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Liquid biopsy detection of gene copy number (CN) losses including existing and emerging clinical targets Q
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BACKGROUND RESULTS: Homozygous CN losses were detected in 8% of liquid pan-tumor samples RESULTS: MTAP losses were detected in 2% of pan-tumor samples
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Tissue biopsy samples Liquid biopsy samples C & 40
N =439,560; 147,173 CN loss+ N =957,612; 4,597 CN loss+ CDKN2A CDKN2B ~ RBf1 TP53  MTAP  STK11  CDK12  PTEN NF1 ~ MAP2K4 MAP3K1 BRCA2 BRCA1  PALB2  ATM 30-
All4| 28/11.4% | 25/10.2% 08/4% 03/1.5% 2/7.5% 0.1/04% |<01/<01%| 2/9.8% 0.1/0.6% 03/14% | 01/07% | 0.2/0.8% |<0.1/<0.1%| <0.1/0% | <0.1/0.3%
NSCLCH | 35/215% | 3.2/19% 08/58% 01/12% | 25/143% | 02/11% 0/0% 05/34% | <0.1/06% | <0.1/0.6% 0/0% <01/01% | <0.1/0.1% 0/0% <0.1/0% 20-
& & & 2 2 Prostateq| 0.6/2.3% 06/22% 14/53% 0.7/2.8% 05/18% |<0.1/<0.1%[<0.1/<0.1% <0.1/<0.1%| 0.1/0.5% 08/2.8% 09/31% |<0.1/<0.1% 0/0% 0.2/0.7% 10'
< 771278%)
Patlent palred tlssue and |I(|:I\|qu 3867?2p|es CO||ECted 1 year apart Breast+ 1.6/6% 15/57% 0.7/29% 0.2/0.9% 1.1/41% 0.2/04% 0/0% 1.1/46% 03/14% 1.0/4% <01/01% | 02/02% | <01/02% | <0.1/0% | <01/0.2% 0. —
? CRCH 07/2% 06/1.9% 02/06% | 03/08% | 05/1.5% |<0.1/<0.1% 0/0% 13/41% 0.1/0.4% 05/1.2% 0/0% <0.1/0% |<0.1/<0.1% 0/0% <0.1/0.2% TF é 200/0 TF 2' 200/0 MTAP (524) PTEN (197) NF1(23) BRCA2 (10)
Pancreas+ | 44/422% | 4/375% 04/41% [ <01/03% | 34/304% 0/0% 0/0% 01/14% | <01/07% | 04/4.4% 0/0% <01/0% | <0.1/0.3% 0/0% <0.1/0.3%
FIGURE 1: Consort d|agram Unknown Primary+4| 6/20.5% | 56/18.6% | 0.8/3.7% 0.4/1.6% 4/12.6% 0.3/1.0% 0/0% 11/49% | <0.1/03% | 0.2/07% | <0.1/0.3% | <0.1/0.1% 0/0% 0/0% <0.1/0.3% A" CN |OSSGS TF Z 20%
GE4| 56/22% | 48/185% | 04/1.4% 02/10% | 36/129% | 0.3/1.4% 0/0% 1.0/3.8% 0/0% 05/21% 0/0% 0.1/0% <0.1/0% 0/0% 0/0%
CCA-A _ 05/26% | 05/26% | 58/27.6% 0/0% 0/0% 05/31% 0.2/1.0% 0.2/0.5% 0/0% 02/0% 0/0% 0/0% 0/0% - - -
RESULTS: Median CtDNA TF was 34% for samples harboring a CN Ioss Ovaryq| 06/4.1% | 04/21% | 05/52% |<0.1/1.0% | 05/21% | <0.1/0% | 0/0% | 04/41% | 05/41% | 0/0% |<0.1/10% | 0/0% 0.2/0% 0/0% 0/0% F_IGURE 5: Concordance of IIqUId CN loss detection Compared to
Kidney- | 2.8/405% | 2.5/35.1% 0.1/0% 0/0% 1.8/27% 0/0% 0/0% 03/27% 0/0% 0/0% 0/0% 0/0% 0/0% 0/0% 0/0% tlssue
Melanoma-- 6/233% | 02/08% | 0/0% | 42/15% | 03/15% | 0/0% |24/105% | 03/15% | 0/0% 0/0% 0.2/0% 0/0% 0/0% 0/0% Sen5|t|V|ty Qf CN |QSS deteCtiOn Ta ||C|U|d b|op5y Compared to tissue was
A . B <1% 1-10% 10_20%.20_30(%).2:_30(%) Bladder4 | 6.2/239% | 54/205% | 06/26% 0/0% 44/154% | 0.2/0.9% 0/0% 05/26% 0/0% 0/0% 0/0% 0/0% 0/0% 0/0% 0/0% 83% In Samp|eS Wlth TI: 2 20% VS 570/0 In Samp|eS Wlth TI: < 20%
o . - 1001 Head And Ne.ck- 34/123% | 2.3/88% 05/26% 0/0% 0.8/3.5% 02/0% 0/0% 18/7.9% 0/0% 0/0% 0/0% 0/0% 0/0% 0/0% 02/0% Among Samp|es W|th TF 2 20%, hlgh SenS|t|V|ty Of MTA'DJ PTENJ NF7,
Base substitution | - Endometrial{| 0.2/0% 02/0% |17/118% | 02/12% | 02/0% 0/0% 0/0% 10/71% | 02/12% 0/0% 0/0% 02/1.2% 0/0% 0/0% 0/0% ] o
] ] I 7504 % 80+ Liver1| 3.2/6.9% 3.2/6.9% 1.8/3.9% 0.6/2% 2.1/4.9% 0/0% 0/0% 2.1/59% 0/0% 0.3/1.0% 0/0% 0/0% 0.3/0% 0/0% 0.3/1.0% and BRCAZ |OSS deteCtlon Was Observed (PPA 90-100/0)
Insertion/deletion 25& - % 60- Neuroendocrineq | 41/112% | 34/93% | 09/19% | 03/09% | 34/93% 0/0% 0/0% 03/09% 0/0% 0.3/0.9% 0/0% 0/0% 0/0% 0/0% 0/0%
Kinase fusion - % é- 40- Small Cell4| 1.3/1.3% 13/1.3% - 07/1.3% 0.7/0.6% 0/0% 0/0% 23/145% 03/06% 0/0% 0/0% 0/0% 0/0% 0/0% 0/0% CONCLUSIONS
MSI-H ,\2:5%\5?%\ 759 'g I Sarcoma+ 1.6/5% 127/5% 1.27/10% 1.2/ 15% 1.6/5% 0/0% 0/0% 1.27/10% 0/0% 0/0% 0/0% 0/0% 0/0% 0/0% 0/0%
25:% ' o 20; III Gallbladder+ _ 13/9.7% 04/3.2% 5/22.6% 0/0% 0/0% 0.8/0% 0/0% 0.4/0% 0/0% 0/0% 0/0% 0/0% 0/0%
20% 75% —l - . . . .
PTMB-H o !!!!!!!!!!ffff * FoundationOne® Liquid CDx is able to detect and report homozygous
Gene amplification § SE5888585:585888838¢ FIGURE 3: Prevalence of CN losses in liquid samples pan-tumor and across tumor types CN losses in 324 genes including established and emerging targets
GeNe 1055 e — e §€oe28 255w s S S5z E gl (A) The prevalence of losses in pan-tumor liquid samples was 8.0% and increased to 34% such as PTEN, MTAPR, RBI1, and BRCAI/2.
T 3 @ o E £ & 3 E 353 8 5% . . . :
0 10 20 30 40 50 60 70 80 90 100 £eE Egia s g =230§¢g° among samples with TF = 20%, which is comparable to the 33% prevalence observed in our
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GtDNA tumor fraction (%) = 3 = = tissue cohort. o Sufficient ctDNA TF is needed for CN loss detection in liquid and is
z (B) The most commonly detected losses in liquid samples were CDKN2A/B, PTEN, MTAP, critical to distinguish true negatives and inform reflex to tissue testing.
and RBIJ. CN loss also represented the most common loss-of-function alteration in CODKN2B
FIGURE 2: CtDNA tumor fraCtlon dIStrlbUtlon across alterathn and cancer and FAS _ o CGP = comprehensive genomic profiling; CN = copy humber; LOF = loss-of-function; TF = tumor fraction
types (C) Heatmap of disease-specific CN loss prevalence (prevalence across all
(A) Distribution of TF across alteration types detected in liquid samples. The samples/prevalence in samples with TF > 20%). CDKN2A/B and MTAP losses were
median TF of CN loss+ sample was 34% (IQR 20-54%). prevalent across tumor types. Disease-specific enrichments were observed with RB7 losses
(B) Distribution of TF by cancer type. in small cell lung and PTEN losses in prostate.
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