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† earlier for patients at higher risk based on family history or genetic testing
*at least 20 pack-years, who still smoke or those stopped smoking during the last 15 years
**(BI-RADS 0,3,4,5); *** (BI-RADS 4,5) 
#Age 50-74 at least one test , last 2 years, 2024 
^ Age 50-74 screened FIT past year, colono last 10 yrs, 2024

^^FIT positive and completed colono in 180 d ,2024
$ PAP at least once in past 3 yrs
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1. לסטטיסטיקההמרכזיתהלשכה ;
2. ריאהלסרטןהישראליתהעמותה (0.8% of all population)
3. בישראלהלאומיהבריאותסקר INHIS-4, 2018-2020 הבריאותמשרד,
4. בקהילהאיכותמדדי ,
5. USPSTF recommended screening. Precision Oncology 2024 (8):91

Current Early Detection Screening Programs: 
Half of current cancer incidence* 

Challenge:

• Low compliance, low PPV
• 70% of cancer deaths – malignancies that lack screening tests
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Current Early Detection Screening Programs: 
Half of current cancer incidence* 

Challenge:

• Low compliance, low PPV
• 70% of cancer deaths – malignancies that lack screening tests

Will blood tests do the job?    



Janet Vittone, npj Precision Oncology (2024) 8:91



CCGA3: To validate the MCED test within an independent validation set with a further 

refined assay. Case control. Non-Cancer confirmed at 1 yr follow up. 
Primary end point: test performance for cancer signal detection and site of origin. 

Sensitivity for various cancers

Klein EA, Annals of Oncology 2021, 32;9:1167



Sensitivity by stage

Predicted correct site of 
origin in 89% 

Klein EA, Annals of Oncology 2021, 32;9:1167



Diagnosed cancer, 48% stage 1,2

Cancer signal detected

Primary end point- time to diagnosis and extent of diagnostic 
testing required
Additional end points – test performance and CSO accuracy 

Lancet. 2023 October 07; 402(10409): 1251–1260. 



• 86 FNs @ 12 mo 73% were stage 1\2 [most lung, breast, prostate 
and brain (n=4)]

• Anxiety evaluated* increased in positive cases but returned to normal 
at the end of the study

Diagnosed cancer, 48% stage 1,2  

Cancer signal detected

Lancet. 2023 October 07; 402(10409): 1251–1260. 
*Lancet Oncol. 2025 Feb;26(2):165-174



PATHFINDER 2:
Prospective study, 35,878 participants 
32 US health care systems, 3 yrs follow up. 
Most average risk, over 50 yrs, no cancer tx past 3 yrs and no ongoing cancer work up    

ESMO 2025, 1 yr follow-up



Results: PATHFINDER 2, ESMO 2025 

PPV in intended to use population 61.6%
(The probability that a person with a positive MCED test will have cancer) 

(0.8%)

(0.3%)



(FP)

Results: PATHFINDER 2, ESMO 2025 



Cli

Sensitivity for Clinically Relevant Subgroups 



PATHFINDER 2: Cancers detected 



Stage of disease distribution



MCED Test (Guardant)

Uses NGS hybrid capture assay 

(ShieldTM) to measure DNA methylation 

in differentially methylated regions 

across solid cancers

He, et al. ASCO 2025

Slide provided by Sinicrope FA

Regression model trained to distinguish 

cancer from non-cancer at 98% specificity.  

Then, a cancer signal origin (CSO) model 

was trained to categorize 10 solid tumors.



Study Cohort and Overall Performance 

• Blinded case-control cohort of 962 adults ages 40-65+ with treatment naïve 
cancer, OR self-reported cancer free status with 1 year of follow-up.

17
He, et al. ASCO 2025
Slide provided by Sinicrope FA



Results: 
Sensitivity influenced by by Cancer Stage
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MCED: Here to stay !

• Target cancer in multiple organs without conventional screening test
• Better PPV than conventional recommended screening tools

No data on mutation carriers

• Survival of detected cancers are equivalent to age and stage expected

• Predicted to have a better compliance rate - The Best Test is the One 
that Gets Done !!!

• However, limited data on FP outcomes (follow-up, retesting?), 
awaiting randomized control trial results, and no mortality data   

Not instead of conventional screening!!!



• Thank you !!!



• A 35 yr old BRCA2 mutation carrier, working mother one child 

• No family history of ovarian cancer 

• OBGYN follow up- normal

• Breast imaging is normal

• Still significant risk of cancer in multiple sites

• Will a liquid biopsy (MCED test) be the solution for screening

???

NOT YET!!!
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