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Recently, as evidenced by numerous puplications and surveys on the topic, the interestin clarithrom

cin is not reduced. This drug

g has a wide range of the antibacterial actth, IS able to penetrate mYd
cells and create stable and high tissue concentration exceeding the level oft

e dru? in the blood serum.

However, in recentyears, more attention is paid to the stud¥ ofnonantibacterial effects of clarithromy-

cin. In modern macrolides, in particular in clarithromycin,

he anti-inflammatory, immunomodulatory

and mucoregulatory properties have been found. The pr|mar¥ mechanism of the immunomodulatory

action_of macrolidés today is considered to be their ability

0 affect NF-kB-and MAPK-dependent

S|gna||n§%_ pathways, of cells. Under the effect of clarithromycin the decrease in the synthesis and/

orsecretion of pro-inflammatory (IL-1,

-1, -6, -8, tumour necrosis factor TNFR? and the increase in the
secretion of anti-nflammatory cytokines, (IL-2, -4, -10) are observed. The effe

ctiveness of the indirect

antimicrobial action of clarithromycin is intensively studied in vitro and in vivo, and it further expands
our understanding of the therapeutic possibilities of this drug.

Macrolide antibiotics are widely used due to their
activity against many pathogens and the presence of a
number of therapeutically beneficial nonantibacterial addi-
tional properties. Semisynthetic 14-membered macro-
lide clarithromycin has been successfully used in medi-
cal practice for 25 years. The synthesis of clarithromy-
cin was performed by incorporating methoxy at position
of the 6-th macrocyclic lactone ring of the erythromy-
cin structure [1,2, 9].

Clarithromycin inhibits the protein synthesis in bac-
teria by binding to the active centre of the 50S riboso-
mal subunit. As a result of the reversible binding and
inhibiting the reactions of translocation and transpepti-
dation, the inhibition of formation and extension of the
peptide chain occurs. Recently another ability of mac-
rolides - to disrupt the assembly of the 50S subunit -
has been found. The main effect of clarithromycin is
bacteriostatic, but at high concentrations and low mi-
crobial density relative to S. pyogenes and S. pneumo-
niae this drug can exhibit the bactericidal effect [2, 18].

Clarithromycin is active against many gram-positive
and gram-negative bacteria, as well as against the majority
of intracellular pathogens such as mycoplasma, chlamy-
dia and mycobacteria. It is highly effective against strep-
tococcus, pneumococcus, meningococcus, gonococcus,
treponema, Clostridium, listeria, corynebacteria diphthe-
ria, anthrax bacillus, Helicobacter pylori. The effective-
ness of clarithromycin against Haemophilus influenzae
is due to the antibacterial activity of the basic drug me-
tabolite (14-hydroxy clarithromycin). Many gram-nega-.
five bacteria have the natural resistance to macrolides
because antibiotics do not penetrate into the cell wall.
However, clarithromycin has shown a significant acti-
vity in vitro and in vivo against gram-negative pathogens,

such respiratory infections as Legionella pneumophlia,
Moraxella catarrhalis, Bordetella pertussis. But mac-
rolides do not affect gram-negative bacteria of such fa-
milies as Enterobacteriaceae, Pseudomonas andAcine-
tobacter. Clarithromycin is effective against rickettsia,
the causative agents of wound infection due to animal
bites, active against some anaerobes, including clostridia,
bacteroides, actinomycetes, propionibacteria, anaerobic
cocci [1,2, 3, 9].

Acquired resistance of microorganisms to clarithro-
mycin may be due to modification of the target of the
antibiotic and active excretion of microbial cells (efflux).
Methylation of ribosomes is the main and most studied
mechanism of modification of the target. It is charac-
teristic for Streptococcus spp., Staphylococcus spp. and
is stipulated by the presence of specific genes in these
bacteria- erm (erythromycin ribosome methylase) re-
sponsible for the synthesis of proteins-methylases; it re-
sults in disrupted binding of macrolide with the action
target. In this case cross-resistance (the so-called MLSv-type
resistance) to macrolides, lincosamides and streptogra-
mins B is formed. Mutations in rRNA and ribosomal
proteins L4, L16, L22 are the mechanism of resistance,
which clinical significance has not yet been determined.
Single mutations in domain V of rRNA are observed in
S. pneumoniae, Mycobacterium spp., H. pylori, B. per-
tussis, they lead to the expression of resistance pheno-
types MLSv and ML (resistance to macrolides and lin-
cosamides). Mutations in the L-proteins identified in cli-
nical strains of S. pneumoniae and S. pyogenes cause
the resistance to erythromycin while preserving the sen-
sitivity to lincosamides [1, 2, 9, 12].

Active elimination (efflux) of microbial cells is car-
ried out with the proton pump encoded by genes mefA
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and mefE [21]. In this case only 14- and 15-membered
macrolides, including clarithromycin, are eliminated;
the susceptibility to 16-membered macrolides, strepto-
gramins B and lincosamides remains unchanged. The
easiest resistance to macrolides develops in such patho-
gens as pneumococcus, group A streptococci, Haemo-
philus influenzae. For example, in Taiwan in hospital
strains of penicillin-resistant pneumococci the resistance
to macrolides occurs in 90-95%. Community-acquired
Haemophilus influenzae is resistant to clarithromycin;
among the children in Germany there are 1-5% of cases,
and group A streptococcus is found in about 4%. It is
noted that the frequency of resistant strains increases
every year. In this regard the use of macrolides should
be rational [2, 7, 9, 12].

Clarithromycin is a macrolide that is the most re-
sistant to hydrolysis in the acidic medium. This signifi-
cantly increased its bioavailability, reduced the number
of adverse events in the gastrointestinal tract (GIT) and
made it practically independent of food intake. The drug
is rapidly absorbed from the gastrointestinal tract, reaching
the maximum concentrations in 1 (250 mg) or 2 hours
(500 mg) - 1and 2.41 mg/L, respectively; its bioavaila-
bility after oral administration is 55%. When taking dif-
ferent doses such indicators as Cnaxand AUC increase
proportionally to the dose increase. The steady state con-
centrations of clarithromycin in the blood are created
after re-taking of 5 doses. In the stationary phase the
indicators of Craaof clarithromycin are equal 1-1.5 and
2-3 mg/L after administration of 250 or 500 mg, respec-
tively. After re-taking of 200 mg twice daily for 14 days
the accumulation ofthe drug in the blood is not observed.
Clarithromycin has a low degree of ionization and is so-
luble in lipids, and therefore, it is well distributed in va-
rious organs and tissues. The volume of distribution of
clarithromycin ranges from 115 to 266 litres, and bind-
ing with the serum proteins is from 42 to 70% [1,3, 19].

Approximately 1/2 of the dose of clarithromycin is
metabolized by microsomal liver enzymes to form the
main metabolite - 14-hydroxy (R) of clarithromycin,
which production is greater than that of 14-hydroxy (S)
epimer. The antibacterial activity of 14-hydroxy clari-
thromycin (14-hydroxy CM) is little inferior to the pre-
decessor, so the effect of the first passage through the li-
ver almost does not impact on its activity, and parenteral
administration has only some advantages. 14-Hydroxy
CM in vitro equals erythromycin in its activity relative
to H.influenzae. A hypothesis has been put forward that
there is synergy concerning Haemophilus influenzae bet-
ween clarithromycin and its metabolite, 14-hydroxy CM,
and therefore, the activity of clarithromycin is higher
in vivo than in vitro. However, this hypothesis is con-
firmed by the few studies that can not serve as a convinc-
ing base. The half-life of clarithromycin after a single
dose is 2.6-4.6 hours; this indicator is higher for 14-hy-
droxy CM - 3.9-6.6 hours. The total clearance of clari-
thromycin ranges from 22 to 64 I/h. Urinary excretion
of clarithromycin is 18-36%, and 14-hydroxy CM - 9.6-
12%. The urine contains high concentrations of clari-
thromycin. Part of clarithromycin and its metabolite are
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excreted in faeces - 6.6 and 11.3%. Clarithromycin phar-
macokinetics in children aged 6 months to 10 years is
the same as in adults. Older people (65-84 years old)
have higher Cnaxof clarithromycin, 14-hydroxy KM and
AUC, but their renal clearance is lower than that of people
aged 18-30. In patients with severe renal impairment in-
crease in Cnaxof clarithromycin in the blood and AUC,
T/ prolongation and decrease of the elimination rate
constant correlated with the degree of renal failure are
observed. In patients with liver disease there are no sig-
nificant changes in pharmacokinetics of clarithromycin,
but there are some marked changes in such indicators as
Cnaxand AUC of 14-hydroxy CM [1,2, 4, 9].

The advantage of new macrolides is their ability to
generate high and stable concentrations in tissues that
exceed the level of the drug in the serum. It is known
that clarithromycin achieves high concentrations in tis-
sues and respiratory secretions. Peak concentrations of
clarithromycin and its 14-hydroxy metabolite in the se-
rum are lower than that of erythromycin (1.1 mg/L com-
pared to 2.9+£0.8 mg/1, respectively). Erythromycin and
clarithromycin Cnais lower than MIC 90 for some im-
portant pathogens of respiratory tract infections, including
erythromycin resistant pneumococci and H. influenzae.
The concentration of clarithromycin created in various
tissues, particularly in the tonsils, lungs, the prostate
gland exceeds that of erythromycin, and far exceeds the
concentration of the drag in the serum. The high con-
centration of clarithromycin in tissues, however, has a
limited clinical value. This concentration was obtained
in the homogenizate of solid tissues consisted mainly of
the intracellular material, and their high level of concen-
tration was due to high concentrations inside the cells.
The high concentration of antibiotic inside the cells is
important mainly for intracellular microorganisms, and
less important in extracellular pathogens. Efficacy of
macrolides relative to extracellular pathogens depends
on the extracellular concentration of the antibiotic and
the sensitivity of microorganisms to it. The time during
which the concentration of free extracellular antibiotic
exceeds the MIC value is the main factor that deter-
mines the effectiveness of macrolides [1,2, 10, 17].

Permeability of clarithromycin increases when there
is inflammation in the site. This is due to the fact that
macrolides, in particular clarithromycin and azithromy-
cin, have a special tropism to cells of the immune sys-
tem. Thus, the ratio of the intracellular concentration
of clarithromycin to the extracellular concentration for
polymorphonuclear leukocytes is 20-38, for mononu-
clear cells - 16-24. As a result, macrophages loaded with
clarithromycin during their migration transport the drug
into the site of inflammation creating particularly high
concentrations of the drag. It is believed that clarithro-
mycin reaches relatively high (20-70 mg/L) concentra-
tions in the fluic*covering the epithelium (FCE), which
is a complex biological fluids and inflammatory cells,
and this fluid washes the terminal bronchioles and alveo-
les. The main difficulty in determining the antibiotic
concentration in FCE is that when using the bronchoal-
veolar lavage, phagocytes that are present in the liquid
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are placed in the antibiotic-free medium. In this case,
as a result of osmosis, any antibiotic is quickly released
from phagocytes. In one of the in vitro studies it has
been shown that a significant number of many antibiot-
ics that are in phagocytes can be excreted into the sur-
rounding liquid for 20 minutes. Taking into account the
artificial efflux of the intracellular antibiotic it is likely
that the concentration of clarithromycin in the secre-
tory fluid is somewhat exaggerated, but the true value is
too low to be of therapeutic value. In general, clarithro-
mycin in relation to distribution in the body occupies
the “golden mean” - a balanced intermediate position
among other macrolides [1, 10,21].

The assumption of the presence of immunomodu-
latory properties of macrolide antibiotics was first ex-
pressed by the Japanese researchers in the 60°s of the
last century. The precondition for such assumptions was
the results ofusing erythromycin in 1991 byTanimotoH.
in patients with diffuse panbronchiolitis, it significantly
improved the survival rate of patients, including patients
with the respiratory tract colonization by P.aeruginosa
despite the fact that this organism was not included in
the spectrum of activity of macrolides. Efficacy of treat-
ment was associated with the nonantibacterial activity
of macrolides as applicable dosage did not create bac-
tericidal concentrations in the airways. In modem macro-
lides, in particular clarithromycin, the anti-inflammato-
ry. immunomodulatory and mucoregulatory properties
have been found. The primary mechanism for the im-
munomodulatory actions of macrolides today is consi-
dered to be their ability to affect the NF-kB- and MAPK-de-
pendent (in particular, ERK1/2 cascade) signaling path-
ways of cells that are used to transfer information from
the plasma membrane receptors to nuclear transcription
factors. This mechanism can explain many immunomo-
dulatory effects of macrolides, including inhibition of the
mucus secretion, production of pro-inflammatory cytokines,
chemotaxis and cell proliferation. Specific proteins or re-
ceptors that mediate the effects of macrolides on signa-
ling pathways have not been identified yet [4, 17,19,22].

At present under immunomodulatory effects of mac-
rolides we understand the whole spectrum of effects of
these drugs on different levels of the body’s immunolo-
gical protection, including production of cytokines, the
function of epithelial cells, etc. It should be emphasized
that macrolides due to their properties are immunomodu-
lators that activate specific immune defense mechanisms
and simultaneously inhibit the excessive inflammation
of the respiratory tract leading to fibrosis [1,2, 10, 11].

Clarithromycin has the modulating effect on phago-
cytosis, chemotaxis, killing and apoptosis of neutrophils.
The inhibition of the oxidative burst occurs, resulting in
reduced formation of highly active compounds that can
damage their own tissues. Decrease of synthesis and/or
secretion of pro-inflammatory (IL-1, -6, -8, tumour ne-
crosis factor (TNF)) and increase of secretion of pro-
inflammatory cytokines (IL-2, -4, -10) were observed
[8, 16, 21]. In 2013 A. Spyridaky with colleagues in a
placebo-controlled double-blind study in patients with
sepsis demonstrated reduction in TNF and IL-6 and
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growth of IL-10 in patients receiving clarithromycin
compared to placebo. Thus, clarithromycin demonstrat-
ed ability to balance the level of pro- and anti-inflam-
matory interleukines [4].

In experimental models of ventilator-induced lung
injury in rats it has been shown that inhibition of the nu-
clear factor kappa B (NFkB), which regulates gene ex-
pression of pro-inflammatory cytokines and TNF, is ob-
served with the intravenous administration of clarithro-
mycin. Compared to the control group the content of
the serum TNF- and the oxidant status in animals treat-
ed with clarithromycin reduced significantly. The neu-
trophilic alveolar infiltration also decreased [5, 16, 20].

Clarithromycin has been found to reduce bronchial
hyperreactivity and exhibit a beneficial effect on the clear-
ance of bronchial and nasal secretions. This decreases
the production of mucus in patients with excessive se-
cretions, such as diffuse panbronchiolitis [13]. There is
another significant aspect of the effectiveness of clari-
thromycin. It is in the impact on adhesion of bacteria to
the epithelium, on products by microorganisms to path-
ogenicity factors, on formation of bacterial biofilms and
guorum-sensing [10, 13, 14].

It is important that clarithromycin inhibits the for-
mation of alginate biofilms created by P.aeruginosa.
The probable mechanism of this action is inhibition of
one of the enzymes involved in the synthesis of algi-
nate - guanosine-D-mannose dehydrogenase. This anti-
alginate and antibiofilm effect provides the clinical ef-
ficacy of clarithromycin in diffuse panbronchiolitis and
cystic fibrosis since in the pathogenesis and clinic of
these diseases the immune response caused by alginate
of mucus is of substantial significance [7, 18]. For ex-
ample, a 4-year intake of clarithromycin in the dose of
200 mg/day by patients with diffuse panbronchiolitis
significantly improved clinical symptoms and functio-
nal performance by the 6th month of treatment, fol lowed
by positive dynamics during the entire period of thera-
py. Several studies demonstrated the effectiveness of cla-
rithromycin in bronchial asthma marked by a significant
decrease in the severity of clinical symptoms, the num-
ber of eosinophils in the blood and sputum, and reduced
bronchial hyperresponsiveness compared to placebo [13].
The study of Nixon L. et al. demonstrated the ability of
clarithromycin prescribed to 25 patients with chronic
obstructive pulmonary disease (COPD) for 2 weeks in
the dose of 500 mg twice a day to improve the respira-
tory function indicators and reduce the severity of clini-
cal symptoms [15]. In the study of the dosage form with
sustained release used within 7 days in 120 patients with
COPD without exacerbation a significant decrease in
the content of IL-8 in the sputum and reduction of its
viscosity were observed [6, 22].

The research on Pseudomonas aeruginosa isolates
in the form ofbiofilms obtained from patients with cystic
fibrosis demonstrated a significant reduction in MIC of
antipseudomonal antibacterial agents during the treat-
ment with clarithromycin. Thus, the presence of addi-
tional features along with a high antibacterial activity
provides a rapid regression of symptoms and improve-



74 BICHUK ®APMAL,IT 3(83)2015

ment of the patients’ state when treating respiratory tract
infections with clarithromycin [7, 10, 21].

A group ofthe Japanese researchers”also studied the
effect of clarithromycin on the migration of fibroblasts
induced by the human plasma fibronectin, and the fetal
lung fibroblast contraction of the human tissue. With a
chemotactic tablet it was shown that clarithromycin in-
hibited the migration of fibroblasts (p<0.05), while other
antibiotics (ampicillin, minocycline, and azithromycin
macrolide) had no similar effect. The effect of clarithro-
mycin on the migration of fibroblasts is of a dose-de-
pendent nature. The drug also inhibits the migration of
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fibroblasts stimulated by the analogue of thromboxane
A2. However, clarithromycin has no impact on another
important function of fibroblasts - collagen gel contrac-
tion [11].

CONCLUSIONS

The results obtained have allowed to conclude that
clarithromycin can be involved in the regulation of the
wound healing process. The effectiveness of the indi-
rect antimicrobial activity of clarithromycin is exten-
sively studied in vitro and in vivo. This further expands
our understanding of the therapeutic possibilities ofthis
drug.

REFERENCES

1. Bonocosey A.M., KpusonycTos C.M. Makponugbi B NpakTWKO COBpeMeHHON negunaTpun. - K.: YeTsepTa

xBunga, 2009. -192 c.

Aikaterini Spyridaki A., Antonopoulou A., Raftogiannis M. et al. // Antimicrobial Agents and Chemotherapy.

Amado-Rodriguez L., Gonzalez-LopezA., Lopez-Alonso I. etal. //Respiratory Res. -2013. - Vol. 14. -P. 52-57.
Benerjee D., Honeybourne D., Khair O.A. // Treat Respir. Med. —2004. —Vol. 3. —P. 59-65.
Buyck J.M., Plesiat P, Traore H. etal. // Clinical Infectious Dis. - 2012. -Vol. 55(4). - P. 534-542.

2. 3ysoBa A.M., Benbkosa KO.A. // ®apmaTeka. - 2007. -Ne 17. - C. 22-28.

3. ®eweHko HO.W., AwnnHa N.A. //3gopoB i Ykpainu. - 2008. -Ne 16. - C. 42-43.
4.

-2012. - Vol. 56. -P. 3819-3825.

5.

6.

7.

8.

P. 1157-1164.

Giamarellos-Bourboulis E.J., Peche J.-C., Routsi C. et al. // Clinical Infectious Dis. - 2008. - Vol. 46. -

9. Foroutana S.M., Shafaatib A., Zarghib A. et al, //lranian J. of Pharmac. Res. - 2013. - Vol. 12. -P. 65-69.
10. Hirata K., Nishizawa H., Suzuki T. etal. //./. Gastroenterol. Hepatol. - 2010. - Vol. 25. - P. 75-79.
11. Kohyama I, Takizawa H., Yamauchi Y. etal. //Respir. Med. -2008. - Vol. 102 (12). —P. 1769-1776.

12. Kozlov R.S., Sivaja O.V, Stratchounski L.S. 7-years monitoring ofresistance ofclinical S. Pneumoniae in
Russia: results ofprospective multicenter study (PEHASus). - Proc 45th, Washington DC 1CAAC. - 2005.

13. Larissa L., Pereira D.C., Paiva R,M. et al. //BMC Microbiol. -2012. - Vol. 12. -P. 196-199.
14. Morita Y., Tomidaand J., KawamuraY. // Antimicrobials, Resistance and Chemotherapy. - 2014. - Vol. 4. —

P. 422-428.

15. Nixon L.S., Boorman J., Papagiannis A.J. et al. //Respir. Med. -2007. - Vol. 101.-P. 2409-2415.
16. Restrepo M.I., Mortensen E.M., Waterer G. W. et al. //Eur. Respir. J. - 2009. - Vol. 33. - P. 153-159.
17. Shinahara W, Sawabuchi T, Takahashi E. etal. //PL0oS ONE. -2013. - Vol. 8 (7). -P. 124-130.
18. Tagaya E., Kondo M., Tamaoki J. etal. // Chest. - 2002. - Vol. 122. - P. 213-218.

19. Tamaoki.l. // Chest. - 2004. - Vol. 125. - P. 41-51.

20. Tanabe T, Kanoh S., Tsushima K. et al. //Am. J. Respir. Cell Mol. Biol. - 2011. - Vol. 45, Ne5. -P. 1075-1083.
21. Walkey A.J., Wiener R.S. //Chest. -2012. - Vol. 5.-P. 141-143.
22. WozniakD.J., Keyser R. //Chest. -2004. - Vol. 125. - P. 62-69.

AKTYANbHI MATAHHA K/IHIYHOT ® APMAKONONIT KNTAPUTPOMILIHY

0.0 .4koBneBa, A.B.IlnbyeHko

Knou4yoBi CNOBA: KNapuTpPOMIUUH; HENPAMi aHTN6aKT epianbHi epekTn; HeaHTU6aKTepianbHi

e eKkTu; iMyHoMoAynBanbHUA BNANUB

OcTaHHIM Yyacom iHTepec A0 KNapMTpPOMILUHY HEe 3MEHWYeTbCA, WO NigTBEPAXYeTbcA 6araTo-
yncenbHUMU Ny6NiKaLiasMKU Ta ornagaMmu no Wil Temi. JaHuin npenapaT BOJIOAIE WUPOKUM Npodinem
aHTunbakTepianbHOIaKTUBHOCTI, 34aTeH NPOHUKATMU B KNITUHN | CTBOPOBATMWN BUCOKI CTabinbHi
KOHUeHT payiiB TKaHWHaXx, Wo nepeBuLly Thb piBeHb NpenapaTy B CMpOBaTLiKpoBi. [I[poTe BoCTaH-
Hi pOoKM 6inblWwe yBarn NpuAiNAeThbCcAa BUBYEHHIO HeaHTuUbakTepianbHUX ehekTiB KnapuTpomiym-
Hy. Y cyvyacHUX Makponifie, 3okpemMa y KnapuTpPOMIiLUHY, BUABAEHI NpoTun3ananbHi, iMyHoOMOAYNIO-
l04i Ta Mmykoperynwowdi BnacTtuBocTi. [NepBUHHUM MeXxaHi3MOM iIMYHOMOAYNOWYOI 4ii Mmakponigis
Ha CbOTOHIWHIA AEeHb NPUAHATO BBaxXaTW ix 3qaTHiICTb BnauBaTun Ha NF-kB-Ta MAPK-3anexHi
CUTHaNbHI WAAXWU KAITUH. MMig BNAMBOM KNapuTpPOMIiLUHY BiA3HAYEHO 3HUXEHHA cuHTe3y Ta/ abo
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cekpeuiinpo3ananbHux (IL-1, -6, -8, hakTOopa Hekpo3y nyxaAunH (TNF)) i nocuneHHAa cekpeuyiinpoTu-
3ananbHUX LN TOKIHIB (IL-2, -4, -10). EQ0eKTUBHICT b HENPAMOiaHT UMIKPOOGHOT AiiKNapnTpoOMiLuHy
iHTeHCMBHO BUBYAET bCA in Vvitro Ta in vivo, Wwo we 6inbWwe Po3WNPIOE HaLli YABIEHHA Npo Tepa-
NeBTUWYHI MOXNMBOCTI AaHor6 npenapaTy.

AKTYA/IbHbIE BOMPOCbI KJIVIHWYECKOW ®APMAKOOMN KNAPUTPOMUWLUNHA
0.0.4koBneBa, A.B.MnbyeHKO

KnioueBble C/ioBa: knapyuTPOMULUH; HENPSAMble aHTU6aKTepuanbHble 3 PEKT bl ;
HeaHTub6aKkTepunanbHble 3P PEKTbl; UMMYHOMOAYNNPYOLW Ee BAUSAHNE

B nocnepgHee BpeMsa UHTepec K KNapuTpPOMULUHY HE YMEHbLIAeTCA, YTO NOATBEPXAAeTCA MHO-
royncneHHbIMu ny6nnkaumamu n ob63opamu no aTo Teme. [laHHbIi NnpenapaT o6najaeT WHUPO-
KMM npodmnem aHTumbakTepmanbHOlW akTUBHOCT U, cnocob6eH NPOHMKAThb B KNeTKWU U co3jaBaThb
BblCOKME CTabunbHble KOHUEHT paunun B TKaHAX, NpeBbllWallLine ypoBeHb npenapaTa B CbIBOPOT -
Ke kpoBu. OgHaKko B nocnegHue rofgbl 60nblue BHUMAHWA yaensieTCA U3YYEHNI0O HeaHTunbakTepu-
anbHbIX 3PP EKT OB KNapuTpoMuLmMHa. Y COBPEMEHHbIX MakponnMagos, B HaCTHOCTMW Yy KnapuTpo-
MULUHa, O6HapyXeHbl NPOTMUBOBOCNANNT €/lbHblE, UMMYHOMOAY/IUPYOLWMNE U MyKOPerynumpyrwotuime
csoiicTBa. NMNepBUYHbIM MEeXaHN3MOM UMMYHOMOAYNMPYOLW Ero 4eiCTBUSA MakpoinMgoB Ha Ceroa-
HAWHWIA A€Hb NPUHATO cYMTaThb UX cNOCO6HOCTbL BAMATL Ha NF-kB-u MAPK-3aBucumblie cur-
HaNnbHble NYyTKW KNeTOoK. 04 BANAHMEM KNapuTpPOMULNHA OTMEUYEHO CHUXeHue cuHTesa n/ unn
cekpeuunm npoBocnanmTenbHbiXx (IL-1, -6, -8, dhakToOopa Hekpo3a onyxoneit (TNF)) n ycuneHune ce-
Kpeuun npoTmMBOBOCNANUTEeNbHbIX UMTOKUHOB (IL-2, -4, -10). 3P PEKTUBHOCT b HENPAMOTO aHT U-
MWKPOGHOTO AeiiCTBUSA KNapuTpPOMULMHA UHT EHCMBHO U3yyaeTCcs in vitro u in vivo, 4To euwe 601b-
e pacwunpseT Hawu npeacTaBNeHNs 0 TepaneBTUYECKMX BO3SMOXHOCT AAX flaHHOro npenapaTa.
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