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Results

Background

’ RiSk'StratiﬂcatiT” detercml\i/lneé tlredétme”t decisions dfof patients V}’ithl Figure 1. The 31-GEP stratifies patient risk of death in Table 2. Patients receiving 31-GEP test results had
cutaneous melanoma (CM), including {a) recommendations on sentine an unselected, prospectively tested population of improved overall survival compared to those not tested
lymph node biopsy (SLNB) and (b) subsequent management plans . o .
including follow-up frequency, imaging-based surveillance, adjuvant Medicare-eligible patients o o
therapy, and enrollment in clinical trials. Clinicians have traditionally 2.5-year OS (95% Cl) Deaths, % (n/N)
relied upon clinicopathologic features such as Breslow thickness, and 00 =065 years old; Stage I-lll Melanoma 31-GEP Tested 89.4% (87.0-91.7%) 4.6% (95/2048)
ulceration status. | | - 7 | Class 1A Matched Untested 84.6% (83.1-86.3%) 7.0% (430/6144)

> The 31-gene expression profile (31-GEP) prognostic test is validated to oS L :
risk-stratify patients with cutaneous melanoma (CM) into groups at low © | Hazard ratio 0.66 (95% C1 0.53-0.82) P=0.002
(Class 1A), intermediate (Class 1B/2A) or high risk (Class 2B) of sentinel- > 80% Class 1B/2A
lymph node spread, regional recurrence, distant metastasis, and death _53) o MSLT-1 Groupft 5-year MSS (SE) Deaths, % (n/N)

. ) . 8 —
and .h'f)s been shown to be independent of clinicopathologic featureé. C Class 2B SLNB + WLE 86.6% (1.3) 16.2% (125/770)
> In clinical use studies, the 31-GEP result changes SLN recommendations, 3 /
and subsequent management plans are impacted for 1 out of 2 tested £0% p<0.001 WLE 85.7/% (1.6) 19.4% (97/500)
patients.”* S Hazard Ratio 0.84 (95% CI 0.64-1.09) P=0.18
o o Years $Hazard ratio (HR) was computed using the untested patients as reference for 31-GEP testing. An HR
less than 1.0 demonstrates improved survival in 31-GEP tested patients. Diagnosis date 2016 and
O bj eCtlves 31-GEP Class 2‘5'year OS (95% CI) Deaths, % (I‘I/N) gnward. 1'I\/ISLT.—1 16 I\/Iulticept.epr Selective Lymphadenectomy Tr?a|—1.$LNB: Sentinel lymph node
. - . — Class 1A (I'I=1 204) 96.4% (94.6-98.3%) 1.5% (1 8/1 204) biopsy. WLE: wide local excision. SE: standard error. Tintermediate thickness tumors (1.2-3.5 mm).
" prospecively ested melanoma population. o Class 1B/2A (n=436) 86.6% (80.7-93.0%)  5.5% (24/436) h ( c 16)
' > In contrast to the prognostic SLNB (as reported in MSLT-|
. . _ . - . Class 2B (n=408) 73.2% (66.4-80.7%) 12.3% (53/408) | Prog > ep | o

? To determine the impact of 31-GEP testing on survival outcomes in CM —— patients tested with the 31-GEP received a survival benefit
patients 65 years or older compared to a matched cohort of patients not Diagnosis date 2016 and onward. . .
tested with the 31.GEP compared to patients not tested with the 31-GEP test.

> Patients with a Class 2B 31-GEP result had a 10-fold increase
in death rate compared with patients with a Class 1A result.

Methods

> Patient population: All incident cases of cutaneous melanoma diagnosed C ‘ .
between 2013 and 2018 ascertained by the central (state) cancer registries O n C U S I O n S
participating in the National Cancer Institute’'s (NCI) Surveillance Fiaure 2. Clinical use alaorithms for incorporatina 31-
Epidemiology and End Results (SEER) Program were included. SEER registries 9 GEP testin il‘lgto clinical workflfw 9
inked their CM cases to 31-GEP testing data provided by the Castle 9 Consistent with previous\y pub\lshed

Biosciences. De-identified analytical data set (diagnoses years 2013-2018; test Tt i . )
data 2016-2018) was used for this analysis. At the time of the linkage SEER What is the patient's risk for a positive SLN7?8.15 StUdleS, the 31-GEP risk Classes were

covered 34% of US population. While all cases were included in the linkage, 3ssociate d Wit h S| gn Ifl cant ‘ y d I.H: erent

analysis for this study was limited to those cases =65 years old at the time of

diagnosis and diagnosed in 2016 or later to account for potential access to Class 1A : rec:SoLrTI\Jrlienr?cJ:cled ‘Continue low overall survival in this ‘arge, popu\ation—
adi h o/ o Intensity mgmt
juvant therapy. (<5% risk) | | d
> Matching the 31-GEP tested patients with an untested patients: Nearest - evel stu Y-

neighbor (1-to-3) matching was performed using the Matchlt package * Avoid surgical procedures : A~ : :

(v.4.3.0) in R (v.4.1.2). The selected matching strategy used the shortest 1}1-T2 = 3 E%Chlisprae;’;’ﬁgeson Medlcare. e\lglb\e patlents pro§pect|ve\y

distance in multi-dimensional covariate space to determine the best non-GEP- mesi&%ma Class 1B/2A : corzfclijngCNB * Reduce healthcare costs tested with the 31-GEP had |mproved

tested matches for each 31-GEP-tested patient. As indicated by p values eligible (5-10% risk) : . .
overall survival compared to clinically

>0.05, patients were appropriately matched on covariates in Table 1. >65 years

old®

and demographically, untested patients,

> Statistical analysis: Table 1. Matching of a cohort of non-31-GEP tested patients to
the 31-GEP tested population

Kaplan-Meier  analysis . - 1 - :
/ . 31-GEP Tested (n=2048 D d
log-rank test, Cox EOTENETCE vs. Non-31-GE;t?l'es(tned (n=6)144) Class 2B | OlfsfgtrjsgLaNnB prOVIC.I | ng d irect eVIdeﬂCG . Of the
proportional - hazards, | Age(median) P-0:445 (>10% risk beneficial effect ot 31-GEP testing.
and | parametric e 5=0.989 . . _ e
regression models were | vear of diagnosis (2016-2018) 5=0.866 Wh ----------------- h --------------------------- S k f ------------------------------------------------ ? Inco rporatlng 31-GEP testlng INTO C‘IﬂlCa‘
erformed to assess the Sex p=0.560 i at Is the patient’'s risk of poor outcomes?1s : : : :
ES'( differences between Mitotic rate (median) p=0.727 . p p praCt|Ce Caﬂ ald r|S|<'a‘ Igﬂed
31-GEP cl d 31 County Income (median) p=0.519 | . .
‘GEP classes and 31- SEER Registry p=0.992 management decisions, thereby
GEP tested and non-GEP SLN assessment p=0.999 SLN Ne SLN . . :
- SLN itivit =0.890
tested ~ patients. Cox e Fé;t?‘seditiz/)n E=O-953 OArnnB?>%|§m B Positive Improving patlent outcomes d ﬂd
proportlonal hazards was Primary tumor location p=0.876 — " |
not violated (p=0.15). Race p=0.929 sUrvival.
Class 1 Class 2 Class 2 Class 1
. . . . Continue low Consider
> The 31-GEP test stratifies patients with melanoma into low (Class 1A) and intensity mgmt ~ decreased
high-risk (Class 2B) mortality groups (Figure 1). | intensity mgmt Refe rences
> When used in conjunction with clinicopathologic features, the 31-GEP ggnsigﬁrgﬁggggsigtgwézquyl;‘ggargg e e e -
: o o ricleoals : Juv Al 11D, 1. Hsueh et al. JCO PO 2021. 2. Arnot et al. AJS. 2021. 3. Gastman et al. JAAD. 2019. Greenhaw et al. JAAD. 2019.
gwdes mgnagement deCISIOﬂS N rlsk.allgned C)V\qiys fOI’ SLNB gwdance ”I) or Ch’mcal trials 5. K:er eet aa;. Cancer Med. 2019. Pocélliepma;k et al. JEADV. 20a1s9. 7a. Jaereélll et al. Fut Onc. 206261.8a. Veettc? et al. Fut Onc.
and surveillance management plans (Figure 2).” 2019.9. Dillon et al. SKIN J Cutan Med. 2018. 10. Berger et al. Cur Med Res and Opinion. 2016. 11. Farberg et al.
) Wh ” f h | . h | . : bl T bl 1 . JDD. 2017.12. Schuitevoerder et al. JDD. 2018. 13. Svoboda et al. JDD. 2018. 14. Marson et al. SKIN J Cutan Med.
en controlling Tor other clinicopathologic variables (Table 1), patients p : Demonstrated 2021. 15. Kwatra et al. JCAD 2020. 16. Morton et al. NEJM. 2014.
tested with the 31-GEP had a better overall survival than patients not - ITcrjafegt.Surv?llar]cce:. improved response to
tested with the 31-GEP (Table 2). ary(lo?/veturlr?cr)]r%urpdeegf’ asIS surgical and systemic DiSCIOS“ res
> Collectively, these data provide direct evidence that the 31-GEP test has d therapy e
3 beneficial eﬁect on patient survival. > CNB, BJM, JJS, SJK, and KRC are employees and shareholders of Castle Biosciences, Inc. VIP has no conflicts
of interest.
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