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Disclosures

• None 



“… some patients from your practice who are age 50 or older… will be 
receiving an invitation from their insurer to participate in a program offering 
a blood test to screen for multiple types of cancer. Point32Health is 
partnering with GRAIL (a diagnostics company) to cover the cost of this new 
blood test…”





“We are partnering with GRAIL to offer our policy owners the Galleri® test, a 
multi-cancer early detection test…
…your test comes at no additional cost. GRAIL will share your results with you 
and not MassMutual – and your results will not impact your current policy.”





Where/How is MCD Testing Being Incorporated?

• Payers/health insurers
• Other insurers (e.g., outreach to life insurance policy holders)
• Direct to consumer marketing
• Health care provider organizations

– Oncology clinics
– Clinics for patients at high risk for cancer
– Primary care clinics

Focus on use in average-risk screening populations



A Good Cancer Screening Test

• Finds cancer before symptoms occur
• Screens for cancer that is easy to treat and cure when 

found early
– And facilities for diagnosis & treatment are available

• Has minimal risks and few false negative & false positive 
results

• Decreases cancer mortality 
– Has minimal/no overdiagnosis



Cancer Screening & Early Detection is Changing

August 15, 2024

January 11, 2021

July 29, 2024



The Level of Evidence Required Before Adopting a 
Screening Test is Also Changing

• RCT showing cancer specific 
mortality benefit

• Compelling comparison 
studies showing high 
sensitivity and specificity of 
a test to detect early-stage 
cancer for which benefits of 
screening established



Likelihood Ratio Nomogram

Will MCD Testing Be Useful for Screening?

• Screening populations have low prevalence of 
disease and thus very low pretest probability
even good tests, when positive, do little to 
increase post-test probability
– Assume sensitivity 87.5% & specificity = 89.9%
– Likelihood ratio =   sensitivity  =  0.875  =  8.67

                                   1-specificity      0.101 

  older populations higher cancer risk (pre-test 
      probability), but higher risk of overdiagnosis



What Are the Risks of MCDs for Low-Risk Populations?
• Expand the number of people to be assessed for cancer

– Numerous tests and some invasive searching for cancer that may or may 
not be found or need to be treated

– Capacity issues with testing
– What is a negative test result? When to stop looking for cancer?

• Overdiagnosis and overtreatment
– Cancer cell in the body may not cause disease in lifetime 

• False positives
– Could tests be finding cells of benign diseases that look like the tumor cells

• Cascade testing of incidental findings
Anxiety, risks of complication, financial costs, access



What is Ahead?
• Will (or when will) FDA first approve MCD testing?

– What type of evidence will be required? How will FDA approval in absence 
of outcome data influence test use?

• Will Congress pass legislation to “create a pathway for Medicare to 
cover MCED screenings once they are FDA approved”?  

• Education needed to help public understand the limitations of test



What Additional Evidence is Coming Relatively Soon?
• NHS-Galleri trial of 140,000 individuals aged 

50-77
– RCT of Galleri + existing cancer screening vs. 

existing screening alone
– Primary endpoint: incidence rate of stage III/IV 

cancer

• REACH study of 50,000 individuals aged 50+ 
with Medicare coverage (goal of 20% from 
under-represented populations)
– Not an RCT-comparison group is passively enrolled 

contemporaneous group who receive usual care
– Primary end point: incidence rate stage IV cancers

Neal et al, Cancers 2022; 14:4818; clinicaltrials.gov/study/NCT05673018



Key Questions for Stakeholders
• Do benefits of MCD tests outweigh the harms?

– How does this differ for (1) general populations, (2) high-risk populations, 
and (3) cancer survivors

– How will various Guideline Committees consider the relative balance of 
benefits to harms? How to ensure trust when recommendations differ?

• How to address testing before clear evidence about benefits and 
harms?
– How can we educate patients and clinicians about what is known and not 

known?
– Who will be tested? What systems are needed for tracking MCD tests 

performed in absence of strong evidence and directing follow up 
evaluation?



Additional Questions for Implementation
• How is a high quality diagnostic evaluation defined? What is 

“negative” follow up testing? How to ensure that patients have access 
to and complete diagnostic testing? 

• Can we utilize registries to ensure evidence generation, high-quality 
shared decision making, and tracking of testing and follow up?

• What is the cost of the test? Of follow up testing? Of implementing 
screening programs? Who pays?

• How does access to testing & care vary by patient characteristics? 
How can delivery systems ensure that all patients with a positive test 
have access to testing and resulting treatment?



Questions/Comments
keating@hcp.med.harvard.edu
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