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Introduction Results Figure 3. The 40-GEP stratifies metastatic risk in NCCN Very-High-Risk patients, who
have a >4-fold overall increase in metastatic event rate vs High-Risk patients
) De§p|te defmlt.lve surglc.al treatment, a subset.of cutaneous squamous ce|.| carcinomas (€SCC) has Table 1. Patient demographics A0-GEP Stratification Within NCCN VHR Patients et Rick Rt e N EN VR Pomatian
an increased risk of regional/distant metastasis making it challenging to identify patients most at All patients Non-metastatic Metastatic 00, pu
risk." The 40-gene expression profile (40-GEP) prognostic test improves risk stratification for ationt charactoriets n=1412 N=IESO 0] SISO (%0, Class 1 (n=216) 3-year MFS Overall
patients with ¢SCC with known clinical or histologic risk factors, stratifying patients’ risk of AZ:: ycea:i* :;Zi'::(range) 73(26.901) 13 26.905) 13(32.905) — = s TR Risk Grouping (95% Cl) Event Rate™
metastasis as low (Class 1), higher (Class 2A), or highest (Class 2B) risk.? Male. (%) o . . 0.00" 2 it g NCCNVHR 78.7%(75.1-82.4%) | 22.1%
cle.n (%) 799 (70.8%) 071(69.4%) 126 (82.1%) | £ 2 NCCN VHR+BWH T1/T2a 86.0% (82.3-90.0%) |  14.7%
> The 40-GEP can be used in conjunction with formalized risk assessment strategies34 such as the Immunosuppression, n (%) 372 (26.35%) 313 (24.9%) 59 (37.8%) <0.001 83 ) lacs 9B (ned ' — '

. . L . o . b0 60% Class 2B (n=41) NCCN VHR+BWH T2b/T3 66.5% (60.1-73.7%) 34.2%
National Comprehensive Cancer Network (NCCN) Guidelines® and tumor staging criteria like lumolicharactenisticsisitreatment T o —tH - - -
Brigham & Women's Hospital (BWH) 56 However it has not been shown how the 40-GEP adds Tumor diameter,*** median (range) 1.9 (0.1-22) 1.8 (0.1-22) 2.3(0.35-18) <0.001 = NCCN VHR+BWH T1/T2a+Class 1 20.0% (85.2-95.1%) 11.2%

ti | to BWH staaqi . fter first ,t i tient di to NCCN risk Poorly differentiated, n (%) 210(14.9%) 153 (12.2%) 57 (36.5%) <0.001 S ® 40%- NCCN VHR+BWH T1/T2a+Class 2A  83.5% (77.9-89.7%) 16.9%
ptrogpost.lc \./atueH. oh o Svagmg- i srk |rsb categorizing patients according to ris Mohs as definitive surgery, n (%) 067 (68.5%) 580 (70.1%) 27 (55 8% 0,001 '?;% NCON VHREBWH T T2a¢Class 2B 75.0% (56.5.99 5%) e
stratification into High-Risk or Very-High-Risk subgroups. : P o

J Y-S Iroup Risk stratification, n (%) 5 209%- NCCN VHR+BWH T2b/T3+Class 1 81.6% (73.0-91.2%) 19.2%
. . NCCN> Low-Risk 64 (4.5%) 64 (5.1%) 0 £ P <0.001* NCCN VHR+BWH T2b/T3+Class 2A  60.6% (51.4-71.3%) 40.0%
Objectlve High-Risk 842 (59.6%) 798 (63.5%) 44(28.2%) <0001 0% - n =506 NCCN VHR+BWH T2b/T3+Class 2B 46.8% (30.5-71.6%) |  56.0%
Very-High-Risk 506 (35.8%) 394 (31.4%) 112(71.8%) 0 1' 5 3 A 5
To assess how the 40-GEP adds prognostic value for clinicians who may 40-GEP Class | 815(57.7%) 770(61.3%) 45 (28.9%) SR
. . . o . . C|aSS 2A 538 (38.1%) 450 (358%) 88 (564%) - <OOO1 hvera e\;el? ra(ej}an Oog-rank test 1or statis /({a signiticance InC-U es tota gvensoccurrlnga any time poin uring study rollow-up, Inciuaing patents
who were followed longer or had later metastatic events than the five years displayed.
consider both BWH staging and NC(;N rlsk.stranﬂcatmn when evaluating Class 28 59 (4.2%) 36 (2.9%) 23(14.7%)
treatment and fO”OW—Up planS fOr patlentS Wlth CSCC Percentages shown were calculated as a fraction of the total n of each respective column header. Table 3. MetaStatiC riSk prediCtion Of the BWH staging system iS HISO significantly
, *P-values reported for Person Chi-squared or Wilcoxon F test, as appropriate . o o o o o
o Ages over 90 years reported as 90+ for privacy improved when 40-GEP is included for NCCN Very-High-Risk patients

***n=85 cases without tumor diameter available

Patients & Methods Risk Stratification* Model Likelihood Ratio Model ANOVA P-value

> Under an IRB-approved, 60-institution retrospective study, patients with primary cSCC from a Figure 2. The 40-GEP provides significant metastatic BWH Staging 28.45

risk stratification in NCCN High-Risk patients

previously published cohort (n=897)* having =1high-risk factor (closely modeled from NCCN risk BWH Staging + 40-GEP 45 38
stratification’) were combined with a novel cohort from two academic centers (n=515) (Figure 1). 40-GEP Stratification Within NCCN HR Patients : : | .
> Enrollment in the novel cohort required =10f the following risk factors: tumor diameter =2cm, poor 100%- P T—. A G Added Risk Refinement in the NCCN HR Population > In the NCCN Ver)L-ngh-Rlsk fpopullatlon (n=506), model performar]:ce comparison of BV\}/}H
> . > , e o+ 40. o . . .
or moderate differentiated histopathology, >6mm depth of invasion or invasion into/beyond 3 E‘ Bty 3-year MFS | Overall Z?gilt?gn o??hii%-chE)\Fl’ved signiticantly improved predictive accuracy of metastatic events by the
subcutaneous fat, small/large caliber perineural invasion (PNI), lymphovascular invasion (LVI), or © 80% - Risk Grouping (95% Cl) | Event Rate* s Inclus ¢ o o L if . . P>0.05) indicating that th
J astic sUbtVOe w5 — 94.8% o nclusion of interaction terms revealed no significant interactions (P>0.05), indicating that the
SSMop yPe: 83 Class 2B (n=18) NCCNHR (93.3-96.3%) | 27 40-GEP adds prognostic information that is independent of BWH staging in this patient subset.
> Patients were excluded if they had received adjuvant radiation therapy (ART). Kaplan-Meier survival = 0 o0% " NCCN HR+BWH T1/T2 94.8% 5 5o
analysis was used to calculate 3-year regional/distant metastasis-free survival (MFS). Cox regression = = | (93.3-96.3%) o
of metastatic risk prediction modeled BWH % 40-GEP within the context of NCCN risk groups’, E'g 0% - NCCN HR+BWH T1/T2a+Class 1 (%90794;67%) 2.8% o
High-Risk (NCCN HR) and Very-High-Risk (NCCN VHR), and compared using analysis of deviance. E’) I o1 29 CO“CI usions
BWH staging® was grouped into binary categories of low stage (T1+T2a) and high stage (T2b+T3). ‘aE'S 20% NCCN HR+BWH T1/T2a+Class 2A 55 6 94 49 8.7%
Figure 1. Consort diagram . e NCCN HR+BWH T1/T224Class 2B o3 o0 9o | 278% The 40-GEP provided significant metastatic risk stratification in
5 1' R both NCCN High-Risk and Very-High-Risk patients with cSCC.
60 contributing sites from Wysong et al 2024 cohort? b e e oo o pan o &7 fime pont dutng sty fllow-up inclucin Incorporation of the 40-GEP with BWH T-staging signiticantly

improved the accuracy of metastatic risk stratification in both
Inclusion: =1 NCCN High-Risk or Very-High-Risk factor* Table 2. Metastatic risk prediction of the BWH staging system is significantly NCCN High- and Very-High-Risk subgroups of patients

n=897 Median follow-up time: 4.5 years

Combined cohort improved when 40-GEP is included for NCCN High-Risk patients

N=1,412
cSCCs Risk Stratification* Model Likelihood Ratio ¥ Model ANOVA P-value

Integrating the 40-GEP with BWH staging, even within NCCN High
or Very-High-Risk profiles, refines risk stratification and supports
more accurate clinical decisions, improving personalized care.

Brigham & Women'’s Hospital + Cleveland Clinic cohorts
n=515

Inclusion: =1 risk factor including tumor diameter =2 cm, *Also enrolled limited patients

poor/moderate differentiation, >6 mm depth or invasion into (n=14) with non-NCCN high-risk

BWWH Staging

BWH Staging + 40-GEP 23.35

subcutaneous fat, any size PN, LVI, or desmoplastic subtype features: tumor diameter = 2cm *Models employed binary staging of BWH T1/T2a vs BWH T2b/T3, and three groups for the . . .
’ e or infiltrative histologic type. 40-GEP: Class 1, Class 2A, and Class 2B. (n=842) FlnanC|a| DlSCIOS“ res
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