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Supplementary Figure S1. 1 

Nucleotide sequence of the genotype 6a neo subgenomic replicon  2 

The replicon sequence is based on the consensus nucleotide (nt) sequence of sixteen 3 

genotype 6a genomes (supplementary Table S1) available in the European HCV 4 

database. This replicon contains the following 12 elements: 1) GT6a 5’-UTR: 1-342 nt; 5 

2) GT6a the first 48 nucleotides of core: 343-390 nt; 3)  an AscI linker: 391-399 nt; 4) the 6 

neomycin phosphotransferase II (neo) gene: 400-1194 nt; 5) an FseI linker: 1195-1212 nt; 7 

6) the encephalomyocarditis virus (EMCV) IRES: 1213-1815 nt; 7) GT6a NS3: 1816-8 

3711 nt; 8) GT6a NS4A: 3712-3873 nt; 9) GT6a NS4B: 3874-4656 nt; 10) GT6a NS5A: 9 

4657-6009 nt; 11) GT6a NS5B: 6010-7782 nt; and 12) GT2a JFH-1 3’-UTR: 7783-8021. 10 

GCCAGCCCCTTAACGGGGCGACACTCCGCCATTATCACTCCCCTGTGAGGAACTACTGTCTTC11 

ACGCAGAAAGCGTCTAGCCATGGCGTTAGTATGAGTGTCGTACAGCCTCCAGGCCCCCCCCTC12 

CCGGGAGAGCCATAGTGGTCTGCGGAACCGGTGAGTACACCGGAATTGCCAGGATGACCGGG13 

TCCTTTCCATTGGATCAAACCCGCTCAATGCCTGGAGATTTGGGCGTGCCCCCGCAAGACTGC14 

TAGCCGAGTAGCGTTGGGTTGCGAAAGGCCTTGTGGTACTGCCTGATAGGGTGCTTGCGAGTG15 

CCCCGGGAGGTCTCGTAGACCGTGCATCATGAGCACACTTCCAAAACCCCAAAGAAAAACCA16 

AAAGAAACACCAACGGCGCGCCAATGATTGAACAAGATGGATTGCACGCAGGTTCTCCGGCC17 

GCTTGGGTGGAGAGGCTATTCGGCTATGACTGGGCACAACAGACAATCGGCTGCTCTGATGCC18 

GCCGTGTTCCGGCTGTCAGCGCAGGGGCGCCCGGTTCTTTTTGTCAAGACCGACCTGTCCGGT19 

GCCCTGAATGAACTGCAGGACGAGGCAGCGCGGCTATCGTGGCTGGCCACGACGGGCGTTCC20 

TTGCGCAGCTGTGCTCGACGTTGTCACTGAAGCGGGAAGGGACTGGCTGCTATTGGGCGAAGT21 

GCCGGGGCAGGATCTCCTGTCATCTCACCTTGCTCCTGCCGAGAAAGTATCCATCATGGCTGA22 

TGCAATGCGGCGGCTGCATACGCTTGATCCGGCTACCTGCCCATTCGACCACCAAGCGAAACA23 

TCGCATCGAGCGAGCACGTACTCGGATGGAAGCCGGTCTTGTCGATCAGGATGATCTGGACG24 

AAGAGCATCAGGGGCTCGCGCCAGCCGAACTGTTCGCCAGGCTCAAGGCGCGCATGCCCGAC25 
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GGCGAGGATCTCGTCGTGACCCATGGCGATGCCTGCTTGCCGAATATCATGGTGGAAAATGGC26 

CGCTTTTCTGGATTCATCGACTGTGGCCGGCTGGGTGTGGCGGACCGCTATCAGGACATAGCG27 

TTGGCTACCCGTGATATTGCTGAAGAGCTTGGCGGCGAATGGGCTGACCGCTTCCTCGTGCTT28 

TACGGTATCGCCGCTCCCGATTCGCAGCGCATCGCCTTCTATCGCCTTCTTGACGAGTTCTTCT29 

GAGGCCGGCCGCGGCCGCAACAGACCACAACGGTTTCCCTCTAGCGGGATCAATTCCGCCCCC30 

CCCCCCTAACGTTACTGGCCGAAGCCGCTTGGAATAAGGCCGGTGTGCGTTTGTCTATATGTT31 

ATTTTCCACCATATTGCCGTCTTTTGGCAATGTGAGGGCCCGGAAACCTGGCCCTGTCTTCTTG32 

ACGAGCATTCCTAGGGGTCTTTCCCCTCTCGCCAAAGGAATGCAAGGTCTGTTGAATGTCGTG33 

AAGGAAGCAGTTCCTCTGGAAGCTTCTTGAAGACAAACAACGTCTGTAGCGACCCTTTGCAGG34 

CAGCGGAACCCCCCACCTGGCGACAGGTGCCTCTGCGGCCAAAAGCCACGTGTATAAGATAC35 

ACCTGCAAAGGCGGCACAACCCCAGTGCCACGTTGTGAGTTGGATAGTTGTGGAAAGAGTCA36 

AATGGCTCTCCTCAAGCGTATTCAACAAGGGGCTGAAGGATGCCCAGAAGGTACCCCATTGTA37 

TGGGATCTGATCTGGGGCCTCGGTGCACATGCTTTACATGTGTTTAGTCGAGGTTAAAAAAAC38 

GTCTAGGCCCCCCGAACCACGGGGACGTGGTTTTCCTTTGAAAAACACGATACGCGTATGGCT39 

CCCATCACCGCGTATGCGCAGCAGACGAGGGGCCTAGTCGGCACCATTGTGACCAGCCTAAC40 

CGGGCGTGACAAAAATGAGGTCGAAGGGGAGGTACAGGTGGTCTCCACGGCTACCCAATCCT41 

TCCTGGCGACCTCCATTAATGGTGTCATGTGGACTGTTTATCATGGGGCCGGTTCAAAGACTCT42 

CGCTGGACCGAAAGGACCAGTGTGTCAAATGTACACCAATGTGGACAAGGACCTAGTAGGAT43 

GGCCATCTCCCCCGGGAGCAAGGTCGCTCACCCCATGTACTTGTGGCTCTAGTGACCTCTATCT44 

GGTCACGAGGGAGGCCGACGTTATCCCCGCAAGGCGCAGGGGTGACAACCGTGCTGCCCTCC45 

TCTCTCCTAGGCCCATAAGCACCTTGAAAGGCTCCTCGGGAGGCCCCATTATGTGTCCCTCGG46 

GGCACGTTGTGGGACTCTTCCGAGCTGCCGTATGCACAAGGGGTGTAGCAAAATCCTTAGATT47 

TTATCCCAGTGGAAAACATGGAGACGACTATGCGCTCTCCCTCATTCACAGACAACTCCACGC48 

CGCCTGCGGTGCCCCAGACCTATCAGGTAGGGTATCTGCACGCACCAACAGGCAGCGGAAAG49 

AGCACCCGTGTTCCGGCGGCGTACGCTAGCCAGGGCTACAAGGTGTTGGTCTTGAACCCATCG50 

GTGGCGGCAACGCTTAGCTTTGGCTCTTATATGAGGCAAGCTTACGGCGTGGAGCCGAATGTC51 

CGGACCGGGGTCAGGACTGTAACCACAGGGGGCGCTATCACGTACTCCACATATGGGAAATT52 

CTTGGCCGATGGGGGATGTTCCGGAGGAGCGTACGACATCATCATCTGTGATGAGTGCCACTC53 
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CACAGACCCTACGACGGTGTTGGGCATTGGCACGGTTCTCGACCAGGCTGAGACTGCCGGGGT54 

TCGCCTTACTGTGCTCGCAACAGCAACGCCGCCGGGTTCTGTCACTGTCCCCCATCCTAACATA55 

ACAGAGACAGCCCTCCCGACTACGGGAGAAATACCATTTTATGGAAAGGCCATCCCCCTTGA56 

GTACATCAAAGGGGGAAGACATCTCATATTCTGTCACTCAAAGAAGAAGTGCGATGAGCTGG57 

CCGGGAAACTGAAATCACTCGGCTTAAACGCCGTCGCATTCTACAGAGGTGTCGATGTGTCCG58 

TCATCCCCACCTCGGGCGATGTCGTCGTCTGCGCAACAGACGCCCTTATGACCGGCTACACAG59 

GCGATTTCGATTCCGTCATCGACTGTAACGTAGCCGTGACACAGGTGGTGGATTTCAGCTTGG60 

ACCCAACATTTTCCATAGAGACTACCACCGTCCCTCAGGATGCGGTATCACGGAGCCAACGAC61 

GAGGCCGCACGGGGCGGGGTAAACCGGGGGTGTACAGATTTGTCTCCCAAGGGGAGAGGCCT62 

TCGGGTATGTTCGACACCGTCGTCCTGTGTGAGGCTTATGACACGGGATGCGCGTGGTACGAA63 

CTAACCCCTTCTGAAACAACTGTCAGGTTGAGGGCCTATATGAACACTCCTGGCCTTCCCGTA64 

TGCCAAGACCACCTGGAATTTTGGGAAGGCGTGTTTACTGGCTTGACTCACATAGACGCCCAC65 

TTTCTGTCTCAGACGAAGCAGGGGGGTGAGAACTTCGCGTACCTCGTGGCATACCAGGCTACA66 

GTGTGCGCCAGGGCCAAAGCCCCCCCGCCTTCTTGGGATACGATGTGGAAGTGTCTCATCAGA67 

CTCAAACCCACCCTTACCGGCCCCACTCCACTTTTGTATCGGCTGGGGGCCGTCCAAAATGAG68 

ATAATAACAACCCATCCAATAACCAAATACATCATGACCTGTATGTCTGCGGATTTGGAGGTT69 

ATCACCAGCACATGGGTCCTCGTGGGTGGAGTCCTAGCCGCGCTCGCAGCCTACTGCTTGTCA70 

GTGGGCTGTGTTGTCATCTGTGGCAGGATAACTTTGACTGGCAAGCCTGCTGTTGTCCCTGATC71 

GCGAGATCTTATACCAGCAATTTGACGAGATGGAGGAGTGCTCTAGGCACATCCCCTACCTCG72 

CTGAGGGCCAGCAGATCGCCGAACAGTTCAGACAAAAGGTGTTGGGACTCCTCCAAGCGAGC73 

GCTAAGCAGGCAGAAGAACTGAAGCCTGCTGTCCATTCCGCGTGGCCTAGGGTGGAGGAGTT74 

TTGGAGGAAACACATGTGGAACTTTGTCAGCGGGATTCAGTACTTGGCGGGCTTATCCACTCT75 

GCCCGGCAACCCAGCCGTGGCATCATTGATGTCATTTACAGCGTCGCTGACCAGTCCTCTGAG76 

GACTTCTCAGACCCTGCTCCTCAACATACTCGGCGGCTGGATAGCCACCCAAGTGGCTCCCCC77 

CCCCGCGTCTACAGCTTTTGTCGTGAGCGGTCTAGCAGGAGCCACGGTTGGAAGCATCGGGCT78 

CGGGAGGGTGTTGGTTGATGTGCTCGCCGGATACGGAGCCGGTGTGTCGGGTGCTCTAGTCGC79 

TTTCAAGATCATGAGCGGCGAGTGCCCGACCACGGAAGACATGGTCAATCTGCTACCCGCGCT80 

GTTGTCGCCAGGGGCTCTCGTGGTGGGGGTCGTGTGTGCTGCCATCTTAAGACGCCACGTTGG81 
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CCCTGCTGAGGGTGCTAACCAGTGGATGAACAGGCTAATAGCCTTTGCATCAAGAGGCAACC82 

ACGTGTCCCCGACGCACTACGTGCCTGAGACTGACGCATCAAAAAATGTGACTCAGATACTCA83 

CTTCTCTTACCATCACCAGCCTACTCCGTAGATTACATCAGTGGGTCAATGAAGACACGGCCA84 

CCCCTTGCGCTACCTCATGGTTACGCGACGTGTGGGACTGGGTGTGTACAGTGTTATCTGATTT85 

TAAAGTATGGCTGCAAGCCAAACTTCTCCCTCGCCTGCCGGGGATCCCCTTCCTCTCGTGCCA86 

AACGGGATATAGGGGAGTCTGGGCAGGGGACGGGGTGTGCCACACCACTTGTACCTGTGGGG87 

CCGTGATAGCTGGACACGTCAAAAATGGCACCATGAAAATCACAGGGCCCAAGACATGCAGT88 

AACACTTGGCACGGGACTTTTCCAATCAACGCCACCACTACCGGCCCCAGCACACCACGACCA89 

GCCCCCAACTATCAGCGCGCTCTTTGGCGGGTATCTGCCGAGGACTACGTTGAGGTACGGAGG90 

TTGGGCGACTGCCACTATGTGGTAGGGGTCACTGCTGAAGGGTTGAAGTGCCCTTGCCAGGTG91 

CCTGCGCCTGAATTCTTCACTGAGGTCGATGGCGTGAGGATACACCGTTACGCGCCACCTTGC92 

AAGCCCTTGCTCAGGGACGAAGTGACTTTCTCTGTGGGTCTTTCAAACTATGCCATAGGGTCG93 

CAGCTCCCTTGCGAGCCAGAGCCTGACGTGACCGTAGTCACCTCAATGCTCACAGACCCCACG94 

CACATCACCGCAGAGACGGCAGCACGGCGGTTGAAGAGGGGGTCCCCCCCCTCCTTAGCCAG95 

CTCTTCGGCCATCCAGCTGTCTGCACCGTCCCTCAAGGCTACTTGCACAACTTCCAAAGACCA96 

CCCGGACATGGAACTCATCGAGGCCAACCTCCTTTGGAGGCAGGAGATGGGAGGCAACATCA97 

CTCGAGTCGAGTCAGAGAACAAAGTTGTAGTACTTGACTCCTTTGAGCCTCTAACCGCTGAGT98 

ATGACGAGAGGGAAATCTCAGTATCAGCTGAGTGCCATAGGCCACCCAGGCACAAATTCCCT99 

CCAGCTCTCCCAATATGGGCCAGGCCTGACTACAATCCACCTCTCCTACAAGCATGGCAAATG100 

CCCGGATACGAGCCTCCAGTCGTGTCTGGGTGTGCCGTCGCCCCACCTAAACCGGCACCAATT101 

CCCCCGCCGAGGCGGAAGAGGCTAGTGCACTTGGATGAGTCCACGGTCTCGCACGCCTTGGC102 

GCAGCTCGCCGACAAGGTATTTGTGGAGAGTAGTAGTGACCCAGGACCTAGTTCAGACTCGG103 

GACTATCAATAACCAGTCCCGTTCCACCTGCCCCAACAACACCGGACGACGCCTGCTCAGAAG104 

CAGAGTCCTATAGCTCAATGCCCCCTCTTGAGGGGGAGCCTGGTGACCCTGACCTAAGCTCAG105 

GCTCTTGGTCCACTGTGAGCGATCAGGACGACGTCGTGTGTTGTTCCATGTCCTATTCCTGGAC106 

GGGGGCTCTAATAACACCATGTGCTGCGGAGGAGGAGAAGCTTCCAATAAATCCCCTGAGCA107 

ACTCCCTCATAAGACACCATAACATGGTGTATTCCACCACATCACGCAGCGCCAGCCTCCGCC108 

AGAAGAAGGTCACATTTGACAGAGTGCAAGTGTTCGACCAACATTATCAGGATGTACTAAAG109 
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GAGATTAAGCTTCGAGCGTCCACGGTGCAGGCGAAGCTCCTATCCATAGAGGAAGCCTGCGA110 

CCTCACACCATCGCACTCAGCCCGGTCCAAATATGGGTATGGTGCACAGGACGTTAGAAGCCA111 

TGCTAGCAAGGCCGTTGACCACATCCGCTCCGTGTGGGAGGACTTGCTAGAAGACTCTGATAC112 

CCCAATTCCCACGACCATCATGGCTAAGAATGAAGTCTTCTGCGTAGATCCGTCGAAGGGTGG113 

ACGCAAGCCGGCACGCCTAATAGTTTACCCAGACTTGGGCGTGCGGGTCTGCGAGAAGATGG114 

CCCTATACGACGTGACGCGGAAGTTACCACAGGCCGTGATGGGTTCAGCATACGGATTCCAGT115 

ACTCCCCTAACCAGAGGGTTGAGTACTTGCTCAAAATGTGGCGGTCAAAGAAGGTGCCCATG116 

GGCTTTTCTTACGACACCAGGTGTTTTGATTCAACCGTCACCGAGCGGGATATCCGGACTGAG117 

AACGACATCTATCAGTCTTGCCAGCTGGATCCCGTGGCAAGGAAGGCAGTATCATCCCTAACA118 

GAACGGCTCTACGTAGGCGGCCCCATGGTAAACTCCAAGGGACAGTCATGTGGCTACCGTAG119 

ATGCCGCGCCAGTGGGGTGCTGCCCACGAGCATGGGAAACACCCTCACATGCTATCTGAAGG120 

CACAGGCCGCCTGCAGGGCGGCCAACATCAAGGACTGTGACATGTTGGTGTGCGGAGATGAC121 

TTAGTGGTCATTTGTGAGAGTGCTGGCGTCCAGGAGGACACTGCGTCACTGCGAGCATTCACG122 

GATGCTATGACCAGGTACTCAGCTCCCCCTGGAGACGCCCCGCAACCTACGTATGACCTTGAG123 

CTCATAACATCGTGCTCATCCAATGTCTCCGTCGCCCACGACGGCAATGGGAAGAGATATTAC124 

TACCTCACACGTGACTGTACCACTCCACTTGCGCGGGCCGCCTGGGAGACAGCCCGCCACACT125 

CCAGTCAATTCGTGGTTGGGCAACATCATTATGTTTGCCCCCACGATATGGGTGCGTATGGTTC126 

TGATGACCCATTTTTTCTCCATCCTCCAGTCGCAAGAACAATTGGAGAAAGCACTCGACTTTG127 

ACATCTACGGAGTGACCTATTCCGTCTCTCCACTTGATCTCCCAGCAATCATTCAACGACTCCA128 

TGGCATGGCAGCATTTTCACTCCACGGATACTCTCCAGTTGAGCTCAATAGGGTAGGGGCTTG129 

CCTCAGGAAACTTGGGGTACCTCCCTTGCGAGCCTGGAGACATCGAGCCAGAGCTGTCAGAG130 

CCAAACTCATTGCCCAAGGGGGGAAAGCGGCTATATGCGGTAAGTACCTCTTCAACTGGGCG131 

GTGAAGACCAAACTAAAACTCACTCCATTGGTCTCCGCGAGCAAGCTTGACTTATCAGGCTGG132 

TTCGTGGCAGGCTACGACGGGGGGGACATTTATCACAGCGTGTCCCAGGCTCGACCCCGTCTC133 

TTACTCCTTGGCCTACTCCTACTCACCGTAGGGGTAGGCATCTTTTTGCTCCCCGCTCGGTAGA134 

GCGGCACACACTAGGTACACTCCATAGCTAACTGTTCCTTTTTTTTTTTTTTTTTTTTTTTTTTTT135 

TTTTTTTTTTTTTTTCTTTTTTTTTTTTTTCCCTCTTTCTTCCCTTCTCATCTTATTCTACTTTCTTT136 
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CTTGGTGGCTCCATCTTAGCCCTAGTCACGGCTAGCTGTGAAAGGTCCGTGAGCCGCATGACT137 

GCAGAGAGTGCCGTAACTGGTCTCTCTGCAGATCATGT 138 

 139 

 140 

 141 

 142 

 143 

 144 

 145 

 146 

 147 

 148 

 149 

 150 

 151 

 152 
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 154 

 155 

 156 

 157 
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Supplementary Table S1. 158 

The list of sixteen genotype 6a genomes in the European HCV database 159 

used to generate consensus for the genotype 6a subgenomic replicon 160 

Accession # Virus Isolate 
Sequence 

Length 
Note 

AY859526 6a33 9355 Complete coding sequence; no 3’-UTR 

DQ480512 6a77 9358 Complete coding sequence; no 3’-UTR 

DQ480513 6a35 9358 Complete coding sequence; no 3’-UTR 

DQ480514 6a63 9358 Complete coding sequence; no 3’-UTR 

DQ480515 6a64 9358 Complete coding sequence; no 3’-UTR 

DQ480516 6a61 9358 Complete coding sequence; no 3’-UTR 

DQ480517 6a73 9358 Complete coding sequence; no 3’-UTR 

DQ480518 6a65 9358 Complete coding sequence; no 3’-UTR 

DQ480519 6a66 9358 Complete coding sequence; no 3’-UTR 

DQ480520 6a67 9358 Complete coding sequence; no 3’-UTR 

DQ480521 6a69 9358 Complete coding sequence; no 3’-UTR 

DQ480522 6a72 9358 Complete coding sequence; no 3’-UTR 

DQ480523 6a62 9358 Complete coding sequence; no 3’-UTR 

DQ480524 6a74 9361 Complete coding sequence; no 3’-UTR 

EU246930 D9 9376 Complete coding sequence; no 3’-UTR 

Y12083 EUHK2 9340 Complete coding sequence; no 3’-UTR 

The consensus sequence  shown in supplementary Figure S1 was generated using Vector 161 

NTi software (Invitrogen)  162 

 163 

 164 

 165 

 166 
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Supplementary Table S2.   167 

Mutations identified in stable GT6a replicon colonies 168 

Cells 
Replicon 

Clone# 
NS3 NS4A NS5A NS5B 

1C 

1 K272R    

2  K34R   

3 K272R    

4 D405Y  L361P  

5 K272R    

6 E30V(E)    

7 P89L    

8 K272R    

9 E110V    

10 Q195P    

11 K272R    

Lunet 

1 T580A/T621A(T)    

2    I11V 

3 T621A    

4 T261P    

5 T312P    

6  E52V   

7  K34R   

8 T76I    

9  K34R   

10 E30V(E)    

11  L31V   

12 K272R    

The selected GT6a replicon clones were expanded and subjected to genotypic analysis. 169 

Only amino acid changes were indicated in the table. 170 


