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PARADIGM Pipeline Overview
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MRNA Data Is More Informative Than
CNV In Pathway Space

Correlation of IPLs between PARADIGM runs
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Note About Histology Calls
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Clustering solution k=5
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Interesting Dichotomies
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Dichotomies for pathway analysis:
e Clust2 vs. all

e Clust3vs. all

e Clust4+Clust5 vs. all

e Clust4 vs. Clust5

e Clust2 vs. Clust3



Cluster 2 vs. All
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Cluster 4 vs. Cluster 5
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Tumor Map Method

Manuscript in progress

— Based on published pancan12

Part of the manuscript for the joint gliomas
paper (GBM+LGG)

Projecting similarity space

Analyzing data in the space of a single data
type (e.g. mMRNA, methylation, etc.) or

combined data types (e.g. mMRNA
+methylation, mut+CNV)



Tumor Map Method

Spring-embedded graph
layout algorithm

Samples m—

O |

Top N similarities Springs oscillate with
the energy inversely
proportional to the
edge weight

l )

Project layout
onto a 2-D grid
|

PrOJectlo-n qf the \!!
sample similarity
space into a 2-D grid



Tumor Map Analysis of TGCT mRNA
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MRNA Space Recapitulates Histology
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MiRNA Space Correlates With mRNA Space
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Those miRNA’s that had expression levels <=50 in more than 50% of cohort were filtered out. 199 features left after the filter.



Some Teratomas Track With
Seminomas In CNV Space
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Seminomas and Non-seminomas Are
Two Distinct Groups In RPPA Space
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Two Possible Seminoma Subtypes In
Methylation Space
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Those probes that had methylation
levels <=0.05 in more than 90% of
cohort were filtered out. 264143
probes left after the filter.



Multiple Primaries In mRNA Space




Combined Tumor Maps

Transformation into a common space
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Transformation Into a Common Space
(Bivariate Standardization Transformation)
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Combined tumor maps
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Next Steps

* PARADIGM
— Further analysis and refining of the pathways
— Survival analysis of PARADIGM subtypes
— Analysis with additional pathway databases (e.g. STRING)
— Additional dichotomies
* Tumor Map
— Mutation data
— Investigate map islands/subtypes
— TGCT in the context of pancanl12 dataset

* Need
— Survival data



