
When your sample is negative for actionable findings,  
ctDNA tumor fraction is a must 

True positive results stand out, but negative results are harder to interpret.

Negative Result from a Liquid Biopsy Test  
Without ctDNA tumor fraction

Is the blood sample negative for actionable variants?  
Without ctDNA tumor fraction, a negative liquid biopsy result is unclear.

• �Foundation Medicine’s ctDNA tumor fraction value accounts for aneuploidy, 
variant allele frequency, fragment length information, clonal hematopoiesis 
predictions (CH), and known tumor-associated alterations.

• �The combination of these components ensures a more accurate determination 
for consistency of the amount of ctDNA in a sample than VAF alone.3

Clonal hematopoiesis (CH) variants can cloud  
ctDNA assessment based on VAF alone.  
VAF of potential germline and CH variants may  
overestimate VAF-based calculations.

Are your negative liquid biopsy results really negative?

FoundationOne®Liquid CDx reports both ctDNA tumor fraction and variant allele frequencies (VAF) 
in the Professional Services section.

Reported on FoundationOne®Liquid 
CDx as <1% or numerical value if ≥1%.

Interpretive content in the Professional Services sections is provided as a laboratory professional service, and has not been reviewed or approved by the FDA. The FDA approved pages immediately follow the
Professional Services Summary, and the remainder of the Professional Services content follows the FDA approved section.

ABOUT THE TEST FoundationOne®Liquid CDx is a next generation sequencing (NGS) assay that identifies clinically relevant genomic alterations in circulating cell-free DNA.
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Biomarker Findings
Blood TBlood Tumor Mutational Burumor Mutational Burdenden -- 4 Muts/Mb
ctDNA TctDNA Tumor Fumor Frractionaction -- Low (< 1.0%)
MicrMicrosatosatellitellite statuse status -- MSI-High Not Detected

Genomic Findings
For a complete list of the genes assayed, please refer to the Appendix.

ASASXL1XL1 C632*C632*
TP53TP53 M2M246_N246_N2447del7del

TThis ashis assasay ty testested >300 canced >300 cancerer-r-relatelated ged genes,enes,
including the fincluding the folloollowingwing 1919 ggene(ene(ss) r) routinely asoutinely assessessedsed
in this tumor tin this tumor type:ype: AATTM, AM, ATR, BTR, BARD1, BRARD1, BRCCA1, BRA1, BRCCA2,A2,
BRIP1, CDK12, CHEK1, CHEK2, FBRIP1, CDK12, CHEK1, CHEK2, FANCANCA, FA, FANCL, MLH1,ANCL, MLH1,
MRE11A, NBN, PMRE11A, NBN, PALB2, RAD5ALB2, RAD51B, RAD51B, RAD51C, RAD51C, RAD51D1D,,
RAD54L.RAD54L.

Report Highlights

NEWNEW:: To more easily navigate the content associated with
patient results in an interactive format, physicians can access

FFoundaoundationRtionReport+eport+ by visiting FMI-PFMI-Portal.ortal.ccomom

BIOMARKER FINDINGSBIOMARKER FINDINGS

Blood TBlood Tumor Mutational Burumor Mutational Burden -den -
4 Muts/Mb No therNo therapies or clinical trials.apies or clinical trials. See BiomarkSee Biomarker Fer Findings sectionindings section..

ctDNActDNA ttuummoorr  ffrraaccttiioonn
Low (< 1.0%)

LLoow ctDNA Tw ctDNA Tumor Fumor Frraction. Taction. This rhis result does not cesult does not comprompromise comise confidenconfidencee
in anin any ry reporeportted alted altererations. See Biomarkations. See Biomarker Fer Finding Summaryinding Summary..

MicrMicrosatosatellitellite status -e status -
MSI-High Not Detected

MSI-High not detMSI-High not detectected. No eed. No evidencvidence of micre of microsatosatellitellite instabilite instability in thisy in this
sample (sample (see Appendix section).see Appendix section).

LLoow ctDNA Tw ctDNA Tumor Fumor Frractionaction was detected; in the absence of
actionable driver alterations consider reflex testing to an FDA-
approved tissue test, such as FoundationOne®CDx (p. 2)

●

Variants that may represent clonal hematopoiesis and may
originate from non-tumor sources: ASXL1 C632* (p. 3)

●

THERAPTHERAPY AND CLINICAL TRIAL IMPLICAY AND CLINICAL TRIAL IMPLICATIONSTIONS

No therNo therapieapies or clinical trials ars or clinical trials are ase associasociatteded
with the Genomic Fwith the Genomic Findings findings for this sor this sample.ample.

If you have questions or comments about this result, please contact your
Foundation Medicine customer support representative.

Phone: 1-888-988-3639
Online: foundationmedicine.com
Email: client.services@foundationmedicine.com
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Prostate cancer (NOS)
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ctDNA
ctDNA Tumor Fraction* =

cfDNA



When you have positive findings, VAF is helpful
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Frequency Percentage
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HISHISTTORIC PORIC PAATIENT FINDINGTIENT FINDINGS (BiomarkS (Biomarker Fer Findingsindings)) ORD-ORD-XXXXXXX-XX

Blood TBlood Tumorumor
MutaMutational Burtional Burdenden

6 Muts/Mb

MicrMicroossaattellitellite se statatustus MSI-High Not Detected

ctDNA TctDNA Tumor Fumor Frractionaction 8.2%

HISHISTTORIC PORIC PAATIENT FINDINGTIENT FINDINGS (S (Genomic FGenomic Findingsindings)) VVAF%AF%

EEGFRGFR 8.2%

DNMDNMT3AT3A 5.5%

GNAGNASS 0.29%

TP5TP533 5.9%

IMPORTIMPORTANT NOANT NOTETE This comparison table refers only to genes and biomarkers assayed by prior FoundationOne®Liquid CDx, FoundationOne®Liquid, FoundationOne®, or FoundationOne®CDx tests. Up to five previous
tests may be shown.

For some genes in FoundationOne Liquid CDx, only select exons are assayed. Therefore, an alteration found by a previous test may not have been confirmed despite overlapping gene lists. Please refer to the Appendix for the
complete list of genes and exons assayed. Variants reported for prior time points reflect reporting practices at the time of the historical test(s). Changes in variant reporting nomenclature, classification, or handling may result
in the appearance of discrepancies across time points. The gene and biomarker list will be updated periodically to reflect new knowledge about cancer biology.

ctDNA Tumor Fraction may include previous Tumor Fraction results which reflect reporting practices at the time of reporting. Changes in biomarker reporting may result in the appearance of discrepancies across time points.

As new scientific information becomes available, alterations that had previously been listed as Variants of Unknown Significance (VUS) may become reportable or reportable variants may become VUS.

Tissue Tumor Mutational Burden (TMB) and blood TMB (bTMB) are estimated from the number of synonymous and non-synonymous single-nucleotide variants (SNVs) and insertions and deletions (indels) per area of coding
genome sampled, after the removal of known and likely oncogenic driver events and germline SNPs. Tissue TMB is calculated based on variants with an allele frequency of ≥5%, and bTMB is calculated based on variants with
an allele frequency of ≥0.5%.

Not Tested = not baited, not reported on test, or test preceded addition of biomarker or gene

FoundationOne®Liquid CDx

5%
increments

0.5%
increments

exon 19 deletion
(E746_A750del)

M880V

R201C

R175H

PATIENT TUMOR TYPE
Lung adenocarcinoma

REPORT DATE

ORDERED TEST # 
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• �VAF can inform treatment selection as a measure of tumor heterogeneity,  
but it’s not ctDNA tumor fraction.3,4

• Reported on FoundationOne®Liquid CDx as individual variant measurements. 

• �May be used to calculate median or mean VAF or maximum somatic  
allele frequency (MSAF).

• VAF alone is not sufficient to determine the ctDNA level in a sample.3

How does VAF appear on FoundationOne®Liquid CDx reports?

VAF % =
   sequencing reads where the variant is found

the total number of sequencing reads at that location

Note: VAF is not a substitute for germline testing

Table included with both ctDNA tumor fraction and Variant Allele Frequency 
within a FoundationOne®Liquid CDx report under Professional Services Section.

FoundationOne®Liquid CDx is for prescription use only and is a qualitative next-generation sequencing based in vitro diagnostic test for advanced cancer patients with solid tumors. The test analyzes 324 genes utilizing 
circulating cell-free DNA and is FDA-approved to report short variants in 311 genes and as a companion diagnostic to identify patients who may benefit from treatment with specific therapies (listed in Table 1 of the Intended 
Use) in accordance with the approved therapeutic product labeling. Additional genomic findings may be reported and are not prescriptive or conclusive for labeled use of any specific therapeutic product. Use of the test does 
not guarantee a patient will be matched to a treatment. A negative result does not rule out the presence of an alteration. Patients being considered for eligibility for therapy based on detection of NTRK1/2/3 and ROS1 fusions 
should only be tested if tissue is unavailable. Patients who are negative for other companion diagnostic mutations should be reflexed to tumor tissue testing and mutation status confirmed using an FDA-approved tumor tissue 
test, if feasible. For the complete label, including companion diagnostic indications and complete risk information, please visit http://www.F1LCDxLabel.com.

  �ctDNA tumor fraction is reported as a laboratory professional service that is not reviewed or approved by the FDA. Patients who are negative for companion diagnostic mutations should be reflexed to tumor tissue 
testing and mutation status confirmed using an FDA-approved tumor tissue test, if feasible.

* �Approximated

† �Sensitivity is high for short variants and fusions when ctDNA tumor fraction is ≥1%. Copy number amplifications and deletions of exons or genes are detectable across a range of ctDNA tumor fraction values and reflexing to 
FoundationOne CDx may provide additional findings when these types of alterations report negative. (Refer to the FoundationOne Liquid CDx product label for additional information.)

Variant Allele Frequency (VAF)
VAF supports an understanding of how prevalent a particular  
variant is in a particular sample.


