
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