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Editorial  

It is with great pleasure to present you the 7th SIOP-RTSG Newsletter. Although we all 
hoped that the COVID-19 pandemic could be overcome in 2021, but this was not the 
case. Nevertheless, we can look back on a very successful 2021 for our Renal Tumour 
Study Group. UMBRELLA is now recruiting patients for more than 2 years and the 
number of patients enrolled is already higher than 1200, and they are coming from 20 
different countries as shown in the following figure from the last Newsflash of 
November 2021. 
  

Despite all the administrative and bureaucratic regulations, we are proud to announce 
that RANDOMET as a randomized trial can now start very soon to recruit the first 
patients with metastatic nephroblastoma.  

During this year we were also very active in setting up an Association of SIOP-RTSG and 
on the 16th of June this year we were able to celebrate the foundation. This is a big 
step that will help us to optimize our SIOP-RTSG group. In the near future you will 
receive an invitation to get a member of the Association. The first general assembly 
will be held at our next annual meeting in Sevilla in June 2022. Hopefully Corona allows 
us to meet you all in person and not only virtual.  

Within this newsletter you will get an update of our work during 2021. We hope you 
find it interesting to read. 

Now, being at the end of the year, we wish you a Merry Christmas and a healthy New 
Year, for you, your families and friends, most important stay healthy! 
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The first patient was recruited in June 2019 into our UMBRELLA study. Up 

to now 20 countries are registering patients and more are under initiation. 

During these 30 months 1234 patients are enrolled, and each month 

between 50 and 70 new patients enter the study. Regular Newsflashes are prepared by the data 

management in Utrecht and is available in the Intranet of our website. Due to the Covid-19 pandemic, we 

anticipate that there may be some registration delays.  

 

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

1. The National coordinator needs to provide the following: 

a. Completion of registration of the full team on the intranet. A template is found at our website: 

http://siop-rtsg.org. 

b. Ethical approval needs to be obtained. 

c. The Sponsorship contract with Saarland University needs to be signed. A template can be found 

in the intranet of our website. 

2. Initiation will then start  

a. The SIOP-RTSG Office will plan an initiation visit by Zoom 

b. All people that will enter data will get access to the ALEA database by the SIOP-RTSG Office 

3. After initiation of a country the national/regional coordinator of the country has the following duty: 

a. Initiation of local sites 

As UMBRELLA is a research study trying to find new biomarkers for a better stratification of patients in 

upcoming trials, we put a lot of energy into ongoing biological and add-on 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 SIOP-RTSG as presented at the end of this 

Newsletter. We encourage 

our members to participate 

in these research projects.  

 

Another important issue is 

the fact that UMBRELLA is 

the 8th clinical study or trial. 

In 2021 we celebrated the 

50th anniversary of the SIOP 

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. 

 

 

 

  

UMBRELLA 
By Norbert Graf and Marry van den Heuvel-Eibrink 

http://siop-rtsg.org/
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The randomized controlled trial SIOP-RTSG Randomet 2017, exploring the 

non-inferiority of upfront Vincristine, Carboplatin and Etoposide compared 

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

Germany. Eventually, the SIOP-RTSG Steering Committee and the 

Randomet Team were able to overcome last hurdles. To facilitate real-time 

radiology-review the internationally established Medical Data and Picture Exchange (MDPE) System was set up for 

Umbrella and Randomet for German centres and is now productive. Participating centres can upload the initial and 

subsequent imaging and findings to Prof. Jens-Peter Schenk, Heidelberg and receive the reference findings and the 

study centres inclusion recommendation within one working day, ideally even on the same day. Also, the contract 

between the Sponsor GPOH gGmbH and the PMC Data Canter was finalized. Thus, on December 1st 125 local 

investigators and study nurses from more than 50% of the 47 German centres were initiated by the Randomet Team 

and the GPOH gGmbH representative. Recruiting can now start, and we are expecting the first patients to be 

entered within the next weeks. Opening of the remaining German centres is planned for early January 2022 as well 

as a Kick-Off meeting for France. Further national coordinating centres in Switzerland, Austria and Belgium are 

ready to be opened subsequently. The national canter in Czech Republic is answering last requests of their national 

authorities and will 

follow soon. Spain, 

Brazil, Netherlands, 

Italy, and Denmark 

are at different 

stages of their 

submissions and 

can follow next 

year. We are also 

planning to include 

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 rate 

by end of the next year. Recruitment is planned to last roughly 5 to 6 years with an interim analysis after accruing 

50% of patients. As now things gain pace, Arnauld and I hope you are as excited as we are. We also want to thank 

everybody supporting the project, most notably the Co-Chairs of SIOP-RTSG Prof. M.M. van den Heuvel-Eibrink and 

Prof. Norbert Graf for their continuous support. 

  

News from SIOP Randomet 2017 ï Now recruiting 
By Arnauld Verschuur and Rhoikos Furtwªngler 
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The HARMONICA (HARMONIzation and CollAboration) initiative, which was started in 2015, 

ǊŜǇǊŜǎŜƴǘǎ ǘƘŜ ŜŦŦƻǊǘǎ ƻŦ ǘƘŜ /ƘƛƭŘǊŜƴΩǎ hƴŎƻƭƻƎȅ DǊƻǳǇ wŜƴŀƭ ¢ǳƳƻǊ /ƻƳƳƛǘǘŜŜ ό/hD w¢/ύ 

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

formally collaborate to advance clinical 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, 

putting efforts in defining 

endpoints in order 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 level through stimulating collaborative activities on the 

level of transatlantic discipline committees and panels is an 

important way to move this field forward. Last but not least, it 

has been acknowledged, that investing in future developments 

in the field will benefit from programs for collaborative training, 

mentoring and transatlantic exchange of young colleagues (SIOP-

E and COG Young investigator initiatives). A driving principle 

ƎǳƛŘƛƴƎ ǘƘŜ ǎǘǊŀǘŜƎȅ ƻŦ I!wahbL/!Ωǎ ŎƻƭƭŀōƻǊŀǘƛǾŜ ŜŦŦƻǊǘǎΣ ƛǎ 

that it aims to advance research that cannot be successfully 

achieved by either cooperative group separately (replication, 

validation, and power issues).  So far, several studies on 

harmonization of standard of care approaches, reviews and 

biological studies have already been accomplished. Over the past 

year, fertility after renal cancer, nephrometry, nephrogenic rests 

and epidemiology were important research topics that have 

been discussed. Currently, a special issue on the perspectives and 

challenges for pediatric renal cancers is being prepared by this 

group, in which over 100 transatlantic collaborating experts will 

participate. 

HARMONICA Chairs: 
Prof. Dr. James Geller  
Prof. Dr. Marry M. van den Heuvel-Eibrink  

 

HARMONICA 
By Marry van den Heuvel-Eibrink 
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The SIOP-RTSG 2016 UMBRELLA database in ALEA is currently available and initiated in 17 

countries, and 4 large regional sites (Russia and China) in Europe, South America and Asia. In 

total that includes 148 active local sites and around 644 users who access the UMBRELLA database across the globe. 

Altogether over 1300 cases are now registered in ALEA, and on a daily basis the team in Utrecht is available for all issues 

regarding inclusion and registration issues. Also, queries for missing forms are send out regularly, and 5 DM meetings 

were organized with international DMs. Also, in 2021 we started 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. Recently, the 

ability to access the radiological images that can be uploaded to the DICOM server with any viewer as desired was added. 

This need came particularly from the central review radiologists as they found the available viewer in ALEA too limited. 

Further, in the Netherlands, the SDV (Source Data Verification) module has been used by monitors of the UMBRELLA 

data of the Princess Máxima Center cohort. This module will become useful for monitors in the various countries when 

monitoring data in the Randomet study. This will need to be organized in National Coordinating Centers (NCCs) and 

monitors will be trained and will get site or country specific access by the data center of the Máxima. This information 

will be further detailed in the next update of the data management plan (DMP) of UMBRELLA. The updated DMP also 

has an appendix on CRFs required per disease type. Finally, certain inconsistencies with the country codes have been 

corrected and the privacy data statement, system access and the data validation section have been updated.  

Next to the UMBRELLA database, the Randomet database is ready for registering and randomizing patients eligible for 

the Randomet study. For the Randomet study, all patients irrespective of ALEA or ObTiMA will be first registered in ALEA, 

eligibility for Randomet will be checked and if eligible Randomization will be performed. This setup prevents registering 

patients twice. Data from the Randomet study can be easily merged with the UMBRELLA study data. The randomization 

process involves a minimization procedure. Stratification factors are country-group, 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 SIOP-RTSG data. All data since the 

SIOP93-01 study have been captured electronically. However, in the 93-01 study, paper CRFs were used and centrally 

entered into one database, but in the 2001 SIOP study, more countries and centers participated and the paper CRFs 

were no longer sent to one data center. Instead, a large number of "electronic data capturing" (EDC) systems were used 

and none were "cloud-based." This meant that the data had to be sent from the NCCs to the data center in the 

Netherlands at different times. There, the variables and codes had to be mapped to a central system and the data had 

to be merged. From a maintenance and consistency perspective, this was a very complex and error-prone process. From 

the central data center, the idea then arose to bring together all the data, totaling some 8,000 kidney patients, into a 

new cloud-based system, that is similar to the current UMBRELLA database build in ALEA. 

 

Data Management 
.ȅ IŀǊƳ Ǿŀƴ ¢ƛƴǘŜǊŜƴΣ tǊŀƪǊƛǘƛ wƻȅΣ Sandra van der Kroef, Ingrid Schut, 
Danny Baars, Marry vd Heuvel-Eibrink 
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A girl who unfortunately passed away in 2020 in the Prinses Máxima Center, after treatment resistant cancer, thought 

that money should be raised in the context of her funeral to improve pediatric cancer research. Her family made this 

ǇǊƻƧŜŎǘ ǇƻǎǎƛōƭŜ ŀƴŘ ŘƻƴŀǘŜŘ ǘƘƛǎ ǇǊƛǾŀǘŜ ƎƛŦǘ ŦƻǊ ǘƘƛǎ ǇŀǊǘƛŎǳƭŀǊ ǇǊƻƧŜŎǘΣ ŎŀƭƭŜŘ ΨΩaƛƴƪŜΩǎ ²ƛǎƘ ǇǊƻƧŜŎǘέΦ /ǳǊǊŜƴǘƭȅΣ ŀ Řŀǘŀ 

scientist at the Maxima is recoding all variables and codes from the 93-01, the 2001 and the UK-import study into an 

ALEA-database similar to UMBRELLA. This is obviously a huge job due to the multitude of forms with sub-forms and the 

differences in items and detail therein. Some forms and solutions are discussed with the chairperson of a particular 

disciplines to make sure that the items are interpreted correctly. In terms of data, of course, the bilateral tumors and 

forms must again be considered separately. At this moment, the forms of the SIOP2001 have already been largely 

mapped to those of the UMBRELLA. Next, the data from the sub-EDCs will be read one by one into the parent database. 

We will approach all NCCs with the question, whether they have any data entered into their system after 2011 (closure 

SIOP2001 trial) and before UMBRELLA and will then upload the most recent data. 

!ƭƭ ƛƴ ŀƭƭΣ ǘƘƛǎ άaƛƴƪŜϥǎ ²ƛǎƘ ǇǊƻƧŜŎǘέΣ ǿƛƭƭ ōǊƛƴƎ ǘƻƎŜǘƘŜǊ ǘƘŜ ƭŀǊƎŜǎǘ ƛƴǘŜǊƴŀǘƛƻƴŀƭ Řŀǘa series in pediatric renal cancer 

and this will: 

¶ Secure data from previous SIOP-RTSG studies 

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

¶ Make data sharing and analysis faster and more efficient 

¶ Make inconsistent data and missing data visible so they can be retrieved 

¶ Allow entering follow-up data, so that the database becomes richer 

¶ Ultimately provide better understanding of (very rare) kidney tumours, generate outcomes of specific subtypes 

and treatments, and identify children who would benefit from change of treatment 

 
IŀƴŘƻǾŜǊ ƻŦ ǘƘŜ ǇǊƛǾŀǘŜ ŦǳƴŘƛƴƎ έaƛƴƪŜΩǎ ²ƛǎƘ ǇǊƻƧŜŎǘέΣ by the 

family of Minke at the Princess Máxima Center (13 October 2021)  

(Note: Minke's photo with parental permission) 
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As we were not able to hold our International Pediatric Renal Tumor Biology Meeting in 

Marseille, the process of updating each other on progress reached in the different labs has 

slowed down considerably. We very much hope that 2022 will provide the opportunity to 

finally meet again in person. There will be plenty of projects to be presented covering topics such as genome 

sequencing, epigenetic and single cell analyses as well as various modeling efforts and basic mechanistic studies. 

Plans are in the works for an on-site meeting in Marseille in September / October 2022 ς so stay tuned. 

 

Numerous institutions in many countries are now actively collecting biospecimens to enable future research - either 

locally, in national reference labs or through international exchange of materials.  Unfortunately, informed consent 

for biobanking and especially 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 only three-quarters of cases, 

and biobanking has actually been performed in even fewer cases. Please ensure that you collect samples 

comprehensively as described in the UMBRELLA protocol. For more details, please refer to the Lab Manual 

(Biobanking Recommendations) available on the SIOP-RTSG web site. A condensed overview is shown in the figure 

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

 

 

Assessment of the relevance of 1q gain and/or blastemal volume for stratification of Wilms tumors are the primary 

aims of UMBRELLA, and therefore tumor and blood samples are critical to achieve the goals of UMBRELLA. Further 

preclinical testing of molecular diagnostic tools such as liquid biopsies, or evaluation of possible novel drug 

candidates depends on prospectively collected and richly annotated cases. This ensures that we can leverage this 

information for future improvement at all levels. 

  

News from Biology Panel 
By Manfred Gessler 

By Manfred  
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Pathology Panel News 
By Gordan Vujanic 

 
 

Despite all the problems linked with the pandemic, all national/regional pathology panels 

have been working very hard and ŘŜƭƛǾŜǊƛƴƎ ŎŜƴǘǊŀƭ ǇŀǘƘƻƭƻƎȅ ǊŜǾƛŜǿΦ ²Ŝ ŘƻƴΩǘ ƘŀǾŜ ǘƘŜ Řŀǘŀ 

ready to check what percentage of cases have been sent for rapid central pathology review, 

but I know that the cases are reviewed promptly, as soon as they reach the responsible panels. We are still expecting 

some panels to start collaborating (Egypt, for example), and hope that they will start contribution and attending our 

review meetings soon. 

 

Since the last Newsletter, we manage to have 

3 review meetings. The first one was in 

February 2021, organised by Ronald de 

Krijger, and it was the virtual meeting, during 

which we reviewed the Dutch cases. It 

worked very smoothly, and it showed that 

virtual/online reviews are possible, and we 

will probably be using it when other panels 

obtain the scanning facilities.  

 

The second meeting was in Bonn, in September 2021, organized 

by Christian Vokuhl, and we reviewed the GPOH cases (~180 

cases in total). However, there are another 200+ cases from the 

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

 

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

reviewed ~240 French cases, so France is now up to date with 

their cases.  Future review 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 list of publications in this Newsletter). 

  


