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Aggiornamento SIOP Umbrella

Quesiti di ricerca nei tumori renali

Nuovo paradigma terapeutico nel Wilms
Governance SIOP RTSG



UMBRELLA: enrolment as per recruiting national/regional sites

(as of the 2" of March)
Grand
AR AT BE BR CZ HR DK FR GR DE HK HU IT JP LV LT NL NO PE PL SG SK Sl ES SE CH UK SA CN-01 CN-02 RU-01 RU-02 Total
2019 18 2 6 30 17 15 13 10 111
2020 4 117 12 73 11 5 61 28 7 38 11 66 7 14 5 10 469
2021 2 17 151 4 111 17 4 10 76 28 8 8 5 39 17 95 26 46 29 29 722
2022 8 0 18 144 12 10 100 15 77 6 81 31 13 1 4 3 44 15 95 8 35 30 37 787
2023 8 1 16 163 6 11 104 21 100 1 13 81 22 5 30 5 64 2 13 0 37 2 20 96 21 38 17 7 904
2024 26 20 15 151 17 18 100 10 81 1 7 53 30 3 22 14 3 32 2 10 3 45 16 9 66 17 36 9 9 825
Jan-25 4 0 0 13 2 2 12 0 7 0 0 5 8 0 1 2 0 0 7 0 0 0 6 1 2 12 0 1 0 0 85
Feb-25 3 3 3 10 1 0 6 0 4 0 1 6 0 0 0 2 2 2 1 0 0 0 2 0 3 9 1 2 0 0 61
Mar-25 1 0 3 15 1 1 0 10 0 7 0 0 9 2 0 0 2 1 2 0 0 0 0 2 2 1 4 3 5 1 0 72
IApr-25 0 2 0 0 5 1 2 11 1 3 0 2 4 0 1 1 2 1 1 4 0 1 0 2 2 1 5 0 2 0 0 54
May-25 4 0 0 14 2 2 0 12 3 7 1 4 6 6 0 0 2 0 1 4 0 0 0 3 0 2 7 8 3 0 0 91
Jun-25 1 0 2 0 2 0 0 7 0 5 0 4 5 0 0 0 2 1 0 3 0 1 0 4 0 2 5 2 0 4 0 50
Jul-25 4 2 1 15 1 0 0 2 0 3 1 1 7 3 0 0 2 0 0 3 1 0 0 1 0 1 7 2 0 1 1 0 59
IAug-25 1 0 1 20 0 0 2 2 0 2 0 3 6 0 0 0 6 0 0 0 0 0 0 3 2 2 6 1 0 4 0 0 61
Sep-25 5 2 1 0 1 0 3 8 1 8 0 0 7 0 1 0 3 1 0 3 0 1 0 5 1 2 7 1 0 1 0 0 62
Oct-25 0 0 1 19 1 0 1 10 2 12 0 1 4 3 0 0 1 0 0 1 1 1 0 3 0 1 2 0 0 2 0 0 66
Nov-25 1 0 1 11 1 0 0 7 0 5 0 1 6 12 0 0 2 0 0 1 0 1 0 3 1 2 5 1 2 4 0 0 67
Dec-25 0 1 1 0 0 0 0 10 0 4 1 1 3 0 0 0 4 0 0 0 0 0 0 5 0 0 4 0 1 3 1 0 39
'?'?Jf:I 24 10 14 117 17 4 10 97 7 67 3 18 68 34 2 2 30 27 2 5 0 39 9 19 73 5 17 28 7 0 767
Jan-26 3 2 1 16 0 0 1 6 1 6 0 0 6 0 0 1 6 0 0 2 0 1 0 5 2 0 6 0 0 0 0 0 65
Feb-26 4 2 2 25 0 0 0 4 0 6 0 2 7 2 0 0 2 0 0 2 0 0 0 4 0 2 6 0 0 1 0 0 71
Grand
Total 73 37 87 902 52 4 65 597 88 343 5 61 463 88 10 3 194 53 8 136 15 29 6 266 29 93 516 5 106 198 97 92 4721

Total enroliment = 4721



471 CASI AIEOP IN UMBRELLA
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Chirurgia nei centri AIEOP (437)

migrazione
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Dati clinici e/o
radiologici

inusuali

su 447* casi, 29% fa biopsia (128 si/318 no)

AIEOP *24 non (ancora) dati
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Initial approach to 103 non-Wilms
after Central Imaging Review

.

/ \ f,,-""‘=f\‘m
CCSK (6); RCC (4); RTK (1);
Ewing (1); spindle cell (1);
NM (3); sarcoma NAS (3);

Burkitt (1); adenofibroma
(1); NBL (1); NC (3);
angiomiolipoma (1)

26 (5.8%)

chemioterapia

-
CT ‘senza necessita’ 1,6% (7/447)
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(Epi)Genetic alterations in circulating tumor DNA

Graphical Abstract
Tumor .?& Relapse l T';m'”cm ey
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« Early identification of prognostic Copy Number Anomalies (CNA) in ctDNA from plasma at / * Dlg Ita I PC R (G aSI I n I )

diagnosis
o Early identification of prognostic CNA in ctDNA from urines at diagnosis
o Early identification of high-risk diffuse anaplastic tumors from CNA of ctDNA at diagnosis
« Easy monitoring of disease course and early detection of relapsing disease

Ringraziamenti, Daniela Perotti



Ipotesi: ctDNA e tumore hanno identiche CNAs
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ctDNA ha meno CNAs del tumore

24_2022
2 : - Tumor Fraction: 0.6089, Ploidy: 2.01
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Minimal Residual Disease monitoring

ctDNA at diagnosis (T0)
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ctDNA at diagnosis (T0)
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ctDNA at end of therapy (Teot)
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Patient relapses 7 months after the end of therapy

Early 1g gain/16q loss detection in liquid biopsy



Wilms tumor genetic predisposition

Unbiased cancer

Qé_;;;)predispositiom screening

* D7)

WT1l pathogenic

germline variants 1in &QSSQD
8-14% of all pts with RS
WT

>25 genil predisponenti TW

gérmline WTI.heterozygous

pathogenic variants without
additiones=0r " w1th only subtle
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Mahamdallie. Lancet Child Adolesc Health 2019; Treger. Cancer Discov 2025; Wegert. Genome Med 2025; Ciceri iScience 2024



Wilms tumor genetic predisposition

variant-specific approach to treatment?!2

Treger et al. Cancer Discov 2025
Spreafico et al. Pediatr Nephrol 2024



Introducing Absolute Volume Blastema (AVB) & molecular markers (mRF)

Very Low Ris

Low CN, CPDN

New Low Ris
STN, Stromal, Epithelial, st. |-l
Mix/Reg AVB<20mL st. |

Intermediate .
New Intermediate R Group

Stromal, Epithelial (mRF?, st. [11?)
Mixed & Regressive AVB<20mL, NO mRF

Higher Intermediate Group
Mixed & Regressive AND
................. . AVB>20ml, mRF+ (gain 1q) (others: 1p&16q LOH?)
Blast AVB<100mL

: omal

\LaE s LRI (EXPERIMENTAL DRUG? TAXANE?)

DA, Blast AVB>100mL, mRF+ (TP53, NMYC?)



Original Reparts | Pediatric Oncology

Residual Absolute Volume of Blastema as a Predictor of " SRR S e w] -
Clinical Outcomes in Patients With Wilms Tumor: A Report ... A \&
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Tumor volume & doxorubicin
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Class 2. Moderate risk
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Review article & Check for updates

Long-term adverse effects of
modern Wilms tumour therapies:
implications for monitoring

Filippo Spreafico®' , Giovanna Gattusa®, Marta G. Podda®, Olga Nigro®, Valeria Colombeo®, Sabina Vennarini®,
Antonio , Francesca Filippl®, Giovanni Montini @ “%, Maura Massiming® & Monica Terenziani®

Vincristin, dactinomycin,
nephrectomy

Doxorubicin <250 mg/m2;
carboplatin; etoposide;
(+ abdominal radiotherapy)

Doxorubicin >250 mg/m2;
CED >6,000 mg/m2 (F);
CED >4,000 mg/m2 (M);
myeloablative-dose chemotherapy;
abdominal e/o lung radiotherapy

MUSCOLOSKELETAL ABNORMALITIES

MUSCOLOSKELETAL ABNORMALITIES

GONADAL TOXICITY




Renal Tumour

“SI10P Stage IV RCT Version 1.1 Overview Plan
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IR/LR

Single Arm
6 drugs
(CyE, AVD, VCE)

PulmCR Pulm nCR

27w

VAD&VCE wio0 W10

*if CR was achieved by surgery:
Only if feasible in a timely fashion

all others proceed to intensification Randomet 2017

Vi
Window

C3CE, CyE,
VI, AVD
PRT &
MelHD
SCT

National Coordinator, A Serra



AIEOP participating centers
sites | Principal Investigator

OPBG — Roma (NCC) Dr. A Serra

Torino Prof. F Fagioli
Milano Dr. M Podda
Padova Prof. G Bisogno
Bari Dr. F De Leonardis
Catania Dr. A Di Cataldo
(Genova) Dr. F Spreafico
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Adverse molecular signatures

How to target MYCN and TP53 loss??

c G
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Welter et al. 2025 Williams et al. 2015



Immunotherapy potential, CHALLENGES

Few immunogenic targets

More immunosuppressive & N
inflammatory TME 2 5 ; £ER

Low check-point expression

Low mutational burden

higher levels of neoantigens include CD3 GR2o .
TP53-mutated WTs

Infiltrato immune (IHC) in WT relapse (AIEOP, P Collini)
High B7-H3, GP3 in DA/blastemal



Renal Tumour
Study Group
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nature reviews urology

Review article
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Long-term adverse effects of
modern Wilms tumour therapies:
implications for monitoring
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