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Supplementary Figure 2
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Supplementary Figure 3
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Supplementary Figure 4
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Supplementary Figure 5
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Supplementary Figure Legends

Supplementary Figure 1. RU cells do not convert into RR cells. Flow cytometry
analysis was performed to assess GFP expression in purified RU cells derived from
GOTO and SK-N-SH. No appreciable emergency of GFP-positive cells was found in both

cell lines over 10 weeks.

Supplementary Figure 2. RR cells are significantly resistant to chemotherapeutic
agents, oxidative stress and crizotinib. Purified RU and RR cells derived from 2 NB
cell lines were subjected to two chemotherapeutic agents (doxorubicin and cisplatin) (A-
D), oxidative stress (i.e. H202) (E & F) and crizotinib (G & H). The number of viable cells
were counted at 72 hours after the treatment. Triplicate experiments were performed and

a representative experiment is illustrated.

Supplementary Figure 3. RR cells derived from GOTO demonstrate no crizotinib—
ALK binding. CETSA was performed to compare crizotinib—ALK binding ability between
RU and RR cells. RU and RR cells derived from GOTO were treated with DMSO or 500
nM crizotinib for 6 hours. Representative ALK western blots are shown on the upper
panel. Vinculin level was blotted as a loading control. The densitometry quantification
data from 3 independent experiments are shown on the lower panel. All data are

presented as mean + SD. Student's t test was performed.

Supplementary Figure 4. Enforced AN89-B-catenin maintained crizotinib—ALK binding in
SK-N-SH-RU cells. CETSA was performed to compare crizotinib—ALK binding ability in RU that
were transfected with either empty vector or AN89-B-catenin. Cells were treated with DMSO or

500 nM crizotinib for 6 hours. Representative ALK western blots are shown on the left panel.



CETSA assay was performed at 52°C. Vinculin level was blotted as a loading control. All data are

presented as mean * SD, *P<0.05, **P<0.01, Student's t test.



