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Analysis of the interferon lambda receptor expression as a Chronic hepatitis C thera
py prediction factor
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In a retrospective study of 101 patients infected with either genotype 2a (n = 65)

or 2b (n = 36) and treated with peginterferon plus ribavirin, we investigated predictive factors for a su
stained virological response (SVR), including genetic variations near the IL28B gene and clinical variable
s such as age, gender, body mass index, stage of fibrosis, and drug adherence. Ultra-rapid virological res
ponse, rapid virological response (RVR), end-of-treatment response, SVR, and relapse rates were 22.2%, 61.
4%, 95.0%, 87.1%, and 7.9%, respectively. In univariate analysis, RVR and 1L28B single-nucleotide polymorp
hisms (SNPs) were S|gn|f|cantly associated with SVR. In subgroup analysis, IL28B SNPs were significantly a
ssociated with SVR in genotype 2a patients but not in genotype 2b patients. In multiple logistic regressio

n analysis, RVR and IL28B SNP (rs8099917) were independently associated with SVR. Furthermore, IL28B SNP w
as significantly associated with relapse but RVR was not.
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genotype 2a 65 2b 36

3
E &
BEER
ALL(n=101) 2a (n=85) 2b (n=38) P —value™
H (B %) 45/56 28037 1718 NS(0.835)
50% '
Fiin(years) 51.0026-79) 51.5026-79) 50.0(3268)  N5(0.528)
BMI (kghf) 23.8016.9-34.4) 234 [16.934.4) 24.8017.534.00  NS(0.188)
2009
BIGEE Bl 11190 4561 7129 NS(0.051)
IFNA 3(1L28B) SNP PSR UL
L (Fo-2F34) 8714 9l 2808 NS(0.081)
IL28B SNPs
rs8099917 (TTITG) 7024 5015 218 NS(0.813)
Geet al" Nature. 7265:798-801 ' rs11881222 (ANAG) 78023 5114 2718 NS(0.805)
Supplah et al-! Nat Genet. 41:1100'4! rs8103142 (TT/TC) 78023 5114 2718 NS(0.805)

Tanaka et al., Nat Genet. 41:1105-9.

TComparison between 2a versus2b.; BMIbody mass index; HCV Hepatiis C virus

genotype
A 2a  2b URVR( 2
) genotype 2a
URVR
A genotyped /B 1 F

Genotyps(%) 2a+2b 2a 2b Povalus

URVR 22/99(222) 18/63(286) 436 (11.1) 0.049
RVR 62M01(61.4) 41/65(63.1)  21i36 (58.3) NE(0.674)
)\ ETR 96/101( 95.0) B1/B5(938) 35/36(97.2) NS(0.653)
SVR 88M101(87.1) 55/65(84.6) 33/36(91.7)  NS(0.370)

genotype2 C
I L28 B S N P URVR. ultra-rapid virological

ETR, end-oftrestment responss; SVE. sustzined virological sesponse

sponss; BVE rzpid virological response;

70 HCV
RNA ETR

genotypel C
EARSEBLaRDR

character <70% 2 70% P-value
pegylated interferon(PEG-IFN)  adherence
mRNA URVR 28(25) 20190 (22) NS(1.000)
RVR 4/8(50) 5a192 (63) NS(0.474)
genotype2 C ER B8(75) a0/82(98) 0.031
2005 2012 SVR B8(75) 82192 (89) NS(0.245)
- - - Ribavirin(RBV) adherence
PEG-IFN/Ribavirin URVR 416(25) 18/82(22) NS(0.752)
1L28B SNP RVR /16 (89) S1/B4(E1) NS(0.589)
ER 1415 (88) 82/84(38) NS(0.119)
101 SVR 12118 (75) 76/24(91) NS(0.098)
URVR, uitrz-rapid virclogics] respanse; RV
ETR, end-of-treatment response; SVR, sustsi
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EVCHESTLE T (REERT

SVR(n=88) Non-SVR (n=13) P-value
Genotype (2a/2b) 5533 103 NS(0.370)
1288 SNPs.
rsB099917  (TTITG) TIH7 &7 0012
rs11881222 (AAJAG) 7216 &7 0.008
rsd103142  (TTAC) 7218 87 0.009
4 (years) 50.3(26-79) 556(29-73) NS(D.116)
81 (male/female) 42/46 310 NS(0.138)
BMI (kgy/mi) 238(175-34.4) 23.5(16.9-34.1) NS(0.730)
BT (F0-23-4) 77 103 NS(0.383)
RVR (RVR/non-RVR) 59/29 310 0.004
PEG-IFN #5& (= 70%/<70%) 8216 102 NS(0.245)
REV RS E (2 70%/<70%) TEHM2 8id NS(0.088)

Bold indicated P-value ofless than 0.05.
SNPs, single nucleotide polymorphisms; BMLbody mass index: RVR, rapid virological response

SVR
RVR 8.598

1L28B SNP 6.491

EVRASTIET (ZREBR)

Factor Category Odds ratio (95% CI) P-value

RVR non-RVR 1
RVR 8.598 (1.983-37.286) 0.004

IL28B SNP 6 1
(rs8099917) T 6.491(1.660-25.241) 0.007

Bold indicated P-value ofless than 0.05
SNPs, single nucleotide polymorphisms;  RVR, rapid virological response

genotype

genotype 2a 1L28B SNP SVR

IL28B SNP (rs8099917)&8E=nE

Character IL28Bmajor IL28B hetero/minor P-value
an aG)
Numberitotal number{%)
URVR 1676 (21) 6/23(26) NS(0.581)
RVR 47077 (81) 15(24(63) NS(1.000)
ETR TAITT (96) 22/24(92) NS(0.530)
SVR TAAT (92) 1TI24(T1) 0.012
Genotype2a
URVR 13/49(27) 5/14(36) NS(0.517)
RVR 32/50(64) 915(60) NS(0 770)
ETR 48/50(96) 13115(87) NS(0.226)
SVR 45/50(90) 10M5(6T) 0.043
GenotypeZb
URVR U27(11) 11911} NS(1.000)
RVR 15/27(56) GI9(ET) NS(0.705)
ETR 2BI27(98) B(100) NS(1.000)
SVR 26127(96) 719(78) NS(0 148)

Bold indicated P-value of less than 0.05. SNPs, single nucleotide polymorphisms;
RVR, rapid virological response; URVR, ultra-rapid virologic response ;
ETR, end-of-treatment response; SVR, sustained virological response.

RVR I1L28B SNP SVR
1L28B SNP

(p=0.017)

BT 2185 (B 2T

relapse(+) relapse(—) P-value
RVR/non-RVR 35 59/34 0.255
IL28B(rs8099917) 35 74119 0.017

major / minar

Bold indicated P-value oflessthan 0.05; RVR, rapid virological response.
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