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Pesiome. Bo3HUKHOBeHME U XapakTep TeueHMs Ty0epKy/e3HOM MHMEKIIMY BO MHOTOM 3aBUCHUT OT 3(pdeKTUBHOCTU (DyH-
KIIMOHUPOBAHVSI UMMYHHOM CUCTEMBI, B TOM yuncie (hOpMUPOBaHUSI aHTUTEHCTIEIM(PUUECKOro OTBeTa. bosibHbIe TyOepKyJie-
3oM (TDB) ierkux xapakTepusyroTcsl HapyllleHUeM aHTUTeHCTIeM(PUUEecKOro OTBEeTa, YTo MposiBisieTcs nedekToM nposnude-
paTUBHOTO OTBETa MepudepuyecKux JUMGOUUTOB U MPOAYKIIUM UHTEpJIeKHA-2 U UHTepdepoHa-raMMa Mpyu CTUMYJISILIUN
PPD (TyOepKyaMHOBBIIM OYMIIIEHHBIN OSIKOBBIN JAepuBaT) U (OpMUPOBAHUEM KOXHOM TyOepKyIMHOBOM aHeprueil. Hactosi-
1ast paboTa MOCBSIIIIEHA XapaKTepUCTUKE TIPOSIBIIEHNSI TYOEPKYTMHOBON apeaKTUBHOCTU Y OOJIbHBIX C Pa3TUYHBIMU KITMHU-
YyeckuMu (popMaM TyOepKysie3a JIeTKUX U uccaenoBaHuio PPD-uHaylimpoBaHHOrO anomnTo3a Kak OJHOTO M3 BO3MOXHBIX
MEXaHM3MOB HapyllleHusl aHTureHcneuduueckoro oteera. Ouenka PPD-ctumynuposaHHoro nposudepaTuBHOTO OTBETa B
KyJsTypax MOHOHykJeapHbix KieToK (MHK) 6onbHbix Th BbisiBUIa Haiuuue ABYX OIIMO3UTHBIX TUIIOB pearupoBaHusi. B
52,3% cnyyaeB GOJIbHBIE XapaKTepU30BAJIUCh MOBBIILIEHHBIM 0TBeTOM Ha PPD mo cpaBHeHHIO CO 3MOPOBBIMU JIOHOPAMMU.
Harnpotus, y 46,7% GOJBHBIX PETUCTPUPOBAIOCH ITyOOKOE yrHeTeHHe oTBeTa. HapyllieHre aHTUTeHCTTEM(bUIECKOro OTBe-
Ta aCCOLMUPOBAIACH C HATMYKMEM HeCTelIM(UIECKO MMMYHOCYTIPECCUU, KOTOpasi MPOsIBIsIach MoJaBlIeHreM Tposudepa-
TuBHOIM akTUBHOCTM MHK npu ctumyssitimm KoHkaHaBavuHOM A win aHTU-CD3-anturenamu. CHUXKeHUe mpordepanuu
TpY TIOJIMKJIOHATTBHON CTUMYJISILIMM OTMEYasioch Takxke B rpynre PPD-peakTWBHBIX OOJTbHBIX, YTO CTABUT IOJ COMHEHUE
poTb HecneLM(UIECKO UMMYHOCYTIPECCUM B KaueCTBe BeAyIIe MPUUMHBI HAPYLIEHUS] aHTUTEHCTIeM(PUUECKOro OTBeTa.
C npyroit CTOpPOHBI, WCCIEIOBAHUE arloINTo3a BHISIBUIO CYIIECTBEHHOE yCujieHUWe CroHTaHHOW u PPD-unmylmpoBaHHOM
e JinMponutoB B rpyrine PPD-apeakTHBHBIX OOJTbHBIX M HAJTMUKE JOCTOBEPHOI 00paTHOI KOPPESIIMOHHON 3aBUCH-
MOCTU MeXIy YpoBHeM arnonrto3a u PPD-ctumynupoBaHHBIM OTBETOM. [1OBBIIIEHHBIN armonTo3 ObLT COMPSIKEH C yBEIMYe-
HUEM OTHOCHUTEJIBHOTO conepxaHusi Fas -muM@ountos, mpudeM cofepxaHue Fas -KiieTok 06paTHO KOPPEIUPOBaIO C YPOB-
HeM PPD-ctumynuposanHoit npoaudepauuu. Hanmnune PPD-apeakTMBHOCTH acCOLMUPOBAIOCH ¢ 00Jiee TSLKEIbIM KIMHU-
YecKM TeYeHUeM TyOepKysie3a Jierkux (mpeobianaHue (Gpudpo3HO-KaBepHO3HOU (hOpMBbI, HATMUME CUHIPOMa SHIOTEHHOMN
VHTOKCHUKAIMU, OOJbIIast AAaBHOCTh 3a0ojeBaHust). OlieHKa KOXHOW TyOepKYJIMHOBOI MPOOKI BbISIBUIA YTHETEHUE PeakluU
I3T y 28% GonbHBIX, B TOM YKC/Ie ee oaHoe oTcyTcTBUEe B 8% cityyaeB. ComnoctapieHue ypoBHsi PPD-ctumynupoBaHHOTO
MpoMepaTMBHOTO OTBETA C BHIPAXKEHHOCTHIO KOXHOW TYOEPKYJIMHOBOM peakiiy He BhISIBUIO MPSIMON JOCTOBEPHOI KOp-
PESILIMOHHOM 3aBUCUMOCTU. TeM He MeHee, Y OOJIbHBIX (PMOPO3HO-KaBEepHO3HBIM TyOepKy/Ie30M 00Jiee BbIpaKEHHOE YTHe-
TeHUE KOXHON TyOepKYJIMHOBOI IMPOOLI aCCOLMUPOBAIOCH C OOJBIIMM YrHETeHHEeM MpoaudepatuBHOro orseta Ha PPD.
XapakTtepHo, uTo, B ominuue oT PPD-apeaktuBHOCTH TiepudepruyecKux TMM@OIIMTOB, CHUXKEHUE KOXKHOU TyOepKy IMHOBOM
peaKi He KOppeJUpoBajio ¢ ypoBHeM anonTo3a. [logyyeHHble TaHHbIe MO3BOJISIIOT MPEATIONIOXUTh, YTO YTHETEHUE aHTHU-

reHcrnenrpuIeckoro oTeera neprdepuiyeckux JMMGOIUTOBR
CBsI3aHO C ycujeHueM arnonto3a PPD-peaktuBHbIX TuMbO-
LIMTOB, B TO BpeMs Kak HapyeHue I'3T peanusyercs ¢ yua-
CTUEM WHBIX, aroITo3-He3aBUCUMBIX MEXaHU3MOB.
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APOPTOSIS AS A POSSIBLE MECHANISM OF IMPAIRED ANTIGEN-SPECIFIC

RESPONSE IN PULMONARY TUBERCULOSIS

Abstract. Infection with Micobacterium tuberculosis and clinical outcome of tuberculosis is known to depend on
protective immunity involving interactions between antigen-specific CD4 and CD8 T lymphocytes and cells of mono-
cyte-macrophage lineage. Antigen-specific T cell response is often impaired in active pulmonary tuberculosis as evi-
denced by both in vitro depressed proliferative response and production of interferon-y and interleukin-2 to tuberculine
purified protein derivative (PPD) and decreases tuberculin skin test reactivity in vivo. To investigate the phenomenon of
tuberculin unresponsiveness and its possible mechanisms we studied PPD-stimulated proliferative response and lympho-
cyte apoptosis in patients with different forms of pulmonary tuberculosis. Patients with pulmonary tuberculosis displayed
two opposite kinds of response to PPD. In 52,3% of cases the response to PPD was increased as compared to healthy
tuberculin-reactive individuals. In 46,7% of cases the proliferative response was depressed. Antigen-specific unrespon-
siveness was accompanied by the signs of non-specific immune depression indicated by the increased response to ConA
or to anti-CD3-mAb. PPD-reactive patients also exhibited depressed proliferative response to polyclonal stimulation.
That is why we believe that alteration of PPD-reactivity reflects intrinsic T-cell defect rather than non-specific immuno-
suppression. Actually, in PPD-unresponsive patients fresh isolated and PPD-stimulated lymphocytes displayed a signifi-
cantly enhanced apoptosis. Moreover, a reverse correlation between apoptosis and PPD-stimulated was revealed. In-
creased apoptosis could be linked to the Fas system. Increased apoptosis levels correlated with the enhanced level of Fas'-
lymphocytes. At the same time increased Fas'-lymphocyte levels negatively correlated with reduced proliferative re-
sponse to PPD. In vitro PPD-unresponsiveness was associated with more severe disease course. Decreased dermal reac-
tivity to intradermal injection with PPD (tuberculin skin test < 10 mm) or its absence occurred in 28% and 8% of patients
correspondently. There was no direct correlation between tuberculin skin test and PPD-proliferative response. Neverthe-
less, in patients with more advanced pulmonary tuberculosis decreased delayed-type hypersensitivity reaction was associ-
ated with decreased proliferation in response to PPD. In contrast to PPD-unresponsiveness of peripheral blood mononu-
clear cells, tuberculin skin anergy did not correlate with spontaneous or PPD-stimulated apoptosis. These findings suggest
that in vitro PPD-unresponsiveness may be associated with the increased apoptosis whereas tuberculin skin anergy under-
lying mechanism(s) are apoptosis independent. (Med.ImmunoL, 2001, vol.3, N1, pp 51-59)
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