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B craTbe mpexacTaBieHbI pe3yibTaThl CPABHUTEIBHOTO aHAJIM3a NMPOTHBOOOJIEBOH aKTUBHOCTH 1-THUIPOKCH-
1,1-stumnpennudochoHoBOM KHCIOTH, Ouc(2-Tmpumii-1,2,4-Tprasonni-3)ponada 1 X aaayKTa B 103ax S,
50, 100 u 200 Mr/kr y caMmoB KpbIc. DKCHEPHMEHTHI IpoBeieHbl Ha 150 1abopaTopHBIX KphICax-caMuax
auHuu Bucrap B TecT-moaensnx octpoit Tepmuueckoit («tail-flicky, «hot plate») u mexannueckoit 60 (Tect
Ponpanna-Cenurro). Ilokazano, uto amnykr 1-ruapokcu-1,1-stmmmunenandochoHOBOM KUCIOTH U Ouc(2-
nupuani-1,2,4-rpua3onii-3)opornaHa  MPeBOCXOAUT IO MPOTHBOOONEBOH aKkTHBHOCTH |-ruapoxcu-1,1-
STHIHACHANPOCPOHOBYIO KHCIOTY B Tecte «tail-flick» B mozax 50, 100 m 200 mr/kr; B Tecte Panmanna-
Cemurro — B go3ax 5, 50, 100 u 200 mr/kr; B Tecte «hot plate» — B mo3e 50 mr/kr. buc(2-tupuanin-1,2,4-
TPHA30JIWI-3)IPONIaH yCTYHaeT HccieayeMoMy amaykTy B Tecte «tail-flick» B mo3e 100 mr/kr; B Tecte
Panpanna-Cenutro — B 103ax 50, 100 u 200 mr/kr; B Tecte «hot plate» — B mo3ax 5, 50 u 200 mr/kr.
Kniouesvie cnosa. 1l-runpokcu-1,1-stununenaudocdoronas kuciorta, Ouc(2-mupuai-1,2,4-tpua3zonu-
3)nponaH, aamyKT, OoieBas YyBCTBHTEIBHOCTH, aHAIbIETHYECKUH 3(deKT, mepuenTyaabHbIl KOMIIOHEHT
60, MeXxaHW4ecKast 00JIb, CIIMHAJIBHBIN U CYNPacIMHAIBHBIA MEXaHH3MBI PETYISIIIMN OOJIH.

BBEJIEHUE

B mpempiaymiein nyOnukamuu  [1]  Obuto  mokaszaHo, uTo  l-ruapoxcu-1,1-
stmmaeHaudochonoras kucnora (I'IK), Ouc(2-nupunmi-1,2,4-tpuasonui-3)npomnan
(BTII) m ux agaykr (I'’IK+BTII) B pasnuunbx mo3ax B amamazoHe oT 5 mo 200 mr/kr
CYIIECTBEHHO HW3MEHSIOT OOJICBYI0 YYBCTBUTCIBHOCTH KPBIC-CAMIIOB, TIIOBBIMIAs €&
MOpPOTH, U B OMNpPENCIEHHBIX J103aX OKa3bIBAlOT aHaJIbreTuueckuii 3pdexr ¢ yuactuem
Pa3IMYHBIX MEXaHW3MOB PETryJsiuA O0NH (CIMHAIBHBIA W CyNpacHUHAIBHBIA YPOBHU
perymanuu  O00nM, TEpUENTyalbHBI KOMIIOHEHT OOlHM, MeXaHudeckas OoieBas
YYBCTBUTEIBHOCTD).

Cy1ecTBeHHBIN HHTEPEC MPENCTABISIET MPOBEIEHNE Y CAMIIOB KPBIC CPAaBHUTEIEHON
OIIEHKH TPOTHBOOOJEBBIX 3PHEKTOB HOBOCUHTE3MpOoBaHHOTO coenuHeHust — [ JIK+BTII —
n ero ucxomusix kommoHeHToB (I'IK w BTII), mocmyxuBmmMX s HadbHEUIIETO
XUMHUYECKOTO cuateza  ['JIK+BTIL DTO  TO3BOJIUT  TIOHSATH HAaCKOJIbKO
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HoBocuHTe3upoBanHoe BemiectBo (I'AK+BTII) npeBocxomuT M WM ycTymaer IIo
MIPOTUBOOOJIEBON aKTUBHOCTH CBOMM XUMH4YecKknM TnipeamectBenankam (I'JIK u BTII).

Lenp paboTel — NPOBECTH CPABHUTENBHBIA aHAIM3 BIUSHUS MPOTHBOOOJIEBBIX
apdextoB ['IK, BTII u I'’IK+BTII Ha GoneByr0 4UyBCTBHUTEIBHOCTH CaMIIOB KpBIC B
nuana3one 703 ot 5 1o 200 Mr/kr.

MATEPHUAJIBI 1 METO/IbI

JuzaifH 3KCcrieprMeHTa, MCIIONb30BaBIIeecs 00OPYAOBaHHE, SKCIEPUMEHTANbHBIC H
CTATUCTUIECKUE METOIBI ICTATBHO OTHMCaHbI B padote [1].

Hns cpasautenpHOl orenkn 3ddexroB BTIIHI K, I'’IK n BTII ma ocHoBanmm
pe3yabTaTOB, MOJAYYCHHBIX B pabote [1], paccunThiBamy ko3 GUIUEHTHI MPOTHUBOOOICBON
axtuBHOCTH (KITA) T'’IK+BTII otrHOCHTENnbHO 3ddekroB I'IK (KITA raxssrrax) 1 BTIT
(KIIA rjg+pveTin) B TPOIEHTaX OTHOCHUTENBHO KOHTPOJIS IO POpPMyIam:

KA rpxsrvrax= (CAK+BTII (%) — TAK (%))/TAK (%)

KITA rag+srvsn= (TAK+BTIT (%) — BTII (%))/BTII (%)

PE3YJIBTATBI 1 OBCYXJIEHUE

CpaBHUTE/IbHBIH aHAIU3 MPOTHBO0OJIEBONl AKTUBHOCTH aJayKTa 1-rmapokcu-
1,1->runmunenandochoHoBoOI KHCJIOTBI H onc(2-mupuania-1,2 4-rpuazonui-
3)nponana otHocuTedbHO 3¢dexToB 1-ruapokcu-1,1-3tunnnenaudocdononoii
KHCJIOTBI.

Kak Buano u3 puc. 1, TIK+BTII B Tecte «tail-flicky» mpossisin MeHee BBIpakeHHYIO
MPOTHUBOOOJIEBYIO aKTUBHOCTH 1O cpaBHeHuto ¢ ['JIK B 103e 5 Mr/kr, 9T0 OTpa)xkaioch B
cHwkeHnn KITA rjx+privrax B CTOPOHY OTPHLATENBHBIX 3HaueHHHA. ONHAaKoO B AHMAIa30He
no3 or 50 mo 200 mr/kr ['IK+BTII, nHaoGopoT, oka3biBan Ooiee BBIPAKCHHBIN
npotuBoOoneBoit >¢pdexkr mo cpaBHermoo ¢ [JIK, cmma xoTtoporo Bo3pacTana ¢
YBEJIMYEHHEM JI03BI, YTO TPOSIBISUIOCH B COOTBeTCTBYIOmEeM yBenndeHHH KITA ryx+srvrx
oTHOocuTenpHO Hyna (puc. 1, A). DTO CBHIETEIBCTBYET COTJACHO METOIUYECKOM
MHTEpIpeTaluy ucrnonb3dyeMoro tecta [2—4] o tom, uto I'IK+BTII B ykazaHHBIX A03ax
oonee sddextuBHO, yem [JIK, cHmkaer O0JEBYIO UYyBCTBHTEIBHOCTH C YdYacTHEM
HEepIENTyaIbHOT0 KOMIIOHEHTA M CIIMHAJIBHOTO MEXaHH3Ma PETYIISLIH OOIIH.

B tecte Panpamna-Cenurro I'/IK+BTII, moka3biBaroieM MeXaHUYECKYIO OOJICBYIO
YyBCTBUTENBHOCTH [5], BO BCEM amamazoHe uccienyeMbix 03 (5-200 mr/kr) okazancs
oonee oddextuBHbIM aHamprerukoMm, uem [JIK, yBemwmumBas KIIA  rpxesrivrax
OTHOCUTENFHO HYJS W TIPOSIBIISS HauOOJBIIYIO TPOTHBOOOJIEBYIO aKTHBHOCTh B JI03€
100 mr/kr. To ecth naHHoe coeauHeHue Oosice P(H(HEKTUBHO CHMKAET MEXAaHHUECKYIO
00JIEBYIO UYBCTBUTEIBHOCThH CaMIIOB KpBIC.

B Tecte «hot plate» (puc. 1, A), oTpaxkaroiiem BKJiaa B 00JICBYIO UyBCTBHTEIBHOCTh
CylpacniHaJIbHOTO MexaHu3ma e€ perymsiuuu [6-8], Hanporus, ['JIK okazamace Gozee
3¢ (eKTUBHBIM TPOTHBOOOJIEBBIM cpesicTBOM B A03ax 5, 100 u 200 mr/kr, yem I'JIK+BTII
(KITA rpx+prrvrax B 3aBUCUMOCTH OT YBEJIWYEHUS 103l CHIDKAJICS OTHOCUTEIIBHO HYJIS C
yBenuyeHueM 103b1). Tosibko B no3e S0 mr/kr ['JIK+BTII oka3zancs 6onee 3 hekTHBHBIM
AQHAJIBIETUKOM C Yy4YacTHEM CYNpPAclyWHAJIBHOIO MeXaHH3Ma peryisiiuu Oonm 1o
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cpauennto ¢ I'JIK, Tak kak KIIA rpxsrirax Bo3pacTanm B 00IacTH IOJOKHTENBHBIX
3HAUYCHUM.

tail-flick  Tecr Panganna-Cenurro hot plate
1.00+
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Puc. 1. Kosdpduuument nporuBo0o0JIeBOM aKTMBHOCTH aauykTa 1-ruapokcu-1,1-

strnmuaeHIuGocPoHOBON  KUCIOTBI u  Ouc(2-mupunni-1,2,4-Tpuazonmi-3)mpomnana

oTHocuTenbHO 3 dekros 1-rumpokcu-1,1-sTununennnpochoHOBON KUCIOTHI HA OOJIEBYIO
YyBCTBUTEIILHOCTh KpbIC-caMIIOB B TecTax «tail-flick», Panpanna-Cenutro u «hot platey.

CpaBHHMTEJbHBIH aHAJN3 NPOTHBO0OIEBON AKTUBHOCTH aJAyKTa 1-rupokcu-
1,1->rununenandocdhoHoBoi KHCJIOTBI " ouc(2-mupuania-1,2, 4-rpuazonui-
3)nponana oTHOcHTEIBHO 3P PexToB OUCc(2-MupuAWI-1,2,4-TpUazoani-3)nponana.

Mo cpasuenuto ¢ BTTI, coenunenue ['JIK+BTII B Tecte «tail-flick» B mo3e 100 Mr/kr
OKa3bIBal BBIPAKEHHYIO MPOTHBOOOJEBYIO AKTHBHOCTh C y4YacTHEM MEPLENTYalbHOTO
KOMITOHEHTa M CIMHAIBHOTO MeXaHu3Ma 00JH (COrIaCHO METOJMUECKUM PEKOMEH IAIHSAM
MPOBENCHUS TaHHOTO TecTa [2—4], 3HaunTenbHo noBeias KIIA ryx+srivrix OTHOCUTENBHO
Hyns (puc 2, b).

B Tecte wMexanmdeckoit OoneBoil uyBcTBHTENBHOCTH Ponpamnma-Cemurro [4]
I'’IK+BTII B mo3ax 50, 100 u 200 mr/kr (puc. 2, b) okazancs Gomnee 3¢ ¢heKTUBHBIM
aHaneretukoM, 4yeMm BTII, yBennuuBas KIIA rax-srvrax OTHOCHUTENBHO HYIIA M IIPOSBILA
HanOOJBIYI0 TPOTUBOOOJEBYIO aKTUBHOCTH B no3e 100 mr/kr. JlaHHoe BemecTBO B
yKa3aHHbIX Ao3ax Ooznee »ddexruBHO, yeM BTII, cHmKanmo MexaHHYECKylo OOJEBYIO
YYBCTBHUTEJIBHOCTh Y CAMIIOB KPBIC.

B tecte «hot plate» (puc. 2, b), orpakaromiem ydactue B 00JI€BOI UyBCTBUTEILHOCTH
cynpacnuHajgbHOro Mexanusma e€ perymsinuu [6-8], anaykt I'JIK+BTII B no3ax 5, 50 u
200 mr/kr okazancs Oonee >pdexTuBHBIM aHambretukoMm, yeM bTII, Tak kax KIIA
[AK+BTIVETI YBEITMIHUBAJICS oTHOCUTENbHO Hyns. To ecth ammykt I'IK+BTII o6naman 6onee
BBIPRKEHHON TPOTUBOOOJIEBOI aKTHBHOCTHIO C y4YacTHEM CYNPACIHUHAIBLHOTO YPOBHS
peryisnuu 0ouu.
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Puc. 2. KosdpduuumeHnt npoTtuBoOOJICEBOM aKTUBHOCTH aanykTa 1-ruapokcu-1,1-

strnuaeHanpocHoHOBOH  KHCIOTBI W Ouc(2-mupuani-1,2,4-tpuazonui-3)nponana
oTHOCUTENbHO d3(]dexToB Ouc(2-mupuann-1,2,4-rpuazonmi-3)nponaHa Ha OOJEBYIO
YyBCTBUTENBHOCTH KpBIC-caMIIOB B TecTax «tail-flick», Panmamma-Cenurro u «hot plate».

Takum oOpazom, [JIK+BTII 3HauuTenbHO MNPEBOCXOAMI IO MPOTUBOOOJICBOM
aktuBHOCTH BTII B Tecre «tail-flick» B mo3e 100 Mr/kr, yBenmunBas aHaJIbre3HIO 32 CUET
NEePUENTYyaTbHOTO KOMIIOHEHTa W CIUHAJIBHOTO MEXaHW3Ma PEryisiluu OONd; B TecTe
Panpamna-Cenurro — B mo3ax 50, 100 u 200 mr/kr, cHKas MEXaHUYECKYIO OOJICBYIO
YyBCTBUTENBHOCTh; B TecTe «hot plate» — B mo3ax 5, 50 m 200 Mr/kr ¢ ydvactuem
cynpacnuHagbHOro Mexanu3ma perymsanuu 6omu. ['JIK+BTII B Tecte «tail-flick» B mozax
5 mw 200 MI/Kr HE3HAYWTENbHO YCTyMal MO NpoTHBOOOJeBOM akTuBHOCTH BTII
(mepuenTyanbHbI KOMIIOHEHT U CIIMHAIIBHBIM MEXaHU3M PETYJISIIUU OOJIH).

B memom woxHO ckazate, uro coeauHeHne [ JIK+BTII mnpeBocxogumo 1o
npotuBobosieBoit aktuBHocTH ['JIK B Tecre «tail-flick» B mo3zax 50, 100 u 200 mr/kr,
YCHUJIMBAsI aHATITE3UIO 32 CUET MEePIENTYyaTbHOr0 KOMIIOHEHTA W CIIMHAIBHOI'O MEXaHH3Ma
perymsanuu 6onun; B Tecte Parmamna-Cenurro — B go3ax S5, 50, 100 u 200 Mr/kr, cHybKas
MEXaHMUYECKYI0 OOJIEBYIO UYBCTBHUTEIILHOCTB; B Tecte «hot platey — B mo3e 50 mr/kr c
Yy4acTHEM CYNpPacCIMHAIBHOTO MEeXaHn3Ma peryisinun 6omu. [Ipu 3ToM, JaHHOE BEHIECTBO
ycrynano mo npotuBoboneBoit aktmBHOCTH ['JIK B Tecre «tail-flick» B moze 5 mr/kr
(mepuenTyanbHbBIA KOMIIOHEHT M CIMHAJBHBIM MEXaHU3M perysisinuu 6omn) u B Tecte «hot
plate» — B no3ax 5, 100 u 200 Mr/kr (cynpacnuHaIbHBIA MEXaHU3M PETYJIISIUN OOIH).

3AKJIIOYEHHE

OOHnapyxeHOo, u4TO ainykT l-rugpokcu-1,1-stummaennudochoHoBas KHUCIOTHL H
ouc(2-nupuaun-1,2,4-rpua3onui-3)npornasa B ONPeIeIEHHbIX /103aX 10 MPOTUBOOOJIECBOM
AKTUBHOCTU TIPEBOCXOJUT JIMOO YCTYNaeT CBOMM KOMIIOHEHTaM NpeAlICCTBCHHUKAM —
1-runpoxcu-1,1-stunmuaenaudochonopoit kucnore u Ouc(2-mmpunni-1,2,4-Tprazonmi-
3)mpornany:

202



CPABHUTEJIbHbIA AHANU3 NPOTUBOBOJIEBON AKTUBHOCTM ...

1. Annykr 1-ruapokcu-1,1-atunmuaennudocdoHoBoit kucmotel u Oouc(2-nmupuaun-1,2,4-
TPHA30JIIII-3)IIPOTIaHa MPEBOCXOAUT IO MPOTHBOOOIEBOW AKTHBHOCTH |-THAPOKCH-
1,1-stununenaudocdoHoByro kucnoty B Tecte «tail-flick» B mozax 50, 100 u 200
MI/KT, YCUJIMBAasl aHAJIbIEe3UI0 33 CUET MEepUENnTyalbHOr0 KOMIIOHEHTAa U CIIUHAJIBHOTO
MeXaHHM3Ma peryisiun 0oim; B Tecte Panmamna-Cenutro — B mo3ax 5, 50, 100 u 200
MI/KT, CH)Kasi MEXaHH4YECKYI0 OOJIEBYIO UyBCTBHTENBHOCTh; B TecTe «hot plate» — B
noze 50 Mr/kr ¢ yyacTheMm CyMpacHHHAaIbHOTO MEXaHu3Ma peryisiunu Ooomm. [lpu
3TOM JaHHOE BEIIECTBO YCTYIAaeT MO MPOTHBOOOIEBON aKTWBHOCTH 1-ruapoxcu-1,1-
stunmuaeHaudochonoBoir  kmcmore B Tecre  «tail-flicks B moze 5 wMr/kr
(mepuenTyalbHBIH KOMIOHEHT W CIIMHAIBHBIA MEXaHU3M PEryJSIIUU 00JH) U B TecTe
«hot plate» — B mo3ax 5, 100 u 200 Mr/kr (cynpacurHaIbHBI MEXaHU3M DPETYJIISIHH
6ommn).

2. Apnykr 1-ruppokcu-1,1-atununenaudochonoBoit KucioTsl u ouc(2-mupuami-1,2,4-
TPHA30JIWI-3)IpONaHa 3HAYMTENBHO MPEBOCXOAUT MO MPOTHBOOOIEBON aKTUBHOCTH
ouc(2-mupuauin-1,2,4-rpuazonun-3)nponan B tecre «tail-flick» B mo3e 100 mr/kr,
YBCJIMYUBAA AHAJIBIC3UIO 3a CUéT MNEPUCITYAIbHOI'0 KOMIIOHCEHTa W CIIHMHAJIBHOTO
MexaHu3Ma perymsiuun 6onu; B Tecte Pannmamna-Cenurto — B mozax 50, 100 u 200
MTI/KT, CHIKasi MEXaHHUECKYI0 OOJIEBYIO UyBCTBUTEIILHOCTD; B TecTe «hot plate» — B
no3ax 5, 50 u 200 MI/KT ¢ y4acTHeM CYIPAacTIMHAIBHOTO MEXaHU3Ma PETYJIISIIH O0IH.
Annykr 1-ruapokcu-1,1-3tunuaeHaudochoHoBoi KUCIOTH U Ouc(2-nupunni-1,2,4-
Tpuazomui-3)uponana B Tecte «tail-flick» B gozax 5 m 200 Mr/kr He3HAYHUTEIEHO
yCTynmal 1O TPOTHBOOONEBOW  aKTWBHOCTH  Owc(2-mupuamin-1,2,4-tpuazonui-
3)nponany (TepUENTYaTbHBIA KOMIIOHEHT U CHUHAIBHBIM MEXaHU3M PEryJISINU
0omn).

Paboma evinoanena npu gunancosou noodepocke epanma PHD Ne 18-13-00024
«Koopounayuonnvie coedunenusi Ou@ocgonamos Memanios co CRelcepuposaHHbIMU
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npenapamosy Ha  IKCHEePUMEHMATbHOM — 000pYOO8AHUU  YEHMPA  KOJLIEKMUBHO2O
NOMBL306AHUSL  HAVUHBIM  000pyOosanuem  «OKChepuMenmanvhas  Quauonocus U
ouopuzuray xaghedpvr Guzuonrocuu wenosexa u Aicusomuvix u ouogusuxu Taspuueckoil
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COMPARATIVE ANALYSIS OF ANALGESIC ACTIVITY OF 1-HYDROXY-1,1-
ETHYLIDENDIPHOSPHONE ACID, BIS(2-PYRIDYL-1,2,4-TRIAZOLYL-
3)PROPANE AND THEIR ADDUCT IN RATS (PART 2)

Cheretaev I. V., Ravaeva M. Yu., Dzheldubaeva E. R., Chuyan E. N., Shulgin V. F.,
Sheichmambetov N., Palaevskaya M. V.

V. I. Vernadsky Crimean Federal University, Simferopol, Crimea, Russia
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The article presents the results of a comparative analysis of the analgesic activity of
1-hydroxy-1,1-ethylidene diphosphonic acid, bis (2-pyridyl-1,2,4-triazolyl-3) propane and
their adduct in doses of 5, 50, 100 and 200 mg / kg in male rats.

The aim of the work is to conduct a comparative analysis of 1-hydroxy-1,1-
ethylidenediphosphonic acid, bis(2-pyridyl-1,2,4-triazolyl-3)propane and their adduct
analgesic effects on the pain sensitivity of male rats in the dose range from 5 to
200 mg/kg.

The studies were performed on 150 white laboratory rats-males of the Wistar line
("FSUE Nursery of laboratory animals "Rappolovo") weighing 180-200 g (5 groups of 10
animals each) kept in standard vivarium conditions at a temperature of 18 - 22 ° C in the
understyle “Rehofix MK 2000” (based on corn cobs) with a natural 12-hour light-dark
cycle, free access to water and (GOST 33215-2014 “Guidelines for the maintenance and
care of laboratory animals. Rules for equipping premises and organizing procedures”) and
complete granulated feed in accordance with GOST R-50258-92. Previously, in the open
field test, animals were selected with an average level of motor activity and a low level of
emotionality (for this purpose, an infrared actimeter and the software of Actitrack 2.0
from Pan Lab Harvard Apparatus, Spain) were used.

In the experiment with each substance, 50 male rats took part (150 animals in total).
Animals of each experimental series were divided into 5 groups of 10 animals. Since the
effects of 3 substances (1-hydroxy-1,1-ethylidenediphosphonic acid, bis(2-pyridyl-1,2,4-
triazolyl-3)propane and their adduct) were studied in the experiment, a total of 3
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experimental series with a single intraperitoneal the introduction of the substance. In each
series of the experiment, animals of one group were control and received intraperitoneally
injections of 0.2 ml of saline and were in standard vivarium conditions, the remaining
experimental groups received 0.2 ml of intraperitoneal injections of the test substance in
doses of 5, 50, 100 and 200 mg / kg respectively. Testing the parameters of pain
sensitivity in rats was carried out 1 hour after injection in models of acute painful stress
“tail-flick”, Randall-Selitto (“forceps”) and “hot plate”. Before the “tail-flick” and
Randall-Selitto tests, after injections, the animals were placed in special fixers for rats
(NPK Open Science, Russia).

For a comparative assessment of the effects of adduct of 1-hydroxy-1,1-
ethylidenediphosphonic acid and bis(2-pyridyl-1,2,4-triazolyl-3)propane, 1-hydroxy-1,1-
ethylidenediphosphonic acid and bis(2-pyridyl-1,2,4-triazolyl-3)propane, we calculated
the coefficients of analgesic activity relative to the effects of 1-hydroxy-1,1-
ethylidenediphosphonic acid and bis(2-pyridyl-1,2,4-triazolyl-3)propane as a percentage
of control.

The adduct of 1-hydroxy-1,1-ethylidenediphosphonic acid and bis(2-pyridyl-1,2,4-
triazolyl-3)propane  superior in analgesic  activity  of 1-hydroxy-1,1-
ethylidenediphosphonic acid in the test "tail-flick" in doses of 50, 100 and 200 mg/kg,
increasing analgesia at the expense of the perceptual component and a spinal mechanism
for the regulation of pain; in the test of Randall-Selitto — in doses of 5, 50, 100 and
200 mg/kg, reducing mechanical pain sensitivity; in the test "hot plate" in a dose of 50
mg/kg, with the participation of supraspinal mechanism for the regulation of pain. At the
same time, this substance is inferior to the analgesic activity of 1-hydroxy-1,1-
ethylidenediphosphonic acid in the "tail-flick" test at a dose of 5 mg/kg (perceptual
component and spinal pain regulation mechanism) and in the "hot plate" test — in doses of
5, 100 and 200 mg/kg (supraspinal pain regulation mechanism).

The adduct of 1-hydroxy-1,1-ethylidenediphosphonic acid and bis(2-pyridyl-1,2,4-
triazolyl-3)propane are significantly more analgesic activity of bis(2-pyridyl-1,2,4-
triazolyl-3)propane in the test "tail-flick" in a dose of 100 mg/kg, increasing analgesia at
the expense of the perceptual component and a spinal mechanism for the regulation of
pain; in the test of Randall-Selitto — in doses of 50, 100 and 200 mg/kg, reducing
mechanical pain sensitivity; in the test "hot plate" — in doses of 5, 50 and 200 mg/kg, with
the participation of supraspinal mechanism for the regulation of pain. The adduct of 1-
hydroxy-1,1-ethylidenediphosphonic acid and bis(2-pyridyl-1,2,4-triazolyl-3)propane in
the "tail-flick" test at doses of 5 and 200 mg/kg was slightly inferior in analgesic activity
of BTP (perceptual component and spinal pain regulation mechanism).

Thus, it has been found that he adduct of 1-hydroxy-1,1-ethylidenediphosphonic acid
and bis(2-pyridyl-1,2,4-triazolyl-3)propane in certain doses in anti-pain activity exceeds
or is inferior to its precursor substances — 1-hydroxy-1,1- ethylidenediphosphonic acid and
bis(2-pyridyl-1,2,4-triazolyl-3)propane.

Keywords: 1-hydroxy-1,1-ethylidenediphosphonic acid, bis(2-pyridyl-1,2,4-triazolyl-
3)propane, adduct, pain sensitivity, analgesic effect, perceptual pain component,
mechanical pain, spinal and supraspinal pain regulation.
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