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Membri
• Gianni Bisogno 
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• Katia Perruccio

Consulenti 
• Rita Alaggio
• Michela Casanova
• Andrea Ferrari
• Elena Poli

Membri Allargati Interessati 
• Patrizia Bertolini
• Paolo Bonvini 
• Federica Cennamo
• Daniela Di Carlo
• Valentina Di Ruscio
• Veronica Folsi
• Virginia Livellara
• Federico Mercolini
• Evelina Miele
• Ida Russo
• Luisa Santoro 
• Pietro Soloni 
• Stefania Cardellicchio
• ………

Altri
• Laboratori 
• Study coordinator 
• Data Manager

Quando 
• 14/4/2025
• 08/05/2025
• 28/07/2025
• 10/10/2025
• 12/12/2025
• 24/02/2026



Progetto SAPERE (PNRR)
Promotore OPBG – AIEOP – PI: prof.ssa Alaggio 

Centri Italiani 4 (OPBG, PD, BA, PA)

Protocollo Versione 1.0 del 29/06/2024

Tipo di Studio Osservazionale prospettivo 

Stato dello studio 
Approvazione CE OPBG 26/07/2024 – Convenzione col Ministero firmata – Accordi con UO in 

firma – Firmato Accordo Studio Specifico Padova 02/2026

Durata studio 08/2024 – 08/2026 → proroga di 6 mesi 

Criteri di inclusione 
• 0 – 21 anni 

• Diagnosi istologica di sarcoma parti molli

Pazienti da reclutare 150 pz 

Aggiornamento Piattaforma eCRF in sviluppo 

Criticità Lo studio non può essere aperto in altri centri italiani 



Studio AIEOP SPM 

Promotore AIEOP (AOUP) – PI: dott.ssa Affinita

Centri Italiani 4/36 centri attivati: OPBG, Bari Policlinico, Padova, Palermo Arnas

Protocollo Versione 1.0 del 02/11/2023 

Tipo di  studio Osservazionale prospettico

Stato dello studio Approvazione CET 12/2024 – Convenzione firmata – Arruolamento in corso (PD) 

Durata studio 2024 – 2034

Pazienti eligibili
• 0 – 21 anni 

• Tutti i SPM 

Pazienti da reclutare 150/anno in Italia 

Pazienti reclutati 9 pz arruolati 

Aggiornamento • In attesa implementazione Dbase

Prossimi passi 
• Attivare i centri italiani 

• Informare AIEOP se è cambiato il PI locale 



Studio Fertilità 

Promotore AIEOP (AOUP) – PI: dott.ssa Affinita

Centri Italiani 
8/14 – centri attivati: Bari (4 pz), Firenze, Genova, INT Milano (4), Parma (1), Padova (5), 

Perugia(3), Verona

Protocollo Versione 1.0 del 02/11/2023 

Tipo di  studio Osservazionale prospettico

Stato dello studio Approvazione CET 12/2024 – Convenzione firmata – Arruolamento in corso 

Durata studio 2024 – 2027

Pazienti eligibili
• Pazienti puberi maschi 

• RMS 

Pazienti da reclutare 54

Pazienti reclutati 17

Aggiornamento 

• Approvato da CE, in attesa contratto: Bologna, Catania Napoli, Napoli.

• Sottomesso al CE: Bergamo, Torino

• In attesa: OPBG

Prossimi passi • Continua arruolamento



SIG

NE

RASopatie e RMS pediatrico con NF1 

Rhabdomyosarcoma arising in patients with RASopathies: a distinct subgroup with peculiar features?

S. Vallese1, S. Scuderi2, I. Giovannoni1, C. Tancredi1, M.C. Affinita3, G. Bisogno3, G.M. Milano4, A.P. Dei 

Tos5, R. Alaggio1, L. Santoro5

Background

• Multiple genetic conditions predispose to RMS, including RASopathies (risk 20 times greater

than in the general population)

• Clinically defined group of medical genetic syndromes caused by germline mutations in 

genes of the Ras/MAPK pathway: - crucial role in cell cycle, cellular growth, differentiation

and senescence; - dysregulation lead deleterious effects on both embryonic and later stages 

of development

• These disorders include: Neurofibromatosis type 1 (NF1), Noonan syndrome (NS), 

Noonan syndrome with multiple lentigines (NSML), Costello syndrome (CS), cardio-

facio-cutaneous syndrome (CFCS), capillary malformation-AVM syndrome (CM-AVM), 

Legius syndrome

• About 40 cases of RMS in in RASopathies described in leterature (20 NF1; 3 Noonan 

Syndrome; 15 Costello Syndrome; 2 CFCS)

• Age range: 0-13 yrs; slight male predominance; GU localization (22 cases), followed by 

head/ neck, biliary tract, died of disease (7/32, 21%) 3 died of other causes

• Histology: mainly ERMS; 2 ARMS in Costello syndrome



SIG

NE

Valore predittivo della [18F]FDG-PET nel Rabdomiosarcoma

Promotore OPBG – Ida Russo/Federico Mercolini

Tipo studio Osservazionale, retrospettivo, multicentrico

Periodo 2017 – 2024 

Background 

clinico 

La risposta precoce alla chemioterapia di induzione è un indicatore prognostico 

riconosciuto in diversi tumori pediatrici (ES, OS, NB). Nel RMS, la valutazione 

radiologica convenzionale (TC, RM) ha dimostrato basso valore predittivo per la 

sopravvivenza libera da eventi (EFS). Studi IRS-IV e COG D9803 hanno 

evidenziato questo limite

Obiettivi dello 

studio 

Primario: Valutare il ruolo di MTV e TLG prima e dopo la chemioterapia di

induzione come predittori di EFS (Event-Free Survival); LFS (Local Failure

Survival); OS (Overall Survival)

Secondari: Correlare SUL/SUV, MTV e TLG con la risposta secondo criteri

RECIST

Popolazione Identificati 70 potenziali pazienti



Possibili nuovi studi/iniziative 

• Cancer Predisposition syndrome (GM Milano)

• RMS Specific tumour primary site 

• Outcome e Trattamento pazienti in recidiva

• NRSTS cosa succede dopo la recidiva

• Malattia minima (sangue, midollo, altri fluidi) – primo draft in preparazione

• Network dei laboratori (Padova – Milano – Roma) 



Accettato per pubblicazione
Characteristics and outcome of patients with refractory orbital 
rhabdomyosarcoma
Gianni Bisogno 1,2, Maria Carmen Affinita 2, Giuseppe Maria Milano 3, 
Ilaria Zanetti 2, Elena Poli 2, Francesco De Leonardis 4, Katia Perruccio 5, 
Rita Alaggio 6, Stefano Chiaravalli 7, Virginia Livellara 8,9, Giovanni 
Scarzello 10, Andrea Ferrari 7,11

Pubblicazioni GDL SPM 2025-26
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- Aperte 20 nazioni 

- 155 Centri

- 1044 pazienti registrati

- 721 arruolamenti nei trial randomizzati

(1 pz può essere arruolato in più trial)

- 26 novembre 2025 ingresso Italia 

Padova (NCC) – 3 pz

Contratti inviati ai Centri (AIEOP) 

CRO contatterà i centri per le SIV

Torino in attesa SIV

Aggiornamento Dicembre 2025



PHASE IB DOSE FINDING

CT3
VIR R
vs VIR T

CT1B

IVA vs IRIVA
CT1A

IVADo vs IRIVA

VHR HR

Radiotherapy
to Primary Tumour

Radiotherapy
to Metastatic sites

RT2
Met. RT vs no Met. RT

RT1B

Dose
escalation

RT1C

Dose
escalation

6 cycles 
CT2B

Stop vs +6 cycles

12 cycles
CT2A

Stop vs +12 cycles

VHR HR

Unresectable
RT1A

Pre- vs Post-
surgery

Extensive met. disease

SR

FRONTLINE

NEW AGENTS

RADIOTHERAPY

RELAPSE

MAINTENANCE

Quality of 

Life RT1a 

and RT2

PET-CT/ 

MRI 

scans 

collected 

Pathology 

samples 

at 

diagnosis
DW-MRI 

scans 

collected

Biological 

Sample 

Collection 

Surgical 

Reports 

Uploaded 

Quality of 

Life CT3

Closed

Closed

RT1a & RT2 Closed as of 

21.07.2025 

RT1b & RT1c Suspended as of 

11.02.2026 

FaR-RMS Treatment Questions Open



Upcoming Protocol Amendment

• Confirmation of closure of RT1a, RT2 and CT3

• Addition of wording to allow randomisation of patients with tumours with MYOD1 L122R 
mutation 

• Addition of biological endpoints and changes to biology samples collection 

• Additional quality of life questionnaire and change to collect quality of life from more 
patients 

• Additional wording to ensure protocol is CTIS compliant 



Data correct as of 05-Nov-2025

CT1a Recruitment

Very High Risk: Induction Chemotherapy
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CT1b Recruitment

High Risk: Induction Chemotherapy
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CT2a Recruitment
Very High Risk: Maintenance Chemotherapy 1 vs 2 yrs

Data correct as of 05-Nov-2025
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CT2b Recruitment
High Risk: Maintenance Chemotherapy: 6 no vs 1 yr
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RT1b Recruitment
Dose escalation of RT in patients 
with a higher local failure risk (resectable disease)

Data correct as of 05-Nov-2025
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RT1c Recruitment
Dose escalation of RT in patients
with a higher local failure risk (unresectable disease)
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MYKIDS
Molecular Identification and Characterization of non-Rhabdomyosarcoma 

Soft Tissue Sarcoma in Kids, Adolescents and Young Adults: 

an EpSSG NRSTS study 

MyKids is a non-interventional, observational, international, 

multicentre, prospective study with invasive measurements



Aims

The overall aim is to better understand the potential for molecular diagnosis of pediatric NRSTS with a view to optimize treatment.• International pathology review (20% misdiagnosis historical cohort) = WP2• Investigate prognosticators NRSTS (GI, CINSARC) = WP2• Molecular diagnostics NRSTS = WP1&WP2• Develop organoid models = WP3• Develop and investigate liquid biopsies = WP4• Identify post therapy clones = WP5

Inclusion Criteria:

• Suspected NRSTS or ≤2 months after 

diagnosis of NRSTS

• Age: 0-25 years

• Written informed consent 

Minimal requirements: Diagnostic FFPE 

material and peripheral blood for germline 

analysis for participation in WP2. 



OCTOPUS

Optimising Combination Therapy for Paediatric, Adolescent and 

Young Adult Patients with Non-Rhabdomyosarcoma Soft 

Tissue Sarcomas

OCTOPUS is a master protocol for a platform trial that includes sub-

trials and a SARC registry for children, adolescents and young 

adults with NRSTS, linked to the diagnostic EpSSG MyKids study. 



OCTOPUS aims to accelerate the introduction of innovative treatments and to integrate translational research to deepen the

understanding of these tumours.

Its adaptive design allows multiple sub-trials to run in parallel or consecutively, enabling faster, more efficient evaluation of new

therapies. Patients not enrolled in sub-trials will receive standard-of-care treatment and will be registered in the SARC registry for

real-world data collection.

OCTOPUS will provide a legal

and operational framework to

support trial development, data

management, and organization

of national coordinating

centres and sites.

Overarching studies on local

therapy, patient-reported

outcomes, and translational

science will be embedded

within the platform.



• WORTH. (phase 1b) to determine the MTD/RP2D of the combination of trabectedin and irinotecan in a window phase, and (phase

2) to determine the activity of the combination of trabectedin and irinotecan in patients with newly diagnosed desmoplastic small

round cell tumours (DSRCT).

• SMARTY. (phase 1b) dose confirmation study adding gemcitabine to conventional chemotherapy and in maintenance, and (phase

2) to determine the efficacy of combining gemcitabine with conventional VDC/IE chemotherapy and in maintenance in patients with

newly diagnosed extra-cranial malignant rhabdoid tumours (ecMRT).

• BRAVE. multicentre, single arm, open-label, phase 2 study investigating the safety and efficacy of varegacestat, a selective gamma

secretase inhibitor, in paediatric patients with newly diagnosed or relapsed/refractory desmoid-type fibromatosis. The study will be

independently funded through a collaboration with Immunome

OCTOPUS
Optimising Combination Therapy for Paediatric, Adolescent and Young Adult Patients with Non-Rhabdomyosarcoma Soft Tissue Sarcomas

• Finance:

• Start up grant obtained

• Grant application for further financing pending

• First Studies:

• 2 academic ‘backbone’ arms for frontline treatment

• 1 pharma collaborations signed



WORTH. (phase 1b) to determine the MTD/RP2D of the combination of trabectedin and irinotecan in a window phase, and

(phase 2) to determine the activity of the combination of trabectedin and irinotecan in patients with newly diagnosed

desmoplastic small round cell tumours (DSRCT).

WORTH Study

Window Therapy with Irinotecan and Trabectedin

in patients with Desmoplastic Small Round Cell Tumor 
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SMARTY. (phase 1b) dose confirmation study adding gemcitabine to conventional chemotherapy and in

maintenance, and (phase 2) to determine the efficacy of combining gemcitabine with conventional

VDC/IE chemotherapy and in maintenance in patients with newly diagnosed extra-cranial malignant

rhabdoid tumours (ecMRT).



BRAVE. multicentre, single arm, open-label, phase 2 study investigating the safety and efficacy of

varegacestat, a selective gamma secretase inhibitor, in paediatric patients with newly

diagnosed or relapsed/refractory desmoid-type fibromatosis. The study will be independently

funded through a collaboration with Immunome



EpSSG Activities update
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Publications by year • 75 publications total

• 131 EpSSG members with 

at least 1 publication



EpSSG Ongoing analyses and New proposal

-29 ongoing studies: (9 Italian P.I. +5 italian colleagues as 

collaborators)

- 8 new studies after RMS WG-calls

- 6 new proposal

-8 ongoing studies with other groups (COG, former CWS) - 1 Italian P.I.

Beatrice, Ilaria e Julia



2. Analysis by primary tumor site: Candidates & project (09.02.2026)

1.Nasal Ala and Nasolabial Fold (33 pts):  Working Group: Ida RUSSO, GM Milano, JHM Merks

- Authors list: Ida Russo, Giuseppe Maria Milano, Sofia Rahman, Marinka Hol, Raquel Davila Fajardo, Hans Merks, Rita Alaggio, Veronique Minard, 

Daniel Orbach, Julia Chisholm, Henry Mandeville, Gabriela Guillén Burrieza, Andrea Ferrari, Gianni Bisogno.

2. Airway RMS (oral cavity, oropharynx, larynx, trachea, and hypopharynx: 40 pts)

Working Group: Marinka HOL, W. Breunis, G. Bisogno

3. Local Control Approaches and Their Impact on Survival in Thoracic (39 pts) and trunk (20 pts) 

RMS: Working Group: Federico MERCOLINI,  F. De Corti, A. Kelsey

4. Intraoperative challenges and postoperative outcomes of patients with pelvic RMS (81 pts)

Working Group: Sarah BRAUNGART, T. Rogers, F. Guerin

5. Abdominal (24 pts) and abdominal wall (7 pts) RMS Working Group: Anna CAMPELLO, Antonio 

RIBELLES, Trung NGUYEN, J. Chisholm



VGLL-NCOA2: Patrizia Gasparini, Jessica Morgan, Rita Alaggio, Monika Sparber-Sauer

- registered in the RAYYAN platform and in PROSPERO. 1st draft by the end of March (update 9.02)

- Some difficulties in involving people in papers selection

TP53 fusion: Francois Sevrin, Joanna Selfe, Janet Shipley, Julia Chisholm, Veronique Minard-
Colin: 

-first draft to be circulated in March (update 9.02)

-abstract submitted to SIOP2026; (update 25.03)

EWSR1/FUS:TFCP2: Amadeus Heinz, Silvia Pomella, Rossella Rota, Michael Meister, Hans 
Merks:

-Dataset is mature, Biology section manuscript is ready (update 9.02)

1. Rare entities project update (25.03.2026) 



Prossimo meeting
Glasgow 2026



The EpSSG hammer is back in Italy !!
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48 projects
• 10 Approved by the designated Committee, writing not yet underway
• 15 in progress: data has been released, or writing is underway
• 3 Presented:  project has been presented at a conference but not yet published
• 20 published

https://commons.cri.uchicago.edu/instruct/



2026

7 May (Thu)

SIOPE Congress 

(EpSSG Spring 

meeting)

Glasgow Confirmed

December 2-4 

(Wed-Fri)

EpSSG Winter Meeting 

& Association Assembly
Padova Confirmed

2027

April or May

SIOPE Congress 

(EpSSG Spring 

meeting)

TBD

December 1-3 

(Wed-Fri)

EpSSG Winter Meeting 

& Association Assembly
Stuttgart Confirmed

Prossimi appuntamenti



CEVAIE

IVADo

Vinorelbina/Ciclofosfamide

IrIVA



Grazie per l’attenzione 

per il lavoro fatto 

e per quello che faremo
Membri
• Gianni Bisogno 
• Simona Affinita
• Stefano Chiaravalli
• Francesco De Leonardis 
• Carla Manzitti
• Giuseppe Maria Milano
• Katia Perruccio

Consulenti 
• Rita Alaggio
• Michela Casanova
• Andrea Ferrari
• Elena Poli

Membri interessati
• Patrizia Bertolini
• Paolo Bonvini
• Federica Cennamo
• Daniela Di Carlo
• Valentina Di Ruscio
• Veronica Folsi
• Virginia Livellara
• Federico Mercolini
• Evelina Miele
• Ida Russo
• Luisa Santoro 
• Pietro Soloni 
• Stefania Cardellicchio
• ………

Team Padova
• Ilaria Zanetti
• Angela Scagnellato
• Alessandra Paratella
• Francesca Cassaro
• Debora Vanuzzo
……………

CENTRI AIEOP
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