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Dear Dr. Mann, 
 
We are writing in response to your open request for comment on DL39365. This letter also 
addresses the draft LCD from First Coast Service Options. We have numerous concerns regarding 
the LCD, but most critically, the evidentiary review associated with the non-coverage 
determination of Cxbladder products.  
 

EXECUTIVE SUMMARY:  

 

• This letter contains Pacific Edge’s response to the LCD for our Cxbladder Triage (0363U) 

and Detect (0012M) tests which are indicated for the hematuria evaluation in patients 

with no prior diagnosis of urothelial carcinoma (UC) as well as the Cxbladder Monitor test 

(0013M) which is indicated for surveillance of patients diagnosed with non-muscle 

invasive bladder cancer (NMIBC). 

• We maintain that our published clinical data supports the inclusion of Cxbladder Triage 

and Detect for specific patient populations in the clinical pathway for hematuria 

evaluation, and the published clinical data supports the inclusion of Cxbladder Monitor 

into the clinical pathway for surveillance of patients diagnosed with non-muscle invasive 

bladder cancer(1-4). 

• The letter also references three Cxbladder tests (Cxbladder Resolve, Enhanced Detect, 

and Enhanced Triage) referenced in the LCD that are in development and not 

commercially available and therefore are not appropriate for an evidentiary review or 

inclusion/exclusion from coverage(5). 

• We share our medical rebuttal to many of the points made in the evidentiary review on 

the LCD that we believe do not reflect the clinical value of the tests and the substantial 

clinical evidence developed to validate them.  

• Pacific Edge respectfully makes the following requests for changes to the LCD. 

REQUESTS 

1. We request Cxbladder Triage, Detect, and Monitor be included as covered tests in the 

final LCD language for the specific patient populations outlined below. The published 

clinical evidence and the demonstrated real world clinical value of these tests with high 

negative predictive value affirms the need for continued access of these tests to the 

Medicare population (see appendix for specific evidence). 

2. If Novitas does not support the request above: 

a. We request that all tests in the hematuria evaluation pathway be completely 

removed from this LCD as they do not fit the inclusion criteria which requires an 
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established diagnosis or significant suspicion of cancer. This removal would 

include Cxbladder Triage and Detect. 

b. We request that once removed from LCD DL39365, Cxbladder Triage and Detect 

continue to be covered per the guide and documentation requirements of LCA 

58917 as currently covered when the tests are documented as medically 

necessary by the treating physician. 

c. We request that Novitas convene a Contractor Advisory Committee session to 

determine if urinary biomarkers should be included in an existing or new LCD. 

3. We request that all mentions of Enhanced Cxbladder Detect, Resolve or Enhanced 

Cxbladder Triage be removed from the LCD as these tests are not available for clinical 

use. The data supporting the analytic validity, clinical validity, and clinical utility of these 

tests is still under development. 

 
 

SUPPORT FOR REQUESTS:  

 
Support for Request #1 
 
We request Cxbladder Triage, Detect, and Monitor be included as covered tests in the final LCD 
language for the specific patient populations outlined below. The published clinical evidence and 
the demonstrated real world clinical value of these tests with high negative predictive value 
affirms the continued access of these tests to the Medicare population. 
 
Rationale: 
 
Cxbladder Detect 
 
Clinical Scenario and Patient Population 
 
Cxbladder Detect is intended for use with patients presenting with any microhematuria to risk 
stratify those patients into low, intermediate, and high risk of bladder cancer. This stratification 
can reduce the burden of investigations for the low and intermediate risk patients after shared 
decision making with the patient and prioritize those with high risk for full investigation. The 
test can also be used to adjudicate diagnostic dilemmas when cytology is equivocal, or 
cystoscopy is un-informative in both microscopic and gross hematuria patients. 
 
There are approximately 7 million patients in the US that present annually with hematuria, of 
which 75% present with microhematuria (defined as ≥3 RBC/HPF and with no visible blood in 
urine). 
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These patients are risk stratified by AUA guidelines into low, intermediate, and high risk 
microhematuria based on clinical and demographic factors with the approximate percentages 
being 5%, 12%, and 83% respectively(6).  
Studies have shown that most of these patients do not have UC, with prevalence data showing 
approximately 5% of patients having UC(6). 
The current standard of care for those patients is dependent on their risk stratification, where 
only low risk patients are counseled to return in 6-8 months for another urine analysis (UA) to 
determine if they need a full workup. Intermediate and high-risk patients on the other hand are 
provided a full workup, including a cystoscopy, to assess the bladder and CT (Computerized 
Tomography) urography to assess the upper tract.  The risks associated with this standard of care 
are those associated with any invasive procedure including infections, urethral damage, and any 
allergic reactions to contrast agents used for CT urography to name a few.  
 
The clinical utility of Detect is driven by the high negative predictive value that identifies the 
patients that present with microhematuria that are at significantly lower risk of currently having 
UC so that they can be given lower intensity diagnostic evaluations. The value to the Medicare 
population of adopting Detect prior to cystoscopy is the reduction of unnecessary cystoscopy and 
imaging procedures for patients who do not need it, while simultaneously improving the yield of 
cancer diagnoses within the patients that do receive the full workup.  
 
Proposed Eligibility Criteria for Cxbladder Detect 

• Microhematuria (MH) patients referred to the urology office for evaluation. 

o MH is defined as ≥3 RBC/HPF with no visible blood in urine. 

o Gross hematuria for adjudication of diagnostic dilemmas.  

• Non-malignant or gynecologic causes ruled out by urologist prior to ordering the test.  

o UTI (urinary tract infections), kidney stones, etc..., ruled out. 

The diagram below illustrates the two clinical pathways for Cxbladder Detect: 
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Conclusion 
Cxbladder Detect should be a covered benefit for Medicare patients under the LCD because: 

• It has demonstrated analytical validity, clinical validity, and clinical utility in published 

studies (see appendix for specific studies).  

• The current standard of care drives significant overuse of diagnostic procedures, 

specifically invasive and unpleasant cystoscopy. For lower risk patients, this has a 
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disproportionate impact on the elderly given the higher rates of complications in patients 

with multiple co-morbidities. 

The clinical value of expanded use of tests with high negative predictive value also benefits 
patients as it reduces the financial burden on the health care system by removing patients from 
unnecessary procedures with no impact on patient outcomes.  
 
Cxbladder Triage 
 
Clinical Scenario and Patient Population 
 
Triage is indicated to risk stratify and identify lower-risk hematuria patients to reduce the burden 
of unnecessary investigations. It is intended for use by primary care physicians or at the urology 
office to prioritize patients and manage unnecessary referrals for more invasive evaluation at the 
urology office. 
The clinical utility of Triage is to identify the patients that present with microhematuria that have 
significantly lower risk of currently having UC so that they can be managed according to the low 
risk AUA guidelines recommendation rather than given a full workup that is unnecessary for those 
patients.  
The value to the Medicare population of adopting Triage prior to cystoscopy is reduction of 
unnecessary cystoscopy and imaging procedures for patients at lower risk, while simultaneously 
improving the yield of cancer diagnoses within the patients that do receive the full workup. 
 
Proposed Eligibility Criteria for Cxbladder Triage 

• Microhematuria (MH) patients at the Primary care office, or low risk patients referred to 

the urology office. 

• MH is defined as ≥3- 25 RBC/HPF with no previous incidence of gross hematuria. 

• Non-malignant or gynecologic causes ruled out by urologist prior to ordering the test.  

o UTI, kidney stones, etc..., ruled out. 

Conclusion 
Cxbladder Triage should be a covered benefit for Medicare patients under the LCD because: 

• It has demonstrated analytical validity, clinical validity, and clinical in published studies 

(see appendix for specific studies).  

• The current standard of care drives significant overuse of diagnostic procedures, 

specifically invasive and unpleasant cystoscopy. For lower risk patients, this has a 

disproportionate impact on elderly patients given the higher rates of complications in 

patients with multiple co-morbidities. 

The clinical value of expanded use of tests with high negative predictive value also benefits 
patients as it reduces the financial burden on the health care system by removing patients from 
unnecessary procedures with no impact on patient outcomes. 
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Cxbladder Monitor 
 
Clinical Scenario and Patient Population 
 
The Cxbladder Monitor test is intended for use in patients with prior diagnosis of NMIBC that 
are on a surveillance protocol for follow up for recurrence of disease. The test is intended for 
use starting at 9 months post diagnosis of either primary or recurrent disease with no 
recurrence in between. The test should be used in an alternating fashion with cystoscopy to 
reduce the diagnostic burden on these patients. Patients with a negative test (NPV (Negative 
Predictive Value) 97%) can defer the cystoscopy to the next scheduled surveillance visit with no 
impact in identifying recurrence. Those patients with a positive test should continue with the 
normal surveillance protocol.  
 
There are approximately 800,000 patients that are seen annually for UC recurrence in the U.S. 
Bladder cancer has a high rate of recurrence with a 1-year recurrence rate of 15-61%, and a 5-
year recurrence rate of 31-78%(7). Therefore, patients are subjected to a frequent and intensive 
monitoring schedule. These patients generally follow a surveillance protocol that calls for 
cystoscopy at regular intervals depending on the risk classification of those patients (AUA 
guidelines table below). High and intermediate risk patients are followed up every 3 months for 
the first two years of surveillance, every 6 months for years 3-4, then annually afterwards with 
no set limit to stop surveillance. Low risk patients are recommended for follow up at 3 months 
post diagnosis, 9-12 months after that, then annually for the next 5 years. It is important to note 
that all these recommendations are restarted if recurrence of disease occurs, and cystectomy is 
not recommended.  
 
The risks associated with this standard of care are similar to those described above for the 
hematuria evaluation, with the added risk of repeat incidence of the same problems over a 
prolonged period of surveillance.  
 
The clinical utility of Monitor is to identify the patients that are at a low enough risk of recurrence 
so that they can safely alternate cystoscopy with Cxbladder Monitor test within the timeframes 
of standard of care. 
 
The value to the Medicare population of alternating Monitor with cystoscopy during standard 
surveillance protocols is to reduce the burden of invasive procedures on the patient and health 
care system and improve patient compliance with the surveillance protocols. If low risk patients 
can safely defer the surveillance visit and alternate with the test, the higher risk patients will have 
priority at the urology office and early detection of any recurrence will be standard of care.  
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The chart below is AUA guideline for NMIBC. 
 

 

 
 
Proposed eligibility criteria for Cxbladder Monitor test:  

• Patients with previously diagnosed urothelial cancer (primary or recurrent, any risk 

classification) have at least 9 months of recurrence free follow up. Those patients may 

alternate the Cxbladder Monitor test with regular cystoscopy and can prolong the 

duration between cystoscopies based on a negative Monitor test. 



 
DM_US 199122940-1.098494.0012 

• Low risk patients who have no recurrence for 3 years. Those patients can be setup to 

receive a Cxbladder Monitor test every 6-12 months in place of regular cystoscopy. 

Positive Monitor test should be referred for cystoscopy.  

• Intermediate and High-risk patients who have no recurrence for 5 years. Those patients 

can be setup to receive a Cxbladder Monitor test every 6 months in place of regular 

cystoscopy. Positive Monitor test should be referred for cystoscopy. 

 
 

 
 
 
 
 
Conclusion 
Cxbladder Monitor should be a covered benefit for Medicare patients under the LCD because. 

• It has demonstrated analytical validity, clinical validity, and clinical utility in published 

studies (see Appendix for specific studies) 

• The current standard of care drives significant overuse of diagnostic procedures, 

specifically invasive and unpleasant cystoscopy. For lower risk patients the overuse of 

invasive procedures has a disproportionate impact on elderly patients given the higher 

rates of complications in patients with multiple co-morbidities. These benefits are 

exaggerated in the surveillance population due to the repetitive nature of surveillance. 

The more patients can avoid unnecessary procedures, the better quality of life for those 

patients.  
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• The clinical value of expanded use of tests with high negative predictive value also 

benefits patients as it reduces the financial burden on the health care system by removing 

patients from unnecessary procedures with no impact on patient outcomes(8).  

Support for Request #2 
 
Request 2a -The focus of this LCD is on genetic tests that are performed after a biopsy-proven 

(histologic or cytologic) diagnosis of cancer or substantiated suspicion of cancer based on 

histology or urine cytology. As Cxbladder Triage and Cxbladder Detect are indicated for patients 

with hematuria prior to a diagnosis of cancer. Hematuria appears not to meet the requirements 

for suspicion of cancer set forth in the draft LCD, yet hematuria is a key factor in determining if a 

full diagnostic workup for urothelial cancer is warranted according to the urology community 

standard of care. If in the final LCD hematuria is not recognized as a substantiated suspicion of 

bladder cancer, then Cxbladder Triage and Cxbladder Detect tests as well as any other tests 

performed for the evaluation of hematuria where a diagnosis of bladder cancer has not yet 

been substantiated based upon histologic or cytology findings should not fall under such LCD. 

Neither a coverage determination nor a non-coverage determination is appropriate under this 

LCD for Cxbladder Triage and Detect because it is not the intended purpose of these tests to be 

ordered in patients for whom the diagnosis of bladder cancer has already been made. It is also 

worth noting that the NCCN (National Comprehensive Cancer Network) guidelines, which are 

used as one of the criteria for coverage in this LCD, do not address hematuria evaluation at all—

these guidelines focus on the evaluation and management of patients with bladder cancer. As 

such, inclusion of tests for the evaluation of hematuria in this proposed LCD is not appropriate 

given that three knowledge bases referenced in the LCD would not include RNA based test 

indicated for hematuria evaluation.  

 

Request 2b – If Novitas and First Coast concur that Cxbladder Triage and Detect should not be 

included in the LCD, we respectfully request that Medicare coverage continue as it has been 

since July 2020. This coverage should include a specific reference in LCA 58917 or other 

appropriate articles providing clarity to clinicians and Medicare Advantage payers on the positive 

coverage of Triage and Detect. It would cause significant confusion in the marketplace if Triage 

and Detect were removed from the current LCD and not referenced in another Novitas document. 

Any such confusion would be detrimental to Medicare beneficiaries given that these tests have 

been consistently covered for multiple years.  

 

Request 2c - If Novitas and First Coast determine that Cxbladder Triage and Detect’s use falls 

outside of the current LCD, it will be important to develop an LCD for urinary biomarkers for the 

evaluation and management of patients with hematuria as that is a critical part of the bladder 

cancer diagnostic process. It is our recommendation that a new LCD should be developed with 

the support of convening a Contractor Advisory Council to ensure that input from clinician 

experts treating Medicare beneficiaries is part of the LCD development. 
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Request 3 - Cxbladder Resolve, Cxbladder Enhanced Triage, and Cxbladder Enhanced Detect are 

not currently clinically available in the U.S. These tests have not been fully validated at this point. 

Therefore, we believe it is premature and inappropriate to include a detailed evidentiary review 

of these tests resulting in preemptive non-coverage in the draft LCD and that these tests should 

be excluded from the LCD.  

 
The Novitas/FCSO review included evaluation of Cxbladder Resolve and the "enhanced" 
Cxbladder tests that include single nucleotide polymorphisms. These are tests under 
development and have not been validated for clinical use at this time. None of these are 
commercially available in the US. Indeed, large prospective multicenter clinical trials are currently 
underway (Appendix) to provide evidence of clinical validity and clinical utility of those tests and 
their clinical applications. When these tests have been fully validated and are being offered for 
clinical use, then it may be appropriate for Novitas/FSCO to evaluate the evidence and determine 
if these tests meet the requirements to be medically reasonable and necessary. 
 
We thus believe the criticism of these tests as having insufficient evidence is premature and 
should not influence the assessment for coverage of the commercially available tests, specifically, 
Triage, Detect, and Monitor. 
 
Request Summary 
 
We respectfully request that Novitas re-evaluate the important clinical role that Cxbladder Triage, 
Detect, and Monitor have in the hematuria evaluation and recurrence monitoring pathways for 
bladder cancer. We believe that our requests are supported by the clinical evidence and the needs 
of clinicians and patients. Our requests are consistent with the LCD and supported by the primary 
clinical organizations and societies within the urology community. 
 
 

COMMENTS ON EVIDENTIARY REVIEW OF CXBLADDER PUBLISHED LITERATURE :  

 
Detailed comments responding to the evidentiary review in the draft LCD are presented below 
for Cxbladder Triage, Detect, and Monitor. These comments form a significant portion of the 
rationale for inclusion of the Cxbladder tests as covered test in the LCD as the review of the 
published literature included several incorrect assumptions and misunderstandings. Taken as a 
whole, the comments below show that the published data on the Cxbladder products surpasses 
the level of evidence required for Medicare coverage as medically reasonable and necessary.  
  

1) THE HOLYOAKE STUDY IS A BIOMARKER DEVELOPMENT STUDY, NOT A VALIDATION 

STUDY 
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Novitas/FSCO considered the Holyoake study to be the initial development study for Cxbladder 
Triage and Detect and conclude that the study does not show that the tests distinguish among 
various types of cancers. This assessment is then used as the basis for determining that none of 
the Cxbladder tests meet the reasonable and necessary coverage criteria because they were built 
on a faulty foundation. However, the evidentiary review does not reflect the fact that the 
Holyoake study was designed to identify potentially relevant biomarkers to help inform 
development of the Cxbladder assays – it was not designed as an initial study supporting the 
validity of the assays themselves. 
 
In their review, Novitas has claimed that our initial development study(9) was flawed in its design:  

“This means that a well-designed test will be able to not only discriminate between cancer 
and normal tissue, but also between different types of malignancy.”(10) (p.32) 

 
In another portion of the review Novitas states:  

"One very notable gap included a lack of details or definition for non-urothelial cancers, 
of which many would feed into the urinary system, including prostate cancers, renal 
cancers, and metastatic or locally invasive cancers from other organs(10)." 

 
*  *  * 

 
"This first paper from 2012 also does not sufficiently address Cxbladder’ s ability to 
distinguish between urothelial carcinoma and other malignancies, which is of particular 
relevance when a majority of the patient population were male (78%) with a median 
patient age of 64 years and thus, with higher risk of prostate carcinoma.”(10) (p.33) 

 
The Holyoake (2008)(9) paper is fundamentally misinterpreted to be a “development study” for 
clinical assays. This study was a “biomarker discovery” study aimed to identify which biomarkers 
play a role in various cancers that could subsequently inform the development of the Cxbladder 
assays which then would be assessed in future studies to determine the analytical validity, clinical 
validity, and clinical utility of the specific assays developed. Concluding that the Cxbladder assays 
do not meet criteria for reasonable and necessary based on a biomarker discovery study is not 
appropriate because such a study does not evaluate any specific test nor is it intended to provide 
evidence of the analytical validity, clinical validity, or clinical utility of any test developed 
comprising any biomarkers discovered in such a study. 
 
Furthermore, these excerpts above from the review show an unfamiliarity with the established 
clinical pathway for the management of patients presenting with hematuria that supports the 
clinical utility and intended use of our tests. The Cxbladder Triage and Detect tests were 
developed to determine if a urine-based test can distinguish between presence or absence of 
urothelial cancer with the stated goal of reducing the burden of unnecessary invasive procedures 
(cystoscopy, CT-Urogram, ureteroscopy) for patients presenting with hematuria.  
 
The purpose of the development study was not to develop a test to distinguish between urothelial 
carcinoma and other types of cancer. We also point out that prostate cancer does not typically 
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present with hematuria and neither prostate nor renal cancers are diagnosed by cystoscopy. Both 
of these cancers have their own presentation symptoms and signs and have pre-defined 
diagnostic pathways that best represent how they are diagnosed. The Cxbladder tests were 
developed specifically to address the clinical management of patients presenting with hematuria 
in the absence of other known benign or malignant disease where there is suspicion of bladder 
cancer and more invasive evaluation for bladder cancer (i.e., cystoscopy) is being considered. The 
Cxbladder tests were not designed to address other clinical questions, such as patients presenting 
with an elevated PSA (Prostate Specific Antigen) being evaluated for prostate cancer or patients 
presenting with a renal mass being evaluated for renal cell carcinoma. We have heard from the 
urology community that use our tests are helpful in the clinical evaluation of patients with 
hematuria and monitoring for recurrence as these tests address the likelihood that the patient 
has bladder cancer, which is the key question in the evaluation of these patients. We have been 
told by several urology stakeholders that they plan to comment on the draft LCD reinforcing these 
points. 
 

Our tests were developed for the purpose of reducing the investigative burden on patients with 

substantiated suspicion of disease by standard of care, i.e., those patients presenting with 

hematuria, and for these purposes, Cxbladder tests perform exactly as intended. The tests should 

remain covered accordingly. 

 

2) THE DRAFT LCD DOES NOT REFLECT THE ESTABLISHED CLINICAL PATHWAYS IN 

WHICH THE CXBLADDER TESTS ARE USED 

 
Novitas appears to have misunderstood the clinical value and benefits of our tests in their review 
of literature. In our response above, we have included both written and graphic descriptions of 
the clinical scenarios in which the Cxbladder products are used to benefit patients. The written 
descriptions are copied below for your reference. Pacific Edge would strongly support assembling 
a Clinical Advisory Committee (CAC) comprising experts in the management of patients 
presenting with hematuria to inform the development of any coverage policy addressing the use 
of urinary biomarkers in the management of hematuria. Pacific Edge is willing and ready to 
collaborate with the Novitas/FCSO medical team at any time to provide appropriate additional 
information on the utility and benefit of the Cxbladder Triage and Detect tests in the Medicare 
population.  
 
We provide here the intended clinical pathways for the Cxbladder Triage and Detect tests together 
with the data supporting their Analytical Validation (AV), Clinical Validation (CV), and Clinical 
Utility (CU). 

a- Cxbladder Triage Test: Intended to risk stratify and identify lower risk microhematuria 

patients to reduce the burden of unnecessary investigations. It is intended for use by 

primary care physicians or advanced practice clinicians (e.g., NPs or PAs) to prioritize 
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patients and manage unnecessary referrals for more invasive evaluation at the urology 

office.  

b- Cxbladder Detect Test: Intended for use in urology practices with any microhematuria 

patient to risk stratify those patients into low, intermediate, and high risk of bladder 

cancer. It is intended to reduce the burden of investigations for the low and intermediate 

risk patients after shared decision making with the patient and prioritize those with high 

risk for full investigation. The test can also be used to adjudicate diagnostic dilemmas 

when cytology is equivocal, or cystoscopy is un-informative in both microscopic and gross 

hematuria patients. 

c- The Cxbladder Monitor Test: Intended for use in patients with prior diagnosis of NMIBC 

that are on a surveillance protocol for follow up for recurrence of disease. The test is 

intended for use starting at 9 months post diagnosis of either primary or recurrent disease 

with no recurrence in between. The test should be used in an alternating fashion with 

cystoscopy to reduce the burden on these patients. Patients with a negative test (NPV 

97%) can defer the cystoscopy to the next scheduled surveillance visit, those with a 

positive test, should be referred for cystoscopy. 

The Appendix summarizes the studies used to provide the validation and utility of these tests in 
these specific patients. 
 

3) Patient demographics 

 
The Novitas/FCSO review included a concern that there is a male bias in the studies supporting 
the use of the Cxbladder Triage and Detect tests. We disagree with this critique of the evidence 
base. Bladder cancer has a much higher incidence in men than women with diagnoses in the USA 
3-4x more frequently in men than women (https://www.cancer.org/cancer/types/bladder-
cancer.html). If the studies had an equal balance of men and women, then the studies would not 
be representative of the target population.  
 

4) Discrimination between Urothelial Cancer and Other Cancer Types  

 
As discussed above, the LCD does not reflect the intended use and clinical value of Cxbladder 
Triage and Detect. These tests are not designed to distinguish between multiple cancers or serve 
as multi-cancer early detection (MCED) tests trying to answer whether the patient has a cancer 
anywhere. These are risk stratification tests that specifically attempt to reduce the use of 
unnecessary, invasive, and potentially harmful investigations (cystoscopy, CT Urogram, 
ureteroscopy) in populations with substantiated suspicion of urothelial cancer(11).  In the case of 
Cxbladder Triage this includes patients presenting with hematuria that have a high chance of 
normal evaluation, but for whom American Urological Association (AUA) guidelines advocate 
more invasive investigations. Prostate cancer is not diagnosed through cystoscopy or CT Urogram 

https://www.cancer.org/cancer/types/bladder-cancer.html
https://www.cancer.org/cancer/types/bladder-cancer.html
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and rarely presents with hematuria unless very advanced. The fundamental question answered 
by Cxbladder tests is "can a negative test identify a patient with a low enough risk of the presence 
of urothelial cancer that can avoid further unnecessary evaluation" and for that question the test 
has performance characteristics that provide high clinical value. In addition, patients presenting 
with other types of urogenital cancers have a unique set of symptoms and signs that are specific 
to those cancers. Urological societies have separate diagnostic pathways in their respective 
guidelines for evaluation of those patients. In the case of prostate cancer, initial workup depends 
on an elevated level of PSA and not hematuria. If the PSA level is elevated, patients can undergo 
multiple imaging studies (U/S, MRI) prior to a decision for biopsy which would be the only true 
diagnostic step for prostate cancer(12). In the case of renal cell carcinoma, patients will usually 
present with dull aching pain in their loin with or without a palpable mass. These patients are 
referred to CT scan to identify the lesion and are managed completely differently than UC in the 
upper tract(13). 

5) Criticism for lack of studies done independently of Pacific Edge  

 
We do not believe that company sponsorship of clinical trials is a valid criticism of our studies as 
that practice is common in the industry. The Novitas review mentions that part of the problem is 
lack of confidence in Pacific Edge data since many of the studies reviewed were either funded or 
performed by Pacific Edge Limited. Most new drugs, biologicals, devices, and diagnostics have the 
development studies funded by the sponsor because there is no other entity who is likely to 
conduct the necessary studies to determine the safety/effectiveness (drug/biological/device) or 
AV/CV/CU (diagnostic). If these studies have appropriate trial designs for the intended uses and 
the data is analyzed consistent with prospectively established analysis plans, then these studies 
can be considered appropriate for coverage review. It is imperative for our company and others 
to maintain the highest quality of evidence by supporting such studies to ensure that patients 
and physicians have access to high quality data. We would also maintain that although many of 
the studies were funded by Pacific Edge, there were many well respected thought leaders in the 
field that participated in the design and execution of these studies to prove the value of these 
tests for their patients, including Medicare patients. All published data was subject to peer review 
and external editor questions that is designed to confirm the validity of the data. Finally, Novitas 
does not mention in its review that several of our recent, most powerful real-world evidence for 
the clinical utility of Cxbladder tests were done with no company support. Specifically, for 
Cxbladder Triage in Davidson et al (2019 and 2021)(14, 15) and for Cxbladder Monitor in Li et al 
(2023)(8) were all conducted completed independently of Pacific Edge with no financial support 
and no provision of testing resources by the company.  
 

6) Short follow up 

 
Another criticism of the data supporting the use of Cxbladder tests was the short follow up time. 
The suite of Cxbladder tests address a relative short-term clinical question—when patients 
present with hematuria, can the tests identify patients with such low risk of bladder cancer that 
more invasive testing can be avoided at that time. The Cxbladder tests are not intended for 
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treatment predictive or prognostic uses. Foundationally, this means that they are designed to 
inform an immediate decision regarding whether invasive procedures, e.g., cystoscopy, CT 
Urogram, ureteroscopy that are mandated by the guidelines can be safely omitted or not for a 
defined patient population. As they are neither predictive nor prognostic tests, they are not 
designed to assess the risk of developing cancers in the future. Therefore, the follow-up included 
in each study is appropriate for the intended clinical use. 
 
In the case of Triage and Detect tests, the intended clinical use is for patients presenting with 
primary or recurrent microhematuria. In the clinical application of these tests, the risk 
stratification can either determine that the patient has a “Low Probability of UC” (Cxbladder 
Triage report; see Appendix) or “Normal gene expression score” (Cxbladder Detect report; see 
Appendix). In each case such a report enables the physician and patient to safely defer a full 
evaluation for Urothelial cancer if they choose to do so. A “not negative” Cxbladder Triage result 
of “Standard clinical workup” is an indication to follow standard of care. A Cxbladder Detect result 
of “high gene expression score” is a higher likelihood of disease with a recommendation to follow 
AUA guidelines evaluation steps and initiate a full workup. In AUA guidelines, the 
recommendation of low-risk patients with hematuria would be to bring them back at 6-9 months 
for a repeat urine analysis to assess if the hematuria persists. This means that the follow up 
provided in our studies is appropriate for those patients.  
 

7) Criticism of low positive predictive  value 

 
In the draft LCD, Novitas/FCSO raise concerns about the PPV (Positive Predictive Value) for the 
Cxbladder Triage and Detect tests. This concern reflects a misunderstanding of the intended use 
of our tests as a rule out bladder cancer tests. The draft LCD states, 

"These values are significant in that false test results, particularly false positives, can lead 
to patient anxiety and distress among other procedural issues related to follow up for an 
inaccurate result." (10) (p.35) 
 

As explained previously in the document, these tests were optimized for high sensitivity and high 
NPV intended to help identify low risk patients that can be safely ruled out from a diagnosis of 
bladder cancer in order to reduce the burden of unnecessary procedures on patients. The clinical 
value of our tests in the hematuria evaluation population (Triage and Detect) is to identify those 
patients that have the low likelihood of urothelial cancer and thus can defer further unnecessary 
workup. If any of our tests are positive, the patient is to continue with the normal guidelines 
recommended investigations for their hematuria. In the absence of such high NPV tests, all 
patients presenting with hematuria would be subject to a full invasive workup even though the 
prevalence of UC is low. Thus, if the value of the test is fully understood, no additional burden of 
testing or morbidity from a positive test will be encountered. 
 
Furthermore, all our marketing materials along with our scientific medical exchanges explain 
clearly to physicians that point and provide recommended explanations for patients on the value 
of the negative to reduce the anxiety that may be caused by a non-negative result. In addition, 
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the evidentiary review included in the draft LCD did not include the fact that the guideline 
directed standard of care has many more patients receiving a full workup, with many of those 
patients being disease free, which translates to a much higher rate of anxiety and concern on the 
part of the patients, as well as an increased financial burden on the system and patients alike(16).  
 

8) Lack of data on patients with Inflammatory processes  

 
The LCD review also notes that our studies excluded patients with inflammatory processes 
(exclusion of active UTI, UT manipulations, etc.). We find this to be a lack of understanding of how 
our test is developed and how it is being utilized by over 4,000 physicians in the marketplace. Our 
Cxbladder Triage and Detect tests are indicated for patients that present with hematuria where 
inflammatory or infectious causes have been ruled out and the clinical concern is focused on the 
diagnosis of bladder cancer and the extensive evaluation required.  
 
Cases with high inflammation can negatively impact the test results and may cause an 
unwarranted false positive or false negative and therefore we exclude patients with conditions 
that can be associated with inflammation (see below). We attempted to reduce the impact of 
high inflammation samples by adding the 5th gene (CXCR2) which is an inflammatory gene to 
reduce that risk(2). Although the inclusion of the 5th gene did reduce the impact of inflammation 
considerably(2), along with many other minor changes we had made to the process, it did not 
eliminate it completely. Therefore, in accordance with our commitment to the highest standards 
and to maintain the best outcomes for our patients, we do not accept any commercial samples 
from patients with any of these issues. In fact, here are our exclusions for our commercial 
samples:  
 
Exclusions for COLLECTION PROCESS: (see appendix) 

• Visible blood  

• Dip sticks cannot be left in urine cup before transferring to Cxbladder tube. 

WAIT 6 WEEKS FROM:  

• BCG (Bacillus Calmette Guérin) therapy  

• Mitomycin therapy  

• Radiation therapy  

• Any bladder manipulation   

WAIT 2 WEEKS FROM:  

• Catheterization  

• Cystoscopy 

• Bladder infection or UTI (should finish antibiotics and wait 2 weeks)  

• Trace leukocytes 
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Thus, we are consistent in our inclusion and exclusion criteria for both our studies and our 
commercial usage. We excluded those patients from our studies and from our commercial 
acceptance criteria to provide the highest level of service for the other patients that would benefit 
from our tests.  
 

  SUMMARY OF COMMENTS ON EVIDENTIARY REVIEW 

 

The comments above represent a response to the criticisms Novitas found in their evidentiary 

review of the Cxbladder data. We believe that Novitas misinterpreted important aspects of our 

published literature which led to incorrect conclusions about the strength of our data in the 

clinical care of patients at risk or with confirmed bladder cancer.  We respectfully suggest that the 

criticisms should be re-examined in light of our comments and should not invalidate the clinical 

data that has been developed for Cxbladder tests.
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Appendix - Summary of clinical evidence 
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Appendix: – Cxbladder Test reports 
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