
Efficiency and Safety of Cancer Signal Origin (CSO)-Guided 

Diagnostic Workups Following Multi-Cancer Early Detection 

(MCED) Testing: Results from PATHFINDER 2 (PF2) 

Presentation #1151RO

Dax Kurbegov; Karthik V. Giridhar; Nima Nabavizadeh; Raevti Bole; Marc R. Matrana; Benjamin Rybicki; Tri Vu; Natalia Colocci; Cora N. 

Sternberg; Roland Matthews; Jerry Jaboin; Alan R. Roth; Jason Taksey; Joe K. Tung; Ramon S. Cancino; Vijaykrishna K. Gadi; Jack Youngren; 

Dongjing Guo; Eric A. Klein; Charles H. McDonnell III

Rapid Oral presented at European Society for Medical Oncology (ESMO) Congress; October 23-27, 2026; Madrid, Spain



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

DECLARATION OF INTERESTS

Dax Kurbegov, MD

Presenting author declarations:

● Employee of HCA Healthcare and holds stock in the company

Dax Kurbegov, MD
HCA Healthcare Sarah Cannon Cancer Network, Nashville, TN, USA 



Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.

Dax Kurbegov, MD

PATHFINDER 2a is the largest prospective, interventional MCED 

study conducted in North America to date1

The objective of the present analysis was to describe the efficiency, safety, and resolution of 

diagnostic evaluations after a positive MCED test result

CSO, cancer signal origin; MCED, multi-cancer early detection; PET-CT, positron emission tomography-computed tomography.
aNCT05155605. bTargeted diagnostic evaluation refers to any initial or subsequent testing performed before the diagnostic PET-CT (if performed) or prior to diagnostic resolution. cAll participants are actively followed by enrolling institutions for 3 years to assess cancer status and 

utilization of cancer screening tests on an annual basis. dClinical information including, but not limited to, cancer type, histology, and staging information are collected. eResearch blood draw also collected to understand the clinical impact of an MCED retest; results of research blood 

draw were not returned.

1. Nabavizadeh N, et al. Nat Med 2026.
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Key Exclusion Criteria:

● Undergoing or referred for diagnostic evaluation due to 

clinical suspicion for cancer

● Personal history of invasive solid tumor or hematologic 

malignancy and/or prior cancer treatment within 3 years 

prior to enrollment
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Protocol-
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dx PET-CT
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End of 12-month 

Follow-Upd

Diagnostic 

Resolution

Targeted Diagnostic Evaluationb

119
With no cancer 

identified

15
Unresolved

163
With cancer at 

diagnostic resolution

15d

Unresolved

167e

With cancer within 

12-month follow-up

123
With no cancer within 

12-month follow-up

65c

dx PET-CT
n=4e

(All had PET-CT)

n=108

n=7

n=58

n=54

2c

dx PET-CT

n=13

305
participants

Positive 

MCED Test Result

290
participants

Of the 305 participants with a positive MCED test result,

290 underwent ≥1 diagnostic evaluation

112
With no cancer at 

diagnostic resolution

CSO, cancer signal origin top 2 predictions; dx, diagnostic; MCED, multi-cancer early detection; PET-CT, positron emission tomography-computed tomography.
a15 participants were excluded for either initiation of diagnostic evaluation before communication of MCED test result (11) or no diagnostic evaluation performed after communication of MCED test result, including no communication of test result (4). bTargeted diagnostic evaluation 

refers to any initial or subsequent testing performed before the diagnostic PET-CT (if performed) or prior to diagnostic resolution. cDiagnostic PET-CT was performed only after a negative or unresolved targeted diagnostic evaluation. dDiagnostic resolution was not achieved within 12 

months (Unresolved) for 15 participants, and they were counted in the no cancer within 12-month follow-up group. eFour participants had no cancer diagnosis at diagnostic resolution and were subsequently diagnosed with cancer during the remainder of the 12-month follow-up 

period. All 4 had undergone PET-CT during their diagnostic journey: 2 during targeted diagnostic evaluation and 2 as diagnostic PET-CT after a negative targeted diagnostic evaluation.

CSO-guided or non–CSO-guided

Excluded

n=15a

156
With cancer 

identified
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Most evaluations were CSO-guided, most cancers were identified 

through CSO-guided evaluations, and CSO predictions were accurate

87.6%
CSO-guided 

evaluationsb

(n=254)
12.4%

Non–CSO-guided 

evaluationsb

(n=36)

Non–CSO-guided evaluations 

were clinically appropriate

CSO1/2, cancer signal origin top 2 predictions.
aTargeted diagnostic evaluation refers to any initial or subsequent testing performed before the diagnostic PET-CT (if performed) or prior to diagnostic resolution. bEvaluations were classified as CSO-guided when consistent with the diagnostic testing recommended for the predicted 
CSO(s) in the study protocol, and as non–CSO-guided when inconsistent. The protocol strongly encouraged CSO-guided evaluation unless clinical circumstances dictated otherwise. 

Targeted diagnostic evaluationsa were 

performed in 290 participants

Overall, 91.0% (152/167) 
had accurate CSO1/2 predictions

Of these, 88.0% (147/167) had cancer 

identified via CSO-guided evaluationb

Cancer was identified in 167
participants
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Diagnostic invasive procedures were more common in 

participants diagnosed with cancer

CSO, cancer signal origin.
aInvasive procedures were categorized as non-surgical invasive procedures, including endoscopy, biopsy, and other non-surgical procedures, or surgical invasive procedures. bIncludes participants who had no cancer diagnosed at diagnostic resolution, or participants who are still 

undergoing diagnostic evaluation at 12 months or have not achieved diagnostic resolution within 12 months.

213 participants had an invasive procedurea

Invasive procedures were more common in 

participants with a cancer diagnosis at 12 months

Cancer

No cancer

91.0% (152/167)

49.6% (61/123)

Surgical procedures were more frequent in those 

with a cancer diagnosis at 12 monthsb

Cancer: 14.4% (24/167)

No cancer: 3.3% (4/123) • All 4 participants had benign neoplasms that warranted 

surgical intervention

• 80.3% (49/61) had a predicted CSO for which the 

protocol-recommended evaluation included an invasive procedure

• 70.5% (43/61) underwent endoscopies

• 29.5% (18/61) underwent biopsies; all participants (100%; 18/18) 

underwent biopsies after other diagnostic evaluations

• 63.8% (136/213) had a predicted CSO for which the 

protocol-recommended evaluation included an invasive procedure

• 50.7% (108/213) underwent biopsies; almost all participants 

(98.1%; 106/108) underwent biopsies only after other 

diagnostic evaluations
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Diagnostic PET-CT provided limited new diagnostic information; persistent 

MCED positivity was associated with a subsequent cancer diagnosis

CSO, cancer signal origin; dx, diagnostic; MCED, multi-cancer early detection; PET-CT, positron emission tomography-computed tomography.
aTargeted diagnostic evaluation refers to any initial or subsequent testing performed before the diagnostic PET-CT (if performed) or prior to diagnostic resolution. bDiagnosis within 12 months. cRecurrent breast cancer was diagnosed approximately 7 months after the research blood 

draw. The predicted CSOs from the initial test were lung (CSO1) and lymphoid lineage (CSO2).

Targeted Diagnostic 

Evaluationa

156
Cancer identified

119
No cancer 

identified

15
Unresolved

290
participants

65 participants 

underwent dx PET-CT 

after negative evaluation

7
additional cancers 

found

5
diagnoses confirmed 

predicted CSO

2
diagnosed in related or 

clinically plausible sites 

vs predicted CSO

34 participants

had research blood draw 

with analyzable results

Research 

blood draw 

result

Cancer 

diagnosisb

No cancer 

diagnosisb

Positive

(n=10)
3 (30.0%) 7 (70.0%)

Negative

(n=24)
1 (4.2%)c 23 (95.8%)

6/7 had a benign neoplasm and/or

non-neoplastic condition 
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A negative retest identified 

participants unlikely to be diagnosed 

with cancer within 12 months
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95% of participants with a positive MCED test achieved 

diagnostic resolution

MCED, multi-cancer early detection; PET-CT, positron emission tomography-computed tomography; Q1, first quartile; Q3, third quartile.
aBased on Kaplan-Meier analysis. Includes 15 participants who did not achieve diagnostic resolution (unresolved). 

1. Nabavizadeh N, et al. Nat Med 2026.

Diagnostic Resolution

163
Cancer at 

diagnostic resolution

112
No cancer at 

diagnostic resolution

15
Unresolved

290
participants

94.8% participants 

(275/290) had diagnostic 

resolution

70 (38-121) days

Median (Q1-Q3) days to diagnostic resolution1

37 (24-61) days

48 (29-92) daysAll participants (n=290)a

Cancer diagnosis 

(n=163)

No cancer diagnosis 

(n=112)
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Conclusions
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CSO-guided 

evaluations identified 

most cancers after 

positive MCED 

test results

CSO-guided 

evaluations were 

generally focused 

and safe

PET-CT after negative 

targeted evaluation 

provided limited 

new information

Persistent MCED 

positivity on second 

blood draw may 

identify participants 

who warrant 

continued follow-up

CSO, cancer signal origin; MCED, multi-cancer early detection; PET-CT, positron emission tomography-computed tomography.
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