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Supplementary Methods
Northern blot analysis
The RNA samples of HBV plasmid-transfected HuH-7 cells and HepG2-NTCP cells were extracted by TRIzol reagent (Ambion) at 5 days post-transfection. The RNA samples (15g each) were subjected to 1.2% formaldehyde agarose gel electrophoresis, followed by gel transfer to N+ membrane (Invitrogen) for Northern blot analysis. Standard procedures of Northern blot analysis were as described previously (1). Hybridization of HBV RNAs was probed with a digoxygenin-labeled full-length HBV DNA. 28S and 18S ribosomal RNAs were stained with HealthView Nucleic Acid Stain (Genomics).



Supplementary Figures

[image: ]

[bookmark: _GoBack]Fig S1. Similar levels of HBV RNAs were detected between wild type and small loop mutants by Northern blot analysis. A & B) HBV RNA signals were similar between WT and mutants in HuH-7 cells (lanes 1-3) and HepG2-NTCP cells (lanes 5-7). Upper panel: Major HBV RNA species include the 3.5 kb pregenomic RNA and the 2.4/2.1 kb mRNA of HBsAg. Lower panel: Ribosomal RNAs were included as an internal control for sample loading.   
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