Vi

Page 25 of 31

GONOOOO B~ WN =

- 134

Journal of Medical Virology

between genotype 2a and 2b are revealed by responses to PEG-IFN plus RBV treatment
according to IL28B variants.
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FIGURE LEGENDS

Figure 1

Changes over time in virological response rates were confirmed in patients

OCOoONOO A~ WN =

11 treated with PEG-IFN plus RBV, and the time courses were analyzed after
13 separating the patients infected with genotypes 2a and 2b. Patients with the 1L28B
15 major (TT allele) are indicated in the figure by a continuous line and those with
18 IL.28B hetero or minor (TG or GG), by a dotted line. IL28B-TG and -GG patients
20 showed significantly lower rates of rapid and sustained virological response,
compared to IL28B-TT patients. p-values were two-tailed and those of less than

o5 0.05 were considered to be statistically significant. *P < 0.01

1
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Table 1. Baseline characteristics of participating patients infected with HCV genotype 2

Journal of Medical Virology

Total number
Genotype (2a / 2b)
[L28B SNPs (rs8099917)
TT/TG/GG
Age (years)”
Gender (male/female)
Body mass index (kg/m?)* (N=280)
Previous Interferon therapy (no/yes)
Histology at biopsy (N —96)
Grade of inflammation
A0/1/2/3
Stage of fibrosis
F0/1/2/3
White blood cells (/ul)” (N=94)
Neutrophils (/ul)” (N =94)
Hemoglobin (g/dl)’ (N=95)
Platelet count (x107/ul)” (N=98)

ALT (IU/L)" (N=95)

Serum HCV-RNA level (log(1U/ml))™ ¢

Treatment duration (£16/ 16< <£24)

77/352

100/28/1
64 (20-73)
64 /65

23.7(16.9-33.5)

102/ 21 (unknown 6)

10/53/29/4

7/59/19/11

5115 = 1630
2765 = 1131
142=*= 13
187 & 95
82=+78

6.2(3.6-74)

197110

SNPs, single nucleotide polymorphisms;

ALT: alanine transaminase

“Data are shown as median (range) values.
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"Data are expressed as mean = S.D.

‘Data are shown as log(IU/ml)).
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Table 2. Response rates to therapy
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Overall

Character Number /Total Number (%)

RVR 68 /112 (61)

ETR 125 /129 (97)

SVR 98 / 129 (76)

Genotype 2a 2b p-value
RVR 46/ 67 (69) 22/45(49) 0.036
ETR 74 / 77 (96) 51752 (98) NS
SVR 56/ 77 (73) 42 /52 (81) NS

RVR, rapid virological response; ETR, end of treatment response; SVR, sustained virological response

John Wiley & Sons
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Table 3. Response rates to treatment according to drug adherence

Page 4 of 31

PEG-IFN adherence

= 80% < 80% p-value
ETR 94 /96 (98) 31/33(94) NS
SVR 75/ 96 (78) 23/33(70) NS
RBV adherence

> 80% < 80% p-value
ETR 72/73(99) 53/56 (95) NS
SVR 61/73(84) 37 /56 (66) 0.021

ETR, end of treatment response; SVR, sustained virological response

PEG-IFN, pegylated interferon; RBY, ribavirin;

The rates of PEG-IFN and RBV administration achieved were calculated as percentages of actual total

dose administered of a standard total dose of 24 weeks, according to body weight before therapy.
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Table 4. Clinical and virological characteristics of patients based on therapeutic response

SVR (n=98) non-SVR (n=31)  p-value
Genotype (2a / 2b) 56/42 21/10 NS
IL28B SNPs (rs8099917)

TT/TG+GG 81/17 19/12 0.024
Age (years)' 56 (20-73) 61 (40-72) 0.002
Gender (male/female) 51/47 13/18 NS
Body mass index (kg/m?)" 22.8 (169-33.5) 24.1 (20.3-276) NS
Previous Interferon therapy (no/yes) 80 /14 2217 NS
Grade of inflammation (A0-1/2-3) 46 /28 15/7 NS
Stage of fibrosis (F0-2/3-4) 64 /10 21/1 NS
White blood cells (/ul)° 5318 + 1617 4489 + 1540 0.032
Neutrophils (/ul)’ 2913 = 1139 2278 + 983 0.021
Hemoglobin (g/dl)” 142+ 1.4 141+ 1.1 NS
Platelet count (x107/ul)" 193 = 105 171 54 NS
ALT (IU/ml)" 7973 94 + 92 NS
Pretreatment Serum HCV-RNA level 6.1 (3.6-7.4) 6.3 (4.0-6.7) NS
(log(IU/ml)) ™ ¢
PEG-IFN adherence (=80%/<80%) 75/23 21/10 NS
RBYV adherence (=80%/<80%) 61/37 12/19 0.024
RVR / non-RVR 57/24 11/20 0.001

SNPs, single nucleotide polymorphisms;

ALT, alanine transaminase;

RVR, rapid virological response

John Wiley & Sons
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‘Data are show as median (range) values.
"Data are expressed as mean = S.D.

‘Data are shown as log(IU/ml)).
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Table 5. Multivariate analysis for the clinical and virological factors related to sustained response

with Peg-IFN plus RBV therapy in 63 patients

Regression analysis

Journal of Medical Virology

Factor Category odds ratio (95% CI) p-value

RVR RVR 1 0.019
Non RVR 0.170 (0.039-0.744)

RBYV adherence >80% 1 0.061
<80% 0.250 (0.059-1.064)

IL28B SNPs (1s8099917) T 1 0.104
TG+GG 0.252 (0.048-1.330)

Age 1.087 (0.976-1.211) 0.128

Neutrophils 0.999 (0.997-1.001) 0.209

White blood cells 1.000 (0.999-1.002) 0.504

CI: confidence interval
SNPs, single nucleotide polymorphisms;
RVR, rapid virological response,

RBY, ribavirin

John Wiley & Sons
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Table 6. Rapid and sustained virological response rates to treatment according to IL28B SNPs

Character [L28B major

IL28B hetero/minor

p-value

Number /Total Number (%)

Overall

RVR 58/ 88 (66)
SVR 81/100 (81)
Genotype 2a

RVR 36/50(72)
SVR 43 /57(75)
Genotype 2b

RVR 22/38(58)
SVR 38743 (88)

10/24 (42)

17/29 (59)

10/17 (59)

13/20 (65)

0/7(0)

4/9(44)

0.031

0.013

NS

NS

0.002

0.009

RVR, rapid virological response; ETR, end of treatment response; SVR, sustained virological response
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