
[bookmark: _Toc191332235][bookmark: _Hlk191296189][bookmark: _Hlk191300346]Supplementary Table 9. P-values of Welch’s t-test between data grouping B and data grouping C for performance metrics of internal testing obtained by models trained on TCGA data

	BA
	LASSO
	LASSO
(Adj. P)
	LR
	LR (Adj. P)
	MLP
	MLP (Adj. P)
	RF
	RF (Adj. P)
	SVM_W
	SVM_W
 (Adj. P)
	XGB_W
	XGB_W
 (Adj. P)

	Z_Original
	0.699
	0.787
	0.526
	0.745
	0.432
	0.920
	1
	1
	0.898
	0.928
	0.328
	0.766

	Z_Raw
	0.410
	0.645
	0.653
	0.745
	0.468
	0.920
	0.164
	1
	0.378
	0.838
	0.218
	0.766

	Z_Binary
	0.422
	0.645
	0.745
	0.745
	0.627
	0.920
	0.580
	1
	0.928
	0.928
	0.930
	0.930

	Z_NICG
	0.185
	0.645
	0.551
	0.745
	0.107
	0.748
	0.700
	1
	0.479
	0.838
	0.753
	0.930

	Z_NPN
	0.787
	0.787
	0.330
	0.745
	0.720
	0.920
	0.874
	1
	0.827
	0.928
	0.744
	0.930

	Z_QN
	0.460
	0.645
	0.495
	0.745
	0.790
	0.920
	0.537
	1
	0.411
	0.838
	0.322
	0.766

	Z_QNZ
	0.229
	0.645
	0.624
	0.745
	0.920
	0.920
	0.842
	1
	0.438
	0.838
	0.837
	0.930

	 

	AUC
	LASSO
	LASSO
(Adj. P)
	LR
	LR (Adj. P)
	MLP
	MLP (Adj. P)
	RF
	RF (Adj. P)
	SVM_W
	SVM_W
 (Adj. P)
	XGB_W
	XGB_W
 (Adj. P)

	Z_Original
	0.506
	0.643
	0.693
	0.808
	0.967
	0.967
	0.521
	0.910
	0.950
	1
	0.867
	0.867

	Z_Raw
	0.036
	0.251
	0.145
	0.350
	0.175
	0.613
	0.972
	0.972
	0.130
	0.908
	0.259
	0.867

	Z_Binary
	0.450
	0.643
	0.968
	0.968
	0.340
	0.661
	0.822
	0.959
	1
	1
	0.218
	0.867

	Z_NICG
	0.515
	0.643
	0.085
	0.350
	0.123
	0.613
	0.650
	0.910
	0.513
	1
	0.743
	0.867

	Z_NPN
	0.551
	0.643
	0.500
	0.700
	0.378
	0.661
	0.635
	0.910
	0.712
	1
	0.600
	0.867

	Z_QN
	0.837
	0.837
	0.498
	0.700
	0.659
	0.838
	0.636
	0.910
	0.400
	1
	0.526
	0.867

	Z_QNZ
	0.290
	0.643
	0.150
	0.350
	0.718
	0.838
	0.057
	0.402
	0.891
	1
	0.829
	0.867


*0.01 ≤ P-value (or Adj. P) < 0.05; **0.001 ≤ P-value (or Adj. P) < 0.01; ***P-value (or Adj. P) < 0.001. Adj. P, False Discovery Rate adjusted P-value for the within-model Welch’s t-test comparison; AUC, area under the curve of the receiver operating characteristic curve; BA, balanced accuracy; Delta, difference between the model and Z_Original; LASSO, Least Absolute Shrinkage and Selection Operator; LR, logistic regression; MLP, multilayer Perceptron; Ref, reference; RF, random forest; SVM_W, (linear) support vector machine with weighting; XGB_W, Extreme Gradient Boosting with weighting; Z_Binary, binarization applied to Z_Raw data; Z_NICG, Normalization using Internal Control Genes (NICG) applied to Z_Raw data; Z_NPN, Non-Parametric Normalization (NPN) applied to Z_Raw data; Z_Original, Z-transformed RNA-seq data in FPKM format, including all gene features shared between the two cohorts; Z_QN, Quantile Normalization (QN) applied to Z_Raw data; Z_QNZ, Quantile Normalization with Z-Score (QNZ) applied to Z_Raw data; Z_Raw, Z_Original data restricted to the selected DEGs.


