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Letter from our Chief Executive Officer

Dear Fellow Stockholders,

2025 was a year of meaningful progress for Castle, marked by strong performance and continued
advancement toward our mission of improving health through innovative tests that guide patient
care. l amincredibly proud of what our team accomplished and grateful for the dedication,
passion and people-first mindset that continue to define our culture and drive our impact.

We delivered strong operating and financial results in 2025, exceeding our full-year revenue
guidance and generating approximately $344 million in revenue. Growth was fueled by sustained
demand for our core revenue drivers, with total test report volume for DecisionDx®-Melanoma and
TissueCypher®increasing 37% over the prior year. These results reflect strong execution by our
Castle team and the expanding role our tests play across clinical practice.

A key driver of our progress in 2025 was continued growth in clinical evidence and impact,
particularly within our dermatology portfolio. For our flagship test, DecisionDx®-Melanoma, we
advanced a robust body of evidence, including a prospective, multicenter study addressing a
critical decision point in melanoma care. The study demonstrated that patients identified as low
risk by the test—below the clinically relevant 5% threshold for sentinel lymph node positivity—
could safely forgo sentinel lymph node biopsy without compromising survival outcomes. Broad
clinical adoption also helped us reach an important milestone in 2025. As of December 31, 2025,
the DecisionDx-Melanoma test was ordered more than 230,000 times since launch, with more
than 40,000 orders in 2025, reflecting the confidence clinicians place in the test to make more
informed and personalized treatment decisions.

In gastroenterology, TissueCypher gained momentum as a valuable tool to help stratify risk in
patients with Barrett’s esophagus (BE), identifying those at meaningful risk of progression to
esophageal cancer. This momentum was supported by a growing body of published studies
validating the test’s ability to inform risk-aligned surveillance and intervention, including a new
systematic review and meta-analysis that further strengthened this foundation and provided
comprehensive validation of TissueCypher’s performance across six previously published studies.
During the year, both DecisionDx-Melanoma and TissueCypher surpassed 10,000 test reports
delivered in a single quarter for the first time, offering additional confirmation of the clinical value
our tests provide in clinical practice.

We also took purposeful steps to evolve our portfolio alighed with our long-term strategy and
capabilities. In dermatology, we launched AdvanceAD™-Tx, marking our entry into inflammatory
skin disease, an area where patients and clinicians have had limited guidance to inform treatment
selection, and initiated a collaboration with SciBase to explore complementary technologies that



may enhance care for patients with atopic dermatitis and other dermatological diseases over
time. In gastroenterology, the acquisition of Previse further strengthened our pipeline and
expanded our opportunity to support patients and clinicians across the Barrett’s esophagus
continuum. Throughout these efforts, we remained disciplined in focusing resources on areas
where we believe we can make the greatest impact.

Throughout the year, we operated with discipline and a long-term perspective, supported by a
strong balance sheet and close collaboration with our Board of Directors. This approach reflects
our commitment to building a strong company grounded in scientific rigor, clinical relevance and
trust.

Our progress in 2025 brings us closer to our vision of transforming disease management by
keeping people first—patients, clinicians, employees and investors. As we look ahead to 2026, we
remain focused on expanding the clinical impact of our tests, advancing our pipeline and
continuing to execute with discipline, while building on the trust clinicians and patients place in
Castle every day.

Thank you for your continued support of Castle Biosciences.

Sincerely,

Derek J. Maetzold
Founder, President & CEO
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SPECIAL NOTE REGARDING FORWARD-LOOKING STATEMENTS

This Annual Report on Form 10-K contains forward-looking statements within the meaning of the Private Securities
Litigation Reform Act of 1995 that are subject to risks and uncertainties. The forward-looking statements are
contained principally in the sections entitled “Risk Factors,” “Management’s Discussion and Analysis of Financial
Condition and Results of Operations” and “Business.” These statements relate to future events or to our future
financial performance and involve known and unknown risks, uncertainties and other factors which may cause our
actual results, performance or achievements to be materially different from any future results, performance or
achievements expressed or implied by the forward-looking statements. Forward-looking statements include, but are
not limited to, statements about:

« estimates of our total addressable market (“TAM”), future revenue and addressable patient populations,
expenses, capital requirements and our needs for additional financing;

» expectations with respect to reimbursement for our products, including third-party payor reimbursement and
coverage decisions;

+ anticipated cost, timing and success of our product candidates, and our plans to research, develop and
commercialize new tests;

» the impact of geopolitical and macroeconomic developments, such as ongoing conflicts in the Middle East,
the ongoing conflict between Ukraine and Russia and related sanctions on our business, and changes in
trade and tariff policies;

» our ability to obtain funding for our operations, including funding necessary to complete the expansion of
our operations and development of our pipeline products;

» the implementation of our business model and strategic plans for our products, technologies and business;
»  expectations with respect to acquisitions of businesses, assets, products or technologies;

* our ability to manage and grow our business by expanding our sales to existing customers, introducing our
products to new customers, addressing areas of high clinical need or reducing healthcare costs;

« our ability to develop and maintain sales and marketing capabilities;

* regulatory developments in the United States (“U.S.”) and foreign countries;
» the performance of our third-party suppliers;

» the success of competing diagnostic products that are or become available;
* our ability to attract and retain key personnel; and

« our expectations regarding our ability to obtain and maintain intellectual property protection for our products
and our ability to operate our business without infringing on the intellectual property rights of others.

In some cases, you can identify these statements by terms such as “anticipate,” “believe,” “could,” “estimate,”
“‘expects,” “intend,” “may,” “plan,” “potential,” “project,” “should,” “will,” “would” or the negative of those terms, and
similar expressions that convey uncertainty of future events or outcomes. These forward-looking statements reflect
our management’s beliefs and views with respect to future events and are based on estimates and assumptions as
of the date of this Annual Report on Form 10-K and are subject to risks and uncertainties. In addition, statements
that “we believe” and similar statements reflect our beliefs and opinions on the relevant subject. These statements
are based upon information available to us as of the date of this Annual Report on Form 10-K, and while we believe
such information forms a reasonable basis for such statements, such information may be limited or incomplete, and
our statements should not be read to indicate that we have conducted an exhaustive inquiry into, or review of, all
potentially available relevant information. These statements are inherently uncertain and investors are cautioned not
to unduly rely upon these statements. We discuss many of the risks associated with the forward-looking statements
in this Annual Report on Form 10-K in greater detail in the section entitled “Risk Factors.” Moreover, we operate in a
very competitive and rapidly changing environment. New risks emerge from time to time. It is not possible for our
management to predict all risks, nor can we assess the impact of all factors on our business or the extent to which
any factor, or combination of factors, may cause actual results to differ materially from those contained in any
forward-looking statements we may make. Given these uncertainties, you should not place undue reliance on these
forward-looking statements.



RISK FACTORS SUMMARY

We face many risks and uncertainties, as more fully described in this Annual Report on Form 10-K under the
heading “Risk Factors.” Some of these risks and uncertainties are summarized below. The summary below does not
contain all of the information that may be important to you, and you should read this summary together with the
more detailed discussion of these risks and uncertainties contained in “Risk Factors.”

Risks Related to our Financial Condition
» Asignificant portion of our revenue comes from a small number of third-party payors.

» Due to how we recognize revenue, our quarterly and annual revenues may not reflect our underlying
business.

*  We have incurred significant losses in the past, and we may be unable to sustain profitability in the future.

*  Our quarterly and annual operating results and cash flows may fluctuate in the future, which could cause
the market price of our stock to decline substantially.

« If our internal control over financial reporting is not effective, we may not be able to accurately report our
financial results or file our periodic reports in a timely manner, which may cause adverse effects on our
business and may cause investors to lose confidence in our reported financial information and may lead to
a decline in our stock price.

*  We may need to raise additional capital to fund our existing operations, commercialize new products or
expand our operations.

Risks Related to our Business

*  Our revenue currently depends primarily on sales from our DecisionDx®-Melanoma, TissueCypher® and
DecisionDx®-SCC tests, and we will need to generate sufficient revenue from these products and other
products to grow our business.

« Unfavorable U.S. and global economic conditions could adversely affect our business, financial condition,
results of operations or cash flows.

» Billing for our products is complex and requires substantial time and resources to collect payment.

*  We rely on third parties for sample collection, preparation and delivery. Any defects in sample collection or
preparation by such third parties and any delays in delivery of such samples could cause errors in our test
reports and affect our ability to deliver test reports in a timely manner or at all, which could significantly harm
our business.

*  We rely on our database of samples for some of the development and improvement of our products.
Depletion or loss of our samples could significantly harm our business.

+ If one or more of our primary clinical laboratory facilities become damaged or inoperable or we are required
to vacate our existing facilities, our ability to conduct our laboratory analysis and pursue our research and
development (“R&D”) efforts may be jeopardized.

*  New product development involves a lengthy and complex process, and we may be unable to develop and
commercialize, or receive reimbursement for, on a timely basis, or at all, new products.

*  We rely on limited or sole suppliers for some of the reagents, equipment, chips and other materials used by
our products, and we may not be able to find replacements or transition to alternative suppliers.

* The sizes of the TAM for our current and future products have not been established with precision and may
be smaller than we estimate.

» The diagnostic testing industry is subject to rapid change, which could make our current or future products
obsolete.

Risks Related to Reimbursement and Government Regulation

*  We generally have limited reimbursement coverage for our products, and if third-party payors, including
government and commercial payors, do not provide sufficient coverage of, or adequate reimbursement for,
our products, our commercial success, including revenue, will be negatively affected.



Our products are currently marketed as Laboratory Developed Tests (“LDTs”), and any changes in
regulations or the U.S. Food and Drug Administration (“FDA”) enforcement discretion for LDTs, or violations
of regulations by us, could adversely affect our business, prospects, results of operations or financial
condition.

We conduct business in a heavily regulated industry, and failure to comply with federal, state and foreign
laboratory licensing requirements including those established by the Centers for Medicare and Medicaid
(“CMS”) and the applicable requirements of the FDA or any other regulatory authority, could cause us to
lose the ability to perform our tests, experience disruptions to our business, or become subject to
administrative or judicial sanctions.

The FDA may modify its enforcement discretion policy with respect to LDTs in a risk-based manner, and we
may become subject to extensive regulatory requirements and may be required to conduct additional
clinical trials prior to continuing to sell our existing tests or launching any other tests we may develop, which
may increase the cost of conducting, or otherwise harm, our business.

Interim, topline and preliminary data from our clinical studies that we announce or publish from time to time
may change as more data becomes available and are subject to audit and verification procedures that could
result in material changes in the final data.

Changes in healthcare policy could increase our costs, decrease our revenues and impact sales of and
reimbursement for our products.

Risks Related to Intellectual Property

If we are unable to obtain and maintain sufficient intellectual property protection for our technology, or if the
scope of the intellectual property protection obtained is not sufficiently broad, our competitors could develop
and commercialize diagnostic tests similar or identical to ours, and our ability to successfully commercialize
our products may be impaired.

Our commercial success depends significantly on our ability to operate without infringing upon the
intellectual property rights of third parties.

We depend on information technology systems that we license from third parties. Any failure of such
systems or loss of licenses to the software that comprises an essential element of such systems could
significantly harm our business.

Risks Related to Employee Matters and Managing Growth and Other Risks Related to Our Business

We are highly dependent on the services of our key personnel, including our President and Chief Executive
Officer.

Our employees, clinical investigators, consultants, speakers, vendors and any current or potential
commercial partners may engage in misconduct or other improper activities, including non-compliance with
regulatory standards and requirements and insider trading.

We have engaged in, and may continue to engage in, strategic transactions, such as the acquisition of
businesses, assets, products or technologies, which could be disruptive to our existing operations, divert
the attention of our management team and adversely impact our liquidity, cash flows, financial condition and
results of operations.

Product or professional liability lawsuits against us could cause us to incur substantial liabilities and could
limit our commercialization of our products.

Risks Related to Ownership of Our Common Stock

We have and may continue to enter into related party transactions that create conflicts of interest, or the
appearance of conflicts of interest, which may harm our business and cause our stock price to decline.

The concentration of our stock ownership will likely limit your ability to influence corporate matters, including
the ability to influence the outcome of director elections and other matters requiring stockholder approval.



PART I
Item 1. Business.

As used in this Annual Report on Form 10-K, unless the context indicates or otherwise requires, “Castle

Biosciences,” the “Company,” “we,” “us” and “our” refer to Castle Biosciences, Inc., a Delaware Corporation.
Overview

Castle Biosciences is a molecular diagnostics company offering innovative test solutions to aid clinicians in the
diagnosis and treatment of dermatologic cancers, Barrett’s esophagus (“BE”), atopic dermatitis (“AD”), uveal
melanoma (“UM”).

Since our inception in 2008, it has been our vision to transform disease management by keeping people first:
patients, clinicians, employees and investors. This foundational strategy remains the guidepost for the direction of
our company and the basis of long-term value creation.

Our Testing Solutions

Our tests are designed to deliver personalized information to help better inform clinical care decisions. For our core
tissue-based tests, we use multi-analyte assays with algorithmic analysis (“MAAA”) to characterize an individual
patient’s biology and generate clinically actionable information. Depending on the specific test, this information may
be used to provide information to help guide treatment and patient management decisions including potential
responsiveness to therapy and to assist in the diagnosis of a disease.

Test Portfolio and Market Overview

Our portfolio consists of test offerings to aid clinicians in the diagnosis and treatment of cancers or precancerous
diagnoses in the fields of dermatology, gastroenterology and ophthalmology, and most recently includes a test to
guide systemic treatment decisions in patients with moderate-to-severe AD.

Maintaining commercial success for our existing test portfolio requires generating ongoing evidence, such as clinical
performance and clinical use documentation, to support appropriate clinician adoption, reimbursement success and
guideline inclusion. The clinical validity and utility of our test portfolio is supported by peer-reviewed publications and
ongoing clinical studies. Collectively, approximately 158 peer-reviewed articles have been published demonstrating
the analytical validity, clinical validity and clinical utility of the tests in our portfolio.

The following table summarizes our commercially available tests:

Dermatology Gastroenterology Ophthalmology
DecisionDx-Melanoma TissueCypher DecisionDx-UM
AdvanceAD-Tx("
DecisionDx-SCC

MyPath Melanoma

(1) We commenced a limited launch of our AdvanceAD-Tx™ test in November 2025.
DecisionDx-Melanoma

DecisionDx-Melanoma is our proprietary risk stratification gene expression profile (“GEP”) test designed to predict
the likelihood of a positive sentinel lymph node and the risk of metastasis or recurrence for patients diagnosed with
invasive cutaneous melanoma (“CM”), a deadly skin cancer.

In a typical year, we estimate approximately 130,000 patients are diagnosed with invasive CM in the U.S.,
representing an estimated U.S. TAM of approximately $540 million. This estimated annual incidence number is
based upon a calculation using data from the U.S. Surveillance, Epidemiology, and End Results registries and
subsequently adjusted for the documented underreporting of melanoma diagnoses, which ranges from 30%-72%.
Based on the substantial clinical evidence that we have developed, we have received Medicare coverage for
DecisionDx-Melanoma. We estimate that approximately 50% of patients diagnosed with CM are 65 years of age or
older.

As of December 31, 2025, 58 peer-reviewed articles, five of which were published in 2025, support the clinical
validity, clinical utility and impact on outcomes of our DecisionDx-Melanoma test.




TissueCypher

TissueCypher is our proprietary risk stratification spatialomics test designed to predict future development of high-
grade dysplasia (“HGD”) and/or esophageal cancer in patients with non-dysplastic (“ND”), indefinite dysplasia
(“IND”) or low-grade dysplasia (“LGD”) BE. There are approximately 4 million patients in the U.S. currently
diagnosed with BE and approximately 415,000 patients annually undergo an endoscopic biopsy with a subsequent
diagnosis of ND, IND or LGD BE, representing an estimated U.S. TAM of approximately $1 billion.

In 2025, we expanded our capabilities in BE through the acquisition of Capsulomics, Inc., d/b/a Previse (“Previse”),
which provides complementary methylation-based intellectual property and a non-endoscopic cell-collection
technology. We expect these assets to enhance the future development of TissueCypher by enabling the potential
incorporation of additional molecular modalities, such as methylation markers and other genomic markers, to further
strengthen the test’s performance. In addition, sponge-based, swallowable cell-collection device may offer a non-
endoscopic method for obtaining esophageal samples in certain patient populations, which could broaden access to
molecular risk assessment and extend the reach of our BE and Gl testing portfolio over time.

As of December 31, 2025, our TissueCypher test is supported by 17 peer-reviewed clinical validation and utility
studies, three of which were published in 2025.

AdvanceAD-Tx

AdvanceAD-Tx is a non-invasive GEP test designed to guide systemic treatment selection for patients aged 12
years and older with moderate-to-severe AD. The test evaluates the expression of 487 genes across 12 known
immune, inflammatory and skin-related pathways to identify the underlying biology driving an individual patient’s
disease. Results classify AD into one of two molecular profiles: Janus Kinase (“JAK”) Inhibitor Responder Profile or
T helper 2 (“Th2”) Molecular Profile. Using multiple data sources focused on one-year prevalence, we estimate
there are approximately 10 million individuals ages 12 and older in the U.S. with moderate-to-severe AD,
representing an estimated U.S. TAM of approximately $33 billion. We commenced a limited access launch of the
AdvanceAD-Tx test in November 2025 and plan phased expansion of availability throughout 2026.

DecisionDx-SCC

DecisionDx-SCC is our proprietary GEP test designed for use in patients with cutaneous squamous cell carcinoma
(“SCC”), the second most common form of skin cancer, with one or more risk factors (also referred to as “high-risk”
SCC). We estimate 20% of SCC patients, or approximately 200,000 annually in the U.S., are classified as high risk,
representing an estimated U.S. TAM of approximately $820 million.

DecisionDx-SCC is clinically validated to predict responsiveness to adjuvant radiation therapy (“ART”) and to predict
metastatic risk in patients with high-risk SCC. The validity of DecisionDx-SCC for metastasis risk prediction has
been shown in a cohort of 897 patients in a study which was representative of a high-risk SCC population.
Multivariate analysis shows DecisionDx-SCC provides strong prognostic information in patients with high-risk SCC.
In 2024 two published studies confirmed the ability of DecisionDx-SCC to predict response to ART. These two
propensity matched studies were the largest and second largest studies published to date that focused on the
effectiveness of ART in patients diagnosed with high-risk SCC.

MyPath Melanoma

MyPath® Melanoma is our proprietary, diagnostic GEP test for use in patients with difficult-to-diagnose melanocytic
lesions. Of the two million suspicious pigmented lesions biopsied annually in the U.S., we estimate approximately
300,000 of those present a difficult-to-diagnose melanocytic lesion, representing an estimated U.S. TAM of
approximately $600 million.

As of December 31, 2025, our MyPath Melanoma test is supported by 20 peer-reviewed publications.
DecisionDx-UM

DecisionDx®-UM is our proprietary, risk stratification GEP test that predicts the risk of metastasis for patients with
UM, also referred to as ocular melanoma. We estimate approximately 2,000 patients in the U.S. are diagnosed
annually with UM, representing an estimated U.S. TAM of approximately $10 million.

DecisionDx-UM has been clinically validated by an independent prospective, multi-center study, and by multiple
retrospective and prospective single-center studies. As of December 31, 2025, our DecisionDx-UM test is supported
by 39 peer-reviewed publications.



IDgenetix

Following our acquisition of AltheaDx, Inc. (“AltheaDx”) in April 2022, we began offering the IDgenetix® test, a
proprietary pharmacogenomic (“PGx”) test that helped guide optimal drug treatment for patients diagnosed with
certain mental health conditions. IDgenetix was designed to provide important genetic information to clinicians to
help guide personalized treatment plans for their patients, with the potential to help patients achieve a faster
therapeutic response and improve their chances of remission by identifying appropriate medications more efficiently
than the standard of care trial-and-error approach. The IDgenetix test was discontinued in May 2025.

Pipeline Initiatives

We have significant expertise in developing proprietary tests, conducting clinical studies and using the necessary
instrumentation required for efficiently developing and validating our pipeline products. Discovering, developing and
validating clinically actionable products takes scientific diligence, stringent clinical protocols, machine learning
expertise, proprietary algorithms and significant investments of time and capital. In addition, the underlying tissue
samples and associated clinical outcomes data required to develop and validate these products are difficult to
obtain.

In May 2025, we expanded our capabilities in BE through the acquisition of Previse, which provides complementary
methylation-based intellectual property and a non-endoscopic cell-collection technology and includes the Esopredict
methylation-based risk-stratification test. We expect these assets to enhance the future development of
TissueCypher by enabling the potential incorporation of additional molecular modalities, such as methylation and
other genomic markers, to further strengthen the test's performance. Beginning in the first quarter of 2026, we also
plan to offer the Esopredict test as a supplemental option for cases in which TissueCypher does not produce an
actionable result, providing clinicians with an additional molecular tool for risk stratification when primary testing is
inconclusive. In addition, Previse’s sponge-based, swallowable cell-collection device is currently under development
and is expected to be introduced in the future, subject to applicable regulatory clearances, and may offer a non-
endoscopic method for obtaining esophageal samples in certain patient populations, which could broaden our Gl
testing portfolio.

In June 2025, we entered into a collaboration and license agreement with SciBase Holding AB (“SciBase”) to
develop and commercialize diagnostic tests for dermatologic diseases, beginning with atopic dermatitis. The
collaboration combines our expertise in developing machine learning based algorithms in dermatology with
SciBase’s Electrical Impedance Spectroscopy technology. Under the agreement, we obtained exclusive rights to
develop and commercialize tests incorporating SciBase’s technology in North America, while SciBase retains rights
in Europe, Switzerland, Japan, and South Korea. The initial focus of the collaboration is to develop a non-invasive
diagnostic test designed to help predict disease flares in patients with atopic dermatitis. This initiative aligns with our
strategic goal of expanding our pipeline beyond dermatologic cancers into inflammatory skin conditions.

U.S. TAM is based on estimated patient population assuming average reimbursement rate among all payors.

We expect to continue pursuing pipeline initiatives for tests that will complement and expand our test offerings.



Test Report Volume and Revenue

The number of test reports we generate is a key indicator that we use to assess our business. Since our inception,
we have delivered more than 419,000 clinical patient test reports across our product portfolio. The numbers of test
reports delivered by us and our net revenues during the past five years are presented in the table below:

Years Ended December 31,

2025 2024 2023 2022 2021

DecisionDx-Melanoma 39,083 36,008 33,330 27,803 20,328
DecisionDx-SCC 17,294 16,348 11,442 5,967 3,510
Diagnostic GEP offering(") 4,288 3,909 3,962 3,561 2,662

Dermatologic Total® 60,665 56,265 48,734 37,331 26,500
TissueCypher® 39,014 20,956 9,100 2,128 27
DecisionDx-UM 1,769 1,699 1,674 1,711 1,618
IDgenetix® 3,605 17,151 10,921 3,249 —

Grand Total 105,053 96,071 70,429 44,419 28,145
Net Revenues (in thousands) $ 344229 $§ 332069 $ 219,788 $ 137,039 $ 94,085

(1) We began offering MyPath Melanoma following our acquisition of the Myriad MyPath Laboratory on May 28, 2021. We offered both MyPath
Melanoma and DiffDx-Melanoma under our Diagnostic GEP offering until February 2023 when we suspended the clinical offering of DiffDx-
Melanoma.

(2) We began offering AdvanceAD-Tx following our limited access launch in November 2025. Test reports delivered for the year ended
December 31, 2025, was de minimis. We expect to expand availability throughout 2026.

(3) We began offering the TissueCypher test on December 3, 2021, following our acquisition of Cernostics, Inc. (“Cernostics”). Our
TissueCypher test report volumes primarily derived from processed backlog orders. We temporarily paused accepting additional orders in
July 2023 and resumed accepting new orders in a phased approach in September 2023. We completed processing of our pre-existing
backlog orders in October 2023 and continue to accept new orders.

(4) We began offering the IDgenetix test on April 26, 2022, following our acquisition of AltheaDx, and discontinued the test in May 2025.

Our Commercial Channel
Sales and Marketing

Our sales and marketing efforts are primarily focused on the U.S. dermatology and gastroenterology markets. We
employ our primary direct sales and marketing strategy to educate clinicians and associated personnel on the
clinical and economic benefits of our products. Our sales approach is highly technical, and our team is trained to
articulate the scientific and clinical evidence behind our products and how they may influence clinical care pathway
decisions and ultimately improve patient outcomes.

We continuously assess market response in determining commercial team structure.
Medical Affairs

We also deploy an experienced medical affairs group to assist in the education of treating clinicians and key opinion
leaders, to assist in identifying and engaging sites for our sponsored clinical studies and to evaluate collaborative
study opportunities. We will continue to assess the market needs in determining medical affairs team structure.

Reimbursement

The primary source of revenue for our products is reimbursement from third-party payors, which includes
government payors, such as Medicare, and commercial payors, such as insurance companies. Achieving broad
coverage and reimbursement of our current products by third-party payors and continued Medicare coverage are
key components of our financial success.

We bill third-party payors and patients for the tests we perform. We have received Medicare coverage for our
DecisionDx-Melanoma, TissueCypher, MyPath Melanoma, DecisionDx-UM and IDgenetix tests which meet certain
criteria for Medicare and Medicare Advantage beneficiaries. DecisionDx-SCC previously received Medicare
coverage, which was subsequently impacted by LCD changes finalized in 2025.

The Medicare rates discussed below are prior to giving effect to applicable sequestration in effect from time to time
as described in further detail under “—Government Regulation and Product Approval—Healthcare Reform” included
in Part 1, Iltem 1, “Business,” in this Annual Report on Form 10-K.



Commercial Third-Party Payors

We are actively engaged in efforts to achieve broad coverage and reimbursement for our products, followed by
contracting with commercial payors. Achieving positive coverage reduces the need for appeals and reduces failures
to collect from the patient’'s commercial insurance payor. Even with positive coverage decisions, we still experience
delays in time to payment. Achieving in-network contracts with third-party payors can shorten the time required to
receive payments. Implementing our strategy includes our managed care, reimbursement and medical affairs teams
educating third-party payors regarding our strong clinical utility and outcomes data, which we believe validates the
value of our products and will increase implementation of value-based reimbursement with more third-party payors.

We have broad positive policy coverage for our DecisionDx-UM test and have executed contracts with certain
commercial payors. For our other tests, we engage third-party payors for positive coverage and have received
positive policy recommendations from many third-party technical assessment review groups. During the year ended
December 31, 2025, we continued to receive positive coverage and payment decisions on claims across our
product lines from many commercial payors. We anticipate this trend to continue in the future as we develop and
expand our evidence portfolio.

Dependence on Third-Party Payors

We receive a substantial portion of our revenue from a small number of third-party payors. Our revenue from
patients covered by Medicare as a percentage of total revenue, was 44% for the year ended December 31, 2025.
Additionally, there was a commercial payor from which 16% of our revenue from patients was derived for the year
ended December 31, 2025.

Government Payors

Medicare coverage is limited to items and services that are within the scope of a Medicare benefit category and that
are reasonable and necessary for the diagnosis or treatment of an illness or injury. The controlling Medicare
regulation for guiding the assessment of reasonable and necessary of diagnostic laboratory tests is 42 CFR.
Section 410.32(a). Medicare Administrative Contractors (“MACs”) can provide coverage through evidentiary based
reviews as well as more formal processes such as development of local coverage determinations (“LCD”).

Our laboratories are located in Phoenix, Arizona, and Pittsburgh, Pennsylvania. The MAC responsible for
administering claims for laboratory services located in Arizona is Noridian Healthcare Solutions, LLC (“Noridian”),
which has a joint operating agreement with Palmetto GBA MoIDX (“Palmetto”) whereby Palmetto oversees the
review of genomic based tests. The MAC responsible for administering claims for laboratory services located in
Pennsylvania is Novitas Solutions (“Novitas”).

Medicare
DecisionDx-Melanoma

Palmetto issued a final expanded test-specific LCD for DecisionDx-Melanoma, effective November 22, 2020. With
this expanded LCD and the accompanying billing and coding articles, we estimate that a significant majority of the
DecisionDx-Melanoma tests performed for Medicare patients will meet the coverage criteria. Noridian adopted the
same coverage policy as Palmetto and also issued an expanded final LCD for DecisionDx-Melanoma, effective
December 6, 2020. On May 19, 2022, Palmetto finalized an LCD that converted the DecisionDx-Melanoma test-
specific LCD to a “foundational” LCD with Noridian issuing the same on June 16, 2022. The final LCDs did not result
in any changes in coverage.

DecisionDx-SCC

We issue our DecisionDx-SCC tests from our Pittsburgh and Phoenix labs, with a majority of tests being issued from
our Pittsburgh lab. As previously discussed, Novitas is the MAC responsible for administering claims for test reports
issued by our Pittsburgh laboratory.

We requested and received an evidentiary review of our DecisionDx-SCC by Novitas during the first quarter of
2022. Based upon this review, DecisionDx-SCC test began receiving coverage in April 2022.

On June 9, 2022, Novitas posted a draft oncology biomarker LCD that proposed to rely upon evidentiary reviews
sourced from three databases for all oncology biomarker tests: ClinGen, OncoKB and National Comprehensive
Cancer Network (“NCCN”). We believe the purpose of the proposals in this draft LCD are to streamline future
reviews. Two of the databases do not review GEP tests and NCCN has not yet, to our knowledge, reviewed
DecisionDx-SCC. If finalized as proposed, then DecisionDx-SCC would not have been included as a covered test in
the associated billing and coding article. The comment period for the draft LCD ended on September 6, 2022.



On June 2, 2023, Novitas posted a finalized oncology biomarker LCD pursuant to which the DecisionDx-SCC test
would no longer be covered by Medicare effective July 17, 2023. However, on July 6, 2023, Novitas suspended the
final version of the LCD and announced its intent to post a new proposed LCD for comment and presentation at an
open meeting. On July 27, 2023, Novitas posted a nearly identical proposed oncology biomarker LCD that
continued to intend to rely upon evidentiary reviews sourced from three databases: ClinGen, OncoKB and NCCN.
The proposed LCD also recommends non-coverage for our DecisionDx-SCC test. The comment period for the
proposed LCD ended on September 9, 2023. On July 26, 2024, Novitas posted a note that it had been granted an
extension by CMS. On January 9, 2025, Novitas finalized an oncology biomarker LCD, Genetic Testing for
Oncology: Specific Tests, which also lists DecisionDx-SCC as non-covered; that LCD became effective on April 24,
2025.

As previously discussed, the Palmetto MoIDX program oversees MAAA tests that are reported from our Phoenix
laboratory and Noridian is the MAC responsible for administering claims for test reports issued by our Phoenix
laboratory. In the second quarter of 2020, we submitted our technical assessment dossier for DecisionDx-SCC to
Palmetto and Noridian. The dossier was accepted as complete in the third quarter of 2020. On June 8, 2023,
Palmetto and Noridian recommended no coverage for DecisionDx-SCC in a draft LCD. After the comment period
ended on July 22, 2023, the LCD was finalized on July 4, 2024, with an effective date of August 18, 2024.

In July 2025, we submitted reconsideration requests for both Novitas and MolDX LCDs. Both Novitas and MolDX
subsequently confirmed that our requests were valid. These confirmations represent an important procedural step in
the reconsideration process, but it does not indicate coverage or a favorable review outcome.

MyPath Melanoma and DiffDx-Melanoma

MyPath Melanoma was covered under a test-specific LCD policy through Noridian that became effective in June
2019. Effective August 6, 2023, Palmetto and Noridian issued LCDs that converted the test-specific MyPath
Melanoma LCD to a “foundational” LCD and provided coverage for both MyPath Melanoma and DiffDx-Melanoma.
We estimate that a significant majority of the MyPath Melanoma and DiffDx-Melanoma tests performed for Medicare
patients will meet the coverage criteria.

DecisionDx-UM

Palmetto issued a final test-specific LCD for DecisionDx-UM, which became effective in July 2017, and Noridian
issued a similar LCD that became effective in September 2017. We estimate that a significant majority of the
DecisionDx-UM tests performed for Medicare patients will meet the coverage criteria.

Advanced Diagnostic Laboratory Tests

Advanced Diagnostic Laboratory Test (“ADLT”) status is a designation granted by CMS for clinical diagnostic
laboratory tests offered and furnished by a single laboratory and covered under Medicare Part B that meet one of
the following criteria:

Criterion A: The test:
* Is an analysis of multiple biomarkers of DNA, RNA or proteins;

*  When combined with an empirically derived algorithm, yields a result that predicts the probability a specific
individual patient will develop a certain condition or conditions, or respond to a particular therapy or
therapies;

*  Provides new clinical diagnostic information that cannot be obtained from any other test or combination of
tests; and

e May include other assays.

Criterion B: The test is cleared or approved by the FDA. Laboratories requesting ADLT status under this criterion are
required to submit documentation of premarket approval (“PMA”) or premarket notification from the FDA.

All of our commercially available proprietary MAAA tests, other than our recently launched AdvanceAD-Tx test, have
been reviewed by the CMS and have been granted ADLT status. ADLT status is not an indication of future coverage.
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Medicare Reimbursement Rates
DecisionDx-Melanoma

On May 17, 2019, CMS determined that DecisionDx-Melanoma meets the criteria for “new ADLT” status. Our rate is
set annually based upon the median private payor rate for the first half of the second preceding calendar year. For
example, the rate for 2025 was set using median private payor rate data from January 1, 2023 to June 30, 2023.
Our rate for 2023 through 2025 was $7,193 per test and remains $7,193 per test for 2026.

TissueCypher

On March 24, 2022, CMS determined TissueCypher met the criteria for “new ADLT” status. Since TissueCypher is a
protein based spatialomics test, ADLT status exempts TissueCypher from what is called the “14-day rule,” which
impacts the billing process for protein based test. From April 1, 2022 through December 31, 2022, CMS set the
initial period rate equal to the original list price of $2,350 per test. Effective January 1, 2023, the published CLFS
rate for TissueCypher was set at $4,950 per test and remained effective through December 31, 2024. This rate is
based on the median private payor rates received between April 1, 2022 and August 31, 2022. Beginning with 2025,
the rate for TissueCypher has been set annually based on the median private payor rate for the first half of the
second preceding calendar year. Our 2025 rate was $4,950 per test based on the median private payor rate data
from January 1, 2023 to June 30, 2023 and remains $4,950 per test for 2026.

DecisionDx-SCC

On June 30, 2023, CMS determined DecisionDx-SCC meets the criteria for “new ADLT” status. ADLT status
determines the process by which the rate is set and is not an indication of Medicare coverage. Effective July 1, 2023
and through March 31, 2024, CMS set the initial period rate equal to the list price of $8,500 per test. Effective April
1, 2024, we continued receiving reimbursement at a rate of $8,500 per test, set by CMS using median private payor
rate data for the period July 1, 2023 and November 30, 2023, and this rate remained effective through December
31, 2025 and remains $8,500 per test for 2026.

MyPath Melanoma

On September 6, 2019, MyPath Melanoma was approved as a “new ADLT”. Our rate is set annually based upon the
median private payor rate for the first half of the second preceding calendar year. For example, the rate for 2025
was set using median private payor rate data from January 1, 2023 to June 30, 2023. Our rates for 2023, 2024 and
2025 were $1,755, $1,950 and $1,950 per test, respectively. Our 2026 rate remains $1,950 per test.

DecisionDx-UM

On May 17, 2019, CMS determined that DecisionDx-UM meets the criteria for “existing ADLT” status. Our rate is set
annually based upon the median private payor rate for the first half of the second preceding calendar year. For
example, the rate for 2025 was set using median private payor rate data from January 1, 2023 to June 30, 2023.
Our rate for 2023 through 2025 was $7,776 per test and remains $7,776 per test for 2026.

IDgenetix

IDgenetix is currently covered under a Noridian LCD policy and accompanying billing and coding article developed
by MolDX. During 2023, we obtained a test-specific Proprietary Laboratory Analyses (“PLA”) and Current
Procedural Terminology (“CPT”) code for IDgenetix which became effective October 1, 2023. The CLFS rate of
$1,336 per test was effective January 1, 2024. Our reimbursement rate for 2024 was $1,336 per test and remained
at $1,336 per test in the first quarter of 2025. Our IDgenetix test was discontinued in May 2025.

Competition
We are focused on improving health through innovative tests that guide patient care.
We believe the principal competitive factors in our target markets include:

«  Proprietary, disciplined approach to genomic and proteomic analysis including the use of proprietary deep
learning, machine learning, artificial intelligence (“Al”) and other techniques to identify and optimize
biomarker selection and algorithmic approaches to answer the clinically important questions with accurate
tests. This involves the ability to design and efficiently conduct the right clinical studies at the right time;

* R&D investments to document the quality, quantity, consistency and strength of the clinical validity data, the
impact our products have on clinical use, and demonstration of net health outcome improvement that
reduce health system costs;
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* Maintaining a strong reputation with the treating clinician by providing consistent, transparent and clinically
relevant information that will improve the appropriate management of their patients;

» Ease of use in accessing our products, reimbursement support for our patients and laboratory reports that
clearly communicate the clinically relevant data points;

« Demonstrated ability to work with, and secure coverage and reimbursement from, governmental and
commercial payors; and

» Ability to efficiently commercialize both our current and our pipeline products.
We believe we compete favorably on the factors described above.

Today, our principal competition for DecisionDx-Melanoma is existing traditional clinical and pathology staging
criteria. While some clinical and pathology criteria have changed over time, this approach has been the standard of
care in the U.S. for many years, and clinicians may be unwilling to accept the validity of the published data and
adopt our test until it has become incorporated into national guidelines. In addition, we currently face, or may face,
competition from a limited number of companies who are working in this disease space, such as SkylineDx. In the
future, we may face additional competitors.

Today, our principal competition for the TissueCypher test is existing traditional clinical and pathology assessment.
In the future, this assessment may include the use of immunohistochemical evaluation of individual protein
biomarkers as an aid to pathology. While some clinical and pathology criteria have evolved over time, this approach
has been the standard of care in the U.S. for many years, and physicians may be unwilling to accept the validity of
the published data and adopt our test until this has become incorporated into clinical guideline recommendations
from gastrointestinal clinical societies, or other national guidelines. In addition, we may face competition from
companies such as Interpace Diagnostics and other companies. Other companies actively engaged in GERD
screening to diagnose BE, such as Lucid Diagnostics and other companies, may also look to develop prognostic
tests for patients diagnosed with BE, and these could compete with TissueCypher in the future. In 2025, we
acquired Previse, whose technology complements our TissueCypher test, expanding our offerings within the
gastrointestinal vertical and market position. We may face additional competitors in the future.

We are unaware of late-stage work being performed to develop and validate a product that would compete with
DecisionDx-SCC. We believe that the current primary competitor for DecisionDx-SCC is existing traditional clinical
and pathology staging criteria. In the future, we may face additional competitors.

DecisionDx-UM competes with a subsidiary of LabCorp and several academic laboratories, all of which have had
tests available for several years. To date, our data has demonstrated that DecisionDx-UM is clinically and
statistically superior to these products. In the future, we may face additional competitors.

Laboratory Operations

In 2025, we operated laboratory facilities in Phoenix, Arizona and Pittsburgh, Pennsylvania. All of our facilities are
Clinical Laboratory Improvement Amendments of 1988 (“CLIA”) certified, College of American Pathologists (“CAP”)
accredited labs. Additionally, one lab in the Phoenix and the Pittsburgh laboratories are approved labs by New York
State Department of Health Clinical Laboratory Evaluation Program (“NYS CLEP”) with each of our proprietary
tests, except AdvanceAD-Tx, approved by the New York State Department of Health (“NYSDOH”). We manage
these laboratories to produce the volume of testing required to cover our portfolio of products while maintaining
efficiencies, redundant capabilities, and business continuity. Our facilities are positioned to operate in all 50 states,
including those requiring additional licenses or certifications such as California, Pennsylvania, Rhode Island,
Maryland and New York.

Raw Materials and Suppliers

We procure certain reagents, equipment, chips/cards and other materials used to perform our tests from sole
suppliers such as ThermoFisher Scientific, Inc., Promega and Qiagen, Inc. Some of these items are unique to these
suppliers and vendors. While we have developed alternate sourcing strategies for these materials and vendors and
have experienced no business interruption due to an inability to source these materials, we cannot be certain
whether these strategies will be effective or whether alternative sources will be available when we need them. If
these suppliers can no longer provide us with the materials we need to perform our test services, they do not meet
our quality specifications, or we cannot obtain acceptable substitute materials, our business would likely be
negatively affected.
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License Agreement with The Washington University

In November 2009, we entered into a license agreement (the “License Agreement”) with The Washington University
in St. Louis, Missouri (“WUSTL”), granting us exclusive, worldwide rights to certain patent rights and non-exclusive
rights to technical information and research property for developing melanoma-related products (“Products”) and
services (“Services”). These rights are utilized exclusively in DecisionDx-UM. The agreement includes provisions for
sublicensing under specific conditions, while WUSTL retains the rights to use the licensed patents for research. As
the licensed patents were developed with U.S. government funding, they are subject to federal regulations such as
“march-in” rights, reporting requirements, and a preference for U.S.-based manufacturers.

Under the License Agreement, we are obligated to make royalty payments, including a mid-single-digit percentage
of net sales from the Products and a low-single-digit percentage from Services revenue, with minimum royalties due
semi-annually after the first commercial sale. The agreement remains in effect for ten years after the last patent
claim expires unless terminated earlier. Termination can occur due to material breach, misuse of licensed rights,
insolvency events, or at our discretion upon notice and payment of any outstanding amounts.

Intellectual Property

Our core technology for our products is related to methods and devices for analysis of genetic and proteinomic
expression. Using this technology, we are able to provide a more accurate prediction of a patient’'s metastatic risk as
compared to other methods. We have secured and continue to pursue intellectual property rights in our core U.S.
market and select global countries, including through patent protection covering all of our proprietary tests. We also
rely on trademarks, trade secrets, know-how, continuing technological innovation and potential in-licensing
opportunities to develop and maintain our proprietary position. For more information, please see “Risk Factors—
Risks Related to Intellectual Property.”

Patents and Patent Applications
We have developed a global patent portfolio that as of December 31, 2025, is comprised as follows:

Number of Applications and Patents

United
Commercial Focus States International Total
Owned Patent Families
Methods for predicting risk of metastasis in CM 5 18 23
Methods of diagnosing and treating patients with pigmented skin lesions 1 — 1
Methods of diagnosing and treating patients with SCC 6 21 27
Diagnosing and treating AD and/or psoriasis & 1 4
Method and kit for isolating and sequencing nucleic acid from skin samples — 1
Diagnosing and treating UM 1 — 1
Genes and gene signatures for diagnosis and treatment of melanoma 6 29 35
Method for automated tissue analysis 2 8 ©
Systems and compositions for diagnosing BE and methods of using same 4 13 17
Methods of predicting progression of BE 4 31 85)
Expression profiling using microarrays 1 — 1
Licensed Portfolio from WUSTL
Method for predicting risk of metastasis 2 — 2
Compositions and methods for detecting cancer metastasis 2 2 4
Total 37 119 156

Included in the table above are 22 issued U.S. patents and 87 issued international patents. This global patent
portfolio has filing dates ranging from 2007 to 2025, and therefore are projected to expire between 2027 and 2045,
subject to any patent term extension or patent term adjustment that might be available in a particular jurisdiction.
The owned and licensed families contain issued patents and pending applications that relate to devices, systems,
and methods for macromolecular analysis, and reflect our active and ongoing research programs.
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Individual patents extend for varying periods depending on the date of filing of the patent application or the date of
patent issuance and the legal term of patents in the countries in which they are obtained. Generally, patents issued
for regularly filed applications in the U.S. are granted a term of 20 years from the earliest effective non-provisional
filing date. In addition, in certain instances, a patent term can be extended to recapture a period due to delay by the
U.S. Patent and Trademark Office (the “USPTQ”) in issuing the patent as well as a portion of the term effectively lost
as a result of the FDA regulatory review period. However, as to the FDA component, the restoration period cannot
be longer than five years and the total patent term including the restoration period must not exceed 14 years
following FDA approval. The duration of foreign patents varies in accordance with provisions of applicable local law,
but typically is also 20 years from the earliest effective non-provisional filing date. However, the actual protection
afforded by a patent varies on a product-by-product basis, from country to country, and depends upon many factors,
including the type of patent, the scope of its coverage, the availability of regulatory-related extensions, the
availability of legal remedies in a particular country and the validity and enforceability of the patent.

Trademarks and Trade Secrets

As of the date of this Annual Report on Form 10-K, our U.S. trademark portfolio contained 24 trademark
registrations.

We rely upon trade secrets, know-how, continuing technological innovation and potential in-licensing opportunities
to develop and maintain our competitive position. We seek to protect our intellectual property and proprietary
technology, in part, by entering into confidentiality agreements and intellectual property assignment agreements with
our employees, consultants, corporate partners and, as applicable, our advisors. These agreements are designed to
protect our proprietary information and, in the case of the invention assignment agreements, to grant us ownership
of technologies that are developed through a relationship with an employee or a third-party. These agreements may
be breached, and we may not have adequate remedies for any breach. We additionally seek to preserve the
integrity and confidentiality of our data and trade secrets, such as our proprietary algorithms, by maintaining the
physical security of our premises and physical and electronic security of our information technology systems. While
we have confidence in these individuals, organizations and systems, agreements or security measures may be
breached, and we may not have adequate remedies for any breach. In addition, our trade secrets may otherwise
become known or be independently discovered by competitors. To the extent that our commercial partners,
collaborators, employees and consultants use intellectual property owned by others in their work for us, disputes
may arise as to the rights in related or resulting know-how and inventions.
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As a clinical reference laboratory, we are required to hold certain federal, state and local licenses, certifications and
permits to conduct our business. Under CLIA, we are required to hold a certificate applicable to the type of
laboratory tests we perform and to comply with standards applicable to our operations, including test processes,
personnel, facilities administration, equipment maintenance, recordkeeping, quality systems and proficiency testing.
We must maintain CLIA compliance and certification to be eligible to bill for diagnostic services provided to
Medicare beneficiaries.

To renew our CLIA certificate, we are subject to survey and inspection every two years to assess compliance with
program standards. Because all of our laboratories are CAP-accredited, CMS may defer the survey and inspection
to those conducted by CAP. We may also be subject to additional unannounced inspections. The regulatory and
compliance standards applicable to the testing we perform change periodically, and any such changes are
published by CAP. Our standard operating procedures (“SOPs”), documents and records are updated accordingly
and as needed. Any such changes may have a material effect on our business.

Penalties for non-compliance with CLIA requirements include suspension, limitation or revocation of the laboratory’s
CLIA certificate, directed plan of correction, state on-site monitoring, civil money penalties, civil injunctive suit or
criminal penalties.
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