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be one of the mechanisms underlying the pathogenégieriodontal
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EKCIHHEPUMEHTAJIBHE JOCJIIKEHHSI

CTOMAT OO VI Z
HNOTEHIUMHOI IMYHOTOKCHUYHOI JIi
KOMBIHOBAHOTI'O T'EJIIO «AJIbI'O3AH»

VY crarTi HaBe[eHI PE3yNbTATH CKCICPUMEHTAIBHOTO BHUBYCHHS
BIUTUBY OpHIIHAIHHOTO BITYM3HAHOTO KOMOIHOBAaHOTO TeN0 «AJBro3aH» Ha
pI3HOMAHITHI JIAHKM IMyHHOI BiOmoBimi. B yMoBax BINTBOpPEHHS peakIii
TiNepYyTINBOCTI MOBUIGHOTO THUITY, KA Ja€ YSBJICHHS PO (PyHKIIOHATHHY
AKTUBHICTH T-CHCTEMH IMYHITETY, BCTAHOBJICHO, 1[0 «AJIbIO3aH» YHHHUTH MCBHY
IMYHOZICTIPDECHBHY Iif0, sIka OOYMOBIIFOETHCS MPUTHIUYBAIBHIM BIUIMBOM HOro
JII0YOr0 KOMITOHEHTY Ha MEAIaTop-OIOCEPEKOBaHI MEXaHi3MU 3alayieHHS. Y
JOCHifaX 3 BHBUCHHS BIUIMBY <«AJIBro3aHy» Ha IPOLEC AHTUTUIOYTBOPEHHS
MOKa3aHo, IO SIK OPUTiHAJIBHMII Mpernapart, Tak i Horo OCHOBAa MPH HALIKIPHii
iMyHi3anii He YHHATH MJOCTOBIPHOTO 3HAYYIIOTO BIUIMBY HA KUIBKICTH
AHTHTLIOYTBOPIOIOYHX KIITHH Yy CENE3iHIl MHINCH MOPIBHAHO 3 IMyHi30BaHHM
KOHTpOJIEM, HE BIUIMBAIOTh HA TUTPH UMPKYJIIOOYHX AHTHTLI, TOOTO He
3MIHIOIOT XapakTepy Ta pIBHA peaKiii MEepBUHHOI T'yMOPaIbHOI iMyHHOI
BIIIOBI .

KuirouoBi ciioBa: koMOiHOBaHHMiI renb «AJbrozan», IMyHHa
BI/OBIb.

Poboma € ¢ppaemenmom HP " @apmakonociuni 00CHiONceHHs
0IONI02IYHO-AKMUBHUX ~PEUOBUH [ JIKAPCOKUX 3AC00i6 CUHMEMUYHO2O |
npupooOH020 NOX0ONCeHHs, IX 3acmocysanns 6 meOuuniu npakmuyi Ne
oeporcasroi peecmpayii 0103U000478.

OnHuM i3 TUTAXIB yIepeKeHHs 1/a60 3MEHIICHHS
TIPOSIBiB moGiyHOT ait Cy4acHHUX HECTEPOiJHUX
npotuszanansaux mpemapatis (HIT3II) € 3actocyBaHHS iX y
TOIMIYHKUX JIIKAPChKUX (Popmax, 30kpema y Qopmi reieil ta
mazeit [2, 9, 10, 12]. TlopiBHsHO 3 mnepopalbHUMH Ta
iH €KHIMHUMY JTIKapChKUMH (POpMaMu IepeBaraMu Maszeu i
reneil € iIX BIIHOCHO MPOCTE 3aCTOCYBaHHS; MOJMIIUBICTh
MOEJHAHHS MICICBOi 1 pe30pOTUBHOI Jii; 3a0e3MeyYcHHs Ha
TPHUBAJMii Yac BHCOKOi KOHICHTpAii MIFOUYUX pPEYOBUH
Oe3mocepeIHFO B MICIIi HaHECEHHS MIpenapaTy; MOXIHBICTh
MOEAHAHHS B OJHOMY TIpemapati MeKiTbKOX JIKapChKHX
cyOcTaHIiil pi3HOCTIPSIMOBAHO1 Jii. 3 iHIOro OOKy, MicleBe
3actocyBanHa HII3II miHiMi3ye HamXOmKeHHS TMpemapary B
CHUCTEMHHUH KPOBOTIK, TOOTO CYTTE€BO 3MEHIIYE WMOBIPHICTH
TPOSIBY CHCTEMHHX HebakaHux edektiB [2, 4, 12].Pazom 3
THM, TIpoOsieMa Oe3rnexu rnpu micueBomy 3acrocyBanHi HIT3IT
HE BTpaya€ CBOrO 3HAUYCHHS, SKIIO TakKi Mpernapatu
NPU3HAYAIOTBCS Ul TPUBAJIOrO 3aCTOCYBAaHHS Ha Tl
XPOHIYHUX 3aXBOPIOBAHB OIIPHO-PYXOBOT CHCTEMH, 0COOIMBO
B oci0 moxmimoro Biky [2, 4, 16, 17].3a Ttakux ymOB
YACTIIAIOTh BHUMAIKK SIK JOKATbHUX (IepMaruT), Tak i
CHUCTEeMHHMX TIOOIYHMX pEakKIliid, cepex SKUX OKpeMe MicIe
mocimae  IMyHOCYIIpecis,  HepeBaXHO  3a  PaxyHOK
NpUTHIYYBaJIbHOTO BIUMBY Oimbmrocti HII3IT ma kmiTmHHY
manky imynmitety [3, 10, 19]. Tak, oxpemi HII3II
(immomeranuH, 6yTaioH, HATIPOKCEH, I0yTIPOdEH) TaTbMYIOTh
TpaHchopMaIliro JTIMQPOLUTIB, JICTePMiIHOBaHY
PI3HOMAaHITHUMHU aHTUTCHAMH, [0 OOYMOBIIOE X TOMIpHY
IMyHOZIETIPEeCUBHY Ait0. KpiM TOro, 3MCHIITYOUYH MPOHUKHICTh
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gastrointestinal tract.

Key words: sialic acid, mixed saliva, periodont.
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EXPERIMENTAL RESEARCH OF POTENTIAL
IMMUNOTOXIC EFFECT OF THE
INNOVATOR COMBINED “ALGOZAN” GEL

Results of the experimental research of effecthef t
innovator domestic combined “Algozan” gel on vasdoparts of
immune response are described in the article. & established
that “Algozan” has immunosuppressive effect thatléermined
by inhibitory action of its functional component nauromediator-
mediated inflammatory mechanism during delayed-type
hypersensitivity test that illustrates capacity Totell immunity.
During researches in “Algozan” effect on the precesantibody
formation it was shown that both the innovator roedi and its
foundation in skin immunization do not cause indibd
reasonable effect on the number of antibody-formasdis in
spleen of mice comparing to immunized control andtiters of
circulating antibodies. It means that they do nbarmge the
character and level of primary B-cell response.

Key words: combined “Algozan” gel, immune
response.

The project is performed within SRW “Pharmacolobica
studies of biologically active substances and phaeutical products of
synthetic and natural origin; their administratiomthe medical practice,
Me state registration 0103U000478.

One of the ways of prevention and/or reduction
of the side effect of the modern non-steroid anti-
inflammatory drugs (NSAIDs) is their administration
topical medicines especially as gels and cream$,[2,
10, 12]. The advantages of creams and gels are thei
rather simple application compared to oral and
injectable medicines; possible combination of |coad
resorptive effect; strong concentration of actigetdrs
directly in the place of drug administration folcag
time; possible combination of several drug substanc
with differently directed effect in one medicinen @e
other hand, local administration of NSAIDs miningze
drug input in systemic flow i.e. it reduces congatby
possibility of systemic unwanted effects [2, 4,.12{
the same time the problem of safety of local
administration of NSAIDs is significant if such
medicines are prescribed for chronic administration
associated with chronic musculoskeletal systenadese
especially for elderly age group [2, 4, 16, 17].d&n
these conditions such cases as local side effects
(dermatitis) and system ones are increased where
immunosuppressant takes significant place mostly by
means of inhibitory action of majority of NSAIDs on
cell part of immunity [3, 10, 19]. Therefore some
NSAIDs (indometacin, butadion, naproxen, and
ibuprofen) block conversion of lymphocytes that is
determined by various antigens that stipulate their
limited immunosuppressive effect. Besides NSAIDs
complicate contact of immunocompetent cells with
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kamiapiB HIT3II yTpynHIOIOTE KOHTAKT iIMyHOKOMIIETEHTHHX
KIITHH 3 aHTUTEHOM 1 KOHTAaKT aHTUTLN i3 cyOcTparoMm; 3a
paxyHOK crabimizamii  J1i30COMalbHHUX MeMOpaH y
Makpodarax uihis BIUIMBOM HIT3IT 00Me)y€eThCS
pPO3MICIUICHHS]  CTIMKUX JI0 JI3WCY AaHTUTEHiB, MO0 €
HCOOXITHUM JUUIsl PO3BUTKY HACTYIHHUX CTaIiB IMYHHOI
BinnoBigi. TakuM YHHOM  peEaNi3yeThCS  <«BTOPHHHUIA
MexaHi3mM» imyHocynpecuBHO1 aii HIT3IT [19]. Ockinbku resb
«ANBrozaH»  TPONOHYETHCS ~ JIO  3aCTOCYBaHHS  HpHU
3aXBOPIOBAHHSAX, Y MATOTCHE3l SKHUX IPOBIIHY POJb
BiZIrparoTh IMYHOJIOTIYHI TPOIECH, MPEACTABIIIO iHTEpeC
JOCTITUTH HMOTO IMYHOTPONHY Mif0, 30KpeMa BIUIMB Ha
KITHHHY Ta TyMOpajdbHYy JaHKH iMyHiTeTy. Jlo TOTO X
BiZIOMO, IO JUKJIO(PEHAK CIPUINHSIE MPUTHIYCHHS IMYHITETY
(3MeHIye  KiNBKICTH  JIEUKOLUTIB — OCHOBHOI JIAHKH
KITITHHHOTO imMyHiTery) [8, 15]. EkcTpakt 3 HaciHHs
TipKOKAIITaHYy MICTUTh I[Iy HU3KY aKTUBHHUX CIIOJIYK
(pmaBonoinu, Bitaminu C, E, ecuuH ToII0), sIKI peati3yroTh
CBOKO  OIOJNIOTIYHY  aKTHBHICTH 4Yepe3 BTPYYaHHS B
IMYHOJIOTIYHO OITOCEpPeIKOBaHi laHku 3ananenus [13, 18].

Metoro poOoTH Oya0 BHU3HAYCHHS IMYHOJIOTIYHOT
0C3MEeKH OPHUriHAIBLHOIO BITYM3HSIHOTO KOMOIHOBAHOTO TEJIHO
«Anprozan», creopenoro HaykoBmsamMu TOB “Jlabopatopis
“Ipuc”, M. XapkiB, KU BIPOBAKYBATUMETHCS y MEIUUHY
MPaKTUKY 5K JIKapChKU mpemapaT A MIiCIIeBOTO JTiKyBaHHS
3aXBOPIOBaHb  OMIPHO-PYXOBOTO  amapary 1  BEHO3HOI
TIaTOJIOT 1.

Marepian Ta Meroau aochimxeHnsi. OO’ ekr
JNOCTIKCHHS —  OpWTiHANbHUKA  KOMOIHOBaHHMU  Te€lb
«ANBro3zaH», AIIOYMMHU PEYOBHHAMH SIKOTO € IUKIO(EHaKy
JUETHJIaMiH Ta eKCTPAaKT HACiHHA KallTaHy KiHCBKOTO
(EHKK), a 10 ckiaay DOMOMIKHHX PEYOBHH TeneBoi Gpopmu
yBeneHi eraHoa 96%, mpomiJIeHITIKONb, KapOOoIoJ, HIMariH,
Hia30J1, TPHETAHOJIAMiH, BOJIa OYHIIICHA.

BuBdeHHS iIMyHOJOTIYHUX MOKA3HUKIB 3MIHCHIOBAIN
3a Tpaauuiinumu Metomamu [5, 11], ski BiATBOPIOIOTH
HOpMaJIbHy IMYHHY PE€aki(ito, i B pasi BIUIMBY (HETaTHBHOI'O
9M [O3UTHBHOTO) JOCIIKYBAHOTO IPENapary IO3BOJISIIOTH
BUSBUTH XapakTep WOro Aii Ha iMyHHY cucTeMy. BuBUYeHHS
BIUIMBY reiito “Anbrozan” Ha KIITHHHY JIAHKY IMYHITETY
MPOBEACHO HAa MHIIAX caMmiix macorw 18-2Q B peaxmil
rinepuytiusocti mosineHoro tumy (I'TIT) 3a meromom K.P.
Kitamura [1]. ImyHi3aumito TBapuH 3OiMCHIOBAIM LUISIXOM
0JTHOPA30BOTO BHYTPIIIHLOOYEPEBUHHOTO BBE/ICHHS
cycnensii epurpouutie 6apana (10’ y 50 mkn diziosnoriunoro
posuuny). I'enp “Anbrosan” HaHOCHIM Ha BHCTPHIKEHI
IUTSTHKA IOKipA MUIled po3mipom 1x1 cM momHs mpoTsarom
BCHOTO TEpPMiHY iMyHi3amii Ta BKJIIOYHO JO JOHSA OOIiKYy
pe3ynbTaTiB. 3arajgbHa TPUBANICTh HAHECEHHS Tpenapary
cradoBmwia 4 nob6u. Ha 5-y m00y sk po3B's3yBasibHY 103y
BBOJWJIN cycreHsito epurpouutie Gapana (10° y 50 mkn
(bi3i0nOriyHOr0 PO3YMHY) TiJ AmOHEBPOTUYHY IUIACTHHKY
ONHiI€T 3 HIKHIX KIHIIBOK. Y KOHTpJIaT€paJbHy Jamy
BBOJMJIM €KBIBaJIEHTHUI 00‘'€M (Di3i0JOriYHOrO pO3YHHY.
UYepes 24 ronviHM TBapMH BHBOAWIN 3 EKCIIEPUMEHTY i3
JOTPUMAaHHSIM  [paBWJl  eBTaHa3li y  OioJioriyHOMY
excriepumenTi [7,14] Ta Bigpisanu cromnm 3aaHiX KiHIIBOK Ha
piBHI  HaJICTYyIIAKOBOTOMIJIKOBOTO  cyrio0y. BwupasHicTh
MICIIEBOT peaKilii OIMIHIOBAIM 32 CIiBBITHOIIECHHSIM BEJIMIMHI
HAOPSIKYy CTOI JOCTITHOT i KOHTPOJBHOI JIal MUIIXOM BHMIipY
MacH CTON 3aJHiX KiHIiBOK. KOHTpOIbHUMH Tpynamu
CIYXWIA IMyHI30BaHi TBapuHH, SKi HE OJIEpPKyBau

antigens and contact of antibodies with substrate w
decreasing of capillary penetration; separation of
antigens that are resistant to lysis is restribiedheans

of stabilization of Iysosomal membranes in
macrophages influenced by NSAIDs that is essefotial
development of the further stages of immune regpons
Consequently, “recurrent mechanism” of
immunosuppressive effect of NSAIDs is implemented
[19]. As “Algozan” gel is offered for diseases wher
immunological processes are significantly important
pathogenesis, the investigation of its immunotropic
effect was of exceptional interest especially erfice on
cell and humoral part of immunity. Besides diclafeis
known to cause immunodepression (reduction in the
number of leucocytes as the main part of cell-bound
immunity) [8, 15]. Horse Chestnut Seed Extract
contains the chain of compositions (flavonoidsaviins

C, E, escin etc.) that realize their bioactivityotimgh
interfering in immunologically indirect links of
inflammation [13, 18].

The purpose of workwas identification of
immunological safety of the innovator domestic
combined “Algozan” gel created by the scientists of
“Laboratory “Irys” Ltd., Kharkiv that will be
implemented in the medical practice as medicine for
local treatment of musculoskeletal system diseases
and venous pathology.

Material and methods of research.The
object of research is the innovator combined
“Algozan” gel whose active factors are diclofenac
diethylamine and Horse Chestnut Seed Extract
(HCSE); and gel excipients contain ethanol 96%,
propylene glycol, Carbopol, Nipagin, Nipasol,
triethanolamine, and purified water.

Immunological indexes were observed
according to the traditional methods [5, 11] theaise
normal immune reaction and in case of either passiti
or negative influence of the investigational drug
allow showing its effect on immune system. The
influence of “Algozan” gel on components of cell
part of immunity was observed on male mice weight
18-20g in the delayed-type hypersensitivity test
(DTHT) by method of K.P. Kitamura [1].
Immunization of animal subjects was performed by
single intraperitoneal injection of sheep erythtesy
suspension (I0in 50 mcl of saline). “Algozan” gel
was applied to the trimmed skin areas of micel 1
cm in size daily during all the period of immunipat
and up to the calculation of results. It took 4 sl&y
apply the drug in total. On the®"5day sheep
erythrocytes suspension €lid 50 mcl of saline) was
injected under aponeurotic layer to one of the lowe
limbs. The contralateral leg was injected by
equivalent volume of saline. In 24 hours the angmal
were sacrificed with keeping to the rules for
euthanasia in the biological experiment [7,14] and
their lower limb feet were cut off at the levelakle
joints. The significance of local reaction was
estimated at balance of edema size of tested and
checked legs by weighting lower limb feet. The
control sets were immunized animals that did nle¢ ta
the drug and intact ones. The index of reaction was
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mpermapaTr, Ta  IHTaKTHI ~ TBapwHH. IHAEKC  peakmii
PO3paxoByBad 3a (HOPMYJIOO 3riIHO 3 METOAUKOKO [1].

EkcriepuMeHTH 13  NOCHIIKEHHsSI BIUIUBY TeIIO
“Anprosan” Ha MOKa3HUKW (PYHKIIOHAIBHOI aKTHBHOCTI B-
CHUCTEeMHM IMYHITETy IIpOBEIEHI Ha MWIIAX, IMYyHi30BaHUX
OJTHOPA30BHUM BHYTPIIIHbOOUYEPEBUHHNM yBeneHHsM 0,5 1
% cycnensii cBixux BigMutux epurpouuris 6apana (1) za
METOJIOM BH3HAYEHHS KIJBKOCTI aHTHTLIOYTBOPIOBAIBHUX
wiitaH (AYK) cene3inku y MULIeH i 3a METOIOM BH3HAYCHHS
AQHTUTII y CHUPOBATLi KPOBI TBapuH. Y OKPEMHX Cepisix
JOCHiAiB renb “Anbrosan” i WOro OCHOBY HAHOCWIM Ha
BHUCTPYDKEHI TIJISHKY MIKIpU MU po3Mipom 1X1 cm mmomms
MPOTATOM BCHOT'O TEpPMiHY iIMyHi3alii Ta 10 AHS OOIiKY
pe3ynbTaTiB. 3arajbHa TPUBANICTh HAHECEHHS Tpernapary
cknana 4 no6u. BusHaueHHS KiJIKOCTI aHTHUTIJIONPOTYIICHTIB
CeNe3iHKN MPOBOJIWIM 32 METOAOM JIOKAIBHOTO T'eMOJIi3y B
rexi [6]. 3a 4MCIOM MaKpOCKOIMIYHO BHAMMHX 30H IeMOJI3y
HaBKOJIO AaHTHUTIJIOYTBOPIOBAJIBHUX KIITHH MiJPaxoByBaJll
KUTBKICTh TNPOAYLEHTIB aHTHUTUI Ha JiM¢poigHuii oOpras.
Bu3HaueHHs LUPKYJIOIOYMX aHTUTUI y CHpOBATLi KpoBi 3a
peakui€ro aryoTHHALIl I'PYHTYETbCS Ha 3JAaTHOCTI aHTHTLI
(armroTHHIHIB), AKi  MICTATBCS B CHPOBATLi  KPOBI
IMYHI30BaHUX TBAapWH, CKJICIOBATH B I130TOHIYHOMY PO3YHHI
XJIOPHCTOTO HATPIfO EPUTPOIUTH OapaHa, 111(V)
BUKOPHCTOBYIOTECS SIK aHTHI'€H. THTPH I'€MariioTHHIHIB Y
CHUPOBATI[i KpOBI IMYHI30BaHMX TBapWMH BHU3HAYaIH Ha 5-y
noOy micns iMyHi3aril 3a METOAOM CepiiHUX PO3BEACHb Y
HOJIICTUPOJIOBHX IUIaHIIETaX [6].

PesynbTaTn fpociaigskeHHsi Ta iX 0OroBOpeHHS.
BB remro “Anbrozan” Ha KIITHHHY JIaHKY IMYHITETY
JIOCITKYBaII B yMOBax BIZATBOPECHHS peaxuii
rinepyyTIUBOCTI TOBUIBHOTO THITY, SIKa JIa€ YSIBICHHS IIPO
¢yHKIIOHAaNBHY —aKTUBHICTH T-cuctemu iMmyHitery. Llg
peakiliss  J03BOJIIE  TOCHITUTH BIUIMB TIperapary, 1o
BHUBYAETHCS, HA TPOMYKIII0O MEIiaTOPiB CEHCHOiTI30BaHUMHU
TiMpOIMTaMH, SIKi 3Ty4al0Th MOHOHYKJIEapHi (aromutu 10
iMyHHOI Bignosimi. Ilig BmuBOM MemiaTOpiB 1 BHACIHiTOK
Oe3mocepeHbOi  ITUTOTOKCUYHOI Ta  IUTOMATHYHOI  mil
CeHCHOUTI30BaHUX  JIMQOIUTIB BigOyBalOTbCS 3MiHH B
TKaHWHAX, SIKi Hal{yacTille BHSBJIAIOTHCS PO3BUTKOM Pi3HUX
BU[IIB 3amnajieHHs [5].

Sk BUAHO 3 JaHWX, HaBeACHUX Yy Tabmumi 1,
3HaveHHs iHaekcy peakuii ['TIT Ha i remo “Anbrosan” mae
BIpOTilHY  pO30DKHICT, 3  AHAIOTIYHMM  IOKa3HHUKOM
IMYHI30BaHOTO KOHTPOJIO, IIO CBIJYUTH IIPO TNPHUIHIYCHHS

(dyHKITIOHATEHOT aKTHBHOCTI edexTopin peaxiii
TinepyYyTIUBOCTI TOBIJTLHOTO THTTY. BcranoBiena
iIMyHOJleTIpecBHa  fisl  remo  “Anbrozan’, 0O0yMOBIeHa

BUPQXEHUM TaJIbMiBHUM BIUTMBOM JHUKIO(EHAKY HAa MpOILEC
BUBIILHEHHS MeIiaTopiB 3amajieHHs (ricTamid, CEpPOTOHiH,
KiHIHH, MPOCTATJaHAWHK) B €KCYJAaTHBHY (a3y 3amajieHHS,
o0 € TIATOrCHETUYHO  OOYMOBIICHHMM  MEXaHI3MOM
npotu3anaibHoi akTuBHOCTI HII3II. Linkom BiporimHo, IIo
MEXaHI3M MpPOTHHAOPSAKOBOI il remo “Anbrosan” Ha HaHid
MOJIeNIl pealli3yeTbcsi 3a paxyHOK BTpPYYaHHS B OOMiH
MEIIaToOpiB 3amajcHHA He IUINe TUKIoQeHaKy, ane i
0iOJIOTIYHO aKTUBHUX PEYOBHH EKCTPAKTy TipKOKAIITaHy
[16].

Bruus renro “Anprozan” Ha TyMOpaJbHY IMYHHY
BIMOBIAb JOCIIKYBAId 3 BHKOPHCTAHHAIM 2-0X METOIB!
BU3HAYCHHSA KUIBKOCTI aHTHUTUIOYTBOPIOBAJIBHUX  KIITHH
CeNe3iHKN y MUIIEH 1 BU3HAUEHHS aHTUTLI Y CHPOBATIII KPOBi
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calculated using the formula according to the
methods [1].

Investigation experiments on the influence of
“Algozan” gel on the indexes of capacity of B-cell
immunity were made on mice immunized by single
intraperitoneal injection 0.5 ml of washed and Htgs
prepared 1% suspension of sheep erythrocyté l¢40
method of measuring number of antibody-formingscell
(AFC) of mice spleen and measuring antibodies in
animal blood plasma. In every single set of expenis
“Algozan” gel and its foundation was applied on the
trimmed skin areas of micexl cm in size daily during
all the period of immunization and up to the caitioh
of results. It took 4 days to apply the drug inatot
Antibody producer of spleen was evaluated by method
of local hemolysis in the gel [6]. Number of antilyo
producers on lymphoid organ was calculated by numbe
of macroscopically visible zones of haemolysis atbu
antibody-forming cells. Identification of circulag
antibodies in blood plasma at reaction of aggltitnés
based on capability of antibodies (agglutinins} #ne
contained in blood plasma of immunized animals, to
glutinate sheep erythrocytes in isotonic salinsaafium
chloride that are used as antigen. Titers of
hemagglutinins (HA) in blood plasma of immunized
animals were identified on the "5day after
immunization by method of serial dilution in polysi
titer plates [5].

Results and discussion of researchThe
influence of “Algozan” gel on cell part of immunity
was investigated in conditions of reproduction of
hypersensitivity of slow type that gives an idea of
capacity of T-cell immunity. This reaction allows
investigating effect of the studied drug on produait
transmitters by sensibilized lymphocytes that lead
mononuclear phagocytes to immune reaction. There
are some changes in tissues that are usually
developed by different types of inflammation
influenced by mediators and as a result of immediat
cytotoxic and cytopathic activity of sensibilized
lymphocytes [5].

As it seen from the statistics given in the
table 1, index of reaction GPT against “Algozan! ge
has probable difference with equivalent index of
immunized control that indicates depression of
functional activity of effectors of delayed-type
hypersensitivity test. Established immunosuppressiv
effect of “Algozan” gel is determined by inhibitory
influence of diclofenac on the process of migratién
inflammation mediators (histamine, serotonin, kénin
and prostaglandins) in exudative inflammation perio
that is pathogenetic determined mechanism of anti-
inflammatory activity of NSAIDs. The mechanism of
anti-edema action of “Algozan” gel on this model is
likely to be realized by means of intrusiveness not
only diclofenac but biologically active substancds
Horse Chestnut Seed Extract to metabolism of
inflammation mediators [16].

The effect of “Algozan” gel on humoral
immune response was investigated basing on two
methods: evaluating of antibody-forming cells (AFC)
of mice spleen and measuring antibodies in animal
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TBapUH HA TJi 3acCTOCyBaHHS mpemnapary. [lepmmid mMeTon
3aCHOBAHO Ha 3/1aTHOCTI TiMpoiTHIX KITITHH
eKCIIEPUMEHTAIILHUX TBapHH, IO IMyHI30BaHi TyXOPiTHUMH
EPUTPOIMTAMH, CEKPETyBaTH AHTHEPUTPOLUMTAPHI AHTHUTINA,
SKi BUKJIMKAIOTh JI3UC EPUTPOIMTIB Yy TPUCYTHOCTI
KOMIUICMEHTY. Peakmis arnmoTuHAmii TPYHTYETbCS Ha
3ATHOCTI aHTUTLN (arJIOTHHIHIB), SIKi MICTATHCS B CHPOBATII
KpOBI IMYHI30BaHMX TBapHH, CKJICIOBATH B i30TOHIYHOMY
PO3uUMHI XJOPUCTOTO HATPiI0 EpUTPOLMTH OapaHa, IO
BUKOPHCTOBYIOThCS sIK aHTHreH [5]. OTpumani pes3ynbTatu
HaBeJeHi B Tabmuuax 21 3.

PesymbraTe  mOCHiKEHHA TOKa3and, IO Teib
“Anprosan” Ta WOTO OCHOBa TpH HAIIKIpHIH iMyHi3zamii He
YUHATH TOCTOBIPHOTO 3HAUYIIOTO BIUIMBY Ha KUTBKiCTh AYK
y CeJIe3iHIlI MUIICH, MOPIBHIHO 3 IMYHI30BaHUM KOHTPOJIEM,
0 CBIMYUTH PO BIACYTHICTH Jii mpemapaTy Ha B-kimiTuHHY
JaHKy imyHiTery. HesiporizHo 3Hauymie miABHILCHHS
kimbkocTi AYK MOXHAa TOSCHUTA TICBHHM  BIUIHBOM
CKCTPaKTy 3 HACIHHS TipKOKAallTaHy, J0 CKJIaAy SKOTO
BXOJATH ()IaBOHOIAM, SIKI YMHATH MOMIPHY CTUMYJIHOBAIBHY
JII0 HA TYMOpPAJIbHY JIAHKY IMYHITETY.

blood plasma against administration of the medicine
The first method is based on ability of lymphoidice
of the experimental animals that are immunized by
heterogenic erythrocytes to secretion antierythesy
bodies that cause lysis of erythrocytes in theqires
of complement. Reaction of agglutination is based o
ability of lymphoid cells of the experimental anilsma
that are contained in blood plasma of immunized
animals to glutinate sheep erythrocytes that aesl us
as antigen in isotonic solute of sodium chloridg [5
The obtained results are listed in the tables 23and

Results of research showed that “Algozan”
gel and its foundation do not cause considerable
effect on number of AFC in mice spleen under
epicutaneous immunization in comparison with
immunizing control that shows the absence of
medicine action on B-cell part of immunity.
Incredibly significant increase of number of AFGhca
be explained by certain effect of Horse ChestnetdSe
Extract that consists of flavonoids which stimulate
reasonably humoral part of immunity.

Ta6muug 1 Table 1

Biuus reso “ Aabrosan” Ha nepe6ir peaxuii CIIT The effect of “Algozan” gel on reaction path of GPT

I'pynu tBapun Groups of
animals

Ymosu nocnigy Conditions of
the experiment

KinpkicTs TBapuH
Number of animalg

Inpmexc peakuii
Index of reaction

MacoBuii KoediLlieHT cene3iHKH
Mass coefficient of spleen

“Algozan” gel foundation applications

IMyHi30BaHHI KOHTPOJIb - 11,00+1,75 0,69+0,07
Immunized control

Tens “Ansrozan” “Algozan” gel - 4,90+2,08* 0,78+0,08

OcHoBa remo “Anbrozan” Hawkipsi arutikanii Skin 3,86+0,90* 0,71+0,11

Ta6nuug 2 Table 2

Bnuus resro “ Anbroszan” Ha kinbkicte AYK cese3inku Mulueii npu nepBuHHii imyHHii Binnosiai

The effect of “Algozan”

el on number of AFC in micespleen by first-set response

I'pynu tBapun Groups of animals Kinskicts Number Kinbkicts AYK Ha cenesinky Number of AFC on spleen
ImynizoBanmii kouTpossE IMMunized control 7 11500,00+2240,00
Tens “ Ansrozan” “Algozan” gel 9 18140,00+3250,00
Ocnoga remo “Anprozan” “Algozan” gel foundation 7 7706,67+1680,72

Ta6nuus 3 Table 3

PiBeHb cHpOBAaTKOBUX reMarJIIOTUHIHIB NPU NePBUHHIN iMyHHiH BianoBini y muiei, siki orpumyBasu resis “ Anbrosan”
The level of serum hemagglutinin by first-set respose of mice that took “Algozan” gel

Ipenapar Medicine

Kinskicts TBapur Number of animals

Tutpu remarmotusinis Titers of hemagglutiningg -

Kontpoms Control 8 10,90+0,85
Tems “ Ansrozan” “Algozan” gel 8 12,83+1,10
Ocnoga remo “Anbrosan” Algozan” gel foundation 8 9,75+0,49

Ipumitka. * - BixxuieHHs Biporiase moxo kountpoito, p<0,05. Comment. * - excursion is possible concegmmuiexes of immunized contrgl;10,05.

PesynbraTy CKCIEPUMEHTY, HaBeACHI y Ta0m. 3,
CBiM4aTh TMpO Te, IO MiCIeBe 3acCTOCYBaHHS TeIo
“Anprosan” y TBapHH MPOTATOM BCHOTO TEpioay iMyHizamii
HE BIUTMBA€E HA TUTPH IUPKYJIIOIOYNX aHTUTUI Y MOPIBHSAHHI 3
KOHTPOJIBHOIO TPYIIOI0, TOOTO HE 3MIHIOE XapaKkTepa Ta PiBHSI
peakuii IepBUHHOT T'yMOpajbHOI IMyHHOT BiIOBII.

Ha mincraBi naHWX, OTPUMAaHUX Y XOJI BUBUCHHS
IMYHOTpOITHOT Iii remo “Anbrozan”, BCTAHOBIEHO, IO IPHU
HAIIKIDHOMY  HAHECEHHI IpenapaT HE BIUIMBAaE Ha
TYMOPAJGHUN KOMIOHEHT IMYHITETY, NMPOTE YHUHHUTH IICBHY
IMYHOJIETIPECUBHY Jif0 Ha T-KIITHHHY JIaHKY IMYHITETY.
ImoBipHO, m0 iMyHOmEnpecHBHA misi remo “Ambrosan”
00yMOBJIEHA TPUTHIYYBATHHUM BIUIMBOM JUKIO(EHAKY Ha
MemiaTropd  3amajgeHds  (ricTamiH, CEpOTOHIH, KiHiHH,
NpOCTArJIaHIUHN), SKi BHIUISIOTECS CEHCHOLII30BAHMMU
niMmpormTaMu-e()eKTOpaMu Ta TMPU3BOIATH 0 iHDIIBTpamii
TKAaHUHH ¥ JI0 PO3BUTKY JIOKAJBHOTO HAOpsKy, IO €
XapaKTEPHOIO 03HAKOIO peakuii rinepyyTINBOCTI
CIOBUIBHEHOTO TUIY. BapTo miIKpecauTH, o Ha BiqMIHY BiJ

Results of the experiment which are listed in
the table 3 show that local administration of
“Algozan” gel which was took by animals during the
whole period of immunization does not influence on
titers of circular antibodies in comparison withe th
control setup i.e. it does not change reaction reatu
and level of primary B-cell response.

According to the results received during
studying of immunotropic effect of “Algozan” geleh
medicine is defined not to influence on humoral
component of immunity but has immunosuppressive
effect on T-cell part of immunity at dermal
administration. Immunosuppressive effect of “Algaza
gel is likely to depend on negative effect of dieftac
on mediators of inflammation (histamine, serotonin,
kinins, and prostaglandins) that are disengaged by
sensibilized lymphocytes-effectors and cause riafitin
of tissue and progression of local abscess tlsgiisific
characteristic of delayed-type hypersensitivity. thds
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IHIMX TIpemnaparis, ki BMintyroTh HII3II, rens ,,Anbrozan”
HE BIUIMBAE Ha TI'yMOpPaJIbHHUI KOMIIOHEHT iMyHitery. Lle
0OTpYHTOBYE JTOMIILHICTH HOTO 3aCTOCYBaHHS IS MiCIIEBOTO
JIKYBaHHS 3aXBOPIOBaHb CIOJYYHOT TKAaHHHU 3alajbHO-
IMYHOJIOTI9HOTO TeHE3Y.

obviously that unlike other medicines that contain
NSAIDs, “Algozan” gel do not influence on B-cell
response. It proves advisability of its adminigbratfor
local treatment of connective-tissue diseases of
inflammatory-immunological genesis.

.

1. Tenmp “Anprozan” Tnpu HAIIKIpHOMY HAaHECEHHI YWHUTH

MEBHY IMYHOAENPECUBHY Hif0 HAa T-KIITHHHY JaHKY
IMyHITETY, [0 00YMOBJIEHO IIPUTHIYyBaJIbHUM BIUIMBOM HOTO
JII0OYOr0  KOMIIOHEHTY  (OukiaodeHaky) Ha  MediaTop-
OIIOCEPEIKOBaHI MEXaHI3MHM 3allaJieHHs, B SKUX 3aisHi
ceHcuOLTi30BaH1 JIiMpOUTH-ePEKTOPH.
2. MicueBe 3aCTOCYBaHHS I'elll0 «AJBro3aH» HE CIIPUYHHSE
CYTTE€BUX 3MiH (YHKLIOHAIBHOI aKTHBHOCTI B-KIITHHHOI
JIAaHKW IMYHITETY, HacaMIlepeI, IpoIecy aHTUTUIOYTBOPEHHS.
Ilepcnexmueu nodanvuiux 00CHiONCEnb NONAAIOMb 8 MOMY, WO

2efib €ANb203aH» Modice OYymu peKoMeHO0B8aHUll Ol KIIHIYHO20 BUBHEHHS SIK
3acoby 015 Micyego20 JKYBAHHA 3GXB0PIO6AHb  CHONYYHOI  MKAHUHU

577777,

1. By dermal administration “Algozan” gel has
immunosuppressive effect on T-cell part of immunity
that is determined by inhibitory action of its
functional component (diclofenac) on neuromediator-
mediated inflammatory mechanism where
sensibilized lymphocytes-effectors are used.

2. Local administration of “Algozan” gel does not ca-
use any reasonable changes of capacity of B-aglbpa
immunity and especially process of antibody foromati

Prospects for further investigationivolve possibility of
“Algozan” gel to be recommended for clinical study a topical
preparation of connective tissue diseases of infiatory-
immunological genesis.
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EKCHEPUMEHTAJIBHOE UCCJEJTOBAHUE NOTEHLIMAJBHOIO HMMYHOTOKCHYECKOI'O JEHCTBUS
KOMBUHHUPOBAHHOI'O I'EJIS «<AJIBI"O3AH>»
SIxosieBa JL.B., JleB’ saitkin O.€., Caxaposa T.C.

B craThe mpuBEAEHBI PE3yNbTAThl HKCICPUMEHTAIBHOTO W3Y4YCHHS BIMSHUS OPUTHHAIBHOIO KOMOMHHPOBAHHOTO Teis «AJbrozaH» Ha
pasiuuHbIe 3BEHbS HMMYHHOTO OTBETa. B YCIOBHUSIX BOCIPOHM3BEACHHS PEAKIMU TUIIEPYYBCTBUTEIBLHOCTH MEUICHHOTO THIIA, KOTOpas JaeT
npeicTaBieHue O (yHKIMOHATBGHOW aKTUBHOCTH T-CHCTEMBI HMMMYHHTETa, YCTAHOBJCHO, 4YTO «AIBro3aH» OKa3bIBaeT OIPEACICHHOE
MMMYHOJICTIPECCHBHOE JEHCTBHE, KOTOPOE OOYCIIOBICHO YTHETAIONIMM ICHCTBHEM €ro KOMIIOHEHTa (IMKIO(EHaKa) HA MEIHATOP-OMOCPEIOBAHHbIC
MEXaHMU3MbI BOCHAJICHUs. B HCCIEIOBaHUAX MO N3YYCHHIO BIHSHUS «AJbro3aHa» Ha IPOLECC aHTUTEI000pa30BaHMs MTOKA3aHO, YTO KaK OPUTHHAJBHBII
npenapar, Tak U ero OCHOBa NPH HAKO)KHOW MMMYHH3AaLMH HE OKAa3bIBAIOT JOCTOBEPHO 3HAYMMOIO BIIMSHHS HAa KOJHUYECTBO AHTHTENOOOPA3yIOIINX
KJICTOK B CEJI€3CHKE MBILICH M0 CPAaBHEHHIO ¢ UMMYHU3HUPOBAHHBIM KOHTPOJIEM, HE BIUSIOT HA TUTPhI LIUPKYJIUPYIOLIUX aHTHTEN, TO €CTh HE U3MEHSIOT
XapakTep ¥ ypOBEHb PEaKLMK IIEPBUYHOTO I'YMOPAILHOTO MMMYHHOTO OTBETA.

Ki1roueBblie cj10Ba: KOMOMHUPOBAHHBIN T'ellb «AJIbro3aH», UMMYHHBbIH OTBET.
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