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Hopomn .M. — Kuiniko-imyHosoriune 3Havyenns IJI-31 Ta
TepaneBTHYHA e(pekTUBHICTH MEJIATOHIHY npu repnecBipycHuX
3axBoproBaHHAX WKipy Ha Tiai BlJI-indgexkuii Ta meroam ix kKopekumii. —
KranidikamiitHa HaykoBa mparisi Ha IpaBax PyKOIMUCY.

JHucepTaritis Ha 3100yTTA CTyneHs JoKTopa pitocodii 3a cnerianbHICcTIO 222
— Menmuuuna (I'any3p 3HaHp — 22 OxopoHa 310poB’s). — XapKIBChKUMN
HaioHanbHUi yHiBepcuteT imMeHi B.H. Kapasina MinictepcTBa OCBITH 1 HayKH
VYkpainu, Xapkis, 2023.

MeTta pgocailiKeHHs — TIIBHUIIEHHA e€(EKTUBHOCTI JIIKyBaHHA Ta
npo(UTAKTUKK PELUIUBIB reprecBIpycHUX 1HGeKIi mkipu y xBopux Ha BIJI-
1HQEKIII0 MIIAXOM KOPeKIii IMyHHUX MOPYIIeHb Ta ONTUMI3allil TAKTUKU BEICHHS
3 ypaxyBaHHSIM BHUSBIICHUX IMYHOJIOTTYHHUX BiXHJICHb.

Jlucepraliist NpyUCBsiY€Ha BUBYEHHIO XapaKTepy, CTYNEHIO Ta 0COOIUBOCTAM
IMYHHUX TIOpYIIEHb Y XBOPUX Ha TepIrecBipycHi 1H()EKII mKipu, acorliiioBaHi 3
BUI-indexiiero, migBuiIeHHI0 €()EKTUBHOCTI JIIKyBaHHS Ta IOINEPEIKEHHIO
YCKJIaHEHb Ta TSHKKHUX HACTIIKIB.

Haykosa Hosusna ompumanux pe3yibmamie TONATAE Y KOMILUIEKCHOMY
BU3HAYCHHI CTPYKTYpH KJIIHIYUHHX (PopM  iHQEKIIHHOTO Tpolecy MpH
reprnecBipycHux iHbekiax mkipu y BlJI-iHdikoBaHMX 0Ci0 cepea SKUX MUTOMY
Bary 3aiiMae MiKCT-iH(eKIis.

BceranoBneHo, 1m0 KIIiHIYHI TIPOSBH 1 epeldir reprecBipycHuX iHGEKIiin Ha
i BlJI-iHdekuii TicHO moB’s3aHi 31 cTaHOM IMyHHOI cucremMu. CTymiHb
BUPAXEHOCTI IMYHOAC)IUTY 1 CHCTEeMHE 3aCTOCYBaHHS aHTHPETPOBIPYCHUX
mpernapariB  BIUTMBAIOTh HA CHEKTP 1 YacTOTy JEPMATOJIOTIYHHMX MPOSBIB
repreCBIPYCHUX 3aXBOPIOBAaHb IIKIPH 1 CIM30BUX 0000HOK y BlJI-iH(iKOBaHHX.
[lepebir Ta TSHKKICTH KIIHIYHUX MPOSBIB Kopemtoe 3 piBHemM CD4+ xmituH: mpu
3HM)KEHHI iX piBHS HuUxYe 349 KI/MKI, CHOCTEpIraeThCcsi aTUIIOBUM mepedir
reprecBipycHoi iH(¢ekIii, a npu BMIcTI MeHie 200 KI/MKI — TeHepasizallisi

iHbekiiiinoro mporecy (p<0,05).



[TinCyMKOM KOMIUIEKCHUX KIIIHIYHUX, JAOOPATOPHUX, IMYHOJIOTTYHHX Ta
CEPOJIOTIYHUX AOCIIIPKEHb CTajdd HOB1 YSBJIEHHS IPO y4acTh Ta POJb IMYHHOI
CUCTEMH y NaTOreHe3l Ta HacliJIkax reprneTu4Hoi iH@ekuii, acouiioBanoi 3 BIJI-
iHdekiiero. Briepiie npu reprnecBipycHiil iH(GEKIIT MIKIpH, BUKIMKaHIA BIpycOM
npoctoro reprecy nepmoro tumny (BII'-1), Bipycom mpocToro reprnecy JIpyroro
tuny (BIII'-2), Bipycom repnecy tpetsoro tumy (BIII'-3), Bipycom Enmreitn-bapp
(BEDB), ta Bipycom repnecy moauau BocbkMoro tumy (BI'JI-8) B moeqnanui 3 BUJI-
1H(EKI[IEI0 MPOBEIECHO KOMIUIEKCHI IMYHOJIOTIUHI JOCHIKEHHS, $IKI BHUSBWIH
NopylieHHss 3 OOKy KIITHHHOI Ta  TyMOpajbHOI JIAaHOK  IMYHITETY,
MPOJIYKIIT IUTOKIHIB, 30Kkpema iHTepiaeikiny-31 (1JI-31), 3HuKeHHs PIBHS KJIITHH
CD4+,

Brnepmie po3pobrnena knacudikamiitna ¢yskiis piBHiB kiitun CD4+, ska
JI03BOJISIE IPOTHO3YBATH Nepedir reprecBipycHux iH@ekiiil y xsopux Ha BIJI Ta nae
MO>JIMBICTb YITKOT Tpajamii Mk KiiHIYHUMU cTaaismu BlJT-indekmii (p<0,05). Ha
mifcTaBl po3pobisieHoi knacudikamiiHoi ¢ynkuii piBHiB CD4+, Ha BigMIHY BiX
knacudikamii CDC (cranii BIJI-indexii, 3rimHo 3 kimacudikaiier, NPpUHHITOI
LleHTpOoM 1O KOHTPOJIIO 3aXBOPIOBAHb), JI€ ICHYE PO3pHUB 3a 3HaueHHIMU CD4+ Mixk
cramiero 3 1 4 (i, omKe, HEBHM3HAYECHICTh Yy Kiacudikalii) BAaIocs YCYHYTH
HEBHU3HAYEHICTh Ta PO3POOUTH AJITOPUTM IPOTHO3YBAHHS MepeOiry reprecBipyCHUX
ek y xBopux 3 BIJL.

Bnepme BcranoBneno, mo [JI-31 mnpuiiMae ywacTe y maToreHesi
1HEKIITHNX 3aXBOPIOBaHb IIKIPH, a caMe TepHecBIpyCHOi 1HGEKIT MKipH,
Buknukanoi BII-1, BII-2, BI'JI-3, BEB, Ta Bipycom BIJI-8: piBui IJI-31 B
CUpPOBATIII KPOB1 Y XBOPHX 3 TEPHECBIPYCHOIO 1H(EKII€I0 MKIpU BiIPIZHIUCS
CTAaTHCTUYHO 3HAYYIIOIO IOCTOBIPHICTIO MOPIBHSIHO 3 aHAJIIOTTYHUMH MTOKa3HUKAMHU
3mopoBux ocio (p<0,05).

HaykoBo 00rpyHTOBaHO Ta JOBENEHO €(DEKTUBHICTh MENATOHIHY y SIKOCTI
npenapary Juisl IMyHOKOpUTry4doi Tepanii y xBopux Ha BIJI-iHdekiiito, mo copusiio
OUTBIII TMO3WTUBHIM JWHAMILI 3MIH IMYHOJOTIYHUX ITOKa3HHUKIB, IIIBHUIICHHSIM

(YHKIIIOHAJIBHOT aKTUBHOCTI KJITHH IMYHHOI CHCTEMH, 30KpeMa pIBHIB KIITHUH



CD4+, 3menmennsM piBHiB npo3ananbaux LK (p<0,05). [TopiBHsSHHS pe3ynbTaTiB
JOCIII)KEHb IMYHHOT'O CTaTyCy Ta KJIIHIYHOI €(EeKTUBHOCTI Tepalii y XBOpHUX Ha
reprecBipycHI 3axBOproBaHHs mikipu Ha Ti1 BUJI-iHdekiii 103BOMMI0 BU3HAYUTH
XapakTep IMyHHOI BIAMOBI1 Ta OIL[IHUTH 3HAYEHHS JTUHAMIKHA IMYHHUX MMOKa3HUKIB
II0JI0 PO3BUTKY PEMICIi OMOPTYHICTUYHHUX 3aXBOPIOBAHD.

IIpaxmuune 3nauenns ompumanux pesyromamis. Ha miacTaBl oTpUMaHUX
pE3yNbTAaTIB BCTAHOBJIEHO, IO JUISl MIABUINEHHS €()EKTUBHOCTI MPOTHBIPYCHOI
Teparii reprnecBipyCcHUX 3axBoproBanb y noeqHanHi 3 APT y BUJI-indikoBanux oci0
€ JIOUUIbHUM BUKOPUCTAHHS 3aC001B aHTHOKCUAAHTHOI Ta IMyHOMOY/IIOI0OUOI Jii y
CKJIaJll €TIOTPOIHOI Ta MATOT€HETUYHOI Teparii.

Jlist Kopekiii IMyHHUX TMOPYIIEHb y XBOPUX HA TepIEeTUYHY 1H(EKIIiIo,
Buksnkany BIIT'-1, BIIT'-2, BI'JI-3, BEbB ta BI'JI-8 y noennanni 3 BIJI-indexkmiero
HAYKOBO OOTpYyHTOBaHa Ta JA0Be/IeHa e()EeKTUBHICTh MpenapaTy MeIaToHiHy (3 Mr) y
TabneToBaHii ¢Gopmi, MepopalibHO, HA HiU, MPOTATOM 3 MICSIIIB y SIKOCTI Teparii
cynpoBoay. EdexTu y3romkeHi 3 103yBaHHAM, TPUBATIICTIO JTIKYBaHHS Ta 0a30BUM
IMyHHUM CTaTyCOM.

PexomennoBano knacudikaniiny ¢yskiiro piBHiB kiituH CD4+, 1o
JI03BOJISIE€ MPOTHO3YBATH TIEpeOir repriecBipycHUX iH(ekii mkipu y xsopux Ha BLJI
Ta JJa€ MOXJIMBICTD YiTKOT rpajaltii Mixk KiaiHIYHUMH cTagismMu BIJI-1adexii:

II xniniuna cragig = 0,039 CD4 — 11,54;

III xminiyna cragig = 0,028 CD4 — 7,70;

IV xiinigyna cragis = 0,003 CD4 - 1,20

(A Binkincona=0,02; F=110; p<0,05). Takum 4yrHOM, HOBUI BHITaJIOK JIETKO
Kiacu(dikyBaTH 32 03HaAYCHUMU (HOPMYITaAMHU.

3 METOI MPOTHO3YBAaHHS KIIIHIYHUX TMPOSIBIB Ta 3MEHIICHHS PHU3HKIB
YCKJIQTHEHb PEAKTUBOBAHUX (DOPM TePIECBIPYCHUX 1H(EKITIN MPU JUCTTAHCEPHOMY
Harysani 3a mamieHtamMu 3 BlJI-iHdekmiero pekoMeHI0BaHO BKIIOUEHHS 10
MOKA3HHUKIB IMyHOJIOTIYHOTO MOHITOPHHTY BMICTY iHTEpIeHKiHY-31.

Kniouosi cnosa: BlJI, onopmynicmuuni ingexyii, eepneceipycna ingekyis,

eepneceipycui 3axeopiosanns wxipu, BIII-1, BIII-2, BIJI-3, BEb, BIJI-8,



KOiH@heKyist, KNiHiYHUl nepebie, MeIAmoHiH, IMYHON02IYHI NOKA3HUKU, YUMOKIHU,

lJI-31, imynoxopexyis.

ABSTRACT

Dorosh D.M. — Clinical and immunological significance of IL-31 and
therapeutic efficacy of melatonin in herpesvirus skin diseases against the
background of HIV infection and methods of their correction. — Qualifying scientific
work on manuscript rights.
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The purpose of the study is to improve the effectiveness of treatment and
prevention of recurrences of herpesvirus skin infections in patients with HIV
infection by correcting immune disorders and optimizing management tactics taking
into account the identified immunological abnormalities.

The dissertation is devoted to the study of the nature, degree and features of
immune disorders in patients with herpesvirus skin infections associated with HIV
infection, increasing the effectiveness of treatment and preventing complications
and serious consequences.

The scientific novelty of the obtained results lies in the comprehensive
determination of the structure of the clinical forms of the infectious process in
herpesvirus skin infections in HIV-infected persons, among whom the mixed
infection occupies a specific weight.

It has been established that the clinical manifestations and course of
herpesvirus infections against the background of HIV infection are closely related
to the state of the immune system. The severity of immunodeficiency and the
systemic use of antiretroviral drugs affect the spectrum and frequency of
dermatological manifestations of herpesvirus diseases of the skin and mucous

membranes in HIV-infected people. The course and severity of clinical



manifestations correlates with the level of CD4+ cells: when their level drops below
349 kl/ul, an atypical course of herpes virus infection is observed, and when the
content is less than 200 kl/ul — generalization of the infectious process (p<0.05).

The result of complex clinical, laboratory, immunological and serological
studies was new ideas about the participation and role of the immune system in the
pathogenesis and consequences of herpes infection associated with HIV infection.
For the first time, complex immunological studies were conducted, in herpesvirus
infection of the skin caused by herpes simplex virus type 1 (HSV-1), herpes simplex
virus type 2 (HSV-2), herpes virus type 3 (HSV-3), Epstein-Barr virus (EBV), and
herpes virus human type 8 (HCV-8) in combination with HIV infection, which
revealed disturbances in the cellular and humoral production of cytokines, in
particular interleukin-31 (IL-31), a decrease in the level of CD4+ cells.

For the first time, a classification function of CD4+ cell levels was
developed, which allows predicting the course of herpes virus infections in HIV
patients and enables a clear gradation between clinical stages of HIV infection
(p<0.05). On the basis on a developed classification function for CD4+ levels, unlike
the CDC classification (stages of HIV infection, according to the classification
adopted by the Centers for Disease Control), where there is a gap in CD4+ values
between stage 3 and 4 (and therefore uncertainty in the classification) managed to
eliminate uncertainty and develop an algorithm for predicting the course of
herpesvirus infections in patients with HIV.

It was established for the first time that IL-31 participates in the pathogenesis
of infectious skin diseases, namely herpesvirus skin infection caused by HSV-1,
HSV-2, VZV-3, EBV, and HHV-8 virus: levels of the IL-31 in blood serum in
patients with herpesvirus infection of the skin differed with statistically significant
reliability compared to similar indicators of healthy individuals (p<0.05).

The effectiveness of melatonin as a drug for immunocorrective therapy in
patients with HIV infection has been scientifically substantiated and proven, which
contributed to a more positive dynamic of changes in immunological indicators, an

increase in the functional activity of cells of the immune system, in particular the



levels of CD4+ cells, a decrease in the levels of pro-inflammatory CK (p<0.05 ).
Comparison of the results of studies of immune status and clinical effectiveness of
therapy in patients with herpesvirus skin diseases against the background of HIV
infection made it possible to determine the nature of the immune response and
evaluate the significance of the dynamics of immune indicators in relation to the
development of remission of opportunistic diseases.

Practical significance of the obtained results. Based on the obtained results,
it was established that to increase the effectiveness of antiviral therapy of herpesvirus
diseases in combination with ART in HIV-infected persons, it is appropriate to use
means of antioxidant and immunomodulatory action as part of etiotropic and
pathogenetic therapy.

For the correction of immune disorders in patients with herpes infection
caused by HSV-1, HSV-2, VZV-3, EBV and HHV-8 in combination with HIV
infection, the scientifically proven and proven effectiveness of melatonin (3 mg) in
tablet form, orally , at night, for 3 months as an accompanying therapy. Effects are
consistent with dosage, duration of treatment, and baseline immune status.

The classification function of CD4+ cell levels is recommended, which
allows predicting the course of herpesvirus skin infections in HIV patients and
enables a clear gradation between the clinical stages of HIV infection:

Il clinical stage = 0.039 CD4 - 11.54;

[11 clinical stage = 0.028 CD4 — 7.70;

IV clinical stage = 0.003 CD4 - 1.20

(Wilkinson's 2=0.02; F=110; p<0.05). Thus, the new case is easy to classify
according to the specified formulas.

In order to predict clinical manifestations and reduce the risks of
complications of reactivated forms of herpesvirus infections during dispensary
supervision of patients with HIV infection, it is recommended to include interleukin-

31 content in the indicators of immunological monitoring.
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