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The viral kinetics in genotype 1 and non-1 infected Lithuanian patients
with chronic hepatitis C virus (HCV) infection was studied during treat-
ment with Lithuanian alfa interferon (IFN). Thirty-six patients with a
mean age of 37 years (range, 19-66 years) were given IFN mono-the-
rapy either as a standard regimen during 48 weeks or with an increased
IFN dose daily during a 10-day induction phase followed by standard
three times a week (t.i.w.) dosing with 3 or 6 MU during totally 24
weeks. Induction IFN therapy followed by standard or high dose t.i.w.
of IFN used as mono-therapy was not better than standard t.i.w. treat-
ment from onset in achieving a decline in HCV RNA levels at weeks
4, 8 or 12 during treatment. Patients with genotype 2 or 3 infections had
a much more pronounced decline in HCV RNA levels, irrespective of
treatment schedule given, than genotype 1 patients, reflected by a mean
3 log and 1 log decline, respectively, of the HCV RNA levels already
at week 4. No patient treated with induction and a low follow-up IFN
dose during only 24 weeks achieved sustained virological response (SR),
whereas patients treated with induction and a high follow-up dose achie-
ved SR in 36%, a difference which nearly reached significance, p =
= 0.067. Patients treated with the standard scheme during 48 weeks had
an overall SR of 42%, not significantly different from the result in the
combined induction groups (17%, p = 0.1). It is concluded that geno-
type non-1 infections respond with a much more pronounced decline in
viral levels early during treatment than genotype 1 patients, and that a
short induction period does not translate in a higher sustained response
rate.
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INTRODUCTION

nover of HCV in serum has been shown to be very
rapid, with a daily production of HCV particles of

Chronic infection with hepatitis C virus (HCV) is
estimated to affect almost 4 million people in the
United States, approximately 8-9 million in Europe,
and 170 million worldwide (1, 2). Many of these
patients eventually will develop cirrhosis and its se-
quela (3). Alfa interferon (IFN) treatment of chro-
nic HCV infection has been used during the last
decade and yet the optimal treatment schedule has
not been firmly established (4). Recently the tur-

Correspondence to: Prof. Ola Weiland, Division of In-
fectious Diseases 173, Karolinska Institutet at Huddinge
University Hospital, 141 86 Stockholm, Sweden. Fax:
+46 8 585 819 16. E-mail: ola.weiland@medhs.ki.se

102 (§). The decline of HCV RNA levels during
IFN therapy of HCV-infected patients has shown
that three times per week dosing is less effective to
reduce the viral levels than daily dosing, and that
the decline is dependent on the IFN dose given (5,
6). During IFN treatment HCV RNA levels fall mo-
re slowly in genotype 1 than genotype 2 infections
(7), both during the initial rapid decline phase
reflecting clearance of the virus from serum and
during the subsequent slower decline phase which
starts on the second day of treatment, which is
thought to reflect the elimination of infected hepa-
tocytes. The standard treatment regimen with IFN 3
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MU thrice weekly offers a low efficacy in patients
with genotype 1 infections, where induction treat-
ment potentially could improve the results (8). One
important prerequisite to achieve a sustained res-
ponse seems to be an early clearance of HCV RNA
from the circulation, which is achieved more frequ-
ently with a more aggressive initial therapy (9). In
Japan thus initial daily IFN administration during
2-4 weeks followed by administration three times a
week (t.i.w.) during the following 5 months has been
widely used and resulted in comparatively high
sustained response rates also in genotype 1 infec-
tions (10). It is firmly established that patients with
genotype non-1 (genotype 2 or 3) will respond bet-
ter to IFN mono-therapy or IFN in combination
with ribavirin than genotype 1 patients (4, 8). The
reason for this difference and the more rapid viral
decay rate in genotype non-1 versus 1 strains is un-
known (7).

The aim of this study was to assess the viral
kinetics in patients with genotype 1 and non-1 chro-
nic HCV infection during treatment with a Lithua-
nian IFN utilised as mono-therapy and given as a
standard regimen during 48 weeks or with an incre-
ased IFN dose daily during an induction phase fol-
lowed by standard three times a week dosing with 3
or 6 MU during totally 24 weeks.

MATERIALS AND METHODS

This study was an open trial evaluating HCV RNA
kinetics during standard t.i.w. dosing or initial once
a day (induction) dosing followed by t.i.w. dosing of
Lithuanian IFN alfa-2b during treatment of patients
with chronic HCV infection. It was performed at
the Department of Infectious Diseases, Vilnius Uni-
versity and University Hospital for Infectious Dise-
ases during 1997-1999. The study was approved by
the Ethics Committees at the Karolinska Institutet,
Stockholm, Sweden, and Vilnius University, Vilnius,
Lithuania.

Patients

Patients with chronic HCV infection were eligible
to enter the study if negative for HBsAg and anti-
HIV in serum, and if clinical, laboratory or histolo-
gical signs of autoimmune or metabolic liver disease
were lacking. Patients with clinically obvious abuse
of alcohol were excluded as were patients with liver
cirrhosis. All patients were anti-HCV and HCV
RNA positive in serum and had had raised liver
enzymes for more than 6 months prior to inclusion.
A liver biopsy with findings consistent with chronic
hepatitis C had been performed within 6 months

prior to entry in all patients. No patient had previo-
usly received antiviral therapy for hepatitis C.

Treatment

Treatment was given with Lithuanian recombinant
Interferon alfa-2b (Realdiron, Biotechna AB, Lithua-
nia) i.m. Patients were entered consecutively to the
individual treatment groups, standard IFN treatment
with 3 MU t.iw. during 48 weeks (group I); daily
induction IFN treatment with 6 MU during 10 days
followed by standard (3 MU) follow-up dosing
(group II) or high (6 MU) follow-up dosing t.i.w.
during totally 24 weeks (III). The follow-up period
after treatment stop was 24 weeks, hence, the total
study period was 72 weeks for group I, and 48 weeks
for groups II and III.

METHODS

Sera for determination of HCV RNA levels were
drawn at baseline (day 0) and at week 4, 8, and 12
during treatment (for all groups), at end-of-treat-
ment (ETR) (week 24 for groups II and III and 48
for group I) and at the end of follow-up (24 weeks
after treatment stop). Analyses for ALT levels,
hemoglobin, white cell, differential, and platelets
counts were performed at the same time points and
also every 4th week during treatment and analysed
by standard methods. Sera were immediately frozen
at =70 °C and later analysed for HCV RNA levels
at the Division of Virology, Huddinge University
Hospital, Karolinska Institutet, Stockholm, Sweden.

HCV RNA quantification

HCV RNA levels were analysed by the Cobas
Amplicor HCV Monitor version 2.0. Roche Diag-
nostics, Mannheim, Germany. This assay has a sen-
sitivity of approximately 600 IU/ml serum (11). For
high titre sera a dilution of 1/10 was used to give
accurate levels.

Genotyping

HCV genotyping was performed by a line probe
assay (Inno-Lipa HCV 1I, Innogenetics, Brussels,
Belgium) (12) or an in-house method (13).

Liver biopsy

A liver biopsy was performed in all patients within
6 months prior to entry and again at treatment stop.
Histological evaluation was performed according to
the Ishak scoring system separating stage and grade
(14). In short, the scoring system ranked liver in-
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flammation (grade) on a scale 0-18 and fibrosis (sta-
ge) on a scale 0-6.

Statistical methods

For a 2-group comparison of continuous data the
Mann-Whitney U test and for a 3 group compari-
son the Kruskal-Wallis test were used when approp-
riate. The Fisher’s exact two-tail test or chi-square
methods were used to test categorical variables. A
p < 0.05 was considered statistically significant.

RESULTS

Thirty-six patients (26 males and 10 females) with a
mean age of 37 years (range, 19-66) were included.
Sixteen were infected with genotype 1 (lan = 3; 1b
n = 13, including one with mixed genotype 1b/2), and
20 were infected with genotype non -1 (2an = 9, 2b
n = 1, or 3a n = 10). The baseline patient demograp-
hics are given in Table 1.

No statistically significant difference among the
groups was noted for age, sex, baseline HCV RNA
level, genotype distribution, baseline ALT level, ba-
seline stage or grade. Thus the median HCV RNA

level at baseline was 593,000 IU/ml in genotype 1
patients and 915,500 IU/ml in genotype non-1 pa-
tients, a difference that was not significant. The di-
stribution of genotypes, however, was somewhat
skewed so that a low number of genotype 1 patients
was allocated to group I. The mean baseline viral
load was also higher in the two induction groups (II
and III) than in the standard treatment group (I),
but not at a significant level.

All patients completed the treatment, and 30
(83%) had a control liver biopsy performed at end-
of-treatment (ETR). A follow-up visit was comple-
ted for 29 (81%) patients, and only 3 who were
negative for HCV RNA at ETR were lost to fol-
low-up and regarded as non-responders in the out-
come analysis. The four patients who were HCV
RNA positive at ETR and did not come for follow-
up were also regarded as non-responders.

HCV RNA levels during the 12 initial treatment
weeks

The mean HCV RNA levels according to genotype
1 or non-1 in the treatment groups according to
treatment week are shown in Table 2. No statistical-

Table 1. Baseline demographics according to treatment groups
Group 1 Group 1II Group III
(n =p12) (n =p13) (n =p11) p value
Sex M/F (n) 7/5 10/3 9/2
Mean age (range), yrs 40 33 37 ns
(21-66) (20-43) (19-56)
Mode of acquisition (n)
IVDU/PTH/
SURG/SPOR/
HOSP/SEX 2/2/1/7/0/0 3/2/3/5/0/0 2/1/2/4/1/1
Plasma donor 7 3 5
Genotype 1/ non-1 4/8 7/6 5/6 ns
Mean HCV RNA (range) IU/ml ns
Total 848.833 1.424.153 1.730.182
(24.000-2.600.000) (22.000-6.100.000) (56.000-4.000.000)
Genotype 1 931.250 595.429 1.840.200
(24.000-2.400.000) (22.000-1.900.000) (56.000-4.000.000)
Genotype non-1 807.625 2.391.000 1.638.500
(120.000-2.600.000) (232.000-6.100.000) (367.000-4.000.000)
ALT mean (range) 158 133 138 ns
(45-500) (49-450) (41-390)
Histology ns
Grade mean (range) 4.1 (2-8) 3.9 (2-7) 3.6 (3-4)
Stage mean (range) 0.5 (0-2) 1.0 (0-3) 1.4 (0-3)
Group I = 3MU t.iw. for 48 weeks; Group II = 6MU daily for 10 days (induction phase) followed by 3MU t.i.w.
until week 24.
Group III = 6MU daily for 10 days (induction phase) followed by 6MU t.i.w. until week 24.
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Table 2. HCV RNA levels according to treatment group and genotype 1 versus
non-1 at baseline, weeks 4, 8 and 12 during treament

Genotype / treatment group b (o 1BIG L2 IO/ il

Baseline Week 4 | Week 8 Week 12

Genotype 1

Group 1 931,250 90,650 36,325 96,150

Group 1I 595,429 119,628 149,114 166,828

Group III 1.840,200 805,260 617,640 296,440
Genotype non-1

Group I 807,625 4187 599 8,949

Group II 2,391,000 4066 12,866 899

Group III 1,638,500 799 649 599

Group I = 3MU tiw. for 48 weeks; Group II = 6MU daily for 10 days
(induction phase) followed by 3MU t.iw. until week 24

Group III = 6MU daily for 10 days (induction phase) followed by 6MU t.i.w.
until week 24

ly significant difference in mean HCV RNA level
was noted between the groups with induction (II
and III) and standard treatment (I) at any time point
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during the 12 initial weeks of
treatment. The HCV RNA le-
vels in the two induction groups
did not differ significantly du-
ring this period. Hence, these
groups were combined for com-
parison with group I, the stan-
dard treatment group, when
analysing the kinetics during the
initial 12 weeks of treatment.

Viral decline with induction
or standard treatment
according to genotype

The median viral load in all
patients did not differ signifi-
cantly at any time point bet-
ween the induction and stan-
dard treatment groups (Fig. 1,

a and b). The HCV RNA levels, however, decli-
ned more substantially for genotype non-1 than for
genotype 1 patients, irrespectively whether induc-
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Figure. Box plotting of the median 10 log HCV RNA level (the bar within the box) during treatment with interferon-alfa
according to treatment schedule and time point during treatment. Patients received either standard thrice-weekly treat-
ment from start (black box, n = 12) or daily induction therapy during 10 days followed by thrice-weekly treatment (open
box, n = 24). The box shows the 25th through 75th percentile, the lower and upper bars the 10th and 90th percentile,
respectively. Figure 1a depicts genotype non-1 (genotype 2 or 3) infected and Figure 1b genotype 1 infected patients.
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Table 3. Mean HCV RNA levels according to genotype 1 versus| that no patient treated with induction and
non-1 at weeks 4, 8 and 12 during treatment a low follow-up IFN dose during only 24
Genotype Mean HCV RNA IU/ml weeks a?hleved a lastln.g response, whe-
; reas patients treated with induction and

Bascline | Week 4 | Weck 8 | Week 12 a high follow-up dose achieved SR in

Genotype 1 1,068,375 326,643 267,330 189,662 36%, a difference that nearly reached sig-
Genotype non-1 ~ 1,531.900 3134 4294 4029 nificance, p = 0.067. Patients treated by
p value 0,1864 0,0177 0,0015 0,0056 a standard scheme during 48 weeks had

tion or standard treatment had been given (Fig. 1,
a and b). Hence, genotype non-1 patients had a
mean 3 log decline already at week 4, whereas
genotype 1 patients only declined 1 log. Accordin-
gly, the mean HCV RNA levels at weeks 4, 8 and
12 during treatment showed significantly lower le-
vels in genotype non-1 patients as compared to ge-
notype 1 patients (Table 3).

Overall virological response

The overall virological response at end-of-treatment
(ETR) and at follow-up (sustained response (SR)
are given in Table 4. At the end of treatment 58%,
23%, and 73% in groups I, II, and III, respectively,
had levels of HCV RNA below the detection limit
of the test. The corresponding SR figures showed

an overall SR of 42%, not significantly
different from the result in the combined
induction groups (17%, p = 0.1).

Virological response at different time points in
the combined induction group versus standard
treatment group according to genotype 1 or non-1

Already at week 4 HCV RNA had become unde-
tectable in serum (less than 600 IU/ml) in 7/12
(58%), 713 (54%), and 6/11 (55%) of patients in
groups I, II, and III, respectively (data not shown).
In genotype 1 patients HCV RNA became undetec-
table in 5/12 (42%) given induction therapy as com-
pared to 1/4 (25%) treated by standard treatment, a
difference that was not significant (Table 5). The
corresponding figures for genotype non-1 patients
at week 4 were 8/12 (67%) and 6/8 (75%) treated
by induction and standard treatment, respectively.

These data, if combined, show that ge-

non-1

Table 4. Virological end-of-treatment response (ETR) and sustained
response (SR) according to treatment groups and genotype 1 and

notype non-1 patients more often beca-
me HCV RNA negative than genotype
1 patients already at week 4 (14/20 ver-

Treatment group Virological ETR

number total (%)

Virological SR
number total (%)

sus 6/16, p = 0.051) (Table 5). At ETR
the corresponding figures were 13/20 ver-

Groups II and III
Total n = 24
Genotype 1 n = 12

11/24 (46%)
412 (33%)

Genotype non-1 n = 12 7/12 (58%)

Genotype 1 n = 5 2/5 (40%)

Genotype non-1 n = 6 6/6 (100%)

424 (17%)
2012 (17%)
2012 (17%)

2/5 (40%)
206 (33%)

sus 5/16, p = 0.9.

Group 1

Total n = 12 7/12 (58%) 5/12 (42%) Liver histology

Genotype 1 n = 4 1/4 (25%) 1/4 (25%) . . .
Genotype nontiin =3 6/8 (75%) 48 (50%) Liver histology was evaluated in all pa-

tients before treatment and in 30 pa-
tients (83%) at end of treatment (ETR).

Overall in the total material a signi-
ficant decline in the grade score was se-
en from baseline to the ETR biopsy, p =

orowe 1 i %) o 0% = 0.0001 (Table 6). This decline when

Genotvoe 11 = 7 207 (29 Ly; 07 (0 17; analysed according to genotype was sig-
w - ’ ’ nificant only for genotype non-1 patients

(Srelye menHl i = o (0922) W (07) (p = 0.0004) but not for genotype 1 pa-

Group III tients (p = 0.1562).

Total n = 11 8/11 (73%) 411 (36%)

Adverse events

6MU t.iw. until week 24.

Group I = 3 MU t.iw. for 48 weeks; Group II = 6 MU daily for
10 days (induction phase) followed by 3 MU t.iw. until week 24.
Group III = 6 MU daily for 10 days (induction phase) followed by

Generally, the adverse events were tho-
se commonly noted in IFN treatment.
In the induction high dose follow-up
group (III), nearly half of the patients
had thrombocytopenia (< 75 x 10%1).
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Table 5. Number of patients (%) in the combined induction and standard treatment
groups with undetectable HCV RNA levels (<600 IU/ml) at week 4, 8, 12, end-of-
treatment (ETR) (week 24 for the combined induction group and week 48 for the
standard treatment group) and follow-up week 24

Weck | 4 | & | 12 | 2418 | 24 (fw)
Induction group 13 (54%) 14 (58%) 15 (63%) 11 (46) 4 (17%)
(n = 24)
genotype 1 5 (42%) 5 (42%) 5 (42%) 4 (33%) 2 (17%)
(n=12)
genotype non-1 8 (67%) 9 (75%) 10 (83%) 7 (58%) 2 (17%)
(n = 12)
Standard treatment group 7 (58%) 8 (67%) 7 (58%) 7 (58%) 5 (42%)
(n = 12)
genotype 1 1 (25%) 0 (0%) 1 (25%) 1 (25%) 1 (25%)
(n = 4)
genotype non-1 6 (75%) 8 (100%) 6 ( 75%) 6 (75%) 4 (50%)
(n = 8)

Six patients in induction treatment group and one patient in standard treatment group
lost to follow-up are all regarded as non-responders; three of them (two in induction
group and one in standard treatment group) were HCV RNA negative at ETR.

whereas genotype 1
patients only declined
1 log. These results
are in line with the
findings in other stu-
dies and show that pa-
tients infected with ge-
notypes 2 or 3 (non-
1) respond better to
IFN than genotype 1
patients (5, 16). Hen-
ce, Neumann et al.
found that the T 1/2
was shorter for geno-
type 2 than for geno-
type 1 infections dur-
ing IFN treatment,
both during the initial
rapid decline phase
and during the second
slower decline phase
reflecting the infected

hepatocyte cell death
rate. During the latter

Table 6. Stage and grade before treatment and at treatment stop in 30| phase the mean T1/2 was 2.3 versus

patients with follow-up biopsy 8.7 days for genotype 2b and 1 infec-

| Stage | Grade tions, respgctively (7). These autho.rs,

however, did not correlate these fin-

Before treatment dings with the long-term outcome and
Mean (range) Total n = 36 0,9 (0-3)a 39 (2-8)b sustained response rates.

Genotype 1, n = 16 08 (0-2) 32 (2-4)c The turnover rate of HCV has

Genotype non-1, n = 20 1,1 (0-3) 4,5 (2-8)d mathematically been calculated and

After treatment found to be very fast, — 10" viral par-

Mean (range) Total n = 30 1,0 (0-3)a 2,4 (0-5)b ticles are produced and cleared every

Genotype 1, n = 13 0,6 (0-1) 2,6 (1 - 5)c day. Furthermore, the half-life of

Genotype non-1, n = 17 1,3 (0-3) 2,2 (0-4)d HCV has been estimated to be only

3 h (17). An exponential decline of

A-a) p = NS; b-b) p = 0.000L; ¢ —¢) p = NS, d-d)p = 00004 HCV RNA with a mean half-life of

¢ — d before treatment p = 0.0013 after treatment, p = NS. approximately 2 days has been de-

scribed in patients receiving a dose

DISCUSSION of 3 MU IFN alfa three times per

week (17).

We found that the median viral load in our patients
did not differ significantly between the induction and
standard treatment groups at any measured time
point during the initial 12 weeks of treatment.
Hence, no difference in viral kinetics was seen no
matter induction or standard treatment had been
given; the levels however, were not analysed during
the initial 4 weeks when such a difference might
have been detected as described earlier (15). HCV
RNA levels, however, decreased more substantially
for genotype non-1 than for genotype 1 patients,
irrespectively if induction or standard treatment had
been given. Hence, genotype non-1 patients had a
mean 3 log decline in viral levels already at week 4,

By increasing the dose to 6 MU IFN daily, Yasui
et al. noted a mean T1/2 of only 8 h (18). The decline
in HCV RNA levels in serum during IFN treatment is
thought to be dose-dependent (6). A very rapid clea-
rance of HCV RNA with a mean half-life of 5 h has
been noted with a dose of 10 MU IFN during the first
day (9). The aforementioned studies performed in
nalve patients, taken together with the study perfor-
med in non-responders suggest that a dose of 10 MU
IFN per day will block HCV virion production more
completely than a standard 3 MU dose given three
times a week. Furthermore, the HCV RNA levels will
rise already 48 h after the first IFN injection before
the second dose is given when a t.i.w. scheme is used
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(6). It has thus been proposed that daily dosing, in-
duction treatment, should offer better results than t.i.w.
dosing.

The findings of Bekkering et al., furthermore,
suggests that early clearance of HCV RNA can be
achieved by daily induction treatment with a high
dose of IFN when used also in IFN non-responders
(9). In line with this, Japanese researchers reported
a high efficacy when utilising daily initial IFN admi-
nistration during 2 weeks rather than the intermit-
tent t.i.w. dosing from the start used as a standard
therapy in Europe (10). An early clearance of HCV
RNA from serum thus seems to be a prerequisite
for achieving a sustained response.

In our study, the induction treatment did not
translate into a higher sustained response rate nor
did it result in a faster decline in viral levels at the
time points measured. The induction groups (group
IT and III), however, got only a 24-week treatment,
whereas the standard treatment group was treated
for 48 weeks, favouring a higher sustained response
rate in this group (4). In fact, no patient in group
IT with the low dose short follow-up treatment after
10 days of induction treatment had a sustained res-
ponse, whereas those with a high follow-up dose
had sustained response in 36%, not statistically dif-
ferent from 42% noted in group I treated for 48
weeks, reflecting that a higher follow-up dose might
offer a better response rate also when the treat-
ment lasts only 24 weeks. In a similar study where
patients after 14 days of induction treatment with
IFN mono-therapy were offered a 24-week standard
combination therapy with addition of ribavirin, a
higher sustained response rate was seen in patients
initially treated with induction than in those treated
with standard IFN t.iw. dosing (15).

The 3 log decline in HCV RNA levels in our
genotype 2 and 3 patients within 4 weeks as com-
pared to only 1 log decline observed for the geno-
type 1 patients confirms a more rapid decline in
genotype non-1 infected patients noted by others (7,
16). This difference can be explained by a greater
effectiveness of IFN in blocking the production of
HCYV virions in genotype 2 infections and by a more
rapid clearance rate, reflected by the shorter half-
life of virions noted in genotype 2 infections (7). Of
clinical importance is the fact that a faster viral decay
during treatment correlates with an earlier eradica-
tion of HCV RNA from serum, hence, most geno-
type non-1 patients will have cleared their viremia
by week 12 during treatment, which in turn indica-
tes a better chance to achieve a sustained virologi-
cal response (19).

In conclusion, we found that a 10-day induction
IFN monotherapy followed by standard or high do-
se t.i.w. IFN monotherapy was not better than stan-
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dard t.i.w. treatment from onset in achieving a dec-
line in HCV RNA levels at weeks 4, 8 or 12 during
treatment. Patients with genotype 2 or 3 infections,
on the other hand, had a much more pronounced
decline in HCV RNA levels, irrespective of treat-
ment schedule, than genotype 1 patients, reflected
by a mean 3 log and 1 log decline already at week
4, respectively. A significant histological improvement
was noted only in genotype 2 and 3 infected pa-
tients.
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VIRUSO KINETIKA TAIKANT INDUKCINE ARBA
STANDARTINE ALFA INTERFERONO
MONOTERAPIJA LIETUVOS PACIENTAMS,
SERGANTIEMS LETINE HEPATITO C VIRUSO
INFEKCIJA

Santrauka

Buvo nagrinéti Lietuvos pacienty, serganciy létiniu hepa-
titu C, viruso kinetikos skirtumai uzsikrétus hepatito C

(HC) viruso pirmu ir ne pirmu genotipu gydymui taikant
lietuviska alfa interferong (IFN). TrisdeSimt SeSiems ligo-
niams, kuriy amziaus vidurkis 37 metai (nuo 19 iki 66
mety), buvo taikyta interferono monoterapija: standartiné
dozé (po 3 milijonus vienety (mln. TV) tris kartus per
savait¢ injekcijomis | raumenis) 48 savaites arba indukci-
né vaisto dozé po 6 mln. TV gydymo pradzioje (10 dieny
kasdien), véliau tesiant injekcijas tris kartus per savaite
po 3 arba 6 MV iki 24 savai¢iy. Indukcinés interferono
dozes taikymas, veliau tesiant gydyma standartine ar di-
dele interferono doze, nebuvo efektingesnis mazinant he-
patito C viruso RNR koncentracija serume po 4, 8 ar 12
gydymo savaiciy uz standartinj gydyma interferonu nuo
gydymo pradzios. Taciau jau po 4 savaiciy gydymo ligo-
niy, uzsikrétusiy 2 ir 3 genotipo HC virusu, kraujo seru-
me HCV RNR koncentracija gerokai sumazédavo, (3 kar-
tus) lyginant su uzsikrétusiais pirmo genotipo HC virusu,
nepriklausomai nuo taikyto gydymo (standartinio ar su
indukcine doze pradzioje). Nei vienam ligoniui, gydytam
indukcine doze, o veliau tesiant interferono injekcijas po
3 MV tris kartus per savaite 24 savaites, nebuvo gautas
ilgalaikis gydymo atsakas. Ligoniams, kurie po indukcinés
dozés gavo didesne¢ interferono doze (6 mln. TV) tris
kartus per savaite iki 24 savaiCiy, gautas ilgalaikis atsakas
sudaré 36% ir S§is skirtumas beveik pasieké statistiSkai
patikima (p = 0,067). 42% pacienty, gydyty standartine
interferono doze 48 savaites, buvo gautas ilgalaikis gydy-
mo atsakas ir tai statistiSkai nesiskyré (p = 0,1) nuo il-
galaikio gydymo atsako susumavus abiejy indukciniy gru-
piy rezultatus (17%). Apibendrinus gautus rezultatus ga-
lima teigti, kad ne pirmo HCV genotipo infekcija, lygi-
nant su pirmu genotipu, j gydyma interferonu reaguoja
daug rySkesniu viruso koncentracijos sumazeéjimu jau gy-
dymo pradzioje ir kad trumpas indukcinis gydymo peri-
odas nepagerina ilgalaikio gydymo atsako.

Raktazodziai: létinis hepatitas C, hepatito C viruso
RNR, hepatito C viruso dinamika, interferonas alfa, induk-
ciné terapija
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