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Figure S1. Schematic of study design. RTX (anti CD20 antibody), 131I-RTX was used as a tool of 

targeted therapy. 131I-RTX provided synergistic effect of antibody and DNA double strand break due 

to 131I; however, there were several limitations during 131I-RTX, indicating radiation resistance under 

hypoxia condition and limited transport of RTX. Therefore, in this present study, we proposed ATV 

combination study with 131I-RTX. We confirmed that HIF-1α and VEGF were downregulated after 

ATV treatment. 

  



 

 

  

Figure S2. (a) After treatment with 10 μM ATV or 5 μg/mL RTX in Raji, Jeko-1, Mino, and U2932 

lymphoma cells for 2 days, cell viability was determined by alamarBlue assay. (b) After treatment 

with various concentrations of ATV in Raji cells for 2 days, cell viability was determined by 

alamarBlue assay. The data were expressed as a percentage of the mean value of untreated control 

cells and the mean ± SD from three independent experiments. (c) Tumor volume of each mouse 

 



 

 

Figure S3. (a) ATV inhibited the viability of Raji cells, but hypoxia-induced Raji cells were less 

sensitive to ATV than the control. (b) The dysfunction in tube formation was significantly decreased 

after ATV treatment. 



 

 

Figure S4. (a) Cell viability was determined after treatment with ATV and miR-346 transfection. The 

proliferation rate was measured by trypan blue exclusion method of cell viability. (b). The cells were 

cotransfected with either miR-346 or control mimics and 200 ng pGL3 reporter construct containing 

wild-type. The relative firefly luciferase activities normalized with Renilla luciferase were measured 

48 h post transfection, and the results are plotted as percentage change over respective controls.(c). 

Tumor cell invasion and angiogenesis were assessed using Matrigel invasion assay and tube 

formation assay. Representative photomicrographs of in vitro tube formation. We cotransfected miR-

346 mimic or mimic control with or without ATV treatment into Raji cells. (d) Transcriptional activity 

of HIF-1α (**p < 0.005, *p < 0.05). (e). Transcriptional activity of VEGF (**p < 0.005, *p < 0.05). (f) Cell 



 

viability: the decreased cell viability induced by miR-346 was restored by HIF-1αΔ3′UTR overexpression 

(**p < 0.005, *p < 0.05). 

 

Figure S5. (a) The relative expression of miR-346 in Raji cells was analyzed according to the 

concentration of miR-346 inhibitor by qRT-PCR (**p < 0.005). (b) Representative photomicrographs of 

in vitro tube formation after each treatment. (c) No weight change in the spleen and lung was 

detected, clearly indicating absence of acute toxicity. 



 

 



 

Figure S6. (a) Relative cell tumor invasion (%) by Matrigel invasion assay. (b) Cell viability: control 

and hypoxia-induced Raji cells received irradiation (6 Gy), atorvastatin treatment, or irradiation (6 

Gy) + atorvastatin for 48 h. (c, d) Upregulated expression of miR-1182 and miR-608, which are related 

to inhibition of tumor growth and induction of cell death. 

The whole western blot images of Figure 3, Figure 5a, Figure 6a 
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