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YYACTHUE AKTHUBUPOBAHHDBIX KUCJTOPOOHDbIX
METABOJIMTOB B AIIOITTO3E TUMOLIMTOB,
UHIAYUHUPOBAHHOM I''IFOKOKOPTUKOMW/IHbIMHA
I'OPMOHAMMN

- Hepcusinosa B. O.

Peryasuua aktusnoctd HAL(P) H-okcupassl — (epMeHTa, urpaio-
Er0 KJAKUYEBYI) POJib B MPOLECCE FEHEepanuu CynepoKCUAHONO pagukasia
(02) ¥ APYI'HMX AKTUBMPOBAHHBIX KWCJAOpoAHbIX Metadoantos (AKM)
KaeTkamu-parouuraMu, TCCHO CBA3AHA € I(PPEKTOPHLBIMU U MMMYHOPEC-
PYJASTOPHBIME (PYHKIMAMY OTHX KJETOK M OKA3bIBACT CYLICCTBCHHOC
BANSIHUE HA CaMble pasHoOOpasHbic (PU3UOJOTHUCCKUC U MATOJOTHYECKHUE
npoieccs!, B KoTopeix yuacreyior AKM. Panee Hamu Obuio 00HApYXeEHO,
yto peicteue ramokoxkoprukonaos (I'K) wa kaeTku-parQUuUThl TPUBOIUT
Kk crumyssuun akrusHocT HAI(P)H-okcupasel. bouio mokasaHo, 4TO
'K opsamo neiicreyror na HAJL(D)H-okcmpaszy n 210T nx adexkr He
OMIOCPCAYETC M3MEHCHNIMHE AKTUBHOCTH KJICTOUHOrO rcHoma. Jlobasiach-
neic B cpeay uHKybauumn 'K B konueurpamusx ot 50 xo 400 mMxM, noso-
3ABUCHMO VBCJIMUUBAKOT NPOAYKIHUIO O2 B FOMOPEHATAX
NEPATOHECAJIBHBIX MaKpodarop Mpimun (AKTABHOCTH (PEPMEHTA NPU KOH-
nearpauny 400 MxM Boszpacrana B 2 — 2,5 pasa). llpeanonoxeHo, uto
crumyasgums npoaykuun AKM aBageTcds Ba>XKHBIM MOJICKYJISIDHBIM Me-
XAHU3MOM B DPA3BHTHM UMMYHOPETYJAATOPHBIX 3PPEKTOB CTCPOUIOB.
Onnort n3 touexk aeucrsuga 'K po mpeanonaracMoMy MEXaHU3MY MOXET
ObiTh amornTo3 aumdormros. M3Bectro, uto 'K gBAAIOTCS BaXHBIMU
(hU3UO-IOTMUECKUMHU  areHTamMu, WHAynupylomumna anontod. € apyrou
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CTOPOHBI, MOKA3dHO, YTO anomnTO3 THUMOLMTOB MOXET ObiTh BbI3BAH
MHAYKIHER OKMCIMTENbHOrO CTPECcca M TOBBILIECHHOH reHepaumein AKM,
4 AHTHOKCHUAAHThI (B UACTHOCTH, KAaTaja3a) npeaoTBpallaioT aloiTo3HYHO
rubesib KJIETOK. DKCHEPUMEHTAJbHAS MPOBEPKA NPECANOJOXEHHUS O POJIH
AKM B passurna ['K-mHAyUMpOBAHHOrO aromnro3a JuM¢ponuToB Obuia
npoeacHa Ha rtumonmrax wMbimen (CBAxCS7BDFi1.  TmMoiurTs
MHKYyOMpPOBAIM B CTAHAAPTHHIX YCJOBHIX B TECUcHHE 12 wacos. Amonros
BhI3biBau noGasaeamem B Jayuku 'K (100 mxM pgekcamerasona), B
napasuienbHbie npobsl xpome 'K mobasassma karanasy (500 EN /mm.
Yepes 12 vacos B npodax ¢ 'K rudao 80—909, xnerok (1o cpaBHEHUIO
¢ npodamu Ge3 I'K). Yaaneume m3 cpeasl mHKyOanuu npoxyLuMpyeMOM
nog neiicrBueM 'K H202 noutM BABOE YMEHBIIAIO ANMONTO3HYIO rudensb
kiaertok (40—60% Xxu3HECTOCOOHBIX KJETOK B Ipo0dax ¢ KaraJas3on).
[TonyueHHbIC pE3yJbTATHl CBUACTE/ABCTBYIOT O CYIICCTBCHHON POJH
AKM-3aBUCHMBIX MEXAaHM3MOB B (PM3UOJOTHMUECKUX M MMMYHOpaApMaKo-
jgorunueckux a3¢pdexkrax I'K.

THE INVOLVEMENT OF REACTIVE OXYGEN SPECIES IN
GLUCOCORTICOID HORMONE-INDUCED APOPTOSIS OF
LYMPHOCYTES

Persianova V. O,

NAD(P)H-oxidase plays a crucial role in the superoxide anion (O2)
and other reactive oxygen species (ROS) produced by phagocytic cells.
Regulation of this enzyme activity is closely linked with effector and
immunoregulatory functions of these cells and markedly influences the
numerous different physiological and pathological processes, in which
ROS take part. Previously we found that glucocorticoids (GC) stimulate
the activity of NAD(P)H-oxidase in phagocytic cells. The direct effect
of GC on this enzyme in contrast to their well-known effects on the
~gene expression was shown. GC (added to murine peritoneal
macrophage homogenates in concentrations from 50 to 400 uM)
increase NAD(P)H-oxidase activity in dose-dependent manner. Our
results demonstrated 2- to 2,5-fold enhancement of the enzyme activity.
This direct hormonal influence on ROS production is likely to play an
important role in immunoregulatory effects of GC. Apoptosis of
lymphocytes may be one of the points in which hormones act in this
way. GC are known as important physiological agents which induce
apoptosis. On the other hand, it was shown that apoptosis of
lymphocytes is induced by excessive generation of ROS and that
antioxidants (among them catalase) prevent apoptotic cell death. We
assume that enhancement of ROS production may be a key event in the
GC-induced apoptosis and  this  suggestion was  confirmed
cxperimentally. In experiments (CBAxCJS57B1) Fi-mice were used. Murine
thymocytes were incubated during 12 h under standard conditions.
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Apoptosis was induced by addition of GC (100 uM dexamethazone) to
cells, in parallel wells beyond GC catalase (500 U/ml) was added.
After 12 hours 80—909, cells incubated with GC underwent apoptosis
(vs control cells incubated without GC). The removal of H202 from
incubation medium by catalase reduced the number of apoptotic cells
almost by one half (40—009, viable cells in wells with GC and
catalase). The data obtained demonstrate a significant role of ROS-de-
pendent mechanisms in the physiological and immunopharmacological
actions of glucocorticoid hormones.
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