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OVERVIEW  

Multiple biomarkers are being evaluated to predict response to targeted treatments and immunotherapy for 
patients with advanced or high-risk breast cancer. These include tissue-based testing as well as circulating 
tumor DNA and circulating tumor cell testing (known as liquid biopsy).  

The following tests are addressed in this policy: 

• Therascreen® FGFR RGQ RT-PCR Kit (QIAGEN Sciences) CPT code 0154U

• Therascreen® PIK3CA RGQ PCR Kit (QIAGEN Sciences) CPT code 0155U

• Therascreen® PIK3CA RGQ PCR Kit (QIAGEN Sciences) CPT code 0177U

MEDICAL CRITERIA 

Medicare Advantage Plans and Commercial Products 
FGFR3 testing of tumor tissue biopsy specimens may be considered medically necessary to select treatment 
with erdafitinib (Balversa) in any of the following: 

• Individuals with locally advanced or metastatic urothelial carcinoma and progressed during or
following at least one line of prior platinum-containing chemotherapy including within 12 months of
neoadjuvant or adjuvant platinum-containing chemotherapy.

PIK3CA testing of tumor tissue biopsy specimens may be considered medically necessary to select treatment 
with alpelisib (Piqray) in any of the following: 

• Individuals with hormone receptor-positive, HER2-negative advanced or metastatic breast cancer
who have progressed on or after an endocrine-based regimen.

PRIOR AUTHORIZATION 

Medicare Advantage Plans and Commercial Products  
Prior authorization is required for Medicare Advantage Plans and is recommended for Commercial Products. 

Note: Laboratories are not allowed to obtain clinical authorization or participate in the authorization process 
on behalf of the ordering physician. Only the ordering physician shall be involved in the authorization, appeal 
or other administrative processes related to prior authorization/medical necessity.  

In no circumstance shall a laboratory or a physician/provider use a representative of a laboratory or anyone 
with a relationship to a laboratory and/or a third party to obtain authorization on behalf of the ordering 
physician, to facilitate any portion of the authorization process or any subsequent appeal of a claim where the 
authorization process was not followed and/or a denial for clinical appropriateness was issued, including any 
element of the preparation of necessary documentation of clinical appropriateness. If a laboratory or a third 
party is found to be supporting any portion of the authorization process, BCBSRI will deem the action a 
violation of this policy and severe action will be taken up to and including termination from the BCBSRI 
provider network. If a laboratory provides a laboratory service that has not been authorized, the service will be 
denied as the financial liability of the participating laboratory and may not be billed to the member. 

POLICY STATEMENT 

Medicare Advantage Plans and Commercial Products  
FGFR3 and PIK3CA testing may be considered medically necessary when the medical criteria above is met. 
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FGFR3 testing of tissue in individuals with urothelial carcinoma in all other situations is considered not 
covered for Medicare Advantage Plans and not medically necessary for Commercial Products as the evidence 
is insufficient to determine the effects of the technology on health outcomes. 
 
PIK3CA testing of tissue in individuals with breast cancer in all other situations is considered not covered for 
Medicare Advantage Plans and not medically necessary for Commercial Products as the evidence is 
insufficient to determine the effects of the technology on health outcomes. 
 
Commercial Products  
Some genetic testing services are not covered and a contract exclusion for any self-funded group that has 
excluded the expanded coverage of biomarker testing related to the state mandate, R.I.G.L. §27-19-81 
described in the Biomarker Testing Mandate policy. For these groups, a list of which genetic testing services 
are covered with prior authorization, are not medically necessary or are not covered because they are a 
contract exclusion can be found in the Coding section of the Genetic Testing Services or Proprietary 
Laboratory Analyses policies. Please refer to the appropriate Benefit Booklet to determine whether the 
member’s plan has customized benefit coverage. Please refer to the list of Related Policies for more 
information.  
 
COVERAGE 

Benefits may vary between groups and contracts. Please refer to the appropriate Benefit Booklet, Evidence of 
Coverage or Subscriber Agreement for not medically necessary/not covered laboratory benefits/coverage. 
 
BACKGROUND 

PIK3CA Testing 
Alterations in the protein coding gene PIK3CA (Phosphatidylinositol-4,5-Bisphosphate 3-Kinase Catalytic 
Subunit Alpha) occur in approximately 40% of patients with hormone receptor (HR)-positive, HER2-
negative breast cancer. 
 
FGFR2 and FGFR3 
The fibroblast growth factor receptor (FGFR) family is an integral signaling pathway for cellular activities, 
including proliferation, tissue repair, regeneration, chemotaxis, angiogenesis, differentiation, and 
survival. 35, Thus, dysregulation of this pathway with alterations of these genes has been implicated in 
numerous cancers, including uroepithelial carcinoma (32–14.8%), colorectal carcinoma (31%), breast 
carcinoma (12.6–18%), gastric carcinoma (16.8–25.6%), endometrial carcinoma (13%), squamous lung 
carcinoma (6.8–13%), esophageal carcinoma (12.7%), ovarian carcinoma (9%), and lung adenocarcinoma 
(1.3%). Most of these abnormalities were gene amplifications (53.7–66%), followed by mutations (26–38.8%), 
and rearrangements/fusions (5.6–8%). The frequencies of aberration for FGFR2 and FGFR3 were 14.2–19% 
and 17.7–26%, respectively. 
 
In 2022, the American Society of Clinical Oncology published an updated guideline on biomarker testing to 
guide systemic therapy in patients with metastatic breast cancer. Patients with locally recurrent unresectable or 
metastatic hormone receptor-positive and human epidermal growth factor receptor 2 (HER2)-negative breast 
cancer who are candidates for a treatment regimen that includes a phosphatidylinositol 3-kinase inhibitor and 
a hormonal therapy should undergo testing for PIK3CA mutations using next-generation sequencing of 
tumor tissue or circulating tumor DNA (ctDNA) in plasma to determine their eligibility for treatment with 
the phosphatidylinositol 3-kinase inhibitor alpelisib plus fulvestrant. If no mutation is found in ctDNA, 
testing in tumor tissue, if available, should be used as this will detect a small number of additional patients 
with PIK3CA mutations (Type of recommendation: evidence-based, benefits outweigh harms; Evidence 
quality: high; Strength of recommendation: strong). 
 
For individuals with hormone receptor-positive, HER2-negative advanced or metastatic breast cancer who 
receive PIK3CA gene testing to select targeted treatment, the evidence includes FDA-approved therapeutics 
with NCCN recommendations of 2A or higher and was not extensively evaluated. The evidence includes the 
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pivotal studies leading to the FDA and NCCN recommendations. The evidence is sufficient to determine that 
the technology results in an improvement in the net health outcome. 
 
CODING 

Medicare Advantage Plans and Commercial Products  
The following CPT code(s)/tests may be considered medically necessary for Medicare Advantage Plans and 
Commercial Products when the above medical criteria is met: 
 

This code can be used for Therascreen® FGFR RGQ RT-PCR Kit testing 

0154U Oncology (urothelial cancer), RNA, analysis by real-time RT-PCR of the FGFR3 (fibroblast growth 
factor receptor 3) gene analysis (ie, p.R248C [c.742C>T], p.S249C [c.746C>G], p.G370C 
[c.1108G>T], p.Y373C [c.1118A>G], FGFR3-TACC3v1, and FGFR3-TACC3v3) utilizing formalin-
fixed paraffin-embedded urothelial cancer tumor tissue, reported as FGFR gene alteration status 

 

These codes can be used for Therascreen® PIK3CA RGQ PCR Kit testing 

0155U Oncology (breast cancer), DNA, PIK3CA (phosphatidylinositol-4,5-bisphosphate 3- kinase, catalytic 
subunit alpha) (eg, breast cancer) gene analysis (ie, p.C420R, p.E542K, p.E545A,p.E545D 
[g.1635G>T only], p.E545G, p.E545K, p.Q546E, p.Q546R, p.H1047L, p.H1047R,p.H1047Y), 
utilizing formalin-fixed paraffin-embedded breast tumor tissue, reported as PIK3CA gene mutation 
status  

 
0177U Oncology (breast cancer), DNA, PIK3CA (phosphatidylinositol-4,5-bisphosphate 3-kinasecatalytic 

subunit alpha) gene analysis of 11 gene variants utilizing plasma, reported as PIK3CA gene mutation 
status  

 
RELATED POLICIES 

Biomarker Testing Mandate  
 
PUBLISHED 

Provider Update, November 2026 
Provider Update, July 2025 
Provider Update, September 2024 
Provider Update, November 2023 
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This medical policy is made available to you for informational purposes only. It is not a guarantee of payment or a substitute for your medical 

judgment in the treatment of your patients. Benefits and eligibility are determined by the member's subscriber agreement or member certificate 

and/or the employer agreement, and those documents will supersede the provisions of this medical policy. For information on member-specific 

benefits, call the provider call center. If you provide services to a member which are determined to not be medically necessary (or in some cases 

medically necessary services which are non-covered benefits), you may not charge the member for the services unless you have informed the member 

and they have agreed in writing in advance to continue with the treatment at their own expense. Please refer to your participation agreement(s) for 

the applicable provisions. This policy is current at the time of publication; however, medical practices, technology, and knowledge are constantly 

changing. BCBSRI reserves the right to review and revise this policy for any reason and at any time, with or without notice. Blue Cross & Blue Shield 

of Rhode Island is an independent licensee of the Blue Cross and Blue Shield Association. 
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