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Table 1 Backgrounds and

characteristics of male and Factors Gender p value
female patients Male Female
No. of patients 256 (62.6%) 153 (37.4%)
Age
Median (range) 53 (18-73) 59 (23-75) 0.00001
F stage
FO-2 206 (80.5%) 119 (77.8%) 0.592
F3-4 50 (19.5%) 34 (22.2%)
Grade (A factor)
A0-1 163 (63. 7%) 79 (51.6%) 0.026
A2-3 93 (36.3%) 74 (48.4%)
HCV RNA load 0 week (KIU/mL)
Median (range) 1500 (100-5000 <) 1280 (100-5000<) 0.384
ALT 0 week (IU/L)
Median (range) 74.5 (16-504) © 59 (19-391) 0.001
BMI
Median (range) 23.6 (17.5-31.2) 22.1 (16.1-33.9) 0.00033
Alb (g/dL)
Median (range) 4.0 (3.0-5.2) 3.8 (3.0-4.8) 0.011
LDL-C (mg/dL)
Median (range) 97 (30-185) 90 (34-174) 0.612
T-Chol (mg/dL)
Median (range) 167 (85-273) 176 (114-261) 0.0016
PLT count (x10%mm>)
Median (range) 17.0 (8.0-31.9) 16.4 (8.1-39.9) 0.350
Amino acid mutation of ISDR
0-1 200 (78.1%) 121 (79.1%) 0.608
2< 56 (21.9%) 32 (20.9%)
Amino acid substitution of core 70
Wwild 177 (69.1%) 114 (74.5%) 0.261
Mutant 79 (30.9%) 39 (25.5%)
Amino acid substitution of core 91
Wild 153 (59.8%) 98 (64.1%) 0.403
Mutant 103 (40.2%) 55 (35.9%)
PEG-IFN adherence
<80% 41 (17.7%) 42 (30.4%) 0.0066
80%< 190 (82.3%) 96 (69.6%)
Ribavirin adherence
<80% 54 (23.6%) 73 (52.1%) <0.00001
80%< 175 (76.4%) 67 (47.9%)
Age: <60 years
PEG adherence
<80% 30 (17.8%) 23 31.5%) 0.027
80%=< 139 (82.2%) 50 (68.5%)
Ribavirin adherence
<80% 27 (16.2%) 31 (42.5%) 0.000029
80%< 140 (83.8%) 42 (57.5%)
Age: 60 years<
PEG adherence
<80% 11 (17.7%) 19 (29.2%) 0.147
80%< 51 (82.3%) 46 (70.8%)
Ribavirin adherence
<80% 27 (43.5%) 42 (62.7%) 0.035
80%< 35 (56.5%) 25.(37.3%)
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Fig. 1 Relationship between time course of serum HCV RNA
negativity and amino acid substitutions in the ISDR and core amino
acids 70 and 91. For cases with no or only one amino acid (aa) change
in the ISDR, the rates of cEVR, LVR, ETR and SVR were
significantly higher in patients with wild type core aa 70 but only
the rates of RVR, cEVR, and LVR were significantly higher in
patients with wild type core aa 91

Amino acid substitutions

There were no significant differences in the frequency of aa
substitutions in the ISDR between males and females. Core
aa substitutions at positions 70 and 91 were as follows; 291
(71:1%) were wild type and 118 (28.9%) were mutant at
core aa 70, and 251 (61.4%) were wild type and 158
(38.6%) were mutant at core aa 91. There were no signif-
icant differences between males and females and between
patients below and above 60 years of age.

Virological responses and aa substitutions

The rate of RVR did not differ significantly between males
and females. However, more male patients showed HCV.
RNA negativity at 12 weeks (males vs. females; 60.7 vs.
48.4%, p = 0.018), 24 weeks (76.8 vs. 64.2%, p = 0.0078)
and 48 weeks (78.2 vs. 68.6%, p = 0.049), and the propor-
tion of male patients in SVR was significantly higher than
that of females (61.3 vs. 37.3%, p < 0.00001).
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RVR, cEVR and SVR rates were significantly higher in
patients with two or more aa mutations in the ISDR com-
pared to patients having no or one aa substitution in that
region (20 vs. 11%, p = 0.044; 71 vs. 52%, p = 0.0021;
66 vs. 49%, p = 0.0054, respectively). AA substitution at
core position 70 resulted in significantly lower rate of
cEVR, LVR, ETR, and SVR (40 vs. 63%, p = 0.000037;
51 vs. 81%, p <0.00001; 56 vs. 83%, 41 vs. 57%;
p < 0.00001, p = 0.0031, respectively). Although the
patients with the wild type aa at core 91 showed signifi-
cantly higher rates of RVR and cEVR, the rate of SVR was
not significantly higher in those patients (p = 0.054).

SVR rates were 30% for patients with no or one aa
substitution in the ISDR and the core aa 70 substitution,
and were significantly lower compared to those with the
wild type aa core 70 (Fig. 1). These findings were not
confirmed in patients with no or one aa substitution in the
ISDR and the core aa 91 substitution (Fig. 1).

Factors affecting SVR by univariate analysis

Univariate analysis identified nine parameters that influ-
enced non-SVR- significantly: female gender, older age,
advanced staged liver fibrosis, high viral load, low serum
Alb level, low PLT count, no or one aa substitution in the
ISDR, aa substitution at core aa 70, and low adherence to
RBY (Table 2). The frequency of steatosis and HOMA-IR
were significantly (p = 0.0057, p < 0.00001, respectively)
lower in patients with SVR compared with non-SVR (data
not shown). However, these factors were not entered in the
multivariate analysis because of the absence of the data in
many cases.

Factors affecting RVR, cEVR, and SVR
by multivariate logistic: regression analysis

Multivariate analysis identified four parameters that influ-
enced RVRindependently: low HCV RNA load, low
serum ALT level, two or more aa mutations in the ISDR
and the wild type aa at core position 91 (Table 3).

Concerning cEVR; male gender, mild fibrosis stage, low
HCV RNA load, two or more aa mutations in the ISDR,
and the wild type aa at core positions 70 and 91 were
independent predictors (Table 3).

Concerning SVR, male gender (p < 0.0001), low HCV
RNA load (p = 0.013), high PLT count (p = 0.0019), two
or more aa mutations in the ISDR (p = 0.024), and wild
type core aa 70 (p = 0.0045) were found to be independent
predictors (Table 3).

The predictive values of the combination of gender, PLT
count, ISDR and core aa 70 are shown in Fig. 2a. In male
patients having PLT of <15 x 104/mm3, and, no or one aa
substitution in the ISDR, the SVR rate was 68% when core 70
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Table 2 Univariate analysis to
identify the factors of SVR

Factors Negative of HCV RNA after 24 weeks p value
) -+

No. of patients 214 (52.3%) 195

Gender

Male 157 (61.3%) 99 <0.00001

Female 57 (37.3%) 96

Age

Median (range) 52.5 (18-75) 58:(20-74) <0.00001
<60 years 155 (58.1%) 112 0.0018
60 years< 59 (41.5%) 83

Age: <60 years
Male 118 (63.4%) 68 0.010
Female 37 (45.7%) 44

Age: 60 years<
Male 39 (55.7%) 31 0.0011
Female 20 (27.8%) 52

F stage

FO-2 190 (58.5%) 135 0.000013
F3—4 25 (29.8%) 59

Grade (A factor)

AO-1 138 (56.8%) 104 0.130
A2-3 81 (48.5%) 86

HCV RNA load 0 week (KIU/mL)

Median (range) 1300 (100-5000<) 1700 (130-5000<) 0.016

ALT 0 week (TU/L)

Median (range) 66 (16-391) 67 (19-504) 0.892

BMI

Median (range) 23.0 (17.3-32.4) 23.25 (16.1-33.9) 0.714

Alb (g/dL)

Median (range) 4.0 (32-5.2) 3.8 (3.0-4.8) 0.0088

LDL-C (mg/dL)

Median (range) 94.5 (31-185) 97.5 (30-182) 0.611

T-Chol (mg/dL)
Median (range) 169.5 (85-257) 170 (103-273) 0.511
PLT count (x10*/mm’)

Median (range) 18.2 (8.7-39.9) 15.1 (8.0-31.9) <0.00001
<15 54 (36.5%) 94 <0.00001
15< 160 (61.3%) 101

Amino acid mutation of ISDR

0-1 156 (48.6%) 165 0.0054

2< 58 (65.9%) 30

Amino acid substitution of core 70

Wwild 166 (57.0%) 125 0.0031

Mutant 48 (40.7%) 70

Amino acid substitution of core 91

Wild 141 (56.2%) 110 0.054

Mutant 73 (46.2%) 85

PEG-IFN adherence

<80% 35 (42.2%) 48 0.063

80%< 154 (53.8%) 132

Ribavirin adherence

<80% 55 (43.3%) 72 0.048

80%< 132 (54.5%) 110 :
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Table 3 Multivariate logistic
regression analysis to identify
independent predictive factors
of RVR, cEVR, and SVR

W Wild; M Mutant

was a wild type but only 16% in patients with mutant at core
70. In female patients, no or one aa substitution in ISDR and
<15 x 10*mm3 of PLT count; the SVR rates were as low as
10 or 8%, irrespective of aa substitution at core 70. SVR was

@ Springer

QOdds ratio 95% CI p value
RVR factors selected by stepwise method
F stage
FO-2/F3-4 2.924 0.988-8.696 0.053
HCV RNA load 0 week (KIU/mL)
<1000/1000< 2.151 1.130-4.082 0.020
ALT 0 week (IU/L)
<60/60< 2.165 1.127-4.149 0.020
Amino acid mutation of ISDR
2</0-1 2371 1.187-4.735 0.014
Amino acid substitution of core 91
W/M 2.137 1.021-4.464 0.044
cEVR factors selected by stepwise method
Gender
Male/female 1.912 1.209-3.021 0.0055
F stage
F0-2/F3-4 2.079 1.133-3.817 0.018
HCV RNA load 0 week (KIU/mL)
<1000/1000< 1.608 1.002-2.577 0.049
PLT count (x 104/mm3)
15</<15 1.427 0.882-2.309 0.148
Amino acid mutation of ISDR
2</0-1 2.512 1.407-4.485 0.0018
Amino acid substitution of core 70
WM 2.513 1.508-4.184 0.0004
Amino acid substitution of core 91
W/M 1.965 1.241-3.115 0.004
SVR factors selected by stepwise method
Gender
Male/female 3.704 2.132-6.410 <0.0001
F stage
FO0-2/F3-4 1.812 0.888-3.690 0.103
HCV RNA load0 week (KTU/mL)
<1000/1000< 2.024 1.163-3.534 0.013
PLT count (x10%/mm®)
15</<15 2.469 1.394-4.372 0.0019
Amino acid mutation of ISDR
2</0-1 : 2,148 1.1074.170 0.024
Amino acid substitution of core 70
WM 2.415 1.316-4.444 0.0045
Amino acid substitution of core 91
WM 1.433 0.828-2.481 0.199
PEG adherence (%)
80</<80 1.562 0.834-2.926 0.164
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Fig, 2 Relationship between SVR rate and amino acid. substitutions
in the ISDR and core amino acids 70 and 91, PLT counts and gender
difference. The two figures of a show the results of Study I and the
two figures of b show the results of Study 2. In male patients with no
or only one amino acid (aa) substitution in the ISDR and PLT count of
less than 15 x 10%mm°>, the SVR rate was 68% in those with wild
type core aa 70, but only 16% in patients with mutant type of core aa
70, which is significantly different (p = 0.000088). There were no
significant differences between wild type and mutant type of core aa
70 in the patients with no or one aa substitution in the ISDR and PLT
count of over 15 x 10%mm®. By contrast, in female patients with no
or one aa substitution in' the ISDR, there were no significant
differences between wild type and mutant type of core aa 70 with PLT

Study design 2

The basic features of 201 patients achieving 80%
adherences to both PEG-IFN and RBV are-as follows:
the females were significantly (p = 0.00006) older than
the males. Iron deposition in liver tissue, alcohol abuse,
BMI, serum albumin level, serum ferritin level, and
PLT" count "~ were - significantly - higher: in- males than
females. - Inflammatory - activity ~ was  significantly
(p'='0.046) higher in females than males (data not
shown).
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count of less than 15 x.10%mm®, but there were significant
differences between wild type and mutant type of core aa 70 with
PLT counts of less than 15 x 10%¥mm® (a). For the patients
maintaining over 80% adherences to both PEG-IFN and RBYVY, in
males having no or one aa substitution in the ISDR and PLT counts of
Iess thari 15 x 10*/mm®, a wild type of core aa 70 could predict SVR
with a positive predictive value (PPV) of 61% and negative predictive
value (NPV) of 82% (p = 0.052). However, in male patients with
PLT counts of over 15 x 10%mm?>, core aa 70 was not a useful
marker for. predicting. SVR and non-SVR. The number of female
patients with no or one aa substitution in ISDR was too small to reach
a definite conclusion (b)

AAsubstitutions:in the ISDR were as follows; in males
33 (22.3%) had two or more aa substitutions, in females 8
(15.1%) had two or 'more aa substitutions. The analysis of
core aa position 70 and 91 sequences showed no significant
differences in aa substitutions of either core aa 70 or 91
between males and females (data not shown).

In patients less than 60 years of age, SVR rate was
significantly higher (p = 0.0042) in males than females,
but no significant difference was noted between males and
females “over 60 years: old. However, the number of
patients over 60 years was small (Table 4):
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Table 4 Univariate analysis to
identify the significantly
different factors between SVR
and non-SVR (201 patients
received over 80% adherences
of both PEG-IFN and RBYV)

@ Springer

Factors Negative of HCV RNA after 24 weeks p value
(=) )

No. of patients 111 (55.2%) 90

Gender

Male 93 (62.8%) 55 0.00037

Female 18 (34.0%) 35

Age

Median (range) 51 (18-70) 56 (23-74) 0.00025
<60 years 91 (60.3%) 60 0.014
60 years< 20 (40.0%) 30

Age: <60 years
Male 79 (66.4%) 40 0.0042
Female 12 (37.5%) 20

Age: 60 years<
Male 14 (48.3%) 15 0.243
Female 6 (28.6%) 15

F stage

F0-2 103 (60.9%) 67 0.0012

F34 8 (25.8%) 23

Grade (A factor)

A0-1 80 (59.3%) 55 0.189

A2-3 31 (47.0%) 35

HCV RNA load 0 week (KIU/mL)

Median (range) 1300 (110-5000<) 1280 (130-5000<) 0.351

ALT 0 week (IU/L)

Median (range) 74 (16-268) 67.5 (19-504) 0.752

BMI

Median (range) 23.1 (17.3-31.0) 23.6 (16.1-33.9) 0.626

Alb (g/dL)

Median (range) 3.95 (3.3-5.2) 3.9(3.0-4.8) 0.079

LDL-C (mg/dL)

Median (range) 96 (31-185) 97.5 (30-182) 0.865

T-Chol (mg/dL)

Median (range) 170 (85-248) 170°(105-273) 0.624

PLT count (x 10%/mm?)

Median (range) 18.9 (8.7-30.9) 15.55 (7.2-28.4) 0.00003
<15 23 (35.9%) 41 0.00024
15< 88 (64.2%) 49

Amino- acid mutation of ISDR

0-1 84 (52.5%) 76 0.159

2< 27 (65.9%) 14

‘Amino acid substitution of core 70

Wild 91 (61.5%) 57 0.0037

Mutant 20 (37.7%) 33

Amino acid substitution of core 91

Wwild 73 (60.3%) 48 0.083

Mutant 38 (47.5%) 42
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Virological responses and aa substitution

The rates of RVR, cEVR, LVR, ETR and SVR in males and
females were 12.5 versus 11.3% (p = 1.000), 59.6 versus
43.4% (p = 0.053), 74.3 versus 50.0% (p = 0.0018), 76.2
versus 66.7% (p = 0.198), and 62.8 versus 34.0%
(p = 0.00037), respectively (data not shown). The back-
grounds and characteristics of SVR and non SVR patients are
shown in Table 4. There were significant differences in
gender (male vs. female; p = 0.00037), age (<60 years vs.
>60 years; p == 0.014), Fstage (FO-2 vs. F3,4; p = 0.0012),
PLT count (<15 x 10%mm> vs. 15 x 10%mm’<; p =
0.00024), and substitution of core aa 70 (wild type vs.
mutant, p = 0.0037) between SVR and non-SVR patients.
The distribution of fatty change in liver tissue (<10% vs. 11—
33% vs. 34%<; p = 0.046) and the grade of HOMA-IR (1.7
vs. 3.9, p = 0.0018) were significantly different between
SVR and non-SVR (data not described in Tabie 4).

Factors affecting SVR by multivariate logistic
regression analysis

Male gender (p = 0.0006), mild fibrosis stage (p = 0.027),
and wild type of core aa 70 (p = 0.043) were independent
predictors of SVR.

Valuable markers for predictions of sustained
virological response to peginterferon and ribavirin
therapy

Two or more aa mutations.in the ISDR, wild type core aa
70, >15 x 10*/mm? of PLT count, and male gender were
selected statistically as independent predictors of SVR.. We
show here SVR rates of the patients having over 80%
adherences to both PEG-IFN and RBV (Fig. 2b). In males
having no or one aa substitution in the ISRD and PLT
count of <15 x 10%/mm* wild type core aa 70 could
predict SVR with a positive predictive value (PPV) of 61%
and negative predictive value (NPV) of 82% (p = 0.052).
In females, the SVR rate was very low in those who had
substitution of core aa 70, but there was no significant
difference between patients with wild type and substitution
of core aa 70. The number of female patients was too small
to provide a definite conclusion.

Discussion

The present multivariate logistic regression analysis
revealed that male gender, low HCV RNA load, high PLT
count, and two or more aa mutations in the ISDR and wild
type core aa 70 were independent predictors for SVR. PLT

count significantly decreased corresponding to the pro-
gression to the stage of liver fibrosis in CHC [9, 30, 31].

It has been considered that the low adherence level to
PEG-IFN/RBYV is a major cause of a significantly lower
SVR rate in females and older patients [32]. The percent-
age of patients having over 80% adherences to both PEG-
IFN and RBV was significantly lower in females than
males, however, differences in the adherence to PEG-IFN/
RBV between males and females were not independent
predictive factors of non-SVR.

A recent report from Japan showed six or more muta-
tions in the variable region 3 (V3) of nonstructural protein
5A (NS5A) plus upstream flanking region NS5A (aa 2334
2379), referred to as the IFN/RBV resistance determining
region (IRRDR), was a useful marker for predicting SVR,
but the ISDR sequence was not valuable for predicting
SVR [33]. However, the number of subjects in that study
was too small (n = 45) to reach an acceptable conclusion.

To elucidate the factors affecting low SVR rate in older
female patients, we performed a multivariate logistic
regression analysis using patients who achieved >80%
adherence to both PEG-IFN and RBV. Male gender, stage
of mild liver fibrosis, and wild type core aa 70 were
independent predictors of SVR. In this study, blood con-
centration of RBV was determined in fewer than 50% of
cases during treatment. Thus we cannot exclude the pos-
sibility of the effect of the blood concentration of RBV
during treatment on the low SVR rate in females and older
patients.

From the present analysis, it was clear that ALT, BMI,
Alb, T. Chol, and adherence to RBV differed significantly
between males and females, however, these factors were
not independent predictors of SVR. There is a report that
steatosis is an important cofactor that reduces the SVR rate
in genotype 1 infected patients [34], however, such an
effect was not seen in this study. Thus we could not
identify the factors associated with a significantly lower
SVR rate in females than males.

In the present multivariate logistic regression analyses,
patients having wild type core aa 91 had significantly
higher rates of RVR and cEVR, but not SVR, and patients
with wild type core aa 70 had significantly higher rates of
cEVR and SVR, but not RVR. Patients having two or more
aa substitutions in:the . ISDR had significantly higher rates
of RVR, cEVR, and SVR. Although several possibilities
have been considered concerning the effects of aa substi-
tutions of core protein on SVR in PEG-IFN/RBV therapy
for CHC patients, the exact mechanisms have not yet been
elucidated.

Recent reports have indicated that low serum IP-10
(interferon-y inducible protein 10 kDa) [35], a higher
HCV-specific CD8 cell proliferation potential [36], and a
high ratio of Th1/Th2 [37] are good predictors of SVR to
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PEG-IFN/RBV therapy. These results indicate the impor-
tance of immunological status and immunological response
to treatment in patients difficult to treat with PEG-IFN/
RBYV therapy for CHC.

The present univariate analyses revealed that there were
many factors relating to RVR, cEVR, and SVR including
LDL-C, HOMA-IR, fatty change in liver tissue, and hyal-
uronic acid, however some of these factors had not been
examined in some participating institutes. We consider that
we must perform a prospective mass study using many
factors including immunological aspects, viral factors,
disease status, and therapeutic aspects to elucidate the
reason that older female patients are resistant to a combi-
nation of PEG-IFN and RBYV therapy in CHC with a high
viral load genotype 1b.

In conclusion, our results demonstrated that wild type
core aa 70, two or more aa mutations in the ISDR, low viral
load, high PLT counts, and male gender are useful markers
for predicting SVR.
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WTHHIANARFERBIEBERABEVIZONA
eIk T sz LHETHSE. 22T, FRE
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H25%E 15 - 200048 H

R 2 FE B MU LD BEFFRICHNT BIEETA F 74 v (EHETTESE (RRHEEGIH

Bl A P94tk 3)
BENSRIE, ALT=311U/IT:

HBe HiERB#:HIZ, HBV DNA & 5 log copies/m! Bk,
HBe HiE & HEHIIZ, 4log copies/ml B E
FFREZSRERIClX, 3log copies/m! Bl E

HBe #iE HBY DNA & =7 log copies/m/ <7 log copies/m/
e BB (DEntecavir (DEntecavir
@Sequential QIFN Bt 5 (24~4838)
(Entecavir ; IFN EFE %)
e TiE et Entecavir (DEntecavir
(QIFN B 5 (24~48 38)

£ 3 ALT BEEFEHOBEDORTIANAEE (A VF—T720Y) 2ITIHAF 74 v (BHEWREH

(REHELIER))

f/RE 4 4
ALT f& =15%10%/ul <15%10%/ul
=301U/1 2~4» BEICIE ALTH7 + 0 —, MMEGERBIS LR DEET 3,

ALT B % B L B E CsEAD M,
RIBYRVZTEL, HT7ANABELZE | 74 VABEPHEE.

AIRE % 5 FFER % 11T L F2A2 DL Eoflic

. FEEMIERETOIE 2~4» BEIC s ALT
EZHEEL, BE2RLEZBATHYAL
ABEERER.
31~401U/1 65 WL T IZH 7 A N RAEEDEE, BT RIGRICHEL 5, X

MEETE, VAVAR, FiRaE2EEL, BFO CHEBEFRARICEL T, BREZERT 3,

YR DECEELBIRLBEZT)DEND
3. BEEREEOWMAE CHEEHP HBe HiROHE
BIZLSOTHREBEOTAL FIA4 VBRI NTNES,
Av¥—=7=zuy (IFN) THETIPERT -
a7 E2RRT 200 TE, BHEFEHEON
A RIALUVBRENT S (F2).

M7 a7z RHEART 52 Lick>THF
BEFIEIMET T 508, MEVA NV AOHEE WS
MRS 5, BE, MEY A VAOHBEED
PRIy T AENVBEBIRE R oTWS, 3H
BARBOHE CEBEDBEICIZIFN FE L L E
R, ZOBHCBEEBEBIRONRLEL S,

3. CHESMFROEEER

CEFRYANA (HCV) X, b2EOFED
FEE®D 70% 5L k% 5o T3, B JEimEin
BRI CTREBE L 0, Bickzafvy—
7x0 VIREBR EX S ENENHELS

nTw3, CHFRCERELTWEES, BRIA
BREfHTET, 20~0 FEoRIBE T BT
BB W5 2 EH%H 0, COETEIZI/D
Widk & AR 5 72, MVIMEEDS 15 F/mmiLL
TIRET T3 LBEFADEITLZRETH S

L, 10 5/mm* A FIET T2 EFEEIC RS> T
W 5 AR .

IEN IZ X 2 T A WADBEEBRTE -5 EI121,
FRELRPET T 2 7 0@ EE 2T IFN 5#
2T LENEETHS, I, HEOSHEE
DB 3~61 ABEOBEREEHLER CT
A¥ e v EToTCRBRRICED S,

ZZTIFNEEEZEDITA FIA4 VR
nTw3 (R3). ALT {E» 31 IU/I L EOBE,
H B I M/ARE 15 H/mm* RO Fhiro
BRI IFN 280 5RETHSB, ZOHAF
A VEBREET 5720, UbtEtEETOREY
AT BB LIEZ A, ALT 2330 RBOBED
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HERABEEEH

(n=1,454)

20 F— — [ 80MLE
Q I ! - 40LLEBOKE
= FE— 301 L 405K
i - — 30k
{%&ﬂ 10 ------------------------
e r—
Bk

0
0 2 4 6 8 10 12 14 &

B 1 CHBHEFRESICKT 2 ALT EHFREER (n=1,454, R

BEF R+ FIRBERR)

20
Logrank test: p=0.006

— 15%LLE
------ 157558

RBEREEX (%)
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2 CHUBMIFRBEICEBIT S ALT fE2 301U/ RO HE DI
AMRRIFFFER (BUREF R+ FIRBE D)

HIFFIBY 2 7 ME <, 311U/1 A ECIxfrES
FEMNE P>, ALT EA80IU/I B EnB&c
RHED I PRI RN E o 7255, ALT ED 40~
80 & 31~401U/ml DHEIC b BRI ED» -
72 (1), LkdoT®hs 2 77—~ Ch
EDOFEEECRIPENIEI Ao TH 570,
BHMEEOEETIFN BEZITIDEND 5,
ALT 220U/l BOIEEEFETH > TH, M/MRE
2315 B/mmPARoseiciz, FEEBY R I
Hotz (M2)., 22T, TOHA FI4 v 2HEF
LTBREODRBEHHZROL I EVPEEL LS,

4. CERIBHFRDGEHE

IFN BEIZ 2 2 5 FEHCREBWICES L 72,
bBETIE 2EED CEFR7A VADREEH
ALNBH, CRIFRIANVADRITHIRL X
NE1BDOIANZABYET, 74 NVABDSWE
BITIZEE LRI N IFN T & 37 4 v A HER
RIEH - 2, KD IFN BHEESH T 74V

AHEBRIZ 2~5%ICA LN B I T E b o7, L
LYY ¥ v ) ARRAID IFN OF)R 2 H
WL, BlHOEHTHREIERIA V& —
7 =1 Y DEIBIT X o THRESIRPREBIES
L7z, 18 CBIFRA A VAL, 7410
REDSHVHBOBRETH RS IFNEH L YN
B YRIRBERIIC & - THRBUC Y A VATERDST
X5 kYichot, EHIC1BEYANVAREMS
DIBFE LR T VWEBETIZIONBEICHEL .
72T, BEEDEBRNBEFEHERE,LSRIN
T3 (R4,

—EIFN 22 TABR L b o> EMIC N
2HEIBEONL FIL4 VB RENTWE, 08
Al A N AR PR S S B REEHN RO, I
BEERFEANDOBTZEILT 2 D DEREIPDE
RT3 2 ERITH S, R, YA YE
) NERASEIG TR VWA, IFN OSBRI
HomEg2Tv», FEESCHE~NOERZIIET
B0z, ALTHOEFEKZT TR a7 b
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