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Supplementary Figure 1. Maps of minicircle DNAs used in main text. (a) mcGLuc control minicircle DNA.
The EFla promoter, EGFP-2A-GLuc open reading frame and SV40 poly A transcription termination
sequence (SV40pA) are shown. (b) mcHBV DeltaP replication deficient minicircle DNA. Labels are as in
Fig. 1a. Red star % indicates the position of Pol pre-termination. (c) The 5 stop codons introduced in

“" ”

tandem at the 5’ coding region. Stop codons “...” are indicated in the red boxes.
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401 ATAGCGGITT GACTCACGGG GATTTCCAAG TCTCCACCCC ATTGACGTCA ATGGGAGTTIT GITTTGGCAC CAAATTCAAC GGGACITICC AAAATGTCET
TATCGCCAAR CTGAGTGCCC CTAAAGGITC AGAGGIGGGG TAACTGCAGT TACCCTCAAA CARAACCGTIG GITIAAGITG CCCTGAAAGG TITTACAGCA
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501 AATARACTCCG CCCCATTGAC GCARATGGGC GGTAGGCGTG TACGATGGGT GGICTATATA AGCGTCGAGC TCCAGCACCA TGCAACTTITT TCACCTICIGC
TTATTGAGGC GGGGTAACTG CGTTTACCCG CCATCCGCAC ATGCTACCCA CCAGATATAT TCGCAGCTCG AGGICGTGGT ACGTIGAAAA AGIGGAGACG
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€01 CTAARTCATICT CATGITCAIG TCCTIACIGIT CAAGCCICCA AGCIGIGCCT TGGGIGGCIT TAGGGCATIGG ACATTIGACCC GTIATAAAGAA TITGGAGCIT
GATTAGTAGA GTACAAGTAC AGGATGACAA GITCGGAGGT TCGACACGGA ACCCACCGAA ATCCCGIACC TGTAACTIGGG CATATTIICIT AAACCICGAA
Core
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701 CIGIGGAGIT ACTCICTITIT TTGCCITCIG ACTTCITTCC TICTATICGA GIGAATGGCG TGAAGGIGCT GITIGCCCTG ATCTGCATIG CIGIGGCIGA
GACACCTCAA TGAGAGAAAA AACGGAAGAC TGAAGAAAGG AAGATAAGCT CACTTACCGC ACTTCCACGA CAARACGGGAC TAGACGTAAC GACACCGACT
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801 GGCCAAGCCC ACAGAGAACA ATGAGGACTT CAACATIGIG GCIGTGGCCT CCAACTITGC CACCACCGAC CTGGATGCCG ACAGGGGCAA GCTIGCCIGGC
CCGGITCGGEG TGICICITGI TACTCCIGAA GITGTAACAC CGACACCGGA GGITGAAACG GIGGIGECTIG GACCTACGGEC TGTCCCCGIT CGACGGACCG

Supplementary Figure 2. Structure of HBV-Gluc plasmids. (a) GLuc was inserted into the Core coding
region in the N terminal in pCMV-HBV1.05X-GLuc and pHBV1.3X-GLuc plasmids. Meanwhile, to
guarantee the full length of Core protein, a synthesized sequence (purple in figure) which codes the very
N terminal was added post 2A sequence. Full size Core protein is expressed. (b) The location for GLuc
insertion in pCMV-HBV1.05X-GLuc is shown. CMV promoter ( partial, CMV) is shown. The GLuc ( partial )
without ATG is inserted into the Core region (84bp from A (+1)of ATG). eStop is the HBe 1896 stop
mutation, which prevents the production of HBeAg protein. Sacl: cloning site.
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Supplementary Figure 3. The relative DNA levels at 12 days post IFN-beta treatment. HepG2 cells
transfected with different plasmids were treated with IFN-beta (500U/ml) at 2 days post transfection.
The relative DNA levels were normalized to Mock treated cells. HBV1.3X:pHBV-1.3X-GLuc, preMC-HBV:
pre-mcHBV-GLuc, and mcHBV cccDNA: mcHBV-GLuc cccDNA. CMV-HBV1.05X: pCMV-HBV1.05X-GLuc,
CMV-nonHBV: non HBV plasmid pCLuclPZ.



