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response to immune checkpoint inhibitor (ICl) therapy in metastatic melanoma

HAMBURG

Christoffer Gebhardt!, Laura Keller', Isabel Heidrich', Julian Kott!, Charles W. Abbott2, Sean M. Boyle?, Jason Pugh?, Richard O.Chen?, Glenn Geidel!, Ronald Simon?, Stefan Schneider?, Klaus Pantel’ Contact:
1. Institute for Tumor Biology | University Cancer Center Hamburg | University Medical Center Hamburg-Eppendorf, Martinistr. 52, 20246, Hamburg, Germany charles.abbott@personalis.com
2. Personalis, Inc. | 6600 Dumbarton Cir, Fremont, CA 94555 sean.boyle@personalis.com
ch.gebhardt@uke.de
BACKGROUND Highly sensitive ctDNA detection down to parts-per-million Detection and tracking of investigational variants informing ICI
Detection of tumor burden via circulating tumor DNA (ctDNA) can identify therapeutic response or resistance rGSOIUtlon IS assomated Wlth Cllnlcal response and targeted theraples
months in advance, and monitoring clinically actionable variant dynamics may be important for guiding treatment. ctDNA was detected across a broad dynamic range, from approximately 100,000 PPM down to 2.3 PPM, Among genes known to impact ICl, on-treatment VAF predicted shortened OS (A, KM log rank p =
Despite this, adoption has been slow due to the reduced sensitivity and reproducibility of current approaches. with a median limit of detection (LOD) of 1.97 PPM (A). High assay sensitivity was reflected in a significant 0.018). Dynamic changes were detected on-treatment in BRAF variants sensitive to BRAF/MEK
Here, we profile melanoma patients receiving ICl over several years using an ultra-sensitive tumor-informed ctDNA number of positive ctDNA detections at low PPM levels, with 37% (19/51) of positive, on-treatment detections inhibitors (top), and NRAS variants sensitive to Binimetinib5 (bottom) (B). An example of investigational
olatform, and correlate the findings with clinical outcome. occurring below 100 PPM and 31% (16/51) occurring below 50 PPM. (B; example patient time course and RECIST variant tracking shown in (€) highlights the 20 most dynamic variants in patient PMM-0012, out of 366
shown). Excluding patients with previous investigational variants detected, including NRAS p.Q61L. PPM measures derived from MRD variants
A Immunotherapy immediately prior to study (up to 1800) are also shown at each timepoint. Notably, this patient passed away seven days after the
METHODS R 4 i enrollment, 94% (16/17) were ctDNA+ including final plasma sample, which may have appeared as ctDNA clearance in a less sensitive assay.
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Over 150 plasma samples from 23 advanced melf':moma patients were collected during ICl treatment (up to 1,200 5 Attaining ctDNA clearance (ctDNA-) during the e N oarank p:0.018 . w.\. o
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We examined changes in the variant allele frequency (VAF) of melanoma driver genes, including those that are 0.00 . SELP.1
current therapeutic targets. These genes include BRAF, NRAS, CDKN2A, KIT, and MAP2K1, among others | (@ | |
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were male, with a median age of 55 at the S pwm-025, @OV V-V V VYV V-V VTOR mmmmd 0.4 a unique aspect of our tumor-informed ctDNA platform: identification and dynamic VAF tracking of
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