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PACCESIHHBIM CKJIEPO3
KAK UMMYHOJIOI'MYECKNU CUHIPOM

Konecnukosa O. I1., Kyoaesa O. T, Cyxenko T. I, Capponosa H. B.

be3ycnemneie NoneITKH NpU paccesHHoM ckiepose (PC) ycTaHOBHTE
UMMYHOJIOTHYECKHE KPUTEPHH 3a0071€BaHHUsI, IPOTHO3a, «MAapKePhl aKTHB-
HOCTHU» IO CyONONyIAIMOHHON CTPYKTYpe T-KIETOK, YPOBHIO LINTOKUHOB U
UX 3KCIIPECCHH, YPOBHIO ayTOAHTHUTE]I B COBOKYIIHOCTH C AaHHBIMHM TI0 MOP-
(hOIOTHYECKOMY CTPOEHHUIO 04aroBs, FE€TEPOreHHOCTHIO T-KICTOYHOM peak-

TUBHOCTH B OTBETE HA OJHH HJIM HECKOJIPKO MUEITMHOBBIX AaHTHIEHOB, a TaK-
J)K€ OBICTPBIM POCT 4YHMCa PAa3THYHBIX MOAENEH Ha >XHBOTHBIX, BBHISBIISIOT
IIUPOKKHHM pa3dpOC BADHAHTOB BKJIaJa ayTOAHTUTEHOB H 3 (HEKTOPHBIX Me-
XaHHU3MOB, ONPEACIAIOUINX TeYCHUE 3a00JIEBAHUS Y HHIAUBHAYAILHBIX Ma-
uueHToB (Grewal 1. S. et al., 1996, Hohlfeld R. et al., 1999; Franciotta D.
et al., 2000). Obume nonoxenus umMmyHorepanuu PC npeaycMarpuBaroT
BO3JICHCTBHE Ha pa3inyHble 3pdexTopubie mexanusmsl (T-kieTku, B-kieT-
KH, aHTHUTE/1a), AEBUALUIO IaTOTEHHOT0 T-KJIETOYHOI0 HMMYHHOTIO OTBETA C
Thl-tuna na Th2-THn, KoTOpHIH 00ECIEUHBACT ONTHMAIBLHYIO IOMOMID JUIA
T'YMOPAJIbHOTO MMMYHHOT0 0oTBeTa. [lokasano, uro unayxius resa MJI-4 pe-
THHOEBOH KUCJIOTOH B ObM-cnenupuyunpix T-KI€TOYHBIX THHUAX, IIPUBO-
OUT HE TONBKO u3MeHeHUI0 Thl peHoTuna Ha Th2-monobHElH in vitro, HO |
K crabunmsanma 3abonesanua JAD y memneit (Lovett-Racke et al., 2002).
B xyneType in vitro moxazaHa NpHHIUINATLHASA BO3MOXKHOCTD M3MEHEHHA
denoruna OBM-peakTuBHbIX T-KIETOK Jaxe NP [IMTEIBHOM XPOHHYEC-
KOM IIporpeccupyronieM TedyeHud PC U IpH 9TOM He OTMEYaEeTCs CYILECTBEH-
HBIX Pa3/IM4U¥ B IIMTOKMHOBBIX IIaTTEPHAX, CeKpeTupyeMbix OBM-peakTHB-
HeIMH T-kietkamu 6onsHBIX PC u 3m0poBeix nogeit (Windhagen A. et al.,
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1998). Ho crparerns HHAYHUPOBAHHOW HUTOKWMHAMH HMMYHOAEBHALHUH
MMEET CBOM OrPaHHYEHHA, NOCKONBKY ObM-cnenmpuunsie T-KIeTKH Bbl-
SBIBAIOT BOCIIAJICHHE, B TO BPEMs KaK Ul JCMHUECIMHH3ALHMHE HEOOXOIHMBI
AYTOAHTHTENA K MHEIIMHY HJIA OJToAeHApoiuTaM. Takum obpasom, u Thi-
m Th2-xineTkn, BO3MOXHO, MI'PalOT NIaTOreHETHYECKYy10 pois nipu PC. Ilo-
SHAHMMOMY, HCIIOJIb30BaHHUE CTPATETHH M TOKHH-UHAYIIMPOBAHHON UMMYHO-
QCBUALIMM OI'PAHHYEHO B CBA3M C OONBIION KIHHUYECKOH, HMMYHOJIOTHYEC-
#0H, TaTOMOP(ONIOrHIECKOH rereporeHHocThi0 0obHBIX PC 1 Tpebyer on-
penencHuA TOKa3aHuH i 3TOTo BuAa uMMyHoTepanuu PC. YaurniBas u3-
HOXEHHOE, IENbI0 UCCIEAOBAHHUA SBISUIOCH HM3YUEHHE BO3MOXKHOCTH JU(D-
$eperimanmn 6onpHBIX PC 10 HAUIMYMIO aHEMHH, TIPOAYKIIMH [IHTOKHHOB,
addexropHor pyrkmn B-knerok. Uccnenosano 49 6onpneix PC, ¢ pemur-
THPYIOIMAM THIIOM TeucHHs, 1-11 cTeneHsIo TsKeECTH, CO CPABHHTENILHO HE-
OOJLITHMH CpOKaMH 3a00JIcBaHKA. YCTaHOBIIEHO, 9TO Y 59% OONbHEIX pa3-
BHBACTCA aHEMHMs, KOTOpas CBiA3aHAa ¢ NOBBHINEHHOH npoaykuuen MII-1 u
®HO0. Ucnons3oBanue KIACTEPHOTO aHANMM3a MO3BOJIMIIO Pa3AEIHTh O0JIb-
HeIX PC mo ypoBHIO NPOAYKIIMM UTOKWHOB Ha HECKOJBKO rpymi: 1. boib-
mele ¢ BhIcOkHM ypoBHeM WJI-1 u ®HOQ; 2. bonbHbIE C BEHICOKUM YPOBHEM
OJJHOTO H3 IMPOBOCHAIMTEILHBIX IMTOKUHOB; 3. bONBHBIE, Y KOTOPHIX ypO-
B€Hb IIUTOKMHOB NPAKTUYECKH HE OTIHYAJICA OT KOHTPOJILHBIX 3HAYEHHH.

Bonrubie BTOPO# rpynms pasficIuMCh Ha 2 TOATpyHIibl: 2a — ¢ npeodnazna-
aueM HUJI-1 n 206 — ¢ opeobnaganueM ®HOoO. Camble HU3KHE NOKA3aTeIH
reMaToKpuTa Habmoaamce y 60JpHBIX 20 NOArpyIIIb! C BLICOKHM YPOBHEM
®HOo, y 31X ke 6onpHEIX BeBIEHO Beicokoe COE (34,5 mm/yac). Hc-
CIIE[JOBAHUE aHTHUTeHHecIenuduueckol npoaykuuu 1gG B kyneType in vitro
HO3BOJIWIO YCTAHOBHUTE, 4TO GonbHbIE no uHAckcy ctTuMynsaimu (UC) — or-
HOIEHHE MHTOINeHCTHMYJIHpOBaHHON npoaykimu IgG x cnoHTaHHOHM pas3-
NEJSIOTCA Ha ABE rpynIbl. 35% OONBHBIX HMEIOT HYJIEBOH HJIH OTPHIIATE)Ib-
HpIH npupoct BenuunHbl IgG (UCY), yro, no-BHAHMOMY, HMEET 3HAYCHHE
JUIA ONIpejieJIeHHs BO3MOXXHOCTH MCIIONIE30BaHUA HMMYHOTEPAIMH, HAIIPaB-
nenHo# Ha nepexmrogenne Th1->Th2 orBera. Mexay aByMs rpynmamu O0JIb-
aeix, umeronux UC-u UC* mrer ommmuni B cnontanHor, PWM, ConA, PHA-
uHaymuposanHoi npomadepammn MHK. YV 6onenbix ¢ MC o cpaBHEHHIO
¢ UC* B aBa pa3a cHmxeHa cmonTanHas npoxykiusa MJI-1 v noBeenst ypoB-
HH CIIOHTAHHOTO H CTHMYIHpoBaHHOTO @HOO B CHIBOPOTKE M Cyni€pHAaTaH-
te. [IpenBapurenbHble JaHHBIE IO IKCIPECCHH TCHOB IIMTOKHHOB Uil-1, 4,
6, 10 u ®HO y 6oneaeX ¢ UC” cBHACTENBCTBYIOT 00 OTCYTCTBHH 3KCIIPEC-
caM XOTA OBl o/(HOTO U3 reHoB. MMMyHOJIOTHYECKHE JJAHHBIE CONOCTaBJIA-
IOTCA C JAaHHBLIMH 00 JKCIpeccHH TeHOB BUpycoB kopu, LIMB u ypoBHeEM
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[gM- u IgG-oTBeTa k 3TUM BUpycaMm. [lapamMeTpsl aHeMuH, SKCIIPECCUN U
IPOAYKIIHH [TATOKHHOB, QYHKLIHOHUPOBAHMA B-KJI€TOYHOTO HMMYHHTETA Y
Gonpubix PC, BO3MOXKHO, ABIAIOTCA KPHTEPHUAMHU IIPOTHO3a U BbIOOpA UMMY-
HOTEPAMMH, CBA3AHHOW C UTOKHH-UHIYMPOBAHHOH MMMYHO/ICBUAIIHEH.

MULTIPLE SCLEROSIS
AS IMMUNOLOGICAL SYNDROME

Kolesnikova O. P, Kudaeva O. T, Sukhenko T. G., Safronova L. V.

Unsuccessful attempts to determine the laboratory immunological
parameters of disease, prognosis, «activity marks» from multiple sclerosis
(MS) patients by subpopulation structure T-cells, mRNA expression and
production level cytokine, autoantibodies level join with data morphological
structure lesions, heterogeneity T-cell response to one or several myelin
antigens and rapid increased different animal models of MS reveal variance
contribution autoantigens and effectors mechanism determine course disease
in individual patients (Grewal 1. S. et al., 1996; Hohlfeld R. et al., 1999,
Franciotta D. et al., 2000). Common positions of immunotherapy foresee
influence on different effector mechanism (T-, B-cells, antibodies), deviation
pathological T-cell immune response from Thl-type to Th2-type cytokines,
which provide optimal help for humoral immune response. Induction of
mRNA expression level of IL-4 by retinoic acid in myelin basic protein
(MBP)-specific T-cell line which had previously expressed Thl-like
phenotype results in change from Thl-type to Th2-type (can induce
Th2-directed immune deviation) in vitro and stabilization EAE in vivo
(Lovett-Racke et al., 2002). In culture in vitro demonstrated of principle
opportunity modification phenotype autoreactive T cells even chronic progress
of MS and in spite of did not mention essential difference in cytokine patterns
production of MBP-reactive T-cells patients with MS and healhty subject
(Windhagen A. et al., 1998). But strategy of cytokine induced immune
deviation has restriction as MBP-specific T-cell induce inflammation as far
as antimyelin or antioligodendrocytes antibodies are necessary for
demyelinization. So Thl and Th2 play pathological role in MS. Apparently
using strategy of cytokine-inducing immunodeviation is restricted because
of great clinical, immunological, pathomorphological heterogeneity MS
patients and demands evidence for this kind of immunotherapy. Take into
consideration above-mentioned the aim of this study was the investigation
of possible division into MS patients by cytokine production, anemia
parameters, functional state of B cells. 49 patients with clinically or laboratory
supported MS were included in this study. All patients were clinically
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subdivided nto relapsing-remitting MS. We found that high level of IL-1
and TNFa could induce anemia in 59% MS patients. Using cluster analysis
permited to MS patients subdivided into several group by cytokine production
level: 1. patients with high level of IL- 1 and TNFq; 2. patients with high
level one of cytokines; 3. patients with cytokine level compared with control.
Patients from group 2 may be subdivided into 2 subgroups: 2a. with
predominate over IL-1; 2b. with predominate over TNFa. The very low index
of hematocrite was observed in patients from group 2 with high level of
TNFq, in the same patients revealed high ESR (34,6 mm/h). Studing of
antigennonspecific production IgG in culture in vitro allowed to determine
that patients were subdivided into 2 groups by index stimulation (IS) — attitude
mutogeninduced production IgG to spontaneous. 35% of MS patients have
or negative increase level IgG (IS-) thatis important to define opportunity
using immunotherapy directed to deviation from Th1—>Th2. Between group
IS* and IS-there is no difference by spontaneous, PWM, ConA, PHA-induced
proliferation of mononuclear cells. The patients with IS-have decreased two
fold spontaneous production of IL-1 and increased spontaneous and induced
serum and supernatant levels of TNFo as compared with IS™, Preliminary
data by cytokine mRNA expression levels of IL-1, 4, 6, 10 and TNFa in
patients with IS- give evidence about absence mRNA expression even though

one of gene. Our immunological data are compared with data about mRNA
expression virus measles, CMV and level anti-IgM, anti-IgG antibody in
this virus. The change parameters of anemia, cytokine mRNA expression
and production levels, B cells link immunity may be a prognostic criterion
and evidence for immunotherapy cytokine-inducing immunodeviation.
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