[ Downloaded from vacres.pasteur.ac.ir on 2025-12-14 ]

[ DOI: 10.52547/vacres.8.1.11 ]

—~§ o) e R ISSN: 2423-4923
> 5| ] HEAN'V. S anGil ¢ISSN: 2383-2819

Evaluation of the Effectiveness of Infectious Diseases Immunoprophylaxis: A
Review of Our Own Research on the Model of Tick-borne Encephalitis

Galina N. Leonova*

Laboratory of Transmissible Infections, Somov Institute of Epidemiology and Microbiology, 690087, Vladivostok, Russia

ARTICLE INFO

ABSTRACT

Review Article

VacRes, 2021

Vol. 8, No.1, 11- 17
Received: August 15, 2021
Accepted: September 09, 2021
Pasteur Institute of Iran

*Corresponding Author:

Galina N. Leonova

Laboratory of Transmissible Infections
Somov Institute of Epidemiology and
Microbiology

690087, Vladivostok, st. Sel’skay, 1
Email: galinaleon41@gmail.com
Tel/Fax: (423)244-14-38, (423)244-11-
47

Introduction: The tick-borne encephalitis (TBE) virus causes a dangerous neuroinfection
in humans can serve as a model for studying the mechanisms of interaction of pathogens
with specific antibodies during active and passive immunization. Several commercial
vaccines are currently used against TBE. This review analyzes long-term studies aimed at
explaining the active and passive efficacy of specific immunoprophylaxis against TBE.
Methods: The effectiveness of "Encepur® adult” TBE vaccine has been studied in terms
of seroconversion and strength of the immune response by serological reactions, namely
IFA, ELISA and neutralizing were reviewed. Results: Rapid elimination of the virus
(after 1-2 days) can occur in vaccinated individuals with antibodies in titers of more than
1. 400. Persons with antibodies in titers of 1: 100 and 1: 200, most likely, should be
offered mandatory revaccination. It should also take into account the duration of the
retention of post-vaccination antibodies. Conclusion: In the year of TBE vaccination, the
immune response was at a high level and practically did not differ. A particularly high
level of immune protection was observed in persons who were vaccinated by a
combination of TBE vaccines of various producers.
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INTRODUCTION

Specific prophylaxis of infectious diseases provides for the
prevention of the disease by creating artificial immunity to the

approximately 11,000 bases encoding one polyprotein, which
has a size of 3414 amino acid residues (aa). The polyprotein, in

pathogen through vaccination, which provide active turn, during maturation _is cleaved by_ viral and cellular
immunization, or using drugs containing antibodies to the proteases to form 10 proteins, three of which are structural (M,
pathogen, which provide passive immunization. C, E). The main structural membrane protein E mediates the

Immunoprophylaxis of infectious diseases is an important
component of health protection and sanitary and
epidemiological welfare of the population, and in some cases -
the only effective measure for the prevention, reduction and
elimination of infectious diseases [1].

The tick-borne encephalitis virus (TBEV), which causes a
dangerous neuroinfection in humans, is a good model for
studying the mechanisms of interaction of pathogens with
specific antibodies during active and passive immunization.
This virus, widespread in the temperate climatic zone of the
Eurasian continent [2], is a member of the genus Flavivirus, the
Flaviviridae family, which includes about 80 different types of
viruses [3]. Many members of this family cause severe
infectious diseases, such as yellow fever viruses, West Nile
fever, Dengue fever, Japanese encephalitis, TBEV, and others.
The TBEV consists of a spherical ribonucleocapsid surrounded
by a lipoprotein membrane [4]. The genome TBEV, first
deciphered by Russian researchers [5, 6], is represented by a
single-stranded RNA of positive polarity, consisting of
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binding of flaviviruses to cellular receptors, determining their
tropism and virulence and providing the formation of
neutralizing antibodies [7]. Based on its genetic structure and
antigenic properties, TBEV was subdivided into three subtypes:
Far Eastern, European and Siberian [8, 9].

Belikov S.I. et al. [10], analyzing the whole genome
nucleotide sequences of TBEV strains of the Far Eastern
subtype, concluded that there is a relationship between the
TBEV genome regions and the virulence of the strains.
Phylogenetic analysis of the complete genomes of 84 TBEV
strains isolated in the Russian Far East showed significant
variability of the Far Eastern virus population [11, 12, 13]. The
17 substitutions of amino acid residues identified by us
significantly distinguished the strains that caused focal and
subclinical forms of the disease. A detailed analysis of the
location of key amino acid substitutions in the genomes of
TBEV strains of the Far Eastern subtype showed that changes
in the pathogenicity of strains causing diseases of various
severities are most likely associated with amino acid
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substitutions in capsid protein C, PrM protein, and NS3 / NS2B
protein complex. These proteins are involved in the formation
of the nucleocapsid and its incorporation into the cell
membrane for subsequent budding and exit from the cell. The
efficiency and perfection of this process depends on the
accuracy of the coordinated action of the above proteins, which
contributes to the formation of TBEV strains with varying
degrees of pathogenicity for humans. The study of the genetic
variability and diversity of TBEV strains is the basis for the
further development and improvement of methods for the
prevention, treatment and diagnosis of TBE. The purpose of
this review is to show the effectiveness of active and passive
specific immunoprophylaxis of viral infectious diseases on the
model of tick-borne encephalitis.

MATERIALS AND METHODS

Evaluation of "Encepur® adult"
The effectiveness of the vaccine "Encepur® adult” produced by

GSK Vaktsins GmbH (Germany) has been studied in complex
studies. The seroconversion and strength of the immune
response were carried out by the following serological
reactions. For experiments on the in vitro model, "Human
immunoglobulin against tick-borne encephalitis” produced by
NPO Microgen (series P609) has been used.

Indirect Fluorescent Antibody (IFA)
An IFA assay was used to detect antigens in a cell line kidney

embryo pigs (PEK). Antigen of TBE virus inside the cells was
detected by applying immune serum against TBEV and further
against fluorescent immunoglobulin (FITS) with its operating
dilution, as stipulated in the manufacturer’s manual
(«\MEDGAMAL» Branch, N.F. Gamaleya Research Institute of
Epidemiology and Microbiology, Russian Academy of Medical
Sciences).

ELISA
Antibodies of the 1gG class were determined in ELISA, for

which a "Vecto-TBE-1gG" kit (AO "Vector-Best", Novosibirsk)
was used according to the manufacturer's instructions.

Determination of Neutralizing Antibodies
To determine neutralizing antibodies, a one-day monolayer

of transplanted PEK cells, grown in 24-well plates, was used.
The TBE virus, containing a standard dose of 2 log TCID/ml,
was combined with 2-fold dilutions from 1:10 to 1: 3200 of the
studied blood serum samples. The mixture was kept at a
temperature of 37 © C for 1 h, followed by application onto a
monolayer of cells PEK. The results of the infectious activity of
the non-neutralized virus were taken into account on the 5-6th
day. A detailed presentation of the materials and research
methods have been described in the specified publications by
Leonova G.N. in the period from 2005 to 2020.

RESULTS

Vaccine prophylaxis against tick-borne encephalitis
(active immunization)
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To address the issues of specific prevention of TBE,
several vaccines are currently used: "Tick-borne encephalitis
vaccine cultural purified concentrated inactivated dry "(TBE-
Moscow) and "Tick-E-Vak" produced by FGBNU "FNTSIRIP
im. M. P. Chumakov RAS" (Russia), "EnceVir®" and
"EnceVir® Neo for children" manufactured by FSUE NPO
Microgen of the Ministry of Health of Russia (Russia), "FSME-
Immun®"and "FSME-Immun® Junior" manufactured by Pfizer
Inc. (Austria), Encepur® adult and Encepur® for children
produced by GSK Vaktsins GmbH (Germany), SenTaiBao
(Changchun, China). Modern high-tech inactivated purified
concentrated whole-virion culture vaccines against TBE, with
the general similarity of their production technologies by
different manufacturers, have some differences that do not
affect the final protective properties and safety of vaccine
preparations, which can ensure their interchangeability [14].
We studied the features of the formation of the immune
response during vaccination against TBE on the model of the
vaccine preparation "Encepur® adult” (Germany) [15, 16].
According to experimental studies [17], the immunogenic
(protective) activity of the Encepur® adult vaccine, which
contains the lowest amount of TBEV protein - 1.5 pg, turned
out to be significantly lower than the indicators established for
domestic TBE vaccines and for the FSME-Immune vaccine. In
persons vaccinated with the German vaccine, cases of TBE
have not been described in the literature.

It is known that currently used vaccine preparations against
various infections cause short-term, non-severe health disorders
that do not leave persistent pathological changes, which are
called post-vaccination reactions [18]. Despite the fact that the
highly purified vaccine "Encepur® Adult" is practically devoid
of protein impurities, some post-vaccination symptoms were
registered in some of the vaccinated persons: soreness,
hyperemia at the injection site, short-term low-grade fever, and
general malaise. Moreover, in persons with a post-vaccination
reaction, we revealed a general tendency for more active
accumulation of IgG antibodies in ELISA, as well as
neutralizing antibodies, which indicated the specific nature of
this process. With the standard vaccination schedule, the most
significant difference was demonstrated by immunological
parameters in blood samples 1 month after the 3rd vaccination.
In the group of vaccinated persons without post-vaccination
complications, the indicator of the geometric mean antibody
titer (GTA) in the virus neutralization test (NT) was
significantly lower (1:97) than in the group of persons with a
reaction (1: 194). It was also shown that young people with a
high frequency of post-vaccination reactions had higher
indicators of cellular and humoral immunity to TBEV than
those vaccinated in the older age group [19]. Post-vaccination
reactions in vaccinated individuals cannot be completely ruled
out, since, as we have shown [15], they are also caused by a
reaction to a foreign protein, the TBEV antigen, which is
always present in any vaccines. An example of this is modern
recombinant as well as inactivated new vaccines against the
SARS-CaoV-2 virus, the different degree of reactogenicity of
which is also impossible to avoid [20].
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The differences in the strength of the immune response in
men and women vaccinated against TBE are shown. In all age
groups of women, a more pronounced immune response was
found in comparison with men. This difference is especially
pronounced after the 3rd vaccination: in women, the GTA
indicator in the virus neutralizing test reached 1: 208, compared
with this indicator in men - 1:91.

When studying the specific activity of the vaccine

"Encepur® adult" in the reaction of inhibition of
hemagglutination, IFA and the reaction of neutralization in
relation to three regional strains of the TBE virus (Dal'negorsk,
Primorye-202, Primorye - 69), the highest rates of the immune
response were revealed to the highly virulent Dal'negorsk strain
isolated from the brain of a deceased patient with focal TBE.
The lowest rates of the immune response were determined to
the Rrimorye-69 strain, which was isolated from the blood of a
patient with an unapparent form of TBE [15]. At the same time,
it was noted that over time, there is a gradual decrease in the
indicators of the immune response in vaccinated individuals. It
follows from this that for further revaccination; it is desirable to
determine in the blood serum of these persons not only the
presence (amount, %) of specific antibodies, but also the
strength of the immune response (antibodly titers).
The widespread use in practice of only ELISA indicators for the
diagnosis of viral diseases, as well as for the study of the
immunological effectiveness of vaccine prophylaxis, does not
allow judging the functional activity of the detected antibodies
[21]. In the acute period and during convalescence of patients
with viral infections, a test for determining the avidity of
specific 1gG antibodies has begun to be widely used [22-25].
For example, in the study of rubella, it was shown how
important it is to distinguish between immune antibodies after
vaccination from antibodies that appear in the acute period of
this infection [21].

Determination of the degree of avidity of antibodies in
vaccinated against TBE was also informative. Using ELISA,
we conducted a comparative analysis of the distribution of IgG
avid antibodies depending on the duration of vaccination in
vaccinated individuals [15]. It was shown that in the year of
vaccination, highly avid antibodies prevailed. The proportion of
persons with an avidity index of 80-89% was determined in
38% of cases, and with an avidity index of more than 90% - in
27.6%. Two years after vaccination, the proportion of people
with high antibody activity in both groups dropped significantly
to 17.6%.

Protective Titer of Specific Antibodies
The concept of protective antibody titer appeared in the study

of the immunological activity of vaccines. In this case, the
effectiveness of prophylactic vaccines against any infection is
assessed by the level of immunological parameters that provide
a protective effect [26]. In scientific literature, information on
the protective titer of antibodies in persons vaccinated against
TBE is rarely found [27], and until now the concept of
protective antibody titer is a subject of discussion [28]. For the
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first time the titer of hemagglutinating antibodies to TBEV 1:10
was defined by Austrian researchers as protective in 1980 [29].

In recent years, more attention has been paid to this issue
due to the fact that, according to the results of ELISA, low (1:
100) titers of 1gG antibodies (up to 40-44%) are formed in
persons vaccinated against TBE [30]. This is probably why
vaccinated persons infected with TBEV can develop febrile
forms of infection, and in rare cases even lethal outcomes have
been described [31]. Although it is known that some people,
even after a course of primary vaccination, can develop
antibodies with high titers, which can persist for a long time
[15, 27].

In previously published works [32, 33] (on an in vitro
model), the level of immunological memory (1: 100) and the
level of protective titer (1: 400) of specific antibodies were
determined using ELISA. We decided that this level of specific
antibodies could provide protection for patients in the early
stages of infection immediately after a tick bite containing
TBEV.

In addition, in experimental tests in vitro and in vivo 3, 24,
48, 72 h after infection with different strains of PEK culture
cells and non-inbred mice, we showed different degrees of virus
activity that was not neutralized by specific immunoglobulin
[32]. It was found that specific immunoglobulin in a titer of 1:
100 did not have a protective effect; in a titer of 1: 400 it did
not inhibit the highly virulent strain Dal'negorsk, but protected
the weakly virulent strain Primorye-437, and only in a titer of 1:
3200 inhibited both strains completely. However, until now, in
official practice, it is considered to be a protective titer of
antibodies according to ELISA data 1: 100, and according to
the neutralization reaction - 1:10 [29, 34].

In  subsequent experiments, based on comparative
experimental studies in vitro, ex vivo and in vivo, additional
data were obtained to substantiate the antiviral activity of
specific antibodies with different titers in relation to the highly
virulent strain TBEV Dal'negorsk [33]. On an in vitro model,
we used "Human immunoglobulin against tick-borne
encephalitis” produced by NPO Microgen (series P609), its titer
in ELISA was 1: 3200. Evidence was obtained for the direct
neutralizing effect of specific class G antibodies with titer of 1:
100, 1: 400 and 1: 3200 on the TBE virus. At the same time, in
the dynamics of observation up to 72 hours after infection, it
was also shown that antibodies in a titer of 1: 400 are not able
to completely eliminate TBEV in a titer of 3.0 log TCID / ml.
Specific antibodies with only high titers (1: 3200) completely
neutralized the virus and protected the PEK cell culture
monolayer from the cytopathic effect of TBEV.

On another experimental model ex vivo (blood of
vaccinated individuals with different titers of antibodies to
TBEV: 1: 100; 1: 200; 1: 400; 1: 800; 1: 1600; 1: 3200), we
obtained evidence of the effective action of specific antibodies
in combination with other factors. Using this biological model -
the closest to the natural model (a person vaccinated against
TBE), we showed that in samples with specific antibodies in
titers of more than 1: 400, the virus was neutralized quickly
(after 24 hours). Under the action of antibodies in titers of 1:
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100 and 1: 200, the elimination of the virus also occurred, but at
a later date - 3-4 days after infection of the blood samples. In
addition, we also drew attention to the fact that the antibody
titers according to ELISA and the neutralization reaction in the
supernatant of the ex vivo experimental samples remained
practically at the same level throughout the observation period.
This allowed us to believe that the interaction of TBEV with
specific antibodies does not reduce their titers if the amount is
more than 1: 200. Delayed elimination of the virus occurred
under the action of antibodies with titers of 1: 100-1: 200,
reducing them to negative values, which indicated a rapid
depletion of the antibody stock in these samples. Apparently,
such circumstances (a low amount of antibodies in the presence
of TBEV, more than 3.0 log TCID / ml) do not interfere with
the reproduction of the virus. In vaccinated individuals with
such titers of specific antibodies, cases of the disease may
occur, which has been repeatedly described in the literature [31,
35]. The obtained ex vivo results required additional
verification of the infectious activity of TBEV in experimental
tests using a model of non-inbred white mice. The antiviral
activity of antibodies with different titers was shown at
different periods of observation (1 h, 24 h, 48 h, and 72 h).
Experimental animals infected with a blood sample, 1 h after
infection with TBEV, practically did not survive. In all
experimental blood samples containing different titers of
antibodies from 1: 100 to 1: 1600, 72 h after infection, TBEV
was almost completely neutralized; therefore, animals infected
with these samples survived 80-100% [33].

Therefore, what titer of specific antibodies is able to
protect against the development of the infectious process of
tick-borne encephalitis? Apparently, this indicator is individual
with the inclusion of a complex of factors. It is believed that for
each individual person, the risk of developing a manifest form
of an infectious disease against the background of pre- or post-
exposure prophylaxis depends on the combined influence of
several factors: on the characteristics of the macroorganism, the
properties of the pathogen and the conditions for using a
specific immunoglobulin [36, 37]. The factors of the first group
include age, gender, resistance of the organism, including
acquired and genetically determined features of the immune
system; the second - the molecular genetic properties of the
virus and its infecting dose. The third group of factors,
according to the authors, should include the amount (dose) of
antibodies, the timing and frequency of their use relative to the
moment of infection, the specificity of antibodies relative to
structural and non-structural viral proteins.

The presented experimental data make it possible to
understand the reasons for the development of the infectious
process in vaccinated individuals after being bitten by a tick
infected with a virus. To make the right decision on the timing
of revaccination, we initially recommend testing the blood for
the strength of immunity to TBEV. Based on the data obtained
[32, 33, 38], we came to the conclusion that rapid elimination
of the virus (after 1-2 days) can occur in vaccinated individuals
with antibodies in titers of more than 1: 400. Persons with
antibodies in titers of 1: 100 and 1: 200, most likely, should be
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offered mandatory revaccination. It should also take into
account the duration of the retention of post-vaccination
antibodies. In European countries revaccination is carried out 5
years after the full course of vaccination [39, 40], in Russia -
after 3-6 years [41].

Our studies showed that in the year of vaccination, the
immune response in the groups of people vaccinated with
different vaccines against TBE was at a high level and
practically did not differ [15]. A particularly high level of
immune protection was observed in persons who were
vaccinated with a combination of TBE vaccines of various
producers. Indicators of seroconversion and strength of the
immune response in different serological reactions (ELISA,
IFA and NT) relative to the virulent and immunogenic strain
TBEV Dal'negorsk in these individuals were high. Two years
after the completion of the course of vaccination with mono-
drugs of various manufacturers, as well as with combined
vaccination, these indicators decreased. The gradual decline the
level of immunological protection in these individuals indicated
that this trend will continue in subsequent years. In this regard,
during the period after the full course of vaccination and
subsequent revaccination, we recommend periodically
monitoring the intensity of humoral immunity, which will help
protect persons affected by the bite of an infected tick with the
TBE virus from disease.

Passive immunization, mechanisms of the protective
action of specific antibodies against tick-borne encephalitis

In historical essays about the discovery of tick-borne
encephalitis in the Far East in 1937 by the first expedition led
by the virologist L.A. Zilber neurologist A.N.Shapoval [42]
recalled that M.P. Chumakov suggested using serum from the
blood of patients with TBE to treat severe forms of this
neuroinfection. Already in those days, undeniable data on the
therapeutic effect of serotherapy were obtained for the first
time. However, over the entire historical period, serotherapy,
and now immunoglobulin therapy, was assessed not only
positively, but was also criticized by various authors (43, 44,
45).

Pinevskaya N.A. et al. [36, 37] analyzed the data
accumulated in the literature and their own results on the study
of the protective activity of antibodies to TBEV, optimal doses
and timing of administration. In the course of the analysis, it
was found that all works with a negative assessment of the
effectiveness of anti-tick immunoglobulin (1G) drugs contain
research results, the design of which from the standpoint of
evidence-based medicine is unsuitable for solving this issue.
For example, when using specific antibodies, the phenomenon
of immune enhancement of the infectious process of TBE,
which is widely discussed in the scientific community [46], has
never been detected in medical practice [47-50]. At the same
time, based on the analysis of numerous experimental and
epidemiological observations, it was concluded that, along with
the inconsistency of some of the results obtained,
seroprophylaxis reduces the likelihood of TBE disease by 3-5
times [42]. According to Pen'evskaya N.A. [36, 37], despite the
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presence of gaps in modern knowledge about the mechanisms
of antibody-mediated antiviral protection, the multi-vector
action of specific antibodies differs in their pre-exposure and
post-exposure use. First, specific antibodies suppress the entry
of the virus into the eukaryotic cell and the exit from it of the
replicated offspring. They can neutralize the virus on their own
and with the participation of complement, inhibit the activation
of the complement system and prevent complement-mediated
tissue damage, and can also stimulate endogenous humoral and
cellular immune responses, inducing long-term protective
"vaccine-like effects". Specific antibodies promote the
activation of T-cell mechanisms of antiviral defense, regulate
the production and activity of cytokines; in cooperation with
interferons, they can also suppress the reproduction of the virus
within cells [47, 51-54].

This multi-vector judgment of different specialists about
the effectiveness of specific immunoglobulin in emergency
prevention and treatment of TBE has determined the need for
experimental studies that clarify and complement the
mechanisms of action and effectiveness of this drug [55].
Preclinical studies of the mechanisms of the protective action of
specific antibodies against TBEV were carried out using an in
vitro model. The effect of specific IgG on TBEV was assessed
comprehensively in terms of virucidal, prophylactic, direct
antiviral action and intracellular inhibition (therapeutic action).
We used the results obtained in ELISA, on the titration of the
virus and calculated by the coefficient of inhibition (I1C). Using
nonlinear regression analysis of the percentage of antigen-
positive samples in ELISA, the values of half the maximum
inhibitory concentration (IC50) of antibodies were obtained: at
virucidal action - 3.8 £ 0.7 U / ml, prophylactic - 42.8 + 9.9 U/
ml, at direct antiviral - 7.2 = 0.9 units / ml and therapeutic
action - 1.7 + 0.4 units / ml [55].

Considering the results of the virus-inhibiting properties of
IG under different model research schemes, it is possible to
explain the mechanisms of action of specific antibodies. Based
on the data of the virucidal action of 1G, quite expected results
were obtained, indicating the neutralization of TBEV under the
action of specific antibodies. The results of such experiments
were described by us many times, in which in different
variations of experiments in vitro, ex vivo, in vivo, a direct
neutralizing effect of 1G with respect to TBEV was established
[27, 32, 33].

The scheme of a prophylactic model for the use of IG
provided for the action of antibodies for 2 h directly on cells of
a highly sensitive culture of PEK, followed by their infection
with TBEV. At the same time, it is generally accepted in
clinical practice that the prophylactic use of a particular IG
consists in its application within 1-3 days after a tick bite, in
which TBEV markers were identified. A.N. Shapoval [42]
believed that specific antibodies can bind not only to TBEV,
but also to cells of tissues sensitive to the virus, and thereby
help to protect the body from the action of the virus. This
means that in medical practice, it is more correct to consider
specific immunoprophylaxis not as emergency prophylaxis, but
as emergency treatment of a patient in the early period of
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TBEV infection. The effectiveness of such passive
immunization, according to a number of authors, reaches more
than 60% [56, 57]. The same effect of passive immunization
can be observed in the experimental scheme of the direct
antiviral action of IG on TBEV, including the simultaneous
adsorbing effect of the virus and 1G on PEK cells. Here, despite
the short duration of the interaction of IG with the virus (1 h),
the possibility of the transit of 1G associated with the virus into
sensitive cells was shown. Complete elimination of the virus
occurred only at a drug concentration of 32 U / ml [55].

With prolonged action of IG (therapeutic scheme of the
experiment), the highest efficiency of inhibition of the virus,
which is not only outside the cells of PEK, but also penetrated
into cells together with 1G, was shown, which indicated the
intracellular mechanism of the inhibitory action of IG on
TBEV. Neutralization of the virus began to occur under the
action of 1G at a dose of 4 U/ml, and complete protection of the
cells occurred at an IG concentration of 8 U/ml. This means
that a virus directly associated with homologous antibodies
penetrates into a sensitive cell and can provide a therapeutic
effect of anti-tick-borne IG in various forms of the infectious
process, as has been shown by many authors [43, 45].

DISCUSSION

This review analyzes long-term studies aimed at explaining
the active and passive efficacy of specific immunoprophylaxis
for tick-borne encephalitis. The knowledge gained can be used
to address prevention issues for other viral diseases. Based on
the experiments carried out, it was important to show that
specific antibodies are capable of exerting a complex inhibitory
effect on TBEV, having both a direct neutralizing activity
directly on the virus and reducing its adsorption and
intracellular replication [55]. This gives grounds to consider
specific IG as a highly effective antiviral drug, reasonably used
for the treatment and passive immunization of persons infected
with TBEV [36, 37, 43, 44, 45]. The experience of the
historically known serotherapy of TBE is being successfully
introduced into the treatment of new previously unknown
infections, such as, for example, COVID-19 [58]. At the same
time, anti-TBE serum immunoglobulin preparations obtained
from donor blood have disadvantages - an increased risk of
infection with known and unknown pathogens, the indication of
which is difficult or sometimes impossible [57]. Therefore,
research on the development of new alternative drugs for the
emergency prevention of TBE and other viral infections is
currently relevant.

At the same time, the obtained data help to understand that
it is unlikely that the antibodies contained in the IG preparation
can actively affect directly the cells of the body, including the
cells of the PEK culture sensitive to TBEV [55]. Complete
protection of cells from TBEV in the prophylactic scheme of
the experiment occurred only at a high concentration of
antibodies (320 units / ml), which can be achieved in persons
vaccinated against TBE. In this regard, in the period after the
full course vaccination and booster, it is possible to recommend
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periodic monitoring of the intensity of humoral immunity,
which will help to decide on the need for the next revaccination
[32, 33]. In modern conditions, the risk group should include
people working and living in endemic areas for tick-borne
encephalitis [16, 34]. Due to the fact that this infection is an
urgent problem for public health in Central, Northern and
Eastern Europe, vaccination against tick-borne encephalitis is
recommended at the national level in many countries (Czech
Republic, Slovenia, Estonia and Latvia). In Russia, vaccinations
against TBE are included in the National Calendar of
Preventive Vaccinations [59].

The demonstrated effectiveness of complex vaccination against
TBE with drugs from different manufacturers helps to
understand the current challenges regarding vaccination for
other viral infections, for example, against the newly emerging
infection COVID-19, for the prevention of which various
vaccine preparations are being developed [60]. This is due to
the fact that at present, numerous vaccine preparations are
constantly being created to prevent new infections, for example,
COVID-19. In the future, it is necessary to study the
effectiveness of their combined use in order to justify the
widespread use of vaccines from different manufacturers.

ACKNOWLEDGEMENT

This work was carried out within the framework of theme No.
0545-2019-0007 of the state assignment of the Research
Institute of Epidemiology and Microbiology named after G.P.
Somov Rospotrebnadzor, Russia.

CONFLICT OF INTEREST

The author declares that she has no conflict of interest.

REFERENCES

1. Petrova A.G., Bayanova T.A., Vanyarkina A.S., Rychkova L.V. Views of
the physicians of different specialities on the vaccination: concerns and
expectations. Journal of Infectology.

2020; 12(2):104-112. doi: 10.22625/2072-6732-2020-12-2-104-112.

2. Heinze D.M., Gould E.A., Forrester N.L. Revisiting the clinal concept of
evolution and dispersal for the tick-borne flaviviruses by using phylogenetic
and biogeographic analyses. J Virol. 2012; V.86: 8663-8671. doi:
10.1128/JV1.01013-12.

3. Lindenbach, B.D. Flaviviridae: The viruses and their replication. In:
Knippe DM, Howley PM. Editors. Fundamental Virology. Philadelphia:
Lippincott Williams &Wilkins. 2001; 589-641.

4. Heinz, FX. C.W. Mandl. The molecular biology of tick-borne
encephalitis virus. APMIS 1993; V.101: 735-745.

5. Pletnev A.G., Yamshchikov V.F. N-terminal amino acid sequences of
tick-borne encephalitis virus structural proteins. Bioorganic chemistry.
1985;11(12): 1681-1684.

6. Pletnev A.G., Yamshchikov V.F.,, Blinov V.M. Nucleotide sequence of the
genome and complete amino acid sequence of the polyprotein of tick-borne
encephalitis virus. Virology. 1990; 174(1): 250-263.

7. Roehrig, J.T. Antigenic structure of flavivirus proteins. J.T. Roehrig.
Adv. Virus. Res. 2003; Vol.59: 141-175.

8. Ecker M., Allison S.L., Meixner T., Heinz F.X. Sequence analysis and
genetic classification of tick-borne encephalitis viruses from Europa and
Asia. J. Gen. Virol., 1999; 80: 179-185. doi: 10.1099/0022-1317-80-1-179
9. King, AM.Q., Adams, M.J., Carstens, E.B. and Lefkowitz, E.J. Virus
taxonomy: classification and nomenclature of viruses: Ninth Report of the
International Committee on Taxonomy of Viruses. Ed: San Diego: Elsevier.
2012; 1003-1020.

16

Immunoprophylaxis of Infectious Diseases

10. Belikov S.I. et al. Analysis of genome-wide sequences of the Far
Eastern subtype strains of tick-borne encephalitis virus with variable
neurovirulence for humans. Bull. Sib. Depart. RAMS. 2007; Ne4: 22-28.

11. Belikov SI, Kondratov IG, Potapova UV, Leonova GN The relationship
between the structure of the tick-borne encephalitis virus strains and their
pathogenic properties. PLoS One. 9(4):94946. 2014.
doi:10.1371/journal.pone.0094946.

12. Leonova G.N., Belikov S.I, Kondratov I.G. Characteristics of far
eastern strains of tick-borne encephalitis virus. Arch Virol 2017. doi:
10.1007/s00705-017-3309-1.

13. Leonova G.N., Belikov S.I. Phylogenetic analysis and distribution of
the tick-borne encephalitis virus of the Far Eastern subtype in Asia. Vopr.
Virusol. 2019; 64(5). doi: 10.36233/0507-4088-2019-64-5-250-256.

14. Vorobieva M.S. at al. The history of creation and quality assessment of
modern tick-borne encephalitis vaccines of domestic and foreign
production. Vedomosti Nauchnogo centra ekspertizy sredstv medicinskogo
primeneniya. 2013; Ne3: 40-44.

15. Leonova G.N. Tick-borne encephalitis: topical aspects. Moscow:
1.V.Balabanov, 2009.

16. Vaccines and vaccinations. National leadership. Short edition / ed. V.V.
Zvereva, R M. Khaitova. - M.: GEOTAR-Media. 2014: 640.

17. Afonina O.S., Terehina L.L., Barhaleva O.A., Ladyzhenskaja LP.,
Sarkisjan K.A., Vorob’eva M.S. Experimental study of cross-immune
response to TBE virus antigens different genotypes strains in myshe Balbi/c
immunized with different variants of tick-borne encephalitis vaccine.
Epidemiologija i vakcinoprofilaktika. 2014; 5 (78): 88 — 96.

18. Medunitsin N.V. Side effects of vaccines. Biopreparaty. 2001; Ne3:10-
12.

19. Leonova G.N., et al. Reactogenicity of the vaccine against tick-borne

encephalitis "Encepur®Adult" and the immune response to its
administration. Med. immunol. 2005; 7(4): 391-396.
20. Lundstrom K. The Potential of RNA Vaccines for Infectious Diseases
and COVID-19. Vaccine Research 2020; 7(1): 25-37. doi:
10.29252/vacres.7.1.25
21. Kneitz R.H., Schubert J., Tollmann F., Zens W., Hedman K., Wissbrich
B. A new method for determination of varicella-zoster virus
immunoglobulin G avidity in serum and cerebrospinal fluid. BMC
Infections Diseases. 2004; Ne4: 33.
22. Raspopin V.V. et al. Avidity index of specific IgG in the diagnosis of
diseases caused by West Nile viruses and tick-borne encephalitis. Klin. lab.
diagnostika. 2007; Ne4: 29-32.
23. Simmons V., Porter K.R., Hayes C.G., Vaughn D.M., Putnak R.
Characterization of Antibody Responses to Combinations of a Dengue
Virus Type 2 DNA Vaccine and Two Dengue Virus Type 2 Protein Vaccines
in Rhesus Macaques. J. Virology. 2006; Ne 10: 9577-85.

24. Hangartner L., Zinkernagel R.M., Hengartner H. Antiviral antibody
responses: The two extremes of a wide spectrum. Nature Reviews in
Immunology. 2006; Ne 6: 231-243.

25. Vauloup-Fellous C., Grangeot-Keros Humoral Immune Response after
Primary Rubella Virus Infection and after Vaccination. Clin. Vaccine
Immunol. 2007; Ne5: 644-647.

26. Briko N.I. Criteria for evaluating the effectiveness of vaccination.
Vakcinaciya. 2000; 5(11).

27. Leonova G.N., Pavlenko E.V., Maystrovskaya O.S., Chausov E.V.
Protective antibody titer for patients vaccinated against tick-borne
encephalitis. Procedia in Vaccinology. 2011; vol. 4: 84-91. doi:
10.1016/j.provac.2011.07.012.

28. Morozova O.V., Bakhvalova V.N., Potapova O.F., et al. Evaluation of
immune response and protective effect of four vaccines against the tick-
borne encephalitis virus. Vaccine. 2014; Vol. 32, N 25: 3101-3106. doi:
10.1016/j.vaccine.2014.02.046.

29. Kunz C.H., Heinz F., Hofmann H. Immunogenicity and Reactogenicity
of a Highly Purified Vaccine against Tick-borne Encephalitis. J. Med.
Virol., 1980; no. 6:103-109.
doi: 10.1002/jmv.1890060202.

30. Shcherbinina M. S., (klimova-mary@mail.ru), Pogodina V. V., Skrynnik
S. M., Levina L. S., Bochkova N. G., Gerasimov S. G., Lisenkov A. N,
Ishmyhametov A. A. The Condition of Post-Vaccination Immunity to the
Tick-Borne Encephalitis Virus in the Population Highly Endemic Area with
Siberian Subtype Domination. doi: 10.24411/2073-3046-2018-10003.

31. Pogodina V.V. Actual problems of tick-borne encephalitis at the turn of
XX-XXI centuries. Medicinskaya virusologiya, 2015, vol. 29, no. 2, pp. 24-
32.

32. Leonova G.N., Lubova V.A., Kalinin A.V. The effect of the level of
specific antibodies on elimination of different tick-borne encephalitis virus

2021 Vol. 8 No. 1


http://dx.doi.org/10.52547/vacres.8.1.11
http://vacres.pasteur.ac.ir/article-1-256-en.html

[ Downloaded from vacres.pasteur.ac.ir on 2025-12-14 ]

[ DOI: 10.52547/vacres.8.1.11 ]

Leonova

strains. Ehpidemiologiya i vakcinoprofilaktika, 2017; 2(93): 50-56. doi:
10.31631/2073-3046-2017-16-2-50-54.

33. Leonova G.N. et al. Comprehensive assessment of the effect of specific
antibodies on the infectious activity of the tick-borne encephalitis virus.
Infekciya i immunitet. 2019; 9(3—4):559-567. doi: 10.15789/2220-7619-
2019-3-4-559-567.

34. Pogodina V.V., Shcherbinima M.S., Bochkova N.G., Levina LS. Study
of the antibodies against the Siberian subtype of tick-borne encephalitis
virus in the vaccinated population. Medicinskaya virusologiya, 2017,

vol. 31, no. 1:39

35. Pogodina V.V, Levina L.S., Skrynnik S.M., Travina N.S., Karan L.S.,
Kolyasnikova N.M., Kamysheva V.Ya., Gerasimov S.G., Malenko G.V.,
Perminov L.V., Popov M.A., Bochkova N.G. Tick-borne encephalitis with
fulminant course and lethal outcome in patients after plural vaccination.
Voprosy virusologii=Problems of virology, 2013, no. 2, pp. 33-37.

36. Pen'evskaya N.A., Rudakov N.V. Efficiency of the use of
immunoglobulin preparations for post-exposure prophylaxis of tick-borne
encephalitis in Russia (a review of half a century of experience).
Medicinskaya parazitologiya i parazitarnye bolezni. 2010; Nel: 53-59.

37. Pen'evskaya N.A., et al. Meta-analysis of the effectiveness of the use of
immunoglobulin preparations for post-exposure prophylaxis of tick-borne
encephalitis in Russia. Medicinskaya parazitologiya i parazitarnye bolezni.
2010; Ne3: 58-63.

38. Leonova G.N., Pavlenko E.V. Characterization of neutralizing
antibodies to Far Eastern of tick-borne encephalitis virus subtype and the
antibody avidity for four tick-borne encephalitis vaccines in human.
Vaccine, 2009; 27(21): 2899-2904. doi: 10.1016/j.vaccine.2009.02.069.

39. Heinz F.X., Holzmann H., Essl A., Kundt M. Analysis of the efficiency
of tick-borne encephalitis vaccination in the population in the natural foci of
Austria. Voprosy virusologii = Problems of virology. 2008; 53(2):19-27.

40. Heinz F.X., Kunz C. Tick-borne encephalitis and the impact of
vaccination. Arch. Virol., 2004; vol. 18: 201-205.

41. Esyunina M.S., Romanenko V.V., Kilyachina A.S. Duration of
maintenance of post-vaccination immunity to tick-borne encephalitis virus
after revaccinations. Medicinskaya virusologiya. 2015; 29(2): 132.

42. Shapoval A.N. Tick-borne encephalitis. Moskva. Medicina; 1980.

43. Vereta L.A., Zakharycheva T.A., Aleksandrov V.I. The relationship of
the therapeutic effectiveness of immunoglobulin against tick-borne
encephalitis with the specific activity of the drug and the timing of its
administration. Nevrologiya i psihiatriya. 1994; Ne2:68-70.

44. Vorobieva M.S., et al. Current state of incidence and specific
seroprevention of tick-borne encephalitis in Russia. Biopreparaty. 2005;
Ne3:20-8.

45. Olefir Yu.V., Merkulov V.A., Vorobyova M.S., Rukavishnikov A.V.,
Bondarev V.P., Shevtsov V.A. Domestic preparation of human
immunoglobulin for emergency prevention and treatment of tick-borne
encephalitis. Immunologiya. 2015; Ne 6:353-357.

2021Vol. 8 No. 1

17

Immunoprophylaxis of Infectious Diseases

46. Ruzek D., Zupanc T.A., Borde J., et al. Tick-borne encephalitis in
Europe and Russia: Review of pathogenesis, clinical features, therapy, and
vaccines.  Antiviral Research. 2019; Vol. 164: 23-51. doi:
10.1016/j.antiviral.2019.01.014.

47. Kreil T.R., Eibl M.M. Pre- and postexposure protection by passive
immunoglobulin but no enhancement of infection with a flavivirus in a
mouse model. J. Virol. 1997;71(4): 2921-2927.

48. Elsterova J., Palus M., Sirmarova J., et al. Tick-borne encephalitis virus
neutralization by high dose intravenous immunoglobulin. Ticks and Tick-
borne Diseases. 2017; 8(2): 253-258. doi: 0.1016/].ttbdis.2016.11.007.

49. Elgundi Z., Reslan M., Cruz E., et al.The state-of-play and future of
antibody therapeutics. Advanced Drug Delivery Reviews. 2017; 122(1): 2-
19. doi: 10.1016/j.addr.2016.11.004.

50. Secher T., Guilleminault L., Reckampe K., et al. Therapeutic antibodies:
A new era in the treatment of respiratory diseases?. Pharmacology &
Therapeutics. 2018; Vol. 189:149-172. doi:
10.1016/j.pharmthera.2018.05.003.

51. Griffin D., Levine B., Tyor W., et al. The role of antibody in recovery
from alphavirus encephalitis. Immunol. Rev. 1997; Vol. 159: 155-161.

52. Kreil T.R., Maier E., Fraiss S., et al. Neutralizing antibodies protect
against lethal flavivirus challenge but allow for the development of active
humoral immunity to a nonstructural virus protein. J Virol. 1998; 72 (4):
3076-3081.

53. Pierson Th. C., Diamond M.S. Molecular mechanisms of antibody-
mediated neutralisation of flavivirus infection. Exp. Rev. Mol. Med. 2008;
Vol. 10: el12. doi: 10.1017 /S1462399408000665.

54. Pelegrin M., Naranjo-Gomez M., Piechaczyk M. Antiviral Monoclonal
Antibodies: Can They Be More Than Simple Neutralizing Agents?. Trends
in Microbiology. 2015; 23(10): 653-665. doi: 10.1016/j.tim.2015.07.005.
55. Leonova G. N. Mechanisms of Protective Actions of Specific
Antibodies against the Tick-Borne Encephalitis Virus Bulletin of
Experimental Biology and Medicine. 2020; vol. 169: 657-660. doi:
10.1007/s10517-020-04948-w.

56. Kozlova L.V., Zlobin V.I., Vorob'eva M.S., Verkhozina M.M. Express
diagnostics and emergency prevention of ixodic tick-borne infections. M.;
2009.

57. Penievskaya N.A. Evaluation of the effectiveness of etiotropic
prevention of infections transmitted by ixodid ticks: problems of theory and
practice. Omsk; 2010.

58. Smirnov V.S., Totolian Areg A. Some opportunities for immunotherapy
in coronavirus infection. Infektsiya i immunitet. 2020;10(3):446-458. DOI:
10.15789/2220-7619-SPO-1470.

59. Briko N.I et al. Zhumal
10.22625/2072-6732-2018-10-2-5-16.
60. Lundstrom K. The Potential of RNA Vaccines for Infectious Diseases
and COVID-19. VacRes. 2020; 7(1): 25-37. doi: 10.29252/vacres,7.1.25.

infektologii. 2018;10(2):5-16. doi:


http://dx.doi.org/10.52547/vacres.8.1.11
http://vacres.pasteur.ac.ir/article-1-256-en.html
http://www.tcpdf.org

