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Summary Results

Figure 1 — VARIANTPIlex Pan Solid Tumor and Complete Solid Tumor concordance with Comparator NGS TMB methods Table 1 — Archer somatic / germ"ne classifier models’ performance metrics
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Figure 1. VARIANTPIex TMB performance versus orthogonal methods.

A) VARIANTPIlexPan Solid Tumor Performance. Reference materials used: 11 SeraCare® TMB Standards and 4 WES-characterized reference cell lines (ATCC or GIAB). Tissue sample inputs used: 39 de-identified FFPE tumor tissue samples
characterized using a 500+ gene hybrid capture NGS assay, 2 de-identified FFPE normal adjacent tissue samples, 4 de-identified peripheral blood samples.

B) VARIANTPIlex Complete Solid Tumor Performance. Reference materials used: 11 SeraCare® TMB Standards and 5 WES-characterized reference cell lines (ATCC or GIAB). Tissue sample inputs used: 87 de-identified FFPE tumor tissue
samples characterized using a 500+ gene hybrid capture NGS assay, 2 de-identified FFPE normal adjacent tissue samples, 10 de-identified peripheral blood samples.

(-) TMB-Intermediate results exclude samples within the indicated default range for Archer Analysis across all NGS assays evaluated.
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Figure 3. Comparison of somatic/ germline predictions using only gnomAD cutoffs vs Archer’s somatic/germline classifier. Using the VARIANT Plex
Complete Solid Tumor region of interesta somatic / germline classifier was trained on 623 paired tumor-normal WES samples. This model was then used to predict
somatic mutations using tumor only data for the remaining 156 samples. The total number of somatic mutations called was compared to the true number of
mutations (via the paired normal sample) for the somatic / germline classifier and three gnomAD population frequency cutoffs: O (i.e. not in gnomAD), less than 1e-5
or less than 1e-4.

VARIANTPIex Pan Solid Tumor and VARIANTP/ex Complete Solid Tumor cover genomic

regions of 669 kb and 1.42 Mbp, including 185 and 430 genes, respectively. Sequencing Figure 2 — Simulated TMB score variability due to genomic region subsampling for targeted TMB calculations versus WES based TMB -
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NovaSeq™ instruments. Bioinformaticanalyses were performed using Archer™ Analysis 7.2
which uses bespoke algorithms to optimize for TMB quantification on small, targeted panels. VARIANT Plex panels offer an alternative to WES based TMB in the form of small (Pan Solid Tumor) or medium (Complete
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identified using a machine learning algorithm that was initially trained on WES data from 779 samples of varying qualities. Archer’s methods to correct for the selection bias inherent to panel based TMB provide high
tumor-normal paired samples (comprising more than 130,000 total variants). This in-house concordance with WES based TMB. Finally, we present an innovative new somatic / germline classifier with high accuracy that
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Figure 2. Variability for targeted panel based TMB versus WES based TMB. Shown on the y axis is the distribution of calculated TMB scores from a panel of the given size simulated for 5,000 samples. The x axis shows the simulated TMB score
(what would be the correct score by WES). Calculated TMB scores were computed by first calculating the number of variants to simulate per sample: the simulated TMB score * the size of the exome (30 Mbp) * 1.33 (to mimic the inclusion of
synonymous and nonsynonymous mutations). Given the number of mutations to simulate, each mutation was randomly assigned to be covered by the panel or not by the ratio of panel size / size of the exome. This process was repeated 5,000 times i}
Pred ICt T M B Score U Si ng LI near MOd eI for each simulated TMB score to give a distribution. The dotted red line shows the TMB low / high threshold of 10. The percent of the simulated scores that cross the TMB threshold of 10 is shown below each figure. A) Variability in targeted TMB G Ie N Bj erke
scores given a panel of 669kb. The black lines denote the lower and upper bounds for an intermediate zone of 5-20. B) Variability in targeted TMB scores givena panel of 1.42 Mbp. The black lines denote the lower and upper bounds for an : : :
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