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Foreword

Dear NOPHO friends and colleagues

On behalf of all of you and the registration team in Stockholm, I am happy to present the NOPHO An-
nual Report 2020.

NOPHO was formally established in 1984, and I believe that ever since, the members have gathered
each year to share their experiences, research results and to do networking — all with the aim of improv-
ing treatment outcomes including survival and minimizing the risk of late effects for our patients.

Opver the last few months we have experienced the danger of the COVID-19 pandemic, which has
limited our participation in NOPHO working group meetings as well as international meetings. Arrang-
ing working group meetings as Zoom-meetings have become very popular, and it has proved very useful
instead of physical meetings, mainly because we are a society, where we know each other very well.

The Annual Meeting 2020 (the 38" NOPHO Annual meeting and 13* NOBOS Biannual meeting)
was planned to take place in Trondheim, but it has been cancelled due to the pandemic. The organizing
committees for NOPHO and NOBOS have been working hard planning the scientific program and
social events, and thanks to the great kindness and flexibility of the next two years organizers in Kuopio
and Lund, it has been possible to push the meeting in Trondheim a year and thus the subsequent two
meetings.

Even though the Annual Meeting 2020 is cancelled, the Annual Report is hereby presented with the
core of our efforts over in the past year and many years before that. The annual report is the result of
great dedication among research nurses, doctors, the registration team in Stockholm, our webmaster and
everyone involved in paediatric haematology and oncology in the Nordic and Baltic countries.

The efforts for creating a broader international network and treatment protocols are important for
movement of the results even more. However, our close collaboration in the Nordic and Baltic countries

remains extremely important in maintaining enthusiasm and commitment within the society.

As always, it is a great pleasure and honor for me to work with my Nordic and Baltic colleagues in our
joint cause of improving the lives of our patients.

Take care — and see you physically after the COVID-19 crises.
Aarhus, April 15*2020

Birgitte Klug Albertsen
Secretary General
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NOPHO Scientific committee

The deadline for applications for NOPHO studies is about 2 months before each NOPHO board meet-
ing (but can be adjusted if circumstances require), often just following the LL-Biology group meeting as
many of the applications often also require to be presented at that meeting. For the June 2019 term, 16
new applications were submitted of which 9 were accepted and 7 have been given the possibility to re-
submit a revised proposal; in addition, 4 re-submitted and revised proposals from previous rounds have
been accepted. For the November 2019 term, 6 new applications were submitted and evaluated, 5 of
which were accepted. For the June 2020 term, the deadline for the applications is March 16*- All newly
and previously accepted NOPHO projects from 2008 onwards can be seen at
https://www.nopho.org/member_pages/member_area/science/nopho_sc_study_db/Archive/Default.
aspx.

Projects were uploaded using the platform: https://manuscriptmanager.net/nopho. The applications

are sent to all members of the Scientific Committee, as well as to relevant external reviewers (i.e. non-
members of the SciCom) with the appropriate competence and/or position within NOPHO. For each
application term, the scientific committee has held a 1-2 hour telephone conference some weeks after the
application deadline, where the applications have been thoroughly discussed before evaluation notes were
subsequently drafted, and circulated to the NOPHO Board to make a final decision on the applications.

During last year’s period, SciCom was co-chaired by Kees-Jan Pronk and Nikolas Herold.
During the November 2019 telephone meeting, all proposed candidates for the 2020 NOPHO Lecturer

prize were discussed. 3 candidates were selected and presented to the NOPHO board, that subsequently
decided on the eventual 2020 NOPHO Lecturer.

Prior to the application deadline March 2020, Anna Nilsson succeeded Kees-Jan Pronk as Swedish rep-

resentative, and we thank Kees-Jan for his 5 years of contribution to the Scientific Committee, the last
three years of which as chair of the SciCom.

Stockholm, March 9% 2020
Nikolas Herold, on behalf of the SciCom of NOPHO
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Young NOPHO

Last year the annual meeting of Young NOPHO (YN) was held on the 3rd of May, 2019 at the annual

NOPHO meeting in Aalborg, Denmark. The minutes from the meeting and the regulations of YN can
be found at the NOPHO website. After the annual meeting the YN members had a group photo in the
evening followed by an invitation for an annual YN dinner sponsored by Barncancerfonden.

A total of 13 people participated in the meeting. As on previous years, this year we used the topics from
the Annual NOPHO meeting in planning our meeting program. Thus the Annual YN meeting which
preceded the Annual NOPHO meeting served as an introduction hereto. As participants include young

clinicians specializing in pediatrics or pediatric oncology or PhD students, this type of an introduction to
the subject seemed relevant to the audience.

The annual YN meeting program was divided into a clinical and a research session. The topics of the
clinical session were: introduction to central nervous system tumors, an introduction to diagnosing and
treating hemophilia (presented by pediatric hematologist-oncologist Satu Langstrom), and one clinical
case on hemophilia and one brain tumor case. During the annual YN meeting the YN board members
(Nikolas Herold on behalf of Simon Kranz) presented the introduction to CNS tumors and the relevant
clinical case on hemophilia was presented by YN member Liisa Jirveli.
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The clinical session was followed by a research session, in which the YN board selected two abstracts
for oral presentation. Laura Seppili presented her PhD project on preterm birth and risk of childhood
cancer.

Jonathan Gronbacek presented the Nordic-European study of the Cerebellar Mutism Syndrome. YN
Board member Mari Wilhelmsson presented on hospitalizations in long term survivors of childhood
AML — A report from the ALiCCs study. After the meeting, 8 participants joined us for a networking

dinner.

The fall Young NOPHO meeting, held from the 15® to the 17 of November, 2019 was organized in
Stockholm, Sweden. The meeting began on Friday with a brainstorming dinner followed by an educa-
tional component in the form of an Educational day on Pediatric Hematopoietic Stem Cell Transplanta-
tion at Karolinska Hospital in Stockholm. A total of 28 participants (including 4 lecturers) took part in
the educational day, including colleagues working in pediatric oncology in Stockholm, Uppsala, Umes,
Helsinki, Oslo, Tromse, Bergen and Estonia. Nurses and researchers in the field of pediatric oncol-

ogy also took part in the educational day. Mikael Sundin gave a lecture on Hematopoietic Stem Cell
Transplantation: the indications, auto vs. allo, choosing a donor, conditioning, the procedure, practical
aspects” as well as “Acute toxicities, Graft-versus- Host Disease”. Per Ljungman spoke about “Viral infec-
tions after HSCT”, Mari Wilhelmsson a YN Board member gave a talk on “Late effects after pediatric
HSCT” and Stephan Mielke gave a lecture on “The role of CAR T-cells”. The seminar was followed by a
networking dinner.

The Working Group Board meeting was held on the 17 of November with the main goal of planning
the next Annual Young NOPHO Meeting program to be held in Trondheim, Norway on the 8* of May
2020. Apart from organizational and constitutional points the following key aspects were discussed:

A. 'The theme of the next YN meeting was decided on as “Genetic Predisposition to Childhood Cancer
and Targeted Therapies”

B. Possible lecturers were discussed and organizational tasks for the YN meeting were delegated to YN
Board members

C. Discussion on how to increase collaboration across boarders. We talked about the possibility of

initiating a fellowship exchange between the Nordic countries allowing fellows to learn from the

expertise of other Nordic centers in the form of a 1-2 week observership

We discussed how to increase participation in Young Nopho

A proposition of having the next Board meeting and Educational day in Tromse in 2020, as the next

chair, Simon Kranz is based there

™9

All in all, we had a productive working group meeting. It is our mission to increase collaboration
between Young NOPHO members also in between the annual NOPHO meetings and to catalyze
Young NOPHO- driven research and education. We have to increase the active participation of Young
NOPHO members. This is a challenge due to the large geographical distances and busy clinical sched-
ules. Nevertheless, we already have substantial improvements and want to follow up on this develop-
ment.

The YN board would like to thank the Swedish Childhood Cancer Foundation (Barncancerfonden) for
supporting all YN related meetings in 2019 and 2020 and the next annual meeting in Trondheim, Nor-
way that has been postponed due to the corona virus pandemic to the 7 of May 2021.

Last but not least we would like to thank all YN members for their activities and energy invested in 2019

to 2020, for making YN a more active and collaborative WG. Thank you!

10" of May, 2020
On behalf of the YN board,
Laura Madanat-Harjuoja Finland, YN Chair
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Participating clinics/institutions/physicians

Through the years, many colleagues in NOPHO have been involved in treating and reporting of
childhood cancer. The main contributors are listed below:

Denmark  Copenhagen

Odense

Aarhus

Aalborg

Finland Helsinki

Turku

Oulu

Tampere

Kuopio

Iceland Reykjavik

Lithuania  Kaunas

Vilnius

Norway Oslo

Kjeld Schmiegelow, Karsten Nysom, Birgitte Lausen, Astrid
Sehested, Marianne Ifversen, Lisa Hjalgrim, Jesper Brok, Rene
Mathiasen, Bodil Als-Nielsen, Marianne Hoffmann,

Mimi Kjarsgaard, Katja Harder

Peder Skov Wehner, Eckhard Schomerus, Niels Fisker, Michael
Callesen, Mathias Rathe, Dorthe Grosen

Henrik Hasle, Birgitte Klug Albertsen, Torben Mikkelsen,
Pernille Edslev Wendtland, Karin Bakgaard Nissen, Ines
Kristenen, Torjus Skajaa, Louise Lindholdt Hansen, Louise Tram
Henriksen

Steen Rosthgj, Ruta Tuckuviene

Mervi Taskinen, Kim Vettenranta, Pasi Huttunen, Jukka
Kanerva, Kirsi Jahnukainen, Virve Pentikiinen, Minna Kosken-
vuo, Samppa Ryhinen, Helena Olkinuora, Satu Lingstrom,
Pauliina Utriainen, Adam Alexandersson, Anu Suominen,
Antti Kyronlahti

Piivi Lihteenmiki, Marika Gronroos, Anu Huurre,
Laura Korhonen, Linnea Schuez-Havupalo, Liisa Jarveld

Riitta Niinimiki, Hanna Juntti, Anne Hekkala, Elli-Maija
Ukonmaanaho, Henri Aarnivala

Olli Lohi, Mikko Arola, Katriina Parto, Piivi Raittinen,
Sauli Palmu, Niina Valtanen, Kristiina Nordfors

Pekka Riikonen, Kaisa Vepsildinen, Jouni Pesola,
Tuuli Péyhonen, Stefan Becker

Olafur G. Jénsson, Halldéra K. Thérarinsdéttir,
Sélveig Hafsteinsd6ttir, Ragnar Bjarnason, J6n J6hannes Jénsson

Giedre Rutkauskiene, Rosita Kiudeliene, Egle Ramanauskiene,
Sonata Argustaite, Justina Klimaite, Ruta Radaviciute

Jelena Rascon, Goda Vaitkevic¢iené, Grazina Kleinotiené,
Audroné Muleviciené, Indré Tamuliené, Natalija Sestel,
Ramuné Pasauliené, Rolanda Nemaniené, Sigita Stankeviciené,
Sonata Saulyté Trakymiené, Vilma Rutkauskaité, Igné Kairené

Anne Grete Bechensteen, Ellen Ruud, Heidi Glosli, Bernward
Zeller, Inga Maria Johannsdottir, Einar Stensvold,

Jochen Biichner, Monica Cheng Munthe-Kaas, Aina Ulvmoen,
Charlotte Alme, Marta Burman, Kirsten Jarvis, Ida Knapstad,
Tale Torjussen, Anja Lee, Christina Elisabeth Bjerring Opheim
Associate members: Marit Hellebostad, Finn Wesenberg, Eva
Widing
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Trondheim

Bergen

Tromso

Sweden Stockholm, Solna

Stockholm, Huddinge

Lund

Uppsala

Gothenburg

Umea

Linkoping

The Leukemia Registry
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Bendik Lund, Ann Elisabeth Asberg, Svein Kolmannsskog,
Erling Moe, Kristin Solem, Magnus Aassved Hjort

Maria W Gunnes, Dorota Malgorzata Wojcik, Anita
Andrejeva, Ingrid Kristin Torsvik

Tore Stokland, Trond Flaegstad, Niklas Stabell, Tove Nystad,
Simon Kranz, Ole Mikal Wormdal

Pernilla Grillner, Mats Heyman, Stefan Soderhill, Niklas Pal,
Klas Blomgren, Stefan Holm, Johan Malmros, Per Kogner, Jonas
Karlén, Jan-Inge Henter, Ingrid Ora, Petter Svenberg, Karin
Stralin, Trausti Oskarsson, Tatiana Greenwood, Susanna

Ranta, Tony Frisk, Tomas Bexelius, Christina Egnell, Johan
Hamrin, Nina Mogensen, Mari Wilhelmsson, Clary Georgantzi,
Karin Henning, Lena-Maria Carlson

Mikael Sundin, Jacek Winiarski, Peter Priftakis, Kim Ramme,
Petra Bystrom, Gauti Rafn Vilbergsson, Susan Farmand

Anders Castor, Jacek Toporski, Lars Hjorth, Helena Marse,
Kees-Jan Pronk, Dominik Turkiewicz, Ingrid Ora, Ulf Tedgard,
Annika Martensson, Marie Eliasson Hofvander, Johan Svahn,
Patrik Romerius, Joakim Wille, Ladislav Krol, Joana Makari,
Nadine Gretenkort Andersson, Anna Sillfors Holmqpvist,
Charlotte Ragnarsson

Josefine Palle, Britt-Marie Frost, Gustaf Ljungman, Johan
Arvidson, Per Frisk, Ake Jakobson, Anders C)berg, Annika
Englund, Natalja Jackmann, Britt Gustafsson, Tania Christofo-
raki, Arja Harila-Saari, Mia Giertz, Gustaf Leijonhufvud,
Geraldine Giraud

Karin Mellgren, Jonas Abrahamsson, Gustaf Osterlundh,
Marianne Jarfelt, Magnus Sabel, Magnus Géransson, Cecilia
Langenskiold, Lene Karlsson, Elizabeth Schepke, Lars Kawan,
Torben Ek, Cecilia Petersen, Diana Ljung-Sass, Lisa Mellstrom,
Aron Onerup, Martin Dalin, Jerker Isaksson, Monika Renkiel-
ska, Jonathan Killstrém

Ulrika Norén Nystrom, Per-Erik Sandstrom, Caroline
Bjorklund, Magnus Borssén, Frans Nilsson, Fredrik Bickstrom

Mikael Behrendtz, Britt-Marie Holmqvist, Per Nyman
Hartmut Vogt, Lisa Térnudd, Oskar Lundgren

Mats Heyman

Karolinska Institutet

Dept. of Women’s and Children’s Health
Childhood Cancer Research Unit
Tomtebodavigen 18 A

SE-17177 Stockholm

Sweden



Solid and Brain Tumour Working Groups
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Solid Tumour Committee

STC goals:

* STCisa forum for clinical and strategic discussions.

e STCisa forum to form ad hoc WGs for upcoming protocols or other burning issues.

e STC works side by side with the NOPHO Solid tumor registry group.

*  STC creates consultation networks within NOPHO for discussion of difficult cases

*  NOPHO countries do not have to join the same international protocols, but if there is consensus,
it is possible with NOPHO representatives. Currently, Jesper Brok is representing NOPHO in the
UMBRELLA consortium and Jukka Kanerva in the rEECur protocol.

* At least yearly meetings, generally two per year with one meeting at the annual meeting and another
one in parallel to the LCC and BTC meetings.

e Itis important to have own studies within the group and studies connected to the registry. The
idea of a project to make a common Nordic registration legal and feasible was launched; the

NOPHOCARE project. STC will work actively within the NOPHOmatch project.

All Nordic countries have appointed three formal representatives that form the back-bone of the STC,
but it has been decided to have an open attitude and invite all those with a special interest in the area to
participate and contribute. In addition, it has been decided that it would be valuable to have members
from other disciplines such as radiotherapy, pediatric surgery, pathology, genetics, radiology, etc. involved
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in the group to mimic the situation in the tumor board as the solid tumor work indeed is multidiscipli-
nary. STC will increase its collaboration with the NOPHO RT WG. STC has a mailing list of approxi-
mately 60 individuals for networking,.

The chair shall be nominated by the national groups rotating between the NOPHO countries in a
fashion similar to that in other groups. The term for the chair is two years. Next chair will be from Den-
mark confirmed at the annual meeting 2021 in Kuopio.

During the past year the STC has had two meetings, one at the annual meeting in Aalborg in May 2019
and one in Oslo in November 2019.

At the May meeting we had reports from NOPHOmatch (project aiming at matching patients with
early phase trials), updates of early phase trials and treatment protocols open/used in NOPHO coun-
tries. Several interesting case reports were presented.

At the November meeting we had an update of the NOPHO-CARE project, update of treatment proto-
cols open/used in NOPHO countries. Jakob Stenman presented a study proposal for relapsed or refrac-
tory HR neuroblastoma (Lu-DOTATATE; peptide receptor radionucleotide); STC supports conducting
the study. Presentation of drug screening combined with genetic profiling. Update of CWS and EpSSG

activities in soft tissue sarcoma. Updates of Ewing sarcoma and extracranial germ cell tumors.

During the next year, we will have a short meeting during Trondheim annual meeting in May and a
longer meeting in the fall in Helsinki combined with the NOPHO Board meeting.

Helsinki 15 March 2020

Jukka Kanerva
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Brain Tumour Committee

Meetings

Brain tumour committee meetings:

BTC meeting was held in Aalborg, Denmark, May 3* 2019 before NOPHO annual meeting. The next
BTC meeting is planned to be in Trondheim, Norway May 8" 2020 but may be postponed because of
Covid-19 virus related restrictions.
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Other brain tumour meetings:

SIOP-E Brain Tumour Group annual meeting was held in Budapest, Hungary 5% -6 April 2019.
PaeNNO 2019 meeting was held in Helsinki, Finland 4* — 6™ September 2019.

SIOP-E HGG working group meeting was held in Utrecht, Netherlands, 20" -21* January 2020.

Upcoming brain tumour meetings:

SIOP-E Brain Tumour Group annual meeting 2020 was postponed due to Covid-19 and the time of
next SIOP-E BTG meeting will be announced later.

ISPNO 2020 meeting was also postponed due to Covid-19 and will take place in Karuizawa, Japan, 13
— 16" December 2020.

PaeNNO 2021 meeting will take place in Denmark. Tentative dates 810" September 2021.

CNS Tumour molecular classification and related germ line testing

The WHO 2016 classification of the central nervous system tumours reclassifies the major histological
brain tumour diagnoses and uses molecular parameters in addition to histology to define tumour enti-
ties. Molecular classification has a major impact on prognosis and treatment of pediatric brain tumours.
Accordingly, integrated histological and molecular diagnosis is required in new international brain tu-
mour treatment protocols. This defines a need for molecular diagnostic methods (gene sequencing, DNA
methylation array etc) which are often required in rapid timetable within study protocols. These are
now well available in NOPHO area. Centralization of certain analyses such as methylation array allows
sufficient sample numbers for cost-effective and rapid turnover. An updated list of available molecular
diagnostic methods for molecular classification in NOPHO area is found on NOPHO web pages under
Brain Tumor Committee area.

Moreover, identification of cancer predisposing alterations in germ line if noticed in the tumor is becom-
ing important and also mandatory in many brain tumor protocols. This means that genetic counselling
has to be easily available when these alterations are found. Discussion on this issue is ongoing,.

Participation in brain tumour protocols

The SIOP-E brain tumor group works towards international cooperative protocols and registries to im-
prove treatment of pediatric brain tumour patients. The NOPHO Brain tumor group participates in this
work through encouraging NOPHO countries to join SIOP-E protocols and through elected NOPHO
representatives in disease specific working groups. National protocol coordinators from each participat-
ing country are also members of the corresponding SIOP-E working groups.

In the beginning of 2020, three phase II-III protocols are open in NOPHO area: SIOP PNET5 medul-
loblastoma in Denmark, Finland, Norway and Sweden, Ependymoma II in Finland and BIOMEDE in
Denmark and Sweden. In addition, several relapse and phase I-II protocols are open and several proto-
cols will be opened in the near future.

Medulloblastoma

SIOP PNETS5 protocol for low-risk and standard-risk medulloblastoma contains upfront analysis of
molecular markers of tumour biology to stratify patients for low risk and standard risk treatment. The
main study questions are about 1) lowering the dose of therapy for low-risk patients to decrease the late
effects while maintaining the excellent survival rate and 2) randomising concomitant carboplatin during
radiotherapy for standard-risk patients to increase the effectiveness of the treatment. New amendment
version 12 of the protocol contains more profound molecular subgrouping and germ line (blood control)
preinclusion testing for cancer predisposing syndromes in certain molecular subtypes of medulloblas-
toma. In addition, new patient groups are included (clinically high risk patients with favourable WNT
activation, TP53 mutated — SHH activated medulloblastomas with very poor prognosis, and registry for
medulloblastoma patients with cancer predisposing alteration other than TP53 mutation).

During version 11 and 12 of the protocol there have been 7 cases of PRES after radiotherapy, during first

chemotherapy cycle. These have been documented as SUSAR because their frequent rate. In the upcom-

ing version 13 of the protocol the order of chemotherapy cycles has been changed to avoid repeated doses
of vincristine soon after radiotherapy which has been considered as a risk factor for PRES.
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PNETS5 protocol version 11 has been running in Finland and Sweden for several years and is now open
in Norway. Denmark has opened version 12 and submission of new protocol version is planned/ongoing
in other participating NOPHO countries. Recruitment has been extended until at least the end of 2021.

SIOP HR-MB protocol is for clinical HR medulloblastoma patients over 3 — 5 years with non-WNT
biology. The main aim is to test systematically whether any of strategies used for HR medulloblastoma
offers a survival advantage and to compare toxicities. It will include randomisation to HART (hyperfrac-
tionated accelerated radiation therapy) or standard radiotherapy or high dose chemotherapy and stand-
ard radiotherapy. Full protocol version 2.0 (June 2019) has received funding in UK for running the trial
and has been accepted by UK authorities. It is expected to be opened in the UK by the end of May 2020
and will be submitted in NOPHO countries after that.

SIOP YC-MB protocol for infant/young children (YC) medulloblastoma is in development. The pro-
tocol will have biologically stratified treatment groups and will include radiotherapy for patients over 18
months with poorest prognosis. Study design for infant HR-group is ready but there has been a delay in
start of the protocol due to questions regarding risk-stratification of patients in infant SHH-medulloblas-
toma (non-HR) group. Aim is to have randomized trial to better define neurotoxicity of inraventricular
MTX and alternative treatment options in this group. Funding has been applied for general structures
of the trial for biological (850K methylation array) and neuropsychological assessments for all European
patients.

Atypical teratoid rhabdoid tumour (AT/RT)

European Rhabdoid Registry (EU-RHAB) contains a registry and treatment recommendations. We
continue to recommend that patients are discussed with Michael Frithwald in Augsburg, who coordi-
nates the registry, and that patients are reported to the registry. European protocol for AT/RT, SIOPE
ATRTO1 is being developed and has been submitted for funding and to the authorities in Germany.
NOPHO Brain Tumor Committee supports the concept of the trial.

Ependymoma

SIOP Ependymoma II protocol is open in several European countries, was opened in Finland in the
end of 2019 and will be soon opened in Sweden and Norway, and is in the process of submission in
Denmark. This protocol has three different strata (risk categories) with separate randomisations in each
strata. It does not contain novel therapies apart from valproic acid as HDAC-inhibitor and does not re-

quire tumour biology testing for risk stratification. Biological samples, however, are mandatory and will
sent to BIOMECA core laboratories.

Low Grade Glioma (LGG)

SIOP-LOGGIC trial for LGG patients with non-NF1 LGG gr I-1I and indication to treat is close to
opening and will be opened in several NOPHO countries. Randomisation is between treatment with
standard vincristine-carboplatin or vinblastine monotherapy or trametinib (MEK inhibitor). In addition
to PES as defined by MRI imaging, visual and neurological outcome will be included as primary out-
come measures. This will necessitate close cooperation with study ophthalmologists for patients with a
visual pathway tumour.

It is an inclusion criteria for LOGGIC Europe trial that the patient is first included in the LOGGIC
Core Bioclinical database with mandatory 1 level molecular investigations (methylation array and basic
molecular changes) as well as submission of frozen tumor tissue to 2™ level central tumor assessment

in Heidelberg. The I** level investigation has to be carried out at a LOGGIC molecular hub. At present
Copenhagen (DK) is registered as a molecular hub and can perform testing for other countries (price not
determined yet, there is some central funding for the first patients), but this can most likely be expanded
to other centres in NOPHO as well. It is therefore necessary to open LOGGIC Core as well as LOG-
GIC Europe to be able to include patients into the randomised trial. All details are ready to be able to
open LOGGIC Core and all countries are encouraged to get started on this to be able to be ready for
LOGGIC trial. The LOGGIC trial is not yet ready for submission to the authorities, but it is expected
that this will be the case within the next few months, and a VHP is planned.
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Until opening of the LOGGIC protocol, recommended standard treatment for LGG is according to
SIOP-LGG 2004 protocol, which was closed for randomisation in 2013.

LGG patients with BRAFV600E mutation in their tumor are excluded from LOGGIC and go to their
own protocols. Protocol for BRAFV600E positive LGG including randomisation between standard
vincristine-carboplatin and targeted dabrafenib-trametinib treatment is open in Copenhagen (DK) and

Tampere (FI).

Protocol for neurofibromatosis 1 and low-grade glioma is also being developed together with the
COG as a SIOP-COG cooperation. The trial has just opened in the US for NF-1 LGG patients with an
indication for non-surgical therapy, chemotherapy is randomised between VCR-carboplatin (US sched-
ule) and selumetinib, a MEK-inhibitor from AstraZeneca. Like the LOGGIC trial, visual function is an
end-point. Birmingham will be European sponsor. Trial will probably not be ready to open in Europe
before 2021.

High grade glioma (HGG) and diffuse intrinsic pontine glioma (DIPG)
SIOPE Infant HGG protocol was agreed but did not get enough funding and is planned to be opened

as a registry containing treatment recommendation.

DIPG registry developed by the SIOPE DIPG network was published in January 2017 and is ready for
use in each participating country after approval of national authorities. It has been submitted in Norway,
and is planned in Sweden, Denmark and Finland.

BIOMEDE (Biological Medicine for DIPG eradication) is originally a protocol for H3K27M positive
pontine gliomas and currently includes H3 K27M-mutant diffuse midline gliomas outside of pons as
well. The protocol contains tumor biopsy and preinclusion screening of tumour biology. There was a
biology dependent randomization for targeted medication combined with radiation therapy. Randomisa-
tion was paused and recruitment continues to single arm study (everolimus combined with radiotherapy)
until opening of the BIOMEDE2 trial, which will include a novel drug ONC201. In NOPHO, BIO-
MEDE is open in Copenhagen (DK) and in Stockholm/Sweden. BIOMEDE?2 will also be opened in
Helsinki/Finland.

Trial of dabrafenib + trametinib for BRAF V600 mutant relapsed or refractory HGG is open in Co-
penhagen (DK), Stockholm (SE) and Tampere (FI).

There is still no open protocol for other HGG patients after HERBY-protocol in which no benefit from
bevacizumab added to radiation therapy and temozolomide was received. Consensus for postoperative
treatment of new HGG patient (other than midline H3K27M mutated glioma or infant HGG or rare
HGGs with options for targeted treatment) in Europe and NOPHO is still radiation therapy and temo-
zolomide with possible combination of lomustine.

CNS Germ Cell tumours (GCT)

SIOP CNS GCT II protocol for patients with CNS germ cell tcumours was open in several countries
including Sweden and Norway. The trial was closed in June 2018. The British group’s suggestion for
treatment of these patients during the interim phase between protocols is to keep chemotherapy un-
changed and, regarding radiotherapy, boost pure germ cell tumors also in cases of complete remission
until outcome reports from the trial are available and for non-disseminated non-germinomas give whole
ventricular radiation and boost to the tumor bed. NOPHO radiation therapy group recommends to do
the same.

Early phase protocols
Regarding possible experimental therapies in NOPHO, the file ’NOPHO novel therapy trials overview”
can be found on www.nopho.org under “protocols” and is updated by Karsten Nysom continuously.
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A phase 1 trial with afatinib for relapsed or progressive ERB receptor positive tumors, which was open in
Copenhagen (DK), is paused since Dec 23rd 2019.

MEMMAT protocol is a phase 2 trial of multidrug antiangiogenic approach for patients with recurrent
or progressive medulloblastoma. The trial is open in Copenhagen (DK), Bergen (NO) and in all 6 Swed-

ish centers.

A trial of PD1 inhibitor (pembrolizumab) in relapsed/progressive PD1 positive solid tumors including
brain tumors is open in Lund (SE).

A phase 2 trial of larotrectinib for tumors harboring NTRK fusions is open in Copenhagen (DK).

A phase 1-2 trial of LOXO-195 for tumors with NTRK fusions and resistance to larotrectinib is open in
Copenhagen (DK).

A phase 2 trial of dabrafenib and trametinib for BRAF V600 mutant relapsed or refractory high grade
glioma as well as BRAF V600 mutant low grade gliomas needing non-surgical therapy (randomized
against vincristine + carboplatin) is open in Copenhagen (DK), Stockholm (SE) and Tampere (FI).

A phase 2 trial of nivolumab (anti-PD1) and ipilimumab (anti-CTLA4) for tumors with high tumor
mutational burden without 