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 MSK-IMPACT™ (Integrated Mutation Profiling of Actionable Cancer Targets), is a ==
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metastatic castration resistant prostate cancer who underwent a biopsy of a ISAEr TEst, b vafie = . _, RB1 Detetior R =
metastatic lesion and who had a blood sample drawn to profile CTC. P IUUACHRNBARNRARRNRE 025

2) the concordance of sequencing single CTCs vs. paired biopsy analyzed by MSK- ' Rates calculated for samples with a minimum of 2 CTCs sequenced rec ANMMNARNNNNRNNRNME
|MPACT, to assess differences in the alterations identiﬁEd, clonality, and their 2. Concordance was determined by the similarity (~60%) of two genome profiles and if they share the same truncal alterations. Data 78 Samples, each bar represents a sample.
relationship to outcomes. was reviewed by three genomics bioniormatician and scientists. CANCER DRIVER GENE ALTERATIONS DETECTED IN CTCS IMPROVE

METHODS MULTICLONALITY IDENTIFIED IN INDIVIDUAL CTCS NOT IN BIOPSY PROGNOSTICATION VS TISSUE
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1) Nucleated cells from patient blood samples are deposited onto glass slides; 2) Slides are stained; 3) Scanned automatically to detect DAPI, CK, CD45, & ’ o 0 o 0 Propoft?c/;n of sgor%f)es Havinzoﬁlteratigor:)sé X o R0 o o
AR; 4) CTC identification based on (DAPI*; CK*; CD45-) phenotype using a multi-parametric digital pathology algorithm. @ p<0.01 in survival analysis using univariate Cox-Ph model. At least two CTCs need to have the same gene alterations for the
patient level call .

Genomics Processing & Methodology
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CASE STUDY: CTC SEQUENCING CAN PROVIDE ACTIONABLE

INFORMATION WHEN TISSUE IS NOT INFORMATIVE
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Single CTC Sequencing: Example of patient with 6 clones Clone # . - |
1-3) ldentified CTCs were relocated and captured individually. 4-5) Each recovered cell was lysed, whole genome amplified (WGA), -’ . 5 2 4 5 6 7 8910 M 121314 16 18 2022 XY "~ PI3K
shotgun dual index NGS-library prepared and low pass whole genome sequenced using Illumina NextSeq 500. CNV analysis was performed e j - -1 :_ . S
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MSK-IMPACT™ Sequencing: L | — =
DNA derived from matched fresh biopsy was sequenced as previously described by the MSK-IMPACT tumor sequencing. For purposes of 5 — ~ — Wnt Patient Summary:
comparison, CNVs were called from across the panel using the same CNV pipeline used for single cells. D e _ 2 T » mCRPC patient with blood draw taken prior to 1° line Tx
] - & —— v o « PTEN loss, RB1 loss, MYC gain, AR gain co-occurred in multiple
Patient Demographlcs ORE i Individual CTCs T Individual CTCs CTCs. Tissue showed only AR gain
Patient Characteristics & E - 3 155U€  Patient died in ﬁ days
Total Samples 148 (139 Unique Pts) .. . . O ] E -
15 Line 41 (28%) Success Rates of Obtaining Tumor Material by Biopsy and CTCs = :
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pretharams Clinical Measures: Median (range) 148 mCRPC Samples (138 pts) —— 4 « Overall, tumor material for profiling was obtained in 91% cases, 77% by biopsy, 67% by CTC, and
Age (years) 67 (47, 86) E : 53% by bOth.
Albumin (g/dL) 4.1 (2.6, 4.8) | — ” . . . . . . .
R Sl . | ! | = « Single CTC sequencing is concordant to metastatic tissue in about ~50% pts, and unique CTC
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Experimental Agent 42 (28%) .
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Lymph Node 68 (46%) | Tissue Sequencing . _ T « We don’t know which profile is most predictive of treatment success if an actionable molecular
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