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clustering! was! then! performed! on! the! 15×15! dissimilarity! matrices! using! one! of! the!

following! agglomerative! hierarchical! cluster! building! strategies:! complete! linkage,! single!

linkage,! average! linkage,! or! Ward’s! minimum! variance.! Thus,! for! each! of! the! 5!

normalization! methods,! a! total! of! 16! different! combinations! were! run! for! building! the!

clusters.!A! representative!example!of! the!clustering!solutions! (Euclidean!distance!metric!

with!Ward’s!minimum!variance!cluster!building!strategy!for!the!global!pairwise!normalized!

data)!is!presented!in!Fig.!4a.!

Adjusted! Rand! index!was! used! to! evaluate! agreement! between! the! clustering! solutions!

and!the!original!sample!labels!using!the!R(package!mclust!(v4.3).!The!resulting!hierarchical!

clustering!trees!were!progressively!height!cut!to!create!1,2,3,…,14,15!clusters!of!samples.!

These!cluster!labels!were!then!compared!to!the!original!sample!labels!using!the!adjusted!

Rand!index.!Fig.!4a!shows!example!height!cuts!for!obtaining!solutions!with!2,3,6!clusters!

(horizontal! lines).!The! resulting! solutions! for! these!example!height! cuts!are!visualized! in!

Fig.! 4b.! These!progressive!height! cuts! resulted! in!Rand! index! curves! similar! to! the!ones!

shown! in!Fig.!4c.! In!order! to!obtain!a!single!comparable!value! for!each!of! the!methods,!

AUC!was!computed!for!these!curves,!with!larger!AUC!values!indicating!better!performance.!
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