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TRACK RECORD OF CONSISTENT EXECUTION AND STRONG BUSINESS FUNDAMENTALS

$83.7M | 26,933 | 75.6% | $(5.1)M | $(22.1)M | $261.7M

Q1 TOTAL REVENUE Q1 TOTAL REPORT Q1 ADJUSTED Q1 ADJUSTED Q1 OPERATING CASH Q1 CASH POSITION®
VOLUME GROSS MARGIN*? EBITDA® FLOW*

Adjusted Gross Margin is a non-GAAP measure. See Non-GAAP reconciliations at the end of this presentation for a reconciliation of Adjusted Gross Margin to its most closely comparable GAAP measure.
Calculated as Adjusted Gross Margin (Non-GAAP) divided by Adjusted Revenues (Non-GAAP).

Adjusted EBITDA is a non-GAAP measure. See Non-GAAP reconciliations at the end of this presentation for a reconciliation of Adjusted EBITDA to its most closely comparable GAAP measure.

Net cash used in operating activities in 1Q26 includes payout of annual bonuses as well as cerfain healthcare benefit contributions that are not expected to recur during the remainder of 2026.

As of March 31, 2026; includes Cash, Cash Equivalents & Marketable Investment Securities.
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“The Castle Biosciences team delivered outstanding results to start 2026, delivering $83.7 million in revenue. |
thank our team for their dedication and focus, which translates directly to our performance. Our momentum

this quarter reflects our robust execution and the strength of our core revenue drivers, with both DecisionDx-
Melanoma and TissueCypher achieving double digit year-over-year test volume growth, 16% and 58%, respectively.
As a result of our first quarter performance and continued confidence in the business, we are raising our

2026 total revenue guidance to $345-355 million, compared to the previously provided guidance of $340-350
million. In addition, during the quarter we expanded the body of evidence supporting our market-leading
DecisionDx-Melanoma test. Specifically, we announced new data from a prospective, multicenter, U.S. based
study demonstrating that patients with a less than 5% predicted risk of sentinel ymph node positivity had an .
actual positivity rate of just 2.6%, reinforcing DecisionDx-Melanoma's ability to guide sentinel lymph node biopsy
decision-making in line with guideline thresholds. Our substantial body of evidence is a key driver of adoption and
an important differentiator for DecisionDx-Melanoma and our innovative test portfolio more broadly, reinforcing
our position of strength as we continue to execute across the business.”

DEREK MAETZOLD, FOUNDER, PRESIDENT, AND CEO
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——— FORWARD-LOOKING STATEMENTS

Certain statements made herein are forward-looking statements within the meaning of Section 27A of the Securities Act of 1933, as amended, and Section 21E of the Securities
Exchange Act of 1934, as amended, which are subject to the “safe harbor” created by those sections. These forward-looking statements include, but are not limited to, statements
concerning our expectations regarding: our anticipated 2026 revenue; our ability to continue delivering stockholder value; and our ability to capitalize on our near- and long-term
opportunities, a robust pipeline, a strong balance sheet and continued test adoption growth. The words “anticipates,” “believe,” “can,” “could,” "estimates,” "expects,” “may," “potential,”
“target,” “guidance” and similar expressions are intended to identify forward-looking statements, although not all forward-looking statements contain these identifying words.

We may not actually achieve the plans, intentions, or expectations disclosed in our forward-looking statements and you should not place undue reliance on our forward-looking
statements. Actual results or events could differ materially from the plans, infentions and expectations disclosed in the forward-looking statements that we make. These forward-
looking statements involve risks and uncertainties that could cause our actual results to differ materially from those in the forward-looking statements, including, without limitation:
our estimates and assumptions underlying our estimated U.S. total addressable market for our commercially available tests; our assumptions or expectations regarding our future
revenues and test adoption; our estimated expenses, capital requirements and potential needs for additional financing; the anticipated cost, timing and success of our product
candidates; our plans to research, develop and commercialize new tests; our ability to successfully integrate new businesses, assets, products or technologies acquired through
acquisitions; the effects of macroeconomic events and conditions, including inflation and monetary supply shifts, labor shortages, disruptions in the banking system or financing
markets, recession risks, supply chain disruptions, tariffs, outbreaks of contagious diseases and geopolitical events (such as the ongoing conflicts in the Middle East and Ukraine-Russia
conflict), among others, on our business and our efforts to address any impacts on our business; the possibility that subsequent study or trial results and findings may contradict earlier
study or frial results and findings; the possibility that actual application of our tests may not provide the anticipated benefits to patients or clinicians; and the risks set forth under the
heading “Risk Factors” in our Annual Report on Form 10-K for the year ended December 31, 2025, and our subsequent Quarterly Reports on Form 10-Q, each filed or to be filed with the
SEC, and in our other filings with the SEC. The forward-looking statements are applicable only as of the date on which they are made, and we do not assume any obligation to update
any forward-looking statements, except as may be required by law.
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——— FINANCIAL INFORMATION; NON-GAAP FINANCIAL MEASURES

In this presentation, we use the metrics of Adjusted Revenues, Adjusted Gross Margin and Adjusted EBITDA, which are non-GAAP financial measures and are not calculated in
accordance with generally accepted accounting principles in the United States (GAAP). Adjusted Revenues and Adjusted Gross Margin reflect adjustments to GAAP net revenues
to exclude net positive and/or net negative revenue adjustments recorded in the current period associated with changes in estimated variable consideration related to test reports
delivered in previous periods. Adjusted Gross Margin further excludes acquisition-related intangible asset amortization. Adjusted EBITDA excludes from net income (loss): interest
income, inferest expense, income tax benefit or expense, depreciation and amortization expense, stock-based compensation expense and changes in fair value of equity securities.

We use Adjusted Revenues, Adjusted Gross Margin and Adjusted EBITDA internally because we believe these metrics provide useful supplemental information in assessing our revenue
and operating performance reported in accordance with GAAP. We believe that Adjusted Revenues, when used in conjunction with our test report volume information, facilitates
investors’ analysis of our current-period revenue performance and average selling price performance by excluding the effects of revenue adjustments related to test reports delivered in
prior periods, since these adjustments may not be indicative of the current or future performance of our business. We believe that providing Adjusted Revenues may also help facilitate
comparisons fo our historical periods. Adjusted Gross Margin is calculated using Adjusted Revenues and therefore excludes the impact of revenue adjustments related to test reports
delivered in prior periods, which we believe is useful to investors as described above. We further exclude acquisition-related intangible asset amortization in the calculation of Adjusted
Gross Margin. We believe that excluding acquisition-related intangible asset amortization may facilitate gross margin comparisons to historical periods and may be useful in assessing
current-period performance without regard to the historical accounting valuations of intangible assets, which are applicable only to tests we acquired rather than internally developed.
We believe Adjusted EBITDA may enhance an evaluation of our operating performance because it excludes the impact of prior decisions made about capital investment, financing,
investing and certain expenses we believe are not indicative of our ongoing performance. However, these non-GAAP financial measures may be different from non-GAAP financial
measures used by other companies, even when the same or similarly titled terms are used to identify such measures, limiting their usefulness for comparative purposes.

These non-GAAP financial measures are not meant to be considered in isolation or used as substitutes for nef revenues, gross margin, or netincome (loss) reported in accordance with
GAAP; should be considered in conjunction with our financial information presented in accordance with GAAP; have no standardized meaning prescribed by GAAP; are unaudited;
and are not prepared under any comprehensive set of accounting rules or principles. In addition, from time to time in the future, there may be other items that we may exclude

for purposes of these non-GAAP financial measures, and we may in the future cease to exclude items that we have historically excluded for purposes of these non- GAAP financial
measures. Likewise, we may determine to modify the nature of adjustments to arrive at these non-GAAP financial measures. Because of the nonstandardized definitions of non-GAAP
financial measures, the non-GAAP financial measure as used by us in this press release and the accompanying reconciliation tables have limits in their usefulness to investors and
may be calculated differently from, and therefore may not be directly comparable to, similarly titted measures used by other companies. Accordingly, investors should not place undue
reliance on non-GAAP financial measures. Reconciliations of these non-GAAP financial measures to the most directly comparable GAAP financial measures are presented in the tables
at the end of this release.

——— INDUSTRY AND MARKET DATA

This presentation includes certain information and statistics obtained from third-party sources. The Company has not independently verified the accuracy or completeness of any
such third-party information.

——— REGISTERED TRADEMARKS

DecisionDx-Melanoma, DecisionDx-CMSeq, i31-SLNB, i31-ROR, DecisionDx-SCC, MyPath Melanoma, AdvanceAD-Tx, TissueCypher, DecisionDx-UM, DecisionDx-PRAME and
DecisionDx-UMSeq are tfrademarks of Castle Biosciences, Inc.

——— NON-GAAP RECONCILIATIONS (UNAUDITED)

The tables below present the reconciliation of Adjusted Revenues, Adjusted Gross Margin and Adjusted EBITDA, which are non-GAAP financial measures.
See “Financial Information; Non-GAAP Financial Measures” above for further information regarding the Company's use of non-GAAP financial measures.

Three months ended

(in thousands) March 31, 2026
Adjusted Revenues
Net revenues (GAAP) $83,679
Revenue associated with test reports delivered in prior periods 551
Adjusted Revenues (Non-GAAP) $84,230
Gross margin (GAAP)! $60,920
Amortization of acquired intangible assets 2,226
Revenue associated with test reports delivered in prior periods 551
Adjusted Gross Margin (Non-GAAP) $63,697
Gross Margin percentage (GAAP)? 72.8%
Adjusted Gross Margin percentage (Non-GAAP)? 75.6%

1. Calculated as net revenues (GAAP) less the sum of cost of sales (exclusive of amortization of acquired intangible assets) and amortization of acquired intangible assets.
2. Calculated as gross margin (GAAP) divided by net revenues (GAAP).
3. Calculated as adjusted gross margin (Non-GAAP) divided by adjusted revenues (Non-GAAP).

Three months ended
(in thousands) March 31, 2026

Adjusted EBITDA

Net loss $(14,522)
Interest income (2,545)
Interest expense 134
Income tax expense 109
Depreciation and amortization 3,929
Stock-based compensation expense 9,776
Net gains on equity securities (2,022)

Adjusted EBITDA (Non-GAAP) $(5,141)
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