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DISCLAIMERS

> Forward-Looking Statements

The information in this presentation contains forward-looking statements and information 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 potential benefits and contributions offered by DecisionDx-SCC, including for
risk assessment and patient treatment; usefulness of the information provided by DecisionDx-SCC analysis; physician adoption of DecisionDx-SCC; and plans for

expects,” “intends,” “may,” “plans,” “projects, would” and similar expressions are
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commercialization. The words “anticipates,” “believes,” “estimates, wil
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, intentions 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, the risks set forth in our Annual Report on Form 10-K for the year ended December 31, 2019, 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.

DecisionDx, DecisionDx-UM, DecisionDx-Melanoma, DecisionDx-SCC and the Castle Biosciences logo are the registered trademarks of Castle Biosciences, Inc.

This presentation may also contain trademarks and trade names that are the property of their respective owners.
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Castle Biosciences Attendees
 Name | PriorEwperience

Derek Maetzold

Founder, Director, President
and CEO

Frank Stokes
Chief Financial Officer

Bernhard Spiess

Chief Business Officer

Toby Juvenal

Chief Commercial Officer
Kristen

Oelschlager, RN, CHC
Chief Operations Officer

Robert Cook, PhD

Senior Vice President, Research
& Development

Alice lzzo
Vice President, Marketing

Matthew Goldberg, MD

Medical Director

Camilla Zuckero

Executive Director, Investor
Relations

Derek J. Maetzold founded Castle Biosciences in September 2007 and has served as our President and Chief Executive Officer and as a member of our board of directors
since inception. Previously, Mr. Maetzold held leadership roles at Encysive Pharmaceuticals, Schering-Plough Corporation (now Merck), Integrated Communications,
Amylin Pharmaceuticals and Sandoz Pharmaceuticals (now Novartis).

Frank Stokes has served as our Chief Financial Officer since December 2017. From January 2017 to December 2017, Mr. Stokes served as Chief Financial Officer of
Hammock Pharmaceuticals. From May 2011 to December 2016, Mr. Stokes served as a Managing Director of Leerink Swann (now SVB Leerink). Mr. Stokes also held
positions as a Managing Director at Robert W. Baird & Co. Incorporated and Wachovia Securities, LLC. While at SVB Leerink and Robert W. Baird & Co., Mr. Stokes led life
sciences, tools and diagnostics sector investment banking efforts, and managed financings and mergers and acquisitions transactions.

Bernhard E. Spiess has served as our Chief Business Officer since September 2019, previously serving as our Chief Operating Officer from May 2016 to September

2019. From April 1997 to April 2016, Mr. Spiess held various positions with Beckman Coulter, Inc., a manufacturer of biomedical testing instrument systems, tests and
supplies, including as Vice President, Strategic Marketing, Blood Virus & Infectious Diseases from February 2015 to April 2016, and as Vice President, Marketing, Molecular
Diagnostics from April 2008 to February 2015.

Toby Juvenal has served as our Senior Vice President, Sales since January 2018, previously serving as our Vice President of Sales & Marketing since October 2008, when he
joined the Company as one of three initial employees. Mr. Juvenal has over 28 years of sales, sales management, and managed care experience in the pharmaceutical,
biotechnology and diagnostics industries.

Kristen Oelschlager has served as our Senior Vice President, Clinical Operations since January 2018, previously serving as our Vice President, Clinical Operations from 2013
to 2018, and as our Executive Director of Operations, when she joined the company in 2008 as one of three initial employees. Ms. Oelschlager brought more than 15 years
of experience in clinical nursing, clinical operations services, and clinical research to her position.

Bob Cook has served as our Vice President, Research & Development since July 2019, and previously served as our Vice President, Medical Affairs and R&D from April
2018 to July 2019, Executive Director, R&D from June 2015 to April 2018, and Manager of Scientific Relations from February 2011 to June 2015. Dr. Cook joined Castle
Biosciences following a postdoctoral fellowship at Baylor College of Medicine where he focused on the genetic regulation of rare ovarian granulosa cell tumors. In his
current position, Dr. Cook oversees research and development at Castle. He previously completed his doctoral work in Biochemistry, Molecular Biology and Cellular
Biology at Northwestern University,

Alice Izzo has served as our Vice President, Marketing since March 2018, previously serving as our Executive Director, Marketing since joining the company in September
2013. Prior to Castle, Ms. Izzo held various leadership positions at Amylin Pharmaceuticals, including Vice President of Corporate Affairs.

Dr. Matthew Goldberg has served as our Medical Director since August 2020. Prior to joining Castle, Dr. Goldberg was an Assistant Professor in Dermatology and
Pathology at the Icahn School of Medicine at Mount Sinai in New York and retains his affiliation as an Assistant Clinical Professor of Dermatology. Before joining the Mount
Sinai Dermatology faculty, Dr. Goldberg directed Dermatopathology education for the MedStar Georgetown/Washington Hospital Center dermatology residency

program. Dr. Goldberg is board certified in dermatology and dermatopathology.

Camilla Zuckero has served as our Executive Director, Investor Relations, since October 2019. Prior to joining Castle, Ms. Zuckero was responsible for Global Investor
Relations and External Communications at Sysco Corporation. Prior to that, she led Investor Relations and Corporate Communications at Opexa Therapeutics.



Ashley Wysong, M.D., M.S.
University of Nebraska Medical Center, Omaha NE

Dr. Ashley Wysong is the founding Chair and William W. Bruce MD Distinguished Chair of the University
of Nebraska Medical Center (UNMC) Department of Dermatology. She earned her medical degree at
Duke University School of Medicine, where she was valedictorian. Dr. Wysong completed her M.S. in
epidemiology and residency in dermatology at Stanford University, where she also served as chief
resident. Her fellowship in procedural dermatology and Mohs micrographic surgery was completed at
Scripps Clinic under the direction of Dr. Hugh Greenway in Mohs surgery, Dr. Victor Ross in laser and

cosmetic dermatology, and Dr. Leland Housman in veins.
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Castle Biosciences
Innovators in Proprietary Gene Expression Profile Tests for Dermatologic Cancers

Innovative Evidence Strong

Products Development Financials

Improving Health Outcomes Of Patients With Skin Cancer Through
Innovative, Clinically Actionable, Cost-Effective Diagnostics

CAESTLE

BIOSCIENCES



2Q2020: Strong Financials

Six months ended Six months ended

2Q20 2Q19 6/30/20 6/30/19

Revenue $12.7M $10.7M $30.1 $19.5M
DecisionDx-Melanoma reports 3,008 3,691 7,582 6,923
DecisionDx-UM reports 306 376 667 736
Operating Cash Flow $13.5M $0.5M $13.3M $1.8M
Adj. Operating Cash Flow' $3.3M S0.5M $3.0M $1.8M
Gross Margin 83.1% 81.4% 84.9% 81.5%
Cash & Cash Equivalents (asiysgl.:g;zm (as 3:;./5;?/19)

1See Non-GAAP reconciliations at the end of this presentation.
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Recent achievements and expected future milestones

2020 milestones on track

\f Aug 2019: Expanded
draft LCD for
DecisionDx-Melanoma
posted

V| Dec 2018: Initial LCD
effective for
DecisionDx-Melanoma

Feb 2019: Expanded
outside sales
territories to 23

Continued evidence development for all commercialized products

V| July 2019: IPO

V| Dec 2019: Expanded
outside sales
territories to 32

\, = Achieved

S A

Sept 2020: Launch of
DecisionDx-SCC

3Q2020: Commercial
team expansion

4Q2020: Expected
launch of SPL test

Late 2021: Potential
draft LCD for
DecisionDx-SCC and
suspicious pigmented
lesion (SPL) products

2022: Potential
effective LCD for
DecisionDx-SCC and
suspicious pigmented
lesion (SPL) products

2H2020: Anticipate
LCD expansion for
DecisionDx-Melanoma
effective

2H2020: Expected
initiation of work on
additional dermatology
pipeline products

CASTLE 10
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Castle’s 2020 dermatological cancer products target an estimated $2.0B
U.S. total addressable market’

INITIAL CASTLE
ADDRESSABLE
MARKET?

CSTL's PROPRIETARY
GENE EXPRESSION
PROFILE TEST:

SQUAMOUS CELL SUSPICIOUS PIGMENTED
CARCINOMA LESIONS

~130,000 patients classified
as Stage |, Il or 1l
~$540M Estimated U.S. TAM

Decision Dx
MELANOMA

~200,000 patients present
with high-risk features
~$820M Estimated U.S. TAM

Decision Dy¢scc

1U.S. TAM = Total addressable market based on estimated patient population assuming average reimbursement rate among all payors.
2Annual U.S. incidence for Stage |, Il o r Il melanoma estimated at 130,000; Annual U.S. incidence for squamous cell carcinoma estimated at 1,000,000 with addressable market limited to .
carcinomas with one or more high risk features; Annual U.S. incidence for suspicious pigmented lesion biopsies estimated at 2,000,000 with addressable market limited to the 15% with an C/&_ST L E 11

indeterminant biopsy.

~300,000 patients with an
indeterminant biopsy
~$600M Estimated U.S. TAM

Name to be announced
(projected launch: 4Q2020)

BIOSCIENCES



Our main focus is serving the skin cancer market
DecisionDx-SCC is being launched into existing relationships

Indication / Trade Commercial Reimbursement Peer-Reviewed Primary Initial Launch
Test outcome Name Status Status Publications Customers Targets
Cutaneous .. Derms (including
Melanoma / Decision Dx Available MCB' M.CRA 26 Mohs),

. . MELANOMA Commercial —in process
Risk of metastasis Surgeons
Cutaneous
Squamous Cell Decision Dxscc Available Expected draft LCD in 4 Derms (including 4,200 currelnt
Carcinoma / 2021 Mohs) customers
Risk of metastasis
Suspicious

) . ~1
Plgmgn-ted Lesions / Expected Expected draft LCD in Dermpaths, ,900 current
For difficult to To be announced 0 dermpath

. . Q42020 2021 Derms 5
diagnose pigmented customers
lesions

IClinicians who ordered DecisionDx-Melanoma in LTM (as of 6/30/2020) .
2Pathologists who provided clinical specimens for DecisionDx-Melanoma in LTM (as of 6/30/2020) C/E_ST L E 12
MCR = Medicare. MCRA = Medicare Advantage; current customer estimates based on LTM. BIOSCIENCES



Workflow for DecisionDx-SCC:

Identical process to DecisionDx-Melanoma

Patient

SCC

Clinician orders

Decision Dy¢scc

diagnosed
with SCC and

one or more
risk factors

Wysong et al. JAAD 2020; Data on file, Castle Biosciences.

A 4

tumor —— RNA isolation
tissue RT

\ 4

cDNA generation and amplification

Open array card
34 discriminant gene qPCR
targets and 6 control ’
genes l

Analysis of GEP with a proprietary algorithm to
determine Class and metastatic risk

IO

Class 1 Class 2B

low metastatic risk high metastatic risk
(~50% of results) Class 2A  (<10% of results)

moderate metastatic
risk
(~40% of results)

C/ASTLE

BIOSCIENCES
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Efficient Development: From discovery - validation

DISCOVERY DEVELOPMENT

Primary FFPE SCC tissue with outcomes

Training cohort (archival, n = 122)

|

* Targeted approach: gPCR analysis
of 73 literature-identified genes

e Global approach: Microarray and
deep learning = gPCR validation

|

Deep learning with neural
networks

Model performance with 10x
cross-validation

Reduction to 34 genes (plus 6

of 67 genes

Expression from 140 genes
for model development

controls)

Locking of final gene set and
predictive algorithm

C/ASTLE

BIOSCIENCES
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Published evidence from >1,100 patients and healthcare providers to
support clinician adoption and payor adoption

Discovery and

Development
202 subjects

Wysong et al. JAAD 2020

Castle Biosciences Discovery Data

Validation
420 subjects

Wysong et al. JAAD 2020

Castle Biosciences Data on File

Utility

564 clinicians

Farberg et al. CMRO 2020
Litchman et al. CMRO 2020
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Validation of 8 40-Gene Expression Profile Test o Predict Metastatic Risk in
Localized High-Risk Cutaneous Squamous Cell Carcinoma

Ashley Wysong, MD, MS, Jason G. Newman, MD, FACS, Kyle R_ Covington, PhD,
Sarzh ). Kurley, PhD, Sherrif . lbrahim, MD, PhD, Aaron S. Farberg, MD, Anna Bar,
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G. Brodiand, MD, John Zitelli, MD, Jennifer Toyohara, MD, lan A_ Maher, MD, Yang
Xia, MD, Kristin Bibee, MD, Robert Griego, MD, Darrell S. Rigel, MD, Kristen Meldi
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Imegraung gene expression profiling into NCCN high-risk cutaneous squamous

impact on patient management

Aaron 5. fﬂrbﬂg " Mary A Hall', Leah Douglas”, Kyle R Covington”, Sarah 1. Kurley”, Robert W. Cook" and

Scort M. Dinel

Dermatolegy ko Scholof Mo st Mourt S New Yrk W, USk “Dermaology, Akanas Dermtclogy Sin Cacer Cenie,
nendoneet.
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\CCN highik (SCC patients. 159 (S1.0%) were 40-GEP Class 1 and AXCC TI-TL

and 173 (57.7%) were Clas 1 and SWH T1-2a, incicang low sk for

metastasia ane. thereby. sugaest.

o management intensity. Th 40.GEP iagration suggested high mtenaty managemant for onty
management
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rent
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Introduction
Cutancous squamous cell carcinoma (cSCC)  the second
most common form of skin cancer after basal cell carcin-
oma'%. It occurs im approximately one millon peopie in the
US. and the incidence is rsing. partly due 10 enhanced
detection methods and an aging population' . Overall,
approcmately 6% of €SCC patients develop regional or ds-
tant metastatic lesions and survivl rates are low for thase
wha do develop metastass™’* ", The number of desths
from cSCC, a lge proportion of which are preceded by
metatad, has boen estimated 1o dhal that from ek

Therefore, accurate prediciion of isk for metastasi
s essental for optimal patient management and, ultmately,
to potentially improve cutcomes

Mational Comprehensive: Cancer Network (NCEN) guide-
Hines outine management pattways for low- and high-risk
CSCC patients. Within this framework. the NCCN manage-
ment recommendations. are broad for patients who. have &
fow Bkelihood of recusrence and/or metastass, 35 are recom.
mendations for cSCC patients considered high isk for devel
oping recumence and/or metastaci’. Aisk straufication and
staging systems for ¢SCC include NCON guidelines artera,
the American Joint Committee on Cancer (AJCC) Cancer
Staging Manual (8th Edition, AICCE), and the Brigham and
Women's Hospital (BWH) tumor classification system™'™ "%
These systems are based on cinical and pathological fea-
Tures; Rowever, they are spaciically mied in thei abiity 1
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Impact of a prognostic 40-gene expression profiling test on clinical
management decisions for high-risk cutaneous squamous cell carcinoma

Graham H. Litchman @, Alison L. Fitzgerald® @, Sarah J. Kurley”, Robert W. Cook” and Darrel 5. Rigel*
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Objective: To determine.
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"and how their cheicss woud  National  fevecd 6 Apr 2020

Compraherive Cinc Network (NCEN)complas, kel mamagement pln for ighh ot K70 % 45t

et sguamaous cel carinoma (CSCC.

data. They were feat e
assess their apinion of ow concering each is 1o CSCC progross. When presended with vgmeties  _ti_ 0 o
atiers fe

plan using pre-test {70 40.GEP results], then, post-test (40.GEP Class 1, 2A, o 28 sesuls) methodology  sons, mersissa
et group.

Introduction
With more than 1 millon cases being dlagnosed In the U
annually', cutaneous sauamous cel carcinoma (CSCC) is the
second mast common skin cancer with a rapidly rsing inci-
dence rate’. An estimated 1.5-1% of €SCC patients die annu-
alty, and it i projected that more patients wil dhe from cSCC
than melanama’. National Comprehensive Cancer Network
(NCCN) guidelines e beoad in their ciers for kdentiing
Pighisk €SCC and in thelr approsches for mansgement of
€SCC patients considered high risk for develaping recumence
andior metastasis’. Unfortunately, this brosd definiion of
highvisk cSCC resuits i 3 fow positive prediciive value
(PPVT', meaning many patients deemed high risk e unlikely
10 develop recumrences or metastasis. Since American Joint
Commitiee on Cancer (AICC) and Brigham and Women's
Hospital (BWH) staging systems are abo limited in their
acawacy for idencying high-isk patients™, establishing
Fik-ippropriate patlent management plans remans an

unmet dlinical need. Therefore. improved prognostic tools
and a better-defined risk stratfication system would por
ey erbane patet

peeion proie WD.GER) et st asesses
the mugv of  primary cSCC tumer was recently validated
for determining metastatic potential””. The 40-GEF is a prog-
nostic test that classifies patients into three risk groups: fow
(Class 1), high (Class 24, and highest (Class 28) rik for
developing regional o TNt Metastass wiEhin 3years post
diagnosis. Accurately aligning a patients’ risk for metastasis
with recommended tatment pathways would reduce
unnecessary Interventions for patients a ow risk for metas
tasks and, conversely. would more precisely identfy patients
who would most benefit fiom more intense interventions/
therapies. Based on the potentisl uEilty of the 40-GEP test
for guiding CSCC patient management decisions, & clinical
impact study was undertaken 1o assess i and t what
extert, more precse fisk assesiment thiough 40.CEP testing
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litz et al. JDD 2019
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Impact of Gene Expression Profile Testing on the Management
of Squamous Cell Carcinoma by Dermatologists
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‘anmetanom skin cancer (NMSC) is the most com-
mon malignancy in the Uniled Ststes. It is sstimated
that cutaneous squamous cell carcinoma (€SEC) rep-

ressnts 207% of NMSC cases with sn spproximate snausl in-

idence of cver 700,000, which is incressing yesry' While
the exact incidence of SCE is not incluced in nationsl cancer
registries, 3 recent stucy showsd an increxse of 263% in the

e o paiets it

dsesons mate by darmatoiog s regard-

patients who deveiop metasiasis are iniially classified as
lowsisk, and convarsaly, some palients who srs classified 85

‘accuesta dentificaton of high risk cSCC patients s critcal. Ad-
diionally, the definiive work-up nd restment indicated far
high-isk cSCC remains unknown.® Given the recent FDA-sp-
proval of Cermiplina® for the trestment of acanced cSCC and

19761384,

This a ikely due to both

sis of cSCC i
sion. & recent study showed thet mnth'l‘i ot concs vt
sl metastases nd 15% die from this disesse ®

To more sccurately idensify CSCCs st high risk for metastasie
or dasth, there ara twe main staging A Joint

ment (Castle Biosciences Inc. Friendswood. TX\.The gosl of the
40.gene 10 improve upan surrent staging systems and

Preicus sabyes hove dackbed 73 guoe s scsocised wt

Cammitiee an Cancer (ACE] snd Brighsm Women's Hospital
(BWH). However thess staging systems have low sensiivity
(23.48%) and low positive pracictive vaiue (12.13%|54 Many

ety i 1 50 o0 st s ity v
genes differenially expressed in highisk cSCC's* Based on
the patients expression of thess genes, machine learing can
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Cutaneous Squamous Cell Carcinoma
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Cutaneous Squamous Cell Carcinoma (SCC)

Disease Incidence ‘Q‘. SCC incidence increases
Rt dramatically with age.

* 1,000,000 new cases of SCC are Estimates for average age at
estimated to be diagnosed per year first diagnosis range

in the U.S.1

Current figures suggest that more 5
: : to early 70s

than 15,000 patients die of SCC each y 7Us.

year in the U.S. (more than twice as

many from melanoma)?

from mid-605 s s on

~20% of SCC cases are ”high-risk”3A

CASTLE v

1Skincancer.org, 2Que el al. JAAD 2018, Venables et al. BJD 2019, ®Chu et al. J Skin Cancer 2014, Brantsch et al. Lancet Oncol 2008 BTOSCIENCES



Annual incidence of SCC exceeds these other cancers combined

1000000
S00000
BOODOOD
700000
Cases 00000
500000
400000
300000
200000

100000

Cutaneous Sguamous Cell Female Breast Cancer Lung & Bronchus Cancer Prostate Cancer Colorectal Cancer Melamoma
Carcinoma

0
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Patient journey for diagnosis of SCC

Lesion suspicious for

Order placed for

skin cancer discovered Decision D>¢scc Treatment
by patient or PCP Plan Defined
N N
V
_ History & Physical Test results received for
Patient referred to a Complete skin exam Skin .
dermatologist who P Biopsy Decision Dy:scc
performs a skin exam Regional lymph node U
exam
vV
O O 0—0—0 0
/\
Diagnosis of SCC with
21 risk factor
As with all cancers, treatment plan is determined by
the risk of progression (recurrence or metastasis).?
CASTLE 1

1. NCCN Guidelines. Squamous Cell Carcinoma. V1.2020. Accessed January 10, 2020. 2. Alam A, et al. J Am Acad Dermatol. 2018;78:560-78.

BIOSCIENCES



Staging and risk stratification of SCC:
Traditional approaches have limitations in assessing risk

Why Do We Stage Cancers?

SCC Staging Considerations

NCCN Guidelines group many
patients as high risk who may be
low-risk patients and may

be overtreated.

Recurrence, metastasis, and
survival are linked to T stage.

Traditional approaches for staging
have limitations in assessing risk
for metastasis.

Current staging systems
can miss patients with aggressive
disease.

> Physicians stage cancers in order to
determine how much cancer there is and
where it is located—which helps them
assess the prognosis and decide on the
best treatment option.1?

» A key part of assessing prognosis is
determining the risk for recurrence for
regional or distant metastasis.'?

1.NCCN Guidelines for Patients. Squamous Cell Skin Cancer. 2019. 2. American Cancer Society. American Cancer Society. Cancer Staging. https://www.cancer.org/treatment/understanding-your- C/E_ST LE 20
diagnosis/staging.html Accessed January 10, 2020. BIOSCIENCES



The unmet need in high-risk SCC patients:

Who is really at low risk or high risk for metastasis?

The Clinical Problem

Managing SCC is a significant clinical issue, as deaths from SCC are now estimated to exceed those from
melanoma.

v

~20% of SCC patients have one or more clinical or pathological risk factors and they suffer the majority of
SCC mortality. These factors alone are often not specific enough to determine risk-appropriate treatment
and further management.

v

SCC treatment plans are guided by risk of metastasis.
Risk-appropriate SCC management is currently limited by classification systems (NCCN, BWH,
AJCC) with low positive predictive value (PPV).

NCCN=National Comprehensive Cancer Network; BWH = Brigham and Women’s Hospital; AJCC = American Joint Committee on Cancer C/é ST L E 21
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DecisionDx-SCC:
Designed to predict metastatic risk for high-risk SCC patients

Addressing the Clinical Problem

DecisionDx-SCC is validated to predict metastatic risk for individual SCC patients with one or more risk
factors.

\ 4

DecisionDx-SCC is a validated predictor of risk in uni- and multivariate analysis.

v

either approach alone.

W

DecisionDx-SCC can inform management decisions within established guidelines.

| Incorporation of DecisionDx-SCC with traditional risk factors can improve patient classification compared to I

CASTLE 2

Wysong et al. JAAD 2020; lbrahim et al. submitted BIOSCIENCES



Decision Dx¢scc

Intended Use: DecisionDx-SCC is indicated for patients diagnosed with cutaneous
squamous cell carcinoma and one or more risk factors. DecisionDx-SCC is designed to
predict individual metastatic risk to inform risk-appropriate management.

For SCC patients with one or more of the following risk factors: ..
[ areas H or

* Tumor size 22 cm anywhere on the body

* Tumor location on the head, neck,
hands, genitals, feet or pretibial surface
(areas H or M)

* Immunosuppression

* Rapidly growing tumor

» Tumor with poorly defined borders

» Tumor at a site of prior radiation
or chronic inflammation

* Perineural invasion (PNI)
« Poorly differentiated tumor grade ——

» Deep tumor (has invaded beyond
subcutaneous fat)

C/ASTLE
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DecisionDx-SCC independent validation study

Validation Study Parameters

420

Participants

®

25%

of participants were
immunocompromised

Wysong et al. JAAD 2020; Ibrahim et al. submitted; Data on file, Castle Biosciences.

4

Centers

15%

Overall metastasis rate

e

Participants met NCCN
High-Risk Criteria or Mohs
Appropriate Use Criteria

©

Established prognostic
factors replicated

C/ASTLE
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DecisionDx-SCC is validated to predict metastatic risk for individual SCC
patients with one or more risk factors

Kaplan-Meier Estimated MFS

Class 1 — Low Biological Risk

< Less than half the general study population risk

< Class 2A — Moderate Biological Risk

Similar to the strongest traditional factors

< Class 2B — High Biological Risk

>50% risk of metastasis

100 % —
) X
i
=
— 80% Rne S RTETE SR
©
=
>
S
a 60 % —
o |
“—
n 40%
)
©
i)
©
-Iq-j 20 % —
2 n=420
p < 0.0001
0% I I I
0 1 2 3
Years

Wysong et al. JAAD 2020; Ibrahim et al. submitted; Data on file, Castle Biosciences.
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Class 2A and Class 2B are independent predictors of metastasis

Univariate Analysis Multivariate Analysis

Immunosuppression - 1.5 (ns) - : NA
Tumor diameter (per cm) = 1.2 (p<0.001) - 1.1 (ns)
Perineural invasion - 3.3 (p<0.001) - 1.2 (ns)

Deep invasion 3.1 (p<0.001) 2.1 (p<0.001)

Poor differentiation 3.9 (p<0.001) 2.3 (p<0.001)

2.3 (p<0.001)

Class 2B 11.6 (p<0.001) 6.9 (p<0.001)

]
N
P
Class2A _ 3.2 (p<0.001) i
I

=
o
2
=
[T, =

Hazard Ratio (HR) Hazard Ratio (HR)

What is the impact of DecisionDx-SCC?
- An SCC with deep invasion is 2.1x more likely to metastasize than without.

- Adding a Class 2A results shifts that to 4.8x more likely to metastasize.
- Adding a Class 2B result shifts that to 14.5x more likely to metastasize.

Deep invasion: beyond subcutaneous fat, depth >6mm, or Clark level V. * C/z- ST L E 26
Wysong et al. JAAD 2020; Ibrahim et al. submitted; Data on file, Castle Biosciences. “STOSCIENCES



DecisionDx-SCC is designed to predict metastatic risk for high-risk SCC patients

Treatment plans may include: Follow-up plans may include:
) Lo .
SCC patients Low Surgery, if feasible ggrlﬁé;‘ollow-up. 1-2x
with one or Intensity Clinical nodal exam Clinical nodal
more risk inical nodal exam
\_ factors ) —
. Moderate Surgery, if feasible glel:";:;:?cg?\év'y%g-rz"lx
What is the : Consider nodal imaging / staging
risk of Intensity Consid | ferral Baseline and annual
metastasis? onsider oncology reterra nodal US/CT for 2 years
DecisionD»scc . _ _
+ High Surgery, if feasible Clinical follow-up: 4-12x
Traditional Intensity Nodal imaging / staging per year for 3 years
Prognostic Risk Consultation: radiation oncology Baseline and 4x per year
Factors _ _ nodal US/CT for 2 years
\ j Consultation: medical oncology

DecisionDx-SCC results can inform management decisions within established guidelines

NCCN Guidelines for Squamous Cell Skin Cancer v1.2020, Likhacheva et al. Pract Radiat Oncol 2020, Farberg et al. CMRO 2020, Litchman et al. CMRO 2020, Teplitz et al. JDD 2019, Alam et al. JAAD 2018 C/_'-ST L E 27
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Integrating DecisionDx-SCC into clinical care of patients

Patient
Characteristics

e

Clinical and + Tumor Biology
Pathologic Tumor

Characteristics

DecisionD»¢scc

C/ASTLE @ 28
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aunch objectives are being achieved

Accelerated disease state training
during peak of COVID

Conducted virtual National Sales
Meeting for final training

Successfully completed virtua
speaker training

August 31, 2020: commercially
available

Accurataly identify the risk of metastasis with

Decision Dx¢scc

DecisionDx"-SCC &
assessments, pro
prediction to better]
treatment and follg

DecisionDx-5CC is the strongest

independent predictor of SCC metastasis.
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Cutaneous squamous cell carcinoma
(SCC) is an emerging problem in the U.S.
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management.
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profile (GEP) test that is validated to
predict metastatic risk for in
SCC patients with one or more
risk factors.
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DecisionDx-SCC  Class 24 FINAL REPORT
Patient:
Class 78 Sex:
Poor differenfiaton DOB:
Perincssal inasion Client:
Clinician:

De: nDx-SCC Result

Class 1 signature is associated with a low risk of metastasis
within 3 years.

Class 1

CLINICAL VALIDITY AND RISK OF METASTASIS

The DecisionDx®-SCC test was valsted o predict
a patient’s indvidual risk of metastasis (region or
) R clstant) i a mule-center (33}, 420-pasent sucy in

I B05%
Class 28 I a7 8%

Molecular Signature Result  3-vear Metastasis Free
SurvivaF

ik factors.

3 the & minieum
of 8 years follow-up. hledian fime to metastasis was 0.91 years.'*

INTENDED USE

Background: 0 Adcc,
o a range. on ik, for , surgeally
Tessctable SCCM
Intended use: I mare high-
tisk facioes (see Form). Deci metasiatc isk
mansgerment*

has not been

TEST DESCRIPTION
Trs DaclsionDx-SCC et & & GRT-PCR sssay of ] )
wo gane axpress The set

ol p he
classifcation: Class 1 for low risk, Class 2 for moderate isk, and Class 28 for highest risk of metastasis, This test has not been
vabiated ifere: ibed in he Intended

ACCREDITEDW
Castle Biosciences, Inc. | Sherri Borman, PhD, HCLD, Lab Director
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Decision Dy¢scc

Designed to predict individual metastatic risk to inform risk-appropriate management

For high-risk SCC
patients with one or
more risk factors

200,000 high-risk
patients annually;

$820M U.S TAM!

Validated in 420-

patient cohort of

high-risk SCC from
33 U.S. centers

N

[ Incorporation of DecisionDx-SCC with traditional risk factors can improve patient

4 peer-reviewed
publications to date;

Over 1,400 patients
enrolled in studies to
date from 92 centers

Utilizing existing
sales channels:
dermatologists
(including Mohs
surgeons)

classification compared to traditional risk factors alone

J

1 based on Castle estimates

CASTLE =
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Use of Non-GAAP Financial Measures (UNAUDITED)

> In this presentation, we use the metric of Adjusted Operating Cash Flow, which is a non-GAAP financial measure and is not
calculated in accordance with generally accepted accounting principles in the United States (GAAP). This non-GAAP financial
measure reflects adjustments to net cash provided by operating activities to remove the effects of two payments we received
associated with government aid to healthcare providers due to COVID-19, which we believe are not indicative of our ongoing
operations.

»  We use Adjusted Operating Cash Flow internally because we believe this metric provides useful supplemental information in
assessing our cash flow performance from our core ongoing business activities by removing the effects of these items on our
operating cash flows. We believe this metric is also useful to investors as a supplement to GAAP measures in analyzing the
performance of our business. However, this non-GAAP financial measure 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. This non-GAAP financial measure is not meant to be a substitute for net cash provided by
operating activities reported in accordance with GAAP and should be considered in conjunction with our financial information
presented on GAAP basis. Accordingly, investors should not place undue reliance on non-GAAP financial measures.
Reconciliations of this non-GAAP financial measure to the most directly comparable GAAP financial measure are presented on
the next slide.

C/ASTLE = =3
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Reconciliation of Non-GAAP Financial Measures (UNAUDITED)

The table below presents the reconciliation of adjusted operating cash flow, which is a non-GAAP measure.
See "Use of Non-GAAP Financial Measures (UNAUDITED)" above for further information regarding the
Company's use of non-GAAP financial measures.

Three Months Ended Six Months Ended
June 30, June 30,
2020 2019 2020 2019
(in thousands)
Adjusted operating cash flow
Adjusted operating cash flow (Non-GAAP) $ 3269 $ 482 $ 3,018 $ 1,770
Receipt of Medicare advance payment’ 8,350 — 8,350 —
Receipt of HHS provider relief funds? 1,882 — 1,882 —
Net cash provided by operating activities (GAAP) $ 13,501 $ 482 $ 13,250 $ 1,770

! In April 2020, we received an advance payment of $8.3 million from the Centers for Medicare & Medicaid Service (CMS), which will be applied
against future Medicare claims that we submit for reimbursement later in 2020. We recorded the receipt of the payment as a liability on our balance
sheet and, in accordance with GAAP, it is included in net cash provided by operating activities in the period received. We have excluded receipt of
the advance payment from adjusted operating cash flow, but as future claims are submitted for reimbursement and applied against this balance, we
will include the advance payment in adjusted operating cash flow to the extent that Medicare claims submitted for reimbursement have been

applied to the balance.

2 In April 2020, we received a one-time payment of $1.9 million in relief funds automatically allocated to Medicare providers under the Coronavirus
Aid, Relief and Economic Security Act (CARES Act) from the U.S. Department of Health and Human Services (HHS).

C/ASTLE
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