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Methods
Laser Capture Microdissection
Sections cut from frozen biopsy cores were loaded on PEN-Membrane slides [Leica Microsystems, No. 11505158 for DNA extraction or No. 11505189 for RNA. MicroDissect GmbH. Panoramablick 31. D-35745 Herborn, (Germany)]. The slides were lightly stained by Harris-hematoxylin (1:3). Laser Capture Microdissection (LCM) was performed with Leica LMD7000 [Leica Microsystems CMS GmbH. Ernst-Leitz-Straße 17-37. D-35578 Wetzlar (Germany)]. Tissue was collected in 0.5 ml Eppendorf tubes and stored in DNA or RNA extraction buffer at -80°C until extraction. 
Whole Genome Sequencing
Sample and Library Preparation
Cells obtained from LCM were lysed in 120 µl 1:1000 Cell Lysis (Qiagen, Hilden, Germany, Cat# 158908):RNase A (Sigma-Aldrich, St. Louis, MO, USA, Cat# R4642) solution and incubated at room temperature for 30 min. Five microliters of Proteinase K (New England Biolabs, Ipswich, MA, USA, Cat# P8107S) and 1µl 2M CaCl2 (Fisher Scientific, Waltham, MA, USA Cat#SC10-1) were added to each sample, followed by an overnight incubation at 55˚C. Proteins were precipitated by mixing samples with 40µl of Protein Precipitation solution (Qiagen, Hilden, Germany, Cat#158912) and centrifugation for 3 min at 21130 relative centrifugal force (RCF). The supernatant was combined and mixed with 0.8X volume of isopropanol and 1µl of Glycoblue (Life Technologies, Carlsbad, CA, USA, Cat# AM9515) to precipitate the DNA. Samples were snap frozen at -80˚C for 20 min, thawed and centrifuged for 3 min at 21130 RCF. The supernatant was discarded, pellet washed with 70% EtOH, centrifuged for 3 min at 21130 RCF. The supernatant was discarded. DNA was resuspended in Tris-EDTA 1X (Fisher Scientific, Waltham, MA, USA, Cat#BP2474-100), and quantified using Qubit (Life Technologies, Carlsbad, CA, Cat #Q32854).
Fifty nanograms of Qubit (Life Technologies, Carlsbad, CA, Cat #Q32854) quantified gDNA was sheared to 300-500bp fragments using the Covaris S2 Ultra-sonicator (Covaris Inc., Woburn, MA, USA). Libraries were constructed using enzymatic reagents from KAPA Hyper Prep Library Preparation Kits (KAPA Biosystems, Woburn, MA USA Cat#KK8505) according to protocols described by Fisher et al.(1) for end repair, A-tailing, and adapter ligation. Adapter-ligated libraries were enriched using optimized PCR conditions by adding 2.5uL of NextFlex adaptor- and Illumina-compatible paired-end enrichment primers (12.5uM) (Integrated DNA Technologies, Coralville, Iowa, USA), 25μL of 2x KAPA HiFi HotStart ReadyMix (KAPA Biosystems, Woburn, MA, USA Cat#KK2602). Libraries were incubated in Verti 96-well Thermal Cyclers (Life Technologies, Carlsbad, CA, USA) for 45s at 98°C and cycled 7 times for 15s at 98°C, 30s at  60°C, and 30s at 72°C. Following a  0.8x SPRI bead clean-up, post-PCR enriched libraries were eluted in  20uL of 1X Low TE and validated using Agilent  High Sensitivity D1000 ScreenTape and Reagents on the 2200 TapeStation System (Agilent Technologies, Santa Clara, CA, USA Cat#5067-5584 and 5067-5585).
Sequencing
Libraries were quantified on the Viia7 Real-Time PCR System (ThermoFisher Scientific, Waltham, MA, USA) using KAPA Complete (ROX low) Library Quantification Kits (KAPA Biosciences, Woburn, MA, USA Cat#KK 4873) according to the manufacturer’s standard protocol. Paired-end cluster generation and sequencing was carried out for all libraries on the Illumina HiSeq 2500 platform using high-output mode 2X126 cycles (Illumina Inc., San Diego, CA, USA Cat #PE-401-4001/FC-401-4001).  Samples were sequenced with the number of lanes predicted to yield a collapsed coverage of 50X and 35X for tumour and normal samples, respectively.
Analysis
BWA sampe (v0.6.2) was used to align reads to the hg19 human reference.  PCR duplicates were flagged with Picard (v1.90). Coverage and other sequencing and sample identity metrics (described below) were calculated using samtools (v0.1.19) and custom scripts.
Somatic SNVs were identified using two tools – Strelka (v1.0.7) and MuTect (v1.1.4) – and, in order to increase precision, only variants called by both tools were retained.  Somatic indels were identified by Strelka.  Performance of this pipeline is fully described by Denroche et al. 2015(2). Variants were annotated for gene consequence and population frequency using ANNOVAR (2013-06-21 build).  
Germline SNPs and indels were called with the Genome Analysis Tool Kit (GATK, v1.3.16).  Reads were locally realigned, base qualities were recalibrated, and variants were filtered according to best practices.  Variants were annotated for gene consequence and population frequency using ANNOVAR (2013-06-21 build).
CREST (vAlpha) and DELLY (v0.5.5) were employed to detect somatic structural variants.  The output of each tool was filtered using in-house defined thresholds and the results merged to create the final list of variants.  Structural variant calls were annotated with RefSeq genes.
Tumour cellularity, ploidy, and somatic copy number variants were determined using CELLULOID v0.11.2 (https://github.com/mathieu-lemire/celluloid_0.11), which uses read counts from HMMcopy (v0.1.1) and germline heterozygous SNVs from GATK to fit cellularity and clonality models to copy number segments.  Solutions were reviewed manually.
Neoantigens were called using NetMHC (pan-2.8) to predict the binding affinity between somatic peptides and the patient’s HLA types.  Somatic peptides were generated by creating all possible 9-mers at sites of somatic SNVs or indels with a custom script.  HLA types were called by POLYSOLVER (v1.0).
Results and metadata were automatically collected into an html based Genome Summary Report for each patient using perl for logic and R for graphics.
RNA Sequencing 
Sample and Library Preparation
RNA was isolated from LCM material using the PicoPure RNA Isolation Kit (Thermo Fisher, Waltham, MA), which includes steps for DNase treatment. Following isolation, RNA was quantified using Qubit dsRNA High Sensitivity kit (Invitrogen, Eugene, Oregon). Quality and integrity was measured using RNA Screen Tape Assay (Agilent, Santa Clara, CA) in combination with the 2200 TapeStation System. RNA Libraries were prepared using the TruSeq RNA Access Library Sample prep kit (Illumina Inc., San Diego, CA, Cat#RS-301-2001) and standard manufacturer’s protocols. In brief, first cDNA was synthesized with an input of 20-40ng of total RNA (DV200>30%). SuperScript II reverse transcriptase (Invitrogen, Carlsbad, CA) was used in first- and second-strand synthesis. Resulting cDNA underwent A-tailing, adapter-ligation, and amplification using 15 cycles of PCR. cDNA libraries were run on the TapeStation with the High Sensitivity d1000 ScreenTape Reagents on the 2200 TapeStation System (Agilent Technologies, Santa Clara, CA, USA Cat#5067-5584 and 5067-5585) to verify an insert distribution averaging around ~280bp. cDNA libraries (200 ng each) were pooled (n=4) and underwent two consecutive hybridizations and captures. The pool was then amplified using 10 cycles of PCR. The final pool was validated on the TapeStation with the High Sensitivity D1000 ScreenTape Assay (Agilent). 
Sequencing
Library pools were quantified on the Viia7 Real-Time PCR System (ThermoFisher Scientific, Waltham, MA, USA) using KAPA Complete (ROX low) Library Quantification Kits (KAPA Biosciences, Woburn, MA, USA Cat#KK 4873) according to the manufacturer’s protocols. Paired-end cluster generation (Illumina) and sequencing of 2 x 126 cycles (Illumina) was carried out for all libraries on the Illumina HiSeq 2500 platform. 
Analysis 
Reads were aligned to the human reference genome (hg38) and transcriptome (Ensembl v84) using STAR v.2.5.2a.(3) Picard v. 1.121 (https://github.com/broadinstitute/picard) was used for marking duplicated reads. Gene expression was calculated in fragments per kilobase of exon per million reads mapped (FPKM) using commands in cufflinks package v. 2.2.1.(4) In differential gene expression, normalized gene expression was rescaled against 6 normal pancreatic tissue samples, from resected pancreas, that were not part of the COMPASS cohort.
RNA subtypes were called based on gene expression levels of three gene sets described in Collisson et al.,(5) Moffitt et al.,(6) and Bailey et al.(7) Gene expression obtained from cufflinks was analyzed in terms of log2(1 + FPKM). For each of the subtypes considered (Collisson et al., Moffitt et al., and Bailey et al.) consensus clustering was performed based on correlation distance of signature genes. Genes were matched by symbol from their original publication, resulting in, from Collisson et al.: 22 classical, 20 exocrine-like, and 20 quasi-mesenchymal genes, from Moffitt et al.: 23 basal-like, and 23 classical genes, from Bailey et al.: 455 differentially expressed genes, of which 53 were ADEX specific, 54 were immunogenic specific, 64 were pancreatic progenitor specific, and 72 were squamous subtype specific. Dendrograms were then cut and branches labelled semiautomatically to assign subtypes to samples consistent with their respective expression patterns. These cluster-based subtype assignments were performed blinded with respect to all sample characteristics or clinical data other than organ site.
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Supplementary Table 1: Summary of whole genome sequencing results including performance metrics and time to reporting (N=62).
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Supplementary Table 2: Summary of GATA6 RNA in situ results and its correlation with RNA subtype and histologic grade.
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Supplementary Figure 1: WGS Performance Characteristics. Four bar plots show the results of the 62 samples sequenced and reported.  The dashed lines indicate quality control cutoffs for tumour coverage (>45X), normal coverage (>30X), tumour cellularity (>20%) and days to report (<56 days).  Every sample met all four targets with one exception: COMP-0027 only reached 42X coverage.  Additional sequencing could have been performed, but given the high cellularity of the sample (93%) it was deemed to be unnecessary.
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Supplementary Figure 2: Both COMP-0037 and COMP-0057 had germline BRCA2 p.S1982fs mutations but only COMP-0037 had a second hit (somatic LOH of wild type allele) and showed hallmarks of double strand break repair deficiency.
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Supplementary Figure 3: BRCA2 mutation status of COMP-0057. The patient had germline pathogenic BRCA2 frameshift mutation (p.S1982fs, rs80359550). Genomic analysis of liver metastases from pancreatic cancer in 2017 did not reveal LOH or other somatic mutation in BRCA2 but targeted sequencing of patient’s two previous breast cancers diagnosed in 2004 and 2009 revealed BRCA2 LOH. Abbreviation: LOH, loss of heterozygosity.
[image: ]












[image: COMPASS_hm_20170911.pdf]Supplementary Figure 4: Subtypes of advanced PDAC by Moffitt tumour classification 
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[bookmark: _GoBack]Supplementary Figure 5: Correlation between Moffitt tumor RNA subtypes and GATA6 gene expression.
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Supplementary Figure 6: Correlation between GATA6 expression measured by RNASeq and RNA in situ hybridization.
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Supplementary Figure 7: Differentially expressed pathways between Moffitt’s basal like and classical RNA subtypes. A) In the basal-like subtype, hypoxia and metastasis pathways are upregulated while TGF beta receptor signaling and luminal vs. basal pathways are downregulated. B) In the classical subtype, HNF4A (hepatocyte nuclear factor 4alpha) targets, luminal vs. basal, and sensitivity to cisplatin pathways are upregulated. Abbreviations: UP, upregulated; DN, downregulated.
A.
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Supplementary Figure 8: CDK4 amplification identified in COMP-0008 (A) and CDK6 amplification identified in COMP-0010 (B) validated by fluorescence in-situ hybridization.

A.
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Tumor Normal KRAS TP53 CDKN2A SMAD4

COMP-0001 70.95 49.66 0.457 32 3934 364 32 19 1.775 classical No mutation p.G12D p.R64X hom del WT

COMP-0002 62.02 39.54 0.831 34 5694 317 13 34 3.566 classical No mutation WT WT p.Y44X WT

COMP-0003 59.16 38.59 0.626 38 4170 393 50 30 3.776 not available No mutation p.G12D c.523+1G>A hom del WT ARID1A c.1814_1816del

COMP-0004 59.19 40.24 0.791 37 5348 569 83 35 1.887 classical No mutation p.G12V p.V15D hom del p.K428N

COMP-0005 62.72 35.2 0.795 34 4673 548 40 25 2.878 classical No mutation p.G12V c.225_256del WT WT

COMP-0006 45.85 36.42 0.709 34 3988 325 13 24 1.891 classical No mutation p.G12V WT WT p.G89fs ARID1A p.Q920fs, PIK3CA p.M1043I

COMP-0007 58.55 39.26 0.874 36 4317 559 84 36 1.71 basal No mutation p.G12D p.R116Q c.18_28del c.532_543del RNF43 SV del BP

COMP-0008 70.03 36.4 0.606 40 7827 629 181 43 3.483 classical No mutation p.G12D p.C44W WT p.Y353C ARID1A p.E1570fs, CDK4 amplification

COMP-0009 64.2 39.02 0.696 36 12927 915 134 103 2.776 classical No mutation p.G12V p.V173G p.R80X WT

COMP-0010 62.76 36.91 0.602 37 7765 684 114 68 3.5 basal No mutation p.G12D p.A161T WT 374X CDK6 amplification

COMP-0011 59.06 43.3 0.787 29 4829 503 100 29 2.527 basal No mutation WT p.E154X hom del WT

COMP-0012 63.51 43.66 0.764 42 6150 763 100 42 3.596 classical No mutation p.G12R p.W14X hom del hom del

COMP-0013 56.75 42.01 0.796 34 5729 603 125 53 3.274 basal No mutation p.G12V p.V11A WT WT

COMP-0014 58.78 31.35 0.876 34 3394 373 113 34 1.831 classical No mutation p.G12R p.Y126S hom del hom del

COMP-0015 61.88 40.07 0.632 32 8305 775 199 60 3.308 basal No mutation p.G12V p.Q167X hom del WT

COMP-0016 60.94 42.31 0.672 37 4948 357 69 47 3.579 not available No mutation p.G12V p.Y31C p.85_89del hom del

COMP-0017 62.38 44.29 0.897 36 6335 662 114 44 1.887 classical ATM c.123+1delG c.14_19del WT WT p.A433fs ATM c.123+1delG, CDK6 amplification

COMP-0018 61.37 42.76 0.489 37 3771 238 67 46 3.455 basal No mutation p.G12D p.E51X hom del WT

COMP-0019 63.05 43.92 0.723 37 8392 1020 360 67 3.26 classical No mutation p.G12D p.R175H hom del WT ARID1A SV dup BP

COMP-0020 64.09 43.81 0.755 36 6798 578 93 58 5.842 basal No mutation p.G12D c.38_39del p.16_17del hom del

COMP-0021 56.38 36.37 0.648 42 9406 436 112 90 2.901 basal No mutation p.G12V p.Q104fs hom del WT PTEN SV dup,inv BPs

COMP-0023 62.27 40.23 0.752 42 11874 986 123 48 2.714 classical No mutation WT WT hom del WT

COMP-0025 49.79 35.31 0.759 41 5416 630 35 42 2.056 classical No mutation WT WT hom del WT ARID1A SV tra BP

COMP-0026 55.8 39.27 0.887 47 7490 1133 67 65 3.253 basal No mutation p.G12D p.R141C hom del p.R515T

COMP-0027* 42.17 37.76 0.927 19 1439 131 3 21 2.187 not applicable No mutation WT WT WT WT

COMP-0028 53.35 41.33 0.371 52 5650 364 39 69 2.282 classical No mutation WT WT p.E88G, SV del BP WT

COMP-0029 56.08 40.05 0.764 42 8707 519 74 106 3.154 classical No mutation p.G12D SV del BP hom del p.R445X

COMP-0030 58.93 42.72 0.795 42 3820 477 76 35 2.845 classical No mutation p.G12R p.K132R hom del p.G365D

COMP-0032 60.41 40.5 0.494 35 5417 330 63 93 4.568 classical No mutation p.G12R p.H193D hom del WT

COMP-0033 53.93 39.32 0.836 35 8184 1178 67 55 1.846 classical No mutation p.G12R p.C143Y c.7_15del p.Y117D PTEN SV del BP

COMP-0034 59.06 41.31 0.777 39 13638 811 48 218 1.841 basal No mutation p.G12V p.R174X p.Y44_G45delinsX WT

COMP-0035 60.15 39.51 0.842 33 4750 416 26 36 1.851 classical No mutation p.G12D p.G113S hom del p.D351A

COMP-0036 46.5 33.94 0.851 41 3461 389 53 16 1.917 classical No mutation p.G12V WT hom del hom del

COMP-0037 63.53 44.07 0.877 35 8357 993 97 122 1.866 classical BRCA2 p.S1982fs  p.G12V p.R26fs WT WT BRCA2 p.S1982fs (germline) & LOH

COMP-0038 53.49 39.37 0.805 36 4479 510 62 65 2.859 classical No mutation p.G12D p.E66X WT WT

COMP-0039 64.54 43.81 0.893 38 7265 918 96 80 3.057 basal No mutation p.G12D p.P219A, c.276+1G>T p.G45fs WT

COMP-0041 63.04 43.05 0.503 32 4829 590 70 39 2.68 classical No mutation p.G12D p.R26C WT WT

COMP-0042 61.71 43.45 0.887 34 4266 593 55 37 2.164 classical No mutation p.G12D p.C135fs p.H83D p.E307X PIK3CA p.E542K

COMP-0043 54.85 40.91 0.837 35 7035 455 315 103 1.941 classical No mutation p.G12V p.R148G c.100_103del WT

COMP-0044 61.16 37.01 0.917 25 5687 604 151 52 2.023 classical No mutation p.G12R p.I232S hom del WT PIK3CA p.G106V

COMP-0045 48.35 34.37 0.718 26 4564 470 71 34 1.828 basal No mutation p.G12V p.R175H p.Y44fs WT

COMP-0046 58.41 41.91 0.881 28 3999 365 54 32 1.728 classical No mutation p.G12V SV del BP hom del WT

COMP-0047 53.6 43.4 0.923 34 16653 1447 318 162 3.071 classical No mutation WT c.597+1G>A SV del BP WT BRAF c.600_601del (p.V600E)

COMP-0048 50.86 43.38 0.923 27 5494 481 38 43 1.661 basal No mutation p.G12R p.P72R, p.R282W hom del c.1308+2T>G

COMP-0049 61.59 30.76 0.735 41 4513 350 36 31 3.502 classical No mutation p.G12D p.G199V p.16_17del hom del

COMP-0050 60.51 40.93 0.76 36 5398 571 167 38 3.218 classical No mutation p.G12D p.T170fs, SV del BP hom del hom del

COMP-0052 53.24 39.18 0.909 46 4095 5761 184 94 1.802 classical No mutation p.G12D p.P169fs, SV inv BP WT p.Q366K PTEN SV tra BP

COMP-0055 61.15 31.41 0.884 34 4601 355 57 17 3.577 classical No mutation WT WT WT WT PIK3CA p.E545K

COMP-0056 57.82 38.85 0.858 28 5543 590 64 43 3.076 classical No mutation p.G12V R282W WT WT

COMP-0057 57.4 41.96 0.867 30 6983 677 32 45 2.829 classical BRCA2 p.S1982fs  WT p.E171X WT WT PIK3CA p.E542K

COMP-0058 64.68 43.74 0.783 35 10876 1020 175 86 3.189 classical No mutation p.G12D p.102_105del p.L97R WT

COMP-0059 65.44 43.81 0.825 35 6370 775 85 67 2.939 classical No mutation p.G12V p.158_158del hom del WT

COMP-0060 63.12 41.65 0.821 35 6012 444 43 59 1.94 classical No mutation p.G12D p.P27fs p.92_93del SV del BP

COMP-0061 58.69 43.69 0.611 33 3154 309 14 45 3.536 classical No mutation p.G12D p.R248W hom del WT

COMP-0063

62.99 41.31

0.641 44 5520 540 64 24 1.886 classical No mutation p.G12V p.R116Q p.R58X p.S178X CDK4 amplification

COMP-0064

58.67 40.19

0.783 35 6093 957 76 60 4.268 basal No mutation p.G12D p.R150W hom del hom del

COMP-0065

57.41 41.34

0.802 36 4025 489 43 60 3.015 basal No mutation p.G12D p.Y88C hom del WT

COMP-0066

58.88 39.45

0.852 41 5043 404 53 53 1.731 classical No mutation p.G12D p.L130R WT WT

COMP-0067

61.08 39.24

0.651 37 5029 481 33 32 2.783 classical No mutation p.G12D p.V173M p.92_93del p.C363F

COMP-0068

60.39 44.2

0.667 39 10641 572 117 66 1.754 classical No mutation p.G12V p.R213X p.H83Y WT RNF43 p.S478P

COMP-0069

68.52 43.57

0.815 35 4477 701 70 15 2.98 classical No mutation p.G12R p.R248Q hom del p.R361C

COMP-0071

64.34 39.23

0.788 34 3935 542 78 34 3.176 classical No mutation p.G12V p.N200fs hom del SV dup BP PTEN p.G36V

*COMPASS-027, pancreaticoblastoma, RNA subtyping results not shown 
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ID Biopsy Site RNA Subtype GATA6 RNA In Situ Score (0-3) Histologic Type Histologic Grade

COMP-0001 liver Classical 3 Adenocarcinoma, NOS PD

COMP-0002 liver Classical 2 Adenocarcinoma, NOS PD

COMP-0004 liver Classical 2 Adenocarcinoma, NOS WD

COMP-0005 liver Classical 2 Adenocarcinoma, NOS MD

COMP-0006 omentum Classical 3 Adenocarcinoma, NOS WD

COMP-0007 liver Basal-like 1 Adenocarcinoma, NOS MD

COMP-0010 liver Basal-like 1 Adenocarcinoma, NOS PD

COMP-0011 liver Basal-like 1 Adenocarcinoma, NOS PD

COMP-0012 liver Classical 3 Adenocarcinoma, NOS WD

COMP-0013 liver Basal-like 1 Adenosquamous carcinoma PD 

COMP-0015 liver Basal-like 1 Adenocarcinoma, NOS MD

COMP-0017 pancreas Classical 3 Adenocarcinoma, NOS WD

COMP-0019 liver Classical 2 Adenocarcinoma, NOS MD

COMP-0020 liver Basal-like 1 Adenocarcinoma, NOS MD

COMP-0021 liver Basal-like 1 Adenosquamous carcinoma PD 

COMP-0025 liver Classical 3 Adenocarcinoma, NOS MD

COMP-0026 liver Basal-like 1 Adenocarcinoma, NOS MD

COMP-0029 pancreas Classical 3 Adenocarcinoma, NOS WD

COMP-0030 liver Classical 2 Adenocarcinoma, NOS MD

COMP-0032 liver Classical 2 Adenocarcinoma, NOS PD

COMP-0036 pancreas Classical 2 Adenocarcinoma, NOS MD

COMP-0038 liver Classical 3 Adenocarcinoma, NOS MD

COMP-0039 liver Basal-like 0 Adenocarcinoma, NOS PD

COMP-0042 pancreas Classical 3 Adenocarcinoma, NOS MD

COMP-0044 pancreas Classical 2 Adenocarcinoma, NOS PD

COMP-0046 liver Classical 2 Adenocarcinoma, NOS MD

COMP-0049 pancreas Classical 2 Adenocarcinoma, NOS PD

COMP-0052 liver Classical 2 Adenocarcinoma, NOS MD

COMP-0055

lymph node Classical 2 Acinar cell carcinoma N/A 

COMP-0056

liver Classical 1 Adenocarcinoma, NOS PD

COMP-0058

liver Classical 2 Adenocarcinoma, NOS MD

COMP-0059

pancreas Classical 2 Adenocarcinoma, NOS MD

COMP-0060

abdominal wall Classical 3 Adenocarcinoma, NOS MD

COMP-0061

liver Classical 3 Adenocarcinoma, NOS MD

COMP-0063

liver Classical 3 Adenocarcinoma, NOS MD

COMP-0065

liver Basal-like 1 Adenocarcinoma, NOS PD

COMP-0066

omentum Classical 3 Adenocarcinoma, NOS MD

COMP-0068

pancreas Classical 3 Adenocarcinoma, NOS PD

COMP-0069

liver Classical 2 Adenocarcinoma, NOS MD

Abbreviations: PD, poorly differentiated; MD, moderatley differentiated; WD, well differentiated


image3.png
80

Tumor Coverage (X)

100%
90%
80%
70%
60%
50%
40%
30%
20%

Tumor Cellularity

10%
0%

8
“
——
‘Y—“
;
=_mil
‘
‘
‘
:E:
—
—

w
o
]
i
I

N
o

Normal Coverage (X)

60

>20%
[ARRRRRARNN

o
o

<56 days —

N
o

w
o

Days to Report

-
o





image4.png
COMP-0037 COMP-0057

*  Germline BRCA2

*  Germline BRCA2

frameshift (S1982fs) frameshift (S1982fs) o
Normal Normal
* SomaticBRCA2LOH * Nosecondhit
EEEEEE=REEEEE
SIS B e TFumour

 rdicount
 rdrcoun

I-MMML

A ©6 GT TA TS TG

SNV Gontext Proporton

,IiNMWu

A ©6 GT TA TS TG





image5.png
v | |dwi3 v | |dhr13:32,914,418-32,914,458 o f « » @O x @ | B

Pathogenic Germline | o oo et e —
BRCA2 Frameshift e
(p.51982fs, rs80359550) | o | sty wasenty | wssors |
)
2017 - Liver Biopsy
No LOH or second hit
P- 200
\
2009 — 2" Breast Tumor —
LOH
-2
|
2004 — 1°t Breast Tumor o
LOH
=
Matched Normal —
Heterozygous .
GGJ\TYTTTAGCACAGCAAGTGGAAAATCTG C CA GG A T C
. BRCAZ





image6.emf



C
O



M
P



−
00



65
C



O
M



P
−



00
18



C
O



M
P



−
00



15
C



O
M



P
−



00
39



C
O



M
P



−
00



26
C



O
M



P
−



00
20



C
O



M
P



−
00



64
C



O
M



P
−



00
07



C
O



M
P



−
00



13
C



O
M



P
−



00
10



C
O



M
P



−
00



34
C



O
M



P
−



00
45



C
O



M
P



−
00



48
C



O
M



P
−



00
21



C
O



M
P



−
00



11
C



O
M



P
−



00
55



C
O



M
P



−
00



02
C



O
M



P
−



00
56



C
O



M
P



−
00



28
C



O
M



P
−



00
47



C
O



M
P



−
00



12
C



O
M



P
−



00
69



C
O



M
P



−
00



38
C



O
M



P
−



00
29



C
O



M
P



−
00



43
C



O
M



P
−



00
68



C
O



M
P



−
00



61
C



O
M



P
−



00
44



C
O



M
P



−
00



37
C



O
M



P
−



00
49



C
O



M
P



−
00



46
C



O
M



P
−



00
57



C
O



M
P



−
00



52
C



O
M



P
−



00
19



C
O



M
P



−
00



06
C



O
M



P
−



00
04



C
O



M
P



−
00



25
C



O
M



P
−



00
71



C
O



M
P



−
00



41
C



O
M



P
−



00
66



C
O



M
P



−
00



08
C



O
M



P
−



00
58



C
O



M
P



−
00



33
C



O
M



P
−



00
23



C
O



M
P



−
00



32
C



O
M



P
−



00
30



C
O



M
P



−
00



63
C



O
M



P
−



00
14



C
O



M
P



−
00



36
C



O
M



P
−



00
50



C
O



M
P



−
00



05
C



O
M



P
−



00
60



C
O



M
P



−
00



09
C



O
M



P
−



00
67



C
O



M
P



−
00



01
C



O
M



P
−



00
35



C
O



M
P



−
00



59
C



O
M



P
−



00
42



C
O



M
P



−
00



17
LGALS4
TSPAN8
LYZ
BTNL8
PLA2G10
PRR15L
CTSE
ANXA10
VSIG2
CLRN3
CDH17
MYO1A
REG4
TFF1
AGR2
ST6GALNAC1
AGR3
LINC00675
CYP3A7
TFF2
TFF3
FAM3D
KRT20
SPINK4
CTSV
UCA1
VGLL1
CST6
KRT7
AREG
LEMD1
KRT17
SLC2A1
KRT6A
TNS4
KRT15
SCEL
FGFBP1
SPRR3
SPRR1B
DHRS9
SERPINB4
SERPINB3
S100A2
KRT6C
GPR87
LY6D
FAM83A



basal−like
classical
metastatic
locally advanced










C

O

M

P

−

0

0

6

5

C

O

M

P

−

0

0

1

8

C

O

M

P

−

0

0

1

5

C

O

M

P

−

0

0

3

9

C

O

M

P

−

0

0

2

6

C

O

M

P

−

0

0

2

0

C

O

M

P

−

0

0

6

4

C

O

M

P

−

0

0

0

7

C

O

M

P

−

0

0

1

3

C

O

M

P

−

0

0

1

0

C

O

M

P

−

0

0

3

4

C

O

M

P

−

0

0

4

5

C

O

M

P

−

0

0

4

8

C

O

M

P

−

0

0

2

1

C

O

M

P

−

0

0

1

1

C

O

M

P

−

0

0

5

5

C

O

M

P

−

0

0

0

2

C

O

M

P

−

0

0

5

6

C

O

M

P

−

0

0

2

8

C

O

M

P

−

0

0

4

7

C

O

M

P

−

0

0

1

2

C

O

M

P

−

0

0

6

9

C

O

M

P

−

0

0

3

8

C

O

M

P

−

0

0

2

9

C

O

M

P

−

0

0

4

3

C

O

M

P

−

0

0

6

8

C

O

M

P

−

0

0

6

1

C

O

M

P

−

0

0

4

4

C

O

M

P

−

0

0

3

7

C

O

M

P

−

0

0

4

9

C

O

M

P

−

0

0

4

6

C

O

M

P

−

0

0

5

7

C

O

M

P

−

0

0

5

2

C

O

M

P

−

0

0

1

9

C

O

M

P

−

0

0

0

6

C

O

M

P

−

0

0

0

4

C

O

M

P

−

0

0

2

5

C

O

M

P

−

0

0

7

1

C

O

M

P

−

0

0

4

1

C

O

M

P

−

0

0

6

6

C

O

M

P

−

0

0

0

8

C

O

M

P

−

0

0

5

8

C

O

M

P

−

0

0

3

3

C

O

M

P

−

0

0

2

3

C

O

M

P

−

0

0

3

2

C

O

M

P

−

0

0

3

0

C

O

M

P

−

0

0

6

3

C

O

M

P

−

0

0

1

4

C

O

M

P

−

0

0

3

6

C

O

M

P

−

0

0

5

0

C

O

M

P

−

0

0

0

5

C

O

M

P

−

0

0

6

0

C

O

M

P

−

0

0

0

9

C

O

M

P

−

0

0

6

7

C

O

M

P

−

0

0

0

1

C

O

M

P

−

0

0

3

5

C

O

M

P

−

0

0

5

9

C

O

M

P

−

0

0

4

2

C

O

M

P

−

0

0

1

7

LGALS4

TSPAN8

LYZ

BTNL8

PLA2G10

PRR15L

CTSE

ANXA10

VSIG2

CLRN3

CDH17

MYO1A

REG4

TFF1

AGR2

ST6GALNAC1

AGR3

LINC00675

CYP3A7

TFF2

TFF3

FAM3D

KRT20

SPINK4

CTSV

UCA1

VGLL1

CST6

KRT7

AREG

LEMD1

KRT17

SLC2A1

KRT6A

TNS4

KRT15

SCEL

FGFBP1

SPRR3

SPRR1B

DHRS9

SERPINB4

SERPINB3

S100A2

KRT6C

GPR87

LY6D

FAM83A

basal−like

classical

metastatic

locally advanced


image7.png
Moffitt Subtype

t-test p—value 5.924e-09

T
0L

a|eos 0160 ul uoissaldxe 9YIVO

classical

basal-like





image8.emf

image9.emf

image10.emf

image11.png
Copy Number

DEL (TH)

oUP ()

CDK4 (>30 copies)
N FISH probe v
)

\TH

chrl2 Position (Mb)

T
110

T
120

130

FISH





image12.png
Copy Number

kil

DUP (HT)

CDKE®6 (~28 copies)

INV (HH)

v
_LFlsH probe

10 20 30 40 50 60 70 8 9 100 110 120 130 140 150
chr7 Position (Mb)

FISH





