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BBEAEHHUE

Komunuectso BUY-undunrpoBannbix namreHTos B Pecnyonuke benapycs (Pb)
npojobkaeT mocteneHHo yBenmuuuBathes (JKasoponok C.B., Kozopes E.N., 2010;
Kapnos U.A., Jlonieako M.JI., 2014). Pa3spurue snuaemun BUY-undeknuu B PH B
HACTOSIIIIEE BPEMsI XapaKTepU3yeTcs CMEHOM Benyliero nytu uaduimposanus BUY ¢
NAapeHTepaIbHOTO  HA  [IOJIOBOM,  yBEJIMYEHHUEM  HMHQUIMPOBAHMS  >KEHILUH
penpoaykruBHoro Bo3pacta (Epemun B.®., 2013; Konxomuerr H.JI., 2014).

Ko-undpexuus BUY/BI'C mupoko pacrnpocTpaHeHa BO BCEX PETHOHAX MUDA,
4yTO [ mMO3BoyIsieT  paccmaTpuBaTh ~ BUY-uHQUIMPOBAHHBIX  MAllMEHTOB  Kak
CYILLIECTBEHHBIW pe3epByap conuaibHo-3HaunMo BI'C-undexknuu B HacTosee
Bpems (IToxposckuit B.B., 2011; Pycanosuu A.B., 2011).

Ko-uadekius BUY/BI'C xapakTtepusyeTcsi B3aUMHBIM OTATOIIEHUEM KaXKIOU
U3  MHQEKIUil,, BbBICOKMMU [0Ka3aTeIsIMU  JIETAJIbHOCTH, PHUCKOM Pa3BUTHS
OCJIO)KHEHUI MPOTUBOBUPYCHOW TEpanuu, YBEJIMYEHUEM YacTOThI Meperayud 000uX
BUPYCOB OT MH(PHUIIMPOBAHHOTO K 3J0POBOMY, B TOM UYHCJIE€ BEPTUKAIbHBIM IyTEM OT
Mmatepu k pedoenky (Sulkowski S. et al, 2007; Price J.C., Thio C., 2010).

BI'C-undexuns y BUY-uHGUIIMPOBaHHBIX MAIMEHTOB PAaCcCMATPUBACTCS Kak
OlHA W3 BAXHEUIINX TPUYUH JEKOMICHCAIMM (PYHKIMH TICYCHH HapSAAy C
BO3JIEUCTBUEM JPYIMX COYETAHHBIX TEHAaTOTOKCHYECKUX (PAaKTOPOB (AJKOTOJb,
HapKOIpenaparkl, JIEKapcTBa), IeHCTBYIOIIMX Ha TieueHb ogHoBpeMeHHo (Thein H.H.
et al., 2008; Bruno R. et al., 2008).

B psine uccrnenoBanuii mokazano, uro ko-uHdeknus BUY/BI'C acconumpyetcs
C pOCTOM YacTOTHI «IedeHOouHbIX» mnpuunH ~cmepta (Klenerman P., 2007;
Rosenthal E. et al., 2007). «IleueHO4HbIC» MPUYUHBI SBJISIFOTCS OJHUMHU M3 BEIYIIAX
B cTpykTrype JneranbHocTH BUY-uHUUIMPOBAHHBIX ATallMEHTOB BO BCEM MHPE
(Babik J., 2003; Zhang Y.-H. et al., 2004, KpaBuenko A.B., 2008;). [To nporuo3zam,
«TeYeHOYHas» JeTanbHOCTh BUY-MHPUIIMPOBAaHHBIX MALMEHTOB, HAXOAAIIUXCS Ha
antuperpoBupycHoit Tepanuu (APT) B Teuenne 10 u Gosee J€T MOKHA ONEPEIUTD
CIIN-acconmnpoBaHHYIO JIETaJbHOCTh M TPEB30UTH ee Oojee yeM B 3 pasza
(Koziel M., Peters M., 2007).

Bo3spacratomiast posib maToJOTHU MEYEHH B 3a00JIEBAEMOCTH U JCTAIBHOCTU
BUY-undunupoBaHHbIX ManueHToB, B ToM uucie Ha (GoHe APT, o00CHOBBIBaeT
HEOOXOJUMOCTh  JIaIbHEMIIEro  M3Y4eHHs  OCOOCHHOCTEM  3MUJIEMHUOJIOTHUH,
ummyHoMopdorenesa BI'C-undexnuu kak OJHOTO W3 ITHOJOTHYECKUX (HaKTOPOB
renatornaroniorud 'y  BUY-undunmpoBaHHBIX MAlMEHTOB, TMOUCKAa Haubosee

paIMOHAIBHBIX CIOCOOOB Tepamuu W mpoduiaakTuku ocioxHeHut APT mpu xo-
unpexkunn BUY/BI'C (bemskoB H.A., Paxmanosa A.I'., 2011; Winnock M., 2004;
Potter M. , 2010; Szabo G., Zakhari S., 2011; Operskalski E.A., 2011).



OBIIIAA XAPAKTEPUCTUKA PABOTbI

CBs3b padoThbl ¢ KPYNHbIMH Hay4YHBIMH NpOrpaMMamMu (IIpoOeKTamMH) M
TeMaM#

PaGora BemonHsutack B pamkax 2-x 3amanmii [HTII «Wudekumu u
MukpoOuonorndeckue HaHoOuotexHomorum»: 03.15 «M3yunTs MoONEKyIsIpHO-
TeHETUYECKUE XapaKTEPUCTUKU BO30yAUTEIEH, pa3paboratb
[TATOMMMYHOJIOTUYECKHE KPUTEPUH aKTUBHOCTH MH(DEKIIMOHHOTO MPOLIECCA U CXEMBI
CTapTOBOM ATHOTponHON Tepanuu ko-uHpekuu BUY u BI'C» (2009-2012 rr.),
Ne roepeructpanuu 20091056 ot 08.06.2009 r. u 03.04 «Pazpaborath KpuTepuu
MaTOMMMYHOMOP(OJIOTMYECKOM  JAMArHOCTUKH TOPAXKEHUH TMEYEHU Ppa3InyHOU

ATUOJIOTUN y BUY-unpunmrpoBaHHbIX MTallMEHTOBY» (2011-2015 rr.)
Ne rocpeructpanuu 20114188 ot 21.10.2011 r.; HUP YO «I'pI' MVY» «Pa3paboTka u
BHEJIpEHUE METO/I0B JIMAarHOCTHKH, IIPOTHO3UPOBAHUS HCXOJIOB u

coBepiieHCTBOBaHWE Tepamuu BUY-uHdexumm u Oose3HEd NEYeHU pPa3IudHOro
npoucxoxaeHus» (2008<2012 rr.), Ne rocpeructpamuu 2008371 ot 12.03.2008 T.

Heab u 3aga4u uccjae 0BaHUSA

Llenv  uccnedosanus.’ YCTaHOBUTHh  KJIMHUKO-IIUAEMHOJOTHUYECKHE U
uMMyHoTIaToMopdosiorndeckue | ocodeHHoctn  ko-uHpeknmun BUY/BI'C s
COBEPILECHCTBOBAHMS JUArHOCTUKH, JICYEHHS] U NPODYUIAKTHKUA OCIOKHEHHM
AHTUPETPOBUPYCHOM TEPAITUHU.

3aoauu uccnedoganusi:

1. YcTaHoBUTH 4YacTOTy pachpocTpaHeHUs, BapuaHThl ko-uHpekmmn BUY u
BI'C, ™onekymnspHo-reHeTHUeckne xapakTepuctuku cyotunoB BUY u BIC y
nanueHToB ¢ ko-uHpeknuerr BUY/BI'C u paspabortarh MeTOA MOJCKYJISIPHO-
o6uonoruueckoro mouuropunra BI'C.

2. BoisiBUTh 0COOEHHOCTH MMMYHOJIOTMYECKOTO CTaTyCa M AKCIPECCUU KO-
perientopoB BUY y nanuentos ¢ ko-undexmueit BUY/BI'C.

3. YcTaHOBUTH MAaTOMOP(OJIOTHUECKHE OCOOEHHOCTH TOPAXKEHUSL. MEUYCHH,
YacTOTy MapKepOB OMNMOPTYHUCTHYECKHX HWHGEKIUH B TEYeHH U Ppa3paldoTarb
ITOPUTM MOP(OJIIOTUYECKON AMATHOCTUKY KOMOWHUPOBAHHBIX MOPAKEHUHN MEeUeHU
y BUY-unpumpoBaHHbIX TaIllIEHTOB.

4. OnpenenuTs U3MEHEHHsI CTPYKTYpPbl KJIETOK IEYEHH, YaCTOTy U CTEICHB
JKCIPECCUM MMMYHOJIOTMYECKAX MapKEepOB B TKaHU IEYEHH Y IALMEHTOB C KO-
undexuueir BUU/BI'C.

5. BeisiBUTE  0COOEHHOCTH  KJIMHUKO-Ta00paTopHbIX TposiBieHuit  BI'C-
uHpexkunu y BUY-uHQUIMpOBaHHBIX MALMEHTOB, YaCTOTY «II€UEHOUYHBIX» MPUYHUH
CMEpTH, pa3paboTaTh MeETOJ MNPOPUIAKTUKH  BOCHAIUTEIBHOIO  CHHAPOMA
BOCCTaHOBJIEHUsSI UMMyHHUTeTa y BUY-uHGUIIMpPOBaHHBIX NAllMEHTOB.



6. Ouenutb >¢p(HEKTUBHOCTH MpenapaToB uUHTEpdepoHa-adbha B Tepanuu
BI'C-undexunn y BUY-uHpUIIMPOBaHHBIX MALIMEHTOB, TPO(PUIAKTHKE OCIOKHEHHM
APT u pazpaborath crioco0 ctapToBoii Tepanuu ko-uHpexunn BUY/BI'C.

O0bekT wHcciaexoBanus. Bcero B wuccienoBaHue OBUIO BKJIOYEHO 659
naieHToB (331 - ko-mHpekmus BUY/BI'C, 127 - BUY-undexnus 0e3
BI'C-undexuuu, 146 — BI'C-monoundeknus, 55 — tyoepkyines 6e3 BUY-undekmn).
[pymimwy KOHTPOJIA COCTaBUJIN 36 MPAKTUYECKHU 310POBBIX JIALL.
BUY-unduuupoBaHHble MalMEHTbl COCTOSUIA HA Yy4yeTe B KOHCYJIbTaTUBHO-
TUCITAHCEPHBIX KaOuHeTax ['pogHeHckoi u ['oMenbekoit 001aCTHBIX MH(PEKIIMOHHBIX
KJIMHUYECKHUX OOJIbHULL.

Hpeamer wuccaepoBanms. PacnpoctpaneHHocTs ko-uHekuun BUY/BI'C,
MoJieKyJigspHO-Ouonornyeckue cBoiicteBa BUY u  BI'C, uMMmyHHBII craryc,
skcnpeccus XxeMOKHHOBBIX perentopoB (CCR5 m CXCR4) na mumdornmTax KpoBw,
natoMop(ojaoruyeckue . HM3MEHEHHsT B  [EYEHH, DKCIOPECCHs  AHTUICHOB
ONMOPTYHUCTHUYECKUX HMHPEKUUA M HMMMYHOJIOTMYECKUX MAapKEepOB B KIETKaX
[I€YEHU, MPUYUHBI, KIMHUYECKUE TIPOSABICHHUS M MCXOAbl BOCHAIUTEIBHOTO
cCUHApOMa BoccTaHOBlIeHHS umMmyHuTera (BCBU), sddextuBHOCTS TeEpanum,
COBEPILIEHCTBOBAHUE METOJOB JIEUECHHUS U TPOPHIIaKTUKN ociioxkHeHUu APT.

OcCHOBHBIE N10JIOKEHNSI JUCCEPTANMH, BLIHOCUMbIE HA 3aALIUTY:

1. Yacrota BI'C-undexumn cpenu BUY-unduuupoBaHHBIX MalMeHTOB
ABJISIETCSl HanOoJiee BBICOKOW NPH HAPEHTEPAIbHOM NYTH NEPEAaud U B HECKOJIBKO
pa3 mpeBBIIAeT MoKazatenu pacnpocrpaneHHocTd Bl C-undexnuu cpean HaceneHus
B 1menom (1-3%). B I'pogHeHCKOM pernoHe gomMuHUpyonmM cyotumom BUY
ABIICTCA JUIUTEIBHO MUPKyIupytoumii cyotun‘A(94,3%), pekoMOuHaHTHBIE (POPMBI
BUY u woBwie cyoTunsl BUY coctaBmstor 6,7%. B I'ponHEHCKOM pernoHe 4acToTa
1-ro (41,4%) u we 1-ro (40,7%) renotunoB BI'C'y BUY-undunmpoBaHHBIX
onuHakoBa, cpeau He 1-ro renoruna BI'C pomunupyer 3arenotun (38,6%).
I'enotun 1 mnpencraBien la (21,4%) u 1b (19,3%) cyorunamu. Haubonee
pacnpocTpaHeHHbIM BapuaHToM Ko-uH(ekiuu BUY/BI'C saBnseres cynepuHdexims
BUUY na done cymecrtpytomeit BI' C-undexiuu.

2. Y mammentoB ¢ ko-uHbpeknuerr BUY/BI'C ummeer mecto XpoHHHYECKas
aKTUBAIMS KJIETOYHOIO HMMYHHUTETA, MPOSBISAIOMIAsACS IOBBIILIEHUEM  YPOBHSA
SKCIPECCUH MOJIEKYJ TJaBHOro komiuiekca rucrocoBMmectumoct (MHC) 11 kmacca
Ha JUMQOIMTAX KPOBU, ILMUTOTOKCHMYECKUX T-muM@ouuTax, yBEITUUCHHEM
conepxanusi CD8+ T-numdonuros, ycunenuem skcnpeccun CCRS u cHmkeHneM
skcripeccun CXCR4 na numdornmTax KpOBH MO CPAaBHEHHIO C KOHTPOJIEM H
BI'C-monoun¢pekuuei. AxtuBanus UMMyHHOro otBera y BUY-unduumpoBaHHBIX
NalMeHTOB peanu3yerca Ha (oHe (YHKIMOHAIBHOW cyrnpeccun T-Xenmnepos.
AKTUBalIUS UUTOTOKCUYECKUX T-IMM(OIUTOB acCOLMUPYETCS C POCTOM BUPYCHOM
Harpy3ku, pasButuem CIIMJla, u Hambonee BBIpaXKeHAa Yy MAIlMCHTOB, HE
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MOJY4YaIIMX aHTUpeTpoBUpycHyto Tepanuto (APT). IlokazaTenu HUTOKHMHOBOTO
cratyca y nanueHTtoB ¢ Ko-uHdpekuueit BUY/BI'C npu OTCYyTCTBUM BBIpa)KEHHOM
MMMYHOCYIIPECCUU CBUJIETEIBCTBYIOT O HAJIMYUUA O0JIE€ BBIPAKEHHOW aKTHUBALMU
KJIETOYHOT'O U TYMOPaJIbHOIO UMMYHHUTETA, 4YeM npu MoHouHpekunu BI'C.

3.V Bcex mamuentoB ¢ BUY-unbeknueld nMeeT MecTo Mopa)keHHe TeUeH!
Pa3HOM ATHOJIOTUH, CTAIMM U aKTUBHOCTH. DTHOJIOTHS MOpakeHus neyeHu y BIY-
MHQUUMPOBAHHBIX  TNAIMEHTOB  MpeACTaBieHa  KOMOWMHAUMeW  pa3iIM4YHbIX
rematorokcuueckux (aktopoB (BI'C, nHapkoTnueckue mnpemnaparbl, ajaKOTOJb,
onmnopTyHuctuueckue  uHpekuuu). Y  BUY-uHbUUMpOBaHHBIX  MallMEHTOB
dopmupyercss 2 BapuaHTa MOPaKEHUs IMEYCHU: ObICcTporporpeccupymomee (65%),
Py KOTOPOM AEKOMITeHCALMs (PYHKIMM MEeUeHU sBIseTca npuurHoi cmept B 20%
clly4yaeB, W MeJIeHHO mporpeccupyromiee (35%). Haubonee 3HaunMol mpUUMHOM
«MEYEHOYHOW»  JeTaibHOCTH mnpu Ko-uHpexumn BUY/BI'C saBnsercs coueraHue
3JI0yNOTPeOCHUs < aJIKOroJIEM C JIPYTMMH TIENaTOTOKCMYECKUMHU —(paKTOpamu.
TyOepkyne3Hoe nopakeHue nedeHu y ymepunx BUY-uHpuumupoBaHHBIX MALIMEHTOB
cocraBisier 20%, nocTUras-HamOoJee BBICOKUX IOKa3aTeled MpU reMaTOre€HHOM
reHepan30BaHHOM TyOepkyne3e (85%). DTHOIOTWYECKHA CIEKTp BUPYCHBIX
uHpeKMii (M0 JaHHBIM WMMYHOTLMCTOXMMUYECKHX WCCICIOBAaHUN TIpernapaToB
NIEYCHU) MTPEICTaBIICH KOMOMHALMEH BHPYCOB MPOCTOTO Tepreca | u 2 TUTOB, BUpyca
NaNMJUIOMBI YeJIoBeKa, BUpyca JnmrreriHa-bapp, BUYU. AHTUreHs BUpyCcOB MPOCTOrO
repreca | U 2 TUNOB TOMUHUPYIOT CPEAU APYTHMX MApKEPOB OMMOPTYHUCTHUYECKUX
WHOEKITNH U BBIBISIOTCS B remaTonuTax y.95% manueHTos.

4.Y mnammenToB ¢ ko-uHpekmuerdn BUY/BI'C umeer mecTto akTuBamus
WMMYHHBIX  pEakIuid B TEUEHH, YCKopeHue  ¢Gudpo3000pa3oBaHusi, dUTO
OOyCNOBIMBAECT  HApPYIICHUS  YIABTPACTPYKTYPbl  TICUEHH, IpEACTaBICHHbIC
U3MEHEHUSIMA CO CTOPOHBI MHUKPOLMPKYJSITOPHOTO Pycila, CHUHYCOMIAIBHBIX H
NapeHXUMAaTO3HbIX KiIeTOK neueHu. [Ipu ko-undpexkunn BUY/BI'C akTuBamms kieTok
Kyndepa acCoOMUpPyeTCs C KIIMHUKO-TTA00paTOPHBIMU [IPU3HAKaMU
nporpeccupoBanuss BUY-undexkunuu. Dkcrpeccus UMMYHOJIOTHYECKUX MapKepOB
(CD8, HLA-DP, DQ, DR, CD56, CCR5, TNF-0) B kjIeTKax NEeYeHH WU KIETKaX
BOCHIAJINTEILHOTO HH(HUIbTpaTa MEYEHU CBUACTEIBCTBYET O 0O0Je€ BBIPAKEHHOMN
aKTUBAllMM BHYTPUIIEYEHOYHOTO HMMMYHHUTETAa Yy TMAIMEHTOB C KO-MH(EKuuen
BUY/BI'C mno cpaBuenuto ¢ BUY-unduuupoBaHHbIME mNanueHTaMu 0€3 | KO-
undexuuu BI'C.

5. Knuanueckumu  ocoOennoctamu  ko-uHpekunu BUY/BI'C  sBastorces
HEAKTHUBHOE TEYEHHUE TeMNaTUTa MPU OJHOBPEMEHHOM YCKOPEHHHU MPOTPECCUPOBAHMS
bubpoza u GopmupoBanus muppo3a nedeHu y 15% manueHtoB B cpeaHem 3a 9 jer.
APT y mnammentoB c ko-undexnumerr BUUY/BI'C mpuBoautT K poOCTy BHUPYCHOM
Harpy3ku BI'C. «IleyeHouHbIe» NPUYMHBI CMEPTU COCTABIAIOT 17% B CTpyKType
netanbHOCcTH BUY-uHPUIIMPOBAHHBIX MAlMEHTOB OOJACTHOTO PETHOHA, 3aHUMAIOT
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JUIUPYIONIYI0 MO3UIMI0O CPear MNpUYMH cMmepTu, He cBszaHHbIXx co CIIMJom. K
(dakTopam, CHOCOOCTBYIOUIUM «IIEUYEHOYHOW» JIETAIbHOCTH, OTHOCUTCS OTCYTCTBUE
AHTUPETPOBUPYCHOM Teparuu, BBICOKAs 4acTOTa KOMOMHHPOBAHHOIO BO3EHCTBUS
renarotokcuueckux (akrtopos (BI'C-undekius, HapkonoTpeOaeHne, aJKOTOIU3M).
Yacrora TsoKenbix (popM BOCHAIUTENLHOTO CUHAPOMA BOCCTAHOBIICEHUS UMMYHUTETA
(BCBU) y BUY-undummpoBanHbix mnamueHToB mnpesbiiraet 10%. HaubGonee
3HaYUMbIMU (pakTOopamMu pucka Bo3HUKHOBeHUss BCBU sBnsoTCS BBIpa)KeHHAs
MMMYHOCYIIpeCCHsl 0 Hadayla aHTUpeTpoBupycHoi Tepanuu (CD4+<200 xii/mMKi) U
HaJU4KE Pa3IMYHBIX BAPUAHTOB KO-MH(EKIIHIA.

6. Tepanuss mnpenaparamu crtangaptHoro unreppepona-anspa (MDH-a) y
nainueHToB < ¢ ko-uHpeknueir BUY/BI'C comoctaBuma mo 3()QPEeKTUBHOCTH C
npenapartamu < nerunupoBaHHblx  MMH®-o npu  passeix  renorunax BI'C.
[IporuBoBupycHas tepanus BI'C-undexuuu crangaptasiM MOH-o ortauvaercs
MEHbIIIEH YaCTOTOU “"HOO0YHBIX A(PPEKTOB, BKIOYAsE MEHEE BBIPAKEHHYIO
uMMyHocympeccuto. [IpuMeHeHne pa3pabOTaHHBIX CXEM CTapTOBOM Tepamuu y
naiueHToB ¢ Ko-uHpekuuer BUY/BI'C mnpemapatamm crangaptaoro M®H-a,
HE3aBUCUMO OT  XapakTepa . BUPYCOJOTMYECKOIO0 OTBETa B  OTHOIICHHH
BI'C-undexunn, mnpuBOIUT <K CHHXKEHHUIO YacToThl ocnoxkHeHuid APT BUY-
MH(EKIUHU U 3aTpaT Ha TepaIuIo.

JInunblii BKJIaA couckartessi. OnpeneracHrue TeMbl, GOPMYIUPOBKA HETH U
3alad  UCCJIEJOBAHMSI TPOBEJEHBI  COBMECTHO C HAyYHBIM KOHCYJbTAHTOM.
dopmupoBaHUE TPYII, KIMHUYECKOE O0cieoBaHWe W HAOIIOJEHHE MalMeHTOB,
PETPOCTIEKTUBHBIA aHATN3 MCTOpU OO0JIE3HH, TIPOTOKOIOB BCKPBHITUN BBIMTOJIHSIUCH
HEMOCPEACTBEHHO  auccepTaHToM. OueHka< ‘Pe3ynbTaToB  MOP(OIOTrHIECKOro
WCCIEOBAHMUS TE€YEHU Pa3IUYHBIMH METOJIaMU MPOBOAWIACH COBMECTHO C
H.U. lIpoxomuukom, P.M. Kpasuyk, B.I1. AagpeeBeivn M.I'. 3yopunikum. O630p
JAUTEpaTyphl, CTaTUCTHUYECKas M rpaduueckas oOpaOOTKa JIOMYyUYEHHBIX TaHHBIX,
WUTIOCTPATUBHBIA MaTepual, NyONuKalMu 10 TeMe JAUCCepTalnu, a TaKxKe
HaIlMCaHHUE JUCCEPTALMU IPOBEIECHBI ABTOPOM CaMOCTOSATEIBHO.

Pacnpoctpanennocts ko-unpekuuu BUY/BI'C B pernonax PecmyOnuku
benapycb, MolieKyJisipHO-reHeTndyeckue xapakrepuctukn BUY<C w BI'C | B
['ponHEHCKOM permoHe NpPENCTaBICHBI B cTaThax [5, 7, 8, 21], “marepuamax
koHpepennuii [27, 30, 31, 33, 34], Te3ucax [53, 54, 59, 62, 65-67], Bkiag couckaress
— 90%. OcoOeHHOCTH HMMMYHHOTO CTaTyca, SKCIPECCHs MapKepOB aKTUBAIUH,
XEMOKHHOBBIX PEIENTOPOB, YPOBHU LIUTOKUHOB KPOBU IMALIMEHTOB C KO-MH(]EKIUe
BUY/BI'C orpaxensl B cratbsx [13, 19, 20, 25], marepuanax kondepennnii [40-43,
51], Tesmcax [60, 61, 69, 71-74, 78, 81], Bkmaxg cowmckarens - 95%.
[Taromopdonornyeckas XapaKTEPUCTUKA [I€YECHHU BUY-undunmnpoBaHHBIX
MAaIMEeHTOB U3JI0KEHA B cTaThsX [3, 4, 9-12, 14, 16, 17], B maTtepuanax KOHpEpEHIIHHA
u cve3noB [28, 30, 35-37, 39, 44, 45, 47], te3ucax [56, 75], Bkiaa couckaresst — 87%.
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Pe3ynbTathl AIEKTPOHHO-MHUKPOCKOMUYECKOTO H3yYeHUs] OHONTAaTOB TICYCHU U
[IUTOJIOTUIECKOTO MCCIICOBAHUS MOJYTOHKUX TPErapaToB MEYCHH MPEACTABICHBI B
ctathsx [23], B MmaTepuanax koHdpepeHiuii u cbe3non [33, 49, 50, 52], tesucax [77],
BKiag couckarenss — 80%. MMMyHOrMCTOXMMHUYECKHE HCCIEHOBAaHUS IpEnapaToB
MEYCHHU M3JIOKEHBI B cTaThix [24, 26], tesucax [79, 80], Bkian couckarens — 80%.
Ocobennoctu knuHU4Yeckoro tedeHus: ko-unpexunu BUY/BI'C mpencrabieHsl B
ctaThsx [3, 5], maTepmanax xkoHdepenmuit [27, 30, 32, 36, 38], Tesucax [57], Bkiana
comckarens — 95%. CrpykTypa © dYacTtoTa TpHYMH JeTaibHOcTH BUU-
UHQUIIMPOBAHHBIX MAIMEHTOB MpejAcTaBleHbl B crathsax [4, 10, 12, 14, 18],
Marepuanax koHdepenmuit [37, 44, 45, 47], tesucax [55, 57, 68, 70, 76], Bkian
couckarensi— 90%. Dtuonoruveckue (PpakTophl, MATOreHe3, KPUTEPUN JUATHOCTUKH,
dakToppl’ pHCKa BO3HUKHOBEHHS, KIMHHUYECKHE TMPOSBICHUS W  HCXOIBI
BOCTIAJIMTETBHEIO CHHIpPOMAa BOCCTAHOBJICHHS MMMYHHUTETa HW3JI0KEHBI B CTaThIX
[6, 14, 16], maTepuanax. koHdpepenmit [29, 48], Te3ucax [64], BkIaa couckarens —
95%. Pe3ynbrarsl HPOTUBOBUPYCHOMN Teparuu BI'C-undexunn y
BUY-undunrpoBaHHbIX TAHWEHTOB MPEACTABICHBI B CTaThix [15, 22], marepuanax
koH(pepennmii [46], Tesmeax [58, 61, 63], Bkiman couckarens — 80%. ABTopom
onmy0JIMKOBaHa MOHOTpadus B MOHOAaBTOpPCcTBe [2] W TiaBa B MoHOrpaduu B
coaBTopcTBe [1l], B KOTOpBIX TPEACTaBICHBI 0030p JIUTEPATyphl IO TEMe
AVICCepPTAIH M PE3yIbTAaThl UCCISHOBAHNIA IO BCEM pas3fiesiaM TUCCEpTaIluH, BKJIaJ
couckarens — 100%. 1o pe3ynbpTaTam McCia€0BaHNUS YTBEPKIAEHBI 5 HHCTPYKIHH IO
npuMmeHeHuto [82-86], Bkiaa couckarenst ~ (5%; mogaHbl 5 3aBOK Ha M300pPETCHHE
[87-91], Bkimax counckaTens — 95%.

AnpobGauusi pe3yJbTAaTOB JUCCePTANMH. Pe3ynbraTel HCCIECIOBAHUUI
nomoxkensl Ha | wm Il Mexnynapoaueix EBpo-A3ua@rckux KOHrpeccax IO
nHpekmoHHpIM Oone3nssM (Butebck, Actanma, 2008, 2012); VII, VII, IX nu
X MexayHapoHbIX CHUMIIO3MyMax renatosioroB benapycu «AKTyaiabHbIE BOIPOCHI
remarosiorun» (Butedck, 2008; Morunes, 2009; bpecr, 2011; Fpomno, 2013);
Pecny0nmkanckoil Hay4HO-TIPaKTHUECKON KOH(EpeHIH, MOCBsAHIeHHOW S50-1eTuto
YO «I'pI'MVY», (I'pomro, 2008); MexayHapOJHBIX HAyYHO-TIPAKTHICCKUX
koH(pepeHmsx «CoBpeMeHHble NMpoOaeMbl WH(GEKIMOHHOW MATOJOTHUH/ YEIOBEKa
(Munck, 2008, 2009, 2012, 2013); MexayHapoJHON HayYHO-IPAKTHYECKOU
koH(pepenunn «Meauko-counanbubie acnektsl BUU-undexnun, mapeHTepanbHbIX
renaTuToB M HH(EKuil, nepenaBaeMbix MoNOBbIM 1myTem» (Munck, 2008);
PecryOnmkaHckoll  Hay4YHO-NPAKTUYECKOM  KOH(MEpPEHIMH C  MEXKIYHapOIHBIM
y4acTUueM «AKTyalbHbIE TEOPETUUYECKUE U MPHUKIIAIHbIE aCMIEKThI MaTOPU3NOIOTUN
(I'pomgno, 2010); HaydHO-pAaKTUYECKOM KOH(EPEHLNH, MOCBSAIMIEHHON 70-1eTuto
oOpazoBanusi ['pomHEHCKON WHOEKITMOHHONW OOJBHUIEI «AKTyaJIbHbIE BOMPOCHI
nHpexmonHou naronorun» (I'poxno, 2010); HayuyHOW KOH(PEPEHINN «AKTYyaIbHbIC
npobaembl  MemuimHby  (I'pomno, 2009-2014); remaToJOTHMYECKOW  IIKOJIE

6



«AxTyasibHble Borpochkl renaronorun» (I'pogno, 2010); PecnyOnukanckoir HayyHO-
MPaKTUYECKON KOH(PEpPEHIIMU «AKTyaJbHbIe MPOOJIEMbI MATOJIOTMUYECKON aHATOMUI)
(I'ponno, 2010); II, I, 1V, V exerogueix Bcepocculickux KoHrpeccax o
uHpEeKIMOHHBIM OoJie3HsiM (Mocksa, 2010-2013); PecryOiukaHCcKoOl KOH(pEpEHIHH
«AKTyallbHbl€ BOIIPOCHI MPO(DUIAKTUKY BepTUKAIbHOU nepenaun BUY-undpexkunn u
AHTUPETPOBUPYCHOM Tepanmuu y >keHIMH u jaetreit» (Mwuuck, 2010); HayuyHO-
MpAKTUYeCKOM  KOH(epeHIHH  «AKTyalbHble  TpoOJeMbl  MH(PEKIMOHHBIX
saponeBanuin» (Tamkent, 2010); MexayHapoaHol koHpepeHnn «HTErpaTHBHBIHN
moaxo/1 K mpodiemam Tyoepkyneza u BUY-undexuum» (Fomens, 2011); Children's
health — impact of environment, nutrition, chemicals, and toxic metals:
XVII'International Conference (Legnica, 2011); INepBoit MexayHapoaHOW HAY4HO-
MpaKTUYECKOW 11KoJjie 1o uHdekronoruu (Butedck, 2011); HaydyHO-TPaKTUUECKOM
KOH(EepeHLINH (C MEXKIYyHAPOAHbIM Yy4yacTueM «/HHOBAallMOHHBIE TEXHOJOTUU B
JUArHOCTUKE M. JICUCHUH KOXXHbIX 3a00JIeBaHUN W HMH(EKUUNA YypPOre€eHUTATBHOIO
tpakta» (I'ponno, 2012); PecnyOnamkaHCKOW Hay4yHO-NIPAKTHYECKOW KOH(EPEHINH,
nocBseHHo  50-netuto .kadenpsl uHGEKIUMOHHBIX OosiesHel YO «I'pI'MVY»
(I'poano, 2012); 7-m Cankr-lIletepOyprckom renatosiorudeckoM koHrpecce (CaHKT-
[lerepOypr, 2013); Hay4yHO-TPAKTUUECKON KOH(pEpPEHUUHU, TOCBAUIEHHOW 55-11eTnio
YO «I'poiHEHCKHUI TOCY1apCTBEHHBIN MeAUIIMHCKUNA yHUBepcuTeT (I'poano, 2013).

Ony0inkoBaHHOCTH  pe3yibraToB. I[lo  Marepuanam  auccepTanuu
omyonukoBana 91 Hayunas pabota’ ob6mmm o0bemom 40,5 aBTOPCKUX JHCTA, T/
MOJIHOCTBIO M3JI0KEHbl PE3yJIbTaThl MPOBEIEHHBIX = MCCIEIOBAHUA U OTPAKEHBI
MOJIO’KEHUSI, BEBIHOCUMBIC Ha 3amuTy. 13 onmy6nukoBanHbix paboT: 1 moHorpadus B
MOHOABTOPCTBE 00BeMOM 15,7 aBTOpCKUX JUCTOB, L Ii1aBa 1Mo TeMe MCCIAeAOBAHUS B
MoHOrpaduu, HamucaHHOW B coaBTOopcTBe — 0,97aBTOPCKMX .JUCTOB, 24 CTaThbU B
pPELEH3UPYEMBIX JKypHajaX, COOTBETCTBYIOMX IyHKTY 18 Ilomoxenus o
NPUCYK/ICHUU YYEHBIX CTEMEeHEeW M TMPHCBOCHUWU YYEHBIX 3BaHmii B Pecmybnuke
benapyce oobemom 15,2 aBTOpckux nUCTOB, 26 crareil 06beMoM 6,1 aBTOpCKUX
JUCTOB B COOpPHHMKAaX HAy4dHbIX TPYJOB, MaTepuanax KOH(EpeHLIHH W . Che30B,
29 Te3nCOB HAYYHBIX KOH(EPEHIMH M Che37J0B 00BeMOM 2,6 aBTOPCKHMX JIMCTOB,
YTBEPKJIEHBI 5 WHCTPYKLMI IO NPUMEHEHHI0 MUHUCTEPCTBA 3APABOOXPAHEHHUS
PecniyOnuku benapych, mogansl 5 3asiBOK Ha U300peTeHUE.

Ctpykrypa u 00béMm auccepranmu. Jluccepraiusi HW3JI0KE€HA | Ha
200 ctpanunax (0e3 crmucka JUTepaTyphl U MPUIoKeHui). J(uccepranus cOCTOUT U3
OTJIABJICHUS, TIEPEYHs YCIOBHBIX 0003HAUECHUMU, BBEJCHMS, OOIIEH XapaKTEepUCTUKU
paboThl, 7 THaB, 3aKIIOYECHHS, OWOIMOTPaPUUIECKOTO CHHUCKA, BKIIOYAIOIIETO
280 ucnonp30BaHHbIX HCTOYHUKOB (70 pycckos3biuHbIx ©W 210 aHTJIOS3BIYHBIX
nyOnukarmii), 91 nyOnukanuio couckarens W mnpuiokeHuid. Pabora comepkut
100 tabmnwui, 35 pUCYHKOB.



OCHOBHOE COIEP KXAHUE PABOTbBI

MarepuaJibl M METObI HCCJIEIOBAHUS

OCHOBY METOJIOJIOTUH COCTABWJIM OOIICKIMHUYECKUI METOJ, BKJIFOYAIOIIHIA
KJIMHUKO-aHAMHECTUYECKHE  CBEJCHUS, OOBEKTHUBHbBIE  JaHHBbIE, PpPE3YyJIbTaThl
PYTHHHBIX JJTAOOPATOPHBIX HUCCJIENOBAHUM, a TakKXKe CHelUuaJIbHble METO/BbI,
peanu3anys KOTOPbIX MO3BOJIMIIA OTBETUTH Ha MOCTABJICHHYIO LEIb U 33J]a4K padOThI.

Bcero mox nHabOmromenwem Haxomwiuch 659 namwmenrtoB: 331 manmeHT C
ko-uH(pekuein BUY/BI'C, u3 nux sxennmd — 101 (30,5%), myxuun — 230 (69,5%),
cpenamii Bospact — 34,7+7,5 net; 127 maumentoB ¢ BUY-undexnueit 6e3 BI'C-
UHGEKIKAN, U3 HUX KeHIHH — 62 (48,8%), myxuun — 65 (51,2%), cpennuii Bo3pact —
33,3£8,0¢ met;” 146 mnamuentoB ¢ BI'C-MoHoumH(pexkumeit, U3 HHUX KEHIIUH —
56 (38,3%), myxuun — 90 (61,6%), cpeaauit Bozpact — 35,0+11,0 net; 55 manueHToB
¢ Tyoepkynesom. 0e3 BUYU-undeknuu, n3 HuX xeHmuH — 9 (16,4%), My)xuuH —
46 (83,6%), cpeaauit Bo3pacT — 52,3+13,0 ner.

['pynny xKOHTpOJIs coeTaBuian 36 MpakTUYECKH 370pOBbIX Jull (13 MyX 4uH u
23 JKCHIIUHBI, CpeTHUH Bo3pacT —28,5£12,1 jer).

[Tpmwxu3HeHHass OMOTICHS TIEYeHH BBIMOTHEHa 18 marmenTaM ¢ Ko-uHpeKIuei
BUY/BI'C u 8 nammentam ¢ BI'C-moHOMH(peKkIuen nocie noay4eHusl MUCbMEHHOTO
nH(popmMupoBaHHOro coriacus. [loecmepTHbie TATOMOP(POIOTHUECKUE UCCIIETOBAHUS
MEYeHU, a TaKKe JPYruX OpraHoB  ObUIM BBIMOJTHEHBI Ha 0Oa3e ['poaHeHckoro u
['omenbckoro  0o0MacTHRIX — MaToJOroaHaroMmueckux Ompo y 189 BUU-
WHOUIIMPOBAHHBIX MAMEHTOB W 55 mamueHToB 0e3 BUU-undexnun, ymepmmx ot
pa3HbIX hopM TyOepKyIiesa.

NMMyHOTUCTOXMMHYECKAE  HCCIACAOBAHUS  MPEHaparoB TMEYeHH  Obuin
BBITIOJIHEHBI y 75 manueHToB, U3 HuX ¢ Ko-uH(peknueit BUY/BI'C — 54 (72%), ¢
BUY-undexmueit — 21 (28%) namuenra.

Brinenenne PHK BI'C u3 mna3mbl KpOBHW BBINOJHSUIA € HUCTIOJIH30BAHUEM
Habopa pearentoB «PUBOcop6» (AmmmuCenc, Poccus), ompemenceHue reHoTumna
BI'C — meronom IILP c snekrpodopernueckoit nerexuuert npoaykroB IILP ¢
ucrnosb3oBanueM Habopa peareHTOB « AMIMCeHc® BI'C-renotun» (Poccus). s
onpeaeneHus (pumoreHeTHUecKux cBsizell Mexay reHorunamu BI'C ananuzuposanu
yuaactok COr/E1l BI'C. IIIIP B rHe3m0BOM BapHaHTE MPOBOIWIM HA aMIUTM(UKATOPe
«Copbept Reserchy (ABctpanus) coraacHO puUiaraeMoil HHCTPYKIIHH.

Jlv3anH m cuHTe3 map npaumMepoB K gag reHy BHY ocymectBisim ¢
ucrnojib3oBaHueM 0a3pl gaHHbIX GenBank u cuHTE3aTOpa HYKJIEHMHOBBIX KHCIOT
Expedite 8900, CILIA. [uzaiin u cuHTe3 mnap mnpaiimepoB k env reny BUY
OCYIIECTBIISUIM C HCHOJb30BaHMeM ©Oa3pl naHHbiXx GenBank wu cuHTe3aropa
HykienHoBeix kuciaotr Expedite 8900, CIIA. ®wuioreHetudyeckuii aHamus
HYKJICOTUJHBIX MoOcienoBarenbHocTed reHomMa BUY npoBoaunu ¢ npuMeHeHUEM
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nporpaMMbl Mega 4.1, nepeBbsi C KOpHEM TOCTPOCHBI METOAOM MPHUCOCAMHECHUS
coceneit (neighbor-joining methods).

HccnenoBanich ypoBHH CIIEIYIONIMX [IMTOKWHOB: MHTepeikuH-2 (IL-2 — U/ml),
IL-4 (pg/ml), IL-8 (pg/ml), IL-6 (pg/ml), IL-10 (pg/ml), dakrop HEKpo3a omyxoiu-
anmbda (TNF-o, pg/ml), ramma-uarepdepon (IFN-y, 1U/ml)), a Taxke mokazarenu
CD4+ u CD8&+ T-mumdporutoB kpoBu. OmnpenerneHrue ITUTOKHMHOB IPOBOAMIOCH
meronoM MDA (peaktuBel — DRG International, Inc., USA) ¢ wucnonb3oBaHreM
ABTOMATHYECKOro (poToMeTpa JIsl MUKPOIUIAHIIIETOB C IJTMHON BOJHBI 450 HM.

NvvyHodeHOTHIT  KJIETOK ~ KPOBH — ONpENEISsUICS  HAa  MPOTOYHOM
mutopmoopumerpe  «FACSCalibur»  («Becton  Dickensony»,  CIHA) ¢
uCroib30BaAneM nporpammHoro odecnieuenus: «CellQuesty 3.3 u «Weasel» Bepcust
2.9 (WEHI, Ascrtpamus). Qs onpenesieHHs IMOKa3aTejleii MMMyHUTETa B pabore
ObUIM  WCIIOJIB30BaHBI MOHOKJIOHAJBHBIE aHTUTENa Tpou3BoAcTBa  «Becton
Dickenson» (CLUA):»~CD3 (SK7, FITC)/CD16 (B73.1, PE)+CD56 (NCAM
16.2, PE)/CDA45 (2D1, PerCP)/CD19 (SJ25C1, APC); CD4 (SK3, FITC)/CD8 (SK1,
PE)/CD3 (SK7, PerCP);HLA=DR (L243, APC); CD4 (SK3, APC); CD184 (CXCR4)
(12G5, PE); CD195 (CCR5) (2D7/CCRS5, FITC); CD25 (M-A251, FITC).

buoncusi medeHrM BBIHONMHSAMACH IO CTAaHAAPTHOW METOAMKE — CIEIBIM
YPECKOXKHBIM METOJIOM, I0J] MECTHOW aHecTe3neil 2% pacTBOPOM HOBOKaWHA.
Hcnonp30Banuch OAHOPA30BbIE ~KOMIUTEKTHI [ OWOTICHMH  TEYeHH  (PUPMBI
«B. Braun» u Set Menghini liver biopsy Fterylab S.p.A. ¢ tuameTpom urisr 1,6 M.

['mcronornueckne cpes3bl OKpalIUBAIUCh T'€MATOKCHIMHOM U DO3WHOM,
nukpopykcuHoM 1o Ban ['n3ony, a no Mmepe HeoOXonumoctu U no Linie-Hunbsceny.

OneHka CTPYKTYpHBIX HM3MEHEHUH TEYEHOUHON TKaHW MPOBOJUIACH
MOJIYKOJIMYECTBEHHBIM METOJIOM C Hucmoib3oBaHueMm mikambl Knodell R.G. u
B.B. CepoBa, Ha OCHOBaHMHM KOTOPOM BBIYMCIISUICS HMHAEKC THMCTOJIOTHYECKOU
aktuBHoctu (MI'A), ycranaBmmBamach crtaaus (uOpo3a M “CTEMEHb >KUPOBOU
muctpoduu mo Hornboll.

DJEKTPOHHO-MUKPOCKOTIMUECKHUE Tpernaparbl H3ydaldd < B  AJIEKTPOHHOM
mukpockorne JEM-1011 (Anonus) npu yBenuyenusx 5000-20000 npu yCkopsronemM
HanpsokeHuun 80 kBT. [lng monyueHus CHUMKOB HMCIIOJIB30BAJICSA. KOMILIEKC U3
BMOHTHpOBaHHON 1H(ppoBoil kamepsl Olympus MegaView III (I'epmanus) u
nporpammsel iITEM st 06paboTku n3o0paskeHui.

[TonrotoBKy Cpe3oB Al MOJUXPOMHOTO OKpAIIMBAaHUS OCYIIECTBISIIM U3
00pa3iioB neueHu, GUKCUPOBAHHBIX B cMeCH opMalibaeruaa, napadopmaibaeruia u
roTapaneaeruaa Ha ¢pocdaraom oydepe pH 7,4 ¢ mocnenyromeit noctdukcanye B
1% pactBope ocmust Ha (ocharHom Oydepe. U3 610KOB TKaHH, 3IUTONH B CMECh
OyTHII-METHIIMETAKPHUIIATOB, TOTOBWJIM MOJIYTOHKHE cpe3bl ToimuHou 0,5-1 MKkM u
OKpammBaiu azypom ||, METUIeHOBBIM CHHUM, OCHOBHBIM (DYKCHHOM.

NMMYyHOTHUCTOXMMUYECKNE  HMCCJICIOBAHUS  BBITIOJIHEHBl  CTPEITaBHIUH-
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OnoTHHOBBIM MeTOI0M («Dakoy») B pukcrupoBaHHBIX B (hOpMaAIMHE M 3aKTFOUCHHBIX B
napaduH Tnpenaparax MedyeHu. M Crmonab30BaIuCh MOHOKJIOHAJIBHBIE MBIIIUHBIC
anturena (anti-EBV, anti-HIV p24, anti- HPV, anti-human CD4, anti-human CD8,
anti-human CD20, anti-human CD56, anti-human HLA-DP, DQ, DR antigen, anti-
human CD68) u nonukiaoHaabHBIe Kpoiauubn antuTena (Anti-Herpes Simplex Virus
1 u 2 tunoB) B cranmaptHoM pa3BeaeHuu (DakoCytomation). [ns ompeneneHus
NS4 HCV B nuromiasMe KJICTOK MCIOJIb30BaHbI MBIIIMHBIC aHTUTENa anti-hepatitis
C (AbDserotec), nns onpenenenust skcnpeccun XP CCRS u CXCR4 Ha kietkax
[IEYEHN MCHOJIB30BAIIMCHL KO3bM anti-human CDI195 wu anti-human CD184,
cooTBeTcTBeHHO (AbDserotec), mns omnpenenenuss TNF-o B KiIeTKax IEUYCHU
WCIIOJIb30BaHbl. MOHOKJIOHAJNBbHBIC MbluHbIe anti-human TNF-a  (AbDserotec).
Ouenka pesynbtaToB UI'X mpoBoamiack Ha CBETOBOM MHUKPOCKOIE (yBEJIWYEHUE
100, 200, “400) B 6 caydailHeIX mOAsX 3peHus. OILCHUBAIUCH JIOKATU3ALUS
OKpAalllMBaHUs B, KJIETKAX, MPOLIEHT U MHTEHCUBHOCTH MOJIO)KUTEJIBHO OKpPAILIEHHBIX
KJIeTOK. MIcX0/1 U3/3TOr0, ONpeensiach CTENEeHb 3KCIPECCUH MapKepa, BEIPAKEHHAS
B Oamnax. Kpurepuu OamasHON oneHku: 0 0aioB — HEraTMBHOE OKpallliBaHUE,
1 6ann — cnabasi MHTEHCHMBHOCTH, 2 Oaila — yMmepeHHas, 3 Oamna — pe3Ko
BBIPAKEHHAS] HHTEHCUBHOCTb.

CratucTuyeckuil aHaiIu3 NPOBOJAWMIM HAa IMEPCOHAIBHOM KOMIIBIOTEPE C
UCTIONIb30BaHMEM TmakeTa «Statisticay sepcun 10. HopmanpHOCTH pacmpenenenus
BEJIMYMH OIIEHUBAIM C ucCHoiab3oBaHueM -W-kputepusa [llanupo-Bunka. Jlnda
CpaBHEHUS JIBYX HE3aBUCHUMBIX BBIOOPOK HeMob30Bav U-kputepuii ManHa-YUTHH,
JJIE CPaBHEHMS 3aBUCHMBIX BbIOOpOK — < W-kputepuii Bunkokcona. Amnamus
3HAYMMOCTU PpA3IMYMid 10 YacTOTE€ BCTPEUYAEMOCTH NPHU3HAKOB OLIEHUBAJCS C
MOMOILBIO  KPUTEPHSI xz, B TabmuIax COMPsSHKEHHOCTU <2X2. Jlns ompeneneHus
3aBHCHUMOCTEHl MEXAY IOKa3aTesIMH HCIOJIb30BaIN < KO3()PUIIMEHT KOoppensiuuu
Cmupmena (R). B kauyecTBe KpuTepusi JOCTOBEPHOCTH Pa3HuMi IOKa3aTesen
NPUHUMAIHN YpoBeHb 3HaunMoctu p<0,05.

PE3YJIbTATbI COBCTBEHHBIX UCCJIEJJOBAHUN

PacnipocTtpaHeHne W MOJIEKYJSIPHO-TEHETHYeCKHE XapaKTepHCTHKHU
cyorumo BUY u BI'C y nanuentoB ¢ ko-uHpexknueii BUY/BI'C B
I'ponnenckom peruone Pecnyduamkm benapyeb. YUactora ko-undexuuun BUY/BI'C
B ['pognenckom pernone B 2013 r. ycraHoBineHa y 35,6% mauueHToB, B T.
Ceetnoropcke — B 40,8% cmygaes (p>0,05). IIpu 3TOM B 000HMX pernoHax IMpH KO-
uapexknmun BUY/BI'C npeobnagamm jmna myxkckoro mnona (63,9% u 69,6%) wu
napeHTepaibHbli MyTh nHGUIMpoBanus (69% u 72,9%), coorBerctBenHo (p>0,05).

Yactora renotunoB BI'C Obi1a onpenenena y 145 nmanmeHToB ¢ Ko-MH(EKIMEH
BUY/BI'C u 95 mamumentoB ¢ MoHomH(pekiueit BI'C u3 I'pomHeHCKOro peruosa.
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Yacrora reHoruna 3a He pa3Myaiach CTATUCTUYECKU B IPyMNe KO-MHPHUIIMPOBAHHBIX
BUY/BI'C wu rpymme BI'C-monoundekimm: 56 (38,6%) u 44 (46,3%), p>0,05,
COOTBETCTBEHHO. Y mnanueHToB ¢ MoHouH(pekuueir BI'C 3a reHotun BcTpedasncs c
TaKkoll e yactoTod, kak u lb reHorun — 43 (45,2%), p>0,05. Ilpu xo-undexunn
BUY/BI'C renotun 1b (28/19,3%) BbIABISIICS 3HAYUTENBHO pEXE, YeM IMpH
MoHouHpekmu BI'C (p<0,05) u 3anuMan 3 MecTo 1o 4actoTe nocie 3a u la reHOTUIIoB
(31/21,4%). Ha 2 mecTe 10 4acTOTE BCTPEUACMOCTH Y KO-UH(PHUIIMPOBAHHBIX MTAIIMCHTOB
oTMeueH la renortumn, B To Bpems kak cpeau BI'C-monoundekumu yacrtora la reHotuna
BI'C Obuia 3HauuTeNnbHO 60s1e€ HU3KOM (6/6,1%, p<0,05). IlameHTs co 2-M T€HOTUIIOM
BI'C/cocrapnsinn He3HauuTeNbHYI0 YacToty B 1-i (4/2,8%) u 2-i (2/2,1%) rpynmnax,
p>0,05: Yacrora PHK BI'C-neratuBHBIX manyeHTOB B rpymme ko-uHdekimn BUY/BI'C
coctaBuia 26/17,9%, npu 5ToM y Bcex mareHToB Obuti oOHapyskeHbl anTH-BI'C.

Haubonee pacnpocTpaHeHHBIM BapUAaHTOM KO-MH(PEKIMU Yy TMalUueHTOB C
BUY/BI'C ko-undexnmeiri Obuia cynepuHdpeknus BUY Ha ¢onHe ycTaHOBICHHOM
panee BI'C-undexauu — 89 (61,4%) cnyuaeB. OgHoBpeMeHHasi KO-UH(PEKUUS ABYMS
BUpycamu Oblia yctaHoBlieHa 'y 53 (36,5%) nmauuentoB. Cynepundexuus BI'C npu
yctaHoBieHHoU panee BUY-nadexnnn otmedena y 3 (2,1%) manueHTos.

[To pesynbraTam MOJIEKYJISIpHO-T€HETHYECKOro aHanu3a BMY y nmanueHToB ¢
ko-uHpekueit BUY/BI'C ycTanoBneHo, uTo 35 00pa3ioB OBLUIH MOJIOKUATEIHLHBIMU
no reHy env u 33 u3 uux (94,3%) npunaanexanu k cyotuny A, a 2 (5,7%) — k
cyoruny B. Cpennssi 5>BONMIOUMOHHAS P-AMCTAHIUS BHYTPU HYKICOTHIHBIX
nocienoBatenbHocted BUY st Bcex nceleAoBaHHBIX 00pa3loB, OTHOCSLIMXCS K
cyortuny A, no reny gag cocrasuia 0,04, a moreny env— 0,13, 4To CBUJIETEILCTBYET
O JUTUTETHHON IUPKYJIISIIUN OAHUX U TEX )K€ IITAMMOB Ha TEPPUTOPHUH CTPAHBI.

[Tpu dpumorenerrueckom aHanmu3e 22 o0pa3noB, MOJIOKUTEIHHBIX 110 TeHy gag,
ycTaHoBjeHo, 4to 21 (95,5%) u3 HuX oTHOCWICS K cyOTHy A, 00pa3sys eIuHYIO
(buUIOreHeTUYECKYI0 TPyNIy BMecTe ¢ pedepeHcHbIMH obOpasmamu u3 Poccum u
VYkpaunsl, a 1 (4,6%) — x cyoruny B. Ilpu uccnenoBanum o0pasiia  mia3Mbl KPOBH
narenTa RU-ov ¢ xo-uHdeknueit BUY/BI'C BreisiBnena pexomOuHaHTHas dhopma
BUY - AB. Ilo reny gag gaHHblii oOpa3er] OTHOCWICA K CyOTumy A, 1o reHy env — K
cyoturry B. O6pazern; Ma-ul xak mo reHy gag, Tak U 10 TeHy €NV HpHUHAIeRKAT K
cyorunny B (pucynok 1). Ilo pesympraTaM MOJNEKYJISIPHO-TEHETUYECKOTO -AHau3a
BI'C y mnamuentoB ¢ ko-unpeknueit BUY/BI'C u3z 36 mnpoaHanau3upoBaHHBIX
oOpasmoB mia3Mbel kKpoBu 19 (52,8%) otHocunuchk k renotumny 3a, 11 (30,6%) — k
renoruny la, 6 (16,6%) cooTBeTcTBOBa)IM reHOTHITY 1D.

Hyxkiieotuiaple p-aucTaHIMU BHYTpH Kaxao0il rpyniibsl coctaBuiu 0,06; 0,08; u
0,02 msa 3a, 1b u 1a renoruma, coorBeTcTBeHHO. Bee 00pasibl, mpuHamieKamume K
reHotunaM la, 10 wu 3a, KIacTpUPOBAIMCh BOKPYI CTaHAAPTHBIX OOPa3IoB,
noaydeHHbIx 3 GenBank, u ¢GpopMupoBaIu HECKOJIBKO (HIOTEHETHYSCKUX TPYIII,
YKa3bIBAIOIUX HA OJIMH UCTOYHHUK MX IPOUCXOKICHUS.
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Pucynok 1 — @HJIOTeHETHYECKUN AHAJIN3 HYKJICOTHIHBIX MOC/Ie10BATEIbHOCTEH
rena gag BUY, BbI1e/IeHHOT0 OT NAIIMEHTOB ¢ Ko-uHpeknueii Bupycom BI'C,
npo:xuBawmux B 'poano u I'poanenckoii od6aactu
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Takum 00pa3om, pe3ynbTaThl HCCIAEAOBAaHUNU MO TreHoTunupoBanu BI'C
nainreHToB ¢ ko-undekiuenn BUY/BI'C, npoxuBatomux B I'poJHEHCKOM pEruoHE,
MOJITBEPAMJIN HAJIMYKE MPeo0Iaiaromieii 4acToThl 3a U 1a TeHOTHIIOB.

Oco0eHHOCTH MMMYHOJIOTHYECKOT0 CTATYCAa H IKCIIPECCHH KO-PelenTopoB
BUY y mnanumentoB ¢ ko-uHpekumedr BHUY/BI'C. Iloka3zarenn KIETOYHOTO
UMMYHHUTETAa M3yYeHbI B 4-X TpyInax HarueHToB: 1-s rpymnma — 51 mamueHt ¢ Ko-
ungeximeit BUY/BI'C, u3 nux: 1-1 kimmauveckas craaus (BO3, 2006) — 22 (43,1%),
2-51 — 23 (25,1%); 3-1 — 4 (7,8%), 4-1 — 2 (3,9%); cpenuuii Bo3pact — 34,1459 ner,
MyX9uH — 39 (76,5%), xenmun — 12 (23,5%); 2-s1 rpynna — 23 manuenra ¢ BUY-
uHpEKIUeH, u3 Hux -1 kimHudeckas craaus — 16 (69,6%), 2-1 — 2 (8,7%);
3-1 —4.(17,4%), 4-1 — 1 (4,4%); cpenumii Bo3pact — 33,4+6,3, myxunn — 11 (47,8%),
xeHnwmH — 12:(52,2%); 3-1 rpynmna — 10 manuentoB ¢ BI'C-undekiueid, cpemanuii
Bo3pact — 40,3x7,3, myxunn — 7 (70,0%), xenmmn — 3 (30,0%). KonTposem ObLiu
16 3mopoBbIX aHH (3 My»unH U 13 xenmmH, 6e3 MapkepoB BI'C- u BUY-undekmmn).

OTMeuYeHO AOCTOBEpPHOE CHIKCHHE OTHOCHTENIbHOro (%) u abCoMOTHOrOo
(xk/mMk)  comepxkanus’ CD3+CD4+ B 1-if rpynme (Memuana, Mpenensl):
21,32 (4,2-43,2)/394,28 (13,1-558,8) mu 2-ii rpymme: 25,39 (0,92-49,8)/508,39
(13,8-1228,2) manmeHTOB MO CpaBHEHHWIO ¢ KoHTposieM: 41,54 (27,2-55,6)/934,38
(467,3-1876,1) u 3-i rpymmoit: 37,75 (28,5-54,1)/882,81 (346,0-1314,6), p<0,05.

[Tokazarenr CD3+CD8+ BwotHocurenbHbXx (%) M aOCOMFOTHBIX (KJI/MKJI)
3HAYCHHUSX ObUT JOCTOBEpHO BhImE B l-iirpymme: 54,60 (32,0-81,8)/957,74 (196,7-
2299,2) u 2-u rpymme. 48,89 (15,9-81,3)/912,64 (254,1-2145,4) 1o cpaBHCHHIO C
KoHTposiem: 24,12 (14,9-37,2)/551,01 (304,4-874,5) w 3-it rpymmou: 31,73 (22,3-
46,8)/577,80 (341,0-1689,3), p<0,05. OT™MeucHO CHHYKECHHE WMMYHOPETYJISTOPHOTO
unekca B 1-if rpynme — 0,44 (0,1-1,3) u 2-ii rpymnme — 0,49 (0,0-2,0) npu cpaBHEHUY ©
3-# rpymmoit — 1,15 (0,7-2,3) u xoutposem — 1,69 (0,7-3,7), p<0,05. B 1-ii u BO 2-if
IpyIIax oOTMEYeHO CHIKeHHe coaepkanus CD4+CD25+ kietok:+1,80 (0,3-6,7)/34,44
(1,0-224,0) u 2,29 (0,3-4,4)/41,75 (5,2-112,0), COOTBETCTBEHHO, 10 CPABHCHHUIO C
koHTposeM — 3,55 (2,2-6,0)/87,79 (40,9-162,1) u ¢ 3-ii TpymIoi MAIMECHTOB —
3,89 (1,4-8,1)/87,69 (22,2-126,4), p<0,05. VYcranoBneHa oOpaTHas <KOPpEISAIHs
nokazarens CD4+/CD25+ numdouutos ¢ yposaem BH BUY (R=-0,75;p<0,0001).

[Toka3zarenu 3kcnpeccun Mapkepa akTuBaluu uMMyHHOro orsera HLA-DR Ha
CD3+ u CD8+ T-numdonmrax y manumeHToB 1-if m 2-ii rpynm ObulM BBIIIE IO
cpaBHeHHi0 ¢ koHTpoiem u ¢ rTpynmnoit BI'C-undexmmu (p<0,05). IlpoueHTHOE
(%)/abcomrotroe (ki/Mki) conepxkanne CD8+/HLA-DR B 1-ii rpynme Obuto 30,88
(11,0-60,3)/506,07 (100,0-1655,3), Bo 2-ii rpynme — 27,93 (8,5-61,6)/454,47 (170,2-
1568,9). [IpoueHtHOE comeprkanue akTuBUpoBaHHbIX T-xemmepos (CD4+/HLA-DR) B
1-it rpynme — 4,09 (1,6-10,0) — He pa3iaMyanoch MO CPaBHEHUIO C KOHTPOJIEM U 3-i
rpymmoi (p>0,05), B To BpeMst kak abcoimoTHOe cozepkanue — 66,64 (10,0-274,5) —
OBLIO HIDKE MO CpaBHEHHIO ¢ KouTposeM — 101,46 (64,5-345,4), p<0,05.
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s ouenku BiausiHust APT nHa skcnpeccuto HLA-DR na T-numdonurax u
conepxkanue CD4+/CD25+ numdonuToB ObUIM CpaBHEHBI JaHHBIC TMOKaszaTeild B 3
rpynnax nanueHtoB: 1-A rpynma — 17 nauuentoB ¢ ko-uHgekuumerdn BUY/BI'C,
nosyuaBmmx APT, 1-B rpynma — 34 manuenta ¢ ko-undexiueit BUY/BI'C, koTopbie
He nonydamu APT, 3-s rpynma — 10 manmenTos ¢ BI'C-undekrmeii (Tabmuma 1).

Tabmuna 1 — [Nokazarenu skcnpeccun HLA-DR na T-numdonurax u coaepxanue
CD4+/CD25+ y nmantuenToB ¢ ko-undekuueir BUY/BI'C B 3aBucumocTtu
ot nosiyuenust APT (Menuana, npezesns)

KonTposs, 1-A rpymma 1-B rpynma 3-4 rpymmna,
IToxazarenu
N=16 n=17 n=34 n=10
CD3+/HLA-DR 8,60 19,53 33,973 7,66
(%) (2,2-18,7) (12,0-67,6) (10,8-63,8) (4,3-22,73)
CD3+/HLA-DR 176,81 387,773 585,03 138,82
KI1/MKT (60,9-652;8) (74,3-1159,8) (174,1-1626,5) (77,2-796,6)
CD4+/HLA-DR 4,95 3,473 41" 3,72
(%) (2,9-9,9) (1,9-6,4) (1,6-10,0) (2,4-9,1)
CD4+/HLA-DR 101,46 55,8 72,6 81,83
KI1/MKT (64,5-345,4) (29,0-146,7) (10,0-274,5) (29,0-186,1)
CD8+/HLA-DR 5,43 23,03 31,773 6,72
(%) (2,3-17,0) (11,0<59,2) (12,8-60,6) (3,6-18,4)
CD8+/HLA-DR 114,74 366,423 518,9"° 124,0
KI1/MKI (63,9-577,9) (100,0-1015,4) | (173,3-1655,3) (62,8-664,7)
3,55 2,07 1,873 3,89

CD4+/CD25+ (%)

(2,2-6,0) (1,1-4,1) (0,3-6,7) (1,4-8,1)
CD4+/CD25+ 87,79 31,6 34,7°° 87,69
KJI/MKIT (40,9-162,1) (11,3-95,0) (1,0-224,0) (22,2-126,4)

[Ipumeuanue — p<0,05 npu cpaBHEHUHU: T KOHTPOJIEM, ¢ 1A TPYIIIOHN,

2 _ ¢ 1-B rpymmoit, ° — ¢ 3-it rpynmoit, Mann-WhitneyUTest

Kax BumHO 13 Tabnmmbl 1, Hanbomnee Bricokas skcnpeccuss HLA-DR aa CD3+
T-mumdornuTax ormedeHa y nanueHToB ¢ ko-uHdpekueir BUU/BI'C 6e3 APT. B Tosxe
Bpemsi mokazarenn skcnpeccun HLA-DR wa CD3+ u CD8+ T-numdonurax y
naieHToB 1-A u 1-B rpynn Obuin Bblllle IO CPABHEHHUIO C KOHTPOJEM U C TPYIIION
BI'C-undexnuu. ConepkaHue aKTUBUPOBaHHBIX T-xemmepoB B rpynmax BHY-
MHQUIIMPOBAHHBIX TAIIMEHTOB OBLUIO HU)KE [0 CPaBHEHHIO C KOHTpOJIEM, a
abCoIIIOTHOE COZIep KaHUE M0 CpaBHEHHIO ¢ KOHTpoJieM u rpymmnoit BI'C-ungexunu. B
obeux rpymnmnax ko-undpexkuun BUY/BI'C conepxanune CD4+/CD25+ 06b110
CYIIIECTBEHHO HUXE TIPH CpaBHEHHH ¢ rpymmoi moHoun(peknuu BI'C u koHTpOeMm.
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[IpensioxkeH NONMONHUTENBHBIA KpuTepuil ans HazHaueHuss APT npu BUY-
uH(ekmu, npenctapieHubii ko3dduimentom (otHomenne CD3+CD8+HLA-DR k
CD4+CD25+). lnarnoctuueckuii ypoens (cut of point) koaddummenta cocrasmr 13.
[Tpu yporue 13 u Gonee nokazano HazHaueHus APT, uyBctBurensHocts — 0,95 (95%
J 0,79-0,95); cnenuduunocts — 0,85 (95% AU 0,63-0,95). Ilnomans noa KpuBon
ROC-anamm3a cocrasuma 0,89, p<0,001.

[Tpr m3ydyennn skcrpeccun XP CCRS m CXCR4 na T-muMdornmrax KpoBU
YCTAHOBJIEHO, YTO OTHOCHUTENbHBbIM mokazaTenb CCR5+ nauM@ouuToB KpoBH ObLI
Boime (P<0,05) B rpymnme ko-undekiun BUY/BI'C mo cpaBHEHHIO ¢ KOHTPOJIEM H
(3 rpymma).
OTHOCHTENBHOTO W abcomotHoro coaepxanus CD4+/CCR5+ y mamueHToB ¢ Ko-

BI'C:moHnouHpekmeit Otmeueno JIOCTOBEPHOE CHIDKEHHE
uHpexuurerr BUY/BI'C no cpaBHeHuto ¢ KoHTposieM U rpynmnoit BI'C-MmononH(exun.

Okcmpecenss CXCR4+ u CCR5+ na nmumdonuTax KpoBH y MAIMEHTOB C KO-
undpekueit BUY/BI'Cnipu nanmuum u otcyrcrBum cragun CIIN]] mpencraBieHa B

Tadymue 2.

Tabnuma 2 — [Nokazarenn 3xcpeccun CXCR4+ n CCR5+ na numdonuTax KpoBH 1
CD4+ T-nmumdonuTax y manmueHToB ¢ Ko-uHpeknuerr BUUY/BI'C B 3aBucuMoOCTH OT
Hannuus cranuu CITN]] (Menuana, mpeens)

ITokazarenu He CITWA, n=40 CIIMI, n=11 p
CXCR4+ (%) 14,4 (3,7-30,6) 9,9 (6,0-33,0) H/I
CXCR4+ xa/MKI 241,0 (56,7-715,0) 1347 (53,9-973,9) <0,002
CD4+CXCR4+ (%) 4,8 (1,0-17,9) 1,3 (0,8-17,3) <0,004
CD4+CXCR4+ kn/mMKi 92,2 (16,6-407,3) 18,0 (7,1-510,0) H/I
CCR5+ (%) 29,3 (5,9-61,2) 46,5 (35,5-61,3) <0,03
CCR5+ xi/mMKa 595,5 (132,7-1555,7) 512,4 (322,4-1099,8) <0,002
CD4+CCR5+ (%) 3,1(0,6-11,7) 2,3(2,0-6,8) H/T
CD4+CCRS5+ kn/mkin 59,6 (13,3-210,0) 31,4 (22,8-62,2) <0,001

[Mpumeuanue — HJ] — HenoctoBepHo craructuuecku (p>0,05, Mann-Whitney U Test)

Kax Buano u3 tabmuusr 2, Ha craguu CIINJ npu BUY/BI'C xo-undexmu
orMeueHO ymenblieHue s3kcrnpeccud CXCR4+ na mumdoumrtax kpoBu w. CD4+
T-numponmrax, a takxke sxcnpeccun CCR5+ na CD4+ T-numdonurax, B T0O BpeMs
kak skcrpeccuss CCRS+ Ha nauM@ouuTax KpoBH yBEIMYMBAIACh. JTO IMO3BOJIAIIO
pa3paboTaTh OMOJIHUTENbHBIA KpuTepuil auarHoctuku craguun CIIN ¢ yderom
HKCIIPECCUU XEMOKHHOBBIX PELENTOpPOB Ha JUM(OIUTaX KpOBU, OCHOBAHHBIM Ha
onpenenennn koddduimenta (ornomenne CXCR4+ k CCR5+), npu ero Benuyune
0,4 wm Hwxke ycranaBnuBaercs craaus CIIN]], He3aBUCUMO OT KIMHHUYECKUX
nposiBiieHu 60se3uu u nokazarenss CD4+ mumdoruToB. J[marHocTHIECKU YpOBEHb
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koadpuimenta CXCR4/CCRS (cut of point) cocraBun 0,4, 4yBCTBUTEIBHOCTH —
0,93 (95% 1 0,70-0,98), cneumduunocts — 0,91 (95% AU 0,75-0,97). ITnomanp
nof kpuBoit ROC-ananu3za cocrasuia 0,96, p<0,0001.

VY nanuentoB ¢ ko-uHdpeknueit BUU/BI'C oTrmeueHbl npsiMble KOppesiuu
CXCR4 na mumdorurax ¢ nmokasareiasmu B-mumdonuros (CD19+): R=0,32, p<0,02,
CD4+/CD25+ T-numdormros: R=0,45, p<0,03, T-xemmepamu (CD3+CD4+):
R=0,38, p<0,005, ¢ oTHOCUTEIbHBIM M abcoMoTHBIM TokasareieM CD4+CXCRA4:
R=0,81, p<0,0001 u R=0,78, p<0,0001, cooTBETCTBEHHO; OOpATHBIE KOPPEISILIUN — C
comepxkannem CD3+CD8+ mumdoruron: R=-0,28, p<0,05. Dxcnpeccueit CCR5+ nHa
auM@omHTax KpoBH KoppenupoBaia ¢ coaepxkanuem CD3+CD8+ mmumdoruTos:
R=0,47(p<0,001), CD3+HLA-DR+ numdormros: R=0,66 (p<0,0001); c CD8+HLA-
DR+(%):* R=0,66 (p<0,0001). OOpaTHble KOpPPEIALHMHA JAHHOTO ITOKa3aTess
yCTaHOBJIEHBI € coaepkannemM CD19+ (xi/mxir): R=-0,55 (p<0,0001); CD3+CD4+
(x/mxn): R=-0,62(p<0;0001); CD4+/CD25+ T-nmumdpornuros: R=-0,55 (p<0,02).

IHoka3zarequ HATOKMHOB y MauMeHTOB ¢ Ko-uH$pexkumedn BUY/BI'C. [Ina
YCTaHOBJICHUsI OCOOCHHOCTE HWMMYHHOTO OTBETa Ha pa3HbIXx cragusx BUY-
uHGEKINU OBLIM ONMpENeleHbl HUTOKUHBI KPOBH, YYAaCTBYIONIME B Pa3HBIX THUIAX
MMMYHHOTO OTBeTa B 4-x.rpymnmax mnauueHtoB: 1-1 rpymma (BUY/BI'C) -
33 nmammenta ¢ 1 w 2 xnmHudeckumu cragusimu BUY-undexuuu, 2-s rpynma
(BUY/BI'C) — 10 manmentoB Ha 3'# 4 kmuHudeckux craausx BUU-undexknun, 3-s
rpynmna — 20 naruenToB ¢ BUY-monounbekmeit (1 u 2 kMHWYECKUE CTaann), 4-s
rpyniy — 25 namuentoB ¢ MoHonH(peknuen BI'C (XI'C ymepeHHON aKTUBHOCTH)
I'pynny kontposst coctaBuin 20 310poBbix il (10 myxunn n 10 xenmmn). BUY-
MHQUIMPOBaHHBIC TAaEeHTH! He oydanu APT (tabawma 3).

Tabmuia 3 — YpoBHM MUTOKWHOB B TPyTIaXxX MallMEHTOB(MeIuaHa, Pe/Ieibl)

Kontposb, 1-s rpymma 2-5 TpyIIa 3-5 rpyIna 4-51 Tpymimma
I{uTokuHbI
n=20 n=33 n=10 n=20 n=25

IL-2 (U/ml)  |0,7 (0,01-1,2)|2,4"*(0,7-10,5)| 1,1(0,2-3,5) | 2,3°(0-6,6) |115"!(0-5,25)
IFN-y (IU/ml) | 0,5(0,1-1,1) |1,7 *#(0,1-5,6)| 1,97(0,1-2,8) | 0,3'(0,1-2,2) |1,15*(0,1-2,3)
TNF-a (pg/ml) #6,0 (24-80,1) 30,5 (15-230) | 35(24-68) | 29,5 (19-41) | 337(10-48)
IL-8 (pg/ml) | 40,0 (16-78) | 170" (53-650) | 222"*(59-245) | 60 (0-600) |110 2 (45-230)
IL-4 (pg/ml) 8 (1-14) |135*(9,8-250)186,5" (53—1000)|135* (53—285)|85 ** (28—267)
IL-6 (pg/ml)  P1,5(0,01-47) 163,4 (5-170) |150 3 (10-1200)| 7"*?(0-19,5) | 512 (0-150)

IL-10 (pg/ml) | 23,5 (2-63) | 16 (2-110) 26 (0-95) 13 (0-90) 14 (2-67)
[Ipumeuanne — p<0,05 npu cpaBHEHUU: - KOHTPOJIEM; Lo 1-i TPYIIION;

2 _ ¢o 2-if rpymmoit; ° — ¢ 3-it rpymmoit; * — ¢ 4-i rpymmoii; Mann-Whitney U Test
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Kak BugHO u3 Tabmuupl 3, y MAlMEHTOB C XPOHUYECKOW KO-MHPEKIHei
BUY/BI'C nHa 1 u 2 xiuHnueckux craausax BUY oOnapyxeH HanOoiiee BBICOKHIA
ypoBenb [FN-y, IL-2, IL-8. OTrMmeuena npsimasi KOppeNnsTUBHASI CBSI3b (KOPPEIISALIMS
Cnupmena) mexay nokazarensmu IL-2 u [FN-y Bo Bcex rpymnmax nainueHToB (B 1-if
rpynne — R= 0,4, p<0,05, B 3-it — R=0,6, p<0,04, B 4-ii — R=0,5, p<0,02).

OtMeueHa npsmasi KOppesnsiTUBHas cBA3b nokaszatens IL-8 ¢ ypoBHem CD8+
T-mmmdonuroB Bo 2-#1 um 3-i rpymmax (R=0,9, p<0,04, R=0,60, p<0,02,
cootBeTcTBeHHO). [loBbiienue ypoBHs IL-4 B 1-i1 m 3-ii rpynmax Obuio Oosee
3HAUWUTEIbHBIM TIpU cpaBHeHuu ¢ 4-ii rpymmoii BI'C (p<0,05). BrisiBiena
OTpuUllaTeIbHasl KOppelsiTUBHAs CBA3b (Koppemsiius Crnupmena) mokazatens CD8+
mumdomuToB U ypoBHs IL-4 B 1-if m 4-if rpynmax (R=-0,60, p<0,01 u R=-0,80,
p<0,004,COOTBETCTBEHHO).

OtMmeueHo 3HaunMoe nosbitieHue 1L-6 Bo 2-i rpynmne nanuentos (BUY/BI'C),
MO3UTHBHAS J10cTOoBepHas koppensuss CrnupMeHa MexAy YpOBHSAMM IOKa3aTeseu
IL-4 u IL-6 B 1-it rpynne nmarmuentoB (R=0,4, p<0,05). B 4-i1 rpynmne BbisiBICHA
oTpHIaTelIbHAs KOppelaTuBHas cBs3b nokazatens IL-8 ¢ IL-10 (R=-0,60, p<0,03).

IHaTomopdoaoruyeckue 0CO0CHHOCTH NOpaKeHu s MeYeHu y
BUY-unpuuMpoBaHHBIX MALMEHTOB  NPHM  BO3JCHCTBMH  Pa3jIMYHBIX
renaToTOKCHYeCKMX (paxTopoB. [TaTromopdonornyeckue M CCIIEI0BAHUS
IIOCMEPTHBIX IPEMAapaToB IE€YEHW ObLIM BbINOJHEHbI B rpynme 119 BUY-
WHQUIMPOBAHHBIX TalWeHTOB. My»4uH ~ 85 (71,4%), xenmmu — 34 (28,6%),
cpennuii Bozpact — 35,6+6,68, ko-undekius- BUY/BI'C — 95 (79,8%). Cramus
CIINJ (4-s xmuHMYecKas ctaaus) Obuia yctraHoBieHa y-105 (88,2%) manueHTos.

['emarotokcuueckumu  ¢pakropamu (I'T®)  y  BUY-unpunmpoBaHHBIX
NalMeHToB ObUlM  ymoTpeOjeHue mapeHTepanbHbix HapkonpenaparoB ([TMH),
ankoronst (AJIK), xo-uadexnus BI'C u BI'B. Cpuiie wem y 85% mamuenTos
orMmeueHo couetanHoe Bozaelicteue ['TD. [Ipu 3Tom Hanbonee pacpocTpaHEHHBIMU
I'T® 6putn kKOMOMHUpOoBaHHBIe Bo3nelicTeus BI'C, [IMH u AJIK. 3noynorpebnenue
AJIK ormeueno B 47,1%, [TNUH - 58,1%, xo-undekmus BI'C — B 79,8% cnydaes.

Yacrora ['TO® y BUY-uHpuUIMpPOBaHHBIX MALKUEHTOB U ACCOIUUPOBAHHAS C
HUMH MaTOMOP(OJIOTHS MEYSHH B BUJE XPOHUUYECKUX IENaTUTOB U LIUPPO3a MEUYCHU
IpEeCTaBJICHbI B Ta0HIIE 4.

Kax BugnO n3 Tabmmiml 4, pu ko-undekuu BI'C u orcyrctBumn apyrux 'TO
BBISIBJIEHA BBICOKAs 4YacTOTa IeNaTUTa HU3KOM aKTUBHOCTH, IOKa3aTellb KOTOPOU
(61,9%) npu xo-undexkuuu BUY/BI'C ObuT TOCTOBEPHO BBIIE MPU CPABHEHHU C
rpymmoit komouHupoBanHoro nopaxenuss BUU/BI'C+AJIK (12,5%, p<0,05).

Komb6unupoBannoe mnopaxenne BUY/BI'C wu ankoromem y BUU-
MH(UIUPOBAHHBIX MAlMEHTOB XapaKTepU30BaloCch Harbosee BbicOKOM yactoToi LI1
kiacca C ¥, COOTBETCTBEHHO, BBICOKMM MOKA3aTEJIEM «II€YEHOYHOW» JETATBHOCTH 110
cpaBHeHHMIO ¢ rpynmnoi ko-uHdpekmmun BUY/BI'C u BUY/BI'CHIWH (p<0,05).
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YcTaHoBJIIEHBI

JIOCTOBEPHBIE

IIPSIMBIE

KOPPEISIUNOHHBIE

CBiA3U

MEXKITY

BUY/BI'C+AJIK u namuuuem HIT (R=0,45, p<0,001), a Takxke «Ie4€HOYHBIMU
npuurHamu cmeptr — (R=0,45, p<0,0001).

Tabnuua 4 — YactoTa renatutoB U HUPPO30B MEUEHU MTPU KOMOMHAIIMH PA3JIMYHBIX
rernatorokcuueckux hakropoB y BUU-unduimpoBanubpix naueHTo (adc/%)

I'T® T'HA, n=43 | T'YA, n=33 | I'BA, n=8 | LlII (A, B), n=12| LIII (C), n=23
AJIK, n=4 - 3(75%) | 1(25%) - -
[I1H, n=7 3(42,9%) | 3 (42,9%) - 1(14,3%) -
[IUH+AJIK, n=4 1 (25%) 2 (50%) | 1(25%) - -

BI'C, n=21 13 (61,9%)"| 3 (14,3 %) - 2 (9,5%) 3 (14,3%)
BI'C+AJIK, n=16 2(12,5%) | 1(6,3%) - 2 (12,5%) |11 (68,8%)"
BI'C+HIIMH, n=29 16 (55,2%) | 6(20,7%) |4 (13,8%)| 2 (6,9%) 1 (3,4%)
BI'CHITMH+AJIK, n=29 | 6 (20,7%) | 10 (34,5%) | 1(3,4%) | 4 (13,6%) 8 (27,2%)A
BI'B+AJIK, n=3 - 3 (100%) - - -
OtcyrerBue ['TD, n=6 | 2 (33,3%) |2 (33,3%) |1 (16,7%) - -

[Mpumeuanue — ['TO — renaroroxcnueckue Gaxropsr; [HA, YA, BA — rematutsl HU3KOM,
yMepeHHOH, Bbicokoi axkTuBHOCTH; IIMH/— morpebutens MHBEKIIMOHHBIX HApPKOIPENapaToB;
LI — uuppo3 meuenn (k1ace A,B,C no Yaiuin); AJIK — 3noymnorpeGienne ankoronem; — p<0,05
npu cpaBHeHnu yacToThl L{I1 xmace C npu ko-urdpexunn BI'C; - p<0,05, npu cpaBHEHUU YaCTOThI
HIT xnmacc C npu BI'C + I11H; = p<0,05, npu epaBHennu yactotsl ' HA npu BI'C nu BI'C+AJIK;
A —p<0,05, npu cpaBaenun yactotsl L1 npu BI'C+HITMH &1 BI' CHITMH+AJIK, test XZ

Bozneiicteue BUY/BI'CHIMH y BUY-unduimpoBaHHbIx
MPUBOJAWIIO K Pa3BUTHIO I'eMaTUTa HU3KOM akTuBHOETU Yy 55,2% mnammentoB. He

IMHanrucHTOB

YCTaHOBJICHO Pa3IM4Mii B MPOJIODKUTEIBHOCTH «cTaxa» BUY-nHpekunn B rpymnmnax
rernaTuToOB U LIUPPO30B MIECUCHH.

Hcxonass w3 mpeacTaBleHHBIX B Tabmuue 4 JaHHBIX, OBUTH _BbIIEICHBI
2 Bapuanta mnopaxenuss neueHu npu BUY-undexkumm. YV 63,9% manueHTOB C
XPOHUYECKUMH a1 dy3HbIMU
OBICTPONPOTpECCUPYIONIEe TMOPAKEHUE TEUEHH, XapaKTepU3yIOIIeecss HaIMuueM
renatuta ymepeHHou (27,7%) u Bbicokoil aktuBHOCTH (6,7%), LMppo3a dIeYeHU
(28,6%), pUBOIAIIMX K «IIEYEHOUYHON» jeTanbHOCTH B 21,8% ciyuaeB. Y 36,1%
MAIMEHTOB  YCTAHOBJICHO IPOrpeCcCUpYIOLIEe
XapaKTepU3yrolleecs MUHUMAIbHBIMU TUCTOJOTUYECKUMHU W3MEHEHUSAMU B TIEUCHHU,
npu Hamuunu KomOuwHaiuu ['T® B Bume BUU+BI'C wim BUY+BI'CHIIUH wu
OTCYTCTBHH BO3JICHCTBUS AJIKOTOJISI.

00IE3HAMU [eYECHU OTMEYEHO

MCAJICHHO TCUCHUC TICIIaTHUTA,

Crearo3 medyeHH 3 CTENEHHU 4Yallle PETUCTPUPOBAICS MPU KO-UHGPEKIIHH
BUY/BI'C u AJIK (56,3%) nipu cpaBaenuu ¢ BUU/BI'C 6e3 AJIK (14,3%, p<0,05).
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[TopakeHWe  KETYCBBIBOASAIIMX  MyTed B BHJAEC  JACCTPYKIHH U
BHYTPHUIIEUEHOYHOTO0 XxoJjiectaza Obuto y 50% mamueHToB ¢ KO-MHGEKIHeH
BUY/BI'C+AJIK. HoBooOpa3zoBaHusi medyeHH BbIABICHBI y 5 manueHToB (4,1%),
BTOPUYHBIN THOMHBIN I'eIaTUT KaK MposiBiieHue cencuca —y 3 (2,6%).

BuyTtpuneueHounasi jgokanuzanus onnopTyHUcTHUYeckux uHpexkuuit (OM) mo
JAHHBIM CTaHJAApPTHOM CBETOBOM MHUKpOCKONMHU YycTaHoBieHa y 27 (22,1%)
MaAeHTOB. | eHepaIM30BaHHBIN KPUNTOKOKKO3 C IMOPAKCHHEM TCUCHH U JIPYTHX
opraHoB BbIsiBIieH y 2 (1,6%) nauuentoB. TyOepkyne3znoe nopaxenue nedenu (TTIIT)
OTMEYAJIOCh J0CTOBepHO yame y BHWY-uHpuuupoBaHHBIX 1O CpPaBHEHHUIO C
nanueHTamu 6e3 BUY-undexuun (25 (58,1%) u 3 (5,5%) ciyyasi, COOTBETCTBEHHO,
p<0,05). Ilpm aTom npu BropuyHOM TyOepkyse3e jerkux wacrora TIIIT cocraBuia
6 (46,1%), npu reHepanu3oBaHHOM TyOepkyie3e — 19 (63,3%), npu remaToreHHOM
tyOepkyneze —17 (85%). V mamuentoB 06e3 BUU-uHbekmn yactora TyOSpKyJIC3HOTO
rermaTurta MpH .. BTOPAYHOM TyOepKyJje3e JIeTKUX Oblla JUarHOCTHPOBAHA Y
2 (4,3%, p<0,05) namuenToB, Npu reMaToreHHOM TyOepkyese —y 1 (12,5%, p<0,05).

CTpyKTypa CHHYCOMWJAJIbHBIX H MAPEHXMMATO3HBLIX KJIETOK Ie4YeHH Y
nauueHToB ¢ Ko-uH(pexkumenn BUY/BI'C. Crpykrypa CHHYCOMAAQIBHBIX KIETOK
neueHu Obuia uzyueHa y 14 mamueHToB ¢ ko-uHbeknueir BUY/BI'C (8 myxuuH,
6 >xenmuH, cpenuauii Bo3pact — 33,4+6,5 ner); 1-a knmuandeckas crtaaus (BO3b 2006)
— 6 (42,8%) mnamuentoB, 2-1 —4 (28,6%), 3-1 — 4 (28,6%). VYcraHOBIICHBI
BEIDOKCHHBIE  HAPYIICHUS ~ MUKPOIMPKYAAIMM B CHHYCOWJAaX  IICYCHH.
Mopdonornueckumu MpU3HAKAMU aKTUBAMHWH-MMMYHHBIX DAk B CHHYCOHIAX
neyeHn Bcex mnarueHToB ¢ ko-uHbekmmedn BUY/BI'C Obuma: akTuBanus wu
BEIpDOKCHHAs JecTpykKmus kieTok Kymdepa;  BbIpaKeHHbIC JeTeHEepaTUBHO-
nucTpoudeckue W3MEHEHUs HHAOTEIUOIMTOB; © aKTUBAMUS, 3BE3TYATBIX KJIIETOK
nedeHn (kimetkun WTo), koomepamuwsi WX ¢ JAMQOIUTAMH, KaMMLIIPU3AIINAS
CUHYCOUZIOB # (OPMHUPOBAHHWE TEPUKAMWULIPHOTO (GUOPO3a; MEKKICTOUHBIC
KOOTIEPAINH CHHYCOUIAIBHBIX KJIETOK TIEYCHH C MUTOTOKCHYECKMUMH JTUMQPOIIMTAMHI
U TUIa3MaTHYECKUMHU KJICTKAMU; TPOHUKHOBEHHE TUMDOIIMTOB B MEPUKATMILIISIPHOE
MPOCTPAHCTBO, MX TECHBIM KOHTAKT C TEMaTOIMTaMu 1 KieTkamu Kymdepa.

OcHOBHBIMH ~ MOP(OJOTUYECKUMH  TPU3HAKAMH  HapyIIeHUs/, (QyHKIMU
renaToIMUTOB OBUIH: AUCTpOodUYECKHEe W3MEHEHHs saep, mutoxoHapuit, I'pOC wu
KOMIUIEKCa [ 0Jb/IKH; yMEpEeHHas TUIIEPIUIa3Usl II1aJKOW HUTOIIa3MaTUYECKON CETH;
TUTNEPIUIA3Us  JTM30COM; JUNUAHAS WHQWIbTpAIUs TenaTOIUTOB; YTOJIICHHE
KJICTOYHBIX COCJAMHCHHUI JIaTEpabHBIX TOBEPXHOCTEH TemaTOIMTOB B OOJACTH
YKETIHBIX KamUIsIPOB; OTJIOKCHHE AKCTPAIEIUTIOJIIPHOTO MaTpHKCa,
HAITIOMUHAIOIIET0 MaTepuan 0a3aibHON MJIACTUHKU, MEXKy T€NaTOIMTaAMH.

CpaBuenne ctpyktypbl kietok Kyndepa (KK) Obuto BbeImomHeHo B 2-X
rpynmnax ManueHToB: l-g rpynma — 8 marueHToB ¢ Ko-uHbpekmuerr BUY/BI'C
(4 Mmy>xunHbI, 4 >KCHIIUHBI, CpeaHHMI Bo3pacT — 36,5+7,0 ser, l-1 KIMHHUYECKas
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cragus BUY-undekunu Obina y 4 manueHTos, 2-1 — y 1, 3-1 — y 3), 2-1 rpynmna —
8 mauuentoB ¢ XI'C (4 my>XuuHbl, 4 >KEHUIMHBI, CpeIHUN Bo3pacT — 38,2+5,6 ner).
Bcem mnamueHTam BbINOJHEHA OWMOICHSA TEeYEHU. Y TMAalUMEeHTOB |- rpynmbl B
nuroruiazme yactu KK oOHapykeHbl XapakTepHble MHOKECTBEHHBIE BE3UKYJISPHBIE
BKJItOYeHUS. [Ipn MUKPOCKONUU MOJYTOHKUX CPE30B MPENapaToB MEUYEeHU MallieHTOB
2-i1 Tpynmbel HU B ogHOM ciydae B muToriazmMe KK He oOHapykeHbl momgoOHBIe
BKJtOUeHUs. [Ipu comocTaBieHUM KIMHUKO-TA0OPATOPHBIX JAHHBIX MALUEHTOB C
KOJINYECTBEHHBIM MokazareneM BbisiBieHHUss KK Ha 1000 renaTonuToB yCTaHOBIIEHO,
YTO MpPU HAIM4UMU Ooyiee 2-X KJIETOK C MYJbTHUBE3UKYJISPHBIMH BKIIOUYEHUSMH B
LIATOIIa3Me JUarHOCTUPYETCS IIPOIPECCUPOBAHUE BUY-undekum,
MOATBEPKJIEHHOE KIMHUKO-UMMYHOJIOTUYECKUMHU TPHU3HAKAMH HUMMYHOCYIIPECCHH,
HaJIMYUEM JETEKTUPYEMOTO YPOBHS BUPYCHOM Harpy3ku BUY, Hu3kumu 3HaueHusIMU
nokazatess CD4+T-mumdponuTos, MaHupecTanuein ONnopTYHUCTUUECKUX MHPEKIIHI
1 3a00J1€BaHUM, UTO TPEOYET MPUCOCTIUHEHUS WU U3MeHeHUs cxembl APT.

JIkenpeccust aHTurenos BUY, accouunpoBaHHbIX BUPYCHbIX HHPEKINH U
HMMYHOJIOTHYECKMX MapKepoB B TKaHM nevyeHH y BHUY-unduumpoBaHHBIX
nanueHToB. B uccrnenosanme BOnuio 42 mauenTta, cpeHero Bo3pacra 36,9483 rer,
My)kauH — 32 (76,2%), xenuud —.10 (23,8%), 4-a xinuanueckas craaus (CITHI)
obuta y 24 (57,1%), uppo3 meuenu — 'y 17 (40,5%). YcraHoBiieHbI KOPPEISATHBHBIC
CBSA3M MEXIY JKCIpEcCHMed B IeHaTOUMTAaX aHTUI€HOB BUpPyCa IPOCTOrO reprieca
(BIII") 1 u BIII" 2 tuna (R=0,80, p<0,0001), BIII" 1 Tuma u BHpyca MamULIOMBI
yenoseka (BITH) (R=0,50, p<0,0001), BIIL*2 zuna u BITY (R=0,54, p<0,0003), uro,
BEPOSITHO, CBS3aHO C OOIIMMHM MEXaHU3MaMM HE€peladyd M C BBICOKOM YacTOTOU
UHPUIIUPOBAHHOCTH JAHHBIMU BO30YIUTENSMU ‘B TIOMYJISILIUU B LIETOM.

Anturenst BIII' 1 u 2 tumos, BITY, Bupyca Dnmreitna-bapp (BOB) u p24
BUY B remaromurax BUY-uH(UUIMPOBAHHBIX BCTpEYaiNCh B BUAEC KOMOWHAIIHIL.
KombOunanus, BKIIOYArONiasi BCe M3ydyaeMble aHTUIEHBbI ObLIA AMATHOCTHPOBAHA Y
35,7%. B menom komOunammu ¢ BIII' 1 um 2 TumoB otmeueHbl y.40 (95,2%)
nanureHToB, koMOuHanus 3 supycos (BIIT' 1 u 2 tunos, BITY) — y.29 (69%).

MeieHHO TPOrpeccUpyrolee TEYeHHE NaTOJOTMM IE€YEHH OTMEYEHO Y
13 nanmeHTOB (C TeMmaTUTOM HU3KOH AaKTUBHOCTH W (GHOPO30M, OrpaHHYEHHBIM
NOPTAIbHBIMUA TPAKTaMH); OBICTPOIIPOTpECcCUpYIOIee TeueHne — y 29 manueHTOB
(mamMeHTHI ¢ TernaTUTaMi YMEPEHHOW M BBICOKON aKTUBHOCTH, C IIUPPO3OM IICUCHK):
[Ipu ObicTpOmpOrpecCUpyIOIIEeM TEUYEHWH YCTaHOBJIEHAa Oojiee  BBIpaKCHHAS
skcnpeccus (menuana, IKP) B rematonurax anturesoB BIIT 1 tuma (2 (1-3) 6amia) u
BIII" 2 tuma (2 (1-2) 6amwra) Mo CpaBHEHHUIO C 3KCIPECCHEN ITHX )K€ aHTUTCHOB IPH
MeieHHO Tiporpeccupytomiem tedeHun: BIIT 1 tama — 1 (0-1) 6amn (p<0,05), BIIT
2 tumna — 1 (1-2) 6amna (p<0,05).

YcTaHOBIEHBl  TpsIMBbIE  KOPPEJATUBHBIE  CBSI3U  YMEPEHHOMN/BBICOKOU
sKCIpeccuu oHoBpeMeHHO 3-X anturenoB (BIII 1 u 2 tuma u BITY) ¢ mupposom
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neuyenn (R=0,61, p<0,001), cranueii pudbpo3a neuenu (R=0,49, p<0,002) u oOpatHbIe
cBs3u ¢ renatutom Hu3koi (R=-0,33, p<0,03) u ymepennoit akrusHoctu (R=-0,37,
p<0,02).

NUmmynorucroxumuueckue  uccaepopanuss  (UI'X)  uMmyHoOnormyeckux
MapKepoB B TKaHU NEUYEeHHU ObUIH BBINMOJIHEHBI B 2-X rpynnax BUY-undunrpoBanHbIx
naiueHToB: 1-1 rpynma — 18 mauueHToB ¢ ko-uHpekuuein BUY/BI'C, u3 Hux 4-s
kmanyeckas craaus (CITU) — 15 (83,3%), muppo3 nedenu — 6 (33,3%); 2-s rpymma
=15 nanuentoB ¢ BUY-undexnueinr 6e3 BI'C, u3 Hux 4-s kiIuHUYECKas CTagus
(CIIN ) — 14 (93,3%), uuppo3s neuenn — 1 (6,7%).

IMoka3zaTenu SKCpeccu UMMYHOJIOTHYECKUX MapkepoB B renatoruTax (I'H) u
KK y.manuentoB l-ii rpynnel ¢ yderom skcnpeccun p24 BUY npencrtaBieHbl B
Tabnuiie S.

Tabmuma 5 — Dxenpecenss NS4 HCV, BIIT'l, HLA-DP, DQ, DR u TNF-a
B renaTolMTax u kietkax Kyndepa B 3aBucumoctu ot skcnpeccuun p24 BUY
npu ko-uHpexkunn BUY/BLC

BUY/BI'C, n=8 BUY/BI'C, n=10
Hanuuue skcnpeccun p24 BUY | OrcyrerBue sxkcnpeccun P24 BUY
Mapxkepst

1 6ann |>1 Oamnma|  Menuana, 1 6ann |>1 Gamna| MenuaHa,

ab¢/% abc/% NKP abc/% abc/% HUKP
NS4 HCV B I'l] 4/50,0 3/37,5 [1,0(1;0-2,0)'| 2/20 0 0 (0,0-0,0)
BIIT'1 B I'T{ 5/62,0 2125 1,0 (1,0—1,0)* 3/30 1/10 | 0(0,0-0,1)
HLA-DP, DQ, DR+ 8 KK | 3/37,5 2/25 10,5 (0,0—1,0)* 1/10 0 0 (0,0-0,0)
TNF-a B KK 6/75,0 0 1 (0,5—1,0)* 1/10 0 0 (0,0-0,0)

Mpumeuanne — I'l] — remaromuts;; KK — werkn Kymbepa; — p<0,05, Mann-Whitney

UTest, UKP — unTepkBapTUIbHBIN pa3mMax

Kax Bugno u3 tabmuusl 5, npu npoaykrusHoi BUY-undeknuu (p24 BUY+)
oTMedeHa Oonee BeipaxkeHHas skcrpeccus NS4 HCV B remarornuTax, yKa3bIBaroIas
Ha cuneprusMm BUY u BI'C npu ux undumupoBanuun 'Ll u KK, a taixke 06oiee
BbIpaxeHHas akcnpeccust HLA-DP, DQ, DR+ u TNF-a B KK.

[Tpu xo-undexkunun BUY/BI'C mo cpaBuenuto ¢ BUU-undexmnueit ommedena
Oonee BeIpakeHHas fKkcmpeccus (mMemuana, MKP) Ha kierkax BOCHAIUTEIBHOTO
unpwietpata mnedenn (BUII) wmapkepa CD8+ (%): 20,0 (20,0-30,0) w
20,0 (10,0-20,0), p<0,05, coorBercTBeHHO, Ooyiee Hu3Kas dkcrpeccuss CXCR4+:
10,0 (10,0-20,0) u 30,0 (10,0-30,0), p<0,05, coorBercTBeHHO. DKcnpeccusi CXCR4
Ha renaTonuTax ObUla 3HAYUTEIHLHO MEHEE BhIpa)KeHa MO CPABHEHHUIO C IKCIIpecCHen
Ha KK kak B 1-ii (p=0,01), Tak u 2-i rpynmax (p=0,001).

VYcranosiena npsimas koppensamnus mexay BI'C-undexnueit u skcnpeccueit
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CD8+ (R=0,39, p<0,02) B knetkax BUII, oOpaTHast Koppesius MeKIAY dKCIpeccHe
CD68+ B xiterkax BUIT u cragueit CITNJI (R=-0,43, p=0,01).

[Ipu ko-unpexkuuu BUY/BI'C no cpaBuennto ¢ BUY-moHoumHbexuuei
orMmeueHa Oosee BeipaxeHHas skcnpeccus HLA-DP, DQ, DR B KK (menuana, UKP):
0,5 (0,0-1,0) u O 6Gamnos, coorBercTBeHHO (p<0,05), a Takxke p24 BUY B KK
(menuana, MKP): 0,0 (0,0-1,0) u 0 6amioB, coorBeTcTBeHHO (p<0,05).

YcTaHOBIIEHBI TIpsIMBbIE KOppersiuu Mexay skcrpeccuerr HLA-DP, DQ, DR+
B KK u skcrnpeccueir TNF-a B KK (R=0,37, p<0,03), a Takke MexXIy dKCIpeccueit
HLA-DP, DQ, DR+ B KK u coaepxxanuem HLA-DP, DQ, DR+ xmerok B BUII
(R=0,40, p<0,02). OT™eueHbI MpsiMbIe KOppesuu Mexay dkcrpeccuer BIIT 1 Tuma
B knetkax BUII u skcmpeccueit B xnerkax BUIT mapkepa HLA-DP, DQ, DR+:
R=0,53 (p=0,001). Dxcnpeccuss p24 BUY B I'll umena npsimpie KOppEISITUBHBIE
CBs3U ¢ JKCrpeccueit Ha kietkax BUII mapkepa makpodaro CD68 — R=0,40
(p<0,02), u ko-peueniropoB CXCR4 — R=0,50 (p<0,01) u CCRS5 — R=0,55 (p<0,001).

BrimonHeHO | CpaBHEHHE OKCIPECCHU HWMMYHOJOTHYECKHMX MapKepoB U
aHTUTEHOB omnmopTyHucTugecknx mHpekund (OW) m kiaeTkax medeHu MpH pa3HbIX
BapHaHTaX MMOPaXCHUs MMEYCHN Y HarueHToB 1-it rpymnmsl (ko-uadekmus BUY/BI'C):
OBICTpOIpPOrpecCUpyIOmUi BapuaHT. (N=6), MpeACTaBICHHBIA UPPO30M TEUYEHU U
MeJUICHHO Tiporpeccupytomuii  (N=12), TpeACTaBICHHBIA TEMATUTOM  HU3KOM
aAKTUBHOCTH.

[Ipu GeicTpOTpOrpeCcCUPYIONIEM BapHaHTE MOPAXKEHHS TEUYEHHU 1O CPABHEHUIO
C MEJUICHHO MPOTPECCHPYIOIINM yCTaHOBJIEHO Oosbiee (%) comepkanue (Meauana,
NKP) akruBupoBanubix kierok BUIT (HLA-DP, DQ, DR +): 45 (30-50) u 15 (10-30),
cootBeTcTBeHHO (P<0,05) m ectecTBenHbIXx kuutepoB (CD56+) B BUIT: 35 (30-50) u
20 (20-30), cootBerctBerHo (P<0,05). Kpome TOro, mpu OBICTPONIPOrpEeCCHPYIOIIEM
BapHUaHTE YCTAHOBJICHA OoJjiee BbIpakeHHas skcnpeccus (Menuana, IKP) antureson
BIII" 1 tuna B I'l] — 2,0 (2,0-2,0) u 0,5 (0,0-1,0) 6amna, coorBerctBenHo (P<0,05);
BIII" 1 tunma 8 KK — 1,0 (1,0-1,0) u 0,0 (0,0-0,0) 6amioB, coorBerctBento (P<0,05);
BIII" 2 tuna B KK - 0,5 (0,0-1,0) u 0,0 (0,0-0,0) 6amnoB, coorBercTBeHHO. (P<0,05)
IIpU CPAaBHEHUH C MEIJIEHHO MPOTPECCUPYIOIIEM BapHAHTOM.

DKCHpeccusi OCTAJIbHBIX HM3yYaeMbIX KJIETOYHBIX W BUPYCHBIX MapKepoB, B
KJIETKaxX MEeYEHU HEe pa3Inyanach NMpPU PAa3HbIX BapHaHTaX MOPAKECHUS I[IEUEHU Y
MAlMEHTOB |-i rpynisl.

Knunnyeckue mnposiBjeHusi u ucxoabl ko-uHpexknuu BUY/BI'C. beuin
COTIOCTaBJICHbI KJIMHUKO-Ta00paTOpHbIE JaHHBIE TAIMEHTOB B 3-X Tpynmax

HaOmogenusi: 1-s1 rpynma — 127 manuentoB ¢ ko-uHbekmumein BUY/BI'C,
2-a rpynmna — 40 BUY-uapumpoBaHHbIX NAlMEHTOB 0€3 KO-MH(EKIMN BUPYCaMU
MapeHTepajJbHbIX TE€NaTUTOB, 3-1 rpynna — 119 nanueHToB ¢ XpOHHYECKON

BI'C-undexuueii, npoxuBapmux B ['pogHeHckoM peruone. «[leueHounbie) Kano0sl
B Ipymnrne KO-UH(MEKIUU BCTPEUATHCH 3HAUUTEIBHO PEeXe, YeM MPU MOHOMH(EKIINH
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BUY. V 82% mnauumentoB 1-il rpynmbl MOJHOCTBIO OTCYTCTBOBAJIM KajoObI,
yYKa3bIBalOUIME Ha MOpaKEHUE TenaToOMIMapHOM cucTeMbl, y 955% manueHToB
BBISIBJIEHA TeMaTOMErajusl pa3HOW CTENEHU, YIUIOTHEHUE CTPYKTYpbl MEYEHH, YTO
Oobut0 monaTBepxkaeHO JaHHbIMU Y3U meuenu. Kimnaudeckue u Y3U-npuszHaku
LUPPO3a IIEYEHHU BBISBIEHBI Y 15,7% nanueHTos.

YacToTa nanueHToB, 3JI0yNOTPEOISIONINX AIKOT0JIEM, B TpylIe KO-MHPEKIUU
BUY/BI'C (44,4%) Obu1a moctoBepHo Bhimie (P<0,05), yem Bo 2-ii (25%) u 3-i (30%)
rpymmax nanueHtoB. KomudectBo HapkomorpeoOutenen (78,8%) B rpymme Ko-
HHPEKIUN BUY/BI'C OBLIO JIOCTOBEPHO OoJblIIE, yeM cpeau
BUYsnuduumpoanubix  marnueHtoB  (7,5%, p<0,05). Pasnuunbie  Gopmbl
TyOepkysie3a Oblin BhIsiBIICHb y 23 manueHToB 1-i rpynmsl (18,1%) uy 2 (5%)
MAalMEHTOB 2-i TPYTIIIBI.

[lokasatenmu aktuBHocth ANAT y mnauMeHToB B TIpynne Ko-UH(EKIUU
BUY/BI'C Obuim« HHKE, 4YeM Yy MalMeHTOoB B Trpynne XxpoHudeckoi BI'C-
MoOHOMH(pEKIMH U y naiueHToB B rpynmne BUY 6e3 ko-undexun BI'C, p<0,05.

YcTaHOBIEHBI 1OCTOBEPHBIE pa3Inyusl B IPYIIax MalUEeHTOB C KO-UH(peKuuen
BUY/BI'C ¢ umppo3om nedenu (LII1) m G6e3 LIl mo ciuegyrommm mnoKa3aTesM:
JyacToTa 3yoynoTpeoienus ankorojeM — 16 (80,0%) u 31 (28,9%), cooTBeTCTBEHHO,
«ctax» BUY-undexnum — 9,5 ner u 6,7 ner, coorBercrBerHo, yacrora CIIN/]a —
15 (75%) u 34 (31,8%), cooTBercTBeHHO, otcyTcTBUE APT — 14 (70%) 1 38 (35,5%),
cootBeTcTBeHHO (P<0,05).

Bupycnas narpy3ka (BH) BI'C Obuia m3ydeHa B 3-X Tpymmax MalUeHTOB:
1-1 rpynma — 30 nmamueHTtoB ¢ Ko-uHdexmue Hadone APT, 2-1 rpymma —
18 manmenTtoB ¢ ko-undeknueit BUY/BI'C, ne monyuasmux APT, u 3-1 rpynna —
18 manmenToB ¢ MoHouH(pekmuer BI'C. ¥V manueHToB 1-if Tpynmbl, MOIy4aromInx
APT, ormeuena Oonee Bbeicokas (memmana, MKP) BH BI'C - (2,8 (1,3-13,3)
Kornuit/mi) mo cpaBHeHuto ¢ manueHtamu BUY/BI'C 6e3 APT - (1,6 (0,7-2,3)
koruit/mi, p<0,05), uTo cBumerenbcTBOBaNIO 00 akTuBanuu BI'C-nHpEKinn Ha doHe
BOCCTAHOBJICHUS (PYHKIIMM UMMYHHOU cucTembl o Biausiauem APT.

[IpoananM3upoBaHbl 4acTOTa, MPUYMHBI JIETAIbHOCTH B rpynne 136 BHUY-
WHQUIMPOBAHHBIX TMAIEHTOB, COCTOSBIINX Ha ydere B ['poaHeHCKoOM obmacté (Ha
01.05.2013 r.). Hactora CITN/I-accormupoBanubix — 76 (55,8%), u He CBI3aHHBIX CO
CITU/ - 60 (44,2%) npudnH JIeTaTbHOCTH CYIIECTBEHHO HE pa3inyaliach B TPYIIIE
naomoaenus (p>0,05). Cpeau CIIN/I-accoruupoBaHHOM JIETATBHOCTH JOMUHHPOBAIT
Tyoepkyne3 — 43 (31,6%), KOTOpbIit UMEJ arpecCMBHOE TEYCHHUE, YacTO MPOTEKAI B
BUJIE TeHEpaJIM30BaHHBIX T'€MaTOreHHbIX (GopMm. Bropoe mecto B 3T0il rpymme
sagumam  nopaxkenus I[MHC - 13 (9,6%), koTtopele ObUIM TIPE/ICTABICHBI
MEHUHTOHIIepauTaMu pa3HoW dTHosoruu. «lleyeHouHbIe» MPUYUHBI JETATLHOCTU
coctaBuiin 23 (16,9%), 3aHsut BTOPOE MECTO B CTPYKType OOIIeH JICTAIbHOCTH H
nepoe Mecto cpeau  CIIM]JI-HeaccoMUpPOBaHHBIX  OpUYUH. DAKTHUYECKU
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JEKOMIIEHCALIMA TOPAXKEHMUsI TEUYEeHM KaK NpUYMHA CMEpPTH BCTpedanach y
24 nauuenToB (17,6%), onnako B 1 ciiydae Obula OTHECEHa B TPYIITY TyOepKyJesa,
T.K. HMMEJI MECTO BHEJErouHbld TyOepKyJsie3 OpraHoB OpIONIHOW TOJIOCTU C
TyOepKyJIe30M MEYEeHH, YTO MPUBEIO K ACKOMIIEHCUPOBAHHOMY LIMPPO3Yy U CMEPTH
narueHTku.  [lanmMeHTtsl, ymepiime  OT  «IEYEHOYHBIX»  MPUYHH,  OBUIH
paboTocnocobHoro Bo3pacta (ot 24 no 58 net). Myxuun Obuto B 1,7 pasza OoJblie,
YeM SKEHIIMH. Y 23 MalMeHTOB «IEYEHOYHas» JIETaJbHOCTh BO3HUKAJA H3-3a
nekomrencauuu LI, dYro MaHudecTHpoBamo IKENTyXOH, MNOPTOCUCTEMHOM
sHUEe(danonaTreil, KoaryJjaonariuei, mopTaibHON THMIEpTEeH3UEH, KPOBOTEUEHUEM U3
BApUKO3HO PaCIIMPEHHBIX BEH NMUIIEBOAA. Y | manueHTa NpUYMHON CMEPTH cTajna
OCTpasi-MEUEHOUHAs] HEJJOCTATOYHOCTh KAK OCJIOKHEHUE AJIKOTOJIbHOTO IenaTuTa Ha
dhone XI'C. Cpoku popmupoBanus {11 y mamuenToB B rpynmnax HaOIrOAeHUS ObUTH
cokpaiuenbl” 10 8,5-10 ner. Bce mammeHTsl B rpymnmax, KpoMe 2-X, ObLIM Ha
MaHupecTHbIX cragusax: BUY-undexuuu (3 n 4 KIMHUYECKUE CTaauu), MPU 3TOM
OO0JBIIMHCTBO U3 HUX (87,5%) He nmosyvyalii aHTUPETPOBUPYCHYIO Tepanuto. Yactora
ko-uHdpekimu BUY/BIC y manupix manmentoB coctaBuia 83,3%, omHOBpEeMEHHOE
HaJIMYHE 3-X TernaTtoTokcuueckux (akropos (ko-undpexnuun BI'C, amkorommsma u
[MMH) ycranoneno y 17 mamumenroB (70,8%). YactoTa «IEYEHOYHBIX» MPHUUH
JEeTaJbHOCTH y ManueHToB ¢ ko-uHpekmueir BI'C — 19 (21,8%) — Obuta B 3 pasa
BbIllle, yeM y mnarueHToB 0e3 BFC-uadexnuun — 4 (8,2%), p=0,08. BrispieHs
npsiMbIe KOpPPENLMOHHBIE CBsi3u Mexny  ko-uHpekuuerr BI'C u I[IMH (R=0,47,
p<0,003), ankoromuzmom (R=0,51, p<0,003).

YacroTa BOCHAIMTEIBHOTO CHHIpPOMa BOccTaHOBIeHUss nmMmyHuTeTa (BCBU)
obima m3ydena y 73 BUY-undurnupoBanabsx ‘manueHToB: 33 (45,2%) KeHMUH U
40 (54,8%) w™yxuuH, nomy4yaBmmx pasHele cXembl APT, cpemnero Bospacrta
33,9+10,1 ner. IIpoAomKHUTENBHOCTh HAONIOACHUS HAIMEHTOB COCTaBWJa OT 6
MecsaueB 10 8 ner. B 3aBucumoctu ot pesynbratoB APT, BY-unpuunpoBaHHbIe
NaneHTsl ObLIM pazzieneHsl Ha 3 rpynnbl: 1-g rpynma = 43 (58,9%) namnuenrta c
Hammauem otBeta Ha APT (OT); 2-a rpynma — 22 (30,1%) maruesTa ¢ OTCYyTCTBUEM
nabopaTopHoro otBeta Ha Tepanuio (He-OT) u 3-s rpynma — 8 (11%) mamueHToB C
pazsutuem BCBU. Hauboinee pacnpoctpanennas cxema APT Bkirouana HazHaueHue
3-X mpenaparoB: a3uA0THMUAUH-TaMUBYIMHH3GuBHpeHn (AZT+LMV+EFV).

Cpoku BoznukHoBeHuss BCBU cocraBunmmu ot 1 Hegenu g0 12 mecsiies:
[IposiBnenus: tsoxensix ¢popm BCBU B rpynme HaOmroaeHusi ObUTH CIETYIOIAMU:
THOWHBIA ~ MEHUHTOPHIIepasuT  (Cencuc), TOKCOIIa3MO3 TOJIOBHOTO  MO3ra:
JIEBOCTOPOHHUI TeMHUIape3 C HWHTEIUIEKTyaJlbHO-MHECTUYECKUMHU PacCTPOMCTBAMU;
IPABOCTOPOHHSISI HWXKHENOJIeBash MHEBMOHMS; WHQUIBTPATUBHBIN TyOepKyies
JIETKUX, OCJOXHEHHBIH JIEBOCTOPOHHUM SKCCYJAaTUBHBIM IUIEBPUTOM; MUJIHAPHBIN
TyOepKyJe3 JErKux, JUM(OMBI TOJIOBHOTO MO3ra; OOOCTpEHHE XPOHHUYCCKOU
HCV-undekmuu, aexkoMIieHcarus Ippo3a nedeHd; HexomkkuHckas auMdoma;
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reHepanuizoBanHas BOb-undekmus, XomkkuHckas tumdpoma. Yactora JieTalIbHBIX
ucxonoB B pesynbrate BCBU coctaBuna 62,5% (5 cinyuaeB). Ormena APT mocne
pazsutuss BCBU Obuta mpousBeneHa y 4 manueHToB, 7 MALUMEHTOB MOJTYyYald
ATUOTPOMHYIO TepPaInio, 7 NalMEHTaM Ha3HAYAIUCh TJIFOKOKOPTUKOUIBI.

HaubGonee 3HauuMbiMu ¢aktopamu pucka paszputuss BCBU Obuin: ypoBeHb
CD4+ mumponuroB (Menee 200 ki/mMkn) mepen HawaaoM APT (75%), nanmume
pa3Hbix BapuaHToB Ko-uHpekuit (100%).

Pe3yabTarsl " NepPeHOCUMOCTh NPOTUBOBUPYCHOM Tepanun
BI'C-undpexuun y BUY-unpuunpoBanHbix nanueHToB craHaapTHbiM (CT) u
nerwiimpoBanubiM  (III')  uHTepdeponom anbda-2b. Ilog HaOmoIECHHEM
HaxoAwchk 44 BUY-unbuirpoBaHHBIX MAlUEHTA, MOJTyYaBIINe MPOTUBOBUPYCHYIO
tepanuto’ (IIBT) xponnyeckoro rematuta C (XI'C) cranmaptabeiM (CT) UH® wu
nerwmpoBanHeiM (III') UDOH. B cBsa3u ¢ HepoctynHocThio 11" UDH nns vactu
naurMeHToB 23 u3 Hux monydanu npenaparsl CT UOH. TlanuenTs ObLIM pa3ieneHsl
Ha 2 rpynnsl: -1 rpynna - 23 nmanuenta, nonxydasmue [IBT XI'C npenaparamu CT
N®H amsda-2b u pudaBupun (PbB); 1-s xnmamdeckas cramus (BO3, 2006) —
4 (17,4%), 2-1 — 7 (30,4%); 3-a — 10 (43,5%), 4-1 — 2 (8,7%); 2-1 rpynmna —
21 manmenT, nonyyasiiue tepanuio.npenaparamu [1I" UOH anbda-2b u PBB; 1-a
KkuHuYeckas craaus — 5 (23,8%), 2-1 — 13 (61,9%); 3-1 — 2 (9,5%), 4-1 — 1 (4,7%).
YacroTa 2-# cTaauu pazaudaiach JOCTOBEPHO B rpymmax namueHToB (P<0,05).

[TpomomkurensaocTs [IBT Opia nmpmOmmsuTenpHO omuHakoBon: 32,9+14,6 u
37,0£15,2 nenmenn, coorBercTBeHHO (P>0,05);48-HemenbHble CXEMBI TOTYYUIH
10 (43,5%) nammenrtoB B 1-it rpymme u 13 (61,9%) — Bo2-ii (p>0,05). I[IBT XI'C kax
craptoBas cxema (mo HazHaueHus APT) mposemena y 10 (43,5%) narmuenTtoB 1-it
rpynnsl 1y 4 (19,0%) — Bo 2-i1 rpynme. [Ipucoeannenue APT na ¢one IIBT XI'C
BBIIIOJIHEHO y 2 TAUMEHTOB 2-i TIpynmbl B CBA3M C MNPOrPECCUPOBAHHEM
BUY-undexmuu. 3amena cxem APT B xome TIBT XI'C mposeaena y 9 (39,1%)
narueHToB B 1-if rpynme 'y 7 (33,3%) — Bo 2-it (p>0,05).

[Tpenaparsr CT MPH nanuentam 1-i rpynmnbl Ha3HAYaJIUCh MApEHTEPATBHO B
no3e 3 muiH ME 3 pasa B menemo. [1I"' UPH anbda-2b Bo 2-i rpynne Ha3Havancs B
no3ze 1,5 mr/kr 1 pa3 B Henemo, PBB — exeanesno B go3e 1000-1200 mMr c.ygeTom
Beca mauueHTta. BpemeHHoe cHuxkeHune 1036l PbB unu mosiHas orMeHa B CBSA3U C
pa3BUTHEM HeXeaTeNbHbIX siBieHui (HS) u mioxoi mepeHoCUMOCThIO TPOBEICHBL Y
5 (29,4%) nauentos 1-i rpynmsl u 13 (76,5%) — Bo 2-i1 rpymme.

Baxxubim pesynbratom orneHku dddextuBHoct cxem CT UDOH u [MI' UOH
anbga-2b cranao oTcyTcTBHE pa3nMyMii B 4ACTOTE YCTOWYMBOTO BUPYCOJIOTHYECKOTO
orBeta (YBO) B cpaBHmMBaeMmbIx rpymmax, (p>0,05): 13 (56,5%) B 1-it rpymme u
10 (47,6%) — Bo 2-ii. He ycraHoBieHo pasnuuuii B wacrore YBO B rpymmax
MalMEHTOB B 3aBUCHMOCTH OT TodydeHus win otcyrctBuss APT (p>0,05).
KomoOunuposannyto [I1BT nomyunnu 10 naruenToB B 1-it rpynmne u 17 marmeHToB BO
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2-ii rpynme, cpenu KoTopbix uyactora YBO cocraBuna 43,4% wu 47,6%,
coorBerctBeHHO (P>0,05). YBO Ha monotepanuu CT M®DH Obur monyuen y 3 u3
6 mauuenToB, uro cocraBwio 13,1% B crpykrype obmero YBO B 1-if rpynmne u y
OJTHOT'O TIAIIMEHTA U3 YeThIpeX Bo 2-if rpymme (p>0,05).

[Ipu ouenke »d@exkTUBHOCTU Tepanuu B 3aBUCUMOCTH OT reHotuna BI'C
YCTAHOBJIEHO, 4TO B 1-ii rpymnme yactota YBO npu | renorune cocraBuna 30%, Bo
2-i rpynme — 66,7% (p>0,05). Yactora YBO nipu He 1 renoTurie B 1-it u 2-i rpymnmnax
opuia 55,6% u 33,3% (p>0,05), coorBercTBeHHO. BoO 2-i1 rpymnme 2 mnamueHTa
MoJy4daJid MOBTOPHBIA Kypc komOuHupoBanHoi [IBT III" U®H u PBB, B 1 ciyuae
ormedeH YBO y namuenta ¢ 1b renorunom BI'C, Bo BTopoM ciyyae — OTCYTCTBUE
BO y.mamuenTta ¢ 3a renorunom. J[Boe m3 3 manueHToB, gocturmmx YBO Ha
MoHotepanuu CT UDOH, umenu 3 renotun BI'C, y 1 Ob11 1a reHoTur.

Pemmausel XI'C nmo 1 cimydaro ormeuensl B 1-i1 u 2-i rpynmnax. Mcxonnsii
ypoBenb (Meanana; MKP) CD4+T-mumdoruToB 1o Tepanuu B 1-if rpymnmne ObUT HIDKE,
gyeMm Bo 2-it rpynme: 3091(245-345) u 474 (290-727) xn/mki, coorBercTBeHHO (P<0,05).
K 3aBepuieHuto Tepanu# B-1-i1 rpynmne OTMEYEHO HEKOTOPOE IOBBIIIEHUE YPOBHS
CD4+T-xnerok — 349 (235<561,5), p>0,05, Bo 2-ii TpyIe — JOCTOBEPHOES CHUKCHHE
CD4+T-nmuMdo1uToB 1Mo CpaBHEHHIO.C UCXOAHBIM ypoBHeM — 330 (227-457), p<0,05.

Yacrora HexenareabHbIX sBiacHui (HA) na TIBT B BHae CHMIKESHUS MACChI
Tenma Obuta BeIe Bo 2- rpynme: 4 (17,4%) u 13 (61,9%) namuentoB (p<0,05). V
2 mareHToK 2-i rpymnmsl, oTBeTuBWNX Ha IIBT, oTmMedeno pazsutue nunoarpodum,
yTo notpedoBano 3ameHbl cxeM APT u pocpounoro npekpaiuenust 1IBT B ogHoM
ciydae (marmuenTka gocturiia YBO).

s ouenku Bnusinusi uHtepdeponorepanuul (MOT) XI'C na npodunakTuxy
ocnoxkuenuit APT y manuenTos ¢ ko-unpekmueit BUY/BI'C nabmronanuce 2 rpynms
nanueHToB. 1-s rpynma Obuta mpenctaBinena 10 <manumentamm ¢ BUY/BI'C
Ko-uH(peknued, n3 Hux 1-1 kimHudeckas cragus (BO3, 2006).— 4 (40%), 2-a —
3 (30%); 3-1 — 3 (30%). B sroii rpymie npoBoaMiach CX€Ma CTapTOBOW TEpariu
XI'C mpenaparamu CT UDH. B rpynne cpaBaenus (2-s rpynmna) 66ut0 30 TIaIeHTOB
¢ xo-uHdpekueit BUY/BI'C: 1-1 xmuamueckas cramus (BO3, 2006) ~ 4 (13,3%),
2-1 — 7 (23,3%); 3-1 — 8 (26,7%), 4-1 — 11 (36,7%). [laumeHTsl 2-¥ TpymIibl HE
nosnyvyasna [IBT XI'C, um Ha3zHayanach B KauecTBE cTapToBOM Tepanuu cxema APT
coriacHo mpoTokoyiaM. ITokazatens CD4-nmumdbormToB (ki1/MKI1) ObLT BbIlie B/ 1-i
rpymie nanuenTos: 333,1+£180,0 u 216,43+124,6, coorBercTBeHHO (P<0,05).

B pesynbrare UDT y 7 (70%) maumentoB 1-it rpynmsl 6611 focTUTHYT YBO, y
3 — oOTcyrcTBHE OTBeTa. Y 7 NAIMEeHTOB OTMEYEHO MOBBIIICHHE TOKa3aTess
CD4-numdonurtoB k 3aBeprienuto kypca UDT, y 3 — cHmkenue, npu 3ToM y 1 u3
HUX KoyieOaHMs MMoKazareis ObIM B mpenenax HOopMbl (Oonee 500 xi/mkim). APT
Ha3zHavyanach 9 u3 10 Hab/01aeMBbIX MALIMEHTOB B Pa3HbIe CPOKHU MOCIE 3aBEPIICHUS
NDT, dro ompenensyioch KIMHUKO-TA00PATOPHBIMU TapamMeTpamMu TMaIlueHTOB.
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Cxema APT — AZT+LMV+EFV (a3ua0oTuMuivH, TaMUBYAUH, 3GaBUpeHl) — OblIa
HazHaueHa § narenTam, AZT+LMV+NVP (aeBupanun) — 1.

BonbimacTBO  manueHToB  2-s rpymmbl  (80%) mosydanu KOMOWHAIIHMEO
2 HyKJICO3UJHBIX ~ WHTHOUTOpOB  obOpatHOM  TpaHckpuntassl (HUOT) wu
HEHYKJICO3UHOr0 MHruouTopa ooparnoit Tpanckpunrtassl (HHMOT); komOuHanuio
3 HUOT nonyuamu 3 (10%); cxembl ¢ mHruouropamu npoteassl (MII) moayganu
3 (10%) mnarmumenta. IlpomommkurensHocTh APT (romel) B 1-f m 2-M rpymnmax
cocraBmia 0,8+0,6 u 2,0£1,5 rona, coorBerctBenno, (pP<0,05). Bupyconorunueckuii
otrBeT (BO) Ha APT ormeueH y Bcex manueHToB 1-i rpymmbl, u 'y 20 (60%) Bo 2-i
rpymire.(p>0,05). Bo 2-ii rpynne y 33,3% manueHToB 3aUKCUPOBAHO OTCYTCTBHE
OTBETa;~4TO MOTpeOdoBano 3ameHbl cxemM APT y 26,6% mnauuentoB. Yacrtora
ocnoxueanit APT Bo 2-ii rpynme coctaBmwia 15 (50%), npu stom BCBU Obut y 6
MAILMEHTOB, TIPOTPECCUPOBAHUE LUPPO3a NeueHn — y 2. Ymepau 10 nauueHToB 2-ii
rpymisl, B 1-it rpynmne-ocnoxxuaenus APT orcyrcrBoBanu (p<0,05).

[To3utusHeiit d3pPext UDT y nanmenToB 1-it rpynmbl HE3aBUCUMO OT HATTUYHS
WIM  OTCyTCTBHUS  orBera» Ha W®DT Obul  mpeAcTaBieH — yJdydllIEHUEM
MMMYHOJIOTHYECKOTO M KIMHUYECKOT0 CTaTyCca, YTO MO3BOJIUIO BPEMEHHO OTCPOYUTh
HaszHayeHue APT 5 manuenTam.

SAKIIOYEHUE

OcHOBHBIE HAYUYHbIE Pe3yJabTaThl IUCCEPTALUH

1. Yactora BI'C-undexmmun B cpene BUY-mHpuumpoBaHHBIX —sABIsETCS
HauboJsiee BRICOKOM MpH MapeHTepaibHOM MexaHu3Me nepenaun BUY, peanmuzyemom
IIPY BHYTPUBEHHOM BBEJICHUH HAPKOIIPENApaToOB, KyMYJISTUBHAS 4acTOTa KOTOPOrO Yy
NAlMeHTOB C Ko-uHGekuuen cocraBisieT B ['poaHeHckoM peruone 69%, B
r. Ceetnoropcke I'omensckoit obmactu — 72,3%. Yacrota BI'C-undexnun cpeau
BUY-nnuupoBaHHBIX MAIMEHTOB MPEBBIIIACT MOKA3aTENh MOMYISHUU B LIEJIOM
oosiee uem B 10 pa3, u B mae 2013 r. coctaBnsna 35,6% B I'pogHEHCKOM. pETHOHE,
40,8% — B r. CBemnioropcke. Ha ocHOBaHHMH MOJIEKYJISIPHO-TEHETHYECKOTO aHan3a
YCTaHOBJICHO, YTO JOMUHUpYOmMUM cyoTturnom BUY y manueHToB ¢ Ko-MHBEKIMe
BUY/BI'C B 'poiHEHCKOM PETHOHE SBISETCS JIMTENBHO MUPKYIUPYIOHIHA CyOTHIT
A (94,3%), nosienenne pekomOuHantHoM (opmsl AB BUY u cybruna B BUY
CBUJETENBCTBYET O 3aHOCE BUpPyca B ['pOJIHEHCKMI PETrMOH W3 JIPYTUX PErHOHOB
Pecniy6iiuku benapych u conpeenbHbIX CTpaH. MONeKyIIpHO-TeHETUYECKUA aHAIN3
cyorunoB BI'C y nanmentoB ¢ ko-uadpeknueit BUY/BI'C no3Bonmi ycTaHOBUTH, YTO
B ['ponHenckoM pervone yactora He 1-ro (40,7%) u 1-ro (41,4%) renotunos BI'C,
npeacraBiaeHubix la (21,4%) u 1b (19,3%) cyOTumamu, sIBIS€TCS OIMHAKOBOM
(p>0,05), cpeau He 1-ro renoruna BI'C nomunupyet 3a rerorun (38,6%). Y 17,9%
nanueHToB ¢ ko-uHpekuueit BUY/BI'C PHK BI'C umeer HeTecTupyeMbIii YPOBEHD.
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OcHoBHbIM BapuantoM ko-uH@exuuu BUY/BI'C B I'ponHeHckoM peruone Obuia
cynepundpexnus BUY (60%), ogHoBpeMeHHass uHpEKIUS O0OOMMU BUPYCaMH — B
38,3% ciyuaes [1, 2, 5, 7, 8, 21, 27, 31, 33, 34, 53, 54, 59, 62, 65-67, 83].

2. 'V mnanuentoB ¢ ko-undeknuer BUY/BI'C umeer Mecto XpoHUYecKas
aKTUBAIUSl KJIETOYHOTO WMMYHHUTETA, MPOSBISIIONIASCA MOBBILIEHUEM SKCHPECCUU
HLA-DR wna nuMmdouurax KpoBH, HUTOTOKcHYeckuX T-numdouurax (LTJI),
yBeimuuenrem coxaepxkanuss CD8+ T-nmumM@pOIUTOB MO CPABHEHUIO C KOHTPOJEM
(p<0,05) u BI'C-monomndekmueii (p<0,05). AxruBamus T-mumdonutoB u L[TJI
accoluupyeTcsi ¢ poctoM BUpycHOU Harpy3ku BUY, paszsutuem CIIN/L, u Hauboinee
BBIPQ)KEHA y MAIMEHTOB, HE TMOJYYalOIIMX aHTUPETpOBUpYCHYyIO0 Tepanuio (APT).
APT 'mprBOIWAT K 3HAUYUTEIBHOMY CHHKEHHMIO JKCIIPECCHUM MapKEepOB AaKTHBALUU
MMMYHHOM CHUCTEMBbI, HO HE MO3BOJSET JOCTHUYb YPOBHS 3A0POBBIX MHJIUBHIYYMOB.
Conepxanune (CD4+/CD25+ kieTok Kak MapKepa HMMYHOCYIPECCHU HUMENO
00paTHYI0 KOPPEJBSIIMOHHYIO CBS3b C cojiepkaHueMm aktuBupoBaHHbIXx HLA-DR
CD3+ (R=-0,73, p<0,0001).u HLA-DR CD8+ T-mumdormros (R=-0,70, p<0,0001) u
ypoBHeM  BHUpycHOW < Harpysku BHWUY (R=-0,75, p<0,0001). OtHOWICHHUE
CD3+CD8+HLA-DR x_. CD4+CD25+, paBHoe 13 wu Oomnee, sBusercs
JOTIOJIHUTENIBHBIM ~ MMMYHOJOTHYECKMM KpuTepueMm Juisi  HasHadeHuss APT:
gyBcTBUTEIbHOCTE — 0,95 (95% AW 0,79-0,95); cnemmduunocts — 0,85 (95%
JI1 0,63-0,95).

[{uToxkuHOBBIN cTaTyc y mnauneHToB ¢ ko-uHpekumeir BUY/BI'C nHa 1 u
2 xnmuHudeckux craauax BUY-undexunu xapaxrtepusyercss 0oyiee BBICOKHM TIO
cpaBaenuto ¢ mononHdpekuueir BI'C (p<0,05) yposuem1L-8, IL-2, IFN-y u IL-4, uto
CBUJIETEIBCTBYET O 00J€€ BBIPAKEHHON AKTUBANHUMU KIETOYHOTO U T'YMOPAJIbHOIO
uMMyHHuTeTa 1O cpaBHeHuto ¢ BI'C-monomndexuumeits: Ha 3 u 4 cragusx
BUY-undexnmm mporucxoAuT HCTOIIEHHE KIETOYHOTO 3BEHA MMMYHHOTO OTBETA,
aKTUBAIlMsl CHUCTEMHOIO BOCHAIMTEIHHOTO OTBETa Ha (POHE OMHOPTYHHUCTHUYECKHX
undpexmmii [2, 13, 19, 20, 25, 36, 40, 42, 51, 60, 61, 69, 72, 74, 78, 90].

3. Y nammentoB ¢ ko-undeknueit BUY/BI'C skcnpeccus CXCR4+ u CCR5+
acCollMMpoBaHa ¢ pasHbiMH THIIaMu wuMMyHHOro otBera (MO): ~CXCR4 ¢
MO Th2-tuma, B To Bpemsi kak CCR5 — ¢ MO Thl-tuna. Dxcnpeccus CXCR4
accouuupoBaiiach ¢ TopMokeHueM aktuBHoctu MO, skcnpeccuss CCRS - ¢
axtuBarueil kierouHoro MO. Tokaszarenu sxcnpeccun koperentopoB XP CXCR4 u
CXCR4 na numdornmTax KpoBU 3aBUCAT OT KiMHHUYeckou ctaauu BUY-unbekmm:
Ha cragun CIIN]J] ycranoBneno cumxkenne skcnpeccun CXCR4 u yBenmueHwue
skcnipeccun CCR5 mo cpaBuenuto ¢ manmentamm 6e3 CIIN]L, moxaspiBaroriee
aKTUBallMl0O MMMYHHOro otBera npu pa3Butun CIIMAJI. BenuunHa oOTHOLIEHUS
(muarnoctuueckuit kodddunment) nokaszarener skcrnpeccun CXCR4 k CCRS Ha
mumbonurtax kpoBu wmeHee 0,4 sBiseTcs JONMOJTHUTEIbHBIM J1a00OPaTOPHBIM
kputepueM nuarHoctuku craguu CIIU: uysctBuUTensHOCT — 0,93 (95% U
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0,70-0,98), cneruduunocts — 0,91 (95% AN 0,75-0,97). Ins craguu CITUJ] npu xo-
unpexuun BUY/BI'C xapakrepno caukenue skcnpeccun CCRS u CXCR4 na CD4+
T-nmumdouuTax KpOBH, UYTO JOKa3bIBaeT HaIWyue (YHKIMOHAIBHOU CympeccuH
T-xemmnepos [2, 19, 20, 41-43, 71, 72, 73, 81, 88].

4.V nammentoB ¢ BUU-undexuueii B 100% cinydaeB ycTaHOBIEHO OpAXKEHUE
IIEYEHW PpAa3HOM OTHOJIOTMM, CTagud U akTUBHOCTH. Y 80% mnauuMeHTtoB C
BUY-undexnueit renarorokcnyeckumu gaxropamu (I'TD) Obuin KOMOMHUPOBaHHBIE
BozaeiicTBust BI'C, [IMH u ankorossi, cpenr KOTOPhIX Hanbojee 3HaUuMMOe BIIMSTHUE
Ha IIPOrPECCUPOBAHUE MATONOTMU TedueHH, GopmupoBanue L1 m «medeHOUHBIX»
Npu4KH, JeTanbHocTH 'y BUY-uHQUUMpPOBaHHBIX MNAIllMEHTOB HMENIO BO3JECUCTBHUE
AJKOTOJIA. Y 63,9% MalEHTOB c BUY-undekuueit OTMEYEHO
OBICTPONPOTPECCUPYIOIIEE  TEYEHUWE  NATOJIOTMM  [E€YEHH, NPHUBOASIIEE K
«TIEYEHOYHOW»  JeTtanibHOcTH B 21,8% cimywaeB. Y 36,1% mnauueHToB, HE
yHOTPEOISAIONINX. -JIKOFOJIb, YCTAHOBJIEHO MEJJIEHHO MPOrPECCUPYIOIIEee TEUEHHUE
renaTonaToioruy, | XapaKTepU3ylolleecss MUHUMAJIbHBIMU — THCTOJOTMYECKUMHU
W3MEHEHUsIMU B MNeueHU. TyOepKylie3HOoe MOpaKeHUE IEYEHH, YCTAaHOBJIEHHOE Y
20,5% BUY-unpumpoBaHHBIX [MAlMEHTOB, MPOTEKaao Ha (OHE XPOHHUECKOTO
NOPaKEHUS TMEYEHU MOJUITUOIOLMYECKON MPUPOALl (BUPYCHOM, TOKCHYECKOM,
QJIKOTOJIBHOM) ¥ BCTPEUAIOCh 3HAYUTENBHO Yallle M0 CPABHEHUIO C MalMeHTaMu 0e3
BUY-undexmuu: y 63,3% u 12,5% nanmueHTOB NpH TeMaTOTEHHOM TYyOEpKyIiese,
cootBercTBeHHO (p<0,05), B 46,1% u 4,3% — nupum BTOpHYHOM TyOepKylese,
cootBercTBeHHO (P<0,05). VYV 952% _BUY-uHQHUIUPOBAHHBIX TAIMCHTOB B
renaTolMuTax BhISIBJIEHA SKCIPECCHUS AaHTUTEHOB BUPYCOB MPOCTOro repmeca 1 u
2 TUTIOB. YMEpPEHHAsl U BBIPAXKECHHAsl HKCIIPECCUST B FETIATOIMTaX OJHOBPEMEHHO 3-X
AHTUTCHOB (BHPYCOB MPOCTOTO reprieca | U 2 TUMOB U BUpYCa HAMIIIOMBI YEJIOBEKA)
aCCOIMUPYETCSL C OBICTPONPOTrPECCUPYIOIINM BAPUAHTOM TMOPAXKEHHUS MEYEHHU IPH
BUY-undexmun [1-4, 9-12, 14, 17, 18, 24, 26, 28, 35-37, 39,44, 45, 47, 55-57, 68,
75, 76, 79, 80, 86].

5. MopdonornueckumMu  TpU3HAKAMHU aKTHBAIlMM HWMMYHHBIX pEakuuid B
nedeHn mnarnueHToB ¢ ko-uHpeknumern BUY/BI'C sBasioTcs: akTUBaUs KIETOK
Kyndepa, 3Be319aThIX KJIETOK MEUYEHH, JET€HEPATUBHO-AUCTPOhUIECKUE NU3MEHEHMS
SHJOTEJIUOLUTOB; KAWL pU3aLus CUHYCOUJIOB U dbopMupoBanue
NepUKAMUUISIPHOTO (UOpP03a; MEKKIETOUHBIE KOOMIEPAIlMd CUHYCOUJAIbHBIX KICTOK
C UUTOTOKCHYECKUMH JIUMQPOLUTAMU U IJIA3MAaTUYECKUMHU KIETKaMU; MEepUIONe3
auM@pounuToB. OCHOBHBIMU MOP(OJIOTHYECKUMH MPU3HAKAMU HApPYIIEHUS (PYHKIIUU
rernaToLUTOB SBISAIOTCA: TUCTPOPUUECKHEe U3MEHEHU saep, MUToxoHapuid, ['pOC u
KOMIUIEKCA ['0b1K1; yMEpEHHAs TUIepIuia3us riaagkon MUTOIUIA3MAaTUYECKON CETH;
TUNEpIUIa3usl  JIM30COM; JIMMMJHAS WHQUIbTpALUs TeNaToUUTOB; YTOJIICHHE
KJIETOYHBIX COEIMHEHUI JaTepalbHbIX MOBEPXHOCTEH TIemaTronuToB B 00JacTu
KEITYHBIX KalWUISPOB; OTJIOKCHHE AKCTPALEIUIIOJIIPHOTO MaTpHKca,
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HaIOMMHAIOIIET0 MaTepuai 0a3aibHOM MJIACTUHKHU, MEXKIy Tenatoruramu [2, 23, 36,
50, 52, 77].

6. Conepxxanue CD8+ numdonuToB B BocHaIUTEIbHOM UHPUILTpATE MEUCHH,
aktuBupoBanubix (HLA-DP, DQ, DR+) u BUY-undunmposanusix (p24 BUY+)
kietok Kyndepa B cunyconmax mnedeHu y nanueHToB ¢ ko-uHpekuuert BUY/BI'C
MpeBBIIIACT MOoKa3aTenu mnanueHToB 0e3 ko-uHdekuun BI'C u cBumerenbcTByeT 0
0osiee. BBIpQKCHHOW AaKTHBAIMM WMMYHHTETa B TKaHW TICYCHU. Y CTAHOBJICH
cuneprusm Mexany BUY u BI'C npu nHpuupoBaHuM KJIETOK MEUECHU: OoJiee yacTas
(p<0,05) oxcnpeccuss NS4 HCV B remaronmrax, akTHBalUsi W OIKCIPECCHUS
TNF-aneda B ketkax Kyndepa npu nanmuuu sxcnpeccun P24 BUY ogHoBpeMeHHO
B remaromutax u kietkax Kyndepa. Mopdomorndeckum — KpUTEpHEM
nporpeccrpoBanusi BUY-undexunu u mnokazaHueM JJii TPUCOCAUHEHUS WU
m3meHenus “APT sBnsieTcss HaluuuMe B CUHyCOMJaX TiedeHu Oojee 2-X KIIETOK
Kyndepa, comepkammx B IUTOMIa3Me MYJIbTUBE3UKYJISIPHBIE  BKIIIOUYCHHS.
beicTponiporpeccupyominii. BapuaHT TOPAKEHUS IEUEHH TPH  KO-HHPEKIIHH
BUY/BI'C  xapakrepu3yercsi  Oojee  BBIpRKEHHOW  aKTHBAIMEHd  KJIETOK
BOCTIAJIMTENILHOTO MH(UIBTpaTa meueHu, yBenuuennem B Hem CDS56+mmumporuTos,
0oJiee BbIpaXKEHHOM HKCIPECCUEN MAapKEpOB BUPYCOB MPOCTOro repreca | u 2 Tumnos
B KJICTKaX MIEYCHH 110 CPAaBHEHUIO C MEIJICHHO TIporpeccupyromum [2, 23, 24, 49, 52,
86, 89, 91].

7. Ocobennoctsimu  KIMHUKHM « Ko-uHpekunn BUY/BI'C sBnsercs Oornee
BbICOKasi 4YacToTa HeakTUBHOro (38,2%)  TeueHus remaTuTa MO CPABHEHUIO C
BI'C-monoundeknueii (12,8%, p<0,05), uupposa medenu (15,7%) mo cpaBHEHHIO ¢
BUY-undunmupoBanapiMu  manueHTamMu  0e3 ‘ko-uHpekumu BI'C (5%, p<0,05).
Cpennuii cpok (GOpMUPOBaHUS IMPpO3a IMEYCHH y MAMEHTOB C KO-WH(pEKImen
BUY/BI'C cokpamaercs g0 9,524 ner. Y Ko-MHQUIIUPOBAHHBIX MAIMEHTOB C
UPPO30M TICYEHHU YCTAHOBJIIEHAa Oojiee BBICOKAs YacTOTa", 3JI0yNOTpeOIeHus
ankoronem (80%), cranun CIIU/L (75%), OTCYTCTBUS aHTHPETPOBUPYCHOMN Teparuu
(70%) mo cpaBHeHWIO ¢ manueHTamMu Oe3 mmpposa (P<0,05). «IledeHOUHBICH
IPUYUHBI CMEPTH, 00YCIOBICHHBIE IEKOMIIEHCAIIMEH (DYHKIINN MEeUeHU, COCTABIIAIOT
17% B ctpykType nerambHocTH BUY-mHGUIIMPOBAHHBIX MAMEHTOB | POIHEHCKOM
obmactu (2-e MecTo cpeau Bcex NpuYMH JerainbHOcTH). K (akropawm,
CIOCOOCTBYIOLIUM «II€YCHOYHOW» JIETANBHOCTH, ciaeayeT oTHecTH oTcyTcTBUE APT;
BBICOKYIO YaCTOTy KOMOMHMPOBAHHOTO BO3JICUCTBUS TelaTOTOKCUYECKUX (PAaKTOPOB:
ko-unpexuu BI'C (83,3%), napxomorpebnenus (75%), amkorommsma (79,2%).
YacTora TsxenbIx PopM BOCHAIUTETFHOTO CHHAPOMA BOCCTAHOBIIGHUS UMMYHHUTETA
(BCBN) y BUU-undpunupoBanHbix namueHToB, noidydaomumx APT, cocrasuna 11%.
HaubGonee 3HaummbiMu (QakTtopamu pucka Bo3HukHOBeHHss BCBU  sBistorcs
BBIpOKEHHAass UMMYyHocynpeccus Ha MoMmeHT Hadana APT (CD4+<200 xn/mki) u
HaJu4he pPa3HbIX BAPUAHTOB KO-MH(EKIMMA, YTO KIMHUYECKU MPOSBISIOCH
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oboctpenusimu ko-uHpeknuit y BUY-undpunmnposannsix nanuenton [1-3, 5, 6, 12,
14, 16, 29-32, 34, 37, 38, 45, 54, 55, 57, 64, 68, 70, 75, 76, 85].

8. Tepanust craHgapTHbIM HHTEpdepoHOM anbpa y TMALUEHTOB C KO-
unpexuueit BUY/BI'C cpaBHuMa mo 3¢eKTUBHOCTH € Tepamnuvei npenaparamu
nerunupoBaHHoro MH®-a npu passeix reHorunax BI'C. Yacrora ycToiumBOro
BHUPYCOJIOTMYECKOIO OTBETAa B LEJIOM IPHU TEpANHUM CTAHIAPTHBIM HHTEp(PEepoOHOM
ans(a cocraBuia 56,5%, Npu JICUCHUH NETMWIMPOBAHHBIM HMHTEphepoHOM aib(ha —
47,6% (p>0,05); npu 1-m resorune BI'C — 30% u 66,7%, cootBerctBenHo (P>0,05);
npu He 1-m renorune — 55,6% u 33,3%, coorBerctBeHHo (P>0,05). Tepanus
CTaHAApTHbIM HHTEephepoHOM anbda sBiseTcs Oosee JOCTYMHOM sl OOJIBLIEro
yucia.mauneHToB ¢ ko-uHpekumeit BUY/BI'C, compoBoxaaeTcsi MEHbBIINM
CHIDKCHMEM MAaccChl Tela W MeHee BhIpakKeHHOH wummyHocymnpeccuer (p<0,05).
CraproBas ‘Tepanusi CTaHJApPTHbIM HHTEp(EpOHOM aibda y MALUEHTOB C KO-
napeknueri BUY/BI'C;. HE3aBHCHMO OT HAJIWYWS WX OTCYTCTBUS YCTONYHBOTO
BUPYCOJIOTUYECKOr0 OTBETa B oTHOmIeHUU BI'C-uHdexunn, npuBoaUT K CHUKEHUIO
4acToThl OcJIOKHEHUN « BUY=nnpekuyn Ha (¢(oHE aHTUPETPOBUPYCHOM TEpamnuu
(APT), BpeMeHHOM OTCpouKe Ha3HaueHUs Moxu3HeHHON APT y yacTu manueHToB B

NEpUOJ  CTAOWMIM3AlMM B CBSA3M. C YJIYYIICHHEM HMMYHOJOTHYECKOTO |
KJIMHUYecKoro craryca [1, 2, 15, 22, 46, 58, 63, 82, 84, 87].

PexoMeHAalUM 110 NPAKTHYECKOMY MCII0JIb30BAHUIO Pe3yJIbTATOB

1. Ucnonbs3oBaHne MHCTPYKUMH NO- IpumeHeHuto oT 26.05.2010 r. «Merton
MOJIEKYJIIPHO-TEHETUYECKOI0 MOHUTOpPUHra Bupyca renarura C Ha TEppUTOPHUU
PecnyOnnku benapych» periiaMeHTHpYyeT MPOBEHACHHUE PErYJIIPHOIO MOJIEKYJISIPHO-
sanuaemMuosiorndeckoro  MoHutopuHra BI'C, TO3BOJSIIOIIEro KOHTPOJUPOBAThH
4acToTy pa3auuHblx reHotunoB BI'C, wmupkymupympmmx Ha teppuropun Pb,
YCTaHABIMBAaTh BpEMs TNOSBICHUS W HAIPaBJICHUS 3aHOCA "HOBBIX TI'€HOTHUIIOB
BUpPYCOB, pa3pabarbiBath mm3aitH mpaiimepoB OT-UIP mnsg< enpenenenus
(GUIOreHeTHYeCKuX  CBSI3eM  MEXIy  LHUPKYJIUPYIOIIMMU <Ha  TEPPUTOPUHU
Pb renotunamn  BI'C,  BeEIBASTE  MyTaumm  pesucteHTHoctH . BI'C
MIPOTUBOBUPYCHBIM IIperapaTaM, MPOrHO3UPOBATh IPPEKTUBHOCTh PASTUUHBIX CXEM
teparun  BI'C-undexkunun, paspabatbiBaTh 3(PGEKTUBHBIE MEpPONPUSLTUS | 1O
npoduIakTuke HOBBIX ciyyaeB uH¢uuuposanus BI'C, oleHuBath TOYHOCTH
HCIIOJIb3YEMBIX TeCT-CUcTeM sl tuarHoctuku BI'C-undexmnnn [83].

2. [Ipumenenrne WHCTPYKIIMH 1O TOpUMEHEHUI0 «MeTon  cTapTOBOM
stuoTponHOM Tepanuu Ko-uHpekimu BUY/BI'C» wu «MaTepdeponoTepanus
00JIBHBIX XpPOHUYECKUM renatuToM C U MOpsIOK €€ MPOBEJICHUS B CTAllMOHAPHBIX U
aMOyJIaTOPHO-TIOJUKIMHUYECKUX YCIOBUSAX», TIO3BOJSET Ha3HayaTh pa3iIHyHbIC
cxembl DT, ocHoBanHbie Ha ucnois3oBanuu CT UDOH u III' UDOH ¢ yyerom
renotuna BI'C, craqun BUY- u BI'C-undexunn, APT. Mcnons3oBanue mpenapaToB
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CT NUH®-anbbha mo3BOJUIO MOJYYUTh SKOHOMHUIO 3a CYET CHHXKEHUSI CTOUMOCTH
N®H no 49627,2 teic. py0. (mpu 24-HenenbHOU cxeme) U 10 99254.4 Teic. pyOneit
(npu 48-HenmenbHOM cxeme) Ha oAHOM ciaydyae Jjedenuss BI'C-undekuuum vy
BUY-undunnupoBaHHBIX NAIlMEHTOB MpU cpaBHeHUH co cTtoumocThio 1IN MH® (mo
coctosiHuio Ha koHel| 2013 r.). DddexTuBHas TPOTUBOBUPYCHAS TE€paNusl MO3BOJIAET
yMeHbIINTh 3HaueHne BUY-uHPUUUPOBaHHBIX JHI] KaK UCTOYHHUKA HOBBIX CIIy4aeB
BL'C-undexunn B peruoHax, MNOBBICUTh 3P(EKTUBHOCTh U CHU3UTH YacTOTY
ocioxHeHnil APT, CHU3UTBH YacTOTy pa3BUTUSA LHUPPO3a MEYEHH U «IIEUECHOUHBIX»
npu4rH cMepTH [82, 84].

3. IlpakTueckoe UCMOJIB30BAHUE KOMIUIEKCHOTO METOJa JHUarHOCTHKH,
JeYeHusi M . MPOPUIAKTUKM  BOCHAJIMTENIBHOIO  CHHApPOMAa  BOCCTAHOBJICHUS
nummyHutera (BCBU), sasistomerocs ocnoxxknennem APT BUY-unduumpoBaHHBIX
MAlMEHTOB, TIO3BOJISET YIYUYIIUTh JUArHOCTUKY, JiedeHue u npodunaktuky BCBU.
Pa3paborannsiit. audpepeHiinpoBaHHbIi TOX0 K Tepanuu u npodunaktuke BCBU
P PA3ITMYHBIX OMIOPTYHUCTUYECKUX MH(EKIUAX U COIYTCTBYIOIIUX 3a00JIEBAaHUSX
ITO3BOJINT CHU3UTh 4acToTy pasButuss BCBU u npyrux ocinoXKHEHWH, HOBBICUTH
s¢ppextuBHOCTE APT, yMEHBLIIUTH JETAIBHOCTb, COKPATUTh 3aTpaThl U IOTEPH,
CBsI3aHHBIC ¢ JeueHneM BUY-uHGHUUHpPOBaHHBIX TAIMEHTOB [85].

4. BHenpeHue B MPaKTUKY 3APABOOXPAHEHHUS alropuTMa Mop(doIorudyeckoi
JUArHOCTUKM KOMOMHHUPOBAaHHBIX “HOpaxeHuil nedenn y BUY-unduumpoBaHHBIX
MALMEHTOB I03BOJISET YIYUIIUTh < JAMArHOCTUKY KOMOWHHUPOBAHHBIX IOPaKEHUI
neyeHu y BUY-unuunpoBaHHbIX NalME€HTOB, - BepU(DUIIMPOBATH BEAYLIYIO IPUUUHY
renaTonaTuy, MPUHATH YIPABIECHYECKOE PEILEHHE 0 KOPPEKTUPOBKE TEPANHUH, YTO
VIAYYIIUT TEPANUI0 MW CHU3UT YaCTOTy «IHMEYCHOUYHOM» JjeranpHOocTH BUHU-
WHQPUIIMPOBAHHBIX MAIUEHTOB [86].

5. Monorpapuun «HCV-undpexkums» (2012), «Ko-undexuus BUY/BI'C:
ATUOJIOTHS, SMHUAECMUOJIOTHS, MMaTOTeHE3, KIMHHUKA, TUAarHOCTHKA, jedeHue» (2013),
JOTIOJIHAIOT ~ CYIIECTBYIOIIYI0 HH(GOPMAIMOHHYIO 0a3y HOBBIMU PE3ylbTaTaMu
MCCIIEIOBaHMs, KOTOPbIE OyAyT MCIONIb30BaHbl B KAYECTBE YUCOHO-METOAUUCCKUX U
MPAaKTUYECKUX  PEKOMEHAAIM  CTyAEHTaMH,  Marucrpamu,  aclUpaHTaMH,
KJIIMHWYECKUMHM OpJAMHATOPAaMHM, MPAKTHUKYIOUIMMU BpayaMH, IMPU NEPEenogroTOBKE
CHEIHAMCTOB, MOJIYYarOIIUX BBICIIEE MEIUIMHCKOE 00pa3oBaHHE U MPOXOAIINX
MOCTIETUTUIOMHYIO TIOATOTOBKY [1, 2].
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P331I0OMD

Mauieyckas Haranasa Baciiibeyna
Ka-ingexupia BIY/BI'C: kiiHika-3mipMissIariyHbis, iMyHAJIArYHbIA i
Map@danariyHbisl ACHEKThI AbIATHOCTBIKI i JIAYIHHSHA

KaouaBbiss  cioBbl:  Ka-iHQekupis BIY/BI'C, reHartbinbl, CyOTHIIHI,
MaJIeKyJIsIpHAsl SMIIMISUIOTIS, IMYyHaoriss, kapaupnrapel BIY, imynamapdanoris,
IMyHaricTaximis, JATajJbHACb, IHTIpPEepoH-anb(a, yCKIaHEHHI.

Mbra AacieJaBaHHS! BBICBETJIIIb KJITHIKA-3M119MisUIar i9HbIs 1
iMyHamaTamapganariunbiss acadmBacii ka-iHpexkupi BIY/BI'C qns ynackaHaneHHs
JBISSTHOCTBIKI, JITYIHHS 1 TpadiIaKkThIK] YCKIQTHEHHSY aHTBIPATPaBIpyCHAN TApaITii.

Metanbl AacjaeaBaHHS: KJIIHIYHBIS, MaJIEKyJISIpHA-T€HEThIYHbIS,
IMyHaIariyHeist, Mapdanariaapls, IMyHaricTaxiMIYHBISI, CTATBHICTHIYHBIS.

ATpbIMaHbIfA BBIHIKI I iX HaBykOoBas HaBi3HAa. ManeKkysipHa-T€HETbIYHbI
aHaji3 BBICBETNIY HasdyHacib y ['poj3eHCKiM poari€He cspoja NalbleHTay 3 Ka-
iHpeknpsii BIY/BI'C pgaminyrowara i jgoyra mpIpkysrorodara manteimy A BIY,
3'syneHHe pakamOiHaHnTHal GOpMBL-AB 1 maateimy B, 3aHeceHbIX 3 1HIIBIX pariéHay
Pacny6miki benmapych 1 cymexxHBIX KpaiH.

s ka-indexnpii BIY/BI'CrxapaktopHa XpaHidHas akThIBALbIS KJeTKaBara
IMYHITATY, siKasg mpasyisenmna naBeimmHHeM 5kcnpacii HLA-DR 1 CCRS Ha
mimbansiTax KpbIBl, IBITATAKCIYHBIX [-miM(panbiTax, MaBeNYd9HHEM YTpPbIMAHHS
CD8+ T-nimdanpitay Ha Gone y3pocty BipycHali Harpy3ki BIY i 3’symenne crapii
CHI/I, mepaBaxkHa ¥ marpIeHTay, sIKis HE ‘@TPBIMIIIBAIOIb AHTHIPITPABIPYCHYIO
TAHpAIIIIO.

PacripamiaBanbl  JaaTKOBBISL IMyHaJariuHeisi 14 MapgaiariyHeis KpBITIPHI
neisTHOCTBIKT  cTaapli CHIJI, Meran HmbISTHOCTBIKI KaMOlHABaHBIX IMapaXdIHHSY
nevaHi, MaKa3aHHl [UIsl TPBI3HAYDHHS aAHTBIPATpaBipyecHail Topamii. 1 MeTajsl
npadiIaKkThIK € YCKIaTHEHHSY .

Jlakazana cymactaynsuibHas ddekTeiyHacp JsudHHS  BI'C-iadexmnpi ¥
BIY-iHdinpipaBaHbix TalbleHTay CTAaHAAPTHBIM 1 MeriiipaBaHbIM 1HTIphepOHaM-
anbda.

BoikapbicTaHHe BbIHiKAay. YKapaH€Hbl ¥ KIIHIYHYIO TPAKTHIKYy YCTaHOY
axoBbl 37apoysa PacmyOmiki benapyce MmanekynsipHa-Oisnariuasl MaHiTopbiHT BI'C,
aJrapbIT™M JbI(QEepIHIBIIIbHAN IBIATHOCTBIKI MapaXXdHHY TeuyaHl, MeTaj crapTaBai
pamii  ka-iHpeknpii BIY/BI'C, wmerag npadinakTeiki 3anajeHdara CiHAPOMY
a/JIHayJIeHHS IMyHITATY.

lanina yxpIBaHHS: 1HOEKIBIMHBIA XBAapOOBI, AMIIIMISIIOTIA, IMyHAIOTIs,
BipycaJorisi, Mmapdaorisi, hapmMakaaoris.
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PE3IOME

MatueBckaa Hataana BacuiabeBHa
Ko-unpexuus BUY/BI'C: KINMHUKO-IMTUIEMHUOJIOTHYECKHE, HMMYHOJIOTHYEeCKHE
U MOpP(PoI0rnYecKre ACHeKThl JTUATHOCTUKH U JIeYEeHUSA

KiaioueBsie caoBa: ko-unpexkuus BUY/BI'C, reHoTunbl, CyOTHIIBI,
MOJIEKYJISIpHAs SIUAEMHUOJIOT A, MMMYHOJIOTHS, KOPELENTOPHI BHY,
UMMYHOMOP(}OJIOTUsl, HMMYHOTHCTOXUMHUS, JI€TAIbHOCTh, HHTEp(pepoH-aiibda,
OCJIOKHEHHUS.

Heanb padoThI: YCTaHOBUTH KJIMHUKO-3TUIEMUOJIOTUYECKUE 151
nMMyHonatomMopdonoruueckue ocobeHHoctd  ko-uHpexkuuu BUY/BI'C  nns
COBEPILIEHCTBOBAHMSI JUArHOCTUKH, JIEUEHHS] W NPO(UIAKTHKU  OCJIOKHEHUN
AHTUPETPOBUPYCHON TEPAITUHU.

Meroabl  HMcCegOBaHUSI:  KIMHUYECKHE,  MOJEKYJISPHO-TEHETUYECKHE,
MMMYHOJIOTHYECKHE, MOP(OIAOTUIECKIE, UMMYHOTHCTOXHMUYECKUE, CTATUCTUYECKIE.

IHosyyeHHble pe3yJibTaThl M HMX HAay4YHAas HOBHM3HA. MoOJEKyIsIpHO-
TF€HETUYECKUI aHaIN3 yCTAHOBWII HaJAW4Ke B ['pOTHEHCKOM PErvuoHE y MalMeHTOB C
ko-uHdpeknueit BUY/BI'C nomuHHMpyromero u IMTEIHHO HPKYIHPYIOIIETO
cyoruna A BHY, mnossnenue pexomOunantHoi Gopmel AB u cybtuma B,
3aHECEHHBIX U3 APYTruX pernoHoB Pecmybmmku benapyce 1 conpenenbHbIX CTpaH.

Hna  xo-undexmun  BUUY/BI'C _xapakrepHa XpoHUYECKas aKTUBAIHA
KJIETOYHOI'O MMMYHHUTETa, NpOosBIAomIascs mopiennem skcrnpeccun HLA-DR u
CCRS5 Ha mumdouuTax KpOBH, HUTOTOKCHUYECKUX T-nmuMdoruTax, yBeTUYCHHEM
cogepxkanusi CD8+ T-numdouurtos, Ha ¢oHe pocta BupycHoi Harpy3sku BUY u
cragun  CIIMJl, nmpeumyliecTBEHHO Yy  NAUMEHTOB, HE  IOJIyYaroU[UX
AHTUPETPOBUPYCHYIO TEPATUIO.

Pa3zpaboTanbsl JOMOJHUTENbHBIE HMMYHOJIOTHUYECKHE U - Mopdoioruueckue
kputepun auarHocTuku craaun CIINJl, koMOMHUPOBAaHHBIX MOPAXKECHUIL TEUCHH,
MOKAa3aHUA JJIsl Ha3HAUCHUSI aHTUPETPOBUPYCHON Tepanui U METO/AbI NMPOPHUIAKTUKU
€€ OCIIOKHECHUH.

Jlokazana comocraBuMasi 3pQPeKTUBHOCTH JieueHus: ko-uHpexkuun BUY/BI'C
CTaHJIaPTHBIMU U METHINPOBAHHBIMU HHTEpdEepoHaMu-abpda.

Hcnonb3oBanue pe3yabraroB. BHeIpeHBI B KIMHUYECKYH) IIPAKTHKY
YUPEKICHUN 31paBOOXPAHCHHUS PecnyGnuku bemapyce MOJIEKYJISIPHO-
ouonorunueckuit Monutopunr BI'C, amroput™m nuddepeHnumanbHoil IUarHOCTUKU
MOPKEHUN TIeYEHU, METOJ cTapToBou Tepanuu kKo-uHpekmu BUY/BI'C, meron
npOo(UIAKTUKYA BOCHAIUTEIHHOTO CHHAPOMA BOCCTAHOBIICHUSI UMMYHUTETA.

Ob6sacTp npuMeHeHHUsl: HMHQPEKIIMOHHBIC  OOJIC3HH,  AIUIAECMHOJIOTHS,
MMMYHOJIOTHSI, BUPYCOJIOTHS, MOP(oJIoTusi, GapMaKoJOTHusl.
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RESUME

Matsiyeuskaya Natallia Vasileuna
Co-infection HIV/HCV: clinical, epidemiological, immunological and
morphological aspects of diagnosis and treatment

Key words: co-infection HIV/HCV, HCV genotypes, HIV subtypes, molecular
epidemiology, immunology, CCR5, CXCR4, liver, pathomorphology,
immunohistochemistry, mortality-rate, interferon-alpha, therapy.

Aim of the study: to establish clinical, epidemiological, immunological and
morphoelogical. features of HIV/HCV co-infection to improve diagnosis, treatment
and antiretroviral therapy complications prevention.

Methods: clinical, molecular genetic, immunological, morphological,
Immunohistochemical-and statistical.

The obtained results and their scientific novelty. Molecular genetic analysis
established the prevalence..among the Grodno region patients with co-infection
HCV/HIV, a long-circulating HIV subtype A, the appearance of a recombinant form
AB and subtype B, transmitted from other regions of the Republic of Belarus and
neighboring countries.

A chronic activation of cellular immunity is characteristic for patients with co-
infection HIV/HCV, manifested by .increased.expression of HLA-DR and CCR5 on
peripheral blood lymphocytes, cytotoxic T-lymphocytes, increased content of CD8 +
T-lymphocytes which is correlate with growth'of HIV viral load and stage of AIDS,
especially in patients not receiving antiretroviral therapy.

For the first time the additional immunological and.morphological criteria for
the diagnosis of AIDS stage, the method for diagnosis of combined liver disease,
indications for antiretroviral therapy and prevention of its ‘complications were
elaborated.

The same efficacy of standard and pegylated interferon-alpha for treatment
HCV-infection in HIV-infected patients was proved.

Applications of results obtained. Molecular biological maonitoring-HCV,
algorithm for differential diagnosis of liver lesions in HIV-infected ‘patients, ‘the
method of initial therapy for HIV/HCV co-infection, prevention method for immune
reconstitution inflammatory syndrome have been introduced into clinical practice of
health care institutions of the Republic of Belarus.

Field of applications: infectious diseases, epidemiology, immunology,
virology, morphology, pharmacology.
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MATHUEBCKAS Haranba BacuibeBHa
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