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Supplementary Figure 1: Phylogenetic tree of HCV p7 sequences. The isolate name and
genotype (gt) are indicated. The tree includes all completely annotated HCV isolates
deposited in UniProt. Their accession number can be found in the alignment in Figure S2. In
addition, isolate BAK1 (gt 7b) and the recently described novel genotype 8 (gt 8a) are
included. Genotype 8 has no isolate name assigned and the four identified sequences are
listed as patient 1-4."° Phylogenetic trees including more and different selections of isolates
are published elsewhere."” Isolate J used in Montserret et al. is referred to as ‘Japanese’ in
UniProt and J in the tree. Isolate J4 is referred to as (HC-)J4 in UniProt and J4 in the tree.
Isolate J, J4 and EUH1480, which are the main isolates studied using NMR (see Figure 1 of
the main text), are highlighted in blue, green and red, respectively. Clustal Omega was used
to generate the Newick format tree data and TRex was used to plot the initial radial tree.®’
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Supplementary Figure 2 Sequence allgnment of HCV p7 sequences The allgnment was
generated using Jalview.? UniProt reviewed HCV p7 sequences including the novel isolate 7b
and genotype 8a. Sequence conservation below is shown based on the 41 p7 isolates from
genotypes 1a-c, 2a-c, 2k, 3a-b, 3k, 4a, 5a, 6a-b, 6d, 6g-h, 6k and 7a-b (UniProt identification
codes/same order as in alignment: 092972, P26662, 039928, P27958, P26664, P27958,
Q5EG65, P26663, QIWMX2, Q00269, P29846, Q03463, Q913V3, Q81754, Q913D4,
Q991B8, P26660, P26661, QODHD6, Q68749, Q9QAX1, Q81258, Q81495, Q1W5D5,
Q81487, Q68801, 039929, 091936, 039927, Q5I2N3, 092529, 092530, Q68798, 092532,
092531, ABQPD9 and AOA1BS3IIH6, respectively). Sequences are colored according to the
ClustalX color-scheme, i.e. hydrophobic: blue, positive charge: red, negative charge:
magenta, polar: green, cysteines: pink, glycines: orange, prolines: yellow, aromatic: cyan,
unconserved: white.’ Isolate names are shown next to the sequences with the corresponding
genotype and UniProt accession number in parentheses where available. At least one
example from each of the eight recognized genotypes is included. The four recently identified
genotype 8 sequences are listed as patient 1-4.3 A more complete list of HCV p7 isolates can
be found at the International Committee on Taxonomy of Viruses.'® The isolates of particular
interest in this study are J4 p7 (gt 1b, UniProt: 092972) and EUH1480 p7 (gt 5a, UniProt:
039928). The EUH1480 isolate with five mutations (T1G, C2A, A12S, C27T and C44S) used
by OuYang et al. has also been added."" The conservation is depicted as a bar graph below
the alignment.
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Supplementary Figure 3: The hydropathy index of HCV p7 isolates. The index of
p7(5a/EUH1480) used in this study and in OuYang et al. with five mutations (*) (T1G, A12S,
C2A, C27T, and C44S) and p7(5a/EUH1480) wildtype are plotted in red solid and red dashed
lines, respectively. Plots of p7(1b/J4) C27S and p7(1b/Japanese) C27S are shown in black
solid and black dashed lines, respectively. The Kyte and Doolittle hydropathy scale with
default window size 9 was used. The score is proportional to hydrophobicity.'* '
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