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Highly specific imprinted gene biomarker*

Highly itive il i gene

Highly gene
* Sensituity, spechicty or overal accuracy >= B1%

** Best biomarker for each disease subtype

Individual gene BAE, MAE and TE classification accuracy for lung normal, benign and using itivity + )
Accuracy by clinical classification subtypes n GNAS-BAE | GNAS-MAE | GNAS-TE | GRB10-BAE | GRB10-MAE | GRB10-TE | SNRPN-BAE | SNRPN-MAE | SNRPN-TE | HM13-BAE | HM3-MAE | HMi3-TE
Specificity for normal and benign 72 90.28%** |  90.28% 76.39% 87.50% 97.22%%% | 69.44% 76.39% 91.67% 56.94% 84.72% 95.83% 72.22%
Specificity for all normal 21 100.00% [ 100.00%**|  100.00%**| 100.00%**| 100.00%**| 100.00%**| 100.00%**| 100.00%**| 100.00%**| 100.00%**| 100.00%**| 100.00%**
Specificity for normal 21 100.00% ** 100.00% ** 100.00% ** 100.00% ** 100.00% ** 100.00% ** 100.00% ** 100.00% ** 100.00%** 100.00% ** 100.00% ** 100.00% **
Specificity for all benign 51 8627% ** | 8627% 66.67% 82.35% 96.08% ** | 56.86% 66.67% 88.24% 39.22% 78.43% 94.12% 60.78%
Speciicity for pulmonary sclerosing pneumocytoma E] 92.31%** 5231% 8462% =* 92.31% =* 100.00% ** 76.92% 69.23% 92.31% 23.08% 8462% 92.31% 69.23%
Specificity for cryptogenic organizing pneumonia 10 90.00% ** 100.00% ** 40.00% 80.00% 100.00% ** 40.00% 60.00% 90.00% 10.00% 80.00% 100.00%** 50.00%
Specificity for pulmenary cryplococcesis 10 90.00% ** 80.00% 80.00% ** 90.00% ** 90.00% 80.00%** 90.00% ** 90.00% 80.00% *= 90.00% ** 100.00% ** 70.00%
Specificity for pulmonary tuberculosis 10 70.00% 80.00% 70.00% 70.00% 100.00% ** 60.00% 70.00% 90.00% 60.00% 50.00% 80.00% 50.00%
Specificity for pulmonary infammatory pseudotumor 3 100.00%=* [ 100.00%=* [  100.00% ** 65.67% 100.00% ** 33.33% 66.67% 100.00% ** 66.67% 66 67% 100.00% ** 66 67%
Specificity for 3 66.67% 33.33% 33.33% 100.00% ** 100.00% ** 0.00% 0.00% 66.67% 0.00% 100.00% ** 100.00% ** 66.67%
Specificity for granuloma 2 100.00% ** | 100.00% == 0.00% 50.00% 50.00% 0.00% 50.00% 50.00% 0.00% 100.00% ** | 100.00% ** 50.00%
Sensitivity for all malignant 174 77.59% 80.46% 8506% 68.39% 68.39% 8161% 86.21% 75.86% 93 68% ** 89.08% ** 84.48% ** 88.51%
Sensitvity for adenocarcinoma 82 76.61% 79.27% 85.37% 70.73% 74.39% 82.93% 90.24% ** 80.49% 93.90% ** 86.37% 87.60% ™7 89.02%
Sensitivity for squamous cel carcinoma 76 78.85% 6158% 85.53% 75.00% 73.68% 86.84% 78.95% 65.79% 92.11% 9474% ** 80.79% == 93.42% =
Sensitivity for adenocarcinoma i situ 12 83.33% 75.00% 83.33% 16.67% 0.00% 4167% 100.00%*= | 100.00%** |  100.00% ** 75.00% 33.33% 58.33%
Sensitivity for adenosquamous cell carcinoma 2 50.00% 100.00% ** 50.00% 0.00% 0.00% 50.00% 100.00%** 100.00% ** 100.00% ** 100.00%** 50.00% 100.00% **
Sensitivity for large cal carcinoma 1 100.00%** | 100.00% **|  10000% **| 100.00%** 100.00%** | 10000%**| 10000%** | 10000%**| 10000% **| 100.00% " 0.00% 0.00%
Sensitivity for adenocarcinoma, squamous cel and - - = = = = = = - - = =
P 1 100.00% 100.00% 100.00% 100.00% 100.00% 100.00% 100.00% 100.00% 100.00% 100.00% 100.00% 100.00%
Accuracy for all cases 248 81.30% 83.33% 8252% 73.98% 76.83% 78.05% 83.33% 80.49% 82.93% 87.80% " | 87.80% " | B374%




Independent Gene Classifiers using the Decision Tree Structure*

*Splitting criteria based on ROC sensitivity and specificity targets fixed for all gene classifiers
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Individual gene model using MAE
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Diagnostic grading model process flow for imprinting genes
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Fig. S14

A Model simulatien for all combinations of ROC thresholds 2 and 3 using the combined effectof the top 1 grade
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