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Resume:

The article examines current issues and features of the pharmacotherapy of recurrent herpes
infection caused by the herpes simplex virus. It highlights the high prevalence of the infection,
its ability to persist lifelong, as well as its immunosuppressive and oncogenic effects on the
human body. Particular attention is given to the recurrent course of the disease, associated with
reactivation of the virus from its latent state.
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AJTABHUETJIAP TAXJIWJIN: PEOIUINBUPYBYU I'EPIETUK NHOEKIWAHUHT
OAPMAKOTEPAIIUACUHUHI 3AMOHABUU MYAMMOJIAPHU BA
XYCYCUATIAPHU

Xuxkmaryuio H. TypaeB — tu66uér hannapu HoM301u, KIMHUK papMakonorus kadeapacu
accuctentu, CamapkaHna naBiat THOOUET yHuBepcutet, Camapkani, ¥Y30€KUCTOH

AHHOTALIUA:

Makonazna onauit repriec Bupycu (HSV) ToMoHnaan yakupuiaaurad peuauBUPyBUN TEPIIETHK
MHQEKIUSHUHAT (papMaKOTEPANMUSICHHUHT 3aMOHABHI MyaMMOJIapy Ba XyCyCHSITIApH KYpHO
yuKWIaau. MHQEKIUSHUHT IOKOPU TapKAJITaHIUTH, YHUHT OpraHu3M/ia yMpOO/] MePCUCTEHIIUS
KWW KOOWJIMSATH, ITYHUHTJIEK HHCOH OPTraHU3MUTa UIMMYHOJISIIPECCUB Ba OHKOTEH TabCUPHU
Kaii aTunaau. KacauIMKHUHT JIaTEHT XO0JIaTAaH BUPYCHUHT KaiTa (aosuiantyBu OmiiaH OOFIINK
Oynran KalTallaHyBYM KEUMIINTA ATOXKa YbTHOOP KapaTHITaH.

Kanur cy3nap: repnetuk nHGEKIUs; OAIUN reprec BUPYCH; pelUanB; (papMakoTepamnus;
BHpYcCra Kaplly Ipernapariap; aluKIOBUp; BaJalMKIOBUDP; GaMIIMKIOBHP; UMMYHOTEpaIus;
uHTepdeponnap; UHTEpPEepoOH UHIYKTOPIAPH; CYIIPECCUB TePAIHsl; HMMYHHUTET; KIIMHUK
(hapmakoIorus.

JUTEPATYPHBII OB30P: COBPEMEHHBIE MPOBJEMBI 1 OCOBEHHOCTH
®APMAKOTEPAIINY PEIMIMBHUPYIOIIEN TrEPOIETUYECKON HHO®EKLIUA

XukmartyJsiio H. TypaeB — k.M.H., acCUCTEHT Kadeapbl KIMHUIECKON (hapMaKOJIOTHH,
CamapkaHJICKHi rOCy1apCTBEHHBIN MEIUIIMHCKUHN yHUBepcuTeT, Camapkani, Y30eKucTan

Pesrome:

B cratbe paccMaTpuBaroTCsi COBpeMEHHBIE TPOOIEMBI 1 0COOCHHOCTH (papMaKoTeparnuu
PEIMANBHUPYIONICH TeprieTHIeCKor HHPEKIINY, BEI3BAHHOW BUPYCOM IPOCTOTO Teprieca.
OtMmeuaeTcst BBICOKasi pacpOCTPaHEHHOCTh HHPEKIINH, €€ CIIOCOOHOCTD K MOXU3HCHHOU
MEPCUCTEHIMH, a TAKKE UMMYHOJIETIPECCUBHOE U OHKOT€HHOE BO3/IEUCTBUE HA OPTAaHU3M
yenoBeka. Oco0oe BHUMaHUE yJIeNsieTcs peliIMBUPYIOIIEMY TeUEHHUIO 3a00IeBaHus,
CBA3aHHOMY C peaKTHUBAllMEN BUpYyca U3 JJATEHTHOT'O COCTOSHUSI.
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KiroueBble cjioBa: reprieTnueckasi HH(EKIMs; BUPYC MPOCTOTO Teprieca; periuinB;
(dbapmakoTepanusi; IPOTUBOBUPYCHBIE MPENapaThl; allMKIOBUD; BAJIALUKIOBUDP; (haMIHKIOBUD;
UMMYHOTEpaIus; THTepPEepOHbl; UHAYKTOPHI HHTEPPEPOHA; CYIIPECCUBHAS TE€paIus;
MMMYHHTET; KIMHUYECKast (papMaKoIorusl.

Intraduction: At present, among viral diseases, herpes infection has become particularly
relevant. Its causative agent is the herpes simplex virus (HSV). Firstly, this is due to its fairly
widespread prevalence among populations in different regions; secondly, due to the lifelong
persistence of the virus in the human body; thirdly, due to the immunosuppressive and oncogenic
properties of the virus, as well as its negative impact on reproductive health and the high
frequency of asthenic syndrome development. All of this significantly complicates the prognosis
of the disease and reduces the quality of life in patients with this pathology.

Very often, herpes infection can take on a recurrent course. The problem is also that during
recurrences, HSV, which had previously been in a latent state in the body, begins to actively
replicate, clearly disrupting the body's defense mechanisms, while modern antiviral drugs can
only temporarily halt viral replication during the period of their use.

Clinically, recurrences occur with signs of intoxication of varying severity and local symptoms
affecting the skin and/or mucous membranes.

Like other viruses, HSV is an intracellular parasite. It is practically impossible to affect it with
medications without damaging the cells of the host organism. In most cases, the use of antiviral
drugs is not very effective, and the risk of adverse effects is quite high. Antiviral agents are drugs
with a narrow therapeutic range. Maximum effectiveness can be achieved when they are used for
preventive purposes or locally, when it is possible to create a high concentration. Since it is
impossible to achieve complete elimination of the virus from the body using modern antiviral
agents, the goal of pharmacotherapy (PT) for herpes infection (HI) is to transfer actively
replicating viruses into a latent, inactive state.

The objectives of pharmacotherapy in this case are to suppress viral reproduction during
exacerbation in order to reduce the severity or duration of recurrence, as well as to restore
adequate immune system function to prevent post-recurrence viral reactivation and to increase
the duration of the recurrence-free period.

Antiherpetic drugs include tebrofen, reodoxol, idoxuridine, vidarabine, acyclovir, valacyclovir,

and famciclovir. All of them disrupt the synthesis of viral nucleic acids, that is, they block
replication.

Currently, there are two main approaches to the treatment of herpes infection (HI):

1. antiviral chemotherapy;

2. acomprehensive treatment method, in which immunotherapy (specific and nonspecific)
is combined with antiviral therapy and the use of topical agents.

All antiherpetic drugs are divided into two groups:

Group 1 — agents of etiotropic pharmacotherapy:
a) direct antiviral chemotherapeutic agents (abnormal nucleosides): acyclovir, valacyclovir,
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famciclovir;
b) interferon preparations: natural — leukinferon and recombinant — viferon;
¢) interferon inducers — cycloferon, neovir, amixin, ridostin.

Group 2 — agents of pathogenetic therapy (immunotropic agents). These include:

a) drugs that restore T- and B-cell immunity and phagocytosis — thymalin, T-activin, immunofan,
immunomax, galavit, myelopid, polyoxidonium, methyluracil;

b) immunoglobulins — standard immunoglobulin, antiherpetic immunoglobulin;

c) drugs with metabolic effects — glutoxim, mildronate;

d) drugs with mixed mechanisms of action — derinat, hepon;

e) herpes vaccine.

The prescription of immunotropic drugs should be based on clinical and immunological
examination, with mandatory consultation by a clinical immunologist.

At present, acyclovir is considered the “gold standard” of HI therapy. As an abnormal
nucleoside, it has pronounced antiherpetic activity and relatively low toxicity. A key feature of
acyclovir, as well as other abnormal nucleosides, is that it acts only on intracellular HSV that is
in an active state. After discontinuation of therapy, viral replication resumes.

Side effects of acyclovir include: local irritation (with topical use), dyspeptic symptoms (nausea,
vomiting, diarrhea), hepatotoxicity, headache, increased fatigue, and skin reactions. It should be
noted that there are cases of primary resistance to acyclovir or resistance that develops during
treatment (in 5—7% of patients).

Based on acyclovir, valacyclovir (Valtrex) and famciclovir (Famvir) have been developed.
Valacyclovir is advantageous because after administration it achieves blood and tissue
concentrations comparable to intravenous acyclovir, which ultimately allows for reduced dosing
frequency. In terms of suppressing HSV replication, famciclovir is considered the most effective;
however, from a pharmacoeconomic perspective, acyclovir remains the more justified choice.

It is important to note that early administration of systemic and topical antiviral agents
contributes to more effective and prolonged suppression of viral replication.

There are two methods of oral administration of synthetic nucleoside analogs:

1. episodic therapy (a 5-10 day course) — prescribed during the first episode of HI in a
patient’s life, and can also be used during the prodromal period of mild HI;

2. suppressive (preventive) therapy, in which the drug is prescribed for months or even
years, but in lower doses than in episodic treatment, in order to prevent recurrence.

In cases of recurrent herpes infection of moderate severity and severe herpes infection, the most
justified approach is the use of antiviral drugs in a subsuppressive regimen (administration of
acyclovir for 4-6 weeks) or a suppressive regimen (see Tables No. 1 and 2)

Table 1.
Recommended regimens for episodic therapy of herpes infection (CDC, Sexually Transmitted
Diseases, 2002)

"IxoHomMuka u counym' Ne4(143) 2026 www.iupr.ru



Episodic therapy for HI with

Drug First episode of HI
rare recurrences

Acyclovir 400 mg per dose, 3 times daily, for
5 days

200 mg per dose, 5 times daily,

for 5 days

800 mg per dose, 2 times daily, 400 mg per dose, 3 times daily, for

for 5 days 7-10 days

200 mg per dose, 5 times daily,

for 7-10 days

Valacyclovir 500 mg per dose, 2 times daily, for
3-5 days

1000 mg per dose, once daily, 1000 mg per dose, 2 times daily,

for 5 days for 7-10 days

Famciclovir 125 mg per dose, 2 times daily, for 259 mg per dose, 3 times
5 days daily, for 5 days

Table 2.

Recommended regimens for suppressive therapy of herpes infection (CDC, Sexually Transmitted
Diseases, 2002, with modifications)

Drug Treatment regimen
Acyclovir 400 mg per dose, 2 times daily, continuously
Famciclovir 250 mg per dose, 2 times daily, continuously
Valacyclovir 500 or 1000 mg per dose, once daily,
continuously

or 500 mg per dose, 2 times daily,
continuously

Depending on the nature of changes in interferon status, interferon (IFN) preparations or
interferon inducers (IFI) are used for the pharmacotherapy (PT) of patients with herpes infection
(HI).

With the help of IFN preparations, replacement therapy is carried out; however, this may
suppress the production of the body’s own endogenous interferon, which must be taken into
account when prescribing long courses (more than 2 weeks), especially with genetically
engineered IFN. Therefore, an intermittent (discrete) regimen of their use is preferable. It should
be noted that if there is hyperproduction of endogenous a- and/or y-interferons, the use of IFN
preparations should be avoided.

IFN preparations can be used in various dosage forms depending on the severity of HI. For
example, leukinferon has antiviral and immunocorrective effects, accelerates the differentiation
of immune cells, and is mainly used in severe HI. The drug viferon, in the form of rectal
suppositories, contains recombinant a2b-interferon and vitamins C and E, which ensures longer
circulation of interferon in the blood, although at a lower concentration than with parenteral
administration; therefore, it is more often used in moderate HI and less frequently causes adverse
effects.
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IFI (interferon inducers) exhibit all the effects characteristic of I[FN preparations but have a
number of advantages (provided that the body’s cells retain the ability to produce interferon):
interferon synthesis induced by these agents is balanced and regulated by the body itself;
moreover, inducers are not antigenic, which prevents side effects typical of interferon therapy.
The regimen of their use is determined by the individual characteristics of the patient’s interferon
status, the clinical course of the disease, and the pharmacological properties of the specific IFI
used.

The approaches to the use of the herpes vaccine are as follows:

1. the herpes vaccine is used at the beginning of HI pharmacotherapy according to the
standard regimen, in combination with immunotropic and etiotropic drugs;

2. the herpes vaccine is administered after completing one or several courses of
komruiekcHo PT, once stable clinical and laboratory improvement is achieved (positive
dynamics of immune status, negative immunofluorescence test results for HSV).

Although the latter approach is more justified, in some patients stimulation of
hyperimmunoglobulinemia may provoke allergic and autoimmune processes, thereby worsening
the course of herpes infection.

The treatment strategy for patients with herpes infection (HI) depends on the severity of
the infection, the nature of comorbid conditions, and the patient’s reproductive plans.

Pharmacotherapy (PT) of recurrent mild HI is often limited to the use of acyclovir in an episodic
regimen or a short course (2 weeks), interferon inducers (cycloferon, amixin), along with
pathogenetic therapy (thymic factors that mainly affect the T-cell component of immunity and
drugs influencing the monocyte-macrophage system—polyoxidonium or methyluracil). In mild
HI, polyoxidonium and methyluracil have comparable clinical effectiveness. However, since
treatment costs are more favorable with methyluracil, it is preferable to use thymic factors and
methyluracil in combination with etiotropic PT as first-line therapy. In addition, combined
vitamin preparations with antioxidant effects (aevit, triovit) may be used.

Pharmacotherapy for patients with moderate HI should include antiviral drugs (acyclovir,
valacyclovir) in a subsuppressive regimen, interferon preparations or interferon inducers,
combined with immunotropic PT (according to changes in immune status).

In severe HI and continuously recurrent forms (more than once per month), suppressive antiviral
therapy (acyclovir, valacyclovir) for 3—6 months is indicated, along with immunotropic PT.

The use of vegetotropic and autonomic-modulating drugs, combined with qualified
reflexotherapy and psychotherapy, is considered promising for patients with HI of any severity.

At any severity of HI, the use of topical agents is advisable. Topical antiviral drugs (such as
acyclovir cream or ointment) are necessary to reduce clinical manifestations at the lesion site,
accelerate epithelialization, and shorten the duration of viral shedding. Local use of interferon
inducers (cycloferon liniment, epigen) and cytokine preparations (superlymph) reduces
inflammation, stimulates phagocytosis and fibroblast proliferation, and improves regeneration of
mucous membranes.

In Conclusion, Thus, the above highlights the clear need for further development of standards
for immunoactive and etiotropic pharmacotherapy for HI, based on clinical and laboratory
polymorphism of the disease and the pharmacological characteristics of the drugs. Unfortunately,
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the use of modern antiviral agents does not achieve complete elimination of the virus from the
body, and data on vaccine effectiveness remain contradictory. Moreover, unified standardized
protocols for immunoactive and etiotropic pharmacotherapy are still lacking.
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