- Sentinel Node Biopsy
- Most important prognostic information in pT1b-3a melanoma
- Negligible therapeutic benefit (no impact on RFS, DMFS or OS)
- CLND !"#$"1%&# indicated in case of micrometastasis to the sentinel node

- Anti-PD1 (nivolumab and pembrolizumab) and tafinlar/mekinist (in case of BRAF V600mut) approved for adjuvant therapy of stage Ill melanoma (based on RFS/DMFS improvement)

- AJCC 8" edition

Anti-PD1 nivolumab and pembrolizumab approved for adjuvant therapy of stage 1I1B/C melanoma
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The majority of melanoma’s are diagnosed at an “early stage”
However, more patients die from “thin” (pT1-T2) as opposed to “thick”

melanomas (pT3-T4)

Stage lll

Stage IIB, IIC

STAGE

At initial diagnosis’

Stage lIA

1. https://seer.cancer.gov/statfacts/html/melan.html.

Stage | & I

category
0.01-1.00mm
1.01-2.00mm

2.01-4.00mm

>4.00mm

Thickness

5 year
survival

97%
88%

74%

56%

2. Poklepovic AS, Luke JJ. Considering adjuvant therapy for stage Il melanoma. Cancer. 2020;126:1166-1174.

Queensland
Cases Deaths
n=13,006 n=1,021
72% 29%
14% 27%
9% 26%
5% 18%

Cases
n=49,319

72%
16%

8%

4%

Deaths
n=3,660

29%

27%

27%

17%

1 Gershenwald et al. AJCC 8th Edition 2017; 2 Shaikh et al, JNCI 2016; 3 Whiteman DC, et al.J Invest Dermatol 2015; 4 Landow et al. ] Am Acad Dermatol. 2016



Gene expression profiling (GEP) for early-stage primary melanoma

e GEPs detect messenger RNA's in the primary melanoma L
* Clinical utility e 2 3
o Predict sentinel positivity (Merlin test, SkylineDx) Timm mia e g -
o Determine prognosis (RFS/DMFS/OS) S B, B -
* Development/validation of following GEPs has been most o T :
advanced R - - P Sy
o 8-GEP-CP assay (Merlin Test, Skyline Diagnostics, NL) G-
o 31-GEP assay (DecisionDx, Caste Bioscience, USA) T = I s
o 11-GEP assay (MelaGenix, NeraCare, DE) . T———n
* Additional GEP's under development, inl. RNAseq based T Beem
profiles =" = = :

Farberg et al. Dermatol Ther (Heidelb). 2022

Zz skylineox C/AJLE  NERA
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GEP: the Merlin™ test

SkylineDx announces commercial

launch Merlin Assay as CE-IVD kit in

Europe

ROTTERDAM (the Netherlands), SAN DIEGO (CA, USA), September 1, 2022: Today, SkylineDx,

Discovery cohort (Mayo): Bellomo et al., Merlin Performance per T-stage
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Total cohort size: 754

5-year follow-up data

Very significant difference between low- vs high-
risk patient group in terms of RFS

Group N # events RFS|5-years RFS| 95% CI RFS
Complete Cohort 754 141 75,7 [71.9-79.1]
CP-GEP Low Risk 320 26 88,8 [83.8-92.3]
CP-GEP High Risk | 434 115 65,8 [60.2-70.7]




GEP: the Merlin™ test

* Initially developed to identify a low-risk group * Prognostic value, complemenary to SLNB
for nodal dissemination, allowing about 40% of
patients to forego sentinel lymph node biopsy
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All SLNB patients are exposed to >10% The number of unnecessary

risk of surgery-related complications?. surgeries is reduced by ~40%.

Eggermont et al. European Journal of Cancer 2020

Bellomo D, Arias-Mejias S, Ramana C, et al. A model combining tumor molecular
and clinicopathologic risk factors predicts sentinel lymph node metastasis in
primary cutaneous melanoma. JCO Precis Oncol. 2020:DOI 10.1200/P0.19.00206.



RetroSenti results (CP-GEP/Idylla)

* N =051; retrospectively identified
* Primary melanoma and SLN available at UZ Brussel

53% male, 47% female

Average Breslow index: 2,49 mm

Mean age at diagnosis: 65 yo

Informative test result for all samples

Sentinel positivity

T1a T1b T2a T2b T3a T3b T4a T4b
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RetroSenti results (ldylla)

Cum Survival
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RetroSenti results (ldylla)
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Shortly after the end of his mandate as rectior of Vrije Universiteit Brussel profl. Paul De
mop was dagnosed with (metastised) melanoma; still today one of the most
tment at UZ Brussel he came In conact with

aggressive forma of cancer. During his treal
experimental treatment, | e

Prof. Bart Neyns and Ns research team. His
Immunctherapy, has shown promising results but requires addmional resear el
thon

more people, In a quicker and more affordable way out of their penile situat
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