
Supplementary Fig. 1 The protein expression of HER2 in NCI-N87 and SNU216 cells. Both NCI-N87 and SNU216 cells tested positive for HER2 expression by Western blot analysis, with NCI-N87 exhibiting a significantly higher expression level than SNU216. The data are presented as means ± standard deviations. *** p < 0.001.
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Supplementary Figure 1

Supplementary Fig. 2 Effects of pyrotinib and lapatinib on HER2 Ubiquitination. Immunoprecipitation assays showed that pyrotinib treatment promotes HER2 ubiquitination, while lapatinib treatment decreases ubiquitination. Results are representative of 3 independent replicates.
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Supplementary Figure 2

[bookmark: _GoBack]Supplementary Fig. 3 The interactions between HER2 domains with HSP90. Schematic diagram of HER2 truncated constructs for co-IP assays was shown in the upper panel. A list of Flag-tagged HER2 truncated fragments were constructed and overexpressed in HEK293 cells. Endogenous HSP90 was detected by Western blotting. RLD1: Receptor domain 1; FL: Furin-like cysteine rich region; RLD2: Receptor domain 2; GDRN Ⅳ: Growth factor receptor domain Ⅳ; ICD: Intracellular domain. 

[image: ]
Supplementary Figure 3
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