
Supplement Figure legends:

[bookmark: _GoBack]Figure S1. Correlation analysis between ARRDC1, TUBB2A, DUSP5, and SLC2A3 expression and responses to multiple drugs. Scatter plots show the correlations between the expression levels of ARRDC1, TUBB2A, DUSP5, and SLC2A3 and the responses to five drugs. The red lines indicate linear fitted trends. A–E: correlations between ARRDC1 expression and responses to Savolitinib, Buparlisib, Niraparib, Olaparib, and Axitinib, respectively. ARRDC1 expression was positively correlated with responses to Savolitinib, Niraparib, and Olaparib, whereas its correlations with Buparlisib and Axitinib responses were not significant. F–J: TUBB2A expression was generally negatively correlated with responses to the five drugs المذكورة above. K–O: DUSP5 expression showed weak negative correlations with drug responses in most cases, with statistically significant correlations observed for Niraparib, Olaparib, and Axitinib. P–T: SLC2A3 expression was negatively correlated with responses to all five drugs, with the strongest negative correlations observed for Niraparib, Olaparib, and Axitinib. Pearson’s correlation coefficients (R) and corresponding P values are shown in the figure.

[bookmark: OLE_LINK44][bookmark: OLE_LINK20][bookmark: OLE_LINK21][bookmark: OLE_LINK19][bookmark: OLE_LINK23][bookmark: OLE_LINK24][bookmark: OLE_LINK45][bookmark: OLE_LINK22]Figure S2. Association of different clusters and ARRDC1 expression with drug sensitivity and molecular docking analysis. (A) Violin plot showing the differences in drug sensitivity of five drugs—Savolitinib_1936, Buparlisib_1873, Niraparib_1177, Olaparib_1017, and Axitinib_1021—between NETs subtypes. (B–F) Drug response differences for Savolitinib (B), Buparlisib (C), Niraparib (D), Olaparib (E), Axitinib (F) between ARRDC1 high-expression (n = 209) and low-expression (n = 210) groups (Wilcoxon test). The structural panels on the right illustrate the corresponding molecular docking results, including: electrostatic surface distribution of the protein, global positioning of the ligand within the protein fold, and enlarged binding-pocket views depicting key interactions between each ligand and surrounding amino acid residues.

[bookmark: _Hlk215004725][bookmark: OLE_LINK30][bookmark: OLE_LINK31][bookmark: OLE_LINK32][bookmark: OLE_LINK28][bookmark: OLE_LINK29]Figure S3. Association of SLC2A3 expression with drug sensitivity and molecular docking analysis. (A–E) Drug response differences for Savolitinib (A), Buparlisib (B), Niraparib (C), Olaparib (D), Axitinib (E) between SLC2A3 high-expression (n = 209) and low-expression (n = 210) groups (Wilcoxon test). The structural panels on the right illustrate the corresponding molecular docking results, including: electrostatic surface distribution of the protein, global positioning of the ligand within the protein fold, and enlarged binding-pocket views depicting key interactions between each ligand and surrounding amino acid residues.

[bookmark: OLE_LINK33][bookmark: OLE_LINK38][bookmark: OLE_LINK37][bookmark: OLE_LINK34][bookmark: OLE_LINK36][bookmark: OLE_LINK35]Figure S4. Association of DUSP5 expression with drug sensitivity and molecular docking analysis. (A–E) Drug response differences for Savolitinib (A), Buparlisib (B), Niraparib (C), Olaparib (D), Axitinib (E) between DUSP5 high-expression (n = 209) and low-expression (n = 210) groups (Wilcoxon test). The structural panels on the right illustrate the corresponding molecular docking results, including: electrostatic surface distribution of the protein, global positioning of the ligand within the protein fold, and enlarged binding-pocket views depicting key interactions between each ligand and surrounding amino acid residues.

[bookmark: OLE_LINK39][bookmark: OLE_LINK40][bookmark: OLE_LINK41][bookmark: OLE_LINK42][bookmark: OLE_LINK43]Figure S5. Association of TUBB2A expression with drug sensitivity and molecular docking analysis. (A–E) Drug response differences for Savolitinib (A), Buparlisib (B), Niraparib (C), Olaparib (D), Axitinib (E) between TUBB2A high-expression (n = 209) and low-expression (n = 210) groups (Wilcoxon test). The structural panels on the right illustrate the corresponding molecular docking results, including: electrostatic surface distribution of the protein, global positioning of the ligand within the protein fold, and enlarged binding-pocket views depicting key interactions between each ligand and surrounding amino acid residues.

Figure S6. Immune-related analysis in colorectal cancer patients. (A) Bubble plot showing the correlation between four prognostic genes and 68 immune checkpoints. (B) Boxplot displaying the expression distribution of immune checkpoints across NETs subtypes. (C) Boxplot illustrating the distribution of Dysfunction scores, Exclusion scores, and the overall TIDE scores between NETs subtypes and high/low-risk groups. Asterisks indicate p-values: ****p < 0.0001, ***p < 0.001, **p < 0.01, *p < 0.05.

[bookmark: OLE_LINK5]Figure S7. Immune-related analysis in colorectal cancer patients. (A-C) Boxplot displaying the expression distribution of immune checkpoints across NETs subtypes. Asterisks indicate p-values: ****p < 0.0001, ***p < 0.001, **p < 0.01, *p < 0.05.

Figure S8. Immune-related analysis in colorectal cancer patients. (A-B) Boxplot displaying the expression distribution of immune checkpoints across NETs subtypes. Asterisks indicate p-values: ****p < 0.0001, ***p < 0.001, **p < 0.01, *p < 0.05.

Figure S9. Pan-cancer analysis of the prognostic gene DUSP5. (A) Boxplot showing the expression distribution of DUSP5 in different tumors and their corresponding adjacent normal samples. (B) Forest plot displaying the univariate COX analysis results for the correlation between DUSP5 expression and prognosis in different tumors. (C) Heatmap illustrating the correlation between DUSP5 expression and immune cells in different tumors. Asterisks indicate p-values: ****p < 0.0001, ***p < 0.001, **p < 0.01, *p < 0.05.

Figure S10. Pan-cancer analysis of the prognostic gene SLC2A3. (A) Boxplot showing the expression distribution of SLC2A3 in different tumors and their corresponding adjacent normal samples. (B) Forest plot displaying the univariate COX analysis results for the correlation between SLC2A3 expression and prognosis in different tumors. (C) Heatmap illustrating the correlation between SLC2A3 expression and immune cells in different tumors. Asterisks indicate p-values: ****p < 0.0001, ***p < 0.001, **p < 0.01, *p < 0.05.


