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Background

Study Design and Procedures

COMET cohort from: NCBI PRINA745047

Analysis of cfDNA fragment distributions, or fragmentomics, yields
Information about the transcriptional activity of genes but mostly has
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been applied to WGS and WES datasets. * * * *
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plasma samples were collected DNA and CTCs were isolated from plasma and Feawrep.penne Samples were randomly split into train
from n = 182, metastatic, HER- hybrid capture NGS at avg depth of 2600xwas Fastq files were run through the ExpressCT™ pipeline, and test sets. An elastic net models were
ranscrTION TRAg;g;g;on negative Breast cancer performed to assess alterations on m = 54 genes and a list of 2936 unique features were identified generated to predict OS or TNBC status.
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b e e’éﬁ:ﬁ::z'i‘n"g’r‘:f’i?eh ’\ of DNA fragments = Train and test sets were assessed for balance of age, HR status, metastasis site, CTCs and VAF. = Multivariate analysis was performed using CoxPH models to assess if the OS classifier
= (Cross Validation identified m = 56 features in OS model and m = 56 features in TNBC classifier performance was independent of age, TN status, tumor grade, etc.
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EXpreSSCT Technology An OS signature developed in the training set used 56 fragmentomics features and The TN status signature developed in the training set used 56 fragmentomics features. In the test set,
significantly identifies patients with worse OS in the left-outtest set. = culen=1e2 the signature was associated with TN status (Wilcoxon p-value = 0.0052) with an AUC of 0.75.
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o T o o rach IR e TR Heven B The association between the signature and OS was uniform in ™ ™ " - The addition of the fragmentomics  + This work demonstrates development of robust predictive
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ctDNA quantitative gene activity biomarker discovery Binary Classifier Call Tmergpde Wy o - model that already included even in a low tumor fraction Settlng
Gene activity “Expression” matrix for biomarker discovery, multimodal modeling High Low o : | . parameters for TN status, tumor e These signatures could represent potentia| biomarkers that
An additional layer of data with NO requirement for a new sample or separate assay Train, VAF=0,n =85 Test, VAF>0,n=50 , [ VAR=O,n =36 Test VAR=O,n =11 | \ grade, and metastatic site could assist in clinical decision making.
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vaclitaxel and bevacizumab. T T T I.Vlmontmhsw I YN aE f” = ' ™ Cl1.25-4.99). CoxPH analysis was using .any_CfDl_\lA papgl sequencing for fragmentomics
L : performed on the test set. analysis to identify additional predicitve biomarkers.
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