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It is with greatpleasure to present you thé" BIOPRTSG Newsletter. Although we :
hoped that the COVHD9 pandemic could be overcome in 2021, but this was not
Editorial case. Nevertheless, we can look back on a very successful 2021 for our Renal
Study Group. UMBRELIsAnow recruiting patients for more than 2 years and
number of patients enrolled is already higher than 1200, and they are coming fr
different countries as shown in the following figure from the last Newsflas
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1 ASSogiation Despite all the administrative and bureaucratic regulations, we are proud to anno
Young that RANDOMET as a randomized trial can now start very soon to recruit th
16 : patients with metastatic nephroblastoma.
Investigators ) _ o o
During this year we were also very active itting up an Association of SIGH SG an
1 Countries on the 18" of June this year we were able to celebrate the foundation. This is
_ step that will help us to optimize our SIBHSG group. In the near future you
2 2] Meetings receive an invitation to get a member of thessociation. The first general assem

will be held at our next annual meeting in Sevilla in June 2022. Hopefully Corona
us to meet you all in person and not only virtual.

Within this newsletter you will get an update of our work during 202#. ope you
find it interestingto read.

2
2 Upcoming Now, being at the end of the yeawe wish you a Merry Christmas and a healthy N
2

2 6] Publications
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Vieetings Year, for you, your families and friendsost important stay healthy!
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UMBRELLA

ByNor béraf and Marry -¥€abr.

The first patient was recruited in June 2019 into our UMBRELUId Up
to now 20 countries are registering patients and more are under initiation.

During these 30 months 1234 patients are enrglladd each month

between 50 and 70 new patients enter theudy. RegularNewsflashes are prepared by the data
management in Utrecht and is available in the Intranet of our website. Dtlget€ovidl9 pandemicwe
anticipate that there may be some registrationlags.

Here are again the logistics before we can initiate a new country:

1. The National coordinator needs pyovide the following:
a. Completion of registration of the full team on the intranéttemplateis found at our website:
http://siop-rtsg.org
Ethical approval needs to be obtained.
c. TheSponsorship contraetith Saarland University needs to be signed. A template can be found
in the intranet of our website.
2. Initiation will then start
a. The SDRRTSG Office will plan an initiation visit by Zoom
b. All people that will enter data will get access to the ALEA database by thd&R$EIFP Office
3. After initiation of a country the national/regional coordinator of the country has the following duty:
a. Initiation of local sites

As UMBRELLAagesearch study trying to find newiomarkers for a better stratification of patients in
upcoming trialswe put a lot of energy imtongoingbiological and aden studies These studies deal with
molecular biology, radiotherapy, radiology, pathology, etc. To get an overview of research results of former
and current projects please have a look on the publications of-BITBG as presented at the end of this
Newsletter. We @courage

our members to participate "
in these research projects.

Another important issue is
the fact that UMBRELLA is
the 8" clinical study or trial.
In 2021 we celebrae the
50" anniversary of theSIOP e
Renal Tumor Study Group.
This was presented in an
Editorial of the Annals of
Oncology In Figure 1 of this
editorial the timeline of a 50
year success story is given.

Halmar ks

RAD  SURG  PATH  BIOL IRAAD DM
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News from SI OP Rlal\hodv\omeetcr2u0|1

ByArnauld Verschuur and Rhoi kopgs

The randomized controlled trial SIGHSG Randomet 2017, exploring the
non-inferiority of upfront Vincristine, Carboplatin and Etoposide compared

to standard Vincristine, Dactinomycin and Doxorubicin, is now open i

Germany. Eventually, the SI®HFSG Stemg Committee and the

Randomet Team were able to overcome last hurdles. To facilitatgineal

radiologyreview the internationally established Medical Data and Picture Exchange (MDPE) System was set up |
Umbrella and Randomet for German centres antbis productive. Participating centres can upload the initial and
subsequent imaging and findings to Prof. 3Beser Schenk, Heidelberg and receive the reference findings and the
study centres inclusion recommendation within one working day, ideally emghedsame day. Also, the contract
between the Sponsor GPOH gGmbH and the PMC QCatéerwas finalized. Thus, on Decembét 1125 local
investigators and study nurses from more than 50% of the 47 German centres were initiated by the Randomet Tez
and the GPOH gGmbH representative. Recruiting can staw, and we are expecting the first patients to be
entered within the next weks. Opening of the remaining German centres is planned for early January 2022 as wel
as a Kicloff meeting for France. Further national coordinating centres in Switzerland, Austria and Belgium are
ready to be opened subsequently. The natiotehterin C2ch Republic is answering last requests of their national
authorities and will

follow soon. Spain, SIOP Randomet 2017 Standard Post-Study Treatment Concept
| 1 WEEK (<10wd) |[ 6 weeks | 2wEEKs +27 WEEKS
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Brazil, Netherlands,
Italy, and Denmark

are at different

stages of their

submissions  and

can follow next
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TUMOUR-NEPHRECTOMY + METASTASECTOMY

further interested

countries as for
example Norway,
Sweden, Poland and Greece as soon as possible. Overall, we are aiming to have 2/3 of the planned recruitment r
by end of the next year. Recruitment is planned to last roughly 5 to 6 years with an interim anagysécaiuing
50% of patients. As now things gain pace, Arnauld and | hope you are as excited as we are. We also want to th;
everybody supporting the project, most notably the-Cbairs of SIGRTSG Prof. M.M. van den Heuk@brink and

Prof. Norbert Grafor their continuous support.
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HARMONI CA

ByMarry van dEinbrH

The HARMONICAARMONIzation and CollAboratjanitiative, which was started in 2015,
NELINBaSyida GKS STT2NIla 2F GKS / KAt RNByQa

de
and the International Society of Pediatric Oncology Renal Tumor Study Group (SIOP RTSG) to

formally collaborate to advance claal effectiveness research. This collaboration aims to enhance efforts for
children with renal tumors worldwide based by internationally defining the research agenda based on clinical
_ challenges in the field,
::":”"1‘:"““"". putting efforts in defining

' endpoints in orde to
compare transatlantic

studies, by performing

systematic reviews to obtain
evidence for clinical recommendations, and where possible, to set up collaborative biological and clinical studies.
Connecting multidisciplinary professionals on a global léwelugh stimulating collaborative activities on the

level of transatlantic discipline committees and panels is an7

important way to move this field forward. Last but not least, it
has been acknowledged, that investing in future developments
\

in the field wil benefit from programs for collaborative training,

mentoring and transatlantic exchange of youwaleaguegSIOP

E and COG Young investigator initiatives). A driving principle
JdZARAY3I (GKS adaNraGS3e 27 1! we J GAODS
that it aims toadvance research that cannot be successfully
achieved by either cooperative group separately (replication,
validation, and power issues). So far, several studies O\

harmonization of standard of care approaches, reviews ang

biological studies have alreatigen accomplished®ver the past
year, fertility after renal cancer, nephrometry, nephrogenic rests
and epidemiology were important research topittsat have
been discussedCurrently, a special issue on the perspectives ang
challenges for pediatric renalncers is being prepared by this
group, in which over 100 transatlantic collaborating experts will

participate

HARMONICE&hairs:

Prof.Dr. James Geller
Prof Dr. Marry M. van den Heuvibrink
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Data Management
& | I NY @I yt NIA Yddah Iy de? Krdef, Ingrid Schut,
Danny Baars, Marry vd Heuxeibrink

The SIORTSG 2016 UMBRELLA database in ALEA is currently available and imifidted
countries, and 4 large regional sites (Russia and China) in Europe, South America dnd Asia.

total that includes 148 active local sites and around 644 users who access the UMBRELLA database across the
Altogether over 1300 cases are now registein ALEA, and on a daily basis the team in Utrecht is available for all iss!
regarding inclusion and registration issues. Also, queries for missing forms are send out regularly, and 5 DM me
were organized with international DMs. Also, in 2021stated with national coordinators meetings in order to address
issues regarding initiation, inclusion and data collection.

The capabilities in ALEA are constantly being expanded based on suggestions and requests from users. Recer
ability to acces the radiological images that can be uploaded to the DICOM server with any viewer as desired was a
This need came particularly from the central review radiologists as they found the available viewer in ALEA too lin
Further, in the Netherlandshe SDV (Source Data Verification) module has been used by monitors of the UMBRI
data of the Princess Méaxima Center cohort. This module will become useful for monitors in the various countries \
monitoring data in the Randomet study. This will needorganized in National Coordinating Centers (NCCs) ar
monitors will be trained and will get site or country specific access by the data center of the Maxima. This informe
will be further detailed in the next update of the data management plan (DOiR)MBRELLA. The updated DMP alsc
has an appendix on CRFs required per disease type. Finally, certain inconsistencies with the country codes hav
corrected and the privacy data statement, system access and the data validation section have beed.update

Next to the UMBRELLA database, the Randomet database is ready for registering and randomizing patients eligi
the Randomet study. For the Randomet study, all patients irrespective of ALEA B! be first registered in ALEA,
eligibility far Randomet will be checked and if eligible Randomization will be performed. This setup prevents registe
patients twice. Data from the Randomet study can be easily merged with the UMBRELLA study data. The randomi
process involves a minimizationgmedure. Stratification factors are courtgyoup, tumor size and tumor location and
patients will be randomized between the two arms VAD and VCE.

Another project, currently underway, is the creation of a database of historical-SISE data. All datanse the
SIOP931 study have been captured electronically. However, in th€B3tudy, paper CRFs were used and centrally
entered into one database, but in the 2001 SIOP study, more countries and centers participated and the paper
were no longer senb one data center. Instead, a large number of "electronic data capturing” (EDC) systems were L
and none were "cloudbased.” This meant that the data had to be sent from the NCCs to the data center in t
Netherlands at different times. There, the \arles and codes had to be mapped to a central system and the data h
to be merged. From a maintenance and consistency perspective, this was a very complex aptbeg@rocess. From
the central data center, the idea then arose to bring together alldhta, totaling some 8,000 kidney patients, into a

new cloudbased system, that is similar to the current UMBRELLA database build in ALEA.
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A girl who unfortunately passed away in 2020 in the Prinses MaRieméer, after treatment resistant cancer, thought
that money should be raised in the context of her funeral to improve pediatric cancer research. Her family made
LINP2S OG0 LI2aairofsS YR R2yIFGSR (KAA LINGBIDI 20455 @ ALBNIR SF2ON(]
scientist at the Maxima is recoding all variables and codes from tHEL98e 2001 and the Uknport study into an
ALEAdatabase similar to UMBRELLA. This is obviously a huge job due to the multitude of form&-fdtimsuand the
differences in items and detail therein. Some forms and solutions are discussed with the chairperson of a parti
disciplines to make sure that the items are interpreted correctly. In terms of data, of course, the bilateral tumors |
forms must again be considered separately. At this moment, the forms of the SIOP2001 have already been I
mapped to those of the UMBRELLA. Next, the data from theeuBs will be read one by one into the parent database
We will approach all NCCs witie question, whether they have any data entered into their system after 2011 (closu
SIOP2001 trial) and before UMBRELLA and will then upload the most recent data.
Lttt Ay Efx GKAA dgaAidy(1SUa 2AaK LINE 2SsEiesirEpediatid renal candery
and this will:

I Secure data from previous SKBFSG studies

1 Improve quality and security of data storage (GDPR standard)

I Make data sharing and analysis faster and more efficient

1 Make inconsistent data and missing datahlisiso they can be retrieved

1 Allow entering followup data, so that the database becomes richer

1 Ultimately provide better understanding of (very rare) kidney twmrsy generate outcomes of specific subtypes

and treatments, and identify children who woubeénefit from change of treatment

I yYR2@SNI 2F GKS LINAR G (S byRttezy RA Y 3
family of Minke at the Princess Mé&xima Center (13 October 2021)

(Note: Minke's photo with parental permissipn
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News from Biology Pane
ByManfred Gessler

As we were not able to hold ounternational Pediatric Renal Tumor Biology Meetimg
Marseille, the process of updating each other on progress reached in the different labs ha
slowed down considerably. We very much hope that 2022 will provide the opporttmity
finally meet again in person. There will be plenty of projects to be pteskecovering topics such as genome
sequencing, epigenetic and single cell analyses as well as various modeling efforts and basic mechanistic stud

Plans are in the works for an -@ite meeting in Marseille in September / October 2@2d stay tuned.

Numerous institutions in many countries are now actively collecting biospecimens to enable future reséreh
locally, in national reference labs or through international exchange of materials. Unfortunately, informed consen
for biobanking and esmally sampling of frozen tissue and blood samples (listed in Form F5) are still not available
in a significant proportion of cases. Informed consent for biobanking is available in onlygteigters of cases,

and biobanking has actually been performed awen fewer cases. Please ensure that you collect samples
comprehensively as described in the UMBRELLA protocol. For more details, please refer to the Lab Man
(Biobanking Recommendations) available on the SROEG web site. A condensed overview is shiawhe figure

below. In case of uncertainties do not hesitate to contact the Biology group.

Day 0 At 1-2 weeks End of Follow-up /
pre-chemo Day 15  surgery post-surgery treatment relapse

I 1 B 1 ! 1UQ)
IS [ N B N —

Early diagnosis Evaluation of Tumour MRD-like
of subtype or preoperative elimination surveillance
non-Wilms? treatment complete? possible?

Tumour omics, Tumour omics,
tumour culture tumour culture

Tissue Blood

Assessment of the relevance of 1q gain and/or blastemal volume for stratification of Wilms tumors are the primar
aims of UMBRELLA, and therefore tumor andtisamples are critical to achieve the goals of UMBRELLA. Further
preclinical testing of molecular diagnostic tools such as liquid biopsies, or evaluation of possible novel dru
candidates depends on prospectively collected and richly annotated casegn$higs that we can leverage this

information for future improvement at all levels.
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Pat holPagel News

ByGordan Vujanic

Despite all the problems linked with the pandemic, all national/regional pathology panels
have been workingveryharda®iSf A 3SNAy 3 OSy iGNl LI GK2f 238 NBODASG O
ready to check what percentage of cases have been sent for rapid central pathology review,

but | know that the cases are reviewed promptly, as soon as they reach the responsible panels. Weeapesting
some panels to start collaborating (Egypt, for example), and hope that they will start contribution and attending

review meetings soon.

Since the last Newsletter, waanage to have

3 review meetings. The first one was in
February 2021, myanised by Ronald de
Krijger, and it was the virtual meeting, during
which we reviewed the Dutch cases. It
worked verysmoothly, and it showed that

virtual/online reviews are possible, and we
will probably be using it when other panels

obtainthe scannindacilities.

The second meeting was in Bonn, in September 2021, organize
by Christian Vokuhl, and we reviewed the GPOH c&s&80
cases in total)However, there are another 200+ cases from the

GPOH that need to be reviewed, so we will go back to Bonn soo

The third meeting was in Paris, in December 2021, and wi

reviewed ~240 French caseso France is now up to date with

their cases. Future véew meetings have been planned
for 2022, and we hope that by the end of the year, we

will catch up with all cases that need to be reviewed.

Our members have published a number of papers on
pathology and contributed to other projects (please see

the listof publications in this Newsletter).
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