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Background: Metaplastic breast cancer (MpBC) is a rare subtype (less than 1% of Table 2.A. Immunohistochemical analysis of MpBC’s. B. Thresholds used to determine | Table 4. Comparison of PIK3CA MT vs. TP53 MT vs. EGFR amplified MpBC. Subgroups within FGrR/CEP ratios 2 “igtEg;y not t/estlffﬂ ot of e ol Figure 5. Ki67 analysis. N=64. Median
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all breast cancers), is generally ER, PR and HER2-negative (TN), demonstrates a biomarker status. MpBC may ha"eDd'ffere”LPathanS of origin and therapy oppportunities. o = > A -y Ki67=46.7. Proliferation of MpBC is
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claudin-low gene expression profile, and is poorly responsive to cytotoxic therapy. Table2A| AR BCRP* | cKit* | cMET | EGFR ER ERCC1 | HER2 | MGMT® | MRP1* | p53* Specimen |Metast| AR | ERCC1 | Ki67 | MGMT | PTEN | RRM1 | SPARC | TLE3 | TOP2A | TOPO1 | TS |TUBB3| EGFR highly variable, reflective of the
Little is known about the genomic alterations (GA) in MpBC nor about lot{:\tli 8 7 c 1 . 0 19 0 39 46 20 Case # Histology AGE |Site Tested| atic? |high| low | % | low | low | low | high | high [IHC/ISH| high |low| high |copy #| HRAS | JAK3 | MLH1 | PIK3CA | PTEN| TP53 indolent to highly proliferative
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overexpressed proteins that may be amenable to targeted t.her.apy. | | Total 1 Metaplastic, NOS 91  Breast Y oA spectrum of progression seen !n
Methods: Of 2000 TN breast cancers (TNBC) referred to Caris Life Sciences since Easfs o 97 11 37 37 3 98 40 93 63 54 42 > Squamous 71 Skin Y H1047R MpBC, compared to TNBC, which
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2009 from 50 states and 59 countries, 126 cases were MpBCs based on local AT E G =0 o o e 5 A 5 BE | @5 | 00 : gi'qit:nﬂ'jzgc NOS 22 E::::: z gg :1832 tends to be more proliferative. 6
pathology evaluation. Specific testing was performed per physician request and PDGFR* | PGP PR PTEN* | RRM1° | SPARC | TLE3 | TOP2A | TOPO1 | TS° [ TUBB3® s Metaplastic, NOS 66 Breast H1047R cases were both AR positive/
included sequencing (Sanger or next generation sequencing [NGS]), protein o e 5 8 2 55 20 40 32 37 28 42 17 o Metaplastic, NOS o0 Breast Y pgihl Ki67>20% (median Ki67 for AR+
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expression (immunohistochemistry [IHC]), and/or gene amplification (CISH or Total s Squamous 57 Breast VY H1047L MpBC=24).
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Demographics: Median age=60, range 21-94 (6 patients <50 yo). Z)Posmv.e 22.7 - 9.8 2.0 55..0 . 31.7 . 43.5 36.8 63.8 | 50.0 51.9 68 G106R,
81% of patients have documented metastatic disease. Sites of metastasis (If Expression of the biomarker below the threshold is considered predictive of response to therapy;*biomarkers no longer offered. 11 Squamlous 60 Skin v H1047R
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provided) are shown (Fig. 1). The majority of patients had metaplastic carcinoma, Table 28 THRESHOLDS i Squamous. o Brest v S oaTR
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Figure 1. Metastatic Sites Figure 2. Patient Distribution by ICD-O code cMET <50% or <2+ or >2+ and >50% SPARC |<30% or <2+ or >2+ and >30% : TP53 Mutated MpBCs, n=8 ¢ 3
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