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We are all going through tough times, the pandemimpefully coming to an engdthe

Ukrainian war and many other obstacles that make life not easy. But despite of all
challenges wavere able taneet in person again this year. We had our annual inge
in Sevilla the biology meeting in Marseille and also the SIOP meeting in Barc

where we could sit together, discuss many topérsl last but not least could hav
dinner together. We all enjoyed and were all happy to come back to normal lif
out of the increasing number of Zoesonferences. We are all looking forward for
upcoming meetings in 2023, where we hope to see you all again.

Besides all the difficulties we were facing, we made a lot of progress irRIISIP.
UMBRELLA and Randomet are running and recruiting patients. All panel
subgroups of SIGRTSG were very active resulting in many publications.
collaboration with CG, shown in HARMONICA, intensified and more than 10 p
were written and will be published in a special issue of Pediatric Blood & Cance
SIOPRTSG association is settled and gets stronger. But we are lacking many of
a member. Therefore, wavite all of you, if not already done, to join our associati

In this issue of the newsletter, we have again many interesting articles about our
We hope that you can enjoy reading all of them. We would be happy to get
feedback and maybe itné next issue we can also include articles from you as me
of ourfantastic group fighting for the cure of all children with kidney tumours.

Now, at the end of the
yeatr,it is our pleasure tavish you a Merry Christmas and a healthy New Year, for
you,your families, and friend$Hopefully we see each other in 2023!

/x; ¢
orbert Graf rdan Wamc




Newsletter

202

ﬂ Ernal Tainsr
aniily daFoiig

UMBRELLA
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The inclusion of patients in tf8IOPRTS&@016UMBRELLAtudy started in
June 2019. Sinceeh, 26 countries (in Europe, Asia and South Am¢tieae
been initiated. More than 2000 unique patients have been registerethr,

including 17% noiWT, and 86 patients that were registered at relapse (not upfront UMBRELLA treated).

Prof. Dr. Norbert Graf and
Prof. Dr. Marry M. van den HeuvElbrink,
Pls SIORTS&016UMBRELLA study

In June 202the first amendment was approved, which is available on the RT&G website
In 2023 we will focus on completing data freegistered patients of the first inclusion years of the study, and
to collect biological data to answer the primary study question

UMBRELLA: country specific enrolment

(a5 of the 28" of Nov 2022)
Total enrclment= 2025
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News from SI OP RiaNodw nreetc r2ui 1

ByArnaul d Verschuur and Rhoi kos Furtw?2ngler

The randomized controlled trial SIGASG Randomet 2017, exploring
the norrinferiority of upfront Vincristine, Carboplatin and Etoposide
compared to standard Vincristine, Dactinomycin and Doxorubicis,
beenoperedin Germanysince late 2021

This was made possible after a challenging rsillé initiation visit by

the Randomet Coordinating Team and the GPOH gGmbH

representative with the presence of 125 local investigators and study nurses from more than 50% of the 47
Germancentres. Meanwhileother sites were initiated in Germany.

In 2022 Switzerland, France, Austria and Belginave also been initiated. As per December 2@centres
are initiated in these 5 countrietn early 2023 28 additionalcentreswill be initiated in France.

Czechia and Denmark will soon be initiated. The National Coordin@gngresin Italy, Spain, Brazil and the
Netherlands are currently in the process of submitting the protocol to the Competent Authorities and are
expected to be initiatd in 2023. It is envisaged to include further interested countriefoagxample Hungary,

Sweden, Poland, and Greece as soon as possible. The remaining envisaged countries are searching for natione
funding and/or are preparing submission to the variqas per country) required stepsuch as Research

[ 2dzy OAf as [/ 2YLISGSyld ! dzikK2NARGASAZT 9QUGKAOFE [/ 2YYAGGHS:
obviouslytime-consuming for the NCCs as well as the Coordinating Team of the RANDOMET sthdydatel
management team in the PMC.

As the contract between the Sponsor GPOH gGmbH and the PMC Data Center was finalized in 2021, the las
hurdles could be discussed between the Coordinating Institute in Homburg, the sponsor and the PMC concerning
the vast area of data management. Some remaining administrative hurdles persist that hopefully will be tackled
by the Sponsor.

Nevertheless, patient accrual has started, and the first patient was randomized «VCE» in Garrizay
February 2022As per Deember 2022 12 patients were randomizedlO in Germany and 2 in Switzerland.
Recruitment is planned to last roughly 5 to 6 years with an interim analysis after accruing 50% of patients. After
the last administrative hurdles being tackled, we hope you are as excited as we are.

The results of thisandomized trial will be of interest for all patients with stage IV renal tumours and potentially
for other patients with Wilms tumour.

We want to thank everybody supporting the project, most notably the teams in Homburg, Utrecht and Essen for
their long-lastingimplication.
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ByMarry van dEinbrH

For several years the collaboration between the Chil@é&ncology GroupRenal Tumor
Committee, and the SIORTSG has been strengthened by monthly video calls, a
collaborative initiatives to improve outcomes for children with renal cancer. Thi
collaboration is called HARMONIzation and CollAboration (HARMONICA) and is
coordinated by chag of COGRTG and SIGRTSG. In 2022, this group worked on a specific
initiative, i.e, ona special issue fahe Pediatric Blood and Candgeurnal. This special issue mainly focussed on
Wilms tumour and was

. i generated by collaboration
CHILDREN'S ra b "" of >100 ceauthors
ONCOLOGY e CYA g representing panels and
GROUP N~y " subcommitteesand included
' young investigators as well
as colleagues ém low and
middle income countries.

Members of COG and SIGHTSG are welcome to join the initiative of HARMONICA

There are Received: 10 October 2022 Accepted: 11 October 2022
already many DOI: 10.1002/pbc.30082 Pediatric S=immmes,

; Boods G @aspho
collaborative EDITORIAL Cancer ;:‘:.::-r“gam, WILEY
efforts in -

HARMONICA . . . .
achieved A Progress by international collaboration for pediatric renal
collection of  tumors by HARMONIzation and COllaboration: The

these efforts HARMONICA initiative

will be given in

an upcoming

issue ofPediatric Blood & Canceft the end of the editorial, it is written:
GThrough sharing of ideas, data, and researchaoninternational level,
efforts like HARMONICA hold promise to move the pediatric renal tuma
field in the direction thatbenefits all children with renal tumors globally.
Nevertheless, access to such higleh innovations and molecular driven
personalizel treatment developments, including advanced and novel
surgical and radiotherapeutic techniques, need to be enhancéawnand
middle-income countrie® €

HARMONICE&hairs:
Prof. Dr. James Geller
Prof. DrMarry M. van den Heuvetibrink
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Data Management
& | I NY @Iy ¢AySanSrblday der Krobf] IrigmirSchit,
Danny Baars, Marry vd Heuxglbrink

Now more than 1950 patients have been registered In the EDC system ALEA and together with
the patients registered in Obtima, the UMBRELLA study includes over 2000 registrations. New
countries are initiated at a regular pace (see the regular newsflash).

Recently, Prakriti Roy, the central data manager went on maternity leave and therefore her duties have now beer
temporarily taken over by Ria. Ria was the central data manager during the SIOP 9301 study. Some will rememl|
her from that period and so sheugell acquainted with kidney tumors.

The data of the SIOP9301 and the SIOP2001 studies are now ready to be uploaded into a copy of the UMBRE
study. This means an extensive andlepth process of mapping old forms and items to the current set ofstard
forms. In addition, data from many different sources must then be mapped to the variables (names and codes) in tt
new dataset, or sometimes additional variables must be created. Ingrid Schut has been doing that monk's work f
several months now, ¢én in consultation with experts from a particular discipline. The overall work is done but the
"loose ends" still require some time. Ultimately, however, this will result in a dataset that can be followed up
prospectively in the future, and in which madetails (and corrections) can also be made so that these data will have
lasting and even added value.

A few projects are now nearly final (bilaterals and blastemal volume) and other projects have been taken up and a
discussed with the surgical and rattierapy disciplines. Together with the Radiotherapy subcommittee, we are
exploring the possibilities of sharing data between the QUARTETT/EORTC database where radiotherapists upls
their images and discuss their planning and the ALEA database

NewsSrom Biology Panel
ByManfred Gessl er

The SIORTSG biology group has two main tasks: ensuring-duglty biobanking to
support our clinical studies and future decision making (1g gain analysis, etc.), but also to
provide a forum to coordinate research efforts and to exchange ideas and iadatéor
cutting-edge science on pediatric renal tumors.

Main topics at the spring online meeting were the mission statement of the biology panel, liquid biopsy studies,
collection of vital tumor specimens and 1g gain analyses in UMBRELLA and Randdnwgitians for
participation.

Talks from the labs of Lieve Tytdlt) and Bram de Wilde (BE) provided an update on the current state of copy

number and mutations screening in liquid biopsy samples as well as the potential of methylation analyses to
classify tumors.
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