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2420-302010EA/092
[IPMMEHEHME I[IPOM3BOIOHOI'O TJIYTAPUMMUIA IJisd JIEUEHUA BABOHEBAHMﬁ,
CBSIBAHHBIX C ABEPPAHTHOW AKTMBHOCTEI0 LIMTOKMHOB
O6acTe TEeXHUKU
IDaHHOe M300peTeHMe OTHOCUTCS K MeIMIMHE U KacaeTCd Tepaluu
3aboJieBaHUlM, CBS3aHHEX C abeppaHTHOM aKTUMBHOCTBLIL OGpakTajiIkuMHa U
MOHOLMTAPHEX XeMOoaTTpaKTaHTHEX Oejakor 1-4 (CCL2, CCL7, CCLS,

CCL13), mHOpenmouTUTeJIbHO, Tepalumy OO0JIeBOT'O CHMHIpPpOMa, JMUXOopalKH,

[IHEeBMOHWM, BpoHxXuTa, BPOHXMOJINTA, aJIbBeoJIMUTa, PEeBMaTOUIHOTO
apTpuTa ¥ IIcopMasa, a Takxe Opyrux 3abojieBaHUM, IIOCPeICTBOM
IPVIMEHEeHN S coenVHeHUs, obJlamanmero 20DEeKTUBHOCTLIO B
UHTUOMPOBaHUU bepmeHTa TUTY TaMMHMJILMKJIA B, BOBJIEUEHHOM, B

YacTHOCTM, B IMPOLECCH IMIOCTTPAHCIALUMOHHOM MOOMOMKALMM YKa3aHHHX
LIMTOKMHOB.

YpOBEHE TEeXHUKU

[IMTOKMHEL — D2TO TIpylla TOPMOHOINONOOHHX OeJIKOB M IelTUIOB,
CeKpeTHUPYEMHX KJIeTKaMy MMMYyHHOW CHCTEeMH U OPYTUMM THIIaMM KJIeTOK,
¥ YyYacTBYKOIMX B YyIpaBJleHMe pPa3BUTMEM M TOMEeOCTas0M MMMyHHOM
CUCTEMEl, KOHTPOJIE poOoCTa M IUOOEPEHUMPOBKM KIIETOK KPOBU (CHUCTEME
T'eMOIio®3a) WM B HECHeUUMPUUEeCKMX BallMTHHX peaKUuax OoplaHu3Ma.
UM TOKMHEL TaKxe [IPMHUMAKT ydyacTue B peryaaumun pocTa,
INOOEePEeHUIUPOBKM U IIPOHNOJDKUTEJIBHOCTHU XU3HU KIJIIETOK, M B YIPaBJIEHUMU
ariolITO30M.

[IpooykKUMA LUUTOKMHOB KJIETKaAMM MIEKONUTAKIMUX HABJISETCH CJIIOXHEM
M MHOTOCTYIIeHUaTHM I[IPOLIECCOM. BOJIBMIMHCTBO LMTOKMHOE (HalpuUMep,
bpakTaJIKMH u MOHOLIMTapHEE XeMoaTTpakKTaHTHHE BeJkun)
DKCIPEeCCUPYIRTCS B BUIOE HEeaKTHMBHOTIO IIpedmecCTBeHHMKa, M3 KOTOPOTIO
B Ipollecce OTHmeIllJIEeHVS CUTHAJLHOTO IelTuIa M I[IOCTTPAaHCJSLUMOHHOM
MOIMOUMKALMY OTIOEJIbHHX aMMHOKMCJIOTHHX OCTaTKOB ©OeJjlka obpasyeTcsd
aKTHMBHaa o¢opMa ULUUTOKMHa. OIDHOM M3 BaXHeMIMxX IOCTTPAaHCISLUMOHHEX
MOOMOUKALIMM ABJISEeTCA OUPOIJIYTaMUMHUpOBaHMe N-KOHIIeBOTO OCTaTKa
HMTOKMHA . [MpoTJIy TaMMHUPOBaHKE CylmeCTBEeHHO YBeJIMUMBaEeT
CTabMJILHOCTL TOPMOHOB UM XEeMOKMHOB, coIepXamMx N—-KOHIIEBOM OCTaTOK
TJIyTaMrMHa WMJIXM  TJIYTaMMHOBOWM  KMCJIOTH. I[IMpoTJyTaMMHMpOBaHMe  N-—
KOHIIEBOTO OCTaTKa KaTaJdusupyeTrcsa O¢epMeHTOM IJIYTaMVMHMIILIIMKIIA30M
(QPCT myim QC) [J Biol Chem. 2003 Dec 12;278(50):49773-9; J Mol
Biol. 2008 Jun 20;379(5):966-80]. IuyrTaMMHMILMKIIa3a odJjalaeT
IMPOKOM cybcTpaTHOM CIIEeUUPUUHOCTHIO n ydyacTByeT B
IIOCTTPAHCIAUMOHHONM MOOMOMKALMM 1LeJIOTO pada NelTUIHHX MOJIeKyJ. B

YaCTHOCTHM, XOopoumo M3y4YEeHHEMN Cy@CTpaTaW Iy TaMMHWMIIIIMKIIa 3B



ABJIATCA MOHOLMTAapPHBE XeMoaTTpakKTaHTHHe Oenkm (CCL2, CCL7, CCLS,
CCL13) [EMBO Mol Med. 2011 Sep;3(9):545-58] m dpakTankuH [Biosci
Rep. 2017 Aug 23;37(4)]. B MCCJIeIOBaHMAX cybcTpaTHOM
CIIeUMOUUHOCTHY IJIYTaMMHMIIIMKJIIA3E OBJIO I[IOKa3aHO, YTO (QEepMEeHT MOXET
KaTaln3MpOBaTh IUPOIJIYTaAMMHMPOBAHME PA3JIMUHEIX CyOCTpaToB, BHe
3aBUCUMOCTM OT IJIMHHH IIOJUIENTHMOHOY uUemnn [FEBS Lett. 2004 Apr
9;563(1-3):191-6, J Biol Chem. 2011 Apr 8;286(14):12439-49].
[IoCKOJIBKY OVPOTIIY TaMHUPOBaHUE N-KOHLIEBOTO ocTaTka,
oIoCpelOBaHHOe TJTY TaMUHWJILIMKIIa 301, CYLIIECTBEHHO YBeJIMUMBaET
CTabUIJIBHOCTE bpakTalkMHa u MOHOUMTapPHEIX XeMoaTTpPaKTaHTHEX
DeJIKOB, cTpaTrerusd, HallpaBJIEHHAa A Ha VMHIUOUpPOBaHMe
TJIy TaMVYHUJIIVKJIIa 3EL, ABJIAETCSH  BOSBMOXHEM IIOOXOOOM MOLOYJIMPOBaHUSA
abeppaHTHOV  aKTUMBHOCTM  YKa3aHHHX IUMTOKUHOB. TakuM o0OpasomM,
VHIVOUTOPH  IUIYyTaMUHWJILMKJIA3E OUYEeBMIOHO MOI'YT I[IPMMEHATBCH  IJIA
TepaluM MUPOKOTO KpyTa 3abojieBaHUM M, B UYaCTHOCTH, 3aboJieBaHUM
HVXHMX  OHXaTeJILHBEX IIyTeu, TakMx Kak IIHEeBMOHUSA, OPOHXUT U
BPOHXMOIUT . IlaToTeHes YKal3aHHHX 3aboJleBaHMM CBA3aH C M3OBITOUHHEM
OUOCUHTE30M LUMTOKUHOB u, B 4acTHOCTH, MOHOUMTAaPHEIX
XeMoaTTpaKTaHTHHX 0OejikoeB CCL2 m CCL7 [Am J Respir Cell Mol Biol.
2014 Jan;50(1):144-57] u o¢pakTandxkuHa [Expert Opin Ther Targets.
2010 Feb;14(2):207-19.], ABJIARIINX C A cybcTpaTaMu
TJIY TaMUHUJIILIMKJIA 35 [Biosci Rep. 2017 Aug 23;37(4) . pii:
BSR20170712; EMBO Mol Med. 2011 Sep;3(9):545-58]. BmUuiO Hokas3aHO,
UTo HeVTpaaM3alumusa CCL2 u CCL7 C MCIIOJIE30BaHKEM AHTUTEJI
3HAUUTEJILHO YMeHbIlaeT IIPUTOK JIeMKOUMTOR, B YacTHOCTH,
HeMTPoOUJIOB, B HIDKHYE OEIXaTeJIbHBE Iy TH BKCIIePUMEeHTalIbHEIX
XMBOTHEIX [Am J Respir Cell Mol Biol. 2014 Jan;50(1):144-57].
BoszmencTBHUE DakTepnaib HEX JIMIIOIIOJINCaxXapunos, JUTIOTENX0eBOM
KMCJIOTH WM IPYyTUX pa3dpaXuTesied Ha CIM3UCTYI OO00JIOUKY OPIaHOB
OHXaTEeJbHOM CHCTEMH IPUMBOOUT K YBEJIMUEHUMI CeKpelMM MOHOUMTAapPHOTO
XeMoaTTpakKTaHTHOTO Oeyka CCL2 kJeTKaMM KJAaOKOW  MyCKYyJaTypH
BPOHXOB [Am J Physiol Lung Cell Mol Physiol. 2012 Apr
15;302(8) :L785-92] 17 pocTy KOHLEeHTpalUuu CCL2 B
OpoHxXOoalbBeOJIAPHOM JiaBaxe [Mol Immunol. 2011 Jul;48(12-13):1468-
76]. VYBeJgmueHMe KoOHUeHTpauum CCL2, B CBOK OUepelb, BEHE3HEHBAaeT
MUTpaUMl KJIETOK MMMYyHHOM CHUCTEeMH ([IpeMMymeCTBEHHO MOHOLUTORB,
HeUTpOodUIIOB u ©a30QMIIOB) " pasBuTHE aBeppaHTHOTO oTBETA,
aCCOUMMPOBAHHOTO C  BHIOeJIeHMeM OOoJIbIIelo KOJUUYeCTBa XEMOKMHOB
(TNFoe, IL-1, 1IL-6) ¥ akKTMBHEX QOpM KHUCJOPOLa, [IOBPEeXIallnx

OKpYyXaKumre KIJIETKM OpTr'aHOB OBEIXaHWA, B YaCTHOCTH, 6pOHXOB



[ Immunobiology. 2016 Feb;221(2):182-7; Int J Biol Sci.
2012;8(9):1281-90; Mol Immunol. 2013 Nov;56(1-2) :57-63].
[IoBpeXxneHMe HIKHUX OTIEJIOB IOHXATEJILHEIX I[IyTel IPUBOOUT K pPa3BUTHUIL
M COXPaHEeHMI IIOBHIIEHHOM aKTMBHOCTM KJIETOK MMMYyHHOW CUCTEME U
majbHellleMy pa3pylleHUI0 TKaHel OpI'aHOB IHEIXaHMUA.

BaxHo OTMETUTE, UTO CCL2-omnocpenoBaHHOE pasBUTHE
HelTpobUIBEHOTO BOCIIaJIEHN A M pasBuUTHUE abeppaHTHOTO oTBETa,
ACCOLMMPOBAHHOTO C BHIOEJEeHMEeM IIMPOTeHHBEX LIMTokMHOB (IL-1, TNFo,
IL-6) NOPpMBOOUT K IIOBHIIEHMID TeMIepaTypH ¥ Pas3BUTHUIL Juxopalku [J
Infect Dis. 1999 Mar;179 Suppl 2:5294-304; Front Biosci. 2004
May 1;9:1433-49.]. TakuMm ofpasoM, MHIUOUPOBaHME  aKTHUBHOCTHU
TUIy TaMVHWUJINVKIIa3kl MOXeT IIpMBeCTM K IlageHMK KOoHUeHTpauum CCL2,
YMEHBIIEHMID BHPAaXEHHOCTU afeppaHTHOI'O MMMyHHOI'O OTBeTa UM CHWKEHUD
BHPAXEHHOCTH JIMXOPaOKM M HOpMaJiM3aluM TeMIIepaTypPh.

I[IoMMMO JIMXOPaIKM U IIOBHIEHHOMW TeMIepaTyph, OOJEBOWM CHUHIPOM
TakXe  ABJIAeTCH KpallHe pPacOpOCTpaHeHHEM  CHUMIITOMOM  Pas3JIMUHBX
3abosyieRaHuy. OQUeBMOHO, UYTO CHWXeHMe BHPaXeHHOCTM abeppaHTHOTO
OoTBeTa, acCCoOUMMPOBAHHOITO C BHIOeJIeHMeM I[IOBEIIEHHOT'O KOJIMYeCTBa
AKTMBHEX QOPM KMCJIOPOHa, MIOBpeXNallllMxX OKpyXapllMe TKaHM, CcaMo IO
cebe DOOJIKHO I[IPMBOOUTL K CHVKEHMI BHPAXEHHOCTM OOJIeBOT'O CHHIPOMA.
Ilpy »5TOM, B HemabBHMX paboTax OwvJla IIOKasz3aHa KJKoYekBas pPoJib
dpakTaJIKMHa B IaToTl'eHese XpoHMUeckonm ©Ooyam [J Neurochem. 2017
May; 141 (4) :520-5311]. VHTUBUTOPEL TJIY TaMUHMJIILMKJIA 35 MOTYT
IPUMEHATHCSA IJId Tepaluy Pas3JIMUHHX ayTOMMMYHHEIX 3afoJieBaHulM, B
YaCTHOCTM PeBMaTOMIHOTO apTpuTa M Icopuasza. OpaKTallkKMH ABJIAETCHA
OOHMM M3 KJIOUEBHX I[IPOBOCHAJIMTEJIEHEX MeIMaTOpOB, YUYaCTBYKIMX B
pPa3BUTUN ay TOVMMMY HHEIX 3aboJieBaHu. BzauMonencTBue MeXIy
dpaKTaJIKMHOM WM €TI0 YyHMKAJBHEM pelenTopoM (CX3CR1) MHIOYUMPYET
KJIETOUHYK anl'e3Mrid, XeMOTaKCUC M BEXMBAEMOCTH KJIeTOK [Mol Interv.
2010 0Oct;10(5):263-70]. VYpoBeHb OQpaKTaJIKMHa IIOBHIIEH Yy I[IalIEHTOB
C peBMaTOMIHHEM apTpuToM (PA) [Mod Rheumatol. 2017 May;27(3) :392-
397], mncopmazomM [Ann Clin Lab Sci. 2015 Fall;45(5):556-61] wu
KOppeJIMpyeT C TAXeCThl 3abojeBaHMiag. OdpakKTallkMH DKCIPeCcCUpyeTcs
Ha O(uOpoBilacTONOODOOHEX CHMHOBMOLIMTAX WM SDHOOTEJMAJIBHEIX KJIETKax B
CMHOBMAJILHOM  TKaHM I[IallMEeHTOB C PEBMATOUIHEM apTPUTOM. [Tpu
icoprase BEHCOKMEe YPOBHM IIPOOYKUMM OQpaKTaJIKMHa HalJomawnTcsa B
DepMaJIbHEIX COCOUYKax ¥ Yy AaHTUIEeHIpeICTaBJIAnIux KJeTok [Br J
Dermatol. 2001 Jun;144(6):1105-13]. SKCIOpeccusd bpakTaJIKMHa
ycuimBaeTcsa (QaKTOpOM HeKpo3a OINYyXOJU-X M MHTepOepOHOM-Y, U IIpuU

pPeBMaTOMIHOM apTpuTe CIIOCODCTBYET M TPOaluviiM MOHOLMTOB, T-KJIETOK ™"



IpenueCTBeHHUKOB OCTEeOKJIaCTOB B CUHOBMAJILHYIO TKaHb [Mod
Rheumatol. 2017 May;27(3):392-397]. [loBrmneHHAa A BKCIpeccusd
bpakTaJIKMHa Y OepMaJlbHEX COCOUYKOB »OaeT OOBACHEeHMe MUTpalun U
HakomieHnsa T-KJIeTOK B DBTUX MecTax Ipu Irncopmuasze [Br J Dermatol.
2001 Jun;144(6) :1105-137. dpakTaJIKUH TakKxe VHOYLUPYET
ofpasoBaHMe BOCIAJUTEJILHEX MeOMaTopoB Makpodaramm, T-kKJjeTKaMuU U
dnbpobiracTono Lo OHEMA CUHOBUOLIMTaMN . BoJjiee TOTO, bpakTaIKMUH
CIIOCOOCTBYET aHIMOT'e€HEe3y M OCTEeOKJIaCTOT'€HesY.

TakuM o00OpasoM Ha OCHOBAaHUM JIMTEPATYPHBIX  IOaHHHX  MOXHO
3aKJIOUNUTE, uTo cTpaTrermsi, HalpaBJIeHHAad Ha VMHITUOUpPOBaHMe
TJIy TaMUHWUIIIVKIIA 3k ABJIAE€TCS BOSMOXHEM IIOOXONOM K JIEUEeHMK OO0JIEBOTO
CUHIpPOMaA, JUXOopaIkKM M 1LeJoro pdna 3abojeBaHUM  TaKMX  Kak
IHEBMOHUS, OpPOHXUT, OPOHXUOJMUT, aJIbBEOJIUT, PEBMATOUIOHHM apTPUT U
rcopmuas.

OOmHaKO Ha CeTOOHAMHMM HeHb HeT HM OIHOTO JIeKapCTBEHHOTO
opernapaTa, OeMCTBYKMEIO KakK MHTUOMUTOP TJIYTaMUHWIIIMKJIIA3HE, KOTOPHM
OB [OPMMeHAJM B Tepaluu 3abojieBaHMUM, CBA3aHHHX C abeppaHTHOM
AKTMBHOCTLI OQpaKTalJIKMHa M MOHOLMTAPHEX XeMOaTTpPaKTaHTHEX OeJIKOB,
[IOBTOMY COXPaHAeTCHd NOTPeOHOCT:L B CO3OaHUM U BHEeOPEeHUM B KJIIMHUKY
HOBHIX 5SOQEKTUBHEX JIEKAPCTBEHHEX CPEeOCTB Ha OCHOBe UMHIMOUTOPOB
TJIYy TaMUHWJILVKJIIA 36 .

OaHHOe uM300peTeHMe KacaeTcd IIPpUMMeHEeHMA HOBOTO XUMHUUECKOTO
COeIOMHEHNS, ABJIAKIETOCH VHIVOMTOPOM TJIY TaMUHWJIILVKJIIA 3L u
oByapanmero »0OeKTUBHOCTLI B I[OIABJIeHUM abeppaHTHOM aKTUBHOCTU
dpakTaJIKMHa M MOHOLMTAPHHX XeMOATTPaKTaHTHEX OeJIKOB, OJ4 Tepalun
BoJIEBOTO CHMHOPOMAa, JMXOPaIKM, I[IHEBMOHUM, OPOHXMTa, OPOHXUOJIUTA,
aJIbBeOoJIMTa, PEeBMaTOMIOHOTO apTpuUTa M IIcopuasza, a TakxXe IpyIUux
3abojIeBaHUM .

PackprHTHe UB00peTeHUs

Bamaduel HacToAmeTro Mu300peTeHMsa HABJIAEeTCsS Co3IdaHMe HOBOTO
JIEKAPCTBEHHOTO CpenacTBa, D2bbeKTMBHOTO M4 NOpelylpexaeHusd W/Uian
JleueHusa 3aboJIeBaHUN, CBS3aHHEIX C abeppaHTHOMU AKTHUBHOCTBLIO
bpakTaJIKMHa ¥ MOHOLMTAPHEX XeMoaTTpaKTaHTHEX OejkoB 1-4 (CCLZ,
CCL7, CCL8, CCL13), nOpenrnoudTUTENIbHO, Tepaluu OOJIEBOTO CHMHIPOMA,
JINXOpanky, [IHEBMOHUMU, OpoHXUTAa, OPOHXNOJINTA, aJIbBeoJImUTa,

PEBMATOMOHOTO apTprTa M IIcopraszsa, a Takxe OPpyTIMx 3a00JIeBaHUM.

TexHNUeCKUM pPes3yJibTaToM OaHHOTO n300peTeHnd ABJIAETCHA
paspaboTka u [IOoJIydeHMe 20HEeKTUMBHOTO MHTUOUTOPA
TJIY TaMUHWJILWKIIA 3H, XapaKTepusyKmeIrocs BHICOKOM MHTUOUpPYIEen

AaKTVMBHOCTEIO, IIO3BOJIAKNIEN MCIIOJIE30BAThb OaHHBM MHI‘M@MTOp IOJIA



Tepalinm DoJIeBOTO CHMHIOPOMa, JINXOopalKIl, IITHeBMOHWVI, 6pOHXMTa,
6pOHXMOHMTa, aJibBeOoJIinTa, reBMaTOMOIHOTI'O aprpmTa " IICcopMrasza, a
Tarxe »OpyIrmux BaGOﬂeBaHMﬁ, CBA3SaHHEIX C a6eppaHTHoﬁ AKTMBHOCTEIO

@paKTaHKMHa M/MHM MOHOUIVTAapPHEX XeMoaTTpaKTaHTHEIX OeJIKOB 1-4

(CCL2, CCL7, CCL8, CCL13). VkaszaHHOe TepalleBTUUECKOe MOeMCTBUE
OOCTUTaeTCHd nyTeMm MHIUOMPOBaHMA AKTUMBHOCTHU bepMeHTa
TJIY TaMUHMJILIMKJIIA 3E, KOTOpoe MOXeT OIPUBOIOUT K IooaBJIEHUIO
abeppaHTHOM AKTUBHOCTHU dpakKkTaJIKMHa u MOHOLIMTapPHBIX

XeMoaTTpaKTaHTHEX ©OejnkoB 1-4 (CCL2, CCL7, CCL8, CCL13), a Takxe
K CHWXEHMI KOHILIEHTpalUM BHIIeyKa3aHHHEX LIUTOKMHOE B 30HE pPa3BUTUL
IaTajJJoI'M4eCcKoIo IIpollecca.

YKa3aHHEN TeXHUUEeCKUN pe3yJybeTarT OOCTUT'aeTCH nyTeM
npuMeHeHusa coenuHeHus 1—(2- (1H-uMnnasosi—4-wil) 3TWil) IUIepuamuea—2, 6—

IOVOHa COGHMHeHM@ 1)

7

W ero COJIn NI coJibBaTa B KauecTBe COenuHEeHUs,
IonaBJIgpIETO abeppaHTHYK aKTUMBHOCTE O(QpaKTallIkKMHa ¥ MOHOLMTAaPHBIX
XeMoaTTpaKTaHTHEX 0OeJikoB 1-4.

YKka3aHHBN TexXHUUECKUN pesyJjbTaT oocTUraeTcd TaKxe
[IOCpencTBOM IpYMeHeHM A COoenOMHEeHu 1-(2- (1H-mvmpna3zoJ—4-
WJI) TWI) IUIIePUIUH—2, 6—OMOHa WM eT'0 COJIM WJIM  CcoJibBaTa  IJid
[IOJIYUeHMd JIeKapCTBEeHHOTO CcpelcTBa Jd HOpelynpexneHud  u/uUiu
JledeHMsa  paccTpoOMCTBa, CBA3aHHOTO C afeppPaHTHOM aKTUBHOCTLIO
bpakTaJIKMHa ¥ MOHOLMTAPHEX XeMoaTTpaKTaHTHEX OejnkoB 1-4 (CCLZ,
CCL7, CCL8, CCL13).

N300peTeHre Takxke BKJOUAET CIOCO0 HOpenynpexmeHud u/Uiu
JledeHUsa  pacCTpOMCTRA, CBA3aHHOTO C abeppaHTHOM  aKTUMBHOCTLIO
bpakTalJIKMHa ¥ MOHOLMTAPHEX XeMoaTTpaKTaHTHEX Oejgkos 1-4 (CCLZ,
CCL7, CCL8, CCL13) B opraHmu3Me, BKJOUAKIMM BBeleHMEe B yKal3aHHBMN
OpTraHm3M 50beKTUBHOTO KOJIMUEeCTEBA 1-(2- (1H-uvmgaszoj—4-—
WJI) 2TWJI) IUMIepUuInH—-2, 6—IMoHa WM eTro dapMalleBTUUECKM IIpMeMJIeMOM
COJIM WMJIM COJIbBaTa. Takoe pacCTPOMCTBO, CBSA3aHHOE C aKTUMBHOCTHIO
LIMTOKMHOB, SABJAKMUXCHA cydcTpaTaMu OQepMeHTa IJIYTaMUMHWIILIMKJIIask, B
HEKOTOPEX HEOTPaHMUMBAKIIMX BapMaHTax OCYIEeCTBJIEHUS WU300peTeHUsd,
IpencTaBJIgeT cobom BoJjieBoOM CUHIPOM, JIMXOPanKy, IIHEeBMOHUIO,

BPOHXUT, OPOHXUOJIUT, AaJIbBEOJIUMT U PEeBMATOMOHEIM apTpUT U IICopHuas.



B YaCTHBIX cIaydasax OCYIECTRBJIEHU A n3obpeTeHms, OpPTaHu3M
opencraBJgeT CcoOoM OopraHM3M UeJloBeka MJIM KMBOTHOTO.

CoenuHeHUe 1-(2— (lH-mMvunason—4-mil) 2Tuil) IUIIepUInNH—2, 6—OUOH
ONMCaHO B 3asBKe Ha u300peTenme WO 2014/168522.

B YaCTHOCTH, n3obpeTeHme OTHOCHUTCH K JIeKapCTBEeHHOMY
CpencTBY IOJg IOpedOynpexieHrsa uW/Win JedeHus 3aboJieBaHuUsg U
COCTOSAHUA, CBSA3aHHOTO C abeppaHTHOM AaKTUBHOCTLID O(paKTaJIKMHa U
MOHOLMTAPHEIX XeMoaTTpaKTaHTHEX Oejxkor 1-4 (CCL2, CCL7, CCLS,
CCL13), BrJmOUaKImeMy B KaueCcTBe aKTMBHOI'O KOMIIOHeHTa 1—(2—-(1H-

MMMOAa30J1—4—WJI) DTWUJI) IUIIEPUINH—2, 6—OUOH :

7

i ero (]_)apMaLLeBTI/IT{eCKM InprnemMiieMyrn COJIBE MJIM COJIBEBAT.
3aboJjieBaHue, Ha JIeUeHNre KOTOpOTro HallpaBJIEHO ITaHHOe
JIJEKapCTBEeHHOEe CpelCTBO, BBI@paHO s TPYIIIE, BRJIIOUAKIEN ITHEBMOHMIO,

BPOHXUT, OPOHXMOJIUT, AaJILBEOJIUMT WJIM ayTOMMMyHHOe 3abojileBaHue, B

YacTHOCTH, IIcopMas WJIM PEeBMaTOMIHHM apTpuUT, a Takxe -— OoJleBOM
CUHIPOM.
CocrTosgHuUe, Ha JedyeHMe KOTOPOTO HalpaBJIeHO DaHHOe

JlekapCTBEeHHOEe CpPeICTBO, BHOPAaHO M3 TPYIIIH, BRJLUaAKIEN JIUXOPpalKy
Y TIOBHIIEHHYK TeMIepaTypy .

OaHHBI AKTUBHBI KOMIIOHEHT W ero bapMaleBTUUECKHU
opremiieMas COJIb WMJIM COJIBBAT coIepXaTcsa B 20PeKTMBHOM KOJIMUECTBE
oJId HOpenynopexoeHMs W/uWiIu JedeHusa 3adojieBaHud MM COCTOSHMUML,
CBA3aHHOTO C abeppaHTHOM aKTUBHOCTLI (QpakTaJIKMHa M MOHOLMTAPHHX
XeMoaTTpaKTaHTHBIX OeJIKOB 1-4 (CCL2z, CCL7, CCLS, CCL13).
KosmuecTBO  yKaz3aHHOTO AKTMBHOTO KOMIIOHEeHTa B JIeKapCTBEHHOM
cpencrtBe obecneumBaeT ero po3y orT 0,01 mo 0,2 T Ha MHOalMEeHTa B
CYTKMU.

[lpennouyTmUTeJIbHO, KOJMUYEeCTBO YKAa3aHHOTO aKTMBHOTO KOMIIOHEHTA
B JIEKAPCTBEHHOM CpencTBe obecneumMBaeT ero mozy oT 0,1 mo 0,2 1
Ha DaluMeHTa B CYTKU.

Iajlee, wu300peTeHMe BKJOUYAET CIOCOD NOpelyIpeXIeHMS 1/UIINU
JeueHusa 3abojieBaHMA WMJIM COCTOSHMA, CBA3aHHOTO C abeppaHTHOM
AKTMBHOCTBKL OQpaKTalJIKMHa UM MOHOLMTAPHHX XeMOaTTPpaKTaHTHHX OeJIKOB
1-4 (CCL2, CCL7, CCL8, CCL13) B opraHu3Me, BKJOUaAKIM) BBeIeHUEe B

YKasaHHBEM oOpTraHu3M 50QeKTUBHOTO KoJMuecTBa 11— (2- (lH-uvmpmazoji—4-



) DTWII) HMHepMHMH 2, 6—OMOHA:

7

WM ero dapMalleBTHMUECKM MIPpUeMJIeMOM COJIM MJIM COJIbBaTa.

BaboJjeraHue, Ha JeueHue KOTOPOTO HalpaBJIeH yKas3aHHHM
croco6, BEIOpaHO M3  TPYIIIH, BKJIOUAKMEN  ITHEeBMOHMIO, OPOHXUT,
OPOHXMOJIUT, aJIbBEOJIMT, ayTOMMMyHHOe 3abojileBaHMe, B UYaCTHOCTH,
ncopmras WM PeBMAaTOMIHHM apTpuUT, a Takxe — O0JIeBOM CUHIPOM.

CocTosgHUE, Ha JeueHme KOTOPOTO HalpaBJIEHO OaHHOE
JIeKapCTBeHHOEe CPeICTBO, BHOpaHO M3 TPYIIH, BRJLUAKIEN JIUXopalKy
Y TIOBHIMIEHHYK TEMIIEPATYPRY -

Io=a 1-(2- (1H-mMmmpoaszso—4-1JI) 3TWJI) IUIIEPUOINH—2, 6—OIMOHAa MJIIN
ero dapMalleBTUUECKM IIPpUeMJIeMOV COJIM WJIM CoJibBaTa, IIpuMeHAeMas B
crmocobe coIJlacHo mz300peTeHM©, cocTaBjadger or 0,01 mo 0,2 1© Ha
nanuMeHTa B CYTKMU.

[MpennouTuTesIbHO, mosa 1-(2- (1H-mvmpgazoJji—4-
WJI) 2TWJI) IUMIepUOnH—-2, 6—IMOoHa WM eTro dapMaleBTUUECKM IIpMeMIIeMOM
COJIM WM COJibBaTa, I[IpMMeHsSeMas B CIocobe CoIJlaCcHO U300peTeHun,
cocrapjasgeT oT 0,1 mo 0,2 © Ha IauMeHTa B CYTKHU.

Danee, wunz00peTeHMe BKJIOUaeT IpuMeHeHue 1- (2- (1H-mMmmaszsong—4-

) BTIIT) HMHepMHMH 2,6-OVOHa:
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I ero GdapMaleBTUUYECKM [IpMeMJIeMOM COJIM WM COoJIbBaTa, IJd
U3TOTOBJIEHMUS JIEKAPCTBEHHOTO CpelCTBa OJd OpelyIpexXIeHud u/UiIu
JeueHrsa 3abojieBaHUA WJIM COCTOAHMSA, CBA3aHHOTO ¢ abeppaHTHOM
AKTUMBHOCTBI (QPaKTaJIKMHA M MOHOLMTAPHHX XEeMOATTPAKTAHTHHX OeJIKOB
1-4 (CCLz2, CCL7, CCL8, CCL13).

[lpy >2ToM 3aboJieBaHMe, Ha NOpenylnpexneHre ¥/ WM JedeHMre
KOTOPOT'O HAaIPAaBJIEHO 3afdBJIeHHOe WM300peTeHMe, BHOPAHO W3 IPYIIIH,
BRJIOUAKIEN [IHEBMOHMIO, BPOHXKUT, BPOHXMOJINT, aJIbBEOJIUT,
ayTOMMMYHHOe 3afoJieBaHMe, B UYaCTHOCTM, IICOPMASR WMJIM PEeBMaTOMIHLIM
apTpUT, a Takxe — 0O0JIeBOM CUHIPOM.

CocTosaHue, Ha npenynpexieHne n/mUiam JleueHUe KOTOPOTO



HaopaBJIeHO 3asfBJIeHHOe u300peTeHMe, BHOpPaHO M3 TPYIIH, BKJIOUAIENn
JIUXOPalOKy ¥ IIOBHIIEHHYK TEMIIEpPaATYPRY .

KommuecTBO 1-(2- (lH-mMunoasoa—4-—uil) 2TWUil) IUIEPUINH-2, 6—OMOHAa
UM ero ¢papMalleBTHUUYeCKM IIpMeMJIEMOM COJIM MJIM COJIbBaTa B YyKa3aHHOM
JIEKApPCTBEHHOM CpencTBe ofbecrneumpaeT ero mos3y oT 0,01 mo 0,2 r© Ha
mauMeHTa B CYTKU.

[lpennouTmTeJIbHO, KOJIMYEeCTBO 1-(2- (1lH-mvmpma3oJ—4-
WJI) 5TWJI) IUMIEPUONH-2, 6—IMOHa WM eTo dapMaleBTUUECKM IIPUeMJIeMOM
coJu VI coJibBaTa B yKa3aHHOM JIeKapCTBEHHOM cpencTBe
obecrneumBaeT ero gol’y oT 0,1 mo 0,2 I Ha HnaluMeHTa B CYTKHU.

[logpoBHOe pacKpHTHe MB0OpeTeHUs:

[lonyueHne CoenmHeHUs 1, ABJAKIMETOCH TIMIpelIMeTOM HaCTOAmMeIo
n3obpeTeHnUsa, OIMCaHO B NOyOJuKaluuMM 3agBKM Ha u3o0peTeHme WO
2014/168522.

Nccrnenoranuda CoemmHeHUA 1, ABJIARMETOCH MIPeIMETOM HaACTOAMETO
nzobpeTeHusd, B MOIeJIax pPasJInUHBX 3aboJieBaHUM MO 3BOJINIIN
YCTaHOBUTEL, UYTO IpHMeHeHMe CoenMHeHMsS 1 HOOCTOBEPHO CHWXaeT
HUTOKMH—OIIOCPEeIOBAHHENM IIPUTOK KJIETOK MMMYyHHOM CUCTEeMEl. TakKuMm
oBpa3oM, TIokaszaHo, u4YTo CoenMHeHMe 1 BJIMSAeT Ha abeppaHTHYD
AKTMBHOCTEL PA3JIMUHHX LUTOKMHOB. CHWXeHMe abeppaHTHOM aKTUBHOCTHU
LUVTOKMHOB U IIPUTOKAa KJIETOK MMMYyHHOW CHCTEMH MOXEeT IIPUMMEHATLCS B
TepaluM LEeJIoTO psAna 3abdojieBaHMM, B UYaCTHOCTH, 3abojieBaHUM JIETKUX
M IOHXaTeJIbHBEIX IIyTeM, Takux KakK TIIHEeBMOHMUS, OCTPHM U XPOHUUECKUM
OPOHXUT, OPOHXMOJIUT, allIbBeOJUT. I[IOMCK BO3MOXHEX TepalleBTUUeCKUX
MHUMeHeM c VCIIOJIb 30BaHUEM MeTOOOB BHUMCIIUTEJILHOM XVIMUM ,
MOJIEKYJISPHOTO MOIeJMPpOoBaHMsa M 1in vitro wucnuTaHum Ha (GepMeHTHOM
IpenapaTe TIIO3BOJMII OOHAPYXMTL, UYTO HadJoIaeMHM TepaleBTHUUeCKUM
>0pexkT CoenmuHeHMS 1 CBS3aH CO CIOCOOHOCTBI HOaHHOTO COeIdMHEHUS
IOOaBJIATE AKTHMBHOCTL IVIYTAMUHMIILIMKIIA3H .

TakuMm  oBpaszsoM, CoenmHeHMe 1 VMeeT paHee  HeM3BEeCTHY
bapMakKoJIOTUUECKY aKTUMBHOCTE, CBA3AHHYD C MHTUOUPOBAHMEM
nercTBUa depMeHTa IJIYTaMMHMJILIMKIIASE M OINOCPEeOOBAHHBIM BJIMSAHMEM Ha
BMOCHUHTE?S u AKTUMBHOCTB bpakTalkMHa u MOHOUMTAaPHEIX
xeMoaTTpaKTaHTHEX Oejkor 1-4 (CCL2, CCL7, CCL8, CCL13), wuTo

CBMUIOEeTeJIECTBYyeT O IIPVMMEHVMOCTU CoemmHenusa 1 niusa Tepalinm DoJIeBOTO

CHMHIOpOMaA, JIMXOopalnKy, IIHEBMOHUN, OpoHxXUTa, OPOHXMOJIUTA,
aJIbBeOoJINTa, PEBMATOMIOHOTO apTpuTa, rcopmasa n IPYyTUX
3ab0JIeBaHUM .

TepMUHH U OHIpeIeJIeHUs

TepM_MH <<a6eppaHTHa;[ AKTVMBHOCTE» IMTOKIMHa B HaCTOoAIleM



IOOKYMEHTe O3HauaeT aKTUBHOCTE, CYImeCcTBEeHHO OTJAMYAaKMylCs OT
BasoBOT0 YPOBHA AaKTMBHOCTM HOAHHOTO LMTOKMHA B OpTaHM3Me IIpu
OTCYTCTBMM MHaToJIoTUM. AbeppaHTHas aKTHMBHOCTE MOXeT OHTL BH3BaHa
M3OHTOUHOVM MNPOIOYyKLUMEM LMTOKMHa, HapylleHMeM IIPOLeCCOB, CBSA3aHHHX
C ImeTrpajaluel LMUTOKMHA, a Takxe IPpyIUMM QaKTopaMu.

TepvuH «CoemmMHeHMe 1» OTHOCHUTCSA K coeamHeHMio 1-(2-(1H-
MMMOA30JI-4-WJI) DTWUJI) IUIIEPUINH-2, 6—OUOHY, TaKxe IpencTaBJIEHHOMY

CTPYKTYPHOM GOPMYJION :

TepMmH «bapMalleBTUUECKHU npreMJIEMEE CoJIm» VIV «LCOJIU»
BKJIIOUAET COJIM AaKTHMBHEIX COeIVMHEeHMM, KOTOPHEe IIOJYUEeHHE C IIOMOILIO
OTHOCUTEJILHO HEeTOKCUUHEX KMCJIOT . [TprMepaMm bapMalleBTUUECKHU
IpUeMIIEMBEIX HETOKCHMUHHEX COJIeM MOTYT CJYXUTL CoJiu, oBpa30oBaHHLEEe
HEOPTAaHNUYECKMMM KUCJIOTaMM, TaKMMM KaK COJIgHas, OpOoMOBOINOPOIHAaSA,
bochopHad, cepHasa u XJIOpHas KMCJIOTH, W opTraHnYeCKUMU
KMCJIOTaMM, TaKuMMM Kak YKCyCHas, IapeJjleBas, MaJleMHOBas, BMHHasd,
AHTapHasd, JMMOHHAad WJIM MaJIOHOBAasA KUMCJIOTEHE, WJIM IIOJIYUEHHHE IPpYIUMU
MeToOImaMu, MCIIOJIE 3Y eMBIMIA B OaHHOM objlacTu. K IpyTUM
bapMalleBTHUUECKU IIpMeMJIEMBEIM COJIAM OTHOCHATCA aOulMHaT, aJibITMHaT,
ackopbaT, acnaprar, OeH30JCcyJdbdoHaAT, OeHz30aT, OHcCyJIsbdaT, OoparT,
oyTuparT, kaMpopar, kaMbpopcynsdoHaT, umTpaT,
LUMKJIOTIEHTAaHIIPONIMOHAT, IUIJIOKOHAT, OOOeumJicyJlbdaT, STaHCyJIbdoHAT,
dbopmmar, bymapar, TJIOKOTEeNToHAaT, ramniepodocdaT, TJIIOKOHAT,
TreMHcyJbdaT, renTaHaT, reKcaHaT, TUOpovonmnm, 2—-TUIOPOKCU—
>TaHCyJIbdoHAT, JlakToOMOHAT, Jakrar, Jaypar, Jaypuil cyJabdar,
MaJjaT, MaJliearT, MaJioHaT, MeTaHCYJIEQOoHAT (MesuIIaT) , 2—
HadTalMHCyJIbQOHAT, HMKOTMHAT, HUTPAaT, OJieaT, okKcaJjaT, OaJIbMUTaT,
nmamMoaT, IeKTHUHaT, IOepcylsdaT, 3I-beHMINponMoHaT, docdaT, OUKpPAT,
nMBajlaT, OpoIMoHaT, MoJydbyMapaT, CTeapaT, CYKIUMHaAT, CyJbdar,
TapTpaT, TMoLUMaHaT, [I-TOJIYOJICYJILQOHAT (Tozuiar) , YVHIeKaHaT,
BaJlepraT UM IOOOOHHE.

TepMMH «COJIEBAT» MCIIOJB3YETCH IOJIS OIMCaHUSa MOJIEKYJISPHOTO
KOMILJIEKCa, COIOepXallel'o COEeIMHEHMe TII0 M300peTeHur U OIHY WM
BoJiee MOJIEKYJI bapMalleBTUYECKHA [IPMEMIIEMOT O PacTBOPUTEIA,
HalpuMep, D>2TaHoJa.

TepMMH KTJIY TaMUHMJIILMKIIa3a» O3HavaeT bepmenT
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aMMHOaUMJITpaHchepasy, YUaCTBYOIYH B OpeobpasoBaHuM N-KOHIEBOM
TJIyTaMMHa B [OUPOTJIYTAaMMH B Pa3JIMUHLEIX [OeITHMOHEX cyOcTparTax.
ObpasoBaHme N-KOHIIEBOTO [IMPOIJIyTaMaTa 3alumaeT  OMOJIOTUUECKU
aKTMBHLE enTUIk, TOPMOHEL u X &€MOKMHE oT nerpamalumn
SK30MNeNTumaz3aMmu M B HEKOTOPHX cIydyasax — MOXeT — YBeJMUMBATh
adPMHHOCTL JIMTAHIOOB K MX pPeLelTopaM.

T e PMUHEL «JleueHue», «Tepanma» OXBaTHBAIT JleueHMre

IIaTOJIOTUMUEe CKMX COCTOSHUM N MIJIIeKOIIMTarlmnMXx , IIpeOIIouTrmMTeJIbHO N

yeJIOBEKaA, u BKJIIOUAIOT : a) CHIXeHHe, B) BJIOKMpPOBaHME
(MPMOCTaHOBKY) TeueHUd 3abojieraHmg, B) oBJleTueHHKe TIXKEeCTHU
3aboJyieBaHMSA, T.E., MHIOYKIMIIO perpeccumn 3aboJjieBaHMA, T)

peBepCcHUpoOBaHMe 3aboJieBaHUA MM COCTOSHMA, K KOTOPOMY HOaHHBM
TEepMUH I[IPUMEHAeTCd, WM ONOHOTO MWiIM 0oJiee CHUMITOMOB ITAaHHOT'O
3aboJileBaHMAad MM COCTOSAHMUA.

TepmuH KIIPOoPUIIaKTUKAD, «IIpenoTBpalleHne» OXBaTHEBAET
yCTpaHeHMe (aKTOpOB pPHCKa, a Takke -— IIPpOoOMIIaKTUUeCKOoe JIeueHMe
CYOKJIMHNUE CKUX cTamum 3aboJyieBaHn 4 N4 MJIEKONIUTA0MNX ,
IPenrnouTUTeJIbHO, N4 ueJIOBEKa, HallpaBJIEHHOE Ha YMEHBIIEHVE
BEPOATHOCTHU BO3HUMKHOBEHUA KJIMHUY S CKUX cTanum 3aboJieBaHUAg.
MauyeHTH J8 HOpodUMIaKTUUeCKOM TepaluMM OTOMpalTCsa Ha OCHORe
baxkTOPOB, KOTOPEIE, Ha  OCHOBAHMM  M3BECTHEX  OAaHHHX, BJIEKYT
YyBEeJIMUeHME pPHUCKa BO3HUKHOBEHUSA KIMHMUUECKUX CTaOuM 3abojleBaHusa II0
CpaBHeHMHO C OOmMM  HacCeJIeHMEM. K npodmsiaxkTMUyecKOM  Tepalluu
OTHOCATCSA a) IepBUUHaA NpoduilakKTHMKa M 0O) BTOpMUYHAaA NIPOOMIIaKTUKA .
[lepBrUuHada HOpOodMIIaKTHKA OIpelesigdeTCcda KaK OIPpoduilakTHUUeCKoe JieUueHUe
Yy INalMeHTOB, KJMHMUeCcKad cCcTangud 3abojieBaHMA Yy KOTOPHX elle He
HacTynuia. BTopnuHasa opodmiiaKkTrUKa - BTO IpenoTBpalleHMe
[IOBTOPHOTO  HACTYIJIEHUA TOTO Xe uaIM  OJIM3KOTO  KJIMHUUYECKOTO
cocToAaHMUA 3aboJjieBaHMUA.

CoenvHeHre 1, 4gdBJjdRlleecd IpelIMeTOM IaHHOTO u300peTeHUsd,
[IEPCIEKTURBHO o4 JIeueHM A BoJyieBoToO CUHIpOMA, JIMXOpanKu,
[IHEBMOHUH, OpPOHXUTA, OPOHXMOJIUTE, aJILBEOJIUTA, PEBMATOMIHOT'O
apTpuUTa u ncopuasa. B HEKOTOPHX BapMaHTax OCYIIEeCTBJIEHNA
n300peTeHnsa, COoelMHeHMe II0 M300peTeHMK MOXeT OBTE MCIIOJBE30BaHO
njs IpenoTBpaleHnd VI CHUXEHM A BHPAXEHHOCTHU JIMXOpanKu,
HOpMaJM3aluy TeMIepaTyph M obJjieTueHMAa OOJIM.

Cnocof TepaneBTUUYECKOI'O MNPMMEHEHUSI COeIOUHEHUMN

[lpenMeT OAHHOTO n3obpeTeHmA TaKxe BRJIOUAET BBeIOeHMe
CYyOBEeKTY, HYyXOAKIeMyCd B COOTBETCTBYKIIEM JIeUeHUM, TepalleBTUUeCKHU

30beKTUMBHOT'O KOJIMUeCTBa CoeIMHeHMd 1o n300peTeHN0. Ilon
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TepalleBTUYECKM 20OEeKTUMBHEIM KOJIMUECTBOM IIOOpa3yMeBaeTCcsa TakKoe
KOJIMUECTBO COeIMHEHMHd, BBOIMMOI'O MM IOCTAaBJISEMOI'O IIallMeHTy, IIpU
KOTOPOM Yy IallMeHTa C HauboJbllel BepOATHOCTBI IIPOABUTCA XeJjlaeMasd
peakuusa Ha JedeHMre (ODpoduilakTUKy) . TouHoe TpebyeMoe KOJIMUYECTBO
MOXeT MEeHATLCHA OT CyDbeKTa K CyOBeKTYy B 3aBUCHMMOCTM OT BO3pacTa,
MaCCE TeJla U o0Of0Werl'0 COCTOAHMA IalMeHTa, TaXecTu 3abojieBaHusd,
MeTOIOMKM BBeIeHUdA IIpelapaTa, KOMOMHMPOBAHHOTO JIeUeHUId C IPpYyIUMU
openapaTaMiM M T.II.

CoeomMHeHMe II0 M300peTeHMI WMIM QpapMalleBTMUeCKasd KOMIIO3ULMUA,
comepxamasa OaHHOE COoeOMHeHMe, MOTYT OHTb BBEeIeHE B OpPIaHU3M
nanumMeHTa B JIOOOM KOJMUECTBE U JIOOHM IIYTEM BBeIeHMS IIpU YCJIOBUH,
UTO TakKasg Oo03a M TakoM IIyThb BBedeHUS 5OOeKTUBHE IOJIS JIeUEeHUS WK
NIpOodMIaKTUKN BHIIENIEPEUNCJIJIEHHEIX 3aboJieBaHuUM. [lpennouyTUTeJIbHEM
ABJIEeTCA IIepopalibHHM I[IYyThb BBedeHUd. IIpellloUuTHUTeJIbHO, CYTOUHAad
nos3a IelcTBYKIeTo BeMecTBa (coenHeHM A 1o 1n300pEeTEeHUD)
cocrapjgsger orT 0,01 mo 0,2 T© Ha HOauMeHTa B CYTKM, HauboJee
NpenIouTuTesIbHO, CYTOouHasd mos3a cocTaBjgeT 100-200 MT/CYTKHU.

[TocJie CMENEeHU A TpebyeMoT O KOJIMUECTBA COeNMHEHUSA 1o
N300peTeHUD (mia oBecrieueHNd TpebyeMon OO3UPOBKU) C
bapMalleBTUUECKM IIPUEMIIEMEIM HOCUTEJIEM, JIeKapCTBEeHHEE CpPelCcTBa
(bapMalleBTUUECKME KOMIIOBULIUKM) I[1I0 M300pPeTeHUK MOT'YT OBETH BBEIEHEH
B OpTraHu3M yeJIOBEeKa VI OPYITMX KB O THBIX repopalibHO,
lapeHTepalJibHO, MEeCTHO M T.II.

BrenmeHre  MOXeT OCYIECTRBJIATLCA KakK OIHOKpaTHO, Taxk U
HEeCKOJIbKO Ppa3 B IOeHb, Helelow (uau B JoOOM OpyTo¥ BpeMeHHOU
VHTepBal) , VIV BpeMsa oT BpeMeHu, B COOTBETCTBUU c
HeoOXOOMMOCTEIO. Kpowme TOTO, JeKapCTBeHHOe CpenCcTRBO
(papMalleBTHMUECKAasd KOMIIO3UIIMA) II0 M300peTeHMI MOXEeT BBOIWUTHLCS B
OopraHM3M IallMeHTa eXeIHEeBHO B TeueHMe OlpeleJIeHHOTO IIepuoma
BpeMeHM (cocTaBJjdomero, Hampumep, 5-90 nHel), IIocJe Yero CcJiedyer
nepuon 06e3 IHOpMeMa JIeKapCTBEHHOTO CpencTBa (bapMalleBTUUECKOM
KOMIIO3BUIIMYM) I[I0 M300peTeHUMI (COCTaBJIAKmMEeTro, HamnpuMep, 1-30 nHeM) .

B Tom ciydae, koI'Ja JeKapCTBEHHOE CpPeIOCcTBO, CoOIepXallee
COenMHEHVEe IO M300peTeHMD, VCIIOJIB3YETCAS KaK dYacThb  pexuma
KOMOMHUPOBAHHOM Tepalnu, oosza KaXIoTo n3 KOMITOHEHTOB
KOMOMHUPOBAHHOM TepalMM BBOOUTCHA B TeueHue TpebyeMoTo IIepuola
JeueHusa. CoeIMHeHMs, COCTaBJIAKIMe KOMOMHMPOBAHHYI Tepaluin, MOTYT
BBOOUTECHA B  OpTraHM3M IallMeHTa KakK eIMHOBPEMEHHO, B  BUIe
OO3UPOBKHU, comepxamemn BCe KOMIIOHEHTEHI, Tak u B BUIE

VMHIOIVBUMIOYAJIBHEX OTO3MPOBOK KOMIIOHEHTOB.
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[IpuMeHeHne CoemMHeHMsI 1 B KOMOMHMPOBAHHOM Tepalnuu

HecmoTps Ha ToO, u4uTo CoeluMHeHMe 1 IO IOaHHOMY U300peTeHUD
MOXeT BBOIOMTBLCH B KauecTBe VHIOVBUOYAJIBEHOTO AKTUBHOTO
bapMaleBTUUECKOTO CpPencTBa, ero TakXe MOXHO MCIIOJIBE30BaThb B
coueTaHMM C OIOHMM WMJIM HEeCKOJIBKMMU IPpYyI'MMM aleHTaMM, B UYaCTHOCTH,
opyTomn areHT MOXeT IpencTaBJiaTh cobom HeCTepPOUIHEIM
IIPOTUBOBOCIHIAJIUTEJILHEIM nopenapar, TJIOKOKOPTUKOCTEPOUL,
MOHOKJIOHAJIbHOE AaHTUTEeJIO M T.O. IlpM COBMECTHOM IIpMeMe BHYTPb
TepalleBTUUYEeCKMe aTeHTH MOTYT IpeICcTaBJIATh cobom pasHuEe
JeKapCTBEeHHEE bopMEI, KOTOPHE BBOOATCHA OOHOBPEMEHHO VI
IocJiegoBaTeJIbHO B pa3Hoe BpeMsda, Jubo TepaleBTUUeCKMEe aTleHTH
MOTYT OHTB OOBEINMHEHE B OIHY JIEKAPCTBEHHYK QOpMY .

dpasa «KOMOMHMpPOBAaHHas Tepalua», B OTHOIEHUM COeIVHEeHUSA
OaHHOTO M300peTeHus B COUYETaAaHMM C JOpyTMMM OdapMalleBTUYeCKVMU
areHTaMM, O3HavaeT OIOHOBPEMEeHHHM WM IOoCJedoBaTeJIbHHEM IIpMeM Bcex
aTeHTOR, KOTOPHM TakK VI MHaue oBecneunT BJIaToONPUATHOE
BO3IeCcTBUE coueTaHusd JIEKapCTB. CoBMECTHOE BBeIeHMe
nonpasyMeBaeT, B YaCTHOCTHM, COBMECTHYK IOCTaBKy, HalpuMep, B
onHoM TabJjeTke, KalcyJle, WHBEKUIUM WIM B »OPpyTroMm oQopMe, UMenlmen
OMKCUPOBaAHHOE COOTHOIIEHNE aKTUBHEX BEMEeCTB, TaKxXe Kak u
OOHOBPEMEHHYK HOOCTaBKY B HECKOJBKUX OTHEJIBHEIX JIEKAPCTBEHHEBIX
dopMax OJdg KaXIoT'O COeOMHEHMS COOTBETCTBEHHO.

TakuMm oBpasoM, BBeOeHMe COeIMHEeHMS TaHHOTO M300peTeHUd
MOXeT OBTb OCYIWEeCTBJIEHO B COUETaHMM C [OOIOJIHUTEJIbHBEIMM MeTOooaMu
JleueHus, M3BECTHBEIMM  CIeluaJiucTaM B  o0JjlacTM HOPOQUMIIaKTUKU U
JIeUeHUsS  COOTBETCTBYKIMUX 3aboJieBaHmUM, BKJIOUAKIMMMM  [IPpUMEeHEeHUe
aHTMOaKTepraJlbHEX, LIUTOCTATUUECKMX, MOpernapaToB IJA [IOoOaBJIeHUA
CUMIITOMOB WJIM IIOOOUHEIX 50PeKTOB OIOHOTO M3 JIEKapCTB.

Ecam JekapcTBeHHasa ©¢opMa IIpeOcTarjisgseT cobor PUKCUPOBAHHYIO
o003y, Takasd KoMOMHALIMA MCIIOJB3YyeT COeIMHEeHMSA IOaHHOTO M300peTeHus
B IPMEMIIEMOM @IOO30BOM IMalla30He. CoenmuHeHMEe 1 10  IOaHHOMY
n300peTeHnK TaKXe MOXeT OHTb BBEIOEeHO B OpPTIaHM3M IIalMeHTa
IocJiegoOBaTeJIbHO C  IOPpYTMMM  al'eHTaMu, B TOM CJydae, KoTa
KOMOMHAaLMSA 3TUX IperapaToB HEeBO3MOXHa. M300peTeHMe He OT'PaHMUeHO
[IOCJIENOBATEJIbHOCTRI BBEIEHUS; COoenuMHeHMe ITaHHOTO M300peTeHUd
MOXeT OBTE BBEIEHO B OpPITaHM3M IlallMeHTa COBMECTHO, OO WM IIOCJIE
BBEIOEeHUA OpyI'oTro IIpelaparTa.

[IpymMepEl

[lonyuyeHMe COeIMHEHMUSI IO MB00peTeHMo

[TonyueHre CoeOMHEHUSA 1, ABJIAMErocAd IIpelIMeTOM HaCTOoAINeI'o
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n300peTeHna ONMCaHO B 3agBke Ha mz300peTeHme WO 2014/168522.

UccrnenoraHue BJIMSTHUST CoemnHeHUS 1 Ha bepMeHTaTHUBHYIO
AKTUBHOCTE IVIYTaMMHMIILIMKIIABH dYejioBeKa in vitro.

B xome wuccjenoBaHuUM BaMaHMA CoenuHeHMa 1,  ABJIAKIETOCH
IpeoMeToOM HacCTOoAmeIro u300peTeHuda, Ha O(epMeHTaTMBHYK aKTHUBHOCTD
TJIy TaMMHUIINMKIJIa3e 1in  vitro, BHIepiBRee OBUIO OOHapyXeHO IIpsAMOe
MHITHUOMpPYIIEee nelicTBMUE CoenvHeHUd 1 Ha PEKOMOMHAHTHYIO
BHYTPUKJIETOUHYK IJIYTaMMHMUIILMKJIIA3Y YeJIOBeKa.

AKTMBHOCTE TUIYTaMMHWUIILMKIIAZE [IPY Pas3JIMUHBIX KOHIEHTPaUMAaX

CoemmuHenms 1 msydajiack npm 25°C ¢ MCHOOJIB30OBaHMEM OQJIYOPECLEHTHOTO

cybcrpaTta L-mayTaMyMHMII 2-HadTuiamumoa (Gln—bNA) (Anal Biochemn.
2002 Apr 1;303(1):49-56). PeakumoHHasa cMeCb oObeMOM 100 MKJ
comepxala 50 MKM GJIYOPOTeHHOTO cybcrTpara; ~0,2 e OVHN/IIEL

IVPOIVIY TaMVHWJI aMMHOIIeIITHIAa3E 4YeJioBeka (1 eluHUlLla olIpenejisgeTCcs
KakK KOJMUeCTBO, TIuUApoJu3ywmee 1 MUKPOMOJIE PGlu-bNA B MMHYTY), U
aJIMKBOTY PEeKOMOVHaHTHOMN BHYTPUKJIIE TOUHOMU TUIYy TaMVYHWJIIVKJIIA 3k
uejioBeka (gQC) B 50 MM 7TpucaMmHoOMeTaH-HCl u 5% 1mimuepuHe, pH
8,0. PeaklM MHUUMMPOBaJM HoDaBJIeHMEeM K  pPeaKIMOHHOWM  CMecCcHu
AJIMKBOTH TUIyTaMUMHWJIILIMKJIIA3E, MHKYyOMpOoBaHHOM ¢ CoeIuMHeHMeM 1 B
TedeHre 5 MMHYT. [JHaJlbHeMllee [OpOTeKaHMe peakKUUM OTCJeXUBAJH
CIIEKTPOOOTOMETPUUECKHU (oDymHa BOJIHEL BO3OYyXIEeHU A u SMUCCUN
cocraBiaau 320 m 410 HM). JdepMeHTATUBHYI aKTUBHOCTL OIpenesidalu
10 KOJMUECTBY BHIOeJMBIIETOCAa 2-HadpTuinammuma (bNA), pacCuMTaHHOMY

1o KaJMOPOBOUHOM KPMBOM. 3HaueHms IC50 pacCcuMTHBaIM C IIOMOUILIO

HeJIMHeWHOM perpeccumn KPUBOM “KOHLEHTpalug nHTMbuTOPa” -
"bepMeHTaTBHAaSA aKTUBHOCTL” . B KauecTBe BelleCcTBa CpaBHeHUd
VCIIOJIL30BAJIM M3BECTHHM MHIUOMTOP IJIYTAaMUHMJILIMKIIABE — COeIVHeHU’e

PBD150 (J Med Chem. 2006 Jan 26;49(2):664-77).

B pesyllbTaTe 53KCIepMMEeHTa OBJIO YCTAaHOBJIEHO, 4YTO CoeIMHEHNE
1 wuHMMbUpYeT AaKTUBHOCTL BHYTPUKIIETOUHOM TJIYTAMUHWMIILMKIIAZH C
IC50=50,9 mMKM.

HccnemoBaHue akKTUBHOCTU CoelmuHeHMsI 1 Ha MoOIeNnM Icopmuasa y
MBI

VHOYKIMIO IIcopMasa Yy MHIMENW OCYWecCTBJAIM IO CTaHOapTHOM
MeTonuke [European Journal of Pharmacology. 2015. V. 756. P. 43—
517. MemmaM—caMKaM — JIMHMM @ Balb/c HaHocuam  KpeM  Ajlmapa (5%
VMMKBUMOJI) Ha BHYTPEHHKK CTOPOHY OpaBOoTro yxXa 1 pa3 B cyTku 1o 30
MI'/MBIILE B TedeHMe 7 OHeHU (0-6 cyTkM). VHTaAKTHEM XVBOTHEM
HaHOCUJIM BaszeJiMH. CoenmHeHuMe 1 U IpenapaT CpaBHeHMSA (HEeOTUI'a30H)

BBOIOWMJIMM XMBOTHEIM BHYTPUMXEIIYIOOYHO, eXeIHeBHO, 1 ras B CYTKM B
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TeueHnre 7 pgHel (0-6-e CyTKM). DBTaHa3MiO OPOBOOMIM udepes 24 u (7-
e CYTKM) IOoCJe IIOCJeOHeI'0 HaHeCeHMA KpeMa Ajimapa. EXeOHeBHO Ha
0, 2, 3, 4, 5, 6—e CYTKM YTPOM Ilepell OUepPeIHEIM HaHeCeHMEeM KpeMa
Amapa ¥ Iepeln DBTaHasMeM M3MepAIM TOJIMHY IOIpaBoro yxa. llocse
PBTaHA3UKM M3 IIOJIOCTEeM cepila oTOMpaliM KPOBL, BHOEJISJIM CHBOPOTKY.
B CHIBOPOTKE KpPOBM  MeTOIOM  TBeploda3HOTO VMMYHODEPMEeHTHOT O
aHaJiMsa OolIpelleliaiu comepxaHue MCP-1 ¢ mnomomeio TecT-cucTeM Mouse
CCL2 (MCP-1) Uncoated ELISA Kit (Invitrogen).

OlleHKY KJIMHMUECKUX IIPUMBHAKOB IIcopMasa IIPOBOIOMIM I10 OaJlJIbHOM
mKajJjie, IOpencTaBJieHHOM B Tabimuile 1 [Pharmacology. 2011. V. 88 (1-
2). P. 100-113].

Tabauua 1

CucTeMa OILleHKM KJIMHUUEeCKUX IIPM3HaAKORBR PpPas3BUTHUA IICOpHasa Yy

MBI EN
[MpolleHT yXa, IMNOOBEPXEeHHOTO IaHHOMY W3MeHEeHU
Bajn SpuremMa
Uelly KM YToJmeHne
(moxpacHeHUEe)

0 OTCcyTCTBYET OTCcyTCTBYET OTCyTCTRBYET

1 0-25 0-25 0-25

2 25-50 25-50 25-50

3 50-75 50-75 50-75

4 75-100 75-100 75-100

PesyJbTaTe MCCJeOOBaHMA IoKaszajiM, YTO Ha MOIOeJiM IIcopuasza
BHYTPWXEJIYOIOUHOEe BBeleHMe CoeOMHEeHMSA 1 MellaM BHPaXEHHO CHIWXAET
IPUPOCT TOJIIVHEL yXa, KJIMHUYEeCKUE IPU3HAKKU rncopmasza -
bopMMpPOBaHME BSPUTEMH, YTOJIeHMe KOXM M ofpas3oBaHMe Ha Hel
Jemyek, a Takke ypoBeHb MCP-1 B CEHBOpPOTKe KpoBM (Tabauue 2-4) .

[IoJlydeHHEe pe3yJIbTaTH TOBOPAT O TepalleBTUUeCKOM IeMCTBUM
CoenuHeHnusa 1 npu Incopmuase. TepaleBTHUeCKUM 2ddpekT HauMHaeTCHa yXe
Ha 2 @»OeHb IOpuMeHeHMsa CoenMHeHMSI 1 ¥ IO BHPaXeHHOCTM OeMCTBUSA

COOTBETCTBYET MM IIPeBOCXOONWT TakoBOM HeOoTHUI'a30Ha.
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[IpMpOoCT TOJIIIMHE IIOPAXEeHHOTO yXa B OHpe,JIeJIeHHBIﬁ IOeHbE MccyenopaHMa k O IOHIO Ha MOIEJHU Incoprasza y

Memey, % (Mtm, n=20)
IHosa [IpUPOCT TOJIIMHE yXa B OIpeleJIeHHHM OeHb McciaemoBaHMda k 0 OHIO, 2
T'pynmna COeIVHEHU S,
MIT'/KT
2 IeHb 3 @OeHb 4 meHb 5 meHb © IeHb
MHTaKTHHE - 6,0+1,5 7,5+2,5 12,3%£2,1 13,4+1,7 16,5+£2,0
KoHTpoJb - 27,6x1,1* 35,3+1,1* 65, 3+1,3* 76,4+2,9%* 95,1+£3,1~*
CoemguHeHue 1 30 7,8x1,4 & 11,2+1,9 & 33,8%x1, 6& 46,9+1,06*& | 55,8%x0,8*&
Heornrasou 5 14,2+1,9*& 27,5%x1,8*¢& 45,912, 5%& 68,9+1, 8% 83,1+1,4*
[TouMeuaHU A :
* — OTJIMUME OT I'PYIIH MHTaKTHHX 10 t—kpurepuio CrrviomeHTa Ipu p<0,05
& — OTJIMUMe OT TPYINH KOHTPOJA o t—-kpuTepui CrboaeHTa npu p<0,05
Tabauiza 3
OlleHKa KJIMHMUECKMX I[IPM3HAKOB IICcOopMa3a Ha MoOer y Mwemey, O6ajel (Mtm, n=20)
IIoza 4 meHb 6 IOeHb
T'pynmna coeIVHEeHUHA,
MT /KT opuTemMa UemyMKM YToJIeHNe JpuTeMa YemyMKM YToJIleHNe
VHTaKTHHE - 0,0x0,0 0,0x0,0 0,0zx0,0 0x0 0x0 00
KoHTpoJb - 3,0+0,2%* 1,1+0,2* 2,5x0,2% 3,3+0,2%* 1,7+£0,2* 2,6x0,2%
CoenmHeHue 1 30 1,5+0,1*& 0,0+0,0¢& 0,9%0,1*& 1,3%x0,1*& 0,10, 1¢& 1,3£0,1*&
Heornrasox 5 1,2+0,1*¢& 0,0+0,0& 1,4+£0,1*¢& 1,6+0,1*¢& 0+0& 1,3+0,1*¢&
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[ToMeuaHU g :

* — OTJIMUMEe OT IPYIIH MHTaKTHHX [0 t—kpurTepuio CrTvoOeHTa Opu p<0,05

& — OTJIMUME OT TIPYIIE KOHTPOJA IO T-kpuTepuio CTbineHTa Opu p<0, 05

Tabauua 4

VpoBeHr MCP-1 B CHBOPOTKEe KPOBM MHINEV Ha MOIeJIM Icopmasa, nr/mia (Mim, n=10)

T'pyrmma IDosa coeluMHeHUd, MI/KD MCP-1, mnr/mi
MHTaKTHEE - 104,0%7,8
KoHTpoJk - 172,5+18, 5%

CoenmHeHue 1 30 113,7%£8,3 &
[TouMeuaHU A :
* — OTJIMUME OT IPYIIH MHTaKTHHX 10 t-—kpurepuio CrviomeHTa Ipu p<0,05

& — OTJIMUME OT TPYIINH KOHTPOJA Mo t—-kKpuTepmio CThiomeHTa npu p<0, 05
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HccienmoBaHMe aKTUMBHOCTM CoeIMHeHMsT 1 Ha MOIeNIM XeMOoTaKcHuca
MakpodaroB m HeUTpoOMIJIOB B ouar BocHajleHussT (Kappal'@eHMHOBHM
MelloueK) y Meuuen

VHOYyKIMIO XeMoTakKcuca MakpodaTloB UM HeMTpoOMJIOB B OUar
BOCIIaJIeHUs (Kappal'@eHMHOBEM Memouek) Yy MHIMeM OCYMEeCTBJISIM IO
CTaHOapTHOW MeTomuke [Curr Protoc Pharmacol. 2012. V. 5. P. 5-
6]. Memeli—-caMok — JMHMM  Balb/c  3a  mecThb oHeV 10O MHOYKIUU
BOCHaJjleHrsa TInoMemasm B COz-kaMepy IO IOCTWXeHMS aHecTesum Ha 30
CeKyHI, 3aTeM XMBOTHBIM I[IOOKOXHO BO BHYTPUKAICYJIbHYID 00JacTb
CIIMHBE CTEePUJILHEM MIPUIIOM, 3aloJIHEHHHM BO3OYXOM, BBOOMIM 5 MII
BoBIOyxa. ChnycTs 3 @OHA IJS HOoOIepXaHMd LeJJOCTHOCTM BO3OYMHOTO
Memouka 0e3 VYBeJMUeHMSA PaHB BBOOMIM 2,5 MJI Bo3IyxXxa B TO Xe
MecTO. Ha 6 gmeHr nonm COz—aHecTesMeM OJIS MHOYKIMM BOCIIaJIeHUS
HEIIOCPEeICTBEHHO B MelouekK BBOOMJIOCH 1 MJI 13 pacTBOpa
KappaTreHHKHa, IIPUTOTOBJIEHHOTO B dUBUOJIOTUYECKOM pacTBOpe.
VccroenyeMoe coeIMHeHMe BBOIMJIM BHYTPMXEJYIOOUHO 3a 1 uyac 1o
BBelleHUs Kappal'eHrMHa ¥ 3aTeM kaxnee 10-12 uw B oOwveme 0,1 M.
IlocenHee BBeOeHMe — 3a 12 u mo 3abod. 3BTaHazusa uHTadgumenm CO2
OCyMeCTBJIAJACh CIyCcTsa 48 UYacoB IIOCJEe MHBEeKIMM KappareHMHa. Cpa3y
ke TIocJie 2BTaHasuM BHYTPL Memouka CTEepMJIbHBEM MIPMIOM BBOOMIICH 1
MII QUBMOJIOTMUECKOTO pacTBopa, comepxamero 5,4 MM EDTA, KOMHaTHOM
TeMIlepaType. Ilocje JIerkKoT'0 Maccaxa o0JacTy BO3OYNHOT'O Melouka
[IOIIepEeK Melouka OeJlajiM CcalTMTaJbHHM paspes M I03aTOopOoM cobupan
srccymaT. Ilocjsie UeHTpUOYyI'MPOBaHMSA BKCcyoaTa M3 ocalka KJIIEeTOK
TOTOBMJIM  Ma3KWU, KOTOpPEHIE 3aTeM  OUKCHUPOBAJMU B MeTaHoOJle WU
OKpalmBaJu infe) PoMaHOBCKOMY—IMM3e . BaTeMm Ha Maskax non
MUKPOCKOIIOM OINpelesisiyiM KOJUUeCTBO MaKpodparoB U HeUTPOOUIIOB.
[logcueT kKJeTOk OBl INpoM3BOLeH mo 100 mT.

PesyJIbTaTH MCCJeIOoBaHMA IIoKa3aJl, UTO BBeleHMe KappareHMHa
B IIOJIOCTL BOBIOYMHOTO MeMoukKa BHS3BAJIO I[IPUTOK HeUTpoOUIJIOB U
MakpodaroB B oudarl' BochnajeHusa (Tabmmua 5). TaxkuMm obpasoM, MOIeJib
XeMOTaKcuca HeMTpoduIJIOB M MakpodaToB chopMMpOBaHA.

BHYTpMXREJIYOOUHOEe BBeleHMe CoeOMHeHMS 1 XMBOTHHM CHU3MUJIO
KOJIMUECTBO HeMTPOOMIIOB M Makpod®alOB B IIOJIOCTM MemouKa IO YPOBHA
MHTAKTHEIX XWMBOTHEIX. TakuM o00pasoM, IOJyUYeHHEEe pe3yJILbTAaTH JaloT
OCHOBaHMeE 3aKJoOUUTL, uYTo CoeamHeHMe 1 MOpeloTBpamaeT XeMOTaKCUC
HeTpodniioB M Makpodaror (Tabmamuua 5) .

Tabmuiia 5

KomuecTBO KJIETOK BOCIIAJIeHMA B B2KCCyIaTe M3 Kappal'@HMHOBOTO

MEeIo4dKa Ha MoIOeJIM XeMOTaKCHCa HeIZTpO(l)MJ'IOB n MaKpo@aI‘OB B oOoUar
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BOCHaJIeHUd (KappaTeHMHOBHI Memouek) Yy Memelt, x10°/jg (Mtm, n=10)

Hosa
HevTpodusl, Maxpoodparu,
T'pynmna COenMHEHUS,
x10%/7 x10%/7
M/ KT
VHTaKTHEE - 0,3%x0,1 0,610,1
KoHuTpoJb - 2,2+0,4+* 7,7+1,5*
CoemuHenue 1 30 0,6x0,1 & 0,6x0,2 &
[TpuMeuaHM 4 :
* — OTJIMUME OT TPYINE MHTAKTHEX 10 t-kKpuTepui CTbBIOIEHTA IIPU
p<0, 05
& — OTJMUME OT TPYINE KOHTPOJNA O t-kpuTepuwo CThOISHTa IIPU
p<0, 05

NccnemoBaHue axkTUBHOCTM CoelMHeHMsT 1 Ha MOIENIM XeMOTaKCHCa
Makpodaror B ouar BoOCHAaJIeHUSI (TUOIVIMKOJSITHEI II€PUTOHMUT) Yy MHIIEN

VHOYKIIMIO xXeMoTaKCcHuca Makpodparor B ouar BOCIIaJIEHU A
(TMOTJIMKOJIATHHIM I[IePUTOHUT) Y MHIEN OCYMeCcTBJIAIM IO CTaHOapTHOM
MeTonuke [J Leukoc Biol. 2009. V. 86.(2). P. 361-370]. Mommam-—
caMilaM JIMHVKM Balb/c BHYTPUOPKIMHHO BBOIMIM 2 MJI 3% TUOTJIMKOJIEBOM
Cpent, XPaHUBIIENCH B TeueHMe 1 MecHdla. [IpuroToBJIEHNKE
TUOTJIMKOJIEBOM Cpelbl OCYWMeCTRJILAIM ClelylmuM obpas3oM: 15 T cyxou
TUOTJIMKOJIEBOM Cpenr pasMemyrpaldu B 500 MJI OUCTUIIMPOBAHHOM BOXIH,
KkunaTuiau npu 100 °C B TeueHMe 2 MMHYT, OQUILTPOBaJM UYepes
ByMaxHBEM OGOUILTP, pas3JuBaadM o 50 MJI B CTepWbHBEE OPOBUPKU U
CTEePUIIM30BaJIM aBTOKJIABMPOBaHMEM OpKM TeMiepaType 121 °C B TeueHHe
15 MmuymT.

VHTaKTHEM KB O THBEIM BHY TPUOPIOIIMHHO BBOOWJIU 2 MJI
OMBUOJIOTNUECKOTO pacTeopa. VccrenyemMoe COeIMHEHNE KB O THEIM
BBOOWJIM BHYTPMXEJIYOOUHO 3a 1 U IO BBeIeHMS THOTUIMKOJATa, 24 um 48
4 IIocJie BBeIeHUSA TUOTJIMKOJIATA.

Uepes 72 U XMBOTHHX 5SBTaHazuMpoBalMm B COz—-kKaMepe, o0O0JIacThb
OpomMHEL cMauvBaiau 70% COMpPTOM, akKKypaTHO cpesaliM KOoXy Ha OpomHOM’
[IOJIOCTM, WMIPUIIOM BHYTPUOPKIMMHHO BBOOMJIM 5 MJI XOJIOOHOTO (GochaTHO—
COJIeBOTO Bybepa, comepxameTro 0,1% STUIIeHINAMMHTETPayYKCYCHOM
KMCJIOTH. IlocJe JIETKOTO Maccaxa OpIMHOM IMIOJIOCTM BKCCylaT cobupaliu
WIIPUILIIOM B IIPOOMPKM, OIpelesiain Oo0beM COOpaHHOT'O BKCcymaTa.

VI3 ocaIka KJEeTOK TOTOBMJIM Ma3KM, KOTOPEHE B »OaJlbHeuleM
dukCcuUpoBaJIM B MeTaHoOJIe (5 MMHYT) U OKpallMBaJiM I[1IO0 POMaHOBCKOMY-—
T'mmse (40 wmuH 0Opm  TeMmepatype 20-22°C). Ha Maskax pPYTUHHEBM

crnocoboM T1nom MuMKpockornoM Olympus bxb5l (Ha yBesmueHum 100)
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MONCUMTHBAIM KOJUMUECTBO MOHOLUMTOB/MakpodarorB. IlomcueT KJIETOK
npomseoouin no 100 wT.

Pe3yJbTaTH  MCCJIEOOBaHUSA noxkasaJmu, UuTo BHY TPUOPKIMHHOE
BBeIeHMe THUOIJIMKOJIMEeBOM Cpelb BH3BaJIO BHpPaXeHHOe YyBEJIMUeHUEe
KOJIMUeCTBa MakpobaroB B IIepUTOHeaJI[bHOM DKccymaTe Memel (Tabauia
6) . TakuMm oBpas30oM, MOIOeJIb XeMOTaKcHca MakpodaroB chopMMpOBaHAa.

BuyTpuwxeslyoouHOe BBeleHMe CoeIMHeHMA 1 KMBOTHBEIM CHU3MUIIO
KOJIMUECTBO MaKpodharoB TIepUTOHeaJ JbHOM BKCyIaTe MeIey OO YPOBHHA
MHTAKTHEIX SKMBOTHHX. TakumM o0pasoM, IIOJYUeHHEEe pes3yJIbTaTH JaioT
OCHOBaHMe 3aKJIuuThL, u4YTo CoeluMHeHMe 1 MOpedoTBpalaeT XeMOTaKCHUC
Makpodaror B odarl BochlajieHuda (Tabmuua 6) .

Tabnuiia 6

KojmmuecTRO MaKpO(]_)aI‘OB B TIEpPMTOHEAJIEHOM 3JSKCCyIoaTe Ha MOoIeJIrt

XeMoTakcuca Makpodaros B oyar BOCIIaJIeHU A (TMOTJIMKOJI A THHIMA
IIEePUTOHUT) Yy Mbmuel, x109/jg (Mtm, n=10)
Joza coeduHeHWud,
T'pymma Maxpobaru, x10°%/i
MT/KT
VHTaKTHHE - 0,84%x0,16
KouTpoJss - 2,81x0,21%*
CoemuHeHMe 1 30 0,84%£0,16 &
[ToMeuaHMAg :
* — OTJIMUMe OT TPYIMIH MHTAKTHHX IO L[-KpuTepuio CTbIOIEHTa IIPpU
p<0, 05
& — OTJIMUME OT TIPYNIHE KOHTPOJA IO T-KpuTepuioo CTBIOOEHTa IPU
p<0, 05
HUccrnemoBaHue AKTUBHOCTHU CoemnHeHUs 1 Ha MoOenmn

HeMHOEeKLMOHHOT'O BOCIAJIEHMUSI JIQI'KOI'O, MHIOYIIMPOBAHHOI'O SKCTPAaKTOM
CUT'ApPEeTHOI'O IhMa

VHIOY KNI HeVHOPEeKUMOHHOTO BOCTaJIeHU A JIeTKOTO MEIIEN
OCYMeCTBJIAJIM I[IO CcTaHOapTHOM MeTomuke [Zhang Y1, Cao J, Chen Y,
Chen P, Peng H, Cai S, Luo H, Wu SJ. Intraperitoneal injection
of cigarette smoke extract induced emphysema, and injury of
cardiac and skeletal muscles in BALB/C mice. Exp Lung Res. 2013
Feb;39(1):18-31.] MuImaM—caMilaM JIMHWNA Balb/c BHY TPUOPIIIMHHO
BBOIMJIM SKCTPpaKT cUTapeTHOTo mOmMa (3CH, 0.45 mi/20 Mmr) Ha 0, 11,
15, 17, 19 m 22 cyrku. 3CJI noaydalam CcJenyromyuM obpas3oM: 5 curaper
cKMITaauM, C [OOMOmMBID BaKyyMHOTO Hacoca IObM OQUIBTpOBaJM  OJIA
yOaJjleHMs dYacTHUll M cofupasM B COCYIH, comepxamuy docdaTHO—-COJIeBOM

Oybep. CoemmHeHMe 1 BBOOWJIM BHYTPMXEJIYIOUHO, eXeIHeBHO, 1 pas3s B
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CyTKM C 7 1o 27 CYTKM. 3BTaHa3MKO I[IPOBOOMJIM Ha 28 CyTku. IllpaBywo
OOJII0 JIeTKOoTO o¢ukcupoBalin B 10% pacTBOpe HeUTpallbHOTO QopMaliMHa,
OPOBOIMJIM UYepe3 CIMPTH BOCXOOAMMX KOHIEHTpalMi OO KCuJoJa WU
3aJMBaJM B HapadMH IO CTaAaHOAPTHOM MeToauke. HenapadMHU3IUPOBAHHEE
Cpes3H TOJIMHOM 5 MKM OoKpamlMBaJlM TeMaTOKCUJIMH—S03MHOM U MIPOBOIWJIIMU
TUCTOJIOTUUYECKUN aHaIns.

Kaxmoe mnopaxeHMe OBJIO OlleHEeHO IO 5-Tu BajbHOM mKaje: 1 6aJji
— BOCHAJIUTEJIbHEY MHOMILTPAT 3aHmuMaeT 0-20% 1omanr MKCCJIeOyeMOI'o
TUCTOJIOTMUECKOTO IIpelnapaTa, 2 6ajijla — BOCHAJUTEJILHEM MHOUIILTPAT
3aHMMaeT 21-40% 1mJomaly MCCJIeOyeMOoT'o TUCTOJIOTMUYECKOTIO IIpelaparTa,
3 ©Gajyla — BOCHAJIUTEJBHHNM MHOUILTpaAT 3aHuMaeT 41-60% mJomanu
MCCIeyeMOTO TUCTOJIOTUUYECKOT O npenaparTa, 4 Baiia -

BOCHAJUTEJILHENM MHOUILTPAT 3aHuMMaeT 61-80% 1mJjomaaM MCCJIeOyeMoTo

TUCTOJIOTMUECKOTO IpelapaTa, 5 6alJlJIoOB — BOCHAaJIUTEJILHBEM MHQUIILTPAT
3aHMMaeT 81-100% rJiola nom MCCJIenyeMoT o ITMCTOJIOTUUECKOTO

OpenapaTa. TakXe BBEUMUCIAIM MHIEKC OeCcTpyKUMM ajbiBeos (DI) -
IIPOLIEHT I[IOBPEXIEHHEX aJjlbBeOJ] OTHOCUTEJBEHO ofleIl'c uMciia aJlbBeoJl.

Pe3yJIbTaTH MCCIIeOOBaHUA nokaszaJgu, yTo MHOTOKpPaTHOe
BHYTPUOPKIIMHHOE  BBeIeHMe  BKCTpakTa CUTAapeTHOTO  OEMa  MeIaM
MHIOIYIUPYET OQOopMMPOBaHME IIepUBACKYJIUTa, [IepUMOPOHXUTa, aJIbBeOJIUTa
Y MHTepCTULUMAaJILHOM NHeBMOHMM (Tabiuua 7).

BHyTpM?KeJ'Iy,]IOQHoe BBelOeHMe CoelMHeHMSA 1 3SHaAUUTEJBLHO CHUI3WUIIO

pasBuTHE IepUBaCKYyJIMUTa, IepUbpPOHXUTA, aJIbBeoJIMTa u
VHTEePCTULMAJILHOM NHeBMOHMM (Tabimua 7). IIoJIyUeHHHE pPe3YJIbTaTH
[I03BOJIAT 3aKJIOUUTE, uTo CoenuHeHMe 1 BymeT OKasHBaTh

TepaleBTUUeCKUM »oderT Opu OPpOoHXUTe, OPOHXMOJUTE, aJlbBeoJIUuTe U

VHT epCTMLT,MaJ'[bHOIz ITHEBMOHUM .
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Tabmuiia 7
PesyJIbTaTH TUCTOJOTMUECKOTO MCCJIeIOoBaHMA Ha MOoIeJM HeMHOEeKUMOHHOW I[IHEeBMOHUM, MWHIOYLUMPOBAHHOM
DKCTPAKTOM CUI'apeTHOTo OeiMa (Mtm, n=12)
Hosa
[lepBaCcKyJInUT, [lepubpoHXUT, AnseeosinT (DI, MHuTepcTUlIMaJIBEHAA
I'pynna COoeIVHeHUd,
©aJiJs ©aJiJbsl %) IIHeBMOHMSA, ©OaJlJbl
MIT'/KT
VHTaKTHEIE - 0,71+0,20 0,51+0,19 11,5+1,2 0,990, 20
KoHTpoJk - 1,50+0,24~* 1,29+0,18 30,9+2, 3* 1,81+0,27*
CoenoMHeHue
30 1,03+0,11¢& 0,13+x0,07 & 20,5x2,5*%& 1,08x0,16¢&
1
[ToumMeuaHMe :
* — OTJIMUME OT TPYIINH MHTaKTHHEX 10 L-KpuTepuw CTboaeHTa npu p<0,05.

& — OTJIMUME OT TPYINH KOHTPOJSA Mo t-kpurepumio CThiomeHTa npu p<0, 05.
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UccnenoBauue AKTUBHOCTU CoenmuHeHMUs 1 Ha MoOenn
HenHpeKIIMOHHOM ITHEBMOHMUHN , MHIOYLIMPOBAHHOM MHTPaHaBaJIbLHEM
BBegeHueM poly I:C Menuam

VHOYKIMIO TIIHEBMOHMM Yy MBIIEW OCYHEeCTBJIAIM IO CTaHOapTHOU
MeTonouke [Eur Respir J. 2013 V. 41(5). P. 1147-1156]. Momam-—
caMKkaM JMHMM Balb/c ¥MHTpaHas3aJlbHO BBOOUIM 8 MKI/KI IIOJUVHOSUH-—
IONMUUUTUOWUIIOBOY KUCJOTH (poly I:C) B 30 Mmxjg PBS B mum 1, 2, 3 wu
4. Barem B mgHM 15, 16, 17 m 18 XMBOTHEM B TOM Xe o0OBLeMe BBOIUIIMU
2 MKD'/KD poly I:C. CoemmuHeHMe 1 BBOOMJIM BHYTPWXEJIYIOYHO,
eXeIHeBHO, 1 pa3 B CYTKM C 6 1o 19 cyTkm. Bcex MHIIEM yMepHBJISAINU
Ha 19-blM @OeHb MCCJIemOoBaHMA. DBPOHX, OTXOOAmMUM K IIpaBoOMy JeI'KOMY
IepexuMalii JUIaTypoM, JeBoe JieT'koe IIPOMEBAaJIM 3 Ppasa ¢ IIOMOMbLIo
0,8 w™Mn crTepuabHOTO PBS. Ilocjie KaXnmoro BBeneHmsa PBS B Jierkoe

nejajgu JIeTKMM Maccax JeI'KoTo, PBS cimBamm caMoTekoM. B KOHIe

VUM THBaJIU u 3anMCHBAaINU KOHEeUHHN obBeM IOJIyUMBIIETOCSH
OpoHxXoabBeoJIApHOTO JaBaxa (BAJI). B BAJl oleHMBaJIM KOJMUECTBO
HeVTpodnJIOB (OkpamrBaHue IPOBOOUIIN 1o Diff-Quik). IOiia

TUCTOJIOTUMUECKUX MCCJIEeNOBRaHUM IIpaBykl HOOJK JIeTKOTOo O(OUKCHUpOBAaIM B
10% pacTBOpe HeMTpaJlbHOTO OGopMalMHa ¥ 3ajMBajy B HapaduH IO
CTaHOApTHOM MeTonuke. [enapadMHUBMPOBAHHEE CpPe3HE TOJIIMHOM 5 MKM
OKpallMBaJiM TI'eMaTOKCUJIMH—303MHOM. Kaxmoe mopaxeHme OBJIO OLIEHEHO
no b5-tm OajgpHOM mKajie: 1 0ajiyl - BOCHAJUTEJBHHEM MHOWUILTpPAT
3aHuMaeT 0-20% mJjomany MCCIeIyeMOoT'0 IMCTOJIOTMUEeCKOT'O IIpelaparta,
2 Bajja - BOCHAJUTEJILHEM MHOMILTpaT 3aHMMaeT 21-40% [mJomalu
MCCIIenyeMoTo TUCTOJIOTUUECKOTO IperapatTa, 3 DaJuia -
BOCHAJUTEJILHENM MHOUILTPAT 3aHuMaeT 41-60% r1JomanM MCCJIeoyeMOoTIo
THUCTOJIOTUMUYECKOTO IIpenapaTa, 4 0aljla - BOCHaIUTEJILHHM MHOUILTPAT
3aHMMaeT 61-80% 1mJomaly MCCJIeOyeMOoT'o TUCTOJIOTMUYEeCKOTO IIpelaparTa,
5 0allsIoB - BOCHAJIUTEJBHHNM MHOMUILTpaAT 3aHMMaeT 81-100% nJjomanu
MCCIIenyeMOoTO THCTOJOTUMUECKOTO IpernapaTa. Takxe BHUMCIAIM MWHIEKC
OeCTPYKUUU aJIbBeOJI (DI) - IPOLIEeHT IOBPEXIEeHHEX aJIbBeoJI
OTHOCHUTEJIEHO OOmMero umMciia aJlbBeoJl.

Pe3yJIbTaTH UCCIIeOOBaHUA nokaszaJgu, uTo MHOTOKpaTHOe
HaszaJIbHOe BBeleHMe MeImaM poly I:C MHOyUMPYEeT OPUTOK HeUTpoduIIoB
B OpOHXOAaJILBEOJIAPHOE TIIPOCTPaHCTBO, OQOpPMMPOBAaHME IIEPUBACKYJIUTA,
NepuBPOHXUTA, aJIbBEOJIMTa U MHTEePCTUUMANILHOW TMHeBMOHUM (TabJIMIL
8-9) .

BHyTpMXeJlyoOUHOe BBeleHMe CoenuMHeHMs 1 TIOJIHOCTBI OTMEHMIIO
IIPUTOK HeUTpodnsioB B OPOHXOAJLBEOJIAPHOE IIPOCTPAHCTBO, BHpPAaXEHHO

CHM3MIIO pasBUTHME InepmpackryJinTa, HepM@pOHXMTa, aJIbEBeOJINTa "
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VMHTEePCTHULUMAJBHOM NHeBMOHUM (Tadmauus 8-9) .

Tabauila 8
KomMmuecTBO  HEeMTPOOUIIOB B BPOHX0AJIbLBEOJIIPHOM JlaBaxe  Ha

MO IO eJIn HeMH@eKHMOHHOﬁ ITHEBMOHUN, MHHyHMpOBaHHOﬁ VMHTPpaHasaJIbEHEM

BeeneHueM poly I:C memam (Mtm, n=7)
Joza coemomMHeHMud, HeniTpodnsel B 1 MKJI
T'pynmna
MI'/ KD BAJI
MHTaKTHEE - 0,0x0,0
KoHTpoJb - 39,8136, 0%
CoemmHeHMe 1 30 0,00, 0¢&

[TouMeuaHM A :

* — OTJIMUME OT T'PYIIIIE MHTaKTHEX IIO t—KpMTepMD CreoIOeHTa I1pn

p<0,05;
& —
p<0,05.

oTJIMdre OT TPVYIIIIE KOHTPOJIA IIO t—KpMTepMD CTeoIeHTa I1pn
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Tabauiia 9
PesyabTaTe TUCTOJIOTMUECKOTO aHajM3a TKaHM JeI'KoT'o Ha MomeJM HeMHQEeKLMOHHOM  IIHeBMOHUM,

VMHIOIYUMPOBAHHOM MHTpaHa3aJIbHEIM BBeleHMeM poly I:C mMemaMm (Mtfm, n=7)

Hoza
VHTepCcTHULIMAJIBEHA A
I'pynna cCoeIunHeHuHd, IlepuBaCKyJIUT [TepUOPOHXUT AnbBeoJsuT (DI, %)
[MHEBMOHU A
MI'/KT
VHTaKTHHE - 0,36x0,18 0,43+0,20 10,3+1,7 0,57+0,20
KoHTpOJIb - 1,57+£0,37* 1,71+£0,29%* 21,5+2,6%* 1,43+0, 3%
CoenmuHeHue 1 30 0,80+0,31¢& 0,73+x0,32¢& 11,5+1, 5¢& 0,76%x0,1¢&
I[IprMeuvaHMd :
* — OTJIMUME OT IPYIIH MHTakKTHHX 10 t-kpurepmio CTviomeHTa HIpu p<0,05;

& — OTJIMUME OT TPYINH KOHTPOJSA Mo t-kpurepmio CThiomgeHTa npu p<0, 05.
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[ToJTy4deHHEEe pe3yJbTaTH oanT OCHOBaHUE 3aKJIOUUTh, UTo
CoemmHeHre 1 oOKa3HBaeT TepalleBTUUeCKUM 5bbexT 0npu OpPOHXUTE,
BPOHXUMOJIUTE, aljIbBEOJIUTE M MHTEepPCTULMAJILHOM THEBMOHUM.

HccrnemoBaHMe akTMBHOCTM CoemMHeHMsI 1 Ha MOOeNM JIMXOopaldouHOM
peaxkumm y KPHC

MomeJik JIMXOPAaIOUHOM peaklUM peajiM30BaJiM IO CTaHIapTHOM
MeTomuke [Tomazzeti J., A" wvila D.S., Ferreira A.P.0O., Martins
J.S., Souza F.R., Royer C. Baker’s yeast—-induced fever in young
rats: characterization and wvalidation of an animal model for
antipyretics screening // J Neurosci Methods. 2005. V. 147. P.
29-35]. Kprcam JuHMM Wistar [NoOOKOXHO BBOIMJIM 20% CYCIEeH3UU
IeKapcKux mpoxker (12 wMiI/Kr). McciaemyeMoe coeOrHeHMe BBOIUIU
IBYKPATHO, BHYTPMXEJYIOUHO, UYepe3 2 u u 14 u 1ocjle BBeIOeHUd
OIpoOXXKel. PeKTallbHYID TeMIepaTypy U3MEepSaIM »BJIeKTPOTepMOMEeTPOM IO
BBelIeHUI MOMpoTeHa M Ha CcaMOM BHCOKOM TOUKe pPa3BUTUA TepMUUeCKOM
peakuuy — uyepes 18 U mocjie Hero.

PesyJbTaTH  MCCJIeIOBaHMA  IoKa3aJu, UuTo BHYTPWXEJIYDOUHOE
BBeleHue CoenuHeHMS 1 CHM3WJIO IIPUPOCT PeKTaJIbHOM TeMIIepaTypH
TeJla kKpeHC (Tabauua 10) . IlolydyeHHBE JaHHEE I[IO3BOJIAKRT 3aKJIOUUTEH,
uro CoernmHeHMe 1 okKa3HBaeT aAaHTUIMPOTEeHHOe OelCTBUE.

Tabmmiza 10

[IpUpoCT PpPeKTaJIbHOM TeMIlepaTyphl Tejla depes 18 4 mocie

IIOOKOXHOTO BBeIeHMd IPpOXKeM KpecaM, °C (Mim, n=10)

Hosza
[IpUpoOCT peKTaJIbHOM
T'pynmna COeIVIHEHUH,
TeMIlepaTyps Tejia, °C
MI'/ KT
MHTaKTHEE - 0,06x0,04
KoHTpoJb - 1,67x0,14*
CoemmHeHue 1 18 1,15x0,12*¢&
[TouMeuaHM A :
* — OTJIMYUME OT TPYIIE MHTAKTHEX 10 t-kKpuTeput CTBIOIEHTAa IIPU
p<0, 05
& — OTJIMUME OT TPYINE KOHTPOJNA o t-kpuTepno CThOISHTAa IIPU
p<0, 05
HccniengoBaHMe aKTUBHOCTU CoenmHeHUSI 1 Ha MOOenmn

cneumdpmueckoyt OOJIEBOM pPeaKIIMM MeTOIOM XMMMYECKOI'O pal3IpaXeHus
OpIOIMHE (TECT «KYKCYCHHE KOPUYM»)
MomeJsie cHeUMdUUeCKOM OOJIEBOM peaKUUMM MeTOHOM XUMUUECKOTO

pasnpaxeHnsda OplMMHE — (TeCT «YKCYCHHE KOopuM») peajiM30Balid IO
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CTaHOaApPTHOM MeToaMKe. [Jg T[poBeleHUMS TecTa «YKCYCHHE KOopum»
MEIIAM JIMHMKM Balb/c MHTpanepuTOHealJIbHO BBOOMIM 1%  YKCYCHYIO
KmucJoTy B o00wmeMe 10 MJI Ha 1 KI' MACCH XMBOTHOTO. NMccjemyeMoe
COelMHEHVEe BBOIOWIIM BHYTPWXEJIYIOOUYHO, OIHOKPATHO, 3a 1 WM 2 Y OO
BBeIeHUS YKCYCHOM KMCJIOTEHI. OueHuBaJn KOJIMYEeCTBO Kopuemn
(CyIOpPOXHEIE COKpalleHM A OPIMHEIX MBIIILT,, COIIPOBOXIAKIINXC I
BHITAT'MBAHMEM 3aIHMX KOHEUHOCTeM M OporubaHMeM CIMHH) 3a 15 MuHyT
IocJie BBeIEeHUS YKCYCHOM KMCJIOTH.

Pe3yJIbTaTe MCCJIeOOBaHMSA  IIokKa3aJl, UToO BHYTPMXEJIyIOUHOE
BBeleHUue CoenuHeHMsa 1 BHPaXeHHO CHMXaeT KOJMUECTBO Kopuewn Vy
MEIIE, BHI3BAHHEIX BHYTPUOPKMMHHEM BBeIeHMEeM YKCYCHOM  KMUCJIOTEH
(Tabamua 11). I[ToJIyuyeHHEe OaHHBe IIO3BOJIAIT 3aKJIOUUTL, UTo
CoenvHeHMre 1 oKas3bHBaeT BHPAaXeHHHM aHaJlbTeTUueckum >0PekrT.

Tabmmiza 11

KomuecTBO VYVKCYCHHEX KOpUelM Ha MOoOeJiM cleludpruueckoyn OoJieBoM
peakKuuy MeTOJIOM XVMMMUYECKOTO paslpaXeHMs OpKIMHE @ (TeCT «KYKCYCHHE

Kopum») (Mtm, n=12)

Hosza KonuecTrO
T'pymma coeIMHeHUd, BBeneHMre IIpellapaToB Kopuen 3a 15
MI'/KTD MUHYT
KouTpoJib - 3a 1 u go BBeIeHUS 36,3%x2,1
30 YKCYCHOM KMUCJIOTEH 23,8x3,7*
CoenOMHeHUe
Sa 2 U Do BBeIOeHUud
1 30 22,712, 6%
YKCYCHOM KMCJIOTH

[TpuMeuaHMd :
* — OTJIMUME OT TPYyNIH KOHTPOJA IO t-—kKpuTepuw CTBIOIOEHTa IIPpU
r<0, 05.

UccnenoBaume axkTUMBHOCTM CoemuMHeHMsT 1 Ha MOIENIM TepMMUYeCKOI'O
DOJIEBOT'O palBOpaxXeHMsl «I'opsiuasl ILIaCTHMHA»

MonmeJsib TepMMUecKOT O OOJIEBOTO pal3lpaXeHUsa «Topddas ILJIacTUMHa»
peajJu30BaJM IO CTaHIApTHOM MeToIMkKe [BajdboMmMadH A.B., HWrhHatoB 0.I.
[leHTpaJIbHEIE MEXaHM3MBl OOJIM. J.: Hayka. 1976]. VccienyeMoe
COeMHEHNVE BBOIWIIN MEITaM JIMHUN Balb/c BHYTPVXEIYIOUHO,
OOHOKpaTHO. Yepes 1, 4, 6, 12, 24 u 1nocie BBeIOeHUS IpenapaTa
IIPOBOOMJIM TECT <«Topsfdad IJIaCTHMHa». [Jsg TNPpOBeleHMS TecTa «Topgdasd
IJlJacTHMHAa» MBIIeV IIOMemaJiM Ha TopAauyl IJIacTHUHY, TeMIepaTrypa
(+55+1°C) KOTOPOM [IOCTOAHHA. Perucrpuporaiu BpeMda [IEPBEX
IpOABJIEHUM BoJieBOM peaxkuun Yy MEBIIEN (oBJIM3EIBaHKE Jiari,

HOJIHpBII‘MBaHI/Ie) n BEIUMCIIAJIN CpelHee JJaTeHTHOe BpeMA IIopora
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BoJieBOM UyBCTBUTeJIbHOCTM (IIBU, cek) B KaXIOoW TIpyIIe.

PesyJbTaTH  MCCJIeIOBaHMA  IoKa3aJu, uTo BHY TPWXKEJIYJOUHOE
BBeleHVMe CoenuMHeHUud 1 B 2 paza yBeJIMUMJIO Iopor OoJeBOou
UYBCTBUTEJILHOCTY MBIIEN IIPM IIPOBedeHMM TecTa ropfddad IJlacTuHa”.
CapMmakoJioTHMUeckut sdbexkT CoeIuHeHMs 1 @mJauJca He MeHee 24 u
(Tadbauia 12). I[ToJIydyeHHEe IOaHHbe IIO3BOJILIT 3aKJIOUUTE, YTo
CoeIMHeHME 1 OKa3HEaeT BHIPaXeHHHM aHaJlbTeTUYeCKUM >0pexT

OJIMTEeJIEHOIT'O HeﬁCTBMH .



Tabnuiza 12
[Topor

Q

BoJIeBOV UYBCTBUTEJLHOCTU

(IIBY)

IJIaCTMHa», © K 3SHaAUEeHNMAM OO BBeIeHMA IIpellapaTa

28

(Mfm, n=12)

Ha MOJIeJqIM TepMHUUeCcKOoTo OO0JIeBOTO paslpaXeHUd

[IBY, % K 3HaueHMAM IO BBeIeHUd IpelapaTa

Hoza Uepes 1 u Uepes 4 u Uepes 6 4 Uepes 12 u Uepes 24 u
T'pynna CoenMHeHu4d, nocJe nocJe rnocJe rocJe nocJe
MT'/ KT BBeIeHMA BBeIeHUd BBeIeHUd BBeIeHUd BBeOeHUd
npernapatTa IpernapatTa IperapaTa IpelapaTa npernapatTa
KoHuTpoas - 111, 5+6,9 116,3%£3,8 105, 6%x06,7 109, 7+8, 8 108,4+6,0
194,2+12,0
CoenuHeHue 1 30 192,6+12,7* 205,2120,3* s 191,4+19, 4~ 234,7126,1%
KeTopon 15 146,4+16,6 195, 9430, 0% 176,6%+34,0 166,5+25,3 159,7+22,4
[TouMeuaHU A :
* — OTJIMUME OT IPYIIHE KOHTPOJA IO t-KpuTepuio CreoneHTa nOpu p<0, 05

«ropsaYas
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N3TOoTOBJIEHUE JIeKapCTBEHHEIX dopM 1-(2- (1lH-ummpaszsos—4-
WJI) TWJI) IUIIEPUOUH—2, 6—nuoHa (CoenuHeHne 1)

JlekapcTBeHHEIE QOPME CoelMHeHMHA 1 WMIM ero QapMalleBTUUeCKU
IpUeMJIEMOM COJIM IJIS MCIOJb30BaHMA B COOTBETCTBUM C HACTOAMMM
n3obpeTeHUeM IIOJIydalT I[IO0 CTaHIOapTHHEM MeTOOMKaM, TakKMM Kak,
HalpuMep, NpOoLIeCCH  CMellMBaHUA, TPaHyJIMPOBaHUSI, bopMuUpoOBaHUE
opaxe, pacTBOpPeHME.

TabiieTupoBaHHasa dopMa

TabeTUPOoBaHHYD (QOPMYy IIOJIYYAalT, MCIOJb3YS IIpMBEeIeHHBEE HIMXe

VMHITPEOVEHTHL
CoenvHeHre 1 miu ero dapMalleBTUUECKU

1-100 mr
npuemiieMas COJIb
KpaxmaJs kapTodesibHBIM 20-50 Mo
MarHusa cTeapaT 3 Mr
Aspocun 1 mr
JlakTo3a no 300 mr

KOMITOHEHTH CMemMBaKRT W [OIpeccyrnT oJa obpas3oBaHuUsa TabJIeToK
BecoM 300 Mr kxaxigad.

KeJlaTMHOBEIE KallCYJIB

CoenvHeHre 1 mimM ero oOdapMaleBTHUUeCKM OIpMeMieMas cojib — 100
MmT,

JlakTo3a (caxap MOJIOUHHIM), KpaxMall KapTodeJbHEM, KpPeMHUSI
IOIMOKCMI KOJIJIOMAOHEI (a®pocuii), MaTHMA CcTeapaT -— OO IIOJIy4deHUd

MaccCh COHOEPXMMOTO KaIllCyJiel 250 MD
YKasaHHBE BHIIE MWHIPEIMEHTH CMEIMBAT, I'PaHyJIUPYIT, ITPaHyJIH
IIOMEmMAanT B TBePIHEe XeJIaTUMHOBHEE KallCyJiEl B KoJuuecTBe 250 MT.
CyIIIo3UTOPUNA

[lpyMep cocTaBa CYIIIO3UTOPUS :

CoenvHeHre 1 miu ero dapMaleBTUUYeCKU
1-100 mr

InIpmemMiieMad COJIb
MacJio kakao KOJIMYeCTBO,

HeobxommuMmoe IJisd

IIOJIy4YeHMA CYIIIIOSUTOPMA

HpM HeoOXOoOMMOCTH BO3MOXHO VM3TOTOBRJIECHNME PeKTaJIbHEX,
BaIT'MMTHaJIbBEHEIX 17 YpeTpaJlbHEIX CYIITIOSUTOPUERB C COOTBeTCTBYKIIVIMM
HaIlIOJIHUTEeJIAMM .

HOpOMOK IOJIA TIPMT'OTOBJIEHMA pPacTBOpa IJIA VHBeKIWN

[Ipumep 1 cocTaea:
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CoenvHeHre 1 mam ero dapMaleBTUUYECKU
10-100 mr
npremMiieMasa COJIb

B KauecTBe PaCTBOPUTEJIS OPpM TIPUTOTOBJIEHUMM pacTBOpa IJid
VHBEKLNVM MOTYT OHTE MCIOJBL30BaHel — 0,9% pacTBOp HaTpud XJoOpuIa,
INCTUJIIMPOBAHHAS BOHa, pPacTBOpP HOBoKauHa. ®opMmMa  BHIIyCKa  —

aMITyJIE, GJIaKOHHE, MOPUL-TIOOVKM, «insert».
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$OPMYJIA N3BOEBPE TEHNA
1. JlekapCTBeHHOE CPEeICTBO MOJA NpelyIpeXOeHMS U/UIM JieUueHUSd
3aboJieBaHMA WMJIM COCTOSAHMSA, CBSA3aHHOTO C abeppaHTHOM aKTUMBHOCTLIO
bpakTaJIKMHa M MOHOLMTAPHBEX XeMoaTTpaKTaHTHHEX OejgkoB 1-4 (CCLZ,
CCL7, CCL8, CCL13), 1rme 3abojieBaHMe MWJIM COCTOSHMEe He HgBJISeTCH
IcopuasoM, BKJIoUaKlee B KadeCTBe aKTMBHOIO KOMIOHeHTa 1-(2-(1H-

nvmnaszso—4- Mﬂ STWJI) IUIIePUIUH—2, 6—OUOH :

7

Wi ero dGapMalleBTHUYECKM [IPUMEMIIEMYK COJIb WMJIM COJIBBAT.

2. JlekapcTBeHHOE CpPelCTEO 1o m.1, roe 3aboJieBaHME
opencraBygeT CcoOoM THeBMOHUI.

3. JlekapcTBeHHOE CpelnCTEBO 1o m.1, e 3aboJieBaHME
opencraByageT coOoM OPOHXUT.

4. JlekapcTBEeHHOE CpPelCTEO 1o m.1, roe 3aboJieBaHME
opeIcCTaBJIgeT COOOM OPOHXMOJUT.

5. JlekapCcTBEHHOE CpenCcTEO 1o m.1, roe 3aboJieBaHMue
opencraBJgeT CcoOoM aJIbBeOJIUT.

6. JlekapCcTBEHHOE CpenCcTBO 1o m.1, roe 3aboJieBaHMue
npencraByigeT cobon ayTOUMMYHHOE 3aboJjieraHMe, B YaCTHOCTH,
PEeBMaTOUIHLM apTPUT.

7. JlekapcTBeHHOE CpenCcTBO 1o om.1, roe 3aboJieBaHue
npencraBiygeT cobol BOO0JIEBOM CHUHIPOM.

8. JlekapCcTBEHHOE CpeICTRBO 1o m.1, roe COCTOSHME
opencraBJgeT CcoOoOM JIMXOPaIKy.

9. JlekapcTBEHHOE CpeInCTRBO 1o m.1, roe COCTOSHME
opencraBygeT CcoOOM IMOBHIEHHYID TeMIepaTypy .

10. JlekapCTBEHHOE CpPeIOCcTBO IO JwboMy M3 I.1nI.1-9, B KOTOPOM
KOJIMYECTBO YKa3aHHOT'O aKTMBHOT'O KOMIIOHeHTa of0eclneuMBaeT eTro 03y
or 0,01 mo 0,2 ©r Ha HmauMeHTa B CYTKHU.

11. JlekapCTBeHHOE CpPenOCTBO IO II.10, B KOTOPOM KOJUYECTBO
YKa3aHHOTO aKTMBHOT'O KOMIIOHEHTa obecneumMBaeT ero po3y orT 0,1 1o
0,2 T Ha IalMeHTa B CYTKHU.

12. Cnoco® mpemyopexoeHMS M/UIM JedeHud 3abojieBaHUS WM
COCTOSAHMSA, CBA3aHHOTO C abeppaHTHOM aKTUMBHOCTBLI OQpakKTaJIKMHa U
MOHOLMTAPHEIX XeMOoaTTpaKTaHTHHX OeJkoB 1-4 (ccL2, ccL7, ccLs,

CCL13), rme 3abojieBaHMe WM COCTOAHME He MABJIAeTCHA IICOpMas3oM, B
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OopTraHM3Me, BKJIOUAIMY BBeIeHMe B yKaSaHHBIﬁ OpPTraHM3M 9(1)(]_)6KTI/IBHOI‘O

KOJIMYeCcTBa 1 (lH-mvmpmaszoJi—4-1Jl) 9TWJl) IUIlepUonH—2, 6—IOMOHa @

7

WUIM ero dapMalleBTUUECKM IIPMeMJIeMOV COJIM MJIM COJIbBaTa.

13. Cmoco6 mo 1n.l2, rme 3adojeBaHMe IOpelcTaBJgeT cobom
[IHEBMOHUIO .

14. Cmoco6 1o 1nr.l2, rme 3adojeBaHMe MOpelcTaBJgeT cobon
OPOHXUT .

15. Cmoco6 mo n.l2, rme 3adojeBaHMe MOpelcTaBlgeT coboun
OPOHXUOJIUT .

16. Cmoco6 mo 1n.l2, rme 3adojeBaHMe IOpelcTaBJgeT cobon
aJIbBEOJIUT .

17. Cmoco6 mo 1n.l2, rme 3adojeBaHMe MOpelcTaBlgeT cobon
ayToMMMyHHOe 3aboJjieBaHMe, B YAaCTHOCTHU, PEeBMATOMIHHM apTpUT.

18. Cmoco6 mo 1n.l2, rme 3adojeBaHMe MOpelcTaBJgeT coboun

BoJIeBOM CHHIPOM.

19. Crnnoco6 m©no 1m.l2, Toe COCTOAHMe IIpencTaBJgeT cobon
JIUXopanky.
20. Cnnoco6 mno 1m.l2, Tne COCTOsSHMe IpencTaBjigeT codon

[IOBHIIEHHYK TeMIepaTypy .

21. Cnoco6 no JjwboMy M3 I.11.12-20, B KOTOpOoM mos3a 1-(2-(1H-
VMMIOAa30JI—-4—-1JI) TWUJI) IUIIepPUInH—-2, 6—IMOHa WJIM eTro (dapMalleBTUUECKHU
IpueMJIEMOM COJIM WMJIM CcoJibBaTa cocTarjsger or 0,01 mo 0,2 1T Ha
naumMeHTa B CYTKMU.

22. Cnoco6 mno n.2l1, B KoTopoM nmoza 1-(2-(lH-mvmpmazsoj—4-
WII) 5TWJI) IUMIePpUOnH—-2, 6—IMoHa WM eT'o dapMaleBTUUECKM IpHeMJIeMOoMn
CoJIM WJIM cCcoJibBaTa cocTaBjsger orT 0,1 mo 0,2 © Ha HOalMeHTa B
CYTKMN.

23. [IpuMeHeHU e 1-(2-(1lH-mMmpoaszso0—4-1JI) 3TWUJI) IUIIEPUONH—2, 6—

OMOHA &
H
N
7
N

Wi ero odapMalleBTUUECKM IIpMeMJIEMOM COJIM WM COoJibBaTa, IJd
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M3TOTORJIEHUA JIEKAPCTBEHHOTO CpencTBa MmJd I[penynpexIeHrs W/WUiIn
JledeHus 3aboJieBaHMA WMJIM COCTOSHMA, CBA3aHHOTO C abeppaHTHOU
AKTMBHOCTBI OQpakTajIKMHa ¥ MOHOLUMTAPHHX XeMOaTTPaKTaHTHHX OeJIKOB
1-4 (CCL2, CCL7, CCL8, CCL13), rme 3abojieBaHMe WMJIM COCTOSHME He
ABJIAETCA IICOPMa30M.

24, IlpuMeHeHHMe II0 II.23, TIe 3abojleBaHMe IIpelCcTaBjgeT cobou
[IHEBMOHUI .

25. IlpuMeHeHMe IO MI.23, THe 3abojleBaHMe TIIpelcTaBJIgeT coboM
OPOHXUT .

26. IllpuMeHeHMe 10 .23, THe 3abojeBaHMe TIIpedcTaBJIgeT cobou
OPOHXUOJIUT .

27. TlpuMeHeHMe IO .23, THe 3abojieBaHMe TIIpPelcTaBJISgeT cobou
aJIbBEOJIUT .

28. IlpuMeHeHMe IO .23, THe 3abojieBaHMe TIIpPelCcTaBJISgeT cobou
ayTOMMMYHHOe 3abojieBaHUe, B YaCTHOCTM, PEeBMaTOMIHHM apTpPUT.

29. ITlpuMeHeHMe 110 .19, 1THe 3abojeBaHMe TIIpPelCcTaBJISgeT cobou
BoJIeBOM CHHIPOM.

30. IpuMeHeHMe 10 .19, THe COCTOAHME IIpPelCTaBJAeT Ccobou
JINXOpankKy.

31. IpuMeHeHMe 10 .19, T'He COCTOAHME IIpelCcTaBJAgeT Ccobou
[IOBHIIEHHYID TeMIepaTypy .

32. llpuMeHeHMe 10 JwOOMy M3 II.11.23-31, I'Ie KOJIMUECTBO 1-—(2-
(l1H-mvmpoa30J1—4-1JI) 2TW) IUIIEePUINH-2, 6—IMOoHa W ero
bapMalleBTHMUeCKM [IPMEMIIEMOM COJIM MJIM COJIbBaTa B JieKapCTBEHHOM
cpencTBe of0ecrneumpaeT ero mos3y or 0,01 mo 0,2 © Ha HnauMeHTa B
CYTKH.

33. IlpuMeHeHMe IO .32, B KOTOPOM KOJIMYeCcTBO 1-(2—-(1H-
VMMIOAa30JI—4-1JI) 3TWUJI) IUIIePUINH—-2, 6—IMOHa WJIM eTro (dapMaleBTUUECKHU
IpueMIeMon COJIn W coJibBaTa B JIEKAPCTBEHHOM cpencTBe
obecrneumBaeT ero gol’y oT 0,1 mo 0,2 T Ha HalMeHTa B CYTKHM.

[Io DOBepeHHOCTHU
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