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INHIBITING EFFECT OF OXIDATED CHOLESTERQL DERIVATIVES ON
PHAGOCYTIC ACTIVITY OF PERITONSAL MACROPHAGES OF MICE
Iubimov G.Yu,, Dushkin M.I., Volsky N.N., Dolgov A.V.,
Kozlov V.h.

Institute of Clinical Iemunology, Siberian Branch of the
USSR Academy of Medical Seiences; Institute of Therapy,
Siberian Branch of the USSR Academy of liedical Sciences,
Fovosibirsk, USSR

Oxidated cholesterol derivatives sre present in meny food-
stuffs and can appear as a result of endogenous metabolism
of cholesterol (with monooxygenase participation) in an or-
genism, Their increased content is charecteristic of hyper-
cholesteremia accompanied by a depression of some functions
of the immume system. Hydroxylated cholestercl was shown to
have 2 pronounced immmomodulating activity, in particular,
suppressive effect on humoral immune response and ability
for lymphocyte proliferation inhibitlon. In this connection,
it can be supposed a pogsible influence of oxidated choles-
terol metabolites on effector and immumovegulatory functions
of macrophages.

In this work , it was studied the effect of choleetercl oxi-
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dation products: 25-hydroxycholesterol end T-ketocholesterol
on the phagocytosi! rate of corpuscular amtigen~SRBC- by

mice from pe-
ritoneal cavity of (CBA x C5TBL)F1,mice were used in expori-
ments in vitro. have been 1 with airfe-
remt ions of 25-hy terol, T-ketocholes-

terol, oholemterol and serous lipoprotein of low demsity for
2,6 and 22 hours, Then opsonized SRBC were added. Pe-depen-
dent binding and SREC phagooytosis were estimsted by photo-
metrio method using 8-chanmel photometer "Multiscan" with
405 nnt.
25-hydroxycholeaterol and 7-ketocholeaterol at 0,5, 1 and
5 mkg/ml corcentrations were found to have a dose-dependent
euppression of Fc-medisted SRBC phagocytosls after 22 houre
of macrophags incubetion with cholestercl metabolites sbudl-
ed. At 5 mkg/ml concentration, the degree of inhibition wes
55% and 50% for 25-hydroxycholesterol and 7-ketocholesterol
corregpondingly. Shorter incubation (2 =nd 6 hours) did not
exert considerable influence on SRBC phagocytosis. Choleste-
201 added to macrophages alone or supplemented with lipopro-
telns (unmodified and acetylsted) 2id not effect the phago-
cytosis intemsity in mentioned incubsilon pericds.
In order to define more sxactly the mechanism of 25-hydro-
xycholestercl and T-ketocholesterol action on phagocytosls,
we have studied the influence of these cholesterol derlva-
tives on the intensity of SRBC Fc-dependent binding with
22 hour with 5 mkg/ml of

25-hydroxyohiolestercl or T-ketosholesterol resulted in 30%
and 35% decrease of Fe-dependent SRBC binding with macro-
phege mambrane. A phagocytosis decrease under the influence
of oxidated cholssterol derivatives appesred to be partial-
1y i by P SREC binding dini ion. This
effect might be explained by a decrease in Fe-receptor num—
ber on macrophage membrane.
Jiice mscrophages hsve been previously shovwn to ba eble to

etubolize cholesterol with appearance of its oxideted de-
v-1vativas. Perhaps, iiis process is performed by cybochrous
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P-451 which in

is rather high. Teking 1% into comsideration, it can be su-

pposed that oxidetive cholestercl metsbolism in mecrophages

is physiologically sufficient process and changes of its in-
tensity can cause the modulatilon of cell functional activity
alterations of the immme reaction intensity.
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