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[Torick OBIIMX 3BEHbEB 3THUOJIOTHHU U IaToreHe3a B GOPMHUPOBAHUN KOMOPOUAHOM ITaTOJIOTHH Y COBPEMEHHBIX
GOJIBHBIX OTKPBIBAET JOTIOHUTEIbHbIE BO3MOXXHOCTH B ITOBBIIIEHUN 3G EKTUBHOCTH UX JIEYEHUS U SABJISIETCA
B&)XHO! Npo6JIeMOY Hay4HO-TIPAKTUYECKOM MeAUIMHEL Upe3BbIyaiiHas paclpoCTPaHEHHOCTb XPOHUYECKOMH
[IepCUCTEHI[MN HMMYHOTPOITHBIX BUPYCOB, TAKUX KaK repIiec FeHOTHUIIOB 4, 5, 6-T0 TUIIOB, TpeOyeT U3yueHUs ee
IIOC/IeICTBUH B OpraHu3Me JesloBeKa U IPUIACTHOCTH K ero NHQEKIIMOHHO-3aBUCUMOM 3a00/1eBaeMOCTH, TaKOMH
kax popMupOBaHIe MHOXXeCTBEHHBIX XPOHMYeCcKUX o4aroB nHdekiuu B JIOP-opranax ¢ 4aCThIMU U 3aTSKHBIMU
obocTpeHnAMU. B paboTe okasaHo, YTO XpPOHUUIECKUe CUHYCUTHI, Ha30apUHIUT, TOH3WLIHUT, aCCOLIMUPOBAHHBIE
C repIIeCBUPYCHOM XpOHUYECKOH IepcucTeHIuell GopMUpPYIOT CTaTyC 9acTo U JJIUTeIbHO OOMEIONINX JIfojel Ha
¢doHe BeIpaKeHHON IMMYHOKOMIIPOMETAI[UH C KOJIMUeCTBEHHBIM U GyHKIIMOHATBHEIM T- 1 B-K/1eTOUHBIM Zedu-
I[UTOM, HEZJOCTaTOYHOCTHIO PECypPCOB - U Y-MHTepdepoHa. B rcciieJloBaHUY IIPeZCTaBIEH IIOI0KUTEIbHBIM OIBIT
BOCIIONTHEHUA e DULINTA O U Y-UHTePdEPOHOB OHOMMEHHBIMU PEKOMOUHAHTHBIMU ITpenapaTaMy ¥ KOMOPOUA-
HbIX JIOP-607bHBIX. L]eIbio Heclel0BaHNA ABWIOCH ITOBhIIIeHNe 9GPEeKTUBHOCTH JTeUeHNUA ITalleHTOB C COYeTaH-
HOM XpOHHYeCKOH oyaroBou nHdekuueii B JJIOP-opranax Ha ¢oHe XPOHUIECKOU TePCUCTEHIIUY FePIIECBUPYCHOM
nHbexnuy. MaTepuaisl 1 MeToAbl. KoMIUIekcHOe KIMHUKO-TabopaTopHoe obciefioBaHue 45 HocuTe el BUpyca
repIieca reHOTHUIIOB 4,5, 6 B Bo3pacTe 0T 29 710 52 JIeT T03BOJIWIO YCTAHOBUTD Y HUX KOMOPOUHYIO XPOHUIECKYIO
ouarosylo uHdek1uo B JIOP-opraHax: XxpOHUYECKUH CUHYCUT, XpOHIUYECKUH Ha30papHuHIUT, XPOHUIECKUH TOH-
3WUINT. Pe3ynbTaTel. Y HaOMIOAABIINXCSA AleHTOB ObUT BBIABIEH CTATUCTUYECKH 3HAUUMEIH (p < 0,01) zedu-
1uT NK-k1eTok ¢ perjeniropamu CD16+, CD56+ u B-kieTok ¢ Mapkepamu CD19+, CD5+ Ha poHe tumdorurosa
nepridpepruuecKoil KpOBU C IIOBBILIEHNEM COZiep)KaHuA IIUTOToKcndeckux T-tumdoruros (CD8+) MapkepoM y
yacTy OOJBHBIX. Y BCeX IALMEHTOB ObUIO BBIABIEHO 3HAUNTEIbHOE CHIDKEHHE PeCypCoOB CHCTEMBI HHTepdepo-
Ha (p < 0,01). 3amecTUTeNbHAA TepaNKA PeKOMONHAHTHBIMU IIperiapaTaMy o- U Y-UHTepdepOHOB NIPUBOAIIA
K BOCCTQHOBJIEHHIO TIapaMeTPOB CUCTEeMBI MHTepdEPOHA U CONIPOBOXKAANAChH YIydIlleHeM UMMYHOJIOTMIeCKUX
IokasaTesei KpoBH, KaK KOJIMYECTBEHHBIX, TaK U GPYHKIIMOHAIBHBIX XapaKTepUCTUK T- 1 B-miMonuTos, MOHO-
HyKJIeapHbIX $aroiuToB, 3TOH JUHAMIKe COOTBETCTBOBAJIO YIy4llleHe COCTOSHIUA OOIbHBIX, IIOATBEPXKAEHHOE
pe3ysibTaTaMy aHKETUPOBaHUA. 3aKioueHre. TakuM 06pa3oM, IOMydeHHbIH [T0T0KUTENbHBIH OIBIT IIPOTHUBO-
BUPYCHOH Teparnuy IyTeM BOCCTAHOBIEHHS PECYPCOB CUCTEMbI MHTEppEPOHa ¥ UMMYHOpPeabMINTAlN PEKOM-
GUHAHTHBIMU TIperrapaTaMu nHTepdepoHa CBUIETENbCTBYET O BAXKHOM POJIM TepIIeCBUPYCHOTO HOCHUTEIbCTBA B
dbopMupoBaHUM KOMOPOUAHOCTH U HEOOGXOAMMOCTY UIMMYHOTPOITHOM KOPPEKINH /IS YIyYIIeHNUA COCTOSTHUSA U
NIOBBIIIEHNA KaueCTBa XKU3HU Mal[eHTOB.
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The search for common links of etiology and pathogenesis in the formation of comorbid pathology in modern
patients opens up additional opportunities for increasing the effectiveness of their treatment and is an important
problem in scientific and practical medicine. The extreme prevalence of chronic persistence of immunotropic
viruses, such as herpes genotypes 4,5,6 types, requires a study of its consequences in the human body and the
involvement in its infectious-dependent morbidity, such as the formation of multiple chronic foci of infection
in the ear, nose and throat with frequent and prolonged exacerbations. The work shows that chronic sinusitis,
nasopharyngitis, tonsillitis associated with chronic herpesvirus persistence form the status of frequently
and long-term ill people against the background of pronounced immuno-compromise with quantitative and
functional T- and B-cell deficiency, insufficient resources of a and y- interferon. The study presents a positive
experience of replenishing the deficiency of a and y-interferons with recombinant drugs of the same name
in comorbid ENT patients. The aim of the study was to increase the efficiency of treatment of patients with
concomitant chronic focal infection in the ear, nose and throat against the background of chronic persistence
of herpesvirus infection. Materials and methods: Comprehensive clinical and laboratory examination of 45
carriers of herpes simplex virus genotypes 4,5, 6 at the age of 29 to 52 years made it possible to establish in
them a comorbid chronic focal infection in the LOR organs: chronic sinusitis, chronic nasopharyngitis, chronic
tonsillitis. Results: The observed patients had a statistically significant (p < 0.01) deficiency of NK cells with
receptors CD16+, CD56+ and B cells with markers CD19+, CD5+ against the background of peripheral blood
lymphocytosis with an increase in the content of cytotoxic T lymphocytes (CD8 +) marker in some patients. All
patients showed a significant decrease in interferon system resources (p < 0.01). Replacement therapy with
recombinant preparations of a- and y-interferons led to restoration of interferon system parameters and was
accompanied by improvement of immunological blood indices, both quantitative and functional characteristics
of T-and B-lymphocytes, mononuclear phagocytes, this dynamics was matched by improvement of patients,
confirmed by results of questionnaire. Conclusions: Thus, the positive experience of antiviral therapy by
restoring the resources of the interferon system and immune recovery with recombinant interferon drugs
indicates the important role of herpes virus carrier in the formation of comorbidity and the need for etiological
treatment to improve the condition and quality of life of patients.

Keywords: comorbidity, herpetic infection, chronic focal infection in the LOR organs, immunological status,
interferon preparations.
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[TouMOpOUAHOCTh  COBPEMEHHOTO  OOJIBHOTO
00yCIOBIMBAET LENbI KOMIUIEKC TPYZHO pellae-
MBIX TIpOOJeM MPaKTUYECKOW MEUIUHBI, Tpeby-
OIIUX  MEeXAUCHUIUIMHAPHOTO, WHTerpaTUBHOIO
nozxoga [1]. Ilouck ¢aKTOPOB 3STHOJIOTHYECKON
[aTOreHeTUYEeCKOW OOIIHOCTH KOMOpPOUAHON Ta-
TOJIOTUU KaK IMepCHeKTUBHBIX TOYEK IPUIOKEeHUA
JENCTBUSA CPEZACTB C MYJIBTUMOJATbHBIMU Jiedes-
HbIMU 3¢ddeKTaMy CTAaHOBUTCS OJHUM M3 Hauboiee
aKTyaJbHBIX HaNpaBIeHUN HayYHO-IPaKTUYECKUX
WCCIIeJOBAaHUM. YCTaHOBJIEHO, YTO OOJIBIINHCTBO KO-
MOpPOUAHBIX 3a60eBaHUi — NHGEKIIMOHHO-3aBUCH-
Mble, Hepeko dopmupyroTcs B JIOP-opranax u nme-
IOT MHOKECTBEHHBIN XapakTep, UTO MOATBepXJaeT
UMMYHOT€HHBIM MeXaHU3M B Pa3BUTUM COUYETaHHOU
naTtosioruu [2].

MI3BeCTHO, YTO B MOCTIEAHUE TOABI OONBITMHCTBO
HaceJIeH!s TOpaXkKeHO HOCUTeIbCTBOM XPOHUYECKOU
BUPYCHOM WHQEKUNH, IPU 3TOM IEPBEHCTBO IpH-
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The multimorbidity of a modern patient
determines a whole complex of difficult to solve
problems of practical medicine, requiring an
interdisciplinary, integrative approach [1]. The
search for factors of the etiological pathogenetic
community of comorbid pathology as promising
points of application of the action of agents with
multimodal therapeutic effects is becoming one of
the most important areas of scientific and practical
research. It was found that the majority of comorbid
diseases are infectious, often formed in the ear,
nose and throat and have multiple character, which
confirms the immunogenic mechanism in the
development of combined pathology [2].

It is known that in recent years the majority of
the population is affected by the carriage of a chronic
viral infection, while the primacy belongs to various
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Ha/UIeXKUT Pa3INIHBIM [eHOTHIIaM BHpyca repieca:
tunos 1, 2 (mpocroii repriec) — HSV 1/2; 4 (Bupyc
Snureiina-Bapp) — EBV; 5 (uuromeranoBupyc) —
CMV; 6,7 (uenoBeveckuit Bupyc) — HHV 6, 7, xpo-
HUYEeCKas MepPCUCTEHINA KOTOPBIX fABJIAETCSI 3aKO-
HOMEDPHBIM CITyTHUKOM KOMOPOWJHOU IaTOJOTHH.
Oco0y10 0IIaCHOCTb IIPE/CTABIAIOT UMMYHOTPOITHbIE
BH/BI BUPYCOB, 3aCeJIA0IIe MMMYHOKOMIIETEHTHBIE
KJIETKU JUM(PATUIECKOH ¥ MOHOHYKJeapHO-daro-
uuTapHou cucteMsl (4, 5, 6, 7-TO TUIIBI TepIIECOB).
«JlIoGPOKaYeCTBEHHOCTh» 3TOTO HOCUTEIBCTBA OTpa-
HUYMBAETCA JIUIIh TEM, YTO OTU BUPYCH PEAKO pas-
PYIIAIOT UMMYHHYIO KJIETKY-XO35IMHA, HO IIPH 3TOM
[IOJIHOCTBIO TOAYMHAIOT ee MeTaboin3M HyXJaMm
CBOEH JKU3HEeJeATeNbHOCTH U IIOZAABJAIOT CIIOCO0-
HOCTb K OCYIIIeCTBJIEHHUIO 3aIIUTHBIX QYHKIIUN B Op-
raHusMme. 'epriec 1-ro u 2-ro TUIIOB ITapasuTUpyeT
[JIaBHBIM 00pa3oM B SNUTETHATbHBIX KJIETKaX, HO
[IpU CBOEH aKTUBHOCTHU OTBJEKaeT Ha cebs orpoM-
HBII TOTEHIWaJT WMMYHOJIOTUYECKUX PECYpCOB,
ycyry0isis UMMyHOZEpUITUTHOE COCTOSTHUE. AHAINU3
XapaKTEePUCTUK Pa3HBIX IpeACTaBUTeNeN Trepreca
yOeXK/JaeT B MX MPUYACTHOCTH K GOPMHUPOBAHUIO KO-
MOPOUZHBIX KOMIUIEKCOB 6OJIE3HEH.

[Ipocroii repriec (HSV 1/2) BHezpsieTcss 4yepes
CJIU3UCTYI0 0OOJIOUKY WM KOXY, OCOOEHHO MaToJIO-
rudecky u3MeHeHHy0. OH Ipe/icTaByieH AByMs TH-
namu BupycoB HSV1 u HSV2, xapakTepusynomumu-
€s1 KOPOTKUM LIMKJIOM PEIUIMKAINH, CIIOCOOHOCTHIO
K 3$dEeKTUBHOMY DPaspylIeHUI0 WHOUITUPOBAHHBIX
KJIETOK U Pa3BUTHIO JIATEHTHOH MHQEKINU B CeH-
COPHBIX raHMIUAX. [IpOABIIAETCA MOPAYKEHNEM KOXU
M CIU3UCTBIX 00osiouek, [THC, BBI3SBIBA€T CTOMATUT
(TMHTMBOCTOMATUT), IOPAXEHUE TTOJIOBBIX OPTAaHOB,
KepaTOKOHBIOHKTUBUT, T'epHETHIECKYIO dK3aHTEMY
Kamomw, sHiiepanmut (MeHUHTO3HIIe)ATUT), Cepos-
HBIIl MEHUHTHUT, MUEJIUT, PAZAUKYIOHEBPUT.

3apakeHHe BOCIPUUMYMBOIO YeJOBeKa BUPY-
COM uYesioBeKa 4-ro reHoruna (Bupyc OmmTeliHa —
Bapp — EBV) mpoxoauT udepe3 MepKyTaHHBIA WU
aCIMPANMOHHBI MeXaHNW3M OT HHOUIIMPOBAHHO-
ro Hocutesns EBV. B GONMBIIMHCTBE CIydaB IepBas
BCTpeYa C BUPYCOM IIPOUCXOAUT OECCHMITOMHO.
Bupyc xapakTepusyercs JJIVMHHBIM LIUKJIOM peIUIU-
KaIliy, BBI3bIBAeT BO3HUKHOBEHHE MaHUGECTHON U
sareHTHOU nHeKuu. Ob6IaZaeT TPOITU3MOM K SITH-
TeJTMAJbHBIM KJIeTKaM U B-muMdoruram. CriocobeH
TaKKe nopaxatb T-tuMmbonnTsl, NK-KJIeTKH, TIagKO-
MBIIIEYHBIE 1 TAPeHXUMATO3HbIE KJIETKY Pa3IMIHbIX
opraHosB. /lnuTenbHada peruiukanya supyca EBV aB-
JIIeTCSl OAHOW U3 IPUYMH B PA3BUTHUH X-CBI3aHHOTO
suMmbonponudepaTUBHOTO  CUHApPOMa, Hasoda-
PUHTeaJIbHON KapLWHOMEL, JUMQOrpaHyIeMaTo3sa,
sumdowmsl ITHC, paka kenyzaka. O6cy:kaaeTcs poiib
EBV 1ipu pacceasHHOM CKJIEpO3€, peBMaTOWAHOM ap-
Tpute, bonesHu lllerpeHa, a Takke B Pa3BUTUU XPO-
HUYECKUX TellaTUTOB, BO3HUKHOBEHUU IIEPBUYHOIO
SHZOKApZAWUTA, IepUKApANTa, Me3aHTMOKAIWLIIP-
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genotypes of the herpes virus: types 1, 2 (herpes
simplex) — HSV 1/2; 4 (Epstein — Barr-virus) — EBV;
5 (cytomegalovirus) — CMV; 6.7 (human virus) —
HHV®6.7, chronic persistence of which is a natural
companion of comorbid pathology. Of particular
danger are immunotropic types of viruses inhabiting
responders of the lymphatic and mononuclear-
phagocytic systems (types of herpes 4, 5, 6, 7). The
"benign" nature of this carrier state is limited only
by the fact that these viruses rarely destroy the
host immune cell, but at the same time completely
subordinate its metabolism to the needs of their
vital activity and suppress the ability to carry out
protective functions in the body. Herpes types 1 and
2 parasitizes mainly in epithelial cells, but with its
activity it diverts the huge potential of immunological
resources to itself, exacerbating the immune
deficiency state. Analysis of the characteristics of
different representatives of herpes convinces of their
involvement in the formation of comorbid complexes
of diseases.

Herpes simplex (HSV 1/2) is introduced through
the mucous membrane or skin, especially the
pathologically altered. It is represented by two types
of viruses HSV1 and HSV2, characterized by a short
replication cycle, the ability to efficiently destroy
infected cells, and the development of latent infection
in sensory ganglia. Manifested by damage to the skin
and mucous membranes, the central nervous system,

causing: stomatitis (gingivostomatitis), genital
lesions, keratoconjunctivitis, Kaposi's herpetic
exanthema, encephalitis (meningoencephalitis),

serous meningitis, myelitis, radiculoneuritis.

Infection of a susceptible person with genotype
4 human virus (Epstein — Barr-virus — EBV) passes
through a percutaneous or aspiration mechanism
from an infected EBV carrier. In most cases, the
first encounter with the virus is asymptomatic.
The virus is characterized by a long replication
cycle, causing overt and latent infection. Possesses
tropism for epithelial cells and B — lymphocytes. It
is also capable of infecting T-lymphocytes, NK-cells,
smooth muscle and parenchymal cells of various
organs. Long-term replication of the EBV virus is
one of the reasons for the development of X-linked
lymphoproliferative ~ syndrome, nasopharyngeal
carcinoma, lymphogranulomatosis, CNS lymphoma,
and stomach cancer. The role of EBV in multiple
sclerosis, rheumatoid arthritis, Sjogren's disease, as
well as in the development of chronic hepatitis, the
occurrence of primary endocarditis, pericarditis,
mesangiocapillary  glomerulonephritis,  chronic
fatigue syndrome is discussed [3-7].
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HOT'O IJIOMepyJIOoHeppHUTa, CUHAPOMAa XPOHUYECKOU
ycranoctu [3-7].

[IyTy mepegayu ITUTOMETATOBUPYCHON HHGEK-
uun (Bupyca repreca 5-ro reHoruna CMV) MHoro-
obpasHbl. Haunbosee pacrmpocTpaHEHHBIMH ITyTSIMU
3apa)keHus ABJAETCS KOHTAaKTHO-NIOJOBOW U reMo-
TpaHchy3MOHHBIN. Bupyc XapakTepu3yeTcs: MeIJIeH-
HOU pempoAyKIlvel, HU3KOW BUPYIEHTHOCTHIO,
B CBSI3U C YeM JJI 3apa’keHUsT HeoOX0uM OITU3KUMA
KOHTAKT MEXAY MCTOYHUKOM WHQEKITUU, Jallle BU-
PYCOHOCHUTENIEM, U BOCIPUHUMYHUBBIM OPraHHU3MOM.
Ob6s3aTebHBIM YCIOBUEM JJIT Pa3BUTUs TeHEpaIt-
30BaHHBIX GOPM HHOEKIMU SBISETCA COCTOSHUE
MMEPBUYHOTO WJIW BTOPUYHOTO HMMYyHOAebUIIHTA.
Y MMMYHOHEKOMIIPOMETHUPOBAHHBIX JIWI KIMHUYE-
CKHe TIPOSBJIEHUS WHOUIMPOBAHUA OTCYTCTBYIOT C
Pa3BUTHEM JIATEHTHOTO CYOKIMHUYECKOTO TEUEHUS
3a60jIeBaHUA WIN TIO)KU3HEHHOTO BUPYCOHOCUTEb-
ctBa. ITuroMeranoBupyc obsiazaer caaboi YyBCTBU-
TEJIbHOCTHIO K COOCTBEHHBIM MHTepdEepOHaM, C YeM
CBsI3aHa ero CIoCOOHOCTD K AJTUTETHHOM MepCUCTEH-
MY B KJIETKaX MOHOIIMTapHO-MaKpodarajJibHOU CH-
cTeMbl ¥ TUMounuTax. OTTUIUTENBHBIM CBOMCTBOM
BHUpYyca ABJAETCS BbIpakeHHas IIUTONaTUYecKas ak-
TUBHOCTD 10 OTHOIIEHUIO K TOPAXEHHBIM KJIETKaM
PA3TMYHBIX OPTAHOB M TKAaHEU — IleHTpabHasA HEPB-
Has cucTeMa (oHIeQanmuT), MoUKU (HedpUT), IETKUE
(mHeBMOHMS), cepalle (MUOKapAUT), cele3eHKa, Te-
YyeHb, KUIIeYHUK [8, 9]. UenoBeueckuil BUpyc 6-ro,
7-ro TunoB (HHV 6, 7) nposBiseT Bce cBOMCTBA BbI-
merepeyvrcieHHbIX TeHOTUIIOB reprieca [4, 7, 9, 10].

JlinTenbHoe HaOMIOZEeHME 3a MalleHTaMU, HH-
OUIIMPOBAHHBIMU ~ Te€PIIECBUPYCHON  MHGEKIHEH,
BBIABWIO HapylleHHe KOJWYEeCTBEHHOT'O COCTaBa U
YHKIIMOHABHBIX CBOMCTB MMMYHOKOMITETEHTHBIX
KJIETOK, U3MeHeHue GayiaHca Mpo- U aHTUBOCIAH-
TEJIbHBIX ITUTOKUHOB [11, 12], nedeKThl aKTUBAIUU
cucTeMbl KoMIiuieMeHTa [13-16]. ViMeroTcsa fJaHHbBIE
O CHW)XEHUHU YPOBHS QYHKITMOHATHHON aKTUBHOCTU
NK-KJIETOK, yTHETEHUH CIIOCOOHOCTU JIEMKOIIUTOB K
cuHTe3y IFN-y y nanieHToB B MOMEHT peliiiuBa rep-
MeTU4eCcKol NHQEKIINH.

TakuM 06pa3oM, BUPYCOHOCHUTEIBCTBO Teprieca
Pa3MIUYHBIX TE€HOTUIIOB IMPOrpaMMUpPYeET (OPMHUPO-
BaHUE TSDKENbIX HWMMYHOAEeDUIIUTHBIX COCTOSHUH,
MIPOSIBJIAIONTUXCS HE TOJMBKO B 6€33aIUTHOCTH TIEpe/
VHQEKIIMOHHBIM OKPYKeHHEM, HO M B CKJIOHHOCTH K
ayToCeHCHMOWIM3aIuy U oHKoreHesy [17-19]. Kpome
TOTO, ECTh OCHOBAHUA T0JIaraTh, YTO UMEHHO XPOHU-
Yyeckas repreTndeckas UHPEKIUA MOXKET SBJISAThCS
CBA3YIOIIMM 3BEHOM B IIaTOTe€He3e MHOXXeCTBEHHOU
XpOHUYeCKO! HHPeKIINHY, B ToM yrcie BJIOP-oprasax.

Ilensb ucciesoBaHus

[NoBrineHye 3¢GEKTUBHOCTH JIeYeHUs TallheH-
TOB C COYETAHHON XPOHMYECKOW 0YaroBOd WHOEK-
uueii B JIOP-opranax Ha GpoHe XpOHUYECKOU TTepCH-
CTEHIINH T'epIIeCBUPYCHOMN MHMEKITUH.
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The ways of transmission of cytomegalovirus
infection (herpes virus genotype 5 CMV) are
diverse. The most common routes of infection are
sexual contact and blood transfusion. The virus is
characterized by slow reproduction, low virulence,
and therefore, for infection, close contact is
required between the source of infection, often the
carrier of the virus, and the susceptible organism.
A prerequisite for the development of generalized
forms of infection is the state of primary or secondary
immunodeficiency. In non-immunocompromised
individuals, clinical manifestations of infection are
absent with the development of a latent subclinical
course of the disease or lifelong virus carriage.
Cytomegalovirus has a weak sensitivity to its own
interferons, which explains its ability to persist for a
long time in the cells of the monocytic-macrophage
system and lymphocytes. A distinctive feature of the
virus is a pronounced cytopathic activity in relation
to the affected cells of various organs and tissues —
the central nervous system (encephalitis), kidneys
(nephritis), lungs (pneumonia), heart (myocarditis),
spleen, liver, intestines [8, 9]. The human virus of
6.7 types (HHV 6.7) exhibits all the properties of the
above genotypes of herpes [4, 7, 9, 10].

Long-term observation of patients infected with
herpesvirus infection revealed a violation of the
quantitative composition and functional properties
of immunocompetent cells, a change in the balance
of pro- and anti-inflammatory cytokines [11, 12],
defects in the activation of the complement system
[13-16]. There is evidence of a decrease in the level
of functional activity of NK cells, inhibition of the
ability of leukocytes to synthesize IFN-y in patients at
the time of recurrence of herpes infection.

Thus, the carrier of herpes viruses of various
genotypes programs the formation of severe
immunodeficiency states, manifested not only in
defenselessness against an infectious environment,
but also in a tendency to autosensitization and
oncogenesis [17-19]. In addition, there is reason to
believe that it is chronic herpes infection that can
be a link in the pathogenesis of multiple chronic
infections, including in the ENT organs.

Objectives

The aim of the study was to increase the
effectiveness of treatment of patients with
concomitant chronic focal infection in the ear,
nose and throat against the background of chronic
persistence of herpesvirus infection.
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ITanyeHTHI ¥ METObI HCCIeJOBAHUSA

Hamu 6bpUtM M3ydeHbl 0COOEHHOCTH o0IecoMa-
TUYECKOr'0 CTaTyca y 45 IaIleHTOB C CEPOIOTUIECKH
[IOKa3aHHOU XpPOHUYECKOU ITepcrcTeHIel repeTu-
yeckol nHdpekuu 4, 5, 6-ro reHotunos (EBV, CMV,
HHV 6) Ha $poHEe KOMOPOUAHOM XPOHUYECKOU 09aro-
BoM nHdpeknuu B JIOP-opraHax.

TmarenpHOe  00OC/IeZOBaHWE  PECHOH/IEHTOB
B Bo3pacTe oT 29 10 52 jieT, 27 XXeHIIWH U 18 Myx-
YUH, TI03BOJIIJIO YCTAHOBUTD, YTO BCE MAI[UEHTEHI B-
JITFOTCA KOMOPOUAHBIMU OOJTHbHBIMH.

BceM manueHTaM OIIeHMBAJIN HMMYHOJIOTHYE-
CKUH cTaTyc U UHTEP)EPOHOBBIN MPOPUIb KPOBU.

3aMmecTUTeNnpHaA Tepanus PeKOMOWHAHTHBIMU
npenaparamu o- U y-uHTepdepoHoB (ambdapoHoM,
snaibdepoHOM, aTbTeBUPOM, peadepoOHOM, UHTAPO-
HOM) IPOBOAWIACh WHAWBHUAYAIBHO JAJS KaXKZOTO
PECIIOH/IEHTA B 3aBUCUMOCTHU OT UHTePdEepPOHOBOTO
npodwid. [y cpaBHeHUs ObLia obcieZioBaHa TPyII-
ma u3 24 IpaKTUYeCKW 3/I0POBHIX JOOPOBOJIBIIEB
B Bo3pacrte oT 20 g0 46 ner (B cpeaHem 32*2.8),
14 >xeHmuH 1 10 My>X4YUH.

CTraTuUCTUYECKyl0 00pabOTKy IOJMyYeHHBIX pe-
3y/IBTaTOB IPOM3BOAMIN HA CTAIIIOHAPHOM KOMITBIO-
Tepe C IpUMeHeHHeM IaKeTa IIPOTPaMM METOZOB
rnapaMeTpudecko U HemapaMeTPUYecKol CcTaTu-
ctuku StatSoft 5.0, a Taxxe Excel for Widows 10 ¢
MPOrpaMMHOM Ha/ICTPOMKOM /7Is1 CTATUCTUKU

Pe3ynpTaThl HCCIEAOBAHUA U UX 00CYXKeHUE

Knuaudeckn manueHThl XapaKTepU30BaIHCh
pasHooOpasueM Hecrenuduieckux kamob. Ila-
LIMEeHTOB OeCIIOKOWIN: HEeMOTHUBHUPOBAHHAsA IIOBHI-
IIeHHasA YTOMJIIEMOCTb, XPOHHMYECKas YCTaJOCTh
U CHWXeHHEe pPabOTOCIIOCOOHOCTH B TeYeHUE TIO-
CJIETHUX HECKOJBbKUX JIET; CyOpeOpWINTET, TepUo-
audeckye 6oym B ropie u yactble OPBU; TOIOBHBIE
6011 pa3TUYHON UHTEHCUBHOCTH IPU HOPMAJIbHOM
apTepuaJbHOM /JaBjieHNH, HapyuleHue cHa U 6oap-
CTBOBAHUSA, MUAJITHH, aPTPAITUN U MBIIIeYHAs CJ1a-
60CTb C OBICTPOU YTOMJIAEMOCTBIO. Bee aTO siBsieTcs
CBU/IETEIbCTBOM IIOJIMOPTAHHON TPOIHOCTU BUDY-
COB TepIeca, B TOM YHUCJIe K KIeTKaM IeHTPaJbHOU
¥ iepudepruvecKor HEPBHOUM CHUCTEMBI C PAa3BUTHEM
JBUTATEbHOM, BEreTaTUBHOM AUCHYHKITUU, PAa3HO-
06pasHbIMU 6OJIEBBIMH (peHOMEHAMH, CUHIPOMOM
[IOBBIIIEHHON YTOMJIIEMOCTH, HAapyIIeHHeM TepMO-
PETYIIAINN.

BEIpQKEHHOCTh KJIMHUYECKOW CHUMIITOMATHKU
B Oa/ulax IO pe3yibTaTaM CaMOOILEHKH IaleHTOB
[IpU TIpeABapPUTENbHOM AHKETHPOBAHUU IIPe/CTaB-
JeHa B Tabn. 1. HecMoTpss Ha HecnelnupUIHOCTD
’kayo6 GOJBHBIX, CKJIAZBIBAETCA XapaKTEPHBIA MPO-
bwIb 3HAYUTETPHO HAPYIIEHHOT'O KadyecTBa KU3HU
HAaOJII0AABIINXCS TAIEHTOB.

JlabopaTopHble HCCIe0BAaHNA MO3BOIWIN YCTa-
HOBUTb OZIHOTHUITHBIE ICXOZHBIE IMMYHOJIOTHYECKHE
W3MeHeHUsA: Ha poHe KOMIIEHCUPOBAHHOTO JTUM}O-
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Patients and methods

We studied the features of the general somatic
status in 45 patients with serologically proven
chronic persistence of herpes infection of genotypes
4,5, 6 (EBV, CMV, HHV 6) against the background of
a comorbid chronic focal infection in the ENT organs.

A thorough examination of respondents aged 29
to 52 years, 27 women and 18 men, made it possible
to establish that all patients are comorbid patients.

All patients were assessed immunological status
and interferon blood profile.

Replacement  therapy with  recombinant
preparations of a- and y-interferons (alfaron,
lifferon, altevir, reaferon, ingaron) was carried out
individually for each respondent, depending on the
interferon profile. For comparison, a group of 24
apparently healthy volunteers aged 20 to 46 years
(on average 32 = 2.8), 14 women and 10 men was
examined.

Statistical processing of the obtained results was
carried out on a desktop computer using the StatSoft
5.0 software package for the methods of parametric
and nonparametric statistics, as well as Excel for
Windows 10 with a software add-in for statistics.

Research results and discussion

Clinically, patients were characterized by a
variety of nonspecific complaints. Patients have
been worried about unmotivated fatigue, chronic
fatigue and decreased performance over the past
few years; subfebrile condition, recurrent sore throat
and frequent ARVI; headaches of varying intensity
with normal blood pressure, disturbed sleep and
wakefulness, myalgia, arthralgia and muscle
weakness with rapid fatigue. All this is evidence of the
multiple organ tropism of herpes viruses, including
towards the cells of the central and peripheral
nervous system with the development of motor,
autonomic dysfunction, various pain phenomena,
fatigue syndrome, and impaired thermoregulation.

The severity of clinical symptoms in points based
on the results of self-assessment of patients with a
preliminary questionnaire are presented in Table 1.
Despite the non-specificity of complaints of patients,
a characteristic profile of significantly impaired
quality of life of the observed patients is developing.

Laboratory studies made it possible to establish
the same type of initial immunological changes:
against the background of compensated blood
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Tab6auma 1

MalnMeHTOB C XPOHUYECKOi oyaroBoii nHdeknueii B JOP-opranax

Camoorenka B 6amtax (ot 0 zo 10)
CumMrnroM H(E]]\j[e:{_enf)l’m ‘-Iepei ng::ﬁ;{ moce

- (M £m)
XpoHuYeckKas yCcTaaoCThb 10 5,0 £ 1,5*
CHWKeHUE TOJIEPAHTHOCTH K GU3NYECKOU HArpy3Ke 7,8 £0,5 5,0 = 1,5*
TonoBHas 60716 53+1,3 2,1+0,7*%
Hapyienuve cHa 1 60ZpCTBOBaHUS 6,2 +1,5 50=+1,8
Bosb B MBIIIIIAX 48+1,7 1,2 + 0,3
Bonu B cycTaBax 2,9 +0,8 2,5+0,9
HeMOTHBHUPOBAHHOE MOBBINIEHYE TEMIIEPATYPEI 7,3 *+2,1 50=+1,3
T'unorepmust 48 1,5 0,7+0,1
AJtepruyecKre peakiuu 6,3+1,8 3,1 +=0,9*%
CagHeHUe B ropJjie Ipy ITIOTAaHUU 7,2+ 2,3 3,6 £ 0,5%
CKJIOHHOCTD K JeIIPECCUBHOMY COCTOSHUIO 8,125 5,2+ 1,2*

* JloctoBepHOCTH pazimuus p < 0,01.
Table 1

Clinical symptoms of chronic persistence of mixed herpes infection in comorbid patients with chronic

focal infection in the LOR-organs

Self-assessment in points (ot 0 zo 10)
Symptom Before treatment One month after treat-
M =m) (I\I/[ni“;q)
Chronic fatigue 10 5,0 +1,5*
Reduced tolerance to exercise 7,8 0,5 5,0 = 1,5*
Headache 53=+1,3 2,1 £0,7*
Sleep and wake disturbance 6,2+1,5 50+ 1,8
Muscle Pain 48 1,7 1,2 = 0,3
Joint pain 2,9+0,8 2,5+0,9
Unmotivated temperature rise 7,3+ 2,1 50=+1,3
Hypothermia 48 1,5 0,7+0,1
Allergic reactions 6,3 +1,8 3,1 £0,9*
Sits in the throat while swallowing 7,2 2,3 3,6 £ 0,5%
Propensity for depression 8,125 5,2 +1,2*
Heartburn 6,4 +2,2 56 1,5
Abdominal pain 6,8 =25 1,5+ 0,3
Stool disorder
- diarrheal syndrome 54+1,8 2,8 +0,5%
-capation 52=+1,3 4,7 +0,8

* Reliability of difference p < 0,01.
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[IUTO3a KPOBU (JIMMQPOMOHOIIUTOB B KPOBU OBLIO
6onee 50% (52+3,7%), T. e. bojblIass YaCTh JIEeH-
KOI[UTApHOT'O COCTaBa KPOBH ObLIa INpesACTaBIeHA
MOHOHYKJIEAPHBIMU KJIETKAMH) UMeJI MeCTO KOMOU-
HUPOBAHHbIN BTOPUYHBIA UMMYHHBIH e QUITUT C Ha-
pyurenrieM B NK- 11 B-k/1e TOUHBIX 3BEHbSIX UMMYHHOU
CHUCTEMBEI.

Tak nctuHHbIe NK- kieTku (CD3-CD56+CD45+)
B cpeaHeM coctaBuu (0,09 + 0,01) x10° /1 mpu HOp-
me (0,12 + 0,04) x10° /1. NK-KJI€TKH, SKCITPeCCUpy-
roe anbda-mens aHtureHa (CD3-CD8+CD45+)
cocrabwin (0,03 = 0,01)x109/n npu HOpMe
(0,060 = 0,008)x10°%/1, p < 0,05; UTONTUTHIECKUE
NK- kietku (CD3-CD16+ (orhigh)CD 56 dim CD45+)
Taxxe 6bUTH B Aedunute — (0,08 + 0,01)x10° /1 npu
HopMe (0,12 + 0,05)x10%/x1, p <0,01. YpoBeHb aKTH-
BUPOBaHHBIX B-muMdoruros (CD3-CD25+CD45+)
6bsu1 cHmKeH A0 (0,01+0,005)x109/n1 mpu HOpMe
(0,040 +0,006)x10°/1 (p < 0,01).

Y 14 genoBek (31%) o6HAPYKUIOCH JOCTOBED-
HO€ TOBBIIIEHNE ITUTOTOKCHYeCcKUX KieTokK (CDS8),
CHIDKeHUe cofepxkaHusa T-xemnepoB. KimHm4ecku
3TU O6OJIbHBbIE HAOIIOAAIUCH C YCTAHOBJIEHHBIM JIMa-
CHO30M Ba30MOTOPHBIHM PUHUT.

N3yuyeHne ocobeHHOCTENH HWHTEPHEPOHOBOTO
CTaTyca BBIABWIO JOCTOBEPHBIN AeQUIUT pecyp-
coB anbda- ¥ ramMMa-uHTepHEpOHOB. YPOBEHDb UH-
OYIIMPOBAHHOTO anbda-uHTeEpPEPOHA B CpPEAHEM
coctaBuil 40+5 nr/mi npu HopMme 35012 nr/mu,
WHIYKIUA raMma-uHTeppepoHa ObLia TakKe 3Ha-
YUTEJIBbHO CHIDKeHa Ao 20*+2 nr/ms npu HOpMe
1050%25 nr/mn (p < 0,001). YpoBHU COHTaHHBIX
UHTePPEPOHOB TaKKe OBbLTM HU3KUMU U COCTaBU-
au 4+0,5 nr/mn anbda-uHTepdHepoHa NMpu HOpME
25,0+5,5 nr/mn u 24+1,0 nr/min ramma-uHTepde-
poHa pu Hopme 50,0+4,5 nr/mi.

HecMOTps Ha TO YTO HOCHUTENBCTBO repIlieTHye-
CKO¥l UHQEKIINY He sSBJIAeTcs O0Je3HbIO U HE MMEET
muppa MKB-10, B TO ke BpeMs COCYIIeCTBOBaHUE
OpraHu3Ma C MMMYHOTPOIIHBIMHM BHUpPyCaMU SBJIA-
eTcs BOKHEUIUM GaKTOPOM COBpeMEHHOU 3aboiie-
BAaeMOCTH HaceJeHUA. Pe3ynbTaThl IIPOBEAEHHOI'O
HCC/IeIOBAaHNA YOEXKIAIOT B TOM, YTO XPOHUYeCKas
[IePCUCTEHIUA HMMYHOTPOIIHBIX TI'epIETHIEeCKIX
BUPYCOB IIPOrpPaMMUpyeT U peajusyeT UMMYHOJIO-
rudecKuit ucbananc Ha GpoHe HeOCTaTOYHOCTH CH-
CTeMBl HHTepdEPOHA, YTO IPUBOAUT K IIOHUMAHUIO
HEeOOXOZIMMOCTH I€JIEBOTO BOCIIOJMHEHHS JieUIIUTA
pecypcoB anbda- ¥ raMMa-uHTepHEPOHOB AJIS 03/I0-
POBJIEHUS BUPYCOHOCUTEEN.

Vicxoas U3 MOJNYYeHHBIX JAHHBIX O CHIDKEHUU
PECYPCOB U PEaKTHBHOCTH CHUCTEMEBI MHTepdepoHa
y HallMEHTOB C XPOHUYECKOU MePCUCTEHLIUEN NUMMY-
HOTPOITHBIX BUPYCOB r'epiieca Ha poHe KOMOPOUIHOU
XPOHUYECKOH ovyaroBou nHpekiuu B JIOP-opraHax,
B KauecTBe JedyeGHOro IoAXoAa K IIPOTUBOBUPYC-
HOMY JIEYEHHUI0O M HMMMYHOpeaOWINTaIllud HabJIio-
JABIIUXCS MAITUEHTOB OBLIO BHIOPAHO BO3MEIEHHE
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lymphocytosis (lympho-monocytes in the blood
were more than 50% (52 = 3.7%), i.e. most of the
leukocyte blood composition was represented by
mononuclear cells), there was a combined secondary
immune deficiency with impairment in the NK- and
B-cell links of the immune system.

Thus, true NK cells (CD3-CD56+CD45+)
averaged (0.09 = 0.01) x10%/L, while the norm was
(0.12 + 0.04) x109/L. NK-cells expressing the alpha-
chain of the antigen (CD3-CD8+CD45+) amounted
to (0.03 + 0.01) x10°/L at the norm (0.060 =+
0.008) x10%/L, p < 0.05; cytolytic NK cells (CD3-
CD16+ (orhigh)CD 56 dim CD45+) were also in
deficit — (0.08 = 0.01) x10°/L at the norm (0.12 =+
0.05) x10%/L, p < 0.01. The level of activated
B-lymphocytes (CD3-CD25+CD45+) was reduced to
(0.01 + 0.005) x 109/L at the norm (0.040 = 0.006)
x10%/L (p < 0.01).

In some patients, 14 people (31%) showed
a significant increase in cytotoxic cells (CD8), a
decrease in the content of T-helpers. Clinically, these
patients were observed with an established diagnosis
of vasomotor rhinitis.

The study of the peculiarities of the interferon
status revealed a significant deficit of the resources
of alpha and gamma interferons. The level of induced
alpha-interferon averaged (40 = 5) pg/ml at the
norm (350 = 12) pg/ml, the induction of interferon
gamma was also significantly reduced to (20 + 2)
pg/ml at the norm (1050 * 25) pg/ml (p < 0.001).
The levels of spontaneous interferons were also low
and amounted to (4 = 0.5) pg/ml — alpha interferon
atarate of (25.0 = 5.5) pg/ml and (24 + 1.0) pg/ml-
gamma - interferon at a rate of (50.0 = 4.5) pg/ml.

Despite the fact that the carriage of herpes
infection is not a disease and does not have the ICD-10
code, at the same time, the coexistence of an organism
with immunotropic viruses is the most important
factor in the modern morbidity of the population. The
results of the study are convincing that the chronic
persistence of immunotropic herpes viruses programs
and implements an immunological imbalance against
the background of a deficiency of the interferon
system, which leads to an understanding of the need
for targeted replenishment of the deficit of alpha and
gamma interferon resources for the recovery of virus
carriers.

Based on the data obtained on a decrease in the
resources and reactivity of the interferon system in
patients with chronic persistence of immunotropic
herpes viruses against the background of a comorbid
chronic focal infection in the ENT organs, as a
therapeutic approach to antiviral treatment and
immune recovery of the observed patients, it was
chosen to replace the resources of the suppressed
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PECYpCOB IIOZIABJIEHHOM crCTeMbI MHTEpdepoHa IIpe-
rmaparaMyd pPeKOMOWHAHTHBIX anbda- U ramMa-uH-
TepdepoHOB, TaKUMU Kak anbdapoH, naridpdepoH,
ajpTeBUp, peadepoH, a TaKKe MHrapoH. IIpOTOKO
Tepanuy OBUI WHAWUBUAYAIBHBIM [ KQKAOTO pe-
CIIOHZIEHTA Y YYWUTBHIBAT OCOOEHHOCTH €ro HHTep-
dbepoHOBOTO TTPOPWIISA, a TaKKE YYBCTBUTEIHHOCTD
K mpemnaparaM uHTepdepoHa. OOIIUM MPUHIIUIIOM
OBUIO eXXeJHEBHOE yBeJW4YeHUe /O3Bl IIPerapaToB
[mra anbda-unTepdeponos ot 0,5 10 6-7 miaH ME
B CYTKHU, I raMMa-uHTepdepoHa (MHrapoHa) —
or 0,1 7o 1 mutH ME B CyTKHM BHYTPUMBILIEYHO].
CyMMapHBIe KypCOBBIe O3Bl IIPErapaToB 3aBUCENIH
OT CTeNeHU UHTePHEPOHOBOTO ZiebUITUTA.

N3BecTHO, 9TO 3PPEKTUBHOCTD JIEYEHUS, TTPU-
BOZAIIETO K I'MOeIy BUPYCOB, COIPOBOXKAAETCA II0-
BBIIIEHWEM TeMIIepaTyphl U MHTOKCHUKAIIMOHHBIMH
CUMIITOMAaMH, YTO TPeOOBAJIO eXeTHEBHOU Bpayeo-
HOU Kypanuu. K 3aBepiieHuio Kypca Tepamnuy caMo-
YyBCTBHE OOJIBHBIX YIIYYIIANIOCh, 4 Yepe3 MecsI] I10-
cte edeHns GpaKTUIECKH BCe MaIl[MeHThl OTMeYasn
3HAUUTEIHHYIO IUHAMHUKY BOCCTAHOBJIEHHUSA OIIyIIe-
HUSA 3ZI0POBbA C yITydIlleHreM Ka4eCcTBa CBOel XKU3HU
(tabm. 1).

OOBEKTUBHBIMU CyOCTpaTaMHl YJIydIIEeHUsS CO-
CTOSHUSA KOMOPOUJHBIX OOJBHBIX C COYETAHHOU
MaTOJIOTHEN XPOHUYECKOU IepCUCTEHIIUU MUKCT-
repreTudecKor mHOEKIMel U XpOHUIECKOH oYaro-

interferon system with recombinant drugs: alpha —
and gamma - interferons, such as alfaron, lifferon,
altevir, reaferon, and also — ingaron. The therapy
protocol was individual for each respondent and
considered the peculiarities of his interferon profile,
as well as sensitivity to interferon drugs. The general
principle was a daily increase in the dose of drugs
(for alpha-interferons from 0.5 to 6-7 million IU per
day, for gamma-interferon (ingaron) — from 0.1 to 1
million IU per day intramuscularly). The total course
doses of drugs depended on the degree of interferon
deficiency.

It is known that the effectiveness of treatment
leading to the death of viruses is accompanied by
fever and intoxication symptoms, which required
daily medical supervision. By the end of the course
of therapy, the well-being of patients improved, and
a month after the treatment, virtually all patients
noted a significant dynamics in the recovery of the
feeling of health with an improvement in the quality
of their life (Table 1).

The objective substrates for improving the
condition of comorbid patients with combined
pathology, chronic persistence of mixed herpes
infection and chronic focal infection in the ear,
nose and throat were the complete quantitative

Tabnauma 2
JluHaMMKa noKasareJieil cucTeMbl HHTepdepoHa IIocJIe IPOTUBOTrePIIETUYECKOH Tepanuu
Jlo neuenus, [Tocne nevenus, Y HpaKTW{eCKHw SAOPOBBIX
JIOJIEN,
[Tokasarenu nr/ Mia r/mn T/t
(M £+ m) (M = m) M = m)
Anbda-uarepdepoH-:
CITOHTaHHBIN 4+0,5 3,50%+0,09* 25,0£5,5
WHAYIIMPOBAHHBIN 405 7,80+0,10* 350x12
T'amMMa-UHTEeppEpOH:
CITOHTAHHBIN 24,0+1,0% 5,20+0,20* 50,0+7,5
WHIYIIMPOBAHHBIN 20£2%* 3480+35* 105025
*JIOCTOBEPHOCTD Pa3INY¥s OT YPOBHSA y IPAKTUIECKU 3ZI0POBBIX Jirozieii p < 0,001.
** JTOCTOBEPHOCTH PA3/INYMA OT UCXOAHBIX ITOKa3aresnei p <0,01.

Table 2
Dynamics of interferon system indicators after antiherpetic therapy
Before treatment, After treatment, In practically healthy peopl,
Indicators pg/ml pg/ml pg/ml
(M £+ m) (M = m) (M £+ m)
Alpha-interferon:
spontaneous 4+0,5 3,50+0,09* 25,0+5,5
induced 40+5 7,80+0,10% 350+12
Gamma-interferon:
spontaneous 24,0+1,0% 5,20%+0,20* 50,0x7,5
induced 20x2* 3480+35* 1050%25
* The reliability of the difference from the level in practically healthy people p < 0.001.
** Reliability of difference from baseline p <0,01.
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Tabauma 3

JluHaMuKa HUMMYHOJIOTHYE€CKHUX noKasaTeJsiel mocJe HHTepq)epOHOBOﬁ Tepanuu

Jlo neyeHusa

Ilocie neyenusa

Y IpaKTU4eCKHU 3/,0pO-

INoxasaTennb M= m) M= m) BI();\)/([ Jltloie)f/i
JleHKOUTHI (4,5+0,3)x10%/n (4,4+0,1)x10°/n (6,2+0,9)x10% /1
JIMMQOIUTEI 42+3% (40+5)% (28+3,7)%
Kracrepsr guddepenmnposku CD 8,2+1,8% (8,5+1,5)% (7,8+1,2)%

CD3*

(2,8+0,1)x109/m1*

(2,9+0,1)x 109/)1*,"" %

(1,9+0,2)x10°%/n

CD3*CD4* (0,8+0,1)x10%/m* (1,2+0,2)x10%/n (1,4+0,3)x10%/n
CD3*CD8* (1,5+0,2)x10%/m* (0,8+0,1)x10%/m* (0,53+0,07)x10%/n
CD4*/CD8* 1,90+0,09* 3,60+0,10* 3,58+0,5
CD19+ (0,02+0,003)x10% /m* (0,03+0,005)x10% /m* (2,04+0,4)x10%/n
CD16+CD56* (0,01+0,002)x10% /m* (0,02+0,001)x10%/x (0,23%0,05)x10%/n
Peakiyss TOPMOXXEHUS MUTPAIUU 0,7+x0,10y.e. * 1,5+0,05y. e. *,** 3,8 +0,3y.e.
JleﬁKOHI/ITOBi CIIOHTaHHadA MMUIpa-

1A

C mwuToreHoM i T-KJI. KOH A 23+1,2% * 32+1,5% *,** 52+7,5%

C murtorenom g T-ki. ®TA

18+0,7% *

22+0,1% *,**

40,0=* 5,2%

daronurapHas aKTUBHOCTh KJIETOK
M®C:

darounTapHoe 9uCIO 15+1,3% * 20+1,5% *,** 32,6+7,8%
daronuTapHbIi UHZEKC 1,8+0,1y.e. * 2,5+0,3y. e. *,** 3,8+0,6y.e.
* JIoCTOBEPHOCTD PA3JINYHA OT YPOBHA Y IPAKTHUYECKY 3J0POBBIX Jitozeii p < 0,001.
** JTOCTOBEPHOCTh PA3JINYMA OT UCXOAHBIX ITOKazarenel p <0,01.
Table 3
Dynamics of immunological indicators after interferon therapy
. Before treatment After treatment In practically healthy
Indicators M +m) M =m) people
- - (M =m)
Leukocytes (4,5+0,3)x10%/x (4,4%0,1)x10%/n (6,2+0,9)x10%/n
Lymphocytes 42+3% (40+5)% (28+3,7)%
CD Differentiation Clusters 8,2+1,8% (8,5+1,5)% (7,8£1,2)%

CD3*

(2,8+0,1)x10%/1*

(2,9+0,1)x10% /m*,* *

(1,9+0,2)x10%/n1

CD3*tCD4* (0,8+0,1)x10%/m* (1,2+0,2)x10%/n (1,4+0,3)x10%/n
CD3*+CD8* (1,5+0,2)x10%/m* (0,8+0,1)x10%/m* (0,53+0,07)x10%/xn
CD4t/CD8* 1,90+0,09* 3,60+0,10* 3,58+0,5
CD19* (0,02+0,003) %109 /;* (0,03+0,005)x109 /;* (2,04%0,4)x10%/n
CD16*7CD56% (0,01+0,002)x10%/1* (0,02+0,001)x10% /1 (0,23+0,05)x10°/x
Leukocyte migration inhibition re- 0,7+0,10y.e. * 1,5+0,05y. e. *,** 3,8 +0,3y.e.
sponse: spontaneous migration
With mitogen for T-cl. con A 23+1,2% * 32+1,5% *,** 52+75%
With mitogen for T-cl. FGA 18+0,7% * 22+0,1% *,** 40,0+ 5,2%
Phagocytic activity of:

IFS cells 15+1,3% * 20+1,5% *,** 32,6+7,8%

phagocytic number 1,8+0,1y.e. * 2,5+0,3y. e. *,** 3,8+0,6y.e.

* The reliability of the difference from the level in practically healthy people p < 0.001.

** Reliability of difference from baseline p <0,01.
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BoW nHeKIHel B JIOP-opraHax sBUJIHCH ITOJHOE KO-
JIM4eCcTBeHHOe U GYHKI[MOHATbHOE BOCCTAHOBJIEHIE
cucteMbl uHTepdepoHa (Tabs. 2), a TakkKe Havyas-
rascs rapMOHMU3ALNA UMMYHOJIOIMYECKOTO CTaTyca
60bHBbIX (Tabs. 3). [IpUHIUTUATBHBIMY TTOKa3aTe-
MU 3G HEKTUBHOCTH ITPOBEIEHHOTO JIEYEHUS SIBU-
JIOCh YMEHbIIIeHHEe YPOBHA HUTOTOKcHuYeckux CD8+
JMGOIUTOB C JOCTOBEPHBIM BO3PACTaHHEM OTHO-
cuTenbHOro cooTHolieHus CD4+/CD8+, a Takxke
JOCTUTHYTOE CTAaTHCTUYECKU 3HAYNMOE TIOBBIIIEHNE
bYHKIMOHATPHON aKTUBHOCTH MMMYHOKOMIIETEHT-
HBIX KJIETOK, O YeM CYZWIU 110 PeaKIINU TOPMOKEeHHS
MUTpaLUU JIEHKOIUTOB (CIOHTAHHOM U C MUTOTeHa-
Mu KoH A, ®T'A), Kpome Toro, 6pl1a OTMeUYeHa JArHa-
MMKA BOCCTAHOBJIEHUsS (arolUTapHON aKTUBHOCTH
KJIETOK MOHOHYKJIEApHO-)aronuTapHON CHCTEMBI
(M®C), uTo CBUAETENbCTBYET 06 UX OCBOOOXKIEHUN
OT BUPYCHOT'O 0OpeMeHeHUA U BO3BpalleHN! K HOp-
MaJIbHOU QYHKIMOHATBHON aKTUBHOCTH.

KoHTposib 3GEKTUBHOCTY CaHAITUY OT BUPYCOB,
[IpOBe/IeHHBIHN Yepe3 1 MecAr mmocie nHTepdepoHO-
BOU Tepamuwy, He BBIABUI BUPYCHOTO IPUCYTCTBUS
B KpoBu [11]P-MeTo10M, OTHAKO 60JIee KOHCEPBATUB-
HBI CEpOJIOTMYECKUN MTOKA3aTeNb CIeluuIecKux
K TeprecaM NMMYHOIIOOYINHOB G He TOJBKO J0-
CTOBEPHO He YMEHBIIWICS, HO Y YBEJINIIICA Y YaCTH
nanueHToB (Ha 10-20%). BO3MOXKXHO, BBIBEJEHHE
BUPYCOB M3 MMMYHOKOMIIETEHTHBIX U JPYTUX KJIe-
TOK CZleJIajio UX TeHeTU4YecKui MaTepuai 6osee 10-
CTYTIHBIM /IJISl pacliO3HAaBaHUA UMMYHHOMN CUCTEMOM.
HeJsrb3s MCKITIOUUTD U CyIleCTBOBAHME Y OOJIBHEBIX 3a-
TPYAHEHUS 10 SJIMMUHALINY HAKATUTMBAIOIIUXCS M-
MYHOJIOTMYECKUX IIUIAKOB. DTO CY:KJEHUE ITOATBEPK-
JAIOT COXPAHSIONIVECS IIOBBHINIEHHBIE IOKAa3aTeNn
LUPKYJUPYIOIMUX UMMYHHBIX kKoMmIuiekcoB (LJVIK) B
KPOBHU 3TUX NanueHToB (14525 y. e. npu 57,0+5,0
y. €. Yy IpaKTUYeCcK!d 3/0POBBIX JIIOJE), a Takxke
IgE (B mpezenax 178+3,2y. e. mpu 48,2+2,7 +v. e.
V 3ZJ0POBBIX).

B nemsax adpdepeHTHON Tepanuy TaKUM MalleH-
TaM OBbLTM TIPOBEZIEHBI MO 2 Kypca SHTEPOCOPOIMH
[IperapaToM KOMIUIEKCA IOJIUTaTaKTyPOHOBBIX KHC-
s0oT (3octrepun-ynbrpa 60%) — mo 10 AHeN yTpom u
BedyepoM c moBTopeHneM uepe3 10 fHeil. B pesynbrarte
ypoBeHb LUK cTaTUCTUYeCKU 3HAYMMO CHU3WICA IIPU
TIOBTOPHOM KOHTpOJIe 4epe3 MecAll o 92+52 y. e.
[TanpeHTHI MPOZOJDKAIM OTMEeYATh YiIydlleHue ob1e-
ro CaMOYyBCTBUA U KauecTBa KU3HU. Uepes 3 mecana
riocyie nHTEpEpPOHOBOY TEPAUY NTPU KOHTPOIHHOM
uccenoBanny IgG, cnenmuduieckux i paHee oOHa-
PY>KEHHBIX BUPYCOB, UX ITOKa3aTeIy ObLIH JOCTOBEP-
HO HIKe ucxozaubix (p < 0,01), xoTs Bce elre He J0-
CTUTAJIA YPOBHSA HOPMBEL.

BoeiBOIBI

XpoHHMYecKas IEepPCUCTEHINA TepIeCBUPYCHOHN
nHQEKINY reHOTUIIOB 4, 5, 6 opMUpyeT BTOPHYHOE
UMMYHOZEHUITUTHOE COCTOSIHHE, KOTOPOE CII0C00-
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and functional restoration of the interferon system
(Table 2), as well as the beginning harmonization
of the immunological status of patients (Table 3).
The principal indicators of the effectiveness of the
treatment were a decrease in the level of cytotoxic
CD8 + lymphocytes with a significant increase in
the relative ratio of CD4 + / CD8 +, as well as a
statistically significant increase in the functional
activity of responders, which was judged by the
inhibition of leukocyte migration (spontaneous and
with mitogens con A, PHA). In addition, the dynamics
of restoration of the phagocytic activity of cells of the
mononuclear-phagocyte system (MPS) was noted,
which indicates their release from viral burden and
return to normal functional activity.

The control of the effectiveness of sanitation from
viruses, carried out 1 month after interferon therapy,
did not reveal a viral presence in the blood by the PCR
method, however, a more conservative serological
indicator of herpes-specific immunoglobulins G not
only did not reliably decrease, but also increased in
some patients (by 10-20 %). It is possible that the
removal of viruses from responders and other cells
made their genetic material more accessible for
recognition by the immune system. It cannot be ruled
out that patients have difficulties in eliminating the
accumulating immunological toxins. This judgment
is confirmed by the persisting increased indices of
circulating immune complexes (CICs) in the blood
of these patients (145 = 25 c.u. at 57.0 = 5.0 c.u.
in practically healthy people), as well as Ig E (within
178 = 3.2 c.u. at 48.2 = 2.7 c.u. in healthy people).

For the purpose of efferent therapy, such patients
underwent 2 courses of enterosorption with the
preparation of a complex of polygalacturonic acids
(Zosterin-ultra 60%) — 10 days in the morning and in
the evening with repetition after 10 days. As a result,
the CICs level statistically significantly decreased
with repeated control one month later to (92 * 5.2)
conventional units. Patients continued to report
improvements in overall well-being and quality of
life. 3 months after interferon therapy, in a control
study of IgG specific for previously detected viruses,
their values were significantly lower than the initial
ones (p < 0.01), although they still did not reach the
normal level.

Conclusions

Chronic persistence of herpesvirus infection of
genotypes4,5,6 forms a secondary immunodeficiency
state, which contributes to the development
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CTBYET Pa3BUTHIO KOMOPOUAHOU marosoruu B JIOP-
opraHax.

OCOOeHHOCThI0 HMMMYHOJIOTHUYECKOTO TPOU-
JII, XapaKTEPHOTO /[T KOMOPOUZHBIX OOJBHBIX C
XPOHUYECKOW odvaroBoii mHoekiye JIOP-opraHoB
Ha QOHe reprecBUPYCHOTO HOCUTEIbCTBA, SBJIAIOT-
¢ muMPonUTOo3 TepudpepruyecKor KpoBH, Aedu-
uuT ectecTBeHHbIX KwwiepoB (CD 16+CD56+) u
B-xnerounoro (CD19+) 3BeHa UMMYHUTETA, y YaCTU
OOJIBHBIX — ITOBBIIIEHUE COAEPKAHUA [[UTOTOKCHYe-
ckux T-mumdonuroB (CD8+) Ha PpoHe CHIDKEHUSA pe-
CYpCOB CHCTeMBI NHTeppepOHa.

[lpuMeHeHNEe pPEKOMOWHAHTHBIX IpenapaToB
ambda- U raMMa-uHTepdepoHa B IIEIAX BOCCTAHOB-
JIEHUA KOJIMYECTBEHHBIX U QYHKINOHAIBHBIX PECyp-
COB CHCTeMBI NUHTepdEePOHA B OpraHu3Me HHUITNHPY-
€T MEeXaHU3MBbl peabWINTaluy NMMYHOJIOTMYECKOH
3aIIUTEL.

[NoaTBepkaeHrEM 3PHEKTUBHOCTH MHTEphEPO-
HOBOW Tepanuy Y KOMOPOUAHBIX OOJBHBIX C XPOHU-
YeCcKOU MepCcUcTeHLIed UMMYHOTPOITHBIX T'epIIecoB
4, 5, 6 renotrumnoB (CMV, EBV, HHV 6) u aBuinch
perpecc CUMITOMOB XPOHHYECKOH HHTOKCHKAIIUH,
BOCCTAHOBJIEHHE XOPOIIEro CAMOYYBCTBUS U IIOBBI-
[IeHye KaueCTBa KU3HH, YTO ITOATBEPKAEHO Pe3yib-
TaTaMU aHKeTUPOBAHUSA OOTHHBIX.

[TpuMeHeHMe 3HTepocOpOeHTa 30CTEPUH-YIBTPA
60% B KOMILJIEKCE C IIPOTUBOTepIeTHYEeCKOH Tepanu-
eli moBhIaeT 3P PeKTUBHOCTD JIEYEHUS ¥ TTAIIUEHTOB
C XpPOHHUYECKOW o4aroBoi nHdpeknuen JIOP-opraHoB
32 CYET CHIDKEHUS IMPKYIUPYIOMINX HMMYHHBIX
KOMIUTIEKCOB ¥ OIITUMU3ALNH IIPOI[ECCOB A€ TOKCUKA-
LIWU.

ABTOpBI 3agBIAIOT 00 OTCYTCTBUU KOHQIIVK-
Ta UHTEPECOB.

of comorbid pathology in the ear, nose and
throat.

A feature of the immunological profile
characteristic of comorbid patients with chronic focal
infection of the upper respiratory tract against the
background of herpesvirus carriage are peripheral
blood lymphocytosis, deficiency of natural killer cells
(CD 16+CD56+) and B-cell (CD19+) immunity, in
some patients — an increase in the content of cytotoxic
T-lymphocytes (CD8+) against the background of a
decrease in the resources of the interferon system.

The use of recombinant preparations of alpha and
gamma interferon in order to restore the quantitative
and functional resources of the interferon system in
the body initiates the mechanisms of rehabilitation of
immunological protection.

Confirmation of the effectiveness of interferon
therapy in comorbid patients with chronic persistence
of immunotropic herpes of genotypes 4, 5, 6 (CMV,
EBV, HHV6) was regression of symptoms of chronic
intoxication, restoration of well-being and an
increase in the quality of life, which was confirmed
by the results of patient questionnaires.

The use of enterosorbent Zosterin-ultra 60% in
combination with antiherpetic therapy increases the
effectiveness of treatment in patients with chronic
focal infection of ENT organs by reducing circulating
immune complexes and optimizing detoxification
processes.

The authors declare that they have no conflicts
of interest.
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HNHdopmanus 06 aBTopax
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