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Table S1. Percentage of HDAg-positive PHH cells after infection with HDV-1-8
enveloped with L-HBsAg from HBV GTA-H

BLV ECs (nM
HBV HBV

HBV GT HDV-1 HDV-2 HDV-3 HDV-4 HDV-5 HDV-6 HDV-7 HDV-8 mean | median
GTA 0.21+0.03 | 017+0.04 | 066+0.33 | 0# 255+007 | 419+0.30 | 095+0.38 | 3.75%0.07 1.56 0.81
GTB 18 +£5.63 8.27+0.29 | 10.77+3.60 | 2.27+0.48 | 6.91+0.21 9.84+044 | 5541025 | 4.38+0.06 8.36 7.59
GTC 0.77+0.14 | 0.39+£0.07 | 0.08+0.04 0.02+£0.01 | 255+0.28 0.54 +0.17 0.21+0.04 3.20 £0.09 0.97 0.47
GTD 10.1+554 | 053+0.03 | 1240+2.27 | 0.05%0.0 1.45 +0.27 2.07+0.35 0.30 £ 0.03 1.94 +£0.10 3.60 1.70
GTE 2.76+0.27 | 6.60+057 | 6.96+1.60 047+0.01 | 34.42° 24.772 2514+3.68 | 11.36+1.25 | 14.06 9.16
GTF 1.19+043 | 0.02+0.01 1.96 £0.33 0 0.38+£0.16 0 0.08 £ 0.02 4.09+0.23 1.29 0.79
GTG 13.3+4.68 | 0.86+0.11 | 6.40%0.41 0.36+0.14 | 24.94% 3.88+1.16 12.85+4.53 | 4.00+0.08 8.32 5.20
GTH 1.57+0.47 | 0.08+0.04 | 5.40%0.40 0 0.52+0.13 0 0.03+0.01 3.53+0.03 1.39 0.30
HDV mean 6.09 2.12 5.58 0.45 9.21 6.47 5.64 4.53
HDV
median 2.16 0.46 5.90 0.05 255 3.88 0.63 3.88

a Assay used 40 pl of input viral inoculum (N=1)




Table S2. Activity of BLV against HDV genotype 1 enveloped with representative
sequences of preS1 region for HBV genotypes A-H

Average|
ECso
Position? | (nM)¢ 15 20 25 30 35 40 45 50 55

BLV - GTNLSVPNPLGFFPDHQLDPAFGANSNNPDWD FNPNKDHWPE ANKVG

GTA
pLX304- 065 |. . . .... . ... .. ... .. N0 AL QL.

HB2.7-gtA

GTB
pLX304- 090 |. . . .... . .... . .... . ....K...E.....L..Y..N..D.....
HB2.7-gtB
GTC
pLX304- 0.46 |. . . . ... s aQ..
HB2.7-gtC
GTD
pLX304- 049 |.Q...TS. ..............R..TA. .. .. . .....T7T..D.....
HB2.7-gtD
GTE
pLX304- 08 | K. H.TT...............R..TR. .. .. H.......T......
HB2.7-gtE
GTF
pLX304- 028 |.Q..................L.R...SS.... .. T...S.. M. ....
HB2.7-gtF
GTG
pLX304- 057 |.K. .. TS.....L.... . ....R..T. . .... ... K..P... . ....
HB2.7-gtG
GTH
pLX304- 045 |.Q. .................L.R...SS.... .. T...N.. .M. ....
HB2.7-gtH
@ Numbering corresponds to positions of genotype A X02763
b BLV sequence was used as a reference for each position
¢ Average of two replicate values is shown (N=2)




Table S3. Sequence alignment of BLV sequence with the most common clinical
isolates of HBV genotypes A-D

I/Average

EC50 15 20 25 30 35 40 45 50 55
Position  [((nM)?
g';:uence i GTN LSVPN PLGFF PDHQL DPAFG ANSNN PDWDF NPNKD HWPEA NKVG
g:ssensuso.GSb e e e e | AL Q
Hm‘" 0.17 Ao L..R. .o o V.. -..Q .Q
R . a . a
g;l;r?sensuso.gob T K E L..H.. N D
VT loa7 A L.R...E. L..H. N .D
:gw.z- 074 oo oL .K...D. ... .L..H . T..DS. ...
:3&?'3- 0.55 L. K D .L..H..N..D
:gg?"" 042 | e e .K...D. ... .L..H .Y..DS. ...
:3&13'5' 0.41 o K E. ... .. .QH.. N. .D
:gx?.s- 093 e K E L..Y..N D
oL K.. . E LY N .D
:m;'s' nfa [ o e K E L..H..T..D
VeS| Tl K. B oL Ye. N LD
EVBT | b e Lh N
GTC o . Q..
Consensus|0.462
:3&?“ 047 b A LooR . P. Q
I_||-|[|)3\>/1c.2- 0.21 Ao oo LR o P. HQ
vt O Q..
:535'4' 0.24 Ao L..R ... P Q
:gg?s- 0.45 G R. . ... ... .. ... Q. . A Q
ﬂ§¥1°'6' 028 o e G L..... Q. .A. HQ
Hm"" 0.88 Lo P . wa
HBVCS | T e o A . a
MV o | Q. ... .a




HBVC.10-

HDV1 0.26 L Q. . A
GTD

Consensusl0 49 .Q. LTS Lo .. ROCTAD Lo o0 T. .D.
HBVD.1-

HDV1 0.29 .Q. LTS Lo e KODTAD Lo o P. .D.
HBVD.2-

HDV1 0.2 .Q. LTS Lo .. ROVCTAD Lo oo T. .N.

a Average of two replicate values is shown (N=2)
b ECso for representative sequences for HBV genotypes A-D were measured as described in Table 1
n/a: ECso values not available



Table S4. Subject clinical, virological and biochemical information for baseline
plasma samples from participants described in this study

Log10

HDV HBV Log10
Subject HBV HDV RNA DNA HBsAg ALT
ID Country® | GT GT [IU/mL] | [IU/mL] | [IU/mL] | ECs [U/mL]
1 RUS D 1 4.81 <10 3.18 0.37 ND
2 RUS D 1 4.74 <10 3.52 0.22 ND
3 RUS D 1 7.01 22 3.08 0.69 ND
4 RUS D 1 5.21 15 3.92 0.26 ND
5 RUS D 1 6.53 26 3.88 0.25 ND
6 RUS D 1 6.64 10 4.08 0.16 ND
7 RUS A 1 6.52 522 3.73 0.57 ND
8 RUS D 1 7.01 60 4.23 0.68 ND
9 RUS D 1 6.21 22 3.40 0.19 ND
10 RUS D 1 4.01 <10 2.85 0.23 439
11 FRA A 1 5.23 20 3.96 0.77 ND
12 FRA E 5 5.85 768 4.18 0.35 ND
13 FRA A 6 4.13 16 3.45 0.70 59
14 FRA E 5 6.37 ND 3.79 0.72 76
15 RUS D 1 3.75 14 3.91 0.40 81
16 RUS D 1 4.49 71 4.00 0.41 113
17 RUS D 1 5.04 19 3.76 0.24 302
18 RUS D 1 6.55 13 4.48 0.27 104
19 RUS D 1 7.46 11 4.15 1.27 94
20 RUS D 1 5.69 12 3.76 0.67 42
21 RUS D 1 4.56 12 3.83 0.47 45
22 RUS D 1 7.06 172 4.18 0.88 70
23 RUS D 1 4.92 <10 2.49 0.29 335
24 RUS D 1 4.15 <10 3.91 0.47 49
25 RUS D 1 6.52 28 4.23 0.27 95
26 RUS D 1 3.78 66 3.76 0.24 ND
27 RUS D 1 6.03 93 ND 0.87 ND
28 RUS D 1 4.83 21 3.77 0.50 82
29 RUS D 1 6.49 16 2.70 0.31 133
30 RUS D 1 4.83 10 3.66 0.43 36
31 RUS D 1 5.56 185 3.32 0.42 82
32 RUS D 1 4.97 43333 3.90 0.39 193
33 RUS D 1 4.61 <10 3.75 0.51 91
34 RUS D 1 7.49 22 4.30 0.43 285
35 RUS D 1 4.79 12 3.95 0.32 40
36 RUS D 1 3.86 10 2.54 0.34 64
37 RUS D 1 5.27 <10 3.57 0.80 39
38 RUS D 1 3.90 57 3.69 0.22 212
39 RUS D 1 5.58 3318 4.46 0.32 123




40 RUS D 1 5.50 39 4.18 0.26 145
41 RUS D 1 6.05 148 4.43 0.28 273
42 RUS D 1 3.84 11 3.04 0.49 273
43 RUS D 1 5.40 <10 4.1 0.20 107
44 RUS D 1 4.01 <10 4.1 0.42 ND
45 RUS D 1 5.38 317 3.36 0.39 ND
46 RUS D 1 5.28 13 3.30 0.43 73
47 RUS D 1 5.16 <10 3.94 0.25 125
48 RUS D 1 6.08 418 4.28 0.35 54
49 RUS D 1 7.04 3343101 | 3.99 1.27 210
50 RUS D 1 4.39 26 3.58 0.30 38
51 RUS D 1 6.06 125 4.15 0.31 141
52 RUS D 1 6.12 101 4.20 0.23 101
53 RUS D 1 5.63 17 3.91 0.28 97
54 RUS D 1 6.19 152 3.59 0.45 130
55 RUS D 1 2.27 6840 3.61 0.79 51
56 RUS D 1 3.54 <10 3.69 0.26 84
57 RUS D 1 7.11 <10 3.65 0.58 88
58 RUS D 1 5.22 11 3.65 0.24 103
59 RUS D 1 6.08 454 3.73 0.25 54
60 RUS D 1 2.68 81 3.48 0.55 64
61 RUS D 1 5.02 <10 4.23 0.09 101
62 RUS D 1 5.16 <10 4.00 0.53 57
63 RUS D 1 5.75 <10 3.92 0.29 80
64 RUS D 1 6.12 <10 3.69 0.34 52
65 RUS D 1 6.36 274 3.65 0.49 184
66 RUS D 1 6.61 22 4.30 0.29 ND
67 RUS D 1 5.04 14 3.89 0.28 25
68 RUS D 1 4.46 12 3.59 0.31 40
69 RUS A 1 6.14 <10 3.26 0.38 239
70 RUS D 1 5.81 737 3.93 0.51 ND
71 RUS D 1 5.62 16 3.99 0.30 ND
72 RUS D 1 4.89 <10 2.74 0.24 136
73 RUS D 1 4.81 2152113 | 4.36 0.41 ND
74 RUS D 1 5.52 <10 3.54 0.25 76
75 RUS D 1 4.08 56 3.82 0.40 43
76 RUS D 1 4.34 16 3.67 0.25 ND
77 RUS D 1 5.1 54 4.00 0.22 ND
78 RUS D 1 5.23 <10 4.43 0.18 77
79 RUS D 1 4.82 17 3.64 0.28 ND
80 DEU A 1 5.65 20 3.34 0.50 120
81 DEU D 1 4.52 <10 3.23 0.32 55
82 DEU D 1 6.02 23 4.26 0.26 74
83 DEU D 1 5.52 <10 3.87 0.16 77
84 DEU D 1 4.44 518 4.28 0.21 114
85 DEU D 1 5.44 <10 2.92 0.20 254
86 DEU D 1 5.39 23 4.08 0.19 74
87 DEU D 1 4.49 <10 3.95 0.16 74




88 DEU D 1 5.74 <10 4.15 0.20 197
89 DEU D 1 6.83 <10 4.04 0.74 63
90 DEU D 1 3.60 11 3.18 0.24 124
91 DEU D 1 5.01 21 3.95 0.23 113
92 DEU D 1 3.49 <10 ND 0.30 ND
93 DEU D 1 6.32 166 ND 0.35 ND
94 DEU D 1 4.30 <10 2.89 0.65 289
95 DEU D 1 5.78 42 4.20 0.52 247
96 DEU E 5 4.54 27 3.83 0.36 ND
97 DEU D 1 4.54 <10 2.32 0.29 128
98 DEU D 1 5.33 <10 2.76 0.25 266
99 ITA D 1 3.61 170 2.34 0.35 63
100 ITA D 1 5.22 23 3.56 0.22 57
101 ITA D 1 5.22 18 3.30 0.39 90
102 ITA D 1 7.00 13 3.36 0.80 102
103 ITA D 1 5.84 <10 3.80 0.23 65
104 ITA D 1 5.38 10 4.00 0.43 59
105 ITA D 1 6.41 14 4.1 0.33 131
106 ITA D 1 5.41 <10 3.18 0.39 191
107 ITA D 1 5.46 12 4.04 0.52 36
108 ITA D 1 7.21 35 4.20 1.08 245
109 ITA D 1 6.21 <10 3.91 0.47 146
110 ITA D 1 3.73 <10 3.51 0.33 116
111 ITA D 1 3.26 <10 3.79 0.22 76
112 ITA D 1 5.93 <10 3.69 0.36 161
113 ITA D 1 4.28 <10 3.83 0.30 39
114 ITA D 1 4.75 61 3.65 0.41 ND
115 SWE A 1 4.48 42 3.49 0.50 ND
116 Clv A 1 ND ND ND 0.29 144
117 Clv A 5 ND <10 ND 0.23 36
118 Clv E 5 ND 490 ND 0.55 42
119 MDA A 1 ND <10 ND 0.18 206
120 RUS D 1 ND <10 ND 0.10 19
121 CMR E 1 ND 15100 ND 0.79 72
122 ROU A 1 ND ND ND 0.41 226
123 RUS D 2 ND ND ND 0.24 ND
124 RUS A 1 ND ND ND 0.27 ND
125 FRA C 1 ND <20 ND 0.13 60
126 FRA E 1 ND 27 ND 0.66 35
127 ITA B 1 ND ND ND 0.45 ND
128 ITA A 1 ND ND ND 0.82 ND

@ RUS = Russia; FRA = France; DEU = Germany; ITA = Italy; SWE = Sweden; CIV = Cote D’lvoire; MDA
= Moldova; CMR = Cameroon; ROU = Romania



