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Howgver, only 40% of patlents infected with HCV-1B, the most common genotype
in the USA, respond to combination therapy.
It is well known that existing interferon treatment causes severe influenza-
- like symptoms, and side-effects with interferon plus Ribavirin are generally worsef
that the side-effects of interferon alone. Prolonged treatment with alpha-interferon is
'accompanied’ by the development of additional side-effects which get worse over the
course of treatment. The majofity of patients present complaints of weakness,
irritability, insomnia, head and muscular pains, and arthralgia (joint pain) in the
course of treatment. Frequent complications of interferon therapy. include anemia, .

neutropenia, thrombocytopenia and alopecia. More rarely, patients develop one or

more. of hypo-thyroidism, pathologic damage of the capillaries, lupus, sarcoidosis
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Description of the Invention
The peptide that is used in the invention préferably has 5 to 50 amino acids.

It is or comprises a fragment of ezrin or closely related thereto. Thus, it may be, for

~ example, TEKKRRETVEREKE (SEQ ID NO:1); see, for example, US5773573A

(the contents of which are incorporated herein by reference). SEQ ID NO:1
corresponds to ’amino acids 324-337 of ezrin, Any peptide having at kleast 80%,
preferably at least 90% identity (or 100% identity) to this sequence, or to any
fragment of ezrin, and which has at least substantially the same acti\}ity, may be
used. Suitable fragments of ezrin, from Domain A and B of the Hepreceptor, are
described in GB2354241A and US Patent Application Serial No. 09/856070, filed
May 17, 2001, the content of which is incorporatéd herein by reference (see in

particular claims 6, 9 and 19).
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hadepgmsEd waseneplution Ekwﬂbtwwe a day (Treatment Group). Ten patients
with chronic HCV infection were treated with recombinant alpha2 interferon alone

~ (Control Group).

‘The result was that in the Treatment Group there was at least a 20-fold
enhancement in the suppression of HCV viral load compared to the Control Group
and a reduction of transaminase levels to healthy levels (the Control Group still had

- significantly elevated level of transaminases in the blood). Further there was an.'
unexpected and remarkable reduction in interferon side-effects in the Treatment
‘Group, particularly in the areas of general pain, aching joints, bad taste in the mouth
and weakness. |

The data are shown in the following Table (Group Mean for each data point).
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UmgBnoBg . 2.2 Ala Trans 133.36 84.55 68.55 53.09

1Qfkocte0. 7 62. 47?:1 5615*59 STEANS 4488. 82 625 Q9 50437 441 451
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Lymphocytes 73 33 36 33 32.82 - 26.3 291 31 375
Monocytes 8.27 6.82 7.09 6.45 5.4 51 64 A7
Study details

21 patients (12 women, 9 men) aged from 18 to 55 years, sick with chronic
hepatitis C participated in the study at The Gastroenterological Center in the Clinical
Infectious Hospital Ne 1, Moscow. The diagnosis of chronic hepatitis C was based
on the presence of specific antibodies to HCV in the blood of the patients during at
least 6 months. The presence of HCV RNA in the peripheral blood WaS determined

by PCR (polymerase chain reaction), and in all patients in the trial were in the

- replication phase of HCV infection. According to clinical data, and to the results of a

biochemical study of the blood, in the majority of patients a moderate activity of
chronic hepatitis'C disease was well established. ' .
All patients who participated in this investigation were treated with a
recombinant alpha interferon (reaferon) at a dose of 3 millions units, 3 times a week.
In addition to the background interferon therapy, 11 patients were treated with
Gepon, 2mg orally ( the preparation was dissolved in 5 ml of water, held 2-3 min in
the mouth, then swallowed) once a day, daily during 3 months. Patients were divided

into 2 groups, i.e. the Treatment Group (11 patients who obtained the combihation of
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‘cBltdametsedn tlenohouthrwhs perceived by 15 patients (71%). Express weakness, a

sign of general asthenovegetative syndrome, appeared distinctly in 11 (52%)
patients. '

On inspection, only one of the subjects had established jaundice of the skin

- and sclera. Hepatomegalia and splenomegalia occurred in 20 (95%) and 17 (81%)

respeptivély of the patients. Diffuse changes in parenchyma of the liver were
fegistered with UZI in 20 (95%) of 21 patients. One patient had reactive pancreatitis.
In certain cases, pathology of the gall bladder was observed, including thickening of
the walls of the gall bladder in 9 patients, distortion of the bile duct in 6 patients, and

gall stone formation in 1 patient.
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Group, as against 64% in the Control (p<0.05) in comparison to the number of
patients before treatment. | "
There were characteristic features of chronic hepatitis: vhepatomegélia was

noted by the doctor in attendance in 90-100% of patients, and splenomegalia in 70-
90% of patients before treatment. In both groups of patients, treatment Was equally
effective in reducing hepatomegalia and splenomegalia. After the 3-month course of
treatment, the frequency of hepatomegaly and splenomegalia was reduced to 30-
40%. | |
Dynamics of the level of the hepatitis C virus in the blood

Inall 21 patients investigated, a semi-quantitative PCR estimation of the level
of HCV RNA in the blood was performed and the titre of HCV RNA varied from 10°
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" Hematological indices

_ The side-effects of prol‘onged.therapy with recombinant interferon appear in
changes in a number of indices of the blood. In the Control Group, a significant
reduction in the maintenance of hemoglobin levels, the number of thrombocytes and
especially in the quantity of mature neutrophilic granulocytes was observed, and
simultaneously there was an increase of the content of lymphocytes, eosinophilés and
macrophages/monocytes. In the Treatment Group, the combination of Gepon with

interferon prevented the majority of the pathological changes occurring, and the
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of a patient who has viral hepatitis and is
undergoing treatnment with interferon. 15

15



