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COCTOSTHUE KHCJIOPOTHOT O METABOJIN3MA
HEVUTPOPHUIOB KPOBHU XAPAKTEPU3YET OCOBEHHOCTH
TEYEHUS XPOHUUYECKOH PTIIX

Tkauee B. O., Bonbckuié H. H.

TY HUM kaunundeckoir ummynosioruu CO PAMH, Hosocuoupck

W3 nuteparypHbIX AAaHHBIX U3BECTHO O CHUXKEHUM (DYHKLHOHANbHOH
AKTUBHOCTH HEUTPODUIIOB (YMEHbLIEHHE CUHTE3a AKTUBHBIX KUCJIOPOAHbIX
paMKaJIOB, HAPYLIEHHE XEMOTAKCHCa U CHIDKEHUE DaKTepUUIMAHOM aKTHB-
HocTH) y nanueHToB ¢ CKB u Ha ¢pone xponunueckoi PTIIX nocne TpaHc-
[1aHTalMK ajlJIOTEHHOTO KOCTHOrO MO3ra. B akcnepuMeHTaNbHbBIX YCIOBH-
X 3Ta peakuys, BbI3BaHHAsl MEPEHOCOM TNONYANUVIOTEHHBIX JTIMM(POUIHBIX
KJIETOK OT poauresied rubpuaaM nepBoro MoOKoJeHUs, COMPOBOXKAAETCS
MOJUKIOHANABHOHW aKTUBaLMENA B-KJIETOK X031MHA, NPOAYKUHEN ayTOAHTHU-
Tes, B ToM uMciie anturen K JJHK ¥ akcrparupyeMuiM ssinepHbIM aHTUIEHAM,
M MPUBOJAUT K Pa3BUTHIO ayTOUMMYHHOH naronorud. Panee namu Obuio
nokasaHo, yto xponudeckad PTIIX B nonyannorennoit mogenu DBA/2 —
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(C57Bl/6xDBA/2)F moxeT pazsuBarbes no Th2- u Thl-3aBucHMbIM BapH-
AHTAM, NePBbIil U3 KOTOPbIX NMPUBOAUT K BO3HUKHOBEHHIO JIIOMYC-NOA00HO-
ro UMMYHOKOMIIJIEKCHOI'O IMOMEPYNOHE()pUTa, a BTOPOH BapHaHT XapaKre-
'PU3YETCSt Pa3BUTUEM BbIPAKEHHOTO HMMYHONE(PUUHUTHOTO COCTOSIHHSL.

B Hacrosiueii pabore vcciieoBaauch U3MEHEHH! QYHKLIIMOHAIbHOM ak-
TUBHOCTH NONUMOPPHO-aepHbIX JieHKoUUTOB ([ I51J1) kpoBM MBILLIEH B NIpO-
uecce pazsutus xponuueckor PTIIX ¢ yuerom ee kiMHMuYeckuxX BapuaH-
ToB. B KauyecTBe HMHTErpajbHOro nokaszarensa aktuBHocTu [15J]
MCNOJIb30BaNIaChk HHTECHCUBHOCTD IMPOAYKUHH CYTIEPOKCUAHOIO pajiukajia B
CMOHTAHHOM M CTUMYJIHpPOBaHHOM npoaurunozaHom HCT-tecre.

Bb1j10 YCTaHOBJIEHO, YTO B paHHHE CPOKH NOCJI€ HHAYKUHH XPOHHUYECKOM
PTIIX (co BTOpOii no ueTBepTyIO HeAe0) MeTabonnueckas akTUBHOCTL [ ISJ]
AOCTOREPHO yBEIWUYMBaeTCA: nokasaresy cioHtanHoro HCT-recra Bo3pac-
TaloT ¢ 21 10 49%, a ctumynupoBaHHOro — ¢ 29 no 52%. B nanpHeiilem
nokazarenu HCT-TecTa Bo3BpallaloTcs K MICXOAHOMY YPOBHIO, OJJHAKO Mée-
Tabonuueckue pesepsnl [15J] (cooTHOLIEHHE noKa3aTenel CIOHTAHHOIO 1
CTUMYJIMPOBAHHOI'O TECTOB) OCTAIOTCA CHHKEHHBIMHU CO 2 HEAEH 10 KOHLA
cpoka HaOnmoneHus. B KOHTPONLHOM Ipynrie )KUBOTHBIX, KOTOPbIM ME€PEHO-~
CHJI0Ch TaKO€ K€ KOJIMYEeCTBO CHHIE€HHBIX KJI€TOK, akTHUBHOCTB [151J] He uz-
MEHS1aCb, XOTS KaK B KOHTPOJIbHOM, TaK W B ONbITHOH I'pyIirax nepeHoc
AUM@PONAHBIX KJIETOK Bbi3bIBaN AJIUTENLHYIO HEHTPOIIEHHUIO.

Uepes 2 Mecsua nocne uHaykuuu PTIIX y mbiueli ¢ momepynonedpu-
TOM BbISIBI€HO 3HAYHMMOE CHUXKEHHUE CIIOHTAaHHOW NPOAYKUMH CYNEePOKCHU -
HOrO paguKasia HEUTpoduiaMy NPpU OTCYTCTBUM CTUMYIIHPYIOLLIETO D deK-
Ta NPOJAMIrvo3aHa, TOrAa Kak MbiluY 0€3 ayTOMMMYHHOH NATOJOMHH He
OTJIMYAJIUCh OT KOHTPOJIbHbLIX JKUBOTHLIX MO JAHHBIM MOKa3aTeaam (BeH-
YHMHA CIIOHTAHHOro/cTUMYIMpOBaHHOTO HCT-TecTa y MHTaKTHBIX MbliUEH —
22/29, npu Thl-3aBucumom Bapuante — 25/40, B TO BpeMst kak npu Th2-
3aBUCHUMOM BapHaHTe — 13/14). Takum 0O6pazoM, NPORYKLMA CyNEPOKCHIHO-
ro paaukaia (arouuTHPYOLLIMMHU KJIETKAMU TECHO CBSI3aHa C BAPHMAHTOM Te-
yeHus xpoHuueckou PTIIX, B To Bpems kak conepxanue IgG cieuudHuHbIX
k JIHK HH B OnHH CPOKH SKCTIEPUMEHTA HE KOPPENIUPYET ¢ YPOBHEM MPOIYK-
IMH aKTHBHbIX (POPM KHCJIOPOAA U HE 3aBUCUT OT KJIMHHUYECKOrO BapHaHTa
HMMYHOMNATOJIOrHYECKOTO MPOLECCa B NO3/IHUE CPOKH 3a00s1€BaHHA.

OTCYTCTBHE NOCTOBEPHOIO YBEIIMUYEHHUS NMPOAYKUHH CYNEPOKCUILHOTO
pajgvKana Mpyu CTUMYAAUMU MPOAUTrH03aHOM y Mbliuei ¢ Th2-3aBucUMBIM
BAPUAHTOM CKJIOHSAET B NTOJIL3Y MPEATOIokKeHH 00 U3MEHEHHAX B CYNEPOK-
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CUZI-reHepupyollei hepMeHTaTHBHOH CUCTeME HENTPOMIIOB 3TUX KUBOT-
HbIX, YTO MPHBOJMUT K CHUXKEHHOMY OTBETY Ha 3HAOrE€HHble CTUMYILI. 11o-
JIly4Y€HHbIE€ PE3YNbTaThl HE MO3BOSIOT PEUIUTL BOITPOC O TOM, MOABIAETCS JIH
CHM)KEHHasi ()YHKLHOHAJIbHASA aKTUBHOCTb HEHUTPO(PUIOB NULLL B PE3Yilb-
tate MHAYKUUU PTILX unm xe oHa UCXOQHO MNpHCYyLLa TEM JKUBOTHLIM, ¥
KOTOPBIX Pa3BUBAECTCA IIOMEPYAOHE(DPHUT. B TO e BpeMs, JaHHbIE O TOM,
YTO Y MALMEHTOB C XPOHUYECKHUM I'DaHYJIEMaTo30M — 3ab0oieBaHHEM, 00yC-
JIOBJIEHHBIM F'€HETHYECKHUM Je(EeKTOM CYNEepPOKCUA-NTPOAYLMPYIOLLEH (ep-
MEHTATUBHOW CUCTEMbl HEUTPOPUIOB, — CYLIIECTBEHHO MOBBILIEHA YaCcTOTA
BO3HUKHOBEHMUSA Pa3/IMUHbIX POpM KpacHOM BOJTYAHKH, B ToM yucie CKB,
HABOASIT HA MbICJIb, YTO BbIOOp MyTH pa3BuTUs XpoHUUyeckod PTIIX moxer
OBITh CBS3aH C (PYHKUMOHATIbHBIM COCTOSSHUEM HEUTPOGUIIOB.

OXYGEN METABOLISM STATE OF NEUTROPHILS IN
PERIPHERAL BLOOD CHARACTERIZES SPECIFITIES
OF CHRONIC GVHD DEVELOPMENT

Tkachev V. O., Volsky N. N.

State Research Institute of Clinical Immunology SB RAMS,
Novosibirsk, Russia

Literary data show decrease of neutrophil functional activity (generation
of reactive species reduction, disturbance of chemotaxis and bactericidal
activity descent) in patients with SLE and in patient with chronic GVHD
after allogenic bone marrow transplantation. In experimental conditions chronic
GVHD, induced by semiallogeneic lymphoid cell infusion from parents to I 1

Hybrids, is followed by polyclonal activation of host B-cells and
autoantibodies production, including anti-DNA, anti-nuclear antibodies and
leads to autoimmune state. Previously we have shown that chronic GVHD i1n
semiallogeneic model DBA/2 — (C57B1/6xDBA/2)F, causes Th2-and Thl-
dependent variants of development, associated with lupus-like
glomerulonephritis and deep immunosupression respectively.

In this work we investigated alterations of functional activity of peripheral
blood polymorphonuclear neutrophils (PMN) in mice during chronic GVHD
progression, having regard to clinical variants. We used superoxide production in
spontaneous and prodigiosan-stimulated NBT-test as PMN activity integral index.

It has been established that PMN metabolic activity at early stages of
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chronic GVHD reliably increased: magnitude of spontaneous NBT-test
increases from 21 to 49% and stimulated NBT-test — from 29 to 52%. Later
NBT-test results returned to initial level, however PMN metabolic reserves
stay reduced from the second week to the end of observation. PMN activity
did not change in mice which received the same number of singenic lymphoid
cells, although lymphoid cells infusions led to prolonged neutropenia in all
experimental groups.

Two months after GVHD induction mice with glomerulonephritis were
characterized by reduction of spontaneous superoxide production without
prodigiosan stimulatory effect, while non-autoimmune mice did not differ
from intact animals (spontaneous/stimulated NBT-test results of intact mice —
22/29%, with Th1-dependent variant — 25/40%, with Th2-dependent variant —
13/14%). Thus, superoxide production by phagocytes is directly related to
chronic GVHD clinical variants, at the same time there is no correlation
between content of anti-DNA antibodies and variant of GVHD or superoxide
production.

Absence of prodigiosan stimulatory effect on superoxide production in
mice with Th2-dependent variant of chronic GVHD suggests alterations in
PMN superoxide-generating system, what leads to reduced answer to
endogenous stimuli. According to received data it 1s still unclear if reduced
PMN activity occurs in mice as result of GVHD induction or it is inherent 1n
mice that would have the glomerulonephritis at the later time. But increased
risk of LE incidence in patients with chronic granulomatous disease, which is
conditioned by genetic defect of PMN superoxide-generating system, suggests
that PMN functional activity may be associated with choice of chronic GVHD
development pathway.
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