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New HARMONY research project will study the
role of genetic aberrations in the disease course
of Chronic Myeloid Leukemia.

In a novel research project, HARMONY researchers will try to elucidate the hierarchy of genomic
events that underlie the disease course in Chronic Myeloid Leukemia (CML). On behalf of the
International CML Foundation Genomics Alliance, Professor Susan Branford discusses the project at
EHA2021, the virtual Annual Congress of the European Hematology Association (EHA).

CML is principally characterized by a genomic aberration called the BCR-ABL1 gene fusion, resulting in
uncontrolled proliferation of hematopoietic stem cells. The leukemic cells build up in the bone
marrow, spill over into the blood, and may settle in other parts of the body. In most cases, CML is
fairly slow-growing and can be successfully treated with tyrosine kinase inhibitors (TKI). In case of
treatment failure, analyses usually focus on mutations in the BCR-ABL1 kinase domain, despite the
fact that a multitude of other genetic events are now thought to play a role in TKI resistance and
progression. To obtain insight in the role of these other molecular aberrations, genetic data

from thousands of patients need to be studied. The HARMONY Big Data Platform offers excellent
opportunities to do that.

Professor Susan Branford, International CML Foundation Genomics Alliance, HARMONY CML “A goal
of the CML Genomics Alliance since its formation in 2018 is to pool mutational data through a shared
database. This will enhance the statistical power in order to understand the impact of genomic
variation on treatment response for patients with CML. The HARMONY Plus Big Data platform now
provides the opportunity to move forward to answer multiple clinical questions.”

Professor Andreas Hochhaus, University Hospital Jena and HARMONY CML Leader, is also involved in
the research project. “We know that several molecular aberrations may have an impact on outcome of
CML patients, but there is no large collection of such patients. Therefore, it is important to put all the
knowledge and efforts together which are currently ongoing, to reveal the importance of these genetic
aberrations.”

The researchers will address multiple research questions, for instance ‘Are certain mutations
associated with an increased risk in terms of TKI response and progression, and how could this
knowledge influence our therapeutic decision making?’ The ultimate goal is to improve CML
management and patient outcomes. The CML project illustrates how HARMONY is using Big Data to
improve the treatment of blood cancer.


https://www.harmony-alliance.eu/bigdata-platform/big-data-platform

More information

— Link to Scientific Working Group Session ELN-EHA SWG for CML: Chronic myeloid
leukemia: p255-4 The CML genomics/HARMONY PLUS project - Prof. Susan Branford -11 June
2021 - 9:00 am (Live Q&A Panel Discussion - 16 June 2021 11:00 AM - 11:45 am - Virtual room 1.

— Link to the HARMONY Research Project: Understanding the clonal hierarchy in chronic myeloid
leukemia to help improve patient outcomes >

— www.harmony-alliance.eu | #bigdataforbloodcancer | @HARMONYnetEU

— Ellen de Waal, HARMONY Manager Communication and Dissemination, e.dewaal@ehaweb.org

The HARMONY Alliance (HARMONY and HARMONY PLUS) is a public-private European Network of Excellence
for Big Data in Hematology. Our mission is to unlock and spread valuable knowledge on hematologic
malignancies (blood cancers) among a large number of stakeholders, with the

goal to harness and mine Big Data to speed up the development of improved treatments for patients

and more effective treatment strategies.

e HARMONY and HARMONY PLUS are funded through the Innovative Medicines Initiative (IMl), Europe's
largest public-private initiative aiming to speed up the development of better and safer medicines for
patients. Funding is received from the IMI 2 Joint Undertaking and is listed under grant agreement for
HARMONY No. 116026 and grant agreement for HARMONY PLUS No. 945406. This Joint Undertaking
receives support from the European Union’s Horizon 2020 Research and Innovation Programme and the
European Federation of Pharmaceutical Industries and Associations (EFPIA).

o  HARMONY: 53 Partners and 43 Associated Members, including 7 European Patient Organizations from 18
countries. Budget: 40 million | Period: January 2017- December 2021

e  HARMONY PLUS: 39 Partners from 10 countries. Budget 12 million | Period: October 2020 — September
2023
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