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Tempus HRD is a laboratory developed test available for ovarian and breast cancer. The Tempus HRD test provides a result based on
DNA genome-wide loss-of-heterozygosity (GWLOH) or evidence of biallelic BRCA1 or BRCA2 loss from the analysis of sequencing data
generated from tumor + normal match using xT.*

HRD-DNA

GWLOH is determined by the number of basepairs with LOH (excluding regions of aneuploidy with LOH that span > 80% of a chromosome
arm) divided by the total number of basepairs among DNA segments across the genome inferred by the Tempus copy number calling
algorithm (excluding X and Y chromosomes and filtered regions).

The HRD-DNA model was trained on a cohort that is representative of patients eligible for testing using an expanded logic for the HRR
wild-type (WT) group than was described previously in Leibowitz et al* (see training labels for details) and performs in close alignment with
population frequency in the literature.?® The GWLOH threshold was established as the threshold determined to best distinguish the BRCA-
biallelic loss samples from the HRR WT samples in addition to other clinically relevant metrics (as defined in Table 1). GWLOH is considered
positive for HRD at > 8.5% for breast cancer and > 8.0% for ovarian cancer; all samples with BRCA biallelic loss are considered positive
regardless of GWLOH. The sensitivity of the HRD-DNA method for breast and ovarian cancers at predicting BRCA biallelic loss are detailed in
Table 1 below.

TABLE 1: HRD-DNA MODEL PERFORMANCE

Breast Cancer Ovarian Cancer
HRD score definition Genome Wide LOH Genome Wide LOH
Threshold values 8.5% 8.0%
Thresholds tuned on Sensitivity, specificity, HRD prevalence among ovarian and breast cancers*¢ and among CCNE1

amplified ovarian cancer”®

Sensitivity 83.3% 90.0%

Training labels
HRR WT: Samples with no detected pathogenic mutations, fusions, or biallelic loss in BRCAL, BRCA2, ATM, BARD1, BRIP1, CDK12, CHEK1, CHEK2, FANCL,
PALB2, RAD51B, RAD51C, RAD51D, and RAD54L and no gene-level LOH + low gene expression in BRCAL or RAD51C.

BRCAZ1/2 Biallelic loss: Samples with (a) homozygous deletion, (b) a pathogenic germline or pathogenic somatic mutation with overlapping LOH of the
other allele, or (c) a co-occurring pathogenic germline and pathogenic somatic mutation in BRCAL or BRCA2.

For more information regarding the HRD-DNA model please reach out to support@tempus.com.
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T HRD is not included in the FDA-approved labeling for XT CDx and is not part of its FDA-approved intended use. HRD is provided as a laboratory-developed test (LDT).

TMP-00210_2025-12 Learn more at TEMPUS.COM



