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Topics to be covered -

• What is unique about Waldenström
macroglobulinemia?
– What do we still need to know to get to a cure?

• What is the WM Strategic Roadmap 
Roadmap?
– Why do we need one?

• How will supporting the Roadmap help?
– Will it get us to a world without WM?



Waldenström macroglobulinemia
“A disease with two problems”

Gertz et al. The Oncologist 2000;5:63-67

Lymphoplasmacytic infiltrate Monoclonal IgM protein



– Lymphoplasmacytic infiltrate 
(usually intertrabecular) 

– Immunophenotype - surface 
IgM+, CD19+, CD20+, CD79a+ 
and PAX5+. 

– MYD88 L265P is the most 
common genetic abnormality 
seen

– del(6)(q21) and CXCR4 
mutations are also seen

Waldenström macroglobulinemia
Morphology and Immunophenotype

Treon et al. N Engl J Med. 2012;367(9):826-33.
Hunter et al. Blood. 2014;123(11):1637-46.



Waldenström macroglobulinemia
Monoclonal IgM

Symptoms related to the 
monoclonal IgM protein are 
attributable to  -

– its characteristics in the 
circulation, 

– its interaction with various 
body tissues when deposited, 

– and its autoantibody activity. 



Hyperviscosity due to Waldenström
macroglobulinemia



IgM deposition due to Waldenström
macroglobulinemia

https://www.google.com/url?sa=i&url=https%3A%2F%2Freference.medscape.com%2Fslideshow%2Fperipheral-neuropathy-6009182&psig=AOvVaw2FYdSXFiywvfFPCar5Y9k2&ust=1594763997291000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCLj-sIady-oCFQAAAAAdAAAAABAD


Autoimmune hemolysis and cold 
agglutinin disease secondary to 

Waldenström macroglobulinemia

https://www.google.com/url?sa=i&url=https%3A%2F%2Fwww.uptodate.com%2Fcontents%2Fcold-agglutinin-disease%2Fprint&psig=AOvVaw0uV6rXdcWRB_MQrpHVez7p&ust=1594764105892000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCKDcn7qdy-oCFQAAAAAdAAAAABAD


What are the Knowledge Gaps in 
Waldenström macroglobulinemia?



The WM Roadmap Identified 4 
“Knowledge Gaps”

• Signaling
• ‘- omics’ – genomics, 

epigenomics, proteomics 
• Immunology
• Bone marrow 

microenvironment 



Signaling in WM and why it matters





Pro-survival signaling mediated by mutated 
MYD88

Treon SP, et al. J Clin Oncol. 2020;38(11):1198-1208.



Omics in WM and why it matters



Genomics, Epigenomics, Proteomics, 
Metabolomics



Roos-Weil D, et al. [published online ahead of print, May 26]. Blood. 2020;

Identification of two DNA methylation subtypes 
of Waldenström's macroglobulinemia with 

plasma and memory B cell features



Increased glutathione utilization augments tumor 
cell proliferation in Waldenstrom

Macroglobulinemia

Jalali S, et al Redox Biology, 2020



Immunology in WM and why it matters

https://www.google.com/url?sa=i&url=https%3A%2F%2Fwww.pinterest.com%2Fpin%2F293085888235946375%2F&psig=AOvVaw2rHSJHts0K3XnT7oE97Oaw&ust=1594744782441000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCKC5qrTVyuoCFQAAAAAdAAAAABAD


Getting the Immune System to target WM

https://www.google.com/url?sa=i&url=http%3A%2F%2Fimmense-immunology-insight.blogspot.com%2F2013%2F10%2Fquestion-antigen-presenting-cells.html&psig=AOvVaw2rHSJHts0K3XnT7oE97Oaw&ust=1594744782441000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCKC5qrTVyuoCFQAAAAAdAAAAABAU


Endpoint FL (n = 80) MZL (n = 16)

Overall response 95% 81%

Complete response 81% 75%

Partial response 14% 6%

Median DOR 20.8 months 10.6 months

Median PFS 23.5 months 11.8 months

12-month OS 93.4% 100%

CAR T-cells - ZUMA-5: Efficacy endpoints in 
relapsed/refractory FL and MZL

Jacobson CA, et al. ASCO Virtual Scientific Program. 2020. Abstract 8008. 

https://www.google.com/url?sa=i&url=https%3A%2F%2Fblog.seracare.com%2Fngs%2Faacr-2019-day-one-highlights-next-generation-car-t-cells&psig=AOvVaw0IXFvZRYCcr9HTQeBtS3DS&ust=1594765197090000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCKDsxruhy-oCFQAAAAAdAAAAABAD


Bone marrow microenvironment and why 
it matters 

“A man is known by the company he keeps”
- Aesop



Bone Marrow supports WM growth but 
offers many Therapeutic Targets

https://www.google.com/url?sa=i&url=https%3A%2F%2Fwww.researchgate.net%2Ffigure%2FThe-cartoon-illustrates-the-component-of-the-HSC-microenvironment-in-the-bone-marrow_fig1_332231775&psig=AOvVaw334QnCqySrdUBd7QyuyWuM&ust=1594745192834000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCKCMvYPXyuoCFQAAAAAdAAAAABAD


How does this research and the 
WM Roadmap affect me?



CXCR4S338X clonality ≥25% is associated with lower 
VGPR and shorter PFS to ibrutinib

Gustine JN, et al. Blood Adv. 2019;3(19):2800-2803.



Acalabrutinib Monotherapy in Patients With 
Waldenström Macroglobulinemia

Owen RG, et al. Lancet Haematol. 2020;7(2):e112-e121.



https://www.google.com/url?sa=i&url=https%3A%2F%2Fwww.sec.gov%2FArchives%2Fedgar%2Fdata%2F1651308%2F000165130819000078%2Fbgneinvestordeck20190808.htm&psig=AOvVaw2GZ1Qc34GqL_XOgTY7pikH&ust=1594765697300000&source=images&cd=vfe&ved=0CAIQjRxqFwoTCJiIkLKjy-oCFQAAAAAdAAAAABAw


Davids et al. J Clin Oncol. 2017 Mar 10;35(8):826-833.

Venetoclax in WM Patients 



Thank you to all of you for supporting 
WM research!
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