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Procedures addressed 

The inclusion of any procedure code in this table does not imply that the code is under 
management or requires prior authorization. Refer to the specific Health Plan's 
procedure code list for management requirements.

Procedures addressed by this 
guideline

Procedure codes

APC Sequencing 81201

BRAF V600 Targeted Mutation Analysis 81210

BRCA1/2 Sequencing 81163

BRCA1 Sequencing 81165

BRCA2 Sequencing 81216

EGFR Targeted Mutation Analysis 81235

JAK2 V617F Targeted Mutation Analysis 81270

KIT Targeted Sequence Analysis 81272

KIT D816 Targeted Mutation Analysis 81273

KRAS Exon 2 Targeted Mutation Analysis 81275

KRAS Targeted Mutation Analysis, 
Additional Variants

81276

MGMT Promoter Methylation Analysis 81287

MLH1 Sequencing 81292

MSH2 Sequencing 81295

MSH6 Sequencing 81298

NPM1 Exon 12 Targeted Mutation 
Analysis

81310

NRAS Exon 2 and Exon 3 Analysis 81311

PDGFRA Targeted Sequence Analysis 81314

PMS2 Sequencing 81317

PTEN Sequencing 81321

Resolution ctDx Lung 0179U

Solid Organ Neoplasm Molecular 
Profiling, 5-50 genes

81445
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Procedures addressed by this 
guideline

Procedure codes

Solid Organ or Hematolymphoid 
Neoplasm Molecular Profiling - Expanded, 
51 or more genes

81455

TERT Targeted Sequence Analysis 81345

NeoLAB Prostate 0011M

Miscellaneous Molecular Tumor Marker 
Test

81400

Miscellaneous Molecular Tumor Marker 
Test

81401

Miscellaneous Molecular Tumor Marker 
Test

81402

Miscellaneous Molecular Tumor Marker 
Test

81403

Miscellaneous Molecular Tumor Marker 
Test

81404

Miscellaneous Molecular Tumor Marker 
Test

81405

Miscellaneous Molecular Tumor Marker 
Test

81406

Miscellaneous Molecular Tumor Marker 
Test

81407

Miscellaneous Molecular Tumor Marker 
Test

81408

Miscellaneous Molecular Tumor Marker 
Test

81479

Miscellaneous Molecular Tumor Marker 
Test

88271

What is liquid biopsy testing 

Definition

The use of cell-free circulating tumor DNA (ctDNA) to identify genetic mutations 
present in a tumor is also referred to as a liquid biopsy.

 The National Cancer Institute defines a liquid biopsy as “a test done on a sample of 
blood to look for cancer cells from a tumor that are circulating in the blood or for 
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pieces of DNA from tumor cells that are in the blood. A liquid biopsy may be used to 
help find cancer at an early stage. It may also be used to help plan treatment or to 
find out how well treatment is working or if cancer has come back. Being able to 
take multiple samples of blood over time may also help doctors understand what 
kind of molecular changes are taking place in a tumor.” 2 

 Cell-free circulating tumor DNA (ctDNA) is released into circulation by tumors.1 It 
can be found in various substances, including blood, urine, saliva, etc.

 Analysis of ctDNA is performed to help identify indicators of disease recurrence or 
disease progression. It can also help to determine if a specific treatment is 
indicated. 

 Liquid biopsies can be used to more easily obtain serial sampling of a tumor. This is 
particularly useful since somatic mutations that are used in treatment decisions can 
change as the tumor progresses.1 ctDNA is also thought to be a more 
representative sample of the entire tumor genome as well as any metastases that 
may be present.1 

 Traditional methods of performing biopsies on tumor tissue pose the following 
problems:1,3 

o Biopsies are invasive, involve risks, are typically costly, and are typically difficult 
to obtain. 

o Treatment decisions often rely on one single biopsy, while tumors are usually 
heterogeneous in nature, tumor characteristics can evolve, and information 
regarding metastases may not be not known.1 

 The use of liquid biopsies can help overcome some of the above problems with 
traditional biopsies since they can be completed non-invasively. 

 This policy will only address the use of ctDNA as a liquid biopsy in solid tumors. 
Although circulating tumor cells (CTCs) can be used to help obtain information 
about a person’s cancer prognosis and treatment options, this policy also does not 
address CTCs. For information on coverage for CTC assays, please see the policy 
titled CellSearch Circulating Tumor Cell Count for Breast Cancer Prognosis. 
This policy also does not address the use of ctDNA as a liquid biopsy in 
hematological malignancies.

Test information 

 Testing methodology relies on the presence of ctDNA in circulation, which is 
typically analyzed by one of the following methods:

o Standard testing methodologies, such as PCR or sequencing, are used to 
identify targeted mutations commonly present in tumors of a specific type. 

o Methodologies such as NGS-based sequencing or array-CGH are used to 
identify both novel and recurrent mutations. These include whole genome 
sequencing or whole exome sequencing. These approaches analyze single 
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genes, panels of genes, exomes, or genomes. Use of these approaches allows 
testing with no prior knowledge of genetic mutations that are present in the 
patient's tumor. 

Guidelines and evidence 

 The National Comprehensive Cancer Network (NCCN, 2020) states the following in 
regards to liquid biopsies for testing in patients with non-small cell lung cancer:4 

o “Cell-free/circulating tumor DNA testing should not be used in lieu of a 
histological tissue diagnosis.” 

o “The use of cell-free/circulating tumor DNA testing can be considered in specific 
clinical circumstances, most notably:” 

 “If a patient is medically unfit for invasive tissue sampling” 

 “In the initial diagnostic setting, if following pathologic confirmation of a 
NSCLC diagnosis there is insufficient material for molecular analysis, cell-
free/circulating tumor DNA should be used only if follow-up tissue-based 
analysis is planned for all patients in which an oncogenic driver is not 
identified” 

 Many laboratories are developing liquid biopsy assays. For many of these assays, 
analytical validity studies have been performed; however, data regarding the clinical 
validity and clinical utility of these tests is still emerging.3,5-20 

 The TRACERx study (Tracking Non-small cell lung cancer evolution through 
therapy (Rx)) is a large, prospective clinical trial being conducted to evaluate “the 
relationship between intra-tumor heterogeneity and clinical outcome following 
surgery and adjuvant therapy.” 21 Researchers plan to analyze patient’s tumors 
before surgery and multiple times after surgery during their treatment regimen. 
Tumor tissue and ctDNA in patient’s blood will be examined in approximately 840 
patients with NSCLC. This trial is expected to continue until 2023.21 

 Limited evidence suggests that liquid biopsy with Guardant360, in patients with 
advanced NSCLC, may be a reasonable non-invasive alternative to tumor biopsy, 
particularly in patients unable to undergo standard tissue biopsy or in cases where 
tumor tissues are lacking or insufficient for proper mutation analysis.22-35 

Criteria 

Guardant360 testing for non-small cell lung cancer (NSCLC) 

 When Guardant360 is being requested, the panel will be considered medically 
necessary when the following criteria are met: 

o The member has a diagnosis of metastatic or recurrent NSCLC, AND 
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o NSCLC diagnosis has been confirmed based on a histopathologic assessment 
of tumor tissue, AND 

o No previous multi-gene panel testing has been performed for NSCLC, AND 

o Insufficient tumor tissue is available for broad molecular profiling and member is 
unable to undergo an additional standard tissue biopsy due to documented 
medical reasons (i.e., invasive tissue sampling is contraindicated due to the 
member’s clinical condition) 

EGFR targeted mutations 

Liquid biopsy testing for EGFR targeted mutations is addressed in the guideline EGFR 
Testing for Non-Small Cell Lung Cancer TKI Response. 

Other considerations 

 All other liquid biopsy multi-gene panels are considered investigational and/or 
experimental and therefore, not eligible for reimbursement.

 Liquid biopsy for all other indications is considered investigational and/or 
experimental and therefore, not eligible for reimbursement. 

 The Guardant360 multi-gene panel will only be considered for reimbursement when 
billed with an appropriate panel CPT code. When multiple CPT codes are billed for 
components of the panel, eviCore will redirect to the appropriate panel code. 

References 

1. Corcoran RB, Chabner BA. Application of Cell-free DNA Analysis to Cancer 
Treatment. N Engl J Med. 2018;379(18):1754-1765.

2. National Cancer Institute. NCI dictionary of cancer terms: liquid biopsy. Available 
at: http://www.cancer.gov/publications/dictionaries/cancer-terms?cdrid=779095.

3. Schwaederle M, Husain H, Fantal PT, et al. Detection rate of actionable mutations 
in diverse cancers using a biopsy-free (blood) circulating tumor cell DNA assay. 
Oncotarget. 2016.

4. National Comprehensive Cancer Network Clinical Practice Guidelines in Oncology: 
Non-Small Cell Lung Cancer. V.1.2020: Available at: 
https://www.nccn.org/professionals/physician_gls/pdf/nscl_blocks.pdf.

5. Lanman RB, Mortimer SA, Zill OA, et al. Analytical and clinical validation of a digital 
sequencing panel for quantitative, highly accurate evaluation of cell-free circulating 
tumor DNA. PloS One. 2015;10(10):1-27

6. Lebofsy R, Decraene C, Bernard V, et al. Circulating tumor DNA as a non-invasive 
substitute to metastasis biopsy for tumor genotyping and personalized medicine in 
a prospective trial across all tumor types. Mol Oncol. 2015:1-8.

© 2020 eviCore healthcare. All Rights Reserved. 5 of 8
400 Buckwalter Place Boulevard, Bluffton, SC 29910 (800) 918-8924 www.eviCore.com 

   
   

   
 L

iq
u

id
 B

io
p

s
y 

Te
st

in
g

 –
 S

o
lid

 T
u

m
o

rs

http://www.cancer.gov/publications/dictionaries/cancer-terms?cdrid=779095
http://www.eviCore.com/
https://www.nccn.org/professionals/physician_gls/pdf/nscl_blocks.pdf


Lab Management Guidelines V2.0.2020

7. Sundaresan TK, Sequist LV, Heymach JV, et al. Detection of T790M, the acquired 
resistance EGFR mutation, by tumor biopsy versus noninvasive blood-based 
analyses. Clin Cancer Res. 2015:1103-1110.

8. Bettegowda C, Sausen M, Leary RJ, et al. Detection of circulating tumor DNA in 
early- and late-stage human malignancies. Sci Transl Med. 2014:6(224):1-25.

9. Dawson SJ, Tsui DWY, Murtaza M, et al. Analysis of circulating tumor DNA to 
monitor metastatic breast cancer. N Engl J Med. 2013;368(13):1199-1209.

10. Barata PC, Mendiratta P, Heald B, et al. Targeted next-generation sequencing in 
men with metastatic prostate cancer: a pilot study. Target Oncol. 2018;13(4):495-
500. 

11. Chung JH, Pavlick D, Hartmaier R, et al. Hybrid capture-based genomic profiling of 
circulating tumor DNA from patients with estrogen receptor-positive metastatic 
breast cancer. Ann Oncol. 2017;28(11):2866-2873. 

12. Schrock AB, Welsh A, Chung JH, et al. Hybrid capture-based genomic profiling of 
circulating tumor DNA from patients with advanced non-small cell lung cancer. J 
Thorac Oncol. 2019;14(2):255-264. 

13. Sokol ES, Feng YX, Jin DX, et al. Loss of function of NF1 is a mechanism of 
acquired resistance to endocrine therapy in lobular breast cancer. Ann Oncol. 
2019;30(1):115-123. 

14. Zhou C, Yuan Z, Ma W, et al. Clinical utility of tumor genomic profiling in patients 
with high plasma circulating tumor DNA burden or metabolically active tumors. J 
Hematol Oncol. 2018;11(1):129. 

15. Helman E, Nguyen M, Karlovich CA, et al. Cell-Free DNA Next-Generation 
Sequencing Prediction of Response and Resistance to Third-Generation EGFR 
Inhibitor. Clin Lung Cancer. 2018;19(6):518-530.e517.

16. Wang Z, Cheng Y, An T, et al. Detection of EGFR mutations in plasma circulating 
tumour DNA as a selection criterion for first-line gefitinib treatment in patients with 
advanced lung adenocarcinoma (BENEFIT): a phase 2, single-arm, multicentre 
clinical trial. Lancet Respir Med. 2018;6(9):681-690.

17. Park C-K, Cho H-J, Choi Y-D, Oh I-J, Kim Y-C. A Phase II Trial of Osimertinib in the 
Second-Line Treatment of Non-small Cell Lung Cancer with the EGFR T790M 
Mutation, Detected from Circulating Tumor DNA: LiquidLung-O-Cohort 2. Cancer 
Res Treat. 2019;51(2):777-787.

18. Nakamura S, Yokoyama K, Yusa N, et al. Circulating tumor DNA dynamically 
predicts response and/or relapse in patients with hematological malignancies. Int J  
Hematol. 2018;108(4):402-410.

19. Yan L, Chen Y, Zhou J, Zhao H, Zhang H, Wang G. Diagnostic value of circulating 
cell-free DNA levels for hepatocellular carcinoma. Int J Infect Dis. 2018;67:92-97.

20. Chung JH, Pavlick D, Hartmaier R, et al. Hybrid capture-based genomic profiling of 
circulating tumor DNA from patients with estrogen receptor-positive metastatic 
breast cancer. Ann Oncol. 2017;28(11):2866-2873.

© 2020 eviCore healthcare. All Rights Reserved. 6 of 8
400 Buckwalter Place Boulevard, Bluffton, SC 29910 (800) 918-8924 www.eviCore.com 

   
   

   
 L

iq
u

id
 B

io
p

s
y 

Te
st

in
g

 –
 S

o
lid

 T
u

m
o

rs

http://www.eviCore.com/


Lab Management Guidelines V2.0.2020

21. Clinical Trials.gov. Tracking non-small cell lung cancer evolution through therapy 
(Rx) (TRACERx). Available at: https://clinicaltrials.gov/ct2/show/NCT01888601.

22. Mao C, Yuan JQ, Yang ZY, Fu XH, Wu XY, Tang JL. Blood as a substitute for tumor 
tissue in detecting EGFR mutations for guiding EGFR TKIs treatment of non small 
cell lung cancer: a systematic review and meta-analysis. Medicine. 
2015;94(21):e775. 

23. Thompson JC, Yee SS, Troxel AB, et al. Detection of therapeutically targetable 
driver and resistance mutations in lung cancer patients by next-generation 
sequencing of cell-free circulating tumor DNA. Clin Cancer Res. 2016;22(23):5772-
5782. 

24. Santos ES RL, Castillero LDC, Maran C, Hunis B. Genomic tissue analysis and 
liquid biopsy profiles from patients diagnosed with advanced adenocarcinoma of 
the lung. Clinics in Oncology. 2016;1:Article 1099. 

25. Rozenblum AB, Ilouze M, Dudnik E, et al. Clinical impact of hybrid capture-based 
next-generation sequencing on changes in treatment decisions in lung cancer. J 
Thorac Oncol. 2017;12(2):258-268. 

26. Yang M, Topaloglu U, Petty WJ, et al. Circulating mutational portrait of cancer: 
manifestation of aggressive clonal events in both early and late stages. J Hematol 
Oncol. 2017;10(1):100. 

27. Kim ST BK, Lee SH, Kim K, Park JO, et al. . Prospective feasibility study for using 
cell-free circulating tumor DNA-guided therapy in refractory metastatic solid 
cancers: an interim analysis. Precis Oncol. 2017. 

28. Schwaederle M, Chattopadhyay R, Kato S, et al. Genomic alterations in circulating 
tumor DNA from diverse cancer patients identified by next-generation sequencing. 
Cancer Res. 2017;77(19):5419-5427. 

29. Odegaard JI. Validation of a plasma-based comprehensive cancer genotyping 
assay utilizing orthogonal tissue- and plasma-based methodologies. Clin Cancer 
Res. 2018;24(15):3539-3549. 

30. Laufer-Geva S, Rozenblum AB, Twito T, et al. The clinical impact of comprehensive 
genomic testing of circulating cell-free DNA in advanced lung cancer. J Thorac 
Oncol. 2018;13(11):1705-1716. 

31. Aggarwal C, Thompson JC, Black TA, et al. Clinical implications of plasma-based 
genotyping with the delivery of personalized therapy in metastatic non-small cell 
lung cancer. JAMA Oncol. 2018. 

32. Fan G, Zhang K, Ding J, Li J. Prognostic value of EGFR and KRAS in circulating 
tumor DNA in patients with advanced non-small cell lung cancer: a systematic 
review and meta-analysis. Oncotarget. 2017;8(20):33922-33932.

33. Leighl NB, Page RD, Raymond VM, et al. Clinical utility of comprehensive cell-free 
DNA analysis to identify genomic biomarkers in patients with newly diagnosed 
metastatic non-small cell lung cancer. Clin Cancer Res. 2019;25(15):4691-4700.

© 2020 eviCore healthcare. All Rights Reserved. 7 of 8
400 Buckwalter Place Boulevard, Bluffton, SC 29910 (800) 918-8924 www.eviCore.com 

   
   

   
 L

iq
u

id
 B

io
p

s
y 

Te
st

in
g

 –
 S

o
lid

 T
u

m
o

rs

http://www.eviCore.com/
https://clinicaltrials.gov/ct2/show/NCT01888601


Lab Management Guidelines V2.0.2020

34. Schwaederle MC, Patel SP, Husain H, et al. Utility of genomic assessment of 
blood-derived circulating tumor DNA (ctDNA) in patients with advanced lung 
adenocarcinoma. Clin Cancer Res. 2017;23(17):5101-5111.

35. Villaflor V, Won B, Nagy R, et al. Biopsy-free circulating tumor DNA assay identifies 
actionable mutations in lung cancer. Oncotarget. 2016;7(41):66880-66891.

© 2020 eviCore healthcare. All Rights Reserved. 8 of 8
400 Buckwalter Place Boulevard, Bluffton, SC 29910 (800) 918-8924 www.eviCore.com 

   
   

   
 L

iq
u

id
 B

io
p

s
y 

Te
st

in
g

 –
 S

o
lid

 T
u

m
o

rs

http://www.eviCore.com/

	Liquid Biopsy Testing – Solid Tumors

