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Title:
Drawing a Roadmap for Wilms Research and Treatment Together: The Role of Advocacy



Background:


A difficult problem.
Wilms, like most childhood cancers, is rare, afflicting about 600 children in the United States each year. Standard protocols for Wilms are based on clinical and pathological findings 1. However, 20% of children relapse after initial therapy, and many more develop toxic side effects of treatment, including recurrent cancers, kidney failure, and heart damage 2,3. Importantly, children who suffer relapse also suffer from the rarity of their illness. Biology-based diagnostics, and the development of new therapeutics, have lagged behind adult cancers and other childhood cancers 4, in large part because Wilms tumor often responds to increases in the quantity of chemotherapy agents. However, high dose chemotherapy leaves survivors with a myriad of side effects 5

A new model
Patient Advocacy Groups (PAGs) have been an integral part of driving multi-stakeholder engagement in a range of childhood cancers, such as rhabdomyosarcoma and neuroblastoma. One such initiative includes the ACCELERATE platform 6. This organization has led 11 Pediatric Strategy Forums with the European Medicine Agency and eventually the U.S. Food and Drug Administration. In these meetings academics, pharmaceutical representatives, regulators and advocates, functioned as equal partners 7. Another example of advocates initiating multi-stakeholder engagement has been a biannual workshop on rhabdomyosarcoma. These workshops are well attended by clinicians and scientists, facilitating the generation of substantive and cohesive results-oriented goals 8. 

Design Thinking
Design thinking has evolved over several decades as a creative approach to solving complex problems. Developed originally in technical and business settings, the technique allows teams with diverse skills to think like a “designer”. Recently, Design Thinking has been applied in settings where problems may be too complex to define in a linear manner, such as developing new therapies for childhood cancer. In education, Design Thinking encourages cognitive, affective and aspirational skills 9. The process is highly iterative, open-ended and inclusive—from defining the issues to testing the solutions 10.  




Methods:
The methodology for this project is a literature review following guidance from PRISMA10 



Analysis:
Articles were coded using an inductive approach with strong focus on the constant comparative process allowing initial codes to reveal patterns 11. Coders reached a consensus through meeting of the minds 12. 


Our approach examined existing models of Multi-stakeholder engagement, and developed a prototype for multi-stakeholder engagement specific to Wilms tumor based on these models. 

Results:
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	Positive Outcomes and Examples of Multi-Stakeholder Engagement

	Identified Themes
	 Theme defined
	Sample References
	Quotes or Examples

	Equitable Multi-stakeholder Engagement
	References co-produced efforts to seek consensus on important topics (ie. policies, regulations, research priorities)
	Flegg (2020) 13


Ekins & Perlstein (2018) 14



	Multiple stakeholders came together to prioritize new therapies for retinoblastoma.

Multiple stakeholders came together to prioritize research for rare disease. 



	Advocates as Connectors
	Referenced co-produced connections between patient populations and other stakeholders (ie patient registries, trial recruitment, research partnerships)
	May (2021) 15

Merkel (2016) 16
	Connected patients with PI’s for research

Advocacy org recruited study subjects

	Multi-stakeholders (multi-stakeholder meetings)
	Examples of co-produced multi-stakeholder meetings that effected change
	Ludwinski (2020) 6; Pearson (2024) 7


	ACCELERATE platform

	Stakeholder Bias/Limitations to Co-Production
	Examples of limitations, biases from various stakeholders; challenges of working together
	Nguyen (2022) 17



Moitra (2017) 18

Stein (2018) 19
	PAC: False hope; desperation, loss of risk vs reward understanding

Institutional barriers resulting in “stalled” discoveries (silohs)

Ethical and legal concerns of co-production/collaboration explored.


	Advocates as Catalysts
	References situations in which advocacy organizations cause other stakeholders to “act”.
	Moitra (2017) 18


Ekins and Perlstein (2018) 14
	Advocates Initiated a project that discovered the gene responsible for PXE; impact included: discovery, research, data sharing through research consortiums.

PAG’s Prioritize and Catalyze a mission; transcend silohs

	Multi-Stakeholder Engagement Recommendations
	Design Thinking, Communication, Engagement Measure, Guidelines to Engage
	Flegg (2020) 13


Taccone (2023) 20

Petkovic (2020) 21
	Similar to Design Thinking; consensus building process

Design Thinking creates ground rules for co-creation among stakeholders.
Recommendations for meaningful engagement among stakeholders.





Conclusion:
Multi-stakeholder engagement is key for achieving meaningful change in outcomes for Wilms tumor. However, meaningful engagement will require multi-stakeholder agreement on a model for working together, including agreed upon processes for engagement and clear missional alignment. 

We will ask scientists and physicians to take a seat with us, so that our voices can bring focus to our mutual goals 22. Together we can develop a global roadmap to improve the diagnosis, treatment and survivorship of those diagnosed with Wilms tumor.

The poster will propose an initial working model to instigate discussion among stakeholders. 

Our Priority Questions:
Questions for multi-stakeholder meetings:

1) We want to develop better methods for identifying children at high risk of developing recurrence or with genetic predisposition syndromes. Which precision methods at the time of diagnosis could be used to redesign the system of staging?

o   Targeted Wilms genes
o   Whole genome testing
o   Whole exome testing
o   DNA Methylation assays
o   microRNA assays

2) We want to develop better methods for diagnosing recurrence and/or new tumors in children with high risk syndromes (Beckwith Weidman, Perlman, etc). Can liquid biopsy enhance early diagnosis by radiology?


What stakeholders should be present?
What steps do we need to take to achieve these goals? 
How do cultivate meaningful engagement among the needed stakeholders?




Wilms to join CCDI Molecular Characterization Initiative
Guidelines encourage Pediatric Oncologists to order Molecular Characterization of Tumors at diagnosis.

Genetic Testing at Diagnosis? We know that this is unfinished testing? What strengths do each of the stakeholders bring to help bring about better understanding of this and how to make this standard of care? 

Diagnosis of recurrence – possible role of liquid biopsy
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