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Odranbmonormnyeckas GpapmaueBTUHECKAA KOMNO3ULUA
O6nactb nsobpereHus

Hactosuiee u30bpeTeHMe OTHOCWUTCA K BOAHOW  OQTasbMONOINYECKON
bapmaLeBTMHeCcKOl KOMMO3ULMKM A8 MECTHOrO MPUMEHEHMA, COAEpMKalen
ononataauH uan ero GapmauesTUYECKN NPpUemMNemMyto Cosb.

Mpepnocbinku co3gaHuna nusobperteHua

OnonaTaguH ABNAETCA CeNeKTUBHbIM aHTArOHUCTOM rMcTammHa H1, KoTopbIn
cBasbiBaeTca ¢ HI1l-rucTamuHOBbIM  peuentopom. 370 OnokupyeT jeicteue
3HAOrEHHOTO TMCTaMMWHA, YTO NPUBOAMT K BPEMEHHOMY 0C/N1abNeHUI0 HeraTUBHbIX
CUMNTOMOB, BbI3BaHHbIX rucTammHom. OIONATaAMH He OKasblBaeT [encTBuA Ha
anbda-agpeHepruyeckve, LonaMmmMHoOBbIe U MyCKapuUHOBbIE peuenTopbl Tuna 1 v 2.

OnonataguH ABNAETCA U3BECTHbIM NPOTUBOANNEPTrMYecKUm npenapatom. OH
KOMMepYecku JaocTyneH B8 EBpone, u pacnpocTpaHaetca nNoA  QUPMEHHbLIM
Ha3BaHvem Opatanol® ¢upmoit AnkoH Jlabopatopus Jita. lNpenapaT NoKasaH ans
neveHns oPpTanbMoNIOrMHECKUX CUMNTOMOB U NPU3HAKOB CE30HHOIO ajl/Iepruyeckoro
KOHBIOHKTMBUTA. Komnosuuma npepnaraeMmoro Ha pbiHKe rnpenaparta CoAepXuT
ononataguHa rmapoxnopua, 6eH3aNKoHWUA X0puA, HaTPUA XN0pua, AMHaTpua
docdarta aoAeKarnapaT, KUCAOTY XNOPUCTOBOLOPOAHYIO KOHUEHTPUPOBAHHYIO n/mnm
HaTPWA rTMAPOKCUA (ana goseaerHna pH) n oumnLLeHHYIO BOAY.

Bbi10 YCTAHOBAEHO, YTO MOCTOAHHOE NPUMEHeHue OdTasbMONOTUHECKUX
npenapaTos Bbi3blBa€T MHOrouMcneHHble nobouHble 3¢pdekTol Ha rnas. bbino
YCTaHOBMEHO, YTO MNOCTOSHHOE npumMeHeHne OdTanbMOIOTUYECKUX MpPenapaTos
CBA3aHO C MHOTOYMCAEHHbIMK NOOOYHbIMU AencTBuAMM Ha rna3. BosmoXHbie
noboyHble 3¢deKTbl, CBA3aHHbIE C MPUMEHEHMEM O0N0MNaTafuHa, BK/OYAIOT
cafiHeHue, pasapakeHue, 3y, 3pUTemy, HKeHue Uam cyxocTb rnas.

B odranbmosorMyeckux npenapatax MCroab3oBanu  pAf  PasnuHbIX
KOHCEpBaHTOB. [puMmepbl KOHCEPBAHTOB, WUCMONb3yeMblX B OQTaNbMONOTUYECKUX

KomMnosuumnax, ceegeHbl B Tabnvue 1. Bbino yCTaHOBAEHO, YTO TaKWE KOHCEpPBaHTbI



TaKXKe MOTYT Bbi3biBaTb MHOTO NoBoYHbIX 3GPeKToB, BKAKOHAA pasApareHne rnasa,
BbI3BAHHOE NOBPEXKAEHUEM 3NUTENINA/IbHbBIX KIETOK.
Tabnuua 1. Mpumepbl KOHCEPBAHTOB, WCMO/b3yeMbiX B odTaNbMONOTUHECKUX

neKkapcTeeHHbix popmax.

Knacc coegmuHeHus Mpumep

YeTBEpTUUYHbIE aMMOHUN BeH3ankoHMA xaopua,

NOAMKBATEPHUYM-1

PTyTbCOAEpIKaLime coeamnHenuns | Tumepocan, pTYTb-beHnn

HUTpaT, PTyTb-peHunn auerar

CnupTsl XnopbyTaHon, 6eH31N0BbIN
cnnpT
KapboHoBasa kucnoTa CopbuHoBas KMCNoTa
deHonbl MeTtun nponunnapabex
AMUANHDI XnoprekcnauH
Opyrue [unnHaTtpuesasa conb 3ATA
Hawnbonee PacnpoCcTpaHeHHbIM KOHCEPBAHTOM, MCMNONb3YyEMbIM B8

odpTaIbMONOTMYECKUX NIEKAPCTBEHHbIX dopmax, apnsetca 6EH3aNKOHWs XNOpua
(BAX). 370 coenHEHUE ABNAGTCA KAaTUOHHLIM NMOBEPXHOCTHO-aKTUBHbIM BEWECTBOM,
06/13420WMM aHTUBaKTEPUaNbHBIMM CBOMCTBAMU. YCTAHOBAEHO, HTO 6eH3anKkoHuA
X10pUA  YCUAMBAET TMPOHWKHOBEHWE 4Yepe3 pOoroeuuy PAAA  NIEKAPCTBEHHDBIX
npenapaToB BCAEACTBME IMYIbCMUKALMN 1 PA3PbIBA MEXKKNETOUHDBIX coe/IMHEHW B
snutenuu  porosuuybl.  BAX  npucoepuHaeTca K KnetoyHon  membpaHe
MMKpOOpPraHM3ma W yBenuuuBaeT ee NMPOHWUIEMOCTb, YTO BEAET K /IM3UCY KNETKU.

YCTaHOB/IEHO, YTO KNEeTKN MIeKONUTalWwmx He cnocobHbl HenTpannsosatb BAX 1 ero



NPOHMKHOBEHME MOBPEXAAET 3NUTENN POroBuLbl. ITO BbI3bIBAET LIUTOTOKCUYECKOE
NoBpeXAeHNe KAETOK KOHBIOHKTUBLI M CTpOMbl. UccnenosaHusa in vitro w in vivo
noKaszanu, 4To BAX MOXeT OKa3blBaTb TOKCMYECKOE U BOCNAAUTeNbHOe AeNCTBue Ha
NOBEPXHOCTb rNasa.

Ha mecTHOe BBeAeHUe NeKapCTBEHHbIX NpenapaTtos B TKaHb riasa BAMAET pAL
¢dakTopoB. Jlloboe n3meHeHne COCTaBa MOXET NOBAUATL HA MPOHWKHOBEHKE Yepes
porosuuy 1 abcopbuuio rnasom.

OnonataguH aBnAeTcA NMNOPUNbHLIM COEAUHEHUEM U NO3TOMY HEe NpoxoguT
nerko uepes 6uonorvyeckue bHapbepbl, Takme Kak porosuua. buogoctynHoCTb
ononatagnHa MOXKHO YBEIUYUTb, UCMOb3YA KOHCEPBAHTbI, AENCTBYIOLME TAKXKe Kak
YCUAWUTENIM NPOHUKHOBEHMWA, Hanpumep BensankoHua xnopug, (BAX). K coxanenuio,
GONbWMUHCTBO  TaKUX  KOHCEepBaHTOB/ycuAuTenei  MNPOHUKHOBEHUA,  YCKOpAA
NMPOHWKHOBEHMWE NIEKapPCTBEHHbIX NPEenapaTos, MOXET TaKXe NoBpeXaaTb porosuuy.

BblI0 NpegnpuHATO MHOMO MOMLITOK NPeaaoKuTe opTanbMoNornyeckune
KOMMO3ULMK ON10NaTaAnHa, uMeloLme HeobX04MMYI0 NPOHUKALOLLYIO CMOCOBHOCTD U
[OCTaTOYHOE MOr/IOWEeHWe NeKapCTBEHHOro npenaparta rnasom, U B TO e Bpemsa
YMEHbLWEHHYIO 4acToTy nobouHbix 3¢deKToB, C€BA3AHHbLIX C WUCMONb30BAHUEM
KOHCEepBaHTOB, B 4acTHOCTU BAX.

B 3asBKe Ha MeXxAyHapoaHbld nateHT WO01/54687 onucaHa nekapcrsBeHHas
dopma, coaep)Kaui@asa osonataguH U NOAMMEPHOE COeAMHEHUE YeTBepPTUYHOrO
aMMOHMS B KayecTse KOHCepBaHTa. B cooTBeTcTBUM ¢ 306peTeHnem neKkapcreeHHan
dopma He copepKUT beH3aNnKoHNA xaopnaa.

Kpome Toro, B 3asBKe Ha nateHT US2005/0209312A packpbiTa NeKapCTBEHHAs
dopma 48 MeCTHOro NpPUMMEHEHUs, COAepXKallasa npoussogHoe KapboHoBOW
KMCNOTbI, HanpuMmep, ONOMNATAANH U MATKMIN KOHCepBaHT. B COOTBETCTBMM C 3TUM
“3obpeTeHneM KOHCepBaHTOM ABNAETCA CTabMANM3NPOBaAHHLIN AMOKCUA X10Da.

Kpome TOro, B 3aABKe Ha MeXyHapOAHbIA NaTeHT W02008/036847 onucaHa
opTanbMONIOrMYECKaa KOMNO3ULMA, CoAepXawaa oJsionataguH ¥ cucTemy

KOHCEepBaHTOB Ha OCHOBE LMHKa, rae cogepXaHne MOHOB UUHKa COCTAaBAAET OT 0,04



00 0,9 MM. ina ynydimeHma aHTUMUKPOBHOTo AeMCTBMA KOMMNO3MLMN COAepKaHme B
Hell aHMOHHbIX KOMMOHEHTOB OrpaHuyeHo Ao meHee 15 mM. Kpome ToOro,
KOMMO3UUMA MOXKET TaKke BKA4YaTb 60paT uanM Komniekc 6opat/MHOroaTOMHbIN
cnuprT.

Takum o6pasom, Nno-npexkHemMy cylecTsyeT HeobxoAMMOCTb NPEASioKUTb ANA
MECTHOTO MNPUMEHEHUA KOMMO3WULMIO OnonataguHa uan ero GapmaueBTUyecku
npUemMnemoit Conmn, umerLwylo HeobxoanMmylo 6MoAoCTYNHOCTL M He obnajpatolyto

CBA3aHHbIM C KOHCEPBAHTAMU TOKCUYECKUM AEUCTBUEM.
OnucaHue nsobpereHns

CoOTBETCTBEHHO,  HacToAulee  wu3obperteHue  npeacrasnfaeT  BOAHYIO
0(TaNbMONOINYECKYIO bapmaueBTUYECKYIO KOMNo3uuuw  gna MEeCTHOIO
NPYMEHEHUA, COAEPIKALLY0 ononaTagnH Man ero GapmauesBTU4eckn npuemnemyio
CONb, NPU STOM KOMMO3WUUMA HE COAEPKUT KOHCepBaHTa. YAMBUTE/bHO, HO Bbino
0BHapyeHO, 4TO Takaa KOMMO3ULMA [EeMOHCTPpUpyeT NPOHUKHOBEHME 4epes3
porosuuy u obecrneunaeT BMOAOCTYNHOCTb B Nasy in vitro B moaenv HCE-T,
6AM3KMEe K TaKOBbIM NeKapCTBeHHON (OopMbl, KoHcepsupyemon 6eHzankonus
xnopugom (BAX), U B TO e Bpema OEMOHCTPUPYET YMEHbLUEHME MNOBPEeXAeHMA
KNEeTOoK anuTenus.

MpepnoyTuTeNbHbIM ANSA HACTOALLEro n3obpeteHna ABNALTCA UCNO/L30BaHUE
ononataguHa B ¢opme conu. lMpumepsbl GapmMaLEBTUHECKU NpUemIeMbIX conen
ononaTaguHa BKAOYMAKOT HeOpraHW4eckue COAKW, TakUe Kak TUAapOoXNopua,
rnapobpomug, cynbdat, dochaT; opraHMHecKMe COAU, TakMe Kak aueTaTt, manear,
dypoaTt, TapTpaT M LMTPaT; CONM METAN/0B, Takue KaK HaTpuesble, MarHuesble,
Ka/sineBble, KaibuueBble, allOMUHUEBbIE U UUHKOBbIE CO/MU, COMN NMPUCOEAUHEHUA
OpraHUYEeCKMX aMUHOB, TaKMUE KaK CO/N NPUCOEAUHEHUR TPUITUNAMMUHAE, MCPOMHA
W nunepuguHa. [pepnoytuTenbHo B HacToAwem u3obpereHun ononaTapuH

“cnonb3yeTca 8 popme X0PUCTOBOLOPOAHOM CONN.



B coOTBeTCTBMM € HacTtoawmm wusobpereHnem ononaTaiH WA ero
dapmaLeBTUYECKM NpUemsieman COJib COAEPIKUTCA B KOMNO3MUUW B KOMHECTBE OT
0,01 5o 5 % (8/0), Npy 3TOM MCNONb3yeMOe KONNYeCTBO COOTBETCTBYET csobogHomMy
ononaTtaguHy OCHOBaHWIO. B npeanouTUTENbHOM  OCYLLECTB/IEHUN  HaCTOALLEro
uzobpeteHma osonataguMH UM  ero  ¢dapmaleBTUHeCKU npuemnemaa  Conb
COAEPXKUTCA B KOMNO3uLWMK B KosmyecTse ot 0,01 ao 0,2 % (8/0), npn 3TOM Npun 3TOM
MCNOAb3yEeMOe KOMYECTBO COOTBETCTBYeT cBoboaHOMY On0NaTaanHy OCHOBaHMIO. B
Hanbonee  NPEAMNOYTUTENIBHOM  OCYLLECTBAEHUM  HacToAwero  u3obpereHus
ononataguH wuauM ero QpapmauesTUYECKM npuemsiemas Co/ib  COAepPXKuTCa B
Komnosuumum B Konudectse 0,1 % (B/o), npu 3TOmM npu 3TOM MCNosib3yemoe
KOJIMYECTBO COOTBETCTBYET cBOOOAHOMY O/10NaTagMHy OCHOBAaHMIO.

dapmauesTUyecKan KOMNo3uuma no HacToALWEeMmy n3obpeteHuto
NpeanoYTUTENIbHO COAEPXUT MOBEPXHOCTHO-aKTUBHOE BEWEeCcTBO, He obnapatowee
KOHCepBUpYIOLWMM AeicTerem, bonee npeanoyTUTENbHO HEMOHHOE NOBELXHOCTHO-
aKTMBHOE BeL,ecTBOo. NpuMepbl NOBEPXHOCTHO-aKTUBHbIX BELLECTB, KOTOPbIE MOXHO
MCNONb30BaTh B OGTAaNbMONOTMYECKO KOMMO3ULMMK NO HaCcToALLEeMY n3obpeTteruio,
BKAIOYAIOT nonumep OKCU3TUIMPOBAHHOTO TPETUYHOTO oKTUNPEHON
dopmanbaernaa,  M3BECTHbIA  Kak  TUAOKCANon,  NOJIMOKCUITUNMEOBAHHbIE
NPOM3BOAHbIE KAaCTOPOA Macna, 3Gupbl NOAUITOKCMIMPOBAHHOTO copbuTa 1 KUPHbIX
KMCAOT M CMecu BbllienepednucieHHoro. B npeanoyTuTenbHOM oOcCyulecTsieHuun
HacToAwero wu3obpereHUA NOBEPXHOCTHO-aKTUBHbLIM BELLECTBOM ABNAETCA adup
NO/IM3TOKCUAIMPOBAHHOTO COpBUTa M XKUPHOW KUCNOTbI, Hanbonee NpeanoyTUTENbHO
nonucopb6at-80. [MOBEPXHOCTHO-aKTUBHOE BELLECTBO MOXHO UCNO/Ib30BaTb B
OpTaNbMONOTMHECKONW KOMNO3NLMKU NO M306peTeHnto B Koanyectse 6onee 0,01 %
(8/0), npeanoytutensHo ot 0,05 A0 3 % (8/0), 6onee npegnoytuTensHo ot 0,1 Ao 1%
(8/0), Hanbonee npepgnoututensHo ot 0,1 20 0,5 % (/o).

dapmauesTuyecKas KOMMNO3nLns no HacToAlWEeMY nsobpeteHuto
NPeAnoYTUTENLHO COAEPXUT MO MEHblen mepe eue OAHO BCromoratesnbHoe

BeLlecTBO, BbIGpaHHOE U3 rpynnbl, cocToAwen n3 bydepHbix areHToB, perynaTopos



KUCNOTHOCTU, MOAMPUKATOPOB BA3KOCTU WU BELLECTB, PEryMpyloumx TOHUYHOCTb,
npeanouTuTensHo OHydepHbix areHToB, BEULeCTB, PEeryuMpylowmx TOHUYHOCTL ¥
pPerynaTopos KUCAOTHOCTU.

OdTanbmMoNOFMHEcKas KOMNO3ULUMA MO HacToswemy u3obpeteHuto Moxert
BKAOYATb 3pdeKTUBHOe KonuyectBo 6GydepHoro areHTa. [Mpumepbl BydepHbix
areHToB, KOTOPble MOXHO WMCMOAb30BaTb B OPTasbMONOrMHECKOW KOMNO3ULUK MO
HacToAweMy M306peTeHunIo, BKAOUAOT GOCHOPHYIO KUCAOTY M dpocdaTbl, IMMOHHYIO
KMCNOTY M uMTpaTbl, aueTaTbl U UX CMecU. B npeAnoyTUTEIbHOM OCYLLECTBACHAM
Hactoawero usobpeTteHua 6ydepHblit areHT BbIGMPAOT U3 NIMMOHHOW KUCNOTHI,
$0oCchOPHOI KUCNOTbI, HATPUA UK Kanua docdaTta, ABYXOCHOBHOTO HaTpus docdara,
HaTPWMA WAW Kanua aueTaTta M UX cmeceil, 6onee npeanoyTuTeNbHbIM bydepHbiM
areHTOM ABNAETCA ABYXOCHOBHbIM HaTpua docdat. Hanbonee npeanodtutenbHbim
6ydepHbIM areHToM, WCrosib3yembiM B O0PTabMONOrMYECKOW KOMMO3WUMK MO
HacToswemy usobperteHuio, apnsetca avHatpua docdata aoaekarnapar. bypepHoin
areHT MOMHO MCNONbL30BaTb B O0GTaNbMOJIOFMYECKOM KOMMO3ULUK MO HacTosAemy
n3obpeTeHuto B konuuectse ot 0,5 o 3 % (8/0), npeanoututenbHo ot 1 Ao 1,5 %
(8/0), Hanbonee npeanouTUTenbHO 1,26 % (8/0).

OdTasbMONOrMUECKaA KOMMO3WULMA MO HacToAWeMYy M306peTeHurd MOXeT
BrAO4aTh  apdeKkTuBHOE  KonuyectBo  moauduKkatopa  BasKocTu.  flpumepsi
MOAMPUKATOPOB BASKOCTU, KOTOPbIE MOXHO WUCNONb30BaTb B O(PTasbMOOTMUECKON
KOMMO3ULMMK MO HacToAleMy M306peTeHnto, BKAIOYAlOT 3GUpbl LenoN03bl, Takme
Kak FUAPOKCUNPONUAMETUNLLENNI0N03A, rMMAPOKCUITUILENNIONO03],
rMAPOKCUNPONUALLENNION03], MeTUALEeN/I0N033, KapBOKCUMETUILLENNION033;
Kapbomepbl, TaKkMe Kak MNOAMBUHWIOBLIA  CNUPT,  MNOAUBUHUANUPPOAUAOH,
NONMAKPUIOBAA KMCNOTA; NONNCAXapUAabl U CMECh BbllenepeyncIeHHOrO.

OdTaNbMONOTUYECKAA KOMMO3WULUMA MO HacToAuwemy wusobpereHnio mMoxer
BK/MOYATb 3PPEKTUBHOE KONMYECTBO BellecTBa, PEeryinpylowero TOHUYHOCTD.
MpuMepbi BELLECTB, PErynpytoLmnx TOHUYHOCTb, KOTOPbIE MOXHO WUCMOAb30BaThb B

OdDTalleOIIOI'MLIECKOIZ Komno3snuuMn no Hacroawemy M306peTeHMIO, BKNHOYAOT



HaTPUA XJI0pUA, MaHHUTON, TAULLEPUH, COPOUTON M UX cmecb. B npeanovtuTensHom
OCYLLECTB/IEHUM HACTOALWEro M30bpeTeHnn BELWECTBOM, PEFYANPYIOWMM TOHUYHOCTD,
ABAAETCA HaTpmAa xnopua. Beuwiectso, peryavpyowee TOHUYHOCTb, UCNOJIb3yemMoe B
odTaNnbMONOINMYECKOM KOMMO3UUMM MO  HacToAwemy U300peTeHutdo  MOXKHO
ncnonb3osaTb B Konmyectse or 0,1 ao 3 % (8/0), npeanouytutensHo ot 0,4 Ao 1 %
(8/0), Hanbonee npeanouTutenstHo 0,6 % (8/0).

Odranbmonornyeckas KOMNO3UULMA MO HACTOAUEMY W30OpPETEeHU MOXKeT
coaepxaTb peryiatop KUCNOTHOCTU, NPeanoYTUTENbHO B KOJIMYECTBE, A0CTaTOYHOM
AonAa  nonyvyenua Komnosmumm ¢ pH ot 4 po 8. [peanoyrutenbHo
odTanbmosiornyeckas KOMNosuLma No HacToalwemy nsobpeteHuto umeer pH ot 6 g0
7,5, bonee npeanoutnTenvHo 7. Ana perynaummu pH MOXHO UCNO/Mb30BaTb CUAbHbBIE
KUCNOTbI, TAKME KaK XJIOPUCTOBOAOPOAHAA KNCNOTA N CU/IbHbIE OCHOBAHUA, TaKNe Kak
HATpWA TMAPOKCHA,.

B ogHOM ocyuwiecTBNeHUM 0PpTanbmMoNOTMYeCcKaa KOMNO3nyma No HacToALWemy
N3006peTeHno CoCTOUT M3 o/sIonaTaguHa Uan ero GapmalleBTUHECKU NpUemIemoMn
COMU, NOBEPXHOCTHO-AaKTUBHOIO BELLECTBA, BEW,eCTBa, Peryimpyrowero TOHMYHOCTD,
bydepHoOro areHTa u perynatopa KUCAOTHOCTU; U HU Y OAHOFO U3 UCNOJib3yeMblX
KOMMOHEHTOB He M3BECTHO KOHCEepBUpYyloLlLee AeUcTBuE.

OdTasibMONIOrUUECKYI0 KOMMNO3ULMIO MO HAcToAwemMy M306peTeHUo MOXKHO
dacoBaTb B COOTBETCTBYIOUIME EMKOCTU. B npepnoyTUTeNIbHOM OCYLLECTBAEHUM
HaCTOALWEro n3obpeTeHna KoMnosnymio GacyroT B EMKOCTU U3 NOANITUIEHA HU3KOU
naoTHOCTU. [peanoYTUTENbHO WCMNONb3yeMas EeMKOCTb ABASETCA acenTUYecKowu
€MKOCTb!O, npeaHa3sHa4YeHHOoM AnA NOCTaBKMU HEKOHCEepBMpPOBaHHOM
0dTaNbMONOITMYECKON KOMNO3UL MU B XKXUAKOU popme.

Kpome Toro, Hactosuwee usobpeteHue CBA3AHO C NPOLECCOM NPUTOTOBAEHUA
0dTanbMO/NIOTMYECKOM KOMMO3MUMKU, KaK onucaHo Bbiwe. OdTanbmonornyeckas
KOMMO3MLMA NO HacToAawemy nsobpereHnio moxeT bbiTb NPUrOTOBAEHA B Npouecce,

BKAKO4YauWem cneayouime aTanbl:



a). PactBopeHue B BOAE ANA MHBEKUWMA NO MeHbweW mepe OAHOMC areHTa,
BbIBPAaHHOrO W3 FpPynnbl, COCTOALWLEN M3 MOBEPXHOCTHO-aKTMBHOIO BRLLECTBA,
6ybepHOro areHTa, perynatopa KUCNOTHOCTU, MoauduKaTopa BA3KOCTU U
BELLEeCTBa, PEryMpyroLLero TOHMYHOCTb, NPeANoYTUTENIbHO PacTBOPEHUE B BOAE
OAA  WUHDBEKUMI NOBEpPXHOCTHO-aKTUBHOro Belectsa, 6OydepHoro areHTa,
perynaTopa KMCNOTHOCTU Y BELLECTBA, PEry/IMPYIOULEro TOHUYHOCTb, NMPU 3TOM HU
y OZLHOTO M3 UCMOJIb3YEMbIX areHTOB He M3BECTHO KOHCEPBUPYIOLLEE AEUCTBUE;
6). lobaBneHne ononatagmHa unu ero GbapmauesTUiecKn NPUEeMNeMon conv K
pacTBOpY, NPUroToBAEHHOMY Ha 3Tane (a);
8). MpeanouTutensHo perynauma pH pacteopa, ronyyeHHoro Ha 3srane (6),
PeryasTopomM KUCAOTHOCTY;
r). TMpeanoyTuTenbHO  OKOHYaTeNbHOe  JosejeHne  obbema  pacTBopa,
NONYYEHHOrOo Ha 3Tane (8), BOAOW, NPeAnoYTUTENIbHO BOAOM ANA UHDEKLMI;
n). MpeanouTutenbHo GWUALTPOBaHME PacTBoOpa, MNONYYEHHOro Ha 3Tane (r),
npeanoYTUTENbHO Yepe3 membpaHy 0,22 MKMm;
e). MpeanoyTMTENbHO NEepeHoC 1 acenTuyeckas ¢Gacoska PacTBopa, NOMYYEHHOro
Ha atane (4), B cTepubHbIE EMKOCTU.
B npeanoyTMTENIbHOM OCYWECTBIeHUM OdTabMONOIMYECKYI0 KOMMNO3VUMio no
HacToAWwemMy U30bpeTeHnIo NPUroTaBaMBaloT B Npouecce, BKAKYAOWEM cneaytouine
3Tanbl:
a). PactBopeHue 6ydepHOro areHTa B BoAe A8 UHbEKLUIA, U Aasiee pacTBopeHue
NO MeHblueid mepe OAHOrO areHTa, BbIBPaHHOrO W3 rpynMbl, COCTOALWEN U3
NOBEPXHOCTHO-aKTMBHOIO BELLECTBA, Perynatopa KUCAOTHOCTH, MoaudukaTopa
BA3KOCTUM M BeLecTBa, PEeryavpylollero TOHUYHOCTb, B BOAE A7 WHbBEKUUN,
NpeAnoYTUTENbHO PacTBOpPEHUE B BOAE ANA MHBEKLMIA NMOBEPXHOCTHO-aKTUBHOIO
BelecTBa, peryiatopa KUCAOTHOCTM U BELLEeCTBa, Pery/Mpyroulero TOHUYHOCTb,
NPy 3TOM HW Y OAHOrO U3 UCMOb3yeMblX areHTOB He U3BECTHO KoHcepsupyioulee

AencTeue;



6). NobasneHnne ononartaguHa vam ero GapmauesTUHECKM NpUeMNemoit conm K
pacTeopy, NPMroTOBAEHHOMY Ha 3Tane (a);
8). MNpeanouTuTenbHo perynauua pH pacrtBopa, nonyyeHHoro Ha 3tane (6),
PeryiaTopom KUC/NOTHOCTH;
r). TpeanoyTUTENbHO  OKOH4YaTenbHoe  AosejeHne obbema  pacTsopa,
NOMlYYEHHOTO Ha 3Tane (8), BOAOW, NPeANoYTUTENLHO BOAOW ANA UHDBEKUMNA;
a). NpepnoututenbHo ¢GuUNbTPOBaHWE pPacTBopa, MOAy4YeHHOro Ha 3rane (r),
npeanoyTUTENbHO Yepe3 membpany 0,22 MKm;
e). MpeAnoYTMTeNbHO NEepPeHoC M acenTuyeckan pacosBKa pacTBOpPa, NoJy4eHHOro
Ha 3Tare (4), B CTepUIbHbIE EMKOCTH.
Cnepyowme npumepsl NpyBeAeHbl ANA WANKOCTPAUMM  Pa3/IMYHbIX ACNEKTOB U
OCYULeCTBNEHUI HacToAwero usobperteHua. ITu nNpumepbl He NOAPa3yMEBaloT
orpaHuyeHus Kakum-1mbo o06pa3om packpbiToro usobpertenuna. B npumepax
MCNONb30BANU CNeAyloWMe COKPALWLEHNA U onpeaeneHua:
CCP - C6anaHcuposaHHbiii Conesoit Pactsop
Cpesa ANA KynbTMBMPOBAHUA KNeToK (nutatenbHaa cpepa) — Cpepga MUrna B
mopmounkaumm flynbbexkko (DMEM)/MuTtaTtenbHan cpega F-12 Xama aBnaetcs cMechio
B OTHOWeHun 1:1 DMEM u F-12 X3ama, 40NONHEHHON 5 % aKTUBUPOBAHHOW Harpesom
deTanbHoOM bBbiubelt cbiBopoTku (FBS), 10 Hr/mn daktopa pocta 3snugepmwuca
yenoseka (hEGF), 10 mkr/mn wuHcynuHa, 0,5 % AMCO, 2 mM L-rnytamuHa wu
aHTMBMOTUKAMU (NEHULMANTUHOM U CTPENTOMULUHOM).
HCE-T (tpaHcdopmupoBaHHbie aaeHoBeKTOpom SVAQ KNneTku porosuubl, NoOSy4eHHble
3 Riken Cell Bank, kat. Ne RCB2280) — AuMHMA NpUAUNAIOWMX HEOHKOreHHbIX
INUTENNANbHBIX KNETOK porosuupbl yenoseka. JiMHwa HCE-T 6Gbina nonyyeHa
TpaHcdeKUmMen 3nuTennanbHbiX KAETOK POroBULIbI YeNoBeKa, B3ATbIX y 47-neTHen
YKEeHLMHbI-A0HOPa, PEKOMBUHAHTHBIM ageHosupycom SV40.
U3mepeHUe TPAHCINMUTENIMANIBHOIO 3/IEKTPUUECKOro CONPOTUBAEHMUA (TEER) -

OUeHKa uenocTtHocTu Bapbepa in vitro mMopenu 3anuTenna pPorosuubl, KOTOpas
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OTpaXaeT B OCHOBHOM conpotTneneHuve nIoTHbIX KOHTAKTOB 3NMUTE/NTUAIbHbIX KNEeTOK.

N3mepeHuna TEER nposeseHbl ¢ cnonb3osaHuem ommetpa Millicell-ERS.

Mpumep 1
UHrpegueHT mr/mn
OnonaraguHa rugpoxnopua 1,11*

AuHatpua ¢ocdarta goaeKkarngpat 12,61

HaTtpusa xnopua, 5,0
HCI/NaOH 8 MM
Boga ounweHHan 4o 1 mn

*1,11 mr/mn ononartaguMHa ruapoxnopuaa 3kBmsaseHTHo 1 mr/mn csBobogHoro

ononatagnHa OCHOBAHMUA.

Heobxoaumoe Konunuectso aunHatpua ¢ocdaTta aoaeKaruapata pacTBOpUAU B BoAe
ONA UHbeKkuMin n pnobasuan Hatpua xnopug. K nonydyeHHomy pacTtBopy aAobasuau
HeobxoaMmoe KONM4YecTBo osionataguHa ruapoxnopuaa. Mcnonssya HCl nan NaOH,

fosenu pH pacteopa A0 7 v A0BeNU KOHEYHbIN 06bem 10 1 M AUCTUANMPOBAHHOM

BOAOWN.

MNpumep 2

UHrpegueHTt mr/mn
OnonartaguHa ruapoxnopuma* 1,11*
Monvcopbar 80 5,0

AuHaTtpua pocdarta goaekarngpar 12,61

HaTtpua xnopug, 6,0
HCI/NaOH 8 MM
Bopa ounuieHHasn o 1 mn

*1,11 mr/mn ononataguHa ruapoxaopmaa sksusaneHTHo 1 mr/mn csobogHoro

ononataagnHa OCHOBAHUA.
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Heobxogumoe konundectso guHaTpua docdata aoaeKarnaparta pacTtsopunn B soje
A5 UHBEKLMIA 1 K NONYYEHHOMY pacTBopy A06aBUAM HAaTPUA XN0pKA 1 nosmcopbat
80. K pactsopy aobasunm Heobxogmmoe KOAUYECTBO ON0NATaAnHa rMApOXNopuza.
Ucnonbays HCl uan NaOH, aosenu pH pacteopa A0 7 1 A0BeAM KOHEYHbIM 0bbem 40

1 MA AUCTUNIMPOBAHHOMN BOZON.

Mpumep 2A

WHrpeaueHT mr/mn
OnonataguHa rugpoxnopua™* 1,11*
Monucopbart 80 1,0

[AunHaTtpua pocdata goaekarnapar 12,61

HaTpua xnopug, 6,0
HCI/NaOH 8 MM
Boaa ouunwieHHan 0o 1mn

*111 mr/Mn ononataguHa ruApoxXaopuaa 3KBWBaneHTHo 1 mr/mn csobogHoro

ononartagnHa oCHOBaHUA.

Heobxogumoe Konuuectso auHaTtpua pocdaTa AoAekarnapara pactsopunu B Boae
ON1A UHBEKLMIA U K NOSy4eHHOMY pacTsopy A06asunun Hatpus xnopug v nonuncopbar
80. K pactsopy gobasunu HeobxoAMMOe KONMHYECTBO ONOMATaAUHA r’MAPOXAopuKAa.
Ucnonb3ya HCl unn NaOH, aosenu pH pactsopa Ao 7 v fjosenu KOHeuYHbIn 06bem a0

1 MN AUCTUANUPOBAHHOM BOAOW.
MNpumep 3

CpaBHMTeanblﬁ npumep KOMNO3ULLUWU, cop,epmameﬁ 8 KadecrBe KOHCepBaHTa

6eH3anKoHMA xnopua,.
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NHrpeauneHt mr/mn

OnonaTtaguHa ruapoxnopua* 1,11*

LAvHaTtpua pocdata poaeKkarngpar 12,61

HaTpua xnopug, 6,0
beH3ankoHuAa xnopuA, 0,1
HCI/NaOH 8 MM
Boaa ouunuieHHan o 1 mn

*1,11 mr/mn ononataguMHa TUAPOXNOPUAA 3KBUBANEHTHO 1 mr/ma cBoboAHOTO

ononatagnHa OoCHOBaAHWUA.

Heobxoanmoe konuuectso guHatpua docdaTa foaeKkarnapaTta pacTBOpUav B Boje
ANA nHbeKuuir. K nonydyeHHomy pacteopy Ao06aBuamM Heobxogmmoe KONUYEecTBO
HaTpma xnopupa, nonucopbata 80 u bewHsankoHua xnopuaa. K nosayueHHomy
pacTsopy aobasunm ononataguHa ruapoxnopua. Mcnonssya HCl nam NaOH, posenu

pH pacTtBopa A0 7 v A0BENN KOHeYHbIM 06bem A0 1 M AUCTUANIUPOBAHHOMN BOJOWN.
Npumep 4

AnA OuEHKM NPOHWKHOBEHUA KOMMNO3MLMIKA Oblna co3fdaHa MoAeNb KynbTypbl
3NUTENUANbHDBIX KAETOK 4YesioBeKka B HacToAuwem uccnenoBaHUM MPOHULAEMOCTb

pOrosuubl oLeHusanu, ucnosbsya mogens HCE-T.
Co3panue in vitro mopenu asnuTennsa porosuubl

1. Bknagbiwm u3z membpan Millicell nokpbinn konnareHom Tvna | M3 xBOCTOB
KpbIC.

2. Yawky MHKybumposanu npu 37 °C B TeyeHme npnbansutenbHo 4 yac.

3. Mocne wuHKybauuMwm OCTaBWMINCA PacTBOP KOMJIAreHa YAa/nAn, U Kakabli

BKNaAblWw ABaxabl npombinn 400 mkn cmecu DMEM/F12 Xama (1:1).
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4. Knetku HCE-T noceanu ¢ NnoTHOCTbio 1x10° knetok Ha 1 cm® 8 400 MK
KNEeTOYHOM KynbTypanbHOM cpeabl.

5. Yawky ¢ Ky/IbTYpoOi KNeTok uHkybuposanu npu 37 °C v BnaxHoctm 95 % 85 %
CO,.

6. LlenoctHOCTb MOHOCNOA KNEeTOK oueHusBanu, usmepas BennuuHy TEER 8
npubnnsutensHo 2-3 wuHTepsanax. [ocne kKagoro wsmepeHua TEER
KYNbTYPanbHYIO Cpeay 3aMeHANN.

7. Nocne poctuxkeHua cavanua knetok (TEER 2 200 QCMZ) KY/IbTYPasibHYIO cpeay
U3 anUKanbHOM YaCTU YAANANN U KNETKU OKa3blBaNMCb Ha rpaHuue pasgena
BO34YX-*KNAKOCTb (ALl).

8. Mogenb HCE-T KynbTusmposanu B ycnosuax ALl B8 TeueHue 7 aHen (37 °C un
BNAXHOCTb 95 %, 8 5 % CO,, c usmeperHnem TEER u 3ameHol cpegbl 3 pasa B
Heaeno.

Mpumep 5

BbinonHeHue uccnegosaHMA NPOHULAEeMOCTU

1.

4.

Mocne xenaemoro nepuoga pocrta Knetok yawky Millicell® - 24 ¢ KynbTypon
KNeTOK BbIHYAW U3 WHKybaTopa ¥ uamepunun senudnHy TEER ana Kaxporo
BKaAbiWwa.

Mopaenb 3nuTenus porosuubl ABa pasa NPOMbIAU CTepuibHbiM BSS/10 mM
MPN3C ana ypaneHna 6enka M OCTaTKOB nNuTaTenbHoM cpepbl. Tocne
NPOMbIBKW ypanunn bydep ¢ nnacTuHbl GunbTpa U NOTKA NOLAIOLLEro
yCTpOMCTBa.

MnactuHy ¢unbTpa nepeHecnn B 24-NyHOYHLIA NANAHWET ANA aHanAu3a
TpaHcnopTa.

Ona onpepeneHna CKOPOCTU TpPaHCNOpPTa ANeKApCTBEHHOro npenapaTta B
anuKanbHO-ba3o0naTepanbHOM HanpaBAeHUU B IYHKKU ¢ dunbTpamu aobasmam
no 400 Mk 0PpTaNbMOJIOTMHECKUX PAaCTBOPOB, T. €., KOMNO3ULMIA U3 NPUMEPOB
1, 2 u 3. J/lyHKK Ha nNpMemMHOM nnaHweTe Obian HanonHeHbl 800 MK cmecu

CCP/10 mM MAN3C.
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5. MnaHweT UHKYOBMpOBanM B TeueHue 4 4acos NpPU KOMHATHOW TemnepaType ¢
Kpyrosbim BCTpaxusBaHuem npu 100 06./MUH.

6. B KoHUe MHKyBaumn GUKCUPOBaAHHbIE 0OBEMbI KMIAKOCTU U3 anuKanbHON U
HasonatepanbHOW Kamep MepeHOCUIN B CTEKNAHHbIE BUanbl A/1A aHaNu3a
BIKX.

7. N3mepsanu senunyuntbl TEER.

MNpumep 6

WccnepoBaHua MNPOHULAEMOCTM  BbINMONHWMAK, UCNONb3YA TecToBble pacTBOPLI
onofnataguHa ruapoxnopuaa, T. €., Komnosuuuu u3 npumepos 1 u 2 u
CpaBHUTENbHOTO Npumepa 3.

In vitro mopent anuTenua porosuubl 6bina CO343aHA B COOTBETCTBMU MPOTOKO/IOM,
onucaHHbIM B npumepe 4. Knetkn HCE-T noceanu Ha NokpbiTbie KonnareHom [BX
dunbTpbl Millicell® ¢ pasmepom nop 0,4 MKM € NAOTHOCTHIO 1x10° KneTok Ha 1 cm’.
Knetkn HCE-T cHayana Ky/AbTMBMPOBanu B TeuyeHne 9 AHEN NOTrPyKeHHbIMU B
Ky/nbTypanbHyto cpeay (TEER > 200 QCMZ), a 3aTem eule 7 gHen B ycnosuax ALL
Komno3suummn 13 npumepos 1-3 oueHunsanu, onpenenas npoHNLaemocTb 8 in vitro
mogenun HCE-T. TecToBble pacTBOPbI 0/10NATaANHA, T. €., KOMNO3ULUK U3 NPUMEPOB 1
W 2 NOKasanu B MOAENW in Vitro 3NUTENUA 4enOBEeYECKOW POroBuLibl (HCE-T)
NPOHULLAEMOCTb, NOAOOHYIO TAKOBOW KOMMO3MUMIA U3 CPAaBHWUTENbHOTO NpUmepa 3.
Pe3ynbTaTbl NoKasaHb! B Tabanue 4.

Tabauua 4. NpPoHULAEMOCTb INUTEIUA POrOBULbI YEN0BEKA B MOAENN in vitro (HCE-T)

Kosdduuuenr
Peuentypa
NpoHULaeMocTH, cm/ceK
Komno3uuma us npumepa 1 2,28 x 10 ®
Komnosunuua 13 npumepa 2 3,03 x 10°

Komno3suuua uns 6
3,42 x 10
CpaBHUTENbLHOTO Npumepa 3
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Kpome Toro, uenoctHoctb 6apbepa 8 mogesnm HCE-T oueHnnan nytem vsmepeHus
gennuuH TEER. Co3paHHaa mogenb HCE-T npoaemMoOHCTpUpOBana Hanu4une naoTHoro
snuTenuanbHoro bapbepa (ucxogHas senuumHa TEER npubnusurenbHo 300 Qcm’.
NekapcTseHHas ¢opma C ononaTtaguHom, KoHcepsupyemas 0,01 % (/o)
6eH3aIKOHWUA XNOPUAOM, T. €., KOMNO3ULMA U3 CPABHMTE/LHOTO Npumepa 3, Bbi3Bana
8 mogenu HCE-T 3HauutenbHoe, NnpubansntenpHo Ha 65 %, ymeHblueHne NCXOLAHOM
sennuuHbl TEER. TecToBble pacTBOpbl oOnonataguHa 6e3 KoHcepBaHTa, T. €.,
KOMnNo3suumn u3s npumepos 1 1 2, BbI3BaI yMeHbLIEHUE ucxoaHow BenndunHbl TEER
npnbaunsmtenpHo Ha 35 n 41 %, cootseTcTBEHHO. lpuBeAeHHbIe Bbile pe3yabTaTbl
MOKa3bIBalOT, 4TO UCMNO/Ib30BaHWE KOHCEPBAHTOB OKA3bIBAET 3HAUYUTE/IbHOE BAUAHUE
Ha LUENOCTHOCTb KAETOK 3NWUTEeNUs 4Yes0BeYeCKOW poroBuubl.  Komnosuuus,
KoHcepsupyemaa GeH3ankoHua XN0pUAOM, T. €., KOMMO3UUUA U3 CPABHUTEbHOIO
npumepa 3, CHUKaNa LLeNoCTHOCTb Bapbepa KAETOK 3NUTENNUA 3HaUYNTeIbHO CUNbHEE,
Yem KOMNO3WLMM, He CoAepKallme KOHCePBAHTOB, T. €., KOMMO3ULMK 13 npumepos 1
n 2. Takum obpa3om, cnegyetr OTMETUTb, YTO KOMMNO3MUMW B COOTBETCTBUM C
HacToAWMM u3obpeTeHnem ropasgo 6GnaronpuaTHee, Tak Kak OHM obecrieunsaioT
NPOHULAEMOCTb, BAN3KYIO K MPOHULLAEMOCTV KOMMO3MLMIA C KOHCEPBAHTaMK, U B TO

e spemsa AeMOHCTPUPYIOT MeHbLUee NoBpeXXaeHne KNEeTOK anuTenAa.



®opmyna usobpereHus

BogHaa odranbmonornyeckas dbapmaueBTUHECKas KOMMO3UUMA ANA MECTHOro
npUMeHeHuAa, cogep)kawasa ononataguH  uam  ero  $apmauesTUYECKU
npuemnemyio Cojlb, OTINYAIOLWAACA TEM, YTO HE COAEPIKUT KOHCEpPBaHTa.
Komnosuuua B cooTBetcTBMM € nNyHKTOM 1, rae osnonataguH  AsnseTcA
ononataguHa rugpoxiopuaom.

Komnosuums B cootseTcTBum ¢ n106bIM 13 NpeablAyLiMX NYHKTOB, OTAMYAIOWAACA
TeM, YTO ON0MATaAMH 1AM ero GapMaLeBTUYeCcKN NMPUEeMNEMan Co/b COAEPMKaTCA
8 Komno3suunn B Konundectse ot 0,01 go 5 % (8/0), npegnoytutensHo ot 0,01 Ao
0,2 % (8/0), Hanbonee npegnoututensHo 0,1 % (B/0), Npu 3ToM MUCNONbL3YEMOE
KONIM4YeCTBO CoOOoTBETCTBYET CBO6OAHOMY 0ON10NaTaANHY OCHOBAHMIO.

Komnosuuumsa 8 cooTeeTcTBmm ¢ Nt106bIM U3 NpeablAYULIMX NYHKTOB, OTNMYAIOLWANACA
TEM, 4YTO COAEP)KUT MNOBEPXHOCTHO-aKTUBHOE BeULeCTBO, NPeAnOUYTUTENbHO
HenoHHoe [1AB.

Komnosuvuusa B COOTBETCTBUM C MNYHKTOM 4, OTAMYAIOWAACA TeM, 4TO
NOBEPXHOCTHO-3aKTUBHOE BELWECTBO BbIOUPAOT M3 Tpynnbl, COCTOALLEN U3
noiMmepa OKCU3ITUIMPOBAHHOIO TPETUYHOro OKTundeHon dopmanbaervaa,
NO/IMOKCUITUIMPOBAHHbLIX  NPOM3BOAHbLIX  KAacTOPOBOrO  Mmacnia, 3¢upos
NOSIUITOKCUANPOBAHHOTO copbura " KUPHbBIX KucaoT n cmecu
BbllLENnepeync/eHHoro, npeanoYTUTeNbHo 3dupa  MNOSNOKCUITUAUPOBAHHOIO
copbuTa U dUPHOM KUCNOTbL.

Komnosuumna B COOTBETCTBMM € MNYHKTOM 4 uaM 5, OTAMYAIOWEACA Tem, 4TO
NOBEPXHOCTHO-aKTUBHOE BELWECTBO COAEPXUTCA B KOMMO3UUMK B KOJIMHECTBe
6onee 0,01 % (8/0), npepnoututensHo ot 0,05 ao 3 % (8/0), bonee
npeanoytutensHo ot 0,1 ao 1 % (8/0), Hanbonee npeanoututensHo ot 0,1 ao 0,5
% (8/0).

Komnosuuma B8 cooTseTcTtBuM c NyHKTOM 4, 5 uam 6, oTanyalowanca Tem, 4To
NOBEPXHOCTHO-aKTUBHbIM BELLECTBOM ABAAETCA 3GUP NMOSMOKCUITUAMPOBAHHOTO

copbuTa 1 }KUPHOM KUCNOTbLI, NpeanoYTUTeNbHO nonmcopbat 80.



8.

Komnosuuua B cOOTBETCTBUM € N10ObIM U3 NPeAbIAYLINX NMYHKTOB, OTANYAIOWLAACA
TEM, 4YTO COAEPKUT ewe OAHO wuanm bonee BCNOMOraTeNibHbIX BELIECTS,
BbIOpaHHbIX M3 rpynnbl, cocToAwen u3 6ydepHbix areHToB, pPerynatopos
KMCNOTHOCTN, MOJUDUKATOPOB BA3KOCTU U BELLLECTB, PErynpyoL X TOHUYHOCTD,
npeanoytTuTensHo bydepHbix areHToB, BEWECTB, PErympyloumx TOHUYHOCTb U
PerynaTopoB KUCSIOTHOCTH.

Komnosunuua B COOTBETCTBMM € NYHKTOM 8, OT/IMUAIOWAACA Tem, 4TO BydepHbiit
areHT BbIbMpaloT M3 rpynnbi, cocToAwen u3s ¢pochartos, UUTPATOB, ALLTATOB U UX
cMecH, NPeAnoOYTUTENbHO JIMMOHHOM KNCNOTbI, POCHOPHON KUCNOTbI, HATPUA UK
Kanua pocdaTa, ABYXOCHOBHOTO HaTpua docdarta, HaTpUA UAM Kanua auetaTta u
ux cmecn, 6Gonee npegnouTUTENbHbIM  OydepHbIM  areHTom  ABNAeTCA
ABYXOCHOBHbIA HaTpua ¢docdat, Haubonee nNpeanoYTUTENbHBIM BYXOCHOBHbIN

HaTpua docdaT foaeKarmapar.

10.Komnosnumusa B COOTBETCTBMU C MYHKTOM 8 uan 9, OTAUYAIOWLAACA TEeM, YTO

11.

12.

13.

bydepHbI areHT coaepXuTca B KOMNO3nuun 8 Konudecrse ot 0,5 4o 3 % (8/0),
npegnoytutensHo ot 1 ao 3 % (8/o), 6onee npegnouytutensHo ot 1 go 1,5 %
(8/0), Hanbonee npeanoutTuTensvHo 1,26 % (8/0).

Komnosuuuna B COOTBETCTBUM C NYHKTOM 8, OT/IMYAIOWAACA TEM, YTO BELW,ECTsO,
peryauvpyioulee TOHUYHOCTb, BbIOPAHO W3 TrpynMnbl, COCTOAWEW M3 HaTpuA
XN0pUAa, MaHHUTONA, TANLEPUHa, cOpbUTONa U UX CMEecK, MPeAnOYTUTE/NbHO
HaTPMA XJI0PUA,

Komnosuuna B COOTBETCTBMMU C NYHKTOM 8 unu 11, OTAMYAIOWE@ACA Tem, 4TO
BELW,eCTBO, pery/ipyrouee TOHUYHOCTb, COMEPMKUTCA B  KOMNO3MUUMA B
konuyectee ot 0,1 0o 3 % (8/0), npeanoytutensHo ot 0,4 0o 1 % (8/0), Hanbonee
npegnoututensHo 0,6 % (8/0).

Komnosunuua 8 COOTBETCTBMM C NMYHKTOM 8, OT/IMYAKLLAACA TEM, UYTO PErynaTop
KMCAOTHOCTU BbibpaH 13 rpynnbi, COCTOALLEN U3 XAOPUCTOBOAOPOAHON KUCNOTbI,

HaTpunAa rngpokcnaa n nx cMecu.



14.Komnosunuma 8 COOTBETCTBUU C N10O6bIM U3 NpeablAYUMX NYHKTOB, OT/IMYaIOLWAaACA
Tem, 4TOo Komnosuuua mmeet pH ot 4 go 8, npegnoytutenbHo oT 6 A0 7,5,
Haubonee npeanNoOYTUTENbHO 7.

15.Komnosunuma B COOTBETCTBUM C Nt0DbIM U3 NpeablayLiMX NYHKTOB, OTAMYaKoLWasncs
TemMm, 4TO KOMMNO3MUMA COCTOUT M3 ONonaTaguHa uauv ero ¢apmalieBTUYecKu

npuemnemslix COI’lEI\/‘L NOBEPXHOCTHO-aKTUBHOIO BellecTsa, Beulecrsa,

peryaunpyowero ToHMYHOCTb, 6ydpepHOoro areHTa v perynatopa KMCNOTHOCTK.
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b. OBJIACTD [TOHMCKA:

MuHuMyM UPOCMOTPEHHOM I0KYMEHTalK (crcTema knaccudukaliuu U uaekcsl MITK)
A61K 31/00, 31/335, 9/00, 9/08, A61P 27/00, 27/02

Jlpyras uposcpeniiasi JOKyMEHTALMs B TOM Mepe, B Kakol OHa BKIIOYEHA B 06J1aCTh MTOUCKA:

B. JJIOKYMEHTBI, CHUTAIOIUMECS PEJIEBAHTHBIMU

K’d’l'CI'()pHﬂ* CCbllIKH HA JOKYMEHTBI C YKa3aHHEM, [JI€ 3TO BO3MOXHO, PEJEBAHTHBIX YacTel OTHOCUTCS K IYHKTY No

US 2011/0082145 A1 (ALCON RESEARCH LTD) 07.04.2011,

X naparpaguei [0015], [0041], [0045], [0049], [0051], [0052], [0054], Tabu. 1, nm. 1, 5-7 1-5.7-9, 11-15
(hopmyiibl

Y 6,10

Y US 2012/0295967 A1 (DANIEL A. GAMACHE et al.) 22.11.2012, pedepar, naparpadul 6, 10
{0036], [0037], Tabnuusl Ha ¢.8

A US 6375973 B2 (ALCON UNIVERSAL LTD) 23.04.2002 1-15

DI]OCHC}I}'!OII[HC JIOKYMCHTBI YKA3aHb! B MPOAOAXKCHUH rpaq)u B JIaHHBIC O MATEHTaX-aHANOrax yKasaHbi B NPUIOMCHAYN

* OcoOble KATCTOPHH CCBUTOMHBIX IOKYMEHTOB: "T" Gonee MO3AHMH JOKYMEHT, OnyOIHKOBAHHBI [IOCHE AATHI

"A" OKVMCHT, ONPE,ICIAIOWKI 061UUHA VDOBEHb TEXHUKH MPUOPUTETA H NPUBEACHHBIN Ul MOHHMAaHUA U300pETeHMS

"I" donee patHME JJOKVMEHT, HO OIYOJIMKOBAHHbIA HA aaTy
HOAAUH €BDAMICKON 3a9BKW HITM NIOCNE Hee

"(3" CLIOKVMEHT, OTHOCSIIIMIACA K VCTHOMY PACKPBITHIO, SKCHOHM-
DPOBAHMIO ¥ T,

"P"okvment. onySAMKOBAHHbIA 1O AAThl I0AA4YH €BPA3HICKOM
JABKH, HO HOCIE 1aThl KCMPalI¥BAEMOro NPUOPUTETA

"D JIOKVMCHT. IDHBC/ICHHDIHA B €BPA3UICKOM 3asBKe

"X" JOKYMEHT, umetouHii Hanbonee 6IU3KOE OTHOIICHHUE K TIPEAMCTV
MOWCKA, MOPOUHALIHI HOBH3HY HITH U300pETaTENbCKHI YPOBCHD,
B3AThIN B OT/IENHHOCTH

"Y" NOKYMEHT, uMEIoNnil Haubosiee 0AN3KOE OTHOLICHHUE K NPEAMETY
MOMCKa, NOpoyauuii H306pETaTEIbCKUI YPOBEHD B COUCTAHUU C
JAPYIMMM IOKYMEHTaMM TOM ke KaTeropuu

"&" NOKYMEHT, ABJSIOUMNCSH MATCHTOM-aHAIOTOM

"L" JOKYMEHT, IPpUBE/ACHHBI B JAPYIUX LEHAX

ll’d'l”d ACHCTBUTCIBLHOIO 3aBCPUICHUSA TIATCHTHOTO IMOUCKA!

16 mas 2016 (16.05.2016)

Hanmenonanue i aapec MexayHapoanoro noMCKOBOro Oprasa;
MejtepaibHbIT HHCTHTYT
HPOMBIILICHHOH cofcTBeHHOCTH
Pd. 125993 Mocksa. ['-59, I'CI1-3, Bepexkonckas Ha6.,
s 30-1.Maxce: (499) 243-3337, teneraiin: 114818 TIOJJAUA
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