NanoString Profiling of MUC16

Network Center: Fred Hutchinson Cancer Research Center
Principal Investigator: Martin McIntosh
Contact: Matt Fitzgibbon

Files
· NS-MUC16-Custom-Exon-160107.csv - Raw count data for the NanoString probes contained within exons.
· NS-MUC16-Custom-Splice-160107.csv - Raw count data for the NanoString probes that span distinct exon-exon junctions.
· NS-MUC16-Custom-Samples-160107.csv - Descriptions of each of the serous ovarian cancer (SOC) and benign tumors profiled.

Probe Details
By interrogating RNA-seq profiles from The Cancer Genome Atlas (TCGA) and locally sequenced serous ovarian cancer tissues, we have identified six new exons in MUC16, the gene that encodes CA-125, and have confirmed by Sanger sequencing eight distinct splice isoforms involving the N-terminus of this gene.

To quantify these exons and splice variants in a large number of tissues, we have designed two NanoString panels targeting the novel exons, constitutive exons from the middle and 3’ end of the gene, and a number of splice junctions.
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The figure above (not drawn to scale) presents a schematic of MUC16 including the novel exons. Exons are numbered on top, and splice junctions are number below. We refer to the N-terminal novel exons with negative numbers (E-5 through E-1 above) and refer to the exons annotated in RefSeq NM_024690.2 with positive numbers. A sixth novel exon is located between exons 6 & 7; we refer to this as exon 6.5 (E+6.5 above). Note that Exon +1 is large (over 9kb) and participates in several alternate splicing events. To better characterize these, we divide 

Probes on the MUC16 Exon NanoString panel include:
	MUC16_Exon-5
	E-5 above

	MUC16_Exon-4
	E-4 above

	MUC16_Exon-3
	E-3 above

	MUC16_Exon-1
	E-1 above

	MUC16_Exon1_upstream
	Annotated 5' portion of NM_024690.2

	MUC16_Exon+1_head
	5' portion of Exon +1 

	MUC16_Exon+1
	middle of Exon +1

	MUC16_Exon+1_tail
	3' portion of Exon +1

	MUC16_Exon+3
	Exon +3

	MUC16_Exon69
	Probe spans Exons 69 & 70, close to 3' end of NM_024690.2

	EPCAM
	EPCAM epithelial marker

	PTPRC
	CD45 hematopoietic marker



Probes on the MUC16 Splice NanoString panel include:
	exon-5_exon-4
	Splice joining E-5 to E-4 (S-5 above)

	exon-4_exon-2
	Splice joining E-4 to E-2 (S-4 above)

	exon-3_exon-2
	Splice joining E-3 to E-2 (S-3 above)

	exon-2_exon-1
	Splice joining E-2 to E-1 (S-2 above)

	exon-1_exon+1(head)
	Splice joining E-1 to E+1 head (S-1a above)

	exon-1_exon+1(tail)
	Splice joining E-1 to E+1 tail (S-1c above)

	exon-1_exon+2
	Splice joining E-1 directly to E+2 (S-1d above)

	exon+3_exon+4
	Splice joining exons 3 & 4 in NM_024690.2

	Exon+6.5_splice
	Splice spanning exns 6, 6.5, and 7

	MUC16_Exon69-70
	Spans Exons 69 & 70; identical to probe used on Exon panel

	EPCAM
	EPCAM epithelial marker

	PTPRC
	CD45 hematopoietic marker



[bookmark: _GoBack]In addition to probes for MUC16, we include on each panel probes to an epithelial marker (EPCAM) and a hematopietic marker (CD45) to help gauge the composition of each sample. Each panel also includes the standard NanoString positive and negative control probes. Please refer to NanoString documentation for information on how these may be used.
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