Analytical and clinical validation of liquid biopsy-based copy number loss in cancer
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Introduction Results

Copy number loss (CNL) of cancer-related genes, like PTEN, BRCA1 Fig. 2: Predicine cfDNA assay detects copy number loss to expected values in a titration study
BRCAZ2, ATM, RB1 and CDKNZ2A, is a common genomic event in cancer. a. Cell line titration study b. Low pass WGS confirmation study
Detection of CNL is important for cancer diagnosis and treatment selection.
Multiple methods based on whole genome sequencing (WGS) have been A 20 L — S -
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rearrangement and copy number gain, in circulation. Unique double- Expected copy number ~ Expected copy number Moo 1z 8
stranded fragment coverage was estimated using In-house proprietary NGS Fig. 2: Predicine’s cfDNA CNL assay detects CNL in cell line reference materials with known CNL status in a titration study. The CNL detection at different tumor fractions was assessed to the expected copy number (a) and was
analySiS plpellne PrediCine CfDNA assay haS provided ) USGfUl tOOl tO fU”y further confirmed by orthogonal platform Low-Pass Whole-Genome Sequencing (LP-WGS) (b).
capture the genomic landscape of cancer using biofluid samples such as
blood or urine. Fig 3. High concordance observed between Predicine cfDNA CNL Fig 4. Predicine cfDNA-based CNL detection is associated with
assay in plasma and tWES in matched core needle biopsy from shorter overall survival in mCRPC patients.
Predicine Pipeline breast cancer patients
CNV Loss Calling e
Cell-free DNA (cfDNA) was extracted from biofluid samples and used for the (for ATM, BRCAliﬂB‘i;‘CAZ’ CDKN24, < ; il e B ™
detection of genomic alternations including copy number variations. ONA tWES T PRl S m e, B F = Log-rank p <0.001,
: . . . . ¢ N (Independent CAP . | I anE P o B .' ais 1 ook HR:6.40 (2.70, 15.1) +§§} “L”(','j;y"e
Proprietary pipeline was developed for accurate detection of CNL in (Predicine) Lab) . ; T b e, 2 e
circulation. e N i ﬂﬁ hﬂ 2SR B T e B |
: N Pe1 3
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Blood or urine collection Targeted coverage
* Fig 3. Matched core needle biopsy and plasma samples from breast cancer patients were used for CNL Fig. 4: Predicine cfDNA assay detects cancer variants in clinical progressed mCRPC plasma samples. Data
detection using tissue-based WES (tWES) and plasma-based Predicine cfDNA assay. A highly comparable shown are the distribution of top SNV and CNVs in mCRPC patients (a) and the correlation between RB1
result was achieved between two platforms, with positive predictive value 81.8%. (CNL) and overall survival based on Kaplan-Meier analysis (b).
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