23-gene expression profile (GEP) testing for diagnosis of cutaneous melanocytic lesions

in a Medicare-eligible population
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Background Results Guidelines
) Thelinc.iden.ce of cutangci)]us m?lanoma, which is typically diagnosed via histopathological Figure 1. Consort Diagrams A) 65+ performance cohort. B) Meta-analysis cohort. Table 3. The 23-GEP test use guidelines as a
svaluation, Increases with age.” | | - A | | B) diagnostic aid for ambiguous melanocytic lesions.
> The 23-GEP test is an objective, clinically available ancillary tool that facilitates the ) Entire retrospective cohort Development and Validation Second Validation Study . .
diagnosis of melanocytic lesions with ambiguous histopathology. The test uses a N = 3317 Study (Val1)2 (Val2)? Organization Recommendation
proprietary algorithm to report results of suggestive of benign neoplasm, suggestive : n =571 n =1400 National Comprehensive Cancer |The NCCN guidelines direct physicians to
of malignant neoplasm, or intermediate (cannot rule out malignancy).* Medicare-ellgible cohort* feereernernernernsennns Ceeeerr———————— ‘ Network (NCCN)® gonsidgr the use of moleculgr testing,
> The 23-GEP test has demonstrated 90.0 - 91.5% sensitivity and 91.0 - 92.5% specificity in N =324 : mclgdmgl(;EF;,]-lrl meltzi]ncrcytm lesions that are
lesions classified by histopathological majority review,?3 93.8 - 96.8% sensitivity and 87.3 : : @ : cquivota’ by NIPIOparorogy.
_ 96.2% specificity in lesions with known outcomes,*5 and 90.4% sensitivity and 95.5% ° Combined meta-analysis cohort American Society of The ASDP’s AUC committee has designated six
specificity in equivocal lesions with known outcomes.® [ Expert dermatopathology review** ] N __1971 Exclusions iermato.pathﬁlo%/ '(AS'DPXUC key clinical Scelrarios in dermaiccopatholllogy as
. : T : : : : . : t t ‘majorit late” '
> The higher incidence of melanoma in older individuals is reflected in diagnostically : ST 0{65 (or unknown) yrs old foF;F,)A\rr?glrlljreDizegng;:?ésting)‘? drgz;c;gsi/igg;i:gﬁspna C e
ambiguous cases submitted for 23-GEP testing. The clinical stratification of 23-GEP test sroreeesssees |~ ERTEER : : n=1413 _ Y r f " n ' T
results demonstrate a higher proportion of malignant results in older patients, with a _° gmerlcarlwAca AeAmDycé " f L‘GAAD‘Supp|OrtS|t e ushe(-) ancillary -
~20% malignant rate at age 30, ~40% at age 60, and ~55 - 70% for patients over age 80.’ Benign by Dermpath Malignant by Dermpath [ N =558 ] Cermfatotic])gi/vi JGul te '?es © CEQHHET;'HC)TO ecu grtecl mqlues (ef" ’
: Lk = are for the Management o , or equivocal melanocytic
> Here, we present the accuracy of 23-GEP testing in a Medicare-eligible population as n= 15 n =169 eeeeeeneneneeaeaenanns O No%%OESFI?'n%sEI_thnG— 157 Primary Cutaneousgl\/lelanomam neoplasms ) !
_ . . . . . . 2[3 : E E _ — .
well as a meta-analysis of patients =65 years old from the first two validation studies. ° | & Skin Cancer Prevention Working | The SCPWG advocates for the use of GEP tests
Conc;rdant C dant Medlcare—e_llglblecohort Group (SCPWG)' to distinguish between benign and malignant
MethOds N=14] OﬂnC:C_)lgzaﬂ l _301 melanocytic lesions.
> Melanocytic lesions and associated de-identified clinical data from patients =65 years old Non-concordant e Benign by Dermpath# § Malignant by Dermpath? IC\ZAer(;cgrggoSlr Me.d'ca('g\jlg;iz I[\)/lesl»lgnelltedAas CO\]/ceretﬁ te;it " L3?37‘?: MolDX:
were included in this IRB-approved study (65+ performance cohort). n=28 n=23 n=105 n =196 editald oeTVICes Cotecu ar |\j|sa|ys Or the L1agnosis ©
utaneous Melanoma
> Lesion inclusion for the 65+ performance cohort was dependent upon the level of *> 65 years old with 23-GEP result **Blinded dermatopathology *Opposing: both benign and malignant designations **Discriminant gene(s) or housekeeping
diagnostic concordance. Case histopathology was independently reviewed by 2-4 review by 2-4 independent reviewers in addition to clinical control gene(s) failure to amplify within acceptable parameters. #2 or 3 dermatopathologist reviewers
dermatopathologists (from a pool of 11) and designated as benign, malignant, or diagnosis. gave the same diagnosis of benign or malignant, allowing for 1 out of 3 UMP designations from Val2 ®
.p . 9 . P 9 . an, o 9 o cases (UMP was not an option in the Val1 study). ConCIUSIonS
uncertain malignant potential (UMP). Independent reviews and the original clinical ) ) .
diagnosis were utilized to determine inclusion. Lesions were included in the study if they Table 1. 23-GEP accuracy metrics in the Table 2. 23-GEP accuracy metrics pooled
were fully concordant (benign, n=141; malignant, n=132) or if a majority could be current study from previous studies

The 23-GEP accuracy metrics in Medicare-
eligible individuals are similar to previous

established despite lack of full concordance (Figure 1A) (i.e., minority UMP diagnoses).
| . - (Fig Al ey 9 ) 65+ Performance Cohort, n=324

Meta-analysis Cohort, n=301

> Lesions with opposing diagnoses were excluded from both the 65+ performance and the

. o o : : :
meta-analysis (Figure 1B). 95% Cl 95% CI studies which included all ages.
> Accuracy metrics and two-tailed 95% confidence intervals (Cls) were calculated without Sensitivity 92.4% | 88.1%-96.3% Sensitivity 94.1% | 88.5%-98 0%
intermediate results (Table 1 and Table 2) and using resampling x10,000 iterations to o o : . ¥
establish a balanced number of benign versus malignant samples (Table 2). Specificity 89.4% | 84.2%-94.2% Specificity 87.5% | 80.6%-93.3% ;he Tzlgh aCCl::iraCy and C|IC?ICa| Utlllty Olf 'th|e
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These data further validate the use of 23-
GEP-in the Medicare-eligible population and
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