Non-invasive Gene Expression Analysis Rules Out Melanoma with High Negative
Predictive Value Regardless of Skin Phototype

P ted at th
e Maral K Skelsey, MD'2, Brent Loftis, DO3, Mark Kaufmann, MD#, Daniel M Siegel, MD, MSS, Neal Bhatia, MDS, Michael Walker, PhD?, Andrew Rigby?®, Del m IeC| .
inter Clinical Dermatology

Conference John W Whitaker, PhD8, Steven Stone, PhD®, Mary Moccia, MS, FNP-C?, Kaleigh A O’'Brien, BS®, Loren E Clarke, MD8, Burkhard Jansen, MD3

January 12-17, 2024 Department of Dermatology, Georgetown University School of Medicine, Washington, DC'; Dermatologic Surgery Center of DC, Chevy Chase, MD?; Wine Country Dermatology, Napa, CA3; Icahn School of

Medicine, Mount Sinai, New York City, NY4; SUNY Downstate Medical Center, Brooklyn, NY?; Therapeutics Dermatology, San Diego, CA®; Walker Bioscience, Carlsbad, CA’; DermTech, San Diego, CA®

Abstract U ethods Results (cont.)

Non-invasive assessment of clinically atypical, pigmented skin lesions to rule out This study utilized patient data compiled through an ongoing DermTech Melanoma Table 6. Days of follow-up for subjects with Fitzpatrick I-1ll and Fitzpatrick IV-VI skin types
melanoma with a negative predictive value (NPV) of 99% by detecting expression Test Registry Protocol. Patients of all Fitzpatrick skin types (I-VI) enrolled at 73 clinical _
of LINC00518 and PRAME (2-GEP assay) is gaining adoption. These melanoma- practice sites within the U.S. were eligible for the registry, and those for whom — roe

associated biomarkers are not known to differ by skin type, race, or ancestry. Fitzpatrick skin type was documented were eligible for the current analysis (April 1, °.

However, since the test was initially validated in cohorts comprised predominantly 2021 to an analysis date of November 15, 2023). Most 2-GEP-negative lesions are st ELELECTI () 508 b

of patients with Fitzpatrick skin types I-Ill, we sought to identify any differences in followed with clinical surveillance and not biopsied. To determine whether a negative Mean follow up 358 385

performance in skin types IV-VI. In the study presented here, we compared 2-GEP 2-GEP result was correct or incorrect, the status of 2-GEP-negative lesions upon 75% 476 502

assay performance in patients with Fitzpatrick skin types I-lll (n=4152) to that in follow-up examinations (unchanged / stable versus changing in a manner concerning Maximum follow up 813 736

patients with Fitzpatrick skin types IV-VI (n=130) using real-world clinical follow-up for melanoma) was recorded. Test performance metrics were calculated for each

data. Median follow-up of over one year was available for approximately 60% of group (Fitzpatrick I-ll and [V-Vl) and groups were compared. The 95% contidence Fitzpatrick I-1ll and 1V-VI groups median follow-up was 368 days and 378 days,

the patients in both groups. intervals for NPV and PPV were calculated using the Clopper-Pearson Exact respectively. Among patients with Fitzpatrick skin type I-1ll and negative test results,
Binomial Test, using the R function “binom.test”. The 95% confidence intervals for the one patient was diagnosed with melanoma in situ at a 5-month follow-up visit.

Consistent with prior published results, the assay’'s NPV for Fitzpatrick |-I1| difference in NPV and PPV between the groups were calculated using the Farrington-

patients was 0.9989. Sensitivity and specificity were 0.943 and 0.909, Manning method, using the function “farrington.manning” in R (DescrTab2). No melanomas were diagnosed in patients with Fitzpatrick skin type IV-VI whose

respectively, and positive predictive value (PPV) was 0.15. Among Fitzpatrick V- lesions tested negative. Additionally, analytical PCR performance in Fitzpatrick |-l
VI subjects, all three melanomas diagnosed by histopathology were correctly “ and Fitzpatrick IV-VI samples was indistinguishable.

identified by the assay as positive (higher probability of melanoma). NPV in this Thic stud dd " 4 9.GEP perf | iacts with

SMEEN BOITIRI Bt 159, SEEivG HEe 19, SRSTIIA HiEs Biety, 2l Was Fitzpatrick skin types (FST) I-lll (n=4152) to subjects with FST IV-VI (n=130). Conclusion

The 95% confidence intervals for the NPVs in the Fitzpatrick I-lll and IV-VI groups , , , _ _
(calculated using the Clopper-Pearson Exact Binomial Test) were 0.9972-0.9997 Table 1. Characteristics of subjects by Fitzoatrick skin type groups. Among Fitzpatrick IV-VI subjects, all three melanomas diagnosed by histopathology

and 0.9697-1.0000, respectively. The 95% confidence interval for the difference - " AlSubjects were correctly identified by the assay as positive for the melanoma associated
. . . FST Group Sex Subjects % Age Mean  Age Median Min Age Max Age markers. The performance of the 2-GEP assay in patients with Fitzpatrick skin
between the groups includes 0 (-0.0299 to 0.0028) which indicates that there is no - Nezie) Ve (Years) (Years) . . . . . L . .
. . . . . . . types IV-VI did not differ from its performance in patients with Fitzpatrick skin types
significant difference in the NPVs. Median follow-up times for the Fitzpatrick I-Il = 2564 50.88% 55 57 18 97 L. . o . .
4 V.V 368 d 4 378 d ively. A fiants with I-1ll. Sensitivity and specificity were 90% or higher in both groups, and most
ap = grogps were ays ap ays, respec |ve. y. mong.pa lents WI. = J—- 37 00°% 5 B 18 99 importantly, the NPV for each group was greater than 99%.
Fitzpatrick skin type I-lll and negative test results, one patient was diagnosed with
melanoma in situ at a 5-month follow-up visit. No melanomas were diagnosed in IV-VI F 69 1.61% 53 56 18 84 NPV is considered the most relevant metric for a rule-out test23 since a negative
patients with Fitzpatrick skin type IV-VI whose lesions tested negative. M 61 1.42% 60 65 20 93 test result is often used to defer intervention (such as biopsy or excision) in favor of
Additionally, analytical PCR performance IN Fitzpatrick -1l and Fitzpatrick IV-VI _ 4289 100% 56.75 59 18 5 93.25 surveillance .4 During a median f0||0W_up periQd of over one year, 0n|y one
samples was indistinguishable. melanoma (in situ) was diagnosed among patients whose lesions initially tested

These findings indicate that performance of the 2-GEP assay in patients with Table 2. Fitzpatrick skin type I-ll group - 2-GEP positive and negative tests negative, further supporting the test's ability to appropriately guide biopsy decision-

| | _ | _ _ _ | making for ambiguous pigmented skin lesions of all skin phototypes.
Fitzpatrick skin types IV-VI does not differ from its performance in patients with . |Melanoma __|NotMelanoma |Total Fitzpatrick Skin Type I-lll Group
Test Positive 66 373 439 Sensitivity = 66/70 = 0.943

Fitzpatrick skin types I-lll. During a median follow-up period of over one year, only
one melanoma (in situ) was diagnosed among patients whose lesions initially

Test Negative 4 3709 3713 Specificity = 3709/4082 = 0.909 References
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