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Supplementary Table 1: Association between IL28B genotype and liver fibrosis

stage by HCV genotype in patients enrolled in Asia

IL28B rs12979860 genotype

HCV

n (%) CcC CT TT p-value?
genotype
G1 (n=25) Cirrhosis or transition to 8 (50.0) 5 (55.6) ND 0.7896
cirrhosis (n=13)
No cirrhosis (n=12) 8 (50.0) 4 (44.4) ND
G2 (n=6) Cirrhosis or transition to 1(25.0) 1 (50.0) 0.5403
cirrhosis (n=2)
No cirrhosis (n=4) 3 (75.0) 1 (50.0)
G3 (n=104) Cirrhosis or transition to 28 (62.2) 25 (49.0) 4 (50.0) 0.2362
cirrhosis (n=57)
No cirrhosis (n=47) 17 (37.8) 26 (51.0) 4 (50.0)
All other Cirrhosis or transition to 2 (15.4) 0 (0.0) 0.4677
(n=16) cirrhosis (n=2)
No cirrhosis (n=14) 11 (84.6) 3 (100.0)
Total (n=151) | Cirrhosis or transition to 39 (50.0) 31 (47.7) 4 (50.0) 0.8492
cirrhosis (n=74)
No cirrhosis (n=77) 39 (50.0) 34 (52.3) 4 (50.0)

ND = no data

a Cochran-Armitage trend test for a trend in binomial proportions across the three
IL28B genotype categories




Supplementary Table 2: Association between IL28B genotype and liver fibrosis

stage by HCV genotype in patients enrolled in Europe

IL28B rs12979860 genotype

HCV

n (%) CcC CT TT p-value?
genotype
G1 (n=1245) | Cirrhosis or transition to 78 (20.2) 168 (24.8) | 57 (31.7) 0.0030
cirrhosis (n=303)
No cirrhosis (n=942) 309 (79.8) 510 (75.2) | 123 (68.3)
G2 (n=288) Cirrhosis or transition to 18 (16.2) 23 (16.3) 3(8.3) 0.3833
cirrhosis (n=44)
No cirrhosis (n=244) 93 (83.8) 118 (83.7) | 33(91.7)
G3 (n=431) Cirrhosis or transition to 46 (26.1) 33 (16.5) 14 (25.5) 0.3076
cirrhosis (n=93)
No cirrhosis (n=338) 130 (73.9) 167 (83.5) | 41 (74.5)
G4 (n=127) Cirrhosis or transition to 5(13.5) 16 (25.0) 5(19.2) 0.4786
cirrhosis (n=26)
No cirrhosis (n=101) 32 (86.5) 48 (75.0) 21 (80.8)
All other Cirrhosis or transition to 4 (50.0) 1(14.3) 0 (0.0) 0.1085
(n=16) cirrhosis (n=5)
No cirrhosis (n=11) 6 (85.7) 1 (100.0)
4 (50.0)
Total Cirrhosis or transition to 151 (21.0) | 241 (22.1) | 79 (26.5) 0.0823
(n=2107) cirrhosis (n=471)
No cirrhosis (n=1636) 568 (79.0) 849 (77.9) | 219 (73.5)

a Cochran-Armitage trend test for a trend in binomial proportions across the three
IL28B genotype categories




Supplementary Table 3: Association between IL28B genotype and liver fibrosis

stage by HCV genotype in patients enrolled in Latin America

IL28B rs12979860 genotype

HCV

n (%) CcC CT TT p-value?
genotype
G1 (n=137) Cirrhosis or transition to 9 (29.0) 25 (33.8) 10 (31.3) 0.8547
cirrhosis (n=44)
No cirrhosis (n=93) 22 (71.0) 49 (66.2) 22 (68.8)
G2 (n=7) Cirrhosis or transition to 2 (50.0) 1 (50.0) 0 (0.0) 0.4539
cirrhosis (n=3)
No cirrhosis (n=4) 2 (50.0) 1 (50.0) 1 (100.0)
G3 (n=7) Cirrhosis or transition to 0 (0.0) 4 (80.0) ND 0.0533
cirrhosis (n=4)
No cirrhosis (n=3) 2 (100.0) 1(20.0) ND
G4 (n=5) Cirrhosis or transition to 1 (50.0) 0 (0.0) ND 0.1709
cirrhosis (n=1)
No cirrhosis (n=4) 1 (50.0) 3 (100.0) ND
All other Cirrhosis or transition to 1 (50.0) 0 (0.0) 0 (0.0) 0.2963
(n=4) cirrhosis (n=1)
No cirrhosis (n=3) 1 (100.0) 1 (100.0)
1 (50.0)
Total (n=160) | Cirrhosis or transition to 13 (31.7) 30 (35.3) 10 (29.4) 0.8670
cirrhosis (n=53)
No cirrhosis (n=107) 28 (68.3) 55 (64.7) 24 (70.6)

ND = no data

a Cochran-Armitage trend test for a trend in binomial proportions across the three
IL28B genotype categories




Supplementary Table 4: Association between IL28B genotype and liver fibrosis

stage by HCV genotype in patients enrolled in the Middle East

IL28B rs12979860 genotype

HCV

n (%) CcC CT TT p-value?
genotype
G1 (n=289) Cirrhosis or transition to 16 (24.6) 57 (34.1) 20 (35.1) 0.2022
cirrhosis (n=93)
No cirrhosis (n=196) 49 (75.4) 110 (65.9) | 37 (64.9)
G2 (n=19) Cirrhosis or transition to 2 (28.6) 2 (16.7) ND 0.5392
cirrhosis (n=4)
No cirrhosis (n=15) 5(71.4) 10 (83.3) ND
G3 (n=30) Cirrhosis or transition to 2 (25.0) 5(25.0) 0 (0.0) 0.6325
cirrhosis (n=7)
No cirrhosis (n=23) 6 (75.0) 15 (75.0) 2 (100.0)
G4 (n=127) Cirrhosis or transition to 23 (43.4) 19 (30.6) 5(41.7) 0.4158
cirrhosis (n=47)
No cirrhosis (n=80) 30 (56.6) 43 (69.4) 7 (58.3)
All other Cirrhosis or transition to 2 (40.0) 5 (50.0) 1(25.0) 0.6950
(n=19) cirrhosis (n=8)
No cirrhosis (n=11) 3 (60.0) 5 (50.0) 3 (75.0)
Total (n=484) | Cirrhosis or transition to 45 (32.6) 88 (32.5) 26 (34.7) 0.8008
cirrhosis (n=159)
No cirrhosis (n=325) 93 (67.4) 183 (67.5) | 49 (65.3)

ND = no data

a Cochran-Armitage trend test for a trend in binomial proportions across the three
IL28B genotype categories




Supplementary Table 5: Association between IL28B genotype and ALT ratio

IL28B rs12979860 genotype n Mean | SD p-value?
Genotype 1l | CC 488 2.09 1.94

TC 914 1.77 1.38

1T 269 1.63 1.30

Total 1671 1.84 1.56 0.0007
Genotype 2 | CC 123 2.42 2.58

TC 152 1.96 1.96

1T 37 1.21 0.83

Total 312 2.05 2.17 0.0061
Genotype 3 | CC 228 2.80 2.15

TC 272 2.32 191

1T 65 2.05 1.62

Total 565 2.48 1.99 <0.0001
Genotype 4 | CC 88 2.00 1.75

TC 121 1.66 1.11

1T 38 1.65 1.09

Total 247 1.78 1.37 0.3885
All Other CcC 28 1.46 1.28

TC 21 1.72 1.30

1T 7 1.33 0.70

Total 56 154 1.22 0.3597
Total CC 955 2.28 2.07

TC 1480 1.88 1.55

1T 416 1.65 1.31

Total 2851 1.98 1.73 <0.0001

a Jonckheere-Terpstra Test for a trend of a continuous variable across the three
IL28B genotype categories



Supplementary Table 6: Association between IL28B genotype and METAVIR

fibrosis stage

IL28B rs12979860 genotype

HCV METAVIR
genotype fibrosis

(staging) n CcC TC TT p-value®
Genotype 1 | FO 31 6 (6.3) 20 (11.3) 5(8.9)

F1 112 | 33(34.7) 63 (35.6) 16 (28.6)

F2 106 | 34(35.8) 57 (32.2) 15 (26.8)

F3 48 16 (16.8) 23 (13.0) 9(16.1)

F4 31 6 (6.3) 14 (7.9) 11 (19.6)

Total 328 | 95(100.0) | 177 (100.0) 56 (100.0) 0.5348
Genotype 2 | F1 13 6 (40.0) 5 (45.5) 2 (100.0)

F2 8 6 (40.0) 2(18.2) 0 (0.0)

F3 6 2(13.3) 4 (36.4) 0 (0.0)

F4 1 1(6.7) 0 (0.0) 0 (0.0)

Total 28 15 (100.0) | 11 (100.0) 2 (100.0) 0.5469
Genotype 3 | FO 5 0(0.0) 3(11.5) 2 (22.2)

F1 20 8 (25.8) 10 (38.5) 2(22.2)

F2 17 9 (29.0) 7 (26.9) 1(11.1)

F3 13 7 (22.6) 2(7.7) 4 (44.4)

F4 11 7 (22.6) 4 (15.4) 0 (0.0)

Total 66 31 (100.0) | 26 (100.0) 9 (100.0) 0.0463
Genotype 4 | FO 9 2 (9.5) 6 (17.1) 1(12.5)

F1 29 12 (57.1) 12 (34.3) 5 (62.5)

F2 18 4 (19.0) 13 (37.1) 1(12.5)

F3 7 3(14.3) 3(8.6) 1(12.5)

F4 1 0 (0.0 1(2.9) 0 (0.0)

Total 64 21 (100.0) | 35(100.0) 8 (100.0) 0.9393
All Other FO 1 1 (25.0) ND 0 (0.0)

F1 2 0(0.0) ND 2 (100.0)

F2 2 2 (50.0) ND 0 (0.0)

F3 1 1 (25.0) ND 0 (0.0)

Total 6 4 (100.0) ND 2 (100.0) 0.3404
Total FO 46 9(5.4) 29 (11.6) 8 (10.4)

F1 176 | 59 (35.5) 90 (36.1) 27 (35.1)

F2 151 | 55(33.1) 79 (31.7) 17 (22.1)

F3 75 29 (17.5) 32 (12.9) 14 (18.2)

F4 44 14 (8.4) 19 (7.6) 11 (14.3)

166
Total 492 | (100.0) 249 (100.0) 77 (100.0) 0.4237

a Jonckheere-Terpstra Test for a trend of a continuous variable across the three

IL28B genotype categories




Supplementary Table 7: Association between IL28B genotype and METAVIR liver

inflammation grade

IL28B rs12979860 genotype

METAVIR Liver

Inflammation Grade | n CC TC TT p-value?
Genotype 1 | A0 7 1(1.3) 4 (3.0 2(4.3)

Al 116 | 38(50.0) 54 (40.9) 24 (52.2)

A2 95 27 (35.5) 57 (43.2) 11 (23.9)

A3 36 10 (13.2) 17 (12.9) 9 (19.6)

Total 254 | 76 (100.0) | 132(100.0) | 46 (100.0) |0.9859
Genotype 2 | A0 1 0 (0.0) 1(25.0) ND

Al 5 4 (50.0) 1(25.0) ND

A2 6 4 (50.0) 2 (50.0) ND

Total 12 8 (100.0) 4 (100.0) ND 0.7055
Genotype 3 | AQ 2 1 (5.6) 1(7.1) 0(0.0)

Al 17 6 (33.3) 7 (50.0) 4 (80.0)

A2 13 7 (38.9) 5 (35.7) 1 (20.0)

A3 5 4(22.2) 1(7.1) 0(0.0

Total 37 18 (100.0) 14 (100.0) 5(100.0) |0.0920
Genotype 4 | A0 6 0 (0.0) 5 (14.7) 1(12.5)

Al 41 13 (61.9) 22 (64.7) 6 (75.0)

A2 10 7(33.3) 3(8.8 0(0.0

A3 6 1(4.8) 4 (11.8) 1(12.5)

Total 63 21 (100.0) | 34 (100.0) 8 (100.0) |0.0781
All Other Al 5 3 (75.0) ND 2 (100.0)

A2 1 1 (25.0) ND 0 (0.0

Total 6 4 (100.0) ND 2 (100.0) 10.4795
Total A0 16 2(1.6) 11 (6.0) 3(4.9

Al 184 64 (50.4) 84 (45.7) 36 (59.0)

A2 125 | 46 (36.2) 67 (36.4) 12 (19.7)

A3 47 15 (11.8) 22 (12.0) 10 (16.4)

Total 372 | 127 (100.0) | 184 (100.0) | 61 (100.0) |0.3069

ND = no data

a Jonckheere-Terpstra test for a trend of a continuous variable across the three
IL28B genotype categories




Supplementary Table 8: Association between IL28B rs12979860 genotype and
liver stiffness (Fibroscan values)

Liver stiffness in kPa, mean; 95% CI p-
value
HCV IL28B rs12979860 genotype a
geno All
type | CC TC TT
1 9.61; 8.51,10.7 | 10.2; 9.22,11.1 12.6; 10.3,15.0 |10.3;9.64, 11.0 0.060
(n=177) (n=316) (n=82) (n=575) 5
2 11.1; 7.26, 14.9 | 7.69; 6.65, 8.72 7.15; 4.35, 9.94 8.84; 7.33, 10.4 0.089
(n=40) (n=55) (n=15) (n=110) 9
3 11.7; 9.45, 14.0 | 9.30; 7.82, 10.8 8.99; 6.14, 11.8 10.1; 8.96, 11.3 0.063
(n=60) (n=83) (n=24) (n=167) 4
4 11.4; 7.54,15.3 | 13.4; 10.4, 16.5 11.1; 5.85, 16.4 12.4;10.2, 14.5 0.616
(n=43) (n=59) (n=18) (n=120) 5
Other | 12.1; 4.65, 21.9; -34.4, 15.6; -1.98,33.1 | 0.164
19.6 (n=4) 78.2 (n=4) 4.00 (n=1) (n=9) 9
All 10.5; 9.45,11.4 | 10.2; 9.46, 11.0 11.2; 9.53,12.8 10.4; 9.86, 11.0 0.915
(n=324) (n=517) (n=140) (n=981) 9

a Jonckheere-Terpstra Test for a trend of a continuous variable across the three
IL28B genotype categories

Supplementary Table 9: Association between IL28B rs12979860 genotype and
APRI score

APRI score, mean; 95% CI p-
value
HCV IL28B rs12979860 genotype a
geno All
type | CC TC TT
1 0.954; 0.867, 0.952; 0.876, 0.860; 0.756, 0.938; 0.886, 0.989| 0.099
1.04 (n=456) 1.03 (n=829) 0.963 (n=249) (n=1534) 3
2 1.24; 0.969, 0.896; 0.725, 0.564; 0.400, 0.990; 0.853, 1.13 | 0.000
1.50 (n=115) 1.07 (n=138) 0.729 (n=36) (n=289) 9
3 1.31;1.17,1.44 | 1.04; 0.909, 1.17 | 0.863; 0.677, 1.13;1.04,1.21 <0.00
(n=210) (n=243) 1.05 (n=61) (n=514) 01
4 1.01; 0.776, 0.944; 0.764, 0.780; 0.611, 0.942; 0.819, 1.07 | 0.703
1.25 (n=69) 1.12 (n=112) 0.949 (n=31) (n=212) 8
Other | 1.11; 0.465, 1.31; 0.212,2.41 | 0.705; 0.222, 1.11; 0.638,1.59 | 0.931
1.75 (n=19) (n=15) 1.19 (n=7) (n=41) 6
All 1.08; 1.01, 1.15 | 0.965; 0.907, 0.823; 0.747, 0.984; 0.944, 1.02 | <0.00
(n=869) 1.02 (n=1337) 0.900 (n=384) (n=2590) 01

a Jonckheere-Terpstra Test for a trend of a continuous variable across the three
IL28B genotype categories



Supplementary Table 10: Association between IL28B rs12979860 genotype and

FIB-4 score
FIB-4 score, mean; 95% CI p-
value
HCV IL28B rs12979860 genotype a
geno All
type | CC TC TT
1 1.62;1.49,1.74 | 1.74; 1.61, 1.86 1.66; 1.48,1.84 |1.69; 1.61, 1.77 0.896
(n=455) (n=826) (n=247) (n=1528) 8
2 2.10; 1.78,2.42 | 1.73; 1.53, 1.94 1.37;1.03,1.71 1.83; 1.67, 2.00 0.009
(n=115) (n=138) (n=36) (n=289) 3
3 1.73; 1.52,1.93 | 1.42; 1.25, 1.60 1.32; 1.02, 1.63 1.53;1.41,1.66 0.000
(n=209) (n=242) (n=61) (n=512) 6
4 1.57;1.27,1.86 | 1.63; 1.38, 1.89 1.67; 1.25, 2.09 1.62; 1.44,1.79 0.645
(n=67) (n=111) (n=30) (n=208) 9
Other | 2.47; 1.59, 3.36 | 2.37; 0.596, 4.15 | 1.48; 0.670, 2.30 | 2.27; 1.54, 3.00 0.173
(n=19) (n=15) (n=7) (n=41) 7
All 1.72;1.62,1.82 | 1.68; 1.59, 1.77 1.58;1.44,1.71 1.68; 1.62, 1.74 0.022
(n=865) (n=1332) (n=381) (n=2578) 5

a Jonckheere-Terpstra Test for a trend of a continuous variable across the three
IL28B genotype categories




