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Inhibitor and Inhibitor class-specific Amino acid substitution(s) leading to a change in inhibitor EC,, of®:

amino acid positions HCV GT <10-fold 10- to 100-fold >100 fold
Pibrentasvir, NS5A positions 24, 28, la K24R, M28A/T/V, Q30E/G/H/K/L/R/Y, L31M/V, Q30D M28G
30, 31, 32, 58, 92, 93 P32L, H58C/D/BAR-AQ2T, YI3C/E /N/
1b L28M/T, R3OQ, Psss,@@ None
2a T24A/S, F28C/S, K30 , M311, 525 None Nome
2b L28F, L31I/M/V, C925/Y None None
3a M28T, A30K, Y93H None None
4a L28I/M/V, L30H, P58L None None
4d L28V, M31I/L, T58A/P/S None None
5a L28l, L31F/V None None
6a L31V, T58A/N None None
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+ M Red Cross Hospital Krishnan P et al. Antimicrob Agents Chemother. 2018 13
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4 DCV+ASV wild wild wild wild H
5 DCV+ASV wild M wild wild H
6 LDV/SOF wild M wild wild H
7 DCV+ASV wild I/M/V wild wild H
8 LDV/SOF wild I wild wild H
9 DCV+ASV wild M wild wild Y/H
10 LDV/SOF wild M wild wild wild
11 DCV+ASV NA wild wild A/E/KIT wild
12 DCV+ASV NA wild wild wild wild
13 DCV+ASV N/SITIY M wild wild H
14 DCV+ASV E wild wild wild wild
15 DCV+ASV—LDV/SOF E | wild wild H
16 LDV/SOF wild wild wild wild H
17 EBV+GRZ wild M wild wild H
18 DCV+ASV wild F wild wild wild
19 DCV+ASV wild wild wild wild wild
20 LDV/SOF wild wild wild wild H
21 DCV+ASV NA M/V wild wild H
22 DCV+ASV E I wild wild H
23 DCV+ASV E F wild wild H
24 DCV+ASV NA wild wild E/K/T wild
Japanese Red Cross
+ - Liver Study Group 17



SERRER 42 gl 4 1b DAABER LTI

GLE/PIB BBiaE Z=EW R

GLE/PIB 12W

315']75§3FB%’|‘$1B 7B IEREMEE 10451 AN IERE AL
0
100% 97.7% 99.2% 97.9% 95.8% 95.8%

0% 80.7%
80%

70%

60%

50%
40%
30%
20%

10%

0%

8w

«,‘ Nation—wide
aweo Multicenter study 18

371/374 329/336 204/213 2271237

12w SVR4 SVR8 SVR12



& EH AR ~ ,
EEEFR+F GLE/PIBESEABIID 1215

I.I_I
Tﬁ? i5E ==
£ E ARG
Prior DAA L31
DCV+ASV ) ) .
1 84 F LDV/SOF NR TG LC E I wild wild H wild
2 75 F DCV+ASV naive ND LC E wild wild A/E/K/T H ND
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3 74 F LDV/SOF NR ND LC wild wild  wild wild wild ND
4 78 M DCV+ASV naive ND CH wild F wild wild wild ND
DCV+ASV . ) ) . .
5 81 F DCV/ASV/BCV NR TG CH E wild  wild wild wild wild
6 61 M DCV+ASV NR ND LC V wild del wild H NA
LDV/SOF ) . ) ) .
7 56 F DCV/ASV/BCV NR TG LC wild wild  wild wild H wild
56 F DCV+ASV NR ND CH wild F del wild wild ND
68 F DCV+ASV NR ND CH wild M  wild wild H ND
10 79 F DCV+ASV naive TG CH wild wild  wild K wild ND
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Age Sex Prior DAA LC D168 L31 P32 A92

1 61 M DCV+ASV NR ND LC V wild del  wild H nonSVR

2 56 F DCV+ASV NR ND CH wild F del  wild wild nonSVR

DCV+ASV

3 74 M LDV/SOF naive ND CH wild F del wild wild nonSVR
4 73 F DCV/ASV/BCV NR Major CH A V del wild wild nonSVR
5 74 F LDV/SOF NR ND LC E F del wild  wild SVR4
6 67 M DCV+ASV naive ND LC N F del wild  wild

7 65 M DCV+ASV NR ND CH wild F del  wild  wild

Nation—wide
@ ’ Multicenter study 22
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100 97 100

SOF/VEL + RBV

85

39/39 29/30

Y93 + Other L31M % Other P32 Deletion*

|lzumi N et al. Hepatol Int, 2019 in press.
(SOF/VEL+RBVIIX A FEXHKER)

*P32 deletion is a mutation associated with DCV+ASYV failure. Izumi N et al. AASLD 2017
26
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Akahane T, Kurosaki, lzumi et al. et al Hep Res 2018 in press. 27
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