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I. POLICY STATEMENT and PURPOSE 

 

The purpose of this policy is to describe the circumstances under which TRB (T-cell antigen 

receptor Beta) or TRG (T-cell receptor gene rearrangement) testing would or would not be 

considered medically necessary for members under the guidelines used for clinical review of 

organizational determinations.    

 

II. BACKGROUND 

 

TRB testing is performed to identify a mutation in the T-cell receptor beta (TRB) gene.  This 

mutation is associated with cancer of the white blood cells (leukemia) and immune deficiency.   

T-cells are responsible for protecting the body against pathogens inside cells, e.g., viruses, 

bacteria, cancers, etc. The TRB gene plays a vital role in the proper functioning of T-cells. 

Abnormalities in the TRB gene may indicate leukemia, immune deficiency, and other immune 

system diseases (Purohit, 2019). 

 

A TRG test evaluates the T-cells in a blood or tissue sample to determine whether most of the 

T-cell rearrangement profiles are different or identical. In lymphoma, the T-cells in affected 

tissues are identical and their gene rearrangement profiles are also identical. There are many 

different types of T-cell lymphomas, but each is rare.  Of the non-Hodgkin lymphomas, close to 

15% are of the T-cell variety.  Lymphomas arise when an abnormal T-cell begins to create 

numerous identical copies of itself. These copied cells grow and divide nonstop, crowding out 

normal cells.  Along with clinical signs and symptoms, the information from the TRG test and 

results of other laboratory tests, can assist in clarifying a diagnosis or evaluate for persistent, 

residual, or recurrent lymphoma (Testing.com, 2020). 

 

Samples for TRB and TRG testing are obtained via bone marrow, lymph node, tissue biopsy, or 

blood sample (Purohit, 2019) (Testing.com, 2020).   

 

III. SCOPE 

 

This Policy applies to TRB-TRG Testing.   

 

IV. DEFINITIONS 

 

Immunohistochemistry:  A laboratory method that uses antibodies linked to an enzyme or dye 

to identify certain antigens (markers) in a sample of tissue. After the antibodies are bound to 

the antigen in the tissue sample, the enzyme or dye is triggered to make the antigen visible 

under a microscope. This method is used help diagnose and/or differentiate diseases such as 

cancer (NIH - Immunohistochemistry, 2022).  
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Immunophenotyping:  A test process that uses antibodies to identify cells based on the types 

of antigens or markers on the surface of the cells. This process is used in basic research and to 

help diagnose diseases, such as specific types of leukemia and lymphoma (NIH - 

Immunophenotyping, 2022). 

 

Leukemia:  Leukemia is an unrelated group of malignancies of the blood that result from the 

dysfunctional production of developing leukocytes. It is classified as either acute or chronic and 

as myelocytic or lymphocytic (Chennamadhavuni, 2022). 

 

Lymphoma:  A dissimilar group of malignancies that arise from the selection and reproduction 

of cells, either B- cell, T- cell, or natural killer (NK) cell subsets of lymphocytes in the lymph 

nodes, at different stages of maturation (Ayesha, 2021).  

 

Medically Necessary - Covered Services rendered by a Health Care Provider that the Plan 

determines are:  

1) Safe and effective 

2) Not experimental or investigational 

3) Appropriate for patients, 

a) including the duration and frequency that is considered appropriate for the item or 

service, in terms of whether it is— 

i) furnished in accordance with accepted standards of medical practice for the 

diagnosis or treatment of the patient's condition or to improve the function of a 

malformed body member, 

ii) furnished in a setting appropriate to the patient's medical needs and condition, 

iii) ordered and furnished by qualified personnel, 

iv) one that meets, but does not exceed, the patient's medical need; and 

v) is at least as beneficial as existing and available medically appropriate alternatives. 

 

V. OWNERSHIP & TRAINING 

 

The Sr. Director of Utilization Management is responsible for administration, oversight, and 

training regarding performance under this Policy. 

 

VI. PROTOCOLS / COVERAGE POLICY 

 

A. TRB-TRG testing / analysis is considered medically necessary in the following circumstances: 

 

i. Patient has signs / symptoms (documented in the medical record) consistent with leukemia 

or lymphoma such as: 

a) One or more swollen but painless lymph nodes—depending on the site of the affected 

lymph node, symptoms may involve areas of the chest, armpit, neck, abdomen, or groin 

area, for example. 
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b) Skin lesions / easy bleeding or bruising / nosebleeds / petechiae 

c) Enlarged spleen and/or liver 

d) Fatigue / weakness/ bone pain 

e) Fever / chills / night sweats 

f) Unexplained weight loss 

g) Neurologic symptoms that may suggest central nervous system involvement  

 

(Testing.com, 2020) (MFMER, 2022) 

 

AND 

 

ii. When the following testing has been completed: 

a) Complete blood count (CBC) and a WBC differential; AND 

b) Pathology evaluation of blood smear, bone marrow, lymph node, skin and/or other 

tissue biopsy samples; AND 

c) IF indicated, immunophenotyping may also be performed on blood, bone marrow, or 

other tissue using flow cytometry or immunohistochemistry.   

 

(NCCN, 2022) 

 

OR 

 

B. To evaluate for residual or recurrent disease after treatment 

 

(Testing.com, 2020) 

 

C. TRB-TRG gene testing will NOT be approved in any of the following circumstances: 

 

i. For primary testing for leukemia/lymphoma 

ii. For prognosis in the treatment of leukemia/lymphoma 

 

(Hayes, 2021) 

 

VII. REGULATORY REFERENCES / CITATIONS 

 

CMS National Coverage Determinations (NCDs) None 

CMS Local Coverage Determinations (LCDs) See Table Next 
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VIII. PROFESSIONAL REFERENCES / CITATIONS 

 

1. Ayesha, Jamil.  National Institutes of Health (NIH).  Lymphoma.  Stat Pearls Publishing.  

Treasure Island (FL).  January 2022.  Accessed at:  

https://www.ncbi.nlm.nih.gov/books/NBK560826/#:~:text=Lymphomas%20are%20a%20h

eterogeneous%20group,the%20clonal%20proliferation%20of%20lymphocytes on August 

9, 2023. 

 

2. Chennamadhavuni, Adithya.  National Institutes of Health (NIH).  Leukemia.  Stat Pearls 

Publishing.  Treasure Island (FL).  January 2022.  Accessed at:  

https://www.ncbi.nlm.nih.gov/books/NBK560490/#:~:text=Leukemia%20is%20a%20heter

ogeneous%20group,leukemia%20but%20generally%20involves%20chemotherapy on 

August 9, 2023. 

 

3. Hayes.  Knowledge Center. T-Cell Antigen Receptor (TCR) Gene Rearrangement Testing 

in Leukemia and Lymphoma.  September 1, 2021.  Accessed at:  

https://evidence.hayesinc.com/report/pmi.tcr5078 on August 9, 2023. 

 

4. Mayo Foundation for Medical Education and Research (MFMER).  Patient Care & Health 

Information.  Diseases & Conditions. Leukemia. 1998-2022.  Accessed at:  

https://www.mayoclinic.org/diseases-conditions/leukemia/symptoms-causes/syc-20374373 

on August 9, 2023. 

 

5. National Comprehensive Cancer Network (NCC).  NCCN Clinical Practice Guidelines in 

Oncology. T-Cell Lymphomas.  January 5, 2023.  Accessed at:  

https://www.nccn.org/professionals/physician_gls/pdf/t-cell.pdf on August 9, 2023.  

 

ID Title Type Contractor

L35396 Biomarkers for Oncology LCD Novitas Solutions, Inc. 

(MAC - Part A, MAC - Part B)

L38822 MolDX: Minimal Residual Disease Testing for Cancer LCD CGS Administrators, LLC 

(MAC - Part A, MAC - Part B)

L38814 MolDX: Minimal Residual Disease Testing for Cancer LCD Noridian Healthcare Solutions, LLC 

(MAC - Part A, MAC - Part B)

L38816 MolDX: Minimal Residual Disease Testing for Cancer LCD Noridian Healthcare Solutions, LLC 

(MAC - Part A, MAC - Part B)

L38779 MolDX: Minimal Residual Disease Testing for Cancer LCD Palmetto GBA 

(MAC - Part A, MAC - Part B)

L38835 MolDX: Minimal Residual Disease Testing for Cancer LCD WPS Insurance Corporation 

(MAC - Part A, MAC - Part B)

https://www.ncbi.nlm.nih.gov/books/NBK560826/#:~:text=Lymphomas%20are%20a%20heterogeneous%20group,the%20clonal%20proliferation%20of%20lymphocytes
https://www.ncbi.nlm.nih.gov/books/NBK560826/#:~:text=Lymphomas%20are%20a%20heterogeneous%20group,the%20clonal%20proliferation%20of%20lymphocytes
https://www.ncbi.nlm.nih.gov/books/NBK560490/#:~:text=Leukemia%20is%20a%20heterogeneous%20group,leukemia%20but%20generally%20involves%20chemotherapy
https://www.ncbi.nlm.nih.gov/books/NBK560490/#:~:text=Leukemia%20is%20a%20heterogeneous%20group,leukemia%20but%20generally%20involves%20chemotherapy
https://evidence.hayesinc.com/report/pmi.tcr5078
https://www.mayoclinic.org/diseases-conditions/leukemia/symptoms-causes/syc-20374373
https://www.nccn.org/professionals/physician_gls/pdf/t-cell.pdf
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6. National Institutes of Health (NIH).  Dictionary of Cancer Terms.  Immunohistochemistry. 

Accessed at:  https://www.cancer.gov/publications/dictionaries/cancer-

terms/def/immunohistochemistry  on August 9, 2023.  

 

7. National Institutes of Health (NIH).  Dictionary of Cancer Terms.  Immunophenotyping. 

Accessed at:  https://www.cancer.gov/publications/dictionaries/cancer-

terms/def/immunophenotyping on August 9, 2023.  

 

8. Purohit, Maulik P., TRB Mutation Analysis Test.  July 27, 2019.  Accessed at:  

https://www.dovemed.com/common-procedures/procedures-laboratory/trb-mutation-

analysis-test/ on August 9, 2023.  

 

9. Testing.com. T-Cell Receptor Gene Rearrangement. September 22, 2020. Accessed at: 

https://www.testing.com/tests/t-cell-receptor-gene-rearrangement/ on August 9, 2023. 

 

 

IX. RELATED POLICIES / PROCEDURES 

 

None 

 

X. ATTACHMENTS 

 

LCDs as noted above 

 

APPROVALS: 
 Printed Name  Signature 

 

Senior Medical Director, 

UM: Michael Fusco, MD   

 

Corporate Chief Medical 

Officer (QMMC Chair): Debbie Zimmerman, MD   
 

VERSION HISTORY: 

 
Version # Date Author Purpose/Summary of Major Changes 

01 06/22/2022 Gina Vehige Original – not sent for approval in 2023 

02 08/09/2023 

12/18/2023 

Gina Vehige Updated.  Added/Updated LCDs, Added MAC Table.  Updated reference access 

dates.  Clarification of coverage criteria related to residual/recurrent disease. 

 

  

https://www.cancer.gov/publications/dictionaries/cancer-terms/def/immunohistochemistry
https://www.cancer.gov/publications/dictionaries/cancer-terms/def/immunohistochemistry
https://www.cancer.gov/publications/dictionaries/cancer-terms/def/immunophenotyping
https://www.cancer.gov/publications/dictionaries/cancer-terms/def/immunophenotyping
https://www.dovemed.com/common-procedures/procedures-laboratory/trb-mutation-analysis-test/
https://www.dovemed.com/common-procedures/procedures-laboratory/trb-mutation-analysis-test/
https://www.testing.com/tests/t-cell-receptor-gene-rearrangement/
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MAC 

Jurisdiction 

Medicare Administrative Contractors as of March 28, 2023 
Processes Part A & Part B Claims for the following 

states/territories: 

 
MAC 

 
DME A 

Connecticut, Delaware, District of Columbia, Maine, Maryland, Massachusetts, New 
Hampshire, New Jersey, New York, Pennsylvania, Rhode Island, Vermont 

 
Noridian Healthcare Solutions, 

LLC 

DME B Illinois, Indiana, Kentucky, Michigan, Minnesota, Ohio, Wisconsin CGS Administrators, LLC 

 

DME C 
Alabama, Arkansas, Colorado, Florida, Georgia, Louisiana, Mississippi, New Mexico, 

North Carolina, Oklahoma, South Carolina, Tennessee, Texas, Virginia, West Virginia, 

Puerto Rico, 

U.S. Virgin Islands 

 

CGS Administrators, LLC 

 

DME D 

Alaska, Arizona, California, Hawaii, Idaho, Iowa, Kansas, Missouri, Montana, 

Nebraska, Nevada, North Dakota, Oregon, South Dakota, Utah, Washington, 

Wyoming, American Samoa, Guam, Northern Mariana Islands 

 

Noridian Healthcare Solutions, 
LLC 

 
5 

 
Iowa, Kansas, Missouri, Nebraska 

Wisconsin Physicians Service 
Government Health 

Administrators 

 

6 

Illinois, Minnesota, Wisconsin 
**HH + H for the following states: Alaska, American Samoa, Arizona, California, 

Guam, Hawaii, Idaho, Michigan, Minnesota, Nevada, New Jersey, New York, 

Northern Mariana Islands, Oregon, Puerto Rico, US Virgin Islands, Wisconsin and 

Wa shington 

 
National Government 

Services, Inc. 

 
8 

 
Indiana, Michigan 

Wisconsin Physicians Service 

Government Health 

Administrators 

 
15 

Kentucky, Ohio 
**HH + H for the following states: Delaware, District of Columbia, Colorado, Iowa, 
Kansas, 

Maryland, Missouri, Montana, Nebraska, North Dakota, Pennsylvania, South Dakota, 

Utah, Virginia, West Virginia, and Wyoming 

 
CGS Administrators, LLC 

E California, Hawaii, Nevada, American Samoa, Guam, Northern Mariana Islands Noridian Healthcare Solutions, 
LLC 

 
F 

Alaska, Arizona, Idaho, Montana, North Dakota, Oregon, South Dakota, Utah, 

Washington, Wyoming 

 
Noridian Healthcare Solutions, 

LLC 

H Arkansas, Colorado, New Mexico, Oklahoma, Texas, Louisiana, Mississippi Novitas Solutions, Inc. 

J Alabama, Georgia, Tennessee Palmetto GBA, LLC 

 
K 

Connecticut, New York, Maine, Massachusetts, New Hampshire, Rhode Island, 
Vermont 
**HH + H for the following states: Connecticut, Maine, Massachusetts, New 

Hampshire, Rhode Island, and Vermont 

 
National Government 

Services, Inc. 

 
L 

Delaware, District of Columbia, Maryland, New Jersey, Pennsylvania (includes Part B 

for counties of Arlington and Fairfax in Virginia and the city of Alexandria in 

Virginia) 

 
Novitas Solutions, Inc. 

 
M 

North Carolina, South Carolina, Virginia, West Virginia (excludes Part B for the 

counties of Arlington and Fairfax in Virginia and the city of Alexandria in Virginia) 

**HH + H for the following states: Alabama, Arkansas, Florida, Georgia, Illinois, 
Indiana, Kentucky, Louisiana, Mississippi, New Mexico, North Carolina, Ohio, 
Oklahoma, South 

Carolina, Tennessee, and Texas 

 
Palmetto GBA, LLC 

N Florida, Puerto Rico, U.S. Virgin Islands First Coast Service Options, 
Inc. 

 


