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(57) 3anaua HaCTOSIIETO M300PETEHNUS 3aKIIOYAETCS B OOHAPYIKEHNN KOMOMHAIMH IPO(HIAKTHIECKOTO HIIN

TEpPaNeBTUYEeCKOr0 areHTa JJIsl TIayKOMbl MJIHM TJIa3HOW THUIIEPTEH3HMH, KOTOpasl SIBISETCS MPUTOAHOW B
Ka4eCTBE MPO(PHUIAKTHYCCKOTO MM TEPANCBTUYCCKOTO areHTa JUIsl IIayKOMBI FUTH TIIA3HOW THIICPTCH3UH.
OObenuHeHHE cerneTanpocta U HHruouTopa(oB) Rho-acconnupoBaHHBIX MPOTCHMHKHUHA3, COACPIKAIIUX
cymepcrupanb, O00eCleYrBacT YCHJICHHE [SHCTBHS, CHIKAIONICTO BHYTPHIVIA3HOE [ABICHUE, 10
CPaBHCHHIO CO CIIydaeM, KOrJa KaXKJI0€ JICKAPCTBEHHOE CPEICTBO IPUMCHSIOT OTIENBHO. B kadecTBe
(hopMBI BBEIECHHSI KX MOXKHO BBOAUTH OJHOBPEMEHHO MJIM MOYKHO BBOIUTH B BHIEC KOMOMHHUPOBAHHOTO
JIEKapCTBEHHOTO CPEJ/ICTBA.
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JIJEKAPCTBEHHOE CPEACTBO, COAEPKAIIIEE KOMBUHAILIUIO
CEIIETAITPOCTA U HHTHBUTOPA RHO-ACCOIIMAPOBAHHOM
MPOTEUHKHUHA3GL, COJAEPKAIIEN CYIIEPCIIUAPAJID

OBJIACTb TEXHUKHU

[0001] Hacrosmee wu300peTeHHe  OTHOCUTCA K  NPOQMIAKTHYECKOMY I
TEPANeBTHUECKOMY areHTY JJIsl TJIAYKOMBI WM TJ1a3HOH MMIIEPTEH3UHU, KOTOPBII XapaKTepu3yeTcs
TEM, YTO CemneTanpocT W WHruoburop (uHruburoper) Rho-accormupoBaHHON MPOTEHMHKUHA3BL,
cozeprKallel Cynepcrnupainb, BBOAIT B komOuHawu. Hacrosimee n3o0peTeHne Takke OTHOCUTCS
K PO UIAKTUIECKOMY UJIH TEPAIIEBTUYECKOMY areHTY JUIS II1ayKOMBI HUTH TJIA3HOM THITePTEH3HHY,
COZepIKaLeMy CEIMEeTanpoCT, KOTOPBIH XapakTepU3yeTcss NPUMEHEHHEM OJHOBPEMEHHO C
uaruoburopom  (uaruburopamm) Rho-acconMMpPOBaHHBIX ~ NMPOTEMHKHHA3,  COAEPIKAIINX
Cynepcrupab.

YPOBEHb TEXHUKH

[0002] Tmaykoma sBisiercsi pedpakTepHbIM 3a0O0J€eBaHWEM TJ1a3, BBI3BAHHBIM
NOBPEKACHUEM BHYTPEHHEH TKaHH (CETYAaTKH, 3pUTEIBHOTIO HEPBAa U T.1.) TJIa3HOTO S0JI0Ka 13-3a
NOBBIIIEHNs] BHYTPHUIJIA3HOTO JIABJICHHUS, BBI3BAHHOTO PA3JIMYHBIM IaTOreHe30M. B kauectse
crioco0a JIeYeHHs TJIayKOMbl OOBIMHO MPUMEHSIOT TEPANHui0 I CHIKEHHsS BHYTPUIJIA3HOTO
TaBJIEHNS, U €€ TUITUYHbIE PUMEPBI BKIIIOYAIOT JIEKAPCTBEHHYIO TEPAIHIO, JIA3EPHYIO TEPAITHIO,
XUPYPTUYECKOE JIEUEHUE U T.1I.

[0003] B nexapCTBEHHOW Tepanuu NPUMEHSIOT JIEKAPCTBEHHBbIE CPEACTBA, TAKHE Kak
CHUMITATOMUMETHKH (HECENEKTUBHBIE CTUMYJIATOPBI, TAKUE KaK AUMUB(PUH U T.1I., ¥ aTOHUCTHI 02~
peLenTopoB, Takue Kak OpUMOHHUIMH U T.A.), OJOKaTOPbI CUMITATHYECKUX HEPBOB (OJ0KaTOpHI [3-
peLenTopoB, TaKue KaKk THUMOJON, Oe(pyHOJON, KapTeojos, HUIPAAMUION, OeTakcosod,
JeBOOYHOJION, METHIPAHOJION U T.JA., U OJOKATOPBbI O PELENnTOPOB, TaKHE KaK THIPOXJIOPHI
OyHa303MHA U T.JI.), MTAPACUMIATOMUMETUKH (TTMIOKAPTIMH U T.I1. ), HHTUOUTOPBI KapOOAHTUIPA3bI
(auerazonmamMua W T.J.), MPOCTAMNIAHAWHBI (M30MPOMUIYHONPOCTOH, JIATAHOIPOCT, TPABOMPOCT,
OuMaTonpocT W T.A.), U MHrHOMTOpBl Rho-acCOIMMPOBAHHBIX MPOTEHMHKHHA3, COAEPIKAIIHNX
cynepcnupaib (PUMacyar) v T. 1.

[0004] Kpome Toro, ajist mosydeHust 0osiee MOITHOTO 3 dekTa CHUKEHHsI BHY TPUTIIA3HOTO
naBiieHuss ObUIM CHENaHbl HEKOTOPblE COOOIIEHHS O TOM, YTO JIEKAPCTBEHHBIE CPENCTBA,
o0nagaroiue CHIYKEHUEM BHYTPUTIIA3HOTO JAaBJICHUS, IPUMEHSIOT B KomOuHaimu. Hanpumep, B
nareHTe AnoHnn Ne 2726672 (maTeHTHBIA JOKYMEHT 2) COOOIIAeTCst O BBEIEHUH KOMOMHALIUH
OokaTopa CHMIIATUYECKOTO HepBa W mpocrarmanauHa. Kpome Toro, B WO 2002/38158
(MaTeHTHBI AOKYMEHT 3) OMmHMCaH Crmocod JIeUeHHs] TJIAYKOMBbl BBEACHHEM HECKOJIbKHX
JIEKaPCTBEHHBIX CPEACTB, 00Janaromux 3PQPeKTOM CHIDKEHHs BHYTPUIJIA3HOTO JABJIECHUS, B
koMOuHammu B rna3. Kpome toro, 8 WO 2004/019951 (mateHTHBII 1OKYMEHT 4) coolrmaercst o
BBEIEHUN KoMOuHaimu wuHruoutopa Rho-accounnpoBaHHBIX NPOTEMHKHHA3, COAEPIKAIINX

cyrnepcnupaib, U npoctarijanauaa u B WO 2004/045644 (nateHTHBIA JOKYMEHT 5) cooliraercs



0 KOMOWHHMPOBAaHHOM BBeA€HWM uHruOuropa Rho-accoMMpPOBaHHBIX MPOTEUHKHHA3,
COZiep KalX Cynepcrupans, u onokaropa -peuentopos. Kpome Toro, sBseTcss KOMMEpUYECKU
JIOCTYIHBIM ~ KOMOMHHPOBAHHOE JIEKAPCTBEHHOE CPENCTBO JOP30JaMUAa M THMOJIOJ,
KOMOMHHPOBAHHOE JIEKAPCTBEHHOE CPEACTBO JIATAHONPOCTa U TUMOJIOJA, KOMOHMHUPOBAHHOE
JIEKapPCTBEHHOE CPENCTBO OPUMOHUANHA U TUMOJIONA U MOAOOHBIE (HEMaTEeHTHBIN JOKYMEHT 1).

[0005] Mesxay mpouum, CeneTanpocT NpeacTaBisieT coO0H COeMHEHNE, TPEICTABIEHHOE
dopmynoii (1):

[©@opmyna 1]
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U onucaHo B NaTEHTHOM JOKYMEHTE 6 Kak OJUH U3 OTPOMHOIO KOJIMYECTBA COEIUHEHU.
ITocKkOBKY AaHHBIE COEAMHEHUs] 00Jaal0T MOIIHBIM U YCTOHYMBBIM AEHCTBUEM, CHIDKAOIIUM
BHYTPUIJIA3HOE MaBJIEHUE, OMMCAHO, 4YTO OHH, KaK OXHOAeTcs, OyIyT TepaneBTHYECKUM
CPEACTBOM IPU I'JIayKOMeE.

JOKYMEHTSI ITPEJIIECTYBVYIOIETI'O YPOBHA TEXHUKH

[[TaTeHTHBIE TOKYMEHTHI |

[0006] ITatenTtHbrit nokyment 1: WO 2010/113957

ITaTeHTHBIN AOKYMEHT 2. INOHCKUI naTeHT No. 2726672

ITatentHbIN fokymMeHT 3: WO 2002/38158

[TaTenTHbIi fokymeHT 4: WO 2004/019951

[TaTenTHbI fokyMeHT S: WO 2004/045644

[TaTenTHbIi fokymeHT 6: WO 2011/013651

[HemaTeHTHbIE TOKYMEHTHI |

[0007] nematentHsiit nokymeHT 1: Clinical Ophthalmology, 2010, 4, 1-9

CYIIIHOCTH HACTOAIIEI'O U30BPETEHUA

[[Tpobnemsl, KOTOpBIE OYIYT PeLIaThCsl HACTOSALIUM H300peTeHHEM |

[0008] Ouenbp wHTEepecHOH 3amadyeil sBISETCS IMOWUCK HOBOH  KOMOWHAIIUH
PO UIIAKTHUECKUX WUJIH TEPANEBTHUECKUX areHTOB JUIS TJIAYKOMBI WM TJIA3HOW THIEPTEH3UH,
KOTOpasi SIBJSIETCS MPHUTOJHOW B KauecTBEe MPO(HMIAKTHYECKOTO MM TEPAreBTUYECKOrO areHTa
IUIs TJIayKOMBI WJIH TJIA3HON THIIEPTeH3UM.

[CriocoOwr perenust mpobiiem]|

[0009] W3o00peratenu HacTosIero W300peTeHHsT WHTEHCHUBHO u3ydainu 3ddext

KOM6I/IHaI_II/II/I HpO(l)I/IJ'IaKTI/ILIeCKI/IX HJIN TEPANICBTUYCCKUX AarCHTOB IJIs INIayKOMbI WA rJ1a3HOU



TUNIEPTEH3UHN, U, KaK pe3yJbTaT, OHH OOHAPYKHIM, YTO NPU MPUMEHEHHH CENeTanpocTra U
uaruburopa  (uHruburopo)  Rho-accounmpoBaHHBIX ~ NPOTEMHKHWHA3,  COAEPIKAIINX
cynepcnupaib, B KOMOMHALNU yCcUIuBaeTcs: 3(GEeKT CHIKEHUs] BHYTPUIJIA3HOTO JABJIECHUS I10
CPAaBHEHHMIO CO CJIydaeM, I7l€ KaXJ0e JIEKAPCTBEHHOE CpPEACTBO IPUMEHSIOT OTAEINBHO,
NIOCPEZICTBOM UYE€ro OHH 3aBEPIINIIM HACTOsIIee U300peTeHHE.

[0010] TO ectb, HacTOsIIIEE H300PETEHHE OTHOCUTCS K CIIEIYIOLIEMY.

[0011] (1) ITpodunakTuueckuii Win TeparneBTUISCKUH areHT AJIst IJ1ayKOMbI MJIH TJIa3HOM
TUNEPTEH3UH, KOTOPBIA XapaKTePU3YeTCsl T€M, YTO CEMeTarnpoCT U MHTUOMTOpP (MHTHOUTOPHI)
Rho-acconmmpoBaHHbIX MPOTEUHKUHA3, COAEPIKAIIUX CYNEPCIUpPaib, BBOAIT B KOMOUHALINH.

(2) IIpodunakTuyecKkuii WM TEPANIEBTUYECKHII ATr€HT, OMMUCAHHBIA B IPUBEACHHOM BbIIIE
(1), xoTOpBIN MpencTaByiseT cO00H KOMOMHMPOBAHHOE JIEKAPCTBEHHOE CPENCTBO, COAEpIKallee
cerneTanpoct U MHrudutop (MHrudbutoper) Rho-accoMmpoBaHHBIX MPOTEHMHKHHA3, COAEPIKAIINX
CynepCIrupalb.

(3) IIpodpunakTuyeckuii WM TEPANIEBTUYECKUI ar€HT, OMMCAHHBIA B IPUBEACHHOM BbIIIE
(1), rme cemeranpoct u uHrHOWTOp (MHrHOMTOPH) RhO-accorMupOBaHHBIX NPOTEHHKWHAS3,
CoZieprKaLNX CYNepCIHpatb, BBOIAT B Pa3INYHbIE MOMEHTHI BPEMEHH HJIN OIHOBPEMEHHO.

(4) IIpodpunakTHudecKuil WIM TEPAaNeBTHUECKUH AareHT Uil TJIAyKOMBbl WM TJIa3HOH
TUNIEPTEH3UH, COAEpPIKAIUI  CEMeTanpoCcT, KOTOPBIH  XapakTepusyercs NpPUMEHEHHEM
OJHOBPEMEHHO C UWHruoburopom (mHruOuropamu) Rho-acconMupoBaHHBIX NPOTEUHKHUHA3,
COZIepPIKALINX CYNepCIHpab.

(5) IIpodunakTuyeckuii WK TEPANeBTUYECKUH areHT, ONMMCAHHBINA B IPUBEACHHOM BBIIIE
(4), KOTOpPBII BBOASAT B OTJIMYHBIE MOMEHT BPEMEHH OT WJIM OJHOBPEMEHHO C MHIHOUTOPOM
(uarndburopamu) Rho-accounnpoBaHHbIX MPOTENHKHUHA3, COAEPKALINX CYTePCIHPAIIb.

(6) IlpopmmakTuueckuii WM TEPANeBTUYECKUI areHT ONUCAHHBIA B JIIOOOM U3
npuBeneHHblx  Bbime (1)-(5), rme wunHrnOutop Rho-accouMupoBaHHBIX MPOTEUHKUHA3,
COZIEpIKAIMX CYNIEPCIUPaib, IPEACTaBisieT COOOH, MO MeHbIel Mepe, OIMH TUII, BBIOPAHHBIHN U3
IPYIIIBL, COCTOSIIIEH M3 PUNACYAMJIA, HETAPCYAMIIA U UX COJIH.

(7) TlpodunakTudeckuil WM TEPaNeBTHYECKHI areHT, OMHUCAaHHBI B JIIOOOM W3
npuBeneHHblx  Bbime (1)-(6), rme wHruOurop (uHruburopel) Rho-accormmupoBaHHBIX
NPOTEUHKHHA3, CONEPIKALIUX CYIEPCIHPab, MPEICTABIAET COOOH TUTHAPAT MOHOTUAPOXJIOPHIA
pumnacyamia.

(8) IlpodunakTuveckuii WM TEPaNeBTHYECKHI areHT, OMHUCAaHHBIA B JIIOOOM W3
npuBeneHHbIx Bbime (1)-(6), rme wHrHOWTOop (MHrMOMTOpBHI) Rho-accormmupoBaHHBIX
NPOTEUHKWHA3, COMEpXKALINX CYyMepClHpalb, MNpPEACTaBisieT co0Ol  AMMe3HWiaT WM
IUTUAPOXJIOPUT HETAPCY IUIIA.

[0012] Kpome Toro, HacTosIIee U300peTeHUe OTHOCUTCS K CIIEAYIOLIEMY.

[0013] (9) AreHt, cHWXKAOIMUN BHYTPUIIJIA3HOE IABJICHHUE, KOTOPBIA XapaKTepU3yeTCs
TEM, 4YTO KOMOMHHUPYIOT cemeranpocT W uHruoutop (uHruburopsl) Rho-accormmpoBaHHBIX
NPOTEUHKUHA3, CONlEPIKAIIUX CYTEePCIUpPATIb.

(10) AreHT, CHWXAIOWIHMM BHYTPUIJIA3HOE JaBJIE€HHE, COAEPKALIMNA CEeNeTarnpocT,



KOTOPBIH XapaKkTepu3yeTcsi IPUMEHEHHEM OJJHOBPEMEHHO ¢ MHrHOuTOpoM (nHrudburopamu) Rho-
ACCOLIMMPOBAHHBIX MPOTEMHKUHA3, COJAEPIKALIUX CYNEPCITUPATIb.

[0014] Kpome Toro HacTosiiee H300peTeHe OTHOCUTCS K CIEAYIOIIEeMY .

[0015] (11) IIpodunakTruueckast UIH TepaNeBTHUECKAsT KOMITO3ULUS JJISl TJIAYKOMBI UJTU
IJIa3HOW THMIIEPTEH3UH, COAEprKalllas CEeNeTanpocT, KOTOPbIM XapaKkTepu3yeTrcs BBEIEHHEM B
KoMOMHaImu ¢ wuHrHOuTOopoM (mHruOmropamn) Rho-accounupoBaHHBIX —NPOTEMHKHHA3,
COZIepKaLNX CyNepCrrpab.

(12) IpodunakTuyeckuii MM TePaNeBTUYESCKHN COCOO sl TJIAYKOMBI HJIM TJIA3HOH
TUNEPTEH3UH, BKJIIOYAIOIIMNA.  BBeNEHHe TeparneBTudeckun dS(pdexTuBHOro  KonMvecTBa
CerneTanpocTa M TepaneBTHYeCKH 3(PPEKTHBHOrO KOJUUecTBa HHrnouropa (nHruouropon) Rho-
ACCOLIMMPOBAHHBIX MMPOTEHHKHHA3, COAEPIKALINX CYNEePCIUPaib, HYKIAKIMIEMYCs CYyOBEKTY.

(13) IlpumeHenue koMOWMHAIMM cemeTanpocTa W uHruouropa (uHrudburopor) Rho-
aCCOLIMMPOBAHHBIX MPOTEUHKNHA3, COAEPIKALIIX CYTEePCIIUPAIIb, ISl OJYYSHHUS JIEKAPCTBEHHOTO
cpeacTsa st NPOGUIIAKTHKY WIH JICUSHUS TJIAYKOMBI WIN TJIa3HON THIIEPTEH3UH.

(14) TlpumeneHue cemeranpocTa Uil TOJYYEHUS JIEKAPCTBEHHOTO CPEACTBA IS
NpOQHUIAKTUKN WJIM JIEYEHHUS] TJIAyKOMbl WM TJIA3HON THIIEPTEH3UH, XapaKTePU3YIOIIEeecs
NPUMEHEHHEM OJHOBPEMEHHO ¢ HHruoutopoM (mHruburopamu) Rho-acconmmmnpoBaHHBIX
NPOTEUHKHHA3, CONEPIKAIIUX CYNEPCIUPATIb.

(15) CenerampocTt nnsi mpuMeHEHHS B NPOQMIAKTUKE WIM JIEYEHUH TJIAYKOMbI HIIU
IJIa3HON TUIEPTEH3HH, KOTOPBIN XapaKTepU3yeTCsi IPUMEHEHUEM OTHOBPEMEHHO C MHTHOUTOPOM
(narudburopamu) Rho-accounnpoBaHHbBIX MPOTEUHKUHA3, COAEPKALINX CYTePCIHPAIIb.

(16) KomOunanusa ceneranpocra u uHruouropa (nHruouropos) Rho-accormmpoBaHHbIX
NPOTEUHKNHA3, COMAEPIKALIUX CYNEepPCIUpab, s NPUMEHEHUs] B NPOPUIAKTHKE WM JIEYEHUU
IJIayKOMBI WJIH TJIa3HON TUIePTeH3HH.

[0016] bosee Toro, HacTosIIIEe H300PETEHHE OTHOCHUTCS K CIIEAYIOIIEMY.

[0017] (17) Kommo3uiusi 1Iisl CHHXXEHHMsSI BHYTPHUIJIA3HOTO JABJIEHHS, COAEpIKarias
CerneTamnpocT, KOTOPBIH XapaKkTepu3yeTcs BBEACHHEM B KOMOHMHALMH C WHTHOUTOPOM
(uaruduropamu) Rho-acconumpoBaHHbIX TPOTEUHKUHA3, CONEPIKAIINX CYTePCIUPAIID,

(18) Cnoco®d nns CHWKEHHs BHYTPHIJIA3HOTO JaBJICHUsI, BKIIFOYAIOLIUI. BBEICHHE
TepaneBTHYeCKH 3()()EKTUBHOTO KOJMYECTBA CEMeTarnpocTa U TeParneBTUYeCKH 3P (EeKTHBHOIO
KOJIM4ecTBa MHruouTopa (MHruOuTopoB) Rho-acconmmupoBaHHBIX MPOTEHMHKHHA3, CONEPIKAIINX
CynepCcrupab, HyKIAKIIEMYyCst CYOBEKTY.

(19) Ilpumenenne koMOWHAIMM cemeTanpocTa W uHruouropa (uHruburopos) Rho-
aCCOLIMMPOBAHHBIX MPOTENHKHUHA3, COAEPIKALIIX CYTIEePCIINPAIIb, IS OJIYYESHHUS JIEKAPCTBEHHOTO
CpEeACTBa JUJIsl CHUKEHUSI BHYTPUTJIA3HOTO JABJICHUS.

(20) IlpumeneHue cemeranpocTa Uil TOJYYEHUS JIEKAPCTBEHHOTO CPENCTBA IS
CHIDKEHHsI BHYTPHIJIA3HOTO NIABJIEHUS, XapaKTEePHU3YIOLIeeCs NMPUMEHEHHEM OIHOBPEMEHHO C
uaruoburopom  (uaruburopamm) Rho-acconMMpOBaHHBIX  NMPOTEMHKUHA3,  COAEPIKAIINX
CynepCIupab.

(21) Ceneranpoct a1 MPUMEHEHUs] B CHIDKEHUM BHYTPHIJIA3HOTO JABJIEHUS, KOTOPOE



XapakTepU3yeTcss NPUMEHEHHEM OJHOBPEMEHHO ¢ uHruburopom (mHruoOuropamu) Rho-
ACCOLIMMPOBAHHBIX MPOTEMHKUHA3, COJAEPIKALIUX CYNEPCITUPATIb.

(22) KomOunanusa ceneranpocra u uHruouropa (nHruouropos) Rho-accormmnpoBaHHbIx
NPOTEUHKNHA3, COAEPKALINX CYNepCIUpanb, Uil NMPUMEHEHUs] B CHUKEHHUU BHYTPHIJIA3HOTO
TaBJICHUS.

[0018] B wacTtHOCTHM, Ka)XAblii 3JieMeHT mnpuBeneHHoro Bbime (1)-(22) MokHO
KOMOMHHPOBATH ITyTE€M ITPOU3BOJIBHOTO BBIOOPA ABYX HJIH OoJIee.

[DddexTnI HacTOsIIErO N300peTeHMS |

[0019] Beenenuem ceneranpocta u mHrubutopa (MHruOuTOpoB) Rho-acconmmpoBaHHbIX
NPOTEUHKWHA3, COAEPKALINX CyNepcrnupalib, B TJla3 B KOMOWHALMM, YCUJIMBAKOT NEHCTBHE,
CHIDKAIOIee BHYTpUIia3HOe naBieHue. COOTBETCTBEHHO, HACTOsINEE H300pETeHHE SIBJISETCS
NPUTOAHBIM B Ka4eCTBE MPOPUIAKTUIECKOTO HIIM TEPANEBTHUECKOTO areHTa IS II1ayKOMBI FIIH
IJa3HOW runepTeHsnd. Kpome TOro COriacHO HacToslmeMy H300peTeHHro, O0eCIeyuBarOT
JIOCTaTOYHYIO0 O€30MacHOCTh B KauecTBe (hapMareBTHIECKOrO MPOAYKTA.

KPATKOE OITMCAHUE YEPTEXXEM

[0020] Ha @ur. 1 npencrasneH rpaduk, NOKa3bIBAIOIINN N3MEHEHHNE CTENICHN CHIDKEHUSI
BHYTPHUIJIA3HOTO JABJICHUS C TEYEHUEM BPEMEHH JUTA KaKAOH TPYIITbl BBEACHHUS CETeTanpocTa u
pHIacyauia OTACIBHO U ITPH COBMECTHOM IPUMEHEHNH.

Ha ®ur. 2 mnpencraBneH rpaduk, MOKa3bIBAIOIIHIA H3MEHEHHE CTEIeHH CHUKEHUS
BHYTPHUIJIA3HOTO JABJICHUS C TEYEHUEM BPEMEHHM JUI KaKAOH TPYIIIbl BBEACHHUS CEIeTanpocTa u
HeTapCyAnia OTAENbHO U IIPU COBMECTHOM NPUMEHEHHH.

ITOAPOBHOE OITMCAHUME BAPMAHTOB OCYIIECTBJIEHUA

[0021] danee, HacTosiee n3obpeTeHue OyaeT OMUCaHo MOAPOOHO.

[0022] Hacrosimee u300peTeHHEe  OTHOCUTCA K  NPOQUIAKTUYECKOMY KM
TEPaNeBTHUECKOMY areHT JJIs [JIAyKOMbI WIIM IJIa3HOM I'MIIePTEH3UH, KOTOPBIN XapaKTepu3yeTcs
TEM, YTO CENeTanpocT U HMHrHOUTOp (MHruOMTOphI) Rho-acCOMUpPOBAHHBIX MPOTEHMHKHHA3,
COZepIKALINX CYMepCnupaib, BBOAAT B KOMOWHAIIMU, U Jlajiee B HACTOSILIEM HM300pPETEHUH ero
Ha3bIBAIOT MPOCTO “TEPANIEBTHYECKUI areHT WK MOA00HbIE™ .

[0023] B TepameBTHYECKOM areHTe WM MONOOHOM HACTOSIIErO U300peTeHus,
CerneTanpocT npeacrasisier codoli coennnenue (CAS perucrpaunoHHblil Homep: 1262873-06-2),
npeAcTaBieHHOe cnenyromei Gpopmyoit (1):

[@opmya 2]
o

F (1)



u Take HaspBaroT 2-mpomaHun  4-{(3S, S5aR, 6R, 7R, 8aS)-6-[(1E,3R)-4-(2,5-
mdropdenokcn)-3-ruapokcu-1-0yren- 1-un]-7-ruapokcuokraruapo-2H-
uKJionenTal b Jokcenun-3-mi } OyTaHOAT.

[0024] CenerampocT MOXHO MOJYYUTh COIJIACHO crocodam, omucaHHeiM B WO
2011/013651 (maTeHTHBIH JOKYMEHT 0), WJIH MOAXOIAIINM CTIIOCOOIM B TAHHOH 00JIaCTH TEXHUKH.

[0025] Korna mpucyTCTBYIOT T€OMETPUYECKHEe M30MEPbl H/MIIM ONTHYECKHE H30MEephI B
CeeTaIpoCTe, JAHHbIE H30MEPbI TAKXKE BKIIOUEHbI B 00bEM HACTOSIIETO N300peTeHNS.

[0026] Korna Habmrogaercsi MpOTOHHAS TAYTOMEPHS B CEMETANPOCT, JaHHbIE TayTOMEPbI
(xeto popma u eHosbHas PopMa) TakKe BKITFOYAFOTCS B OOBEM HACTOSIIErO U300PETeHUs!.

[0027] Korma cyiiecTByeT KpUCTAJUIMYECKUH MOIMMOPPU3M W/WJIM KPUCTAJLTHYECKAs]
nojiuMopdHasi rpynmna (KpucTajuimdeckas mojuMopdHas CHUCTEMA) B CEMeTanpocTe, JaHHBIE
KPUCTAUTMUECKUE  MONUMOp(BI  W/HIM  KpHUCTA/UTMYECKass  MmoJuMopdHas — rpymnmna
(kpucTayTHYeCcKast TOIUMOpQHAs CHCTEMA) TAKKe BKIFOUEHBI B 00BEM HACTOSIIET0 N300pETeHUsI.
B mHacrosimmem w300peTeHMHM KpHUCTajUTM4eckass nojgumopdHas rpynmna (KpucTajuindecKas
nonuMoppHas cuctemMa) 0OO3HAYAET KPUCTAUIMYECKYIO (OpMy Ha KaXKAOH CTamuu, Korma
KpHCTaTUecKast GopMa U3MEHSETCS IO PA3JINYHBIX KPUCTAJUTUUECKUX (POPM B 32aBUCHMOCTH OT
YCIIOBHI W/WJIA COCTOSIHUH (KCTaTH, B JAHHOM COCTOSIHUHM TaK)K€ BKIIIOYAIOT CPOPMYIHPOBAHHOE
COCTOSIHUE) TIOJIYYEeHHUs1, KPUCTAIUTM3ANN U XPAHEHHSI JAHHBIX KPUCTAJJIOB W/MIIN B LIEJIOM.

[0028] CemeTtanpocT MOKeT OBITh B BUE TUAPATA WA COJIbBATA.

[0029] B TepameBTHYECKOM areHTe WM MONOOHOM HACTOSIIErOo H300peTeHus,
COZIEp’KaHUE CEeIEeTanpocTa KOHKPETHO HE OrPaHHYEHO, KOTOPOE MOXKET W3MEHSAThCS B
3aBHCHUMOCTH OT (POpPMBI BBEIEHHs, U B CJIy4ae IJIa3HbIX Kallesb, HIDKHUM Mpenes Coaep KaHus
cereranpocra npeanoututenpHo cocrasiier 0,000001-5% (B/0) u Oojee MpennoOYTHTENBHO
0,00001-0,05% (B/0). B Hacrosimem usobperenun “% (B/0)” obo3HauaeT maccy (I) aKTUBHOTO
WHIpeineHTa (MHIPeIUEeHTOB) Wi 100aBKH (100aBoK), conepxkamuxcst B 100 M1 1€ekapCTBEHHOTO
cpencra. Hanpumep, 0,01% (B/0) ceneranpoct 0003HAYAET TO, YTO COAEPIKAHUE CEMETAnpoCcTa,
coaepkaierocs B 100 M iekapCcTBEHHOTO cpeacTra, cocrasisier 0,01 r.

[0030] B wacTtHOCTH, KOrza HaXOOUTCS B (OopMe THUApaTa WM COJIbBATA, COAEpIKaHHE
CerneTanpocTa MOXKHO pacCYUTaTh HAa OCHOBE JIO00OH W3 cBOOONHOW (POpMBI, THApaTa HIU
COJIbBATa CETETANpOCTa.

[0031] Unruburop (marudurtoper) Rho-accounnpoBaHHBIX MPOTEUHKHUHA3, COAEPIKAIINX
Cynepcrupab, B TEPAEBTUYECKOM areHTe WM ITOA0OHOM HACTOSIIIEro n300peTeHns: 0003HavaeT
COEMHEHWE, KOTOpPO€ MHTHOMpPYeT AaKTUBHUPOBAHHYI)  CEPHH/TPEOHHMHOBYIO  KHHA3Y,
compoBokparomyrocs aktuBarmeii Rho. Hampumep, moxuao ymomsHyTe ROKa (ROCK-II),
pl60ROCK (ROKPB, ROCK-I) u ppyrue CoOeauMHEHHUs, KOTOpPblE HWHIHOUPYIOT Oe€loK,
oOJamaromuii CepuH/TPEOHNHOBON KMHA3HON aKTUBHOCTBIO.

[0032] B kauecTBe KOHKPETHBIX NpUMepoB uHruomropa (uHrudouropos) Rho-
ACCOLIMMPOBAHHBIX NPOTEMHKWHA3, COAEPIKAIINX CYMEepCrupalb, NPUMEPAMH  SBISIOTCS
uHrndurop Rho-accounnpoBaHHBIX IPOTEMHKUHA3, COAEPIKALINX CYINepCrupalb, Takon kak (R)-

TpaHc-N-(mupuanH-4-mi)-4-( 1 -aMUHO3 THIT ) LIMKJIOTeKCAaHKapOOKCaMU, (R)-(+)-N-(1H-



nppodio| 2,3-b Jmupunun-4-mn)-4-(1-aMuHOI THIT)OeH3aMUA WM TIO00HBIe, onucaHHbie B WO
98/06433 u WO 00/09162; unruburop Rho-accoumnpoBaHHBIX NMPOTEMHKHHA3, COAEPIKAIINX
cylnepcnupaib, Taxkou KaK 1-(5-M30XMHOIMHCYIB()OHII )rOMOITUIIEPA3HH, 1-(5-
W30XMHOJIMHCYJIb() OHWIT)-2-METIIINUTIEPa3uH WKW TOA00HbIe, ommcanHble B WO 97/23222 nu
Nature, 389, 990-994 (1997); uarudurop Rho-accormupoBaHHBIX MPOTEUHKHHA3, CONEPKALIUX
cynepcrupaib, Takod kak  (1-Oewsunnupponunun-3-un)-(1H-unga3on-5-wn)amMus  wim
nonoOHele, onucanHsle B WO 01/56988; mrrndurop Rho-acconmmpoBaHHBIX NPOTEHHKUHA3,
cofep KalMx cynepcrnupanb, Takod kak (1-Oensmnnunepunu-4-un)-(1H-unna30m-5-n)amun
win  nonobuble, omnucanabie B WO 02/100833; wunruburop Rho-accormmpoBaHHBIX
NPOTEUHKWHA3, COAEPKALINX CyNepCIupab, Takol kKak N-[2-(4-propdenmn)-6,7-numerokcu-4-
xuHa3omHwI |-N-(1H-unnazon-5-un)amun v nonoOHble, omucanHeie B WO 02/076976;
uHruOuTOp Rho-acconmmpoBaHHBIX MPOTEUHKIHA3, CONEPIKALNX CYMepCIupaltb, TaKoh kak N-4-
(1H-unnazon-5-mn)-6,7-nume Tokcu-N-2-MupUauH-4-UITXUHA30JIMH-2, 4-THAMUH WIH TONO0OHBIE,
ormcanabie B WO 02/076977; uaruourop Rho-accoumnpoBaHHBIX MPOTEMHKUHA3, COAEPIKAIINX
cymnepcrnupaib, TakOu Kak 4-meTwi-5-(2-merun-[1,4]auazenan-1-cyab()OHUN)M30XUHOIUH WITH
nonoOubie, omucanubie B WO 99/64011; uarunOutop Rho-acconmmpoBaHHBIX MPOTEUHKHHA3,
CoZiepKaLNX Cynepcrnupaib, Takol Kak (S)-(-)-1-(4-pTop-5-n30XuHOMUHCYIb() OHMIT )-2-MEeTHII-
1,4-romonuniepa3sud win nogoOHble, omucaHHbie B WO 2006/068208; u wHruOutop Rho-
aCCOLIMMPOBAHHBIX TPOTEMHKHMHA3, COAEPIKALINX Cylepcnupanb, Takoil kak 4-(3-amuHO-1-
(M3OXUHOJMH-0-MIAMUHO)- | -OKcomponan-2-uin)OeH3mn 2, 4-TuMeTHIIOeH30aT WA  TONOOHBIE,
omucanHpie B WO  2010/126626. Cpemnm Hux

W30XUHOJIMHCYIb()OHMT)-2-MeThII- | ,4-roMonumepasus, 4-(3-amuHO- 1 -(M30X NHOJMH-6-

, B uactHoctd  (S)-(-)-1-(4-Prop-5-
WIaMuHO)-1-okconponan-2-un)oersun  2,4-gumerunoensoar u  [4-[(1S)-1-(amuHOMeTHIT)-2-
(M30XHHOUH-6-UJIAMHHO)-2-0KCO3THI | peHI |MeThIT 2,4-mumeTunOeH30at SIBJISTFOTCSI
NPEANOYTUTENbHBIMU.

[0033] B TepameBTHYECKOM areHTe WM IONOOHOM HACTOSIIErO H300peTeHus,
conepskanue uHruouTopa (MHruOUTOpoB) Rho-acconMUpOBaHHBIX MPOTEUHKUHA3, COAEPIKAIINX
Cynepcrupajb, KOHKPETHO HE OTPaHHYEHO, KOTOPOE MOMKET HU3MEHSIThCS B 3aBUCUMOCTH OT
(opMBbI BBEIEHUS, U B Clly4dae INIa3HBIX Karesb, coaepxanne uHruouropa (mHruoutropon) Rho-
aCCOLIMMPOBAHHBIX MPOTEUHKHUHA3, COAEPIKAIINX CYNEepCIUpalb, MPENNOYTHTEIBHO COCTABIISET
0,0001-5% (B/0), u 6onee npennouturensro 0,001-1% (B/0).

[0034] B w4wacrHocTH, Korma wuHruOurop (mHruOutopel) Rho-acconmmpoBaHHBIX
NPOTEUHKHHA3, CONEPIKAIUX CYNepCnupalb, HAXOAUTCSA B (JOpMe CONM, THApPATa WM CONbBATA,
cofiepykKaHue JaHHOro HHruouTopa (MHruoutopo) Rho-accOMMpPOBAHHBIX MPOTEHHKHHA3,
COIlep KaINX CyMepCrupalib, MOKHO pacCuUTaTh HA OCHOBE JIFOOOW CBOOOMHON (hOPMBI, COJIH,
rUapaTa WM coibBaTa HHruOuTopa (MHruOutopos) Rho-accoumnpoBaHHBIX NPOTEHHKHHA3,
COZePIKALINX CYNepCIHPab.

[0035] B TepaneBTHYECKOM areHTe MM NOAOOHOM HACTOSIIEro H300PETeHHSI, PUITACY I
npencrasisier  coboit  coemuHenne (CAS  permctpanmoHHbIi  HOMep:  223645-67-8),

NpeACTaBJIeHHOE clenyromeit popmyroii (2)



[bopmyma 3]
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kotopoe  HaszbBaOT  (S)-(-)-1-(4-prop-S-uzoxunonuHcynbponmn)-2-metun-1,  4-
romornumnepasuH. [Tockonbky oH obnanaer nelicTBueM, MHrHOMpyomuM Rho-accormmupoBaHHbIe
NPOTEUHKUHA3BI, COAEPIKALINE CYNepCIupalib, U CIIOCOOCTBYET APEHAKy BOASHHCTOW BJIard W3
OCHOBHOTO OTTOKa uepes kanai Tpeckybl-lllnemma, OH Ipogaercs B KauecTBe TEPAeBTUIECKOTO
areHTa JUIs TIIayKOMBI U Ta3Hoi runeprensuu (Glanatec (3aperncTpupoBaHHas TOProBas Mapka)
rnasublie karm 0,4%).

[0036] B TepameBTUYECKOM areHTe WM MOJOOHOM HACTOSIIEro H300peTeHws], COJb
punacyamia KOHKPETHO HE OrpaHHYeHa MpU YCJIOBHUH, YTO OHAa MPENCTaBisieT COOOH
dapmakomoruuecku  mpuUeMIIEeMyK0  coib. KOHKpeTHble  TNpPUMeEpPhl  BKIKOYAOT  COJIb
HEOPTaHMYECKOW KHCJIOTHI, TaKyK KakK THIPOXJOPHI, THAPOOPOMHI, THIPOHOIUA, HHUTPAT,
cyabdat win Gocdat; Cob OPraHUTIECKON KUCIIOTHI, TAKYIO KaK aleTar, TpudropaneTar, OeH3oar,
OKCajlaT, MaJlOHaT, CYKLMHAT, Manear, Qymapar, TapTpar, LHUTPaT, MeETaHCYJIb(OHAT,
3TaHCyIb(pOHAT, TpUPTOpMETaHCYIb(OHAT, OEH30CYIb(OHAT, N-TONYONCYNIb(OHAT, IIIyTaMaT
WIN acrapraT, COJIb METaJlIa, TaKyl KakK COJb HATPUs, COJIb KaJus, COJIb KaJbLUS UM COJb
MarHusi, HEOPraHMYECKYI0 COJIb, TAKYIO KaK COJb aMMOHMS, WJIH COJIb OPraHHYECKOTOo aMUHa,
TaKyl KaK COJb TPUITHIAMUHA WU COJb T'YaHHIWHA, MPEANOUTHTENIbHO THAPOXJIOpUA U Ooee
NPEANOYTUTENIBHO MOHOTUIPOXJIOPUA.

[0037] Korna mpuUCYTCTBYIOT FeOMETPUYECKHE M30MEPhI U/UJIH ONTUYECKHE U30MEPHI B
puUmacyauie WM €ro COJH, JaHHbIE H30MEpPbl TaKKe BKJIIOUEHbl B OOBEM HACTOSIIETrO
nu300peTeHus.

[0038] Korna HabmomaeTcst MPOTOHHAS TAYTOMEPHSI B PUITACYIUJIE UJTH €r0 COJIH, JaHHbIE
TayToMepbl (kero (opma M eHonbHas (opma) TaKKe BKIOYAIOTCI B O0BEM HACTOSIIErO
n300peTeHMs.

[0039] Korma cymiecTByeT KpUCTaJUIMYECKUH MTOIMMOPPU3IM W/WJIH KPUCTAJUTHYECKAsT
noxuMop¢Has rpynmna (KpucTauTideckas noJuMopQHasi CCTeMa) B PUMIACYAMIIE WIIH €r0 COJIH,
JaHHbIE KPHUCTAJUIMUECKHE TONUMOPGBl WM KPHUCTAJIMYECKass MoJuMopdHas rpymnmna
(kpucTaM4IecKast moMMMOopQHasi CHCTEMA) TAKXKe BKIFOUEHBI B 00BEM HACTOSIIET0 H300pETeHUsI.
B mnHacrosimmem w300peTeHMHM KpHUCTaUTM4ecKass mojgumopdHas rpynmna (KpucTajutndecKas
nojuMopgHasi cuctema) o0O3HAYaeT KPHUCTAJUIMYECKYIO (GOpMy Ha KaxKAOH CTaguu, KOraa
KpHCTaTuecKasi opMa U3MEHSETCSI IO PA3JINYHbIX KPUCTAJUTNUECKUX (POPM B 3aBUCUMOCTH OT
YCIJIOBHI W/WJIN COCTOSIHUH (KCTaTH, B JAHHOM COCTOSIHUH TaKK€ BKIIIOYAIOT CPOPMYIHPOBAHHOE

COCTOHHI/Ie) MOJIYy4YCHHUsI, KpUCTAJUIU3allUN U XPAHCHUS JaHHBIX KPUCTAJIJIOB 1/WK B LOECJIOM.



[0040] B TepaneBTHYECKOM areHTe MJIM OAOOHOM HACTOSIIEro H300PETeHHSI, PUITACY I
WK €r0 COJIb MOTYT OBITh B BUJI€ THAPATa TN CONIbBaTa. B KauecTBe conu 1 ruzpara punacyuia,
auruzapar MoHoruapoxjopuna punacynuina (CAS perucrpanmonssiii Homep, 887375-67-9)
SIBJISIETCSI CAMBIM TPEANIOYTUTENIbHBIM. B TepaneBTH4eCKOM areHTe MM NOZOOHOM HACTOSIIErO
n300peTeHNs], pUNacyAuil WIK €ro COJb, WM €ro FHAPAT UM COJbBAT TAK)KE MPOCTO HA3BIBAIOT
“punacynun’.

[0041] B TepameBTHYEeCKOM areHre MJIM MOJOOHOM HACTOSIEr0 H300peTeHus,
cofiep KaHue PUMACyAMIIA HITH €ro COJIM KOHKPETHO HE OrPAaHHYEHO, KOTOPOE MOXKET U3MEHSTHCS
B 3aBUCUMOCTHU OT ()OpHI BBEIEHUS, U B Cliydae TJIa3HbIX Karlejib, HUKHUH TIpees ConepsKaHus
pUIacyauia WK ero coyu npeanoyrutesbHo coctasisier 0,01% (B/0), Gonee npennouTUTETbHO
0,05% (B/0), bonee mpennoututensuo 0,1% (B/0), u ocobenno npeamnoururensuo 0,2% (B/0).
Kpome Toro, BepxHHii npees NPUBEISHHOTO BbIIIE COAEPIKAHMS MPEANOUYTHTEIbHO COCTABIISET
3% (B/0), bonee mpennoututensHo 2% (B/0), bonee npenmoututenbHo 1% (B/0), U 0cOOEHHO
npeanoututensHo 0,6% (B/0). bonee moppoOHO, NMPUBENEHHOE BBILIE COACPIKAHHE MOXKET
NPECTaBIIATh COOOH AMAna3oH, B KOTOPOM KOMOHMHHUPYIOT JIFOOOW W3 TMPUBEACHHOTO BBIIIE
HIDKHETO M BEPXHEro npenena, u npegnoururensao 0,01-3% (8/0), 6onee npennoururensro 0,05-
2% (B/0), bonee mpennourutenbHo 0,1-1% (B/0), ocobenno npennoururensHO 0,2-0,6% (B/0), U
camoe nipennoututenbaoe 0,4% (B/0).

[0042] B wacTHOCTH, KOTJa pUNIACY AW HAXOOUTCS B (hOpMe COJH, TUApATA WK COJIbBATA,
CoieprKaHue PUIMACYIIIIA UJTH €r0 COJIM MOYKHO PacCUUTaTh HA OCHOBE JIF000M CBOOOIHOM (hOPMBI,
COJIM, TUAPATA UJIH COJIbBATA PUITACYIUIIA.

[0043] B TepaneBTHYECKOM areHTe WITH MOJTOOHOM HACTOSLIETO U300 peTeHNs], HETapCy U
npencrasisier cobori  coenmuenne (CAS  peructpauuionsbiii  Homep:  1254032-66-0),
NpeCTaBJICHHOE Cleayouei hopmyJioii (3):

[popmyna 4]
H,N
N
\ (3)
O O N
o)
KOTOpOe Ha3bIBAIOT [4-[(1S)-1-(amuHOMETHIT )-2-( 30X UHOJIMH-0-MIIAMHHO )-2-

okcosTwi|penmn|merun  2,4-mumetmniOen3oar. Ilockonbky oOHO oOjamaer  neicTBHEM,
uHrHOupyrommM Rho-acconmupoBaHHbIe TPOTEUHKUHA3BI, COAEpIKAIlNe CyNepcrupaib, MU
neiicteueM, MHruompyoumM s>nrHeprHOBE TpaHcnoptep (NEP), u mposiBiseT neiictsue,
CHIDKAOIIee BHYTPHUITIA3HOE AABJIEHHE, €r0 MPOAAI0T B KAUECTBE TEPAIEBTUUECKOTO areHTa s
rinaykomsl u rnazHoi runeprenHsuu B CIIIA (RHOPRESSA (3apeructpupoBaHHBII TOBapHBIN
3HaK) 0,02%).

[0044] B TepameBTUYECKOM areHTe WIM MOJOOHOM HACTOSIIEro H300pETeHHs], COJb
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HeTapCcyluia KOHKPETHO He OrpaHH4YeHa IpPU YCIOBHM, YTO OHA TPEACTaBIsAET COOOi
dapMakomoruiuecku — mpueMieMyr0  coib. KOHKpeTHble  IpuUMephl  BKIKOYAIOT  COJIb
HEOPraHMYECKOW KHCJIOTHI, TaKyl KakK THIPOXJOPHI, THAPOOPOMHI, THIPOHOIUA, HHUTPAT,
cyabdat win ocdar; Coab OPraHUYeCKUX KUCIOT, TAKYIO Kak arerat, Tpudropanerat, O€H30aT,
OKcaJlaT, MaJIOHAT, CYKLIMHAT, MajeaT, pymapar, TaprpaT, LUTpaT, Me3uwiat (MeTaHCyIb(POHAT),
sTaHCyb(pOHAT, TpudTOpMETaHCYIBGOHAT, OEH30ICYIb(POHAT, M-TONYONCYIb(OHAT, TIIyTaMaT
WIH; COJb MEeTajljla, TaKyl KakK COJb HAaTpHs, COJb KaJlus, COJb KaJbliUsg WIM COJb MarHus,
HEOPTraHMYECKYIO COJIb, TaKash KaK COJIb aMMOHHSI, UM COJIb OPTaHUMYECKOrO aMUHA, TaKYH Kak
COJIb TPUSTHJIAMHUHA WJIM COJIb T'YaHHIWHA, Me3UjarT (MEeTaHCYJIb(OHAT) WIM THIAPOXJIOPUI, U
OoJiee MPennoYTUTETHHO AUME3WIIAT (IMMETaHCYIb(OHAT) WU JUTUAPOXJIOPHUL.

[0045] Korna mpuUCYTCTBYIOT F€OMETPUYECKHE U30MEPBI U/UJIM ONTHUYECKHE U30MEPHI B
HEeTapCyaWie WM €ro COJNM, OaHHbIE H30MEpPhl TAKKe BKIIIOYEHBI B OOBEM HACTOSIIETO
300peTeHMs.

[0046] Korna HaOmroiaeTcst MpOTOHHAS TAyTOMEPUS B HETAPCYIAIIIE UJTH €0 COJTH, TaHHbIE
TayToMepsl (kero (opma M eHonbHas (opma) TaKKe BKIOYAIOTCS B OOBEM HACTOSIIETO
U300peTeHMs.

[0047] Korma cymiecTByeT KpHUCTAJUIMYECKUH MOIMMOPPU3M W/WJIH KPUCTAJUTHYECKAsT
noxuMop¢Has rpymnmna (KpucTajimyecKass NoJuMop(dHas cucTeMa) B HETApCYAMJIE W/ €ro
COJIM, JaHHBIE KPUCTAJUTMUECKHE MOIMMOPQbI W/WIM KpUCTAJUINYecKas MojJuMopdHas rpymnmna
(kpucTamnnyeckas moauMopgHasi CHCTEMA) TAKXKe BKIFOUEHBI B 00BbEM HACTOSIIEr0 H300peTeHus.
B mnacrosimmem wu300pereHMHM KpUCTaUTM4eckass nojgumMopdHas rpynma (KpucTajuindecKkas
nojuMopdHasi cuctema) o0O3HA4aeT KPHUCTAJUIMYECKYIO (GOopMy Ha KaXKAOHW CTaguu, KOraa
KpHCTaInuecKasi popMa U3MEHSETCsI IO Pa3INYHbIX KPUCTAJUINUECKUX (POPM B 3aBUCUMOCTH OT
YCJIOBUIT M/WJIN COCTOSIHU (KCTAaTH, B JAHHOM COCTOSIHUM TaK)K€ BKIIOYAIOT CPOPMYITHPOBAHHOE
COCTOSIHM€) TIOJTyUeHHs], KPUCTAIUTH3ALNT U XPAHEHHSI JaHHBIX KPUCTAJUIOB W/HJIH B IIEJIOM.

[0048] B TepaneBTHYECKOM areHTe WK MOT0OHOM HACTOSIIIETO H300peTEH s, HETAPCY U
WIH €ro colib MOTyT ObITh B BHIE TUApaTa WM COJNIbBaTa. B KauecTBe COJMM W THIpaTa
Hetapcyawia, Hetapeynun numesmnat (CAS peructpaunonsbsiii Homep: 1422144-42-0) siBisietcst
CaMbIM TPENNOYTHTEIbHBIM. B TepameBTUYECKOM areHTe WIM MNOJOOHOM HACTOSINEro
n300peTeHNst, HETAPCYIIII WIH €r0 COJIb, FJTH €r0 TUAPAT WU COJBbBAT TAKXKE MPOCTO HA3BIBAIOT
“HeTapcynus .

[0049] B TepameBTHYECKOM areHTe WM MONOOHOM HACTOSIIEro H300peTeHus,
cofiepyKaHue HETapCyauiia MITH €ro COJIM KOHKPETHO HE OTPAHUYEHO, KOTOPOE MOKET U3MEHSIThCS
B 3aBHCHMOCTH OT (pOPBI BBEIEHHS, U B CIIy4ae IJa3HbIX Karesb, HIKHUH NPEaes ConepsKaHus
HeTapCyauia WIH €ro COJIM, KOTOPOE COAEPKHUTCS B JIEKAPCTBEHHOM CPEICTBE HACTOSIIETO
nu3oOpereHust, npennouturenabHo cocraBisier 0,001% (B/0), H6onee mpennmouturensro 0,003%
(8/0), 6onee mpeanoututesbHo 0,005% (B/0), 1 ocodenno npeanoururensHo 0,01% (B/0). Kpome
TOTO, BEPXHHUI NpeAes NPUBEACHHOTO BBILIE CONEPKAaHUs MPEANOoYTUTENbHO cocTasisier 0,2%
(8/0), 6onee npennoururensHo 0,1% (B/0), Oonee npepnoururensHo 0,06% (B/0), 1 0cOOEHHO

npeanoututensHo 0,04% (B/0). bonee mompoOHO, MPUBEAEHHOE BBIIIE COAEPIKAHUE MOKET
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NPEACTaBIATh COOOH AMAna3oH, B KOTOPOM KOMOMHHUPYIOT JIFOOOW W3 NPUBEAEHHOTO BBIIIE
HIDKHETO U BepPXHero rnpeznena, u npennoururensao 0,001-0,2% (B/0), Oonee mpennoYTHTENbHO
0,003-0,1% (B/0), 6bonee npennourutenbao 0,005-0,06% (B/0), ocobenno npeamnoururensHo 0,01-
0,04% (B/0), u camoe npennourutensHoe 0,02% (B/0).

[0050] B wactHOCTH, KOTZ]a HETAPCY AU HAXOIUTCS B JOpMeE COJU, TUAPATA WU COJIbBATA,
COZIepKaHME HEeTapCyquiia WIM €ro COJM MOXHO PacCUUTaTh Ha OCHOBE JIFOOOH CBOOOAHOMN
(bopmbI, conu, rUapaTa WIK CONbBATA HETAPCYAMIIA.

[0051] B TepameBTHYECKOM areHTe WIM TMOAOOHOM HACTOSIIEro H300pEeTeHUs, B
nobaBneHHe K CemeranpocTty W uHruouropy (unrudburopam) Rho-accormmpoBaHHbBIX
NPOTEUHKHHA3, COAEPIKALINX CYNePCIUpallb, OMUH WK OoJiee U3 IPpyTruxX NPOoHIaKTHUECKUX HITH
TEPANEeBTHUECKUX AreHTOB JJISl TJIAyKOMBI WJIM TJIA3HOW THIIEPTEH3UHM MOXKHO JOTIOJIHUTENIBHO
NPUMEHSTh B KOMOMHAUUH. [{pyrol npouIakTHUECKU WIN TepaneBTHYECKHI areHT (areHThI)
IUISL TJIayKOMBI WJIM TJIa3HOW THIEPTEH3MHU MOTYT MPEACTABISATH COOOH JIH00OE JIeKapCTBEHHOE
CPEACTBO, MPH YCIOBUH, YTO OHO OONajmaeT neiicTBUEM, CHIYKAIOIUM BHYTPHIIIA3HOE IaBIICHHE,
U SBISIETCS TPUTOAHBIM JUIS JICYCHUS TJAYKOMBl, U MOXHO YIOMSIHYTb HECEJCKTHBHbIC
CHMITATOMUMETHKH, O2-PELENTOPHBIE arOHUCTHI, 0.1-PELIENITOPHBIE OJOKATOPBI, B-penenTopHbIe
ONOKaTOpPBI, TMAPACHUMIIATOMHUMETHUKH, HMHTHOUTOPBI KapOOaHTHUApasbl, NPOCTATNIAHAWHBI |
noao0HbIE.

[0052] KoHkpeTHble IpUMEpPbl HECEJIEKTUBHBIX CHUMIATOMUMETHUKOB BKJHOYAIOT
aunuBepUH, KOHKPETHBIE TPUMEPBI 02 PELENTOPHBIX AarOHHCTOB BKJIIOYAIOT OPUMOHUIMH U
aTnPakJIOHU/INH, KOHKPETHBIE MPUMEPHI 01 PELENTOPHBIX OJIOKATOPOB BKJIIOYAIOT OyHA303MUH,
KOHKPETHBIE IPUMEPHI 3 peLIENTOPHBIX OJIOKATOPOB BKJIOYAIOT TUMOJION, Oe(yHOIIO0, KapTeOoIol,
HUIIPAWION, OeTakcojon, JIeBOOYHONOA W METHUNPAHONOJ, KOHKDPETHbIE IpPHUMEPHI
NapacUMIIATOMUMETHKOB  BKJIIOYAIOT IWJIOKAPIHMH, KOHKPETHbIE IPHUMEpPbl HMHIHMOMTOPOB
KapOoaHruapasbl BKIOYAIOT AOP30JaMui, OpPUH30NIAMHI U aleTa3ojaMuf, U KOHKPETHbIE
NpUMEPbI MPOCTATJIAHAWHOB BKIIFOYAIOT U3OMPOINJI YHOIPOCTOH, JIATAHOIPOCT, TPABOMPOCT U
Ooumatonpoct. OHU BKIOYAT (GopMmy comd, (apMaLEBTHUECKH NPUEMIIEMOW B KaudeCTBe
JIEKapCTBEHHOTO cpenacTBa. KOHKpeTHbIE MPUMEPhl COJMHM BKIOYAIOT COJb HEOPTaHUYECKOH
KUCJIOTBI, TAKYIO KaK THAPOXJIOPHI, THAPOOPOMU, THAPOHOIUA, HUTPAT, cyybdat uin ¢ocdar;
COJIb OPraHUYECKON KHUCJIOTBI, TAKYI KakK aueTar, Tpudropanerar, OEH30aT, OKCallaT, MaJIOHAT,
CYKLUMHAT, Mayear, QymMapaTt, TapTpaT, LUTPaT, MeETaHCYJbpOHAT, OTAHCYJIbPOHAT,
TpudTOopMeTaHCyIb)OHAT, OEH30JCYIb(POHAT, M-TOMYOJICYIb()OHAT, TIyTamMaT WU achapTar,
COJIb METaJlJla, TaKyl KakK COJb HATPUs, COJIb KajHs, COJb KajblWs WM COJb MAarHus,
HEOPTaHMYECKYIO COJIb, TAKYIO KaK COJIb aMMOHHSI, HJIM COJIb OPTAaHMYECKOTO AMHHA, TAKYI0 KaK
COJIb TPUATHJIAMHHA WU COJIb TYaHUIUHA.

[0053] Kpome Toro apyroii npopuIakKTHYECKH WIN TePAreBTUYECKUN areHT (areHThl)
IS TTIayKOMBI MJTU TJIA3HOHM TUIEPTEH3HH MOTYT OBbITh B BU/I€ THPATa MIIH COJIbBATA.

[0054] B TepameBTHYECKOM areHTe WM IMOJOOHOM HACTOSILEro H300peTeHus, NpH
NPUMEHEHUH B KOMOWHAIMM C APYTUM NpOQUIAKTUYECKHM WIH TEPaNeBTUYECKUM areHTOM

(aFeHTaMI/I) AJist TJIAyKOMbBbI WA rJIa3HOM TMNEpPTCH3UH, €r0 COACPIKAHUE KOHKPETHO HE
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OrPaHUYEHO, KOTOPOE MOXKET M3MEHATbCS B 3aBUCUMOCTH OT THIAa U (OPMBI BBEIEHHS
PO HIAKTHUECKOTO MM TEPAIeBTUYECKOrO areHTa, KOTOPBIH BKIIFOYEH, M MPEANOYTUTEIbHOE
CoZIep KaHUE B CIIy4ae IJa3HBIX Karelb SBISETCS CIEAYIOLIIM.

[0055] ConepxaHue HECENEKTUBHBIX CUMIIATOMUMETUKOB MOXKET W3MEHATHCS B
3aBUCUMOCTH OT THUNA JIEKAPCTBEHHOTO CpeACTBA, W B Cjlydae JAUNUBEPpUHA, OHO
npeanoututensHo coctaBisier 0,001-3% (B/0), Gonee mpeamourutensHo 0,04-0,1% (B/0), u
ocobenHo npeanouturesbHo 0,04% (B/0) wu 0,1% (B/0).

[0056] ConeprkaHue 02 PELIENITOPHBIX ArOHHUCTOB MOXKET U3MEHSTHCS B 3aBUCHMOCTHU OT
TUNA JIEKAPCTBEHHOTO CPENCTBA, U B Cly4ae OPUMOHUINHA, OHO MPEANOYTUTENIBHO COCTABIISET
0,01-5% (B/0), 6onee mpeanouturensHo 0,1-0,5% (B/0), u ocobenHo mpemnoututenbHo 0,1%
(8/0), 0,15% (B/0), 0,2% (B/0) nimm 0,5% (B/0). Kpome Toro, B ciiyuae anpaxJOHHIUHA, OHO
npeanoutuTeNbHO coctapisieT 0,01-5% (8/0), 6onee npennoututenbHo 0,5-1% (B/0), 1 0ocobeHHO
npeanoututesbHo 0,5% (B/0).

[0057] ConepskaHue o peLENTOPHBIX OJIOKATOPOB MOYKET U3MEHSTHCS B 3aBUCHMOCTH OT
TUNA JIEKAPCTBEHHOT'O CPEACTBA, M B Ciydae OyHA303WHA, OHO MPEANOYTHUTENBHO COCTABIISIET
0,001-0,3% (B/0), Sonee mpeanoutrurensHo 0,003-0,03% (B/0), 1 OCOOEHHO TPEANIOUTUTENBHO
0,01% (B/0).

[0058] Coneprkanue B peLienTOPHBIX OJIOKATOPOB MOXKET U3MEHSTHCS B 3aBUCHUMOCTH OT
THUIA JIEKAPCTBEHHOI'O CPEACTBA, U B CIIy4ae TUMOJIOJIA, OHO MPEANOUTUTENbHO cocTasisieT 0,01-
5% (B/0), 6onee npeanoururensHo 0,1-0,5% (B/0), n ocobenno mpenmoururenabro 0,1% (B/0),
0,25% (B/0) nmmu 0,5% (B/0). Kpome Toro, B cnyuae OedyHOIONA, OHO MPENNOYTHTEIBHO
cocraBmsier 0,01-5% (B/0), ©Oonee mpenmoururensHo 0,25-1% (B/0), u ocobeHHO
npeanoututensio 0,25% (B/0), 0,5% (B/0) wnmm 1% (B/0). B cnydae kapreosona, OHO
npeanoutuTensHo coctasisier 0,01-5% (B/0), Oonee mpennoyrurensHo 1-2% (B/0), 1 0OCOOEHHO
npeanoututensHo 1% (8/0) wnm 2% (B/0). B cnyuyae Humpaguiona, OHO MPEANOYTHTEIBHO
cocraysier 0,01-5% (B/0), u ocobenno npeanoururensHo 0,25% (8/0). B cnydae Gerakcosona,
OHO mpenanouturenbHo coctasisieT 0,01-5% (B/0), Oonee npennouturensHo 0,25-0,5% (B/0),
ocobenno mnpennoututensHo 0,25% (B/0) wiu 0,5% (B/0). B caydae neBoOyHOJONA, OHO
npeanoututensHo coctasnsier 0,01-5% (B/0), Oonee mpeamouturenvHo 0,25-0,5% (B/0), H
ocobenno npeanouturenbHo 0,25% (B/0) wnmu 0,5% (B/0). B ciaydae merpunpaHosona, OHO
npeanoututesbHo coctasisieT 0,01-5% (B/0), u ocobenHo npennourutebHo 0,3% (B/0).

[0059] ConeprkaHue napacuMnaTOMUMETUKOB MOKET H3MEHSIThCSI B 3aBUCMOCTH OT THUIIA
JIEKApCTBEHHOI'O CPEACTBA, U B CAy4dae MUJIOKApNHHA, OHO MPEeAnoUTUTENbHO cocTasiisieT 0,01-
20% (B/0), 6omnee mpennourutenbHO 0,1-5% (B/0), 1 ocobenHo nmpeanourutenbho 0,5% (8/0), 1%
(8/0), 2% (B/0), 3% (B/0) wnu 4% (B/0).

[0060] ConepskaHre HHIHOUTOPOB KapOOAHTUAPA3bI MOKET U3MEHSTHCSI B 3aBUCUMOCTH
OT THIIA JIEKAPCTBEHHOI'O CPEACTBA, U B ClIy4yae JOP30JIaMH/a, OHO IPEATIOUTUTENBbHO COCTABIISET
0,01-5% (B/0), 6onee npeanoururensHo 0,5-2% (B/0), 1 ocobenHo npenmnourutenbao 0,5% (B/0),
1% (8/0) mu 2% (B/0). Kpome Toro, B ciiyuae OprH30JIaMUAa, OHO MPEATIOYTHTEIIBHO COCTABIISIET

0,01-5% (B/0), 6onee npennoururensHo 0,1-2% (B/0), 1 ocobeHHO npenmnoutuTenbHo 1% (B/0).
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Kpowme Toro, B ciydae areraszonaMuia, OHO pennoutuTenbHo coctasisier 0,01-5% (B/0), u Oonee
npeanoutuTesibHO 1-5% (B/0). B yacTHOCTH, KO arieTa3oaaMua BBOAST nepopaiibHo, 250-1000
MI' MOKHO IPUMEHSTh B KAYECTBE €KETHEBHON 03Bl

[0061] ConepsxkaHue NpPOCTArJaHAWHOB MOXKET M3MEHSTHCS B 3aBUCUMOCTH OT THUIIA
JIEKAPCTBEHHOI'O CPEACTBA, U B CIy4ae JATAHONPOCTa, OHO NpeanodTuTesbHo cocrasiser 0,0001-
5% (B/0), bonee npeanourutenbHo 0,0005-1% (B/0), 6onee npennoutureabHo 0,001-0,1% (B/0),
u ocobenno mnpennoururensHo 0,005% (B/0). B ciyuae wu3ompomms yHOIIPOCTOHA, OHO
npeanoutuTesibHo coctasnsieT 0,001-5% (B/0), Gonee npennoututenbho 0,01-1% (B/0), OGonee
npenanoututensHo 0,12-0,15% (B/0), u ocobenno mpeanourutenbHo 0,12% (8/0) nnm 0,15% (8/0).
B cnyuae Oumarompocta, OHO mnpeanouTurenbHO cocrasisier 0,0001-5% (B/0), Oonee
npeanourutensHo 0,001-1% (B/0), Gonee mpenmoututensHo 0,01-0,03% (B/0), u ocoOeHHO
npeanoututensHo 0,01% (B/0) mwau 0,03% (B/0). B ciydyae TpaBompocTa, OHO MPENNOYTHTEIBHO
cocraBisier 0,0001-5% (B/0), ©Oonee mnpemnoututensho 0,001-1% (B/0), u ocobeHHO
npeanoututenbHo 0,004% (B/0).

[0062] B uactHOCTH, KOTrza APYrod NMpopMIAKTUYECKUH WM TePareBTHYECKUIN areHT
(areHThI) AN TIAYKOMBI WIIM TJIA3HOW THIIEPTEH3UM HAxXOOuTcs B (hOpMe COJNH, THApaTa HIH
COJIbBATA, COEPIKAHUE IPYroro MPO(HIAKTHIECKOTO MM TEPAIeBTUYECKOTO areHTa (areHToB)
IUISL TJIAYKOMBI WUIA TJIA3HOW THIEPTEH3UH MOXKHO PAacCUMUTaTh Ha OCHOBE JIFOOOH CBOOOIHOMN
¢dopmbL, comu, rumpara WIH COJNbBaTa IPYroro NpoQUIaAKTHYECKOro WM TEPareBTUYECKOTrO
areHTa (areHToB) JUIA INIAyKOMBI WK TJIa3HON TUIIEPTEH3UHL.

[0063] B TepameBTUYECKOM areHTe WM MOAOOHOM HACTOSILIEro M300PETeHHs], BMECTO
uaruburopa  (uHruburopo)  Rho-accounupoBaHHBIX ~ NPOTEMHKHWHA3,  COAEPIKAIINX
cymnepcnupaib, OAUH WK Oojiee U3 OPYrUX MpOPHIAKTUYECKUX W TEPArleBTHYECKHX areHTOB
IUISL TJIAYKOMBI MJTH TJIa3HOM TMIIEPTEH3UH MOXKHO NMPHMEHSTh B KOMOMHAIIMU C CENeTanpOCTOM.
B xauectBe napyroro mnpoQuIaKTUYeCKOr0 WM TEepaneBTUYECKOro areHra (areHToB) I
IJIAyKOMBI MJTH TJIA3HOM TMIIEPTEH3UU, MOJKHO MPUMEHSTH JIFOO0E BELIECTBO, MPU YCIOBHH, YTO
OHO O0JlaZaeT AEWCTBUEM, CHIDKAIOUINM BHYTPHUIJIA3HOE JABJIEHUE WM HEHPONPOTEKTOPHBIM
JEWCTBUEM H SIBJISIETCS IPUTOJHBIM /IS JICYSHHUS TJIAYKOMBI, MOXKHO YIIOMSIHYTh HECEJIEKTUBHbBIE
CUMIIATOMUMETHKH, 02  pPELENTOPHbIE  arOHHUCTBI, 01  PELeNnTOpHbIe  OJOKATOPHI,
NapacHMIIATOMUMETHKH,  MHTHOMTOpPBl  KapOoaHruapasbl,  npocrarjanmuHel,  NMDA
AHTArOHUCTBI, U NOAOOHbIE, U UX KOHKPETHBIE MPUMEPHI MIIH HX COACPIKAHUE SIBJISIETCS TAKUM,
KaK OMHCAHO BbIIEe. B kauecTBe mpumepoB Oosiee KOHKPETHOH KOMOWHAIIMH, MOYKHO YIIOMSIHYTh
KOMOWHALIMIO CereTanpocTa W aunuBeprHa, KOMOMHALMIO CEMeTanpocTa W OpUMOHMIWHA,
KOMOMHALIMIO CETEeTanpocTa U amnpakjOHUANHA, KOMOWHAIMIO CereTanpocta M OyHa303MHa,
KOMOMHALIMIO CereTanpocTa W MUJIOKAPIHMHA, KOMOWHAIMIO CereTanpocta W KapOaxona,
KOMOMHAIIMIO CEMeTarnpocTa W JAeMeKapHs, KOMOMHALMIO CermeTanpocTta W 3KoTtuodara,
KOMOMHAIMIO cemeranpocta W OpomMuja IUCTUIMHUHA, KOMOMHALIMIO —CemeTanmpocra |
Iop30siaMraa, KOMOWHALIMIO CemeTanpocTa W OpUH30JaMuna, KOMOHMHAIIMIO CereTanpocta U
arerasoNaMuzia, KOMOMHALIMIO CETeTanpocTa U IukiodeHamMuna, KOMOMHALIMIO CENeTanpocTa 1

MeTa30jaMusia, KOMOMHALMIO CeMeTanpocTa U M3OMPOMWI  YHONPOCTOHA, KOMOMHAIUIO
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CerneTanpocTa M JIATAHONPOCTA, KOMOHMHALIMIO CEMEeTarnpocTa W TPABOMPOCTa M KOMOHMHALHMIO
cereTanpocTa ¥ OMMaTonpocTa.

[0064] TepameBTuyecKUi areHT MWIX [ONOOHBIE  HACTOALIETO  M300peTeHUs
XapakTepU3yeTcss TeM, 4YTO CerneTanpocT u uHruburop (umHruOurops) Rho-accormmpoBanHbIx
NPOTEUHKNHA3, COJEPIAIINX CyNepcnupaib, BBOAAT B KOMOWHALMK, IOCPEICTBOM HYero
NPEATOoNaraeTcsi NpeAOTBPATUTh WU JISYUTh IJIAYKOMY WJIH TJIa3HYIO FHIEepPTeH3H0. B kauecTse
IJIayKOMBI JJIST TePANeBTHYECKOTO areHTa WM MOAOOHOTO HACTOSILIEro M300peTeHus, MOXKHO
NPUBECTU NPUMEP NEPBUYHOM OTKPBITOYTOJBHOW IJIayKOMBI, BTOPUYHOM OTKPBITOYTOJIbHOU
IJIAyKOMBI, TJIAYKOMBI ¢ HOPMAJIbHBIM JIaBJIEHUEM, TUIIEPCEKPELIMOHHYIO TJIAYKOMY, TIEPBUUHYIO
3aKPBITOYTOJIBHYIO TJIAYKOMY, BTOPHUYHYIO 3aKPBITOYTOJBHYIO TJIAYKOMY, TJIayKOMYy IUIaTO
pany>kHOH OOOJIOUKH, TJIayKOMy ¢ KOMOMHHPOBAHHBIM MEXAHH3MOM, BPOXICHHYIO TJIAyKOMY,
CTEPOUHYIO TJIAYKOMY, TJIAYKOMY 3KC(OJIHALNHN, aMIJIOHIHYIO TJIAYKOMY, HEOBACKYJSIPHYIO
IJIayKOMY, 3JIOKAYECTBEHHYIO IJIAYKOMY, KaICYJbHYIO IJIAYKOMY XPYCTaJHKa, CHHIPOM ILIAaTO
pany>KKu v MoI0OHbIE.

[0065] B TepameBTHYECKOM areHTe WM MOJOOHOM HACTOSINEr0 H300peTEeHUs, HTO
KacaeTcsl JIEKapCTBEHHON (DOPMBI, COCTaB, COAEPIKALIMI CEemneTanpocT, U OTAEIbHBIH COCTaB,
comepkaumii nHruOuTOp (MHrHOuTOpHI) Rho-acconmnpoBaHHBIX MPOTEUHKHHA3, COAEPIKAIINX
Cynepcrupaib, MOXKHO BBOIUTH (COBMECTHOE BBEACHHE), MJIM MOJKHO BBOJUTH OJUH COCTaB
(KOMOMHHMPOBAHHOE JIEKAPCTBEHHOE CPEICTBO), CONEpKAIIUN CemneTanpocT W HHTHOUTOP
(uaruduropsl) Rho-acconmmpoBaHHBIX MPOTEMHKHHA3, COAEPIKAIIMX Ccynepcrnupans,. Kpome
TOT0, KOTJIa OJMH WK Oosiee U3 APyrux NpoQuiIakTHUECKUX WM TEPANeBTUUYECKUX areHTOB AJIs
IJIayKOMBI HUTH TJIa3HOW TMIEPTEH3UH NPUMEHSIOT B KOMOMHAIIMY B 100aBIIEHUE K CENETANPOCTy
u  uHruOuropy (umHruburopam) Rho-accoMMpOBaHHBIX NPOTEMHKHHA3,  COAEPIKAIIUX
cymepcmnupaib, TO cemeranpocT W uHruburop (uHruburopsl) Rho-accoummpoBaHHBIX
NPOTEMHKNHA3, COAEp)KAIlUX  CyHNepcrupailb, W  JOpyrod  NpouIakTHYeCKUd  Wim
TEPANeBTHUECKUI areHT (AreHThl) ISl [VIAYKOMbI WM TJIA3HOW TUIMEPTEH3UH MOYKHO BBOJMTH
OJTHOBPEMEHHO, KOMOWHHPOBAHHOE JIEKAPCTBEHHOE CPEACTBO, Conepikaliee HeoOsi3aTebHbIN
KOMITOHEHT (KOMITOHEHTBI) M3 JAHHBIX U OCTABLIHICA KOMIIOHEHT (KOMIIOHEHTbI) MOKHO BBOJIUTh
OJHOBPEMEHHO, WJIK MOXXHO BBOJUTH KOMOMHHUPOBAHHOE JIEKAPCTBEHHOE CPEACTBO, COAepIKaIIee
BCE KOMIIOHEHTBI.

[0066] TepameBTHUeCKUN AareHT WM TMOAOOHBIA HACTOSINErO H300PETeHHs] MOXKHO
BBOJIUTh MEPOPATBHO WM TAPEHTEPAJbHO, I €ro TOJyueHHs He TpelyeTrcs: Kakoh-Iubo
KOHKPETHOTO C€rocoda, ¥ KOMITIO3ULUIO MOXKHO IOJIYYHTh, TPUMEHSSI OOBIMHO NPUMEHSEMBbIE
crioco0bl. B kauecTBe nekapCcTBEHHBIX (POPM MOXKHO YIIOMSIHYTh TJIa3HbIE KAIUIH, IJIA3HbIE Masy,
UHBEKUNH, TAaOJIETKH, KAICYJIbl, [PaHYJIbl, IOPOIIKH U MOAOOHbIE, U IJIa3HbIE KAIUTH WIIH TJIa3HbIe
Mas3H SIBIISTIOTCS MPENNOYTHTEIbHBIMH.

[0067] Korma cemeranpoct u wuHrHOutop (mHruOutopel) Rho-acconmmpoBaHHBIX
NPOTEUHKWHA3, COAEpXKAIIMX  CyNepcrnupaib, W APYrod  NpoQUIAKTHYECKHH  HIIH
TEPANeBTHUECKUI areHT (AreHThbl) Ui TJIAYKOMBI WM TJIa3HOH THUIEPTEH3UH (OPMYIHUPYIOT

OTACJIbHO, Ka>KJIbIM COCTaB MOKHO MOJIY4YUTh COITIACHO U3BECTHOMY CHOCO6y. B kxauecTtBe cocTaBa
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uaruburopa  (uHruburopo)  Rho-accoummpoBaHHBIX ~ NPOTEMHKHWHA3,  COAEPIKAIINX
Cynepcrupaib, WIA APYroro NpopuIakTHIeCKOro Wil TepaneBTHYECKOrO areHTa JJIsl II1ayKOMBI
WIIU IJIA3HOW TUIEPTEH3UH, MOKHO TAKXKe IPUMEHSTh COCTAB, YK€ UMEIOIIUIICS B TPOAAKE, TAKOH
KaK PUNACywl, HETapCy AW, TunuBeppuH, OpUMOHUINH, aNPAKJIOHUANH, OyHAa3031H, THMOJIOJ,
OedyHOII0I1, KaPTEOJIOI, HUIIPAAMUIION, OETAKCOJI0, JIEBOOYHOJION, METPUIIPAHOJION, THIIOKAPIIHH,
Aop30saMuz, OpPUH30IaMUL, ALETa30JIaMH, U30TPOIHI YHOIIPOCTOH, JIATAHONPOCT, TPABOIPOCT,
Oumaromnpoct, Cosopt (3aperucTpUpOBaHHBIA TOBAPHBI 3HAK) KOMOWHHMPOBAHHBIE IJIa3HbIE
karu, Xalacom (3aperucTpupOBaHHBIA TOBAPHBIN 3HAK) KOMOMHMPOBAHHBIE TJIA3HBIE KaIlUIH,
DuoTrav (3aperucTpupoBaHHBIA TOBApHbIM 3HAK) KOMOWHHMPOBAHHBIE TJIA3HbIE KaIUM U
noj00HbIe MJTH BEIIECTBO (BEIIECTBA ), COOTBETCTBYIOIINE UM.

[0068] Kpome Toro, korma HEOOXOOUMO TOJYYUTh OJUH COCTaB, CONEPKALIHI
COOTBETCTBYIOLINE KOMIIOHEHTHI, €0 MOXKHO MOJIYYUTh B COOTBETCTBUHU C U3BECTHBIM CIIOCOOOM.

[0069] B ciydae mosmyueHUst TIa3HBIX Kaleb, CENeTanpoCcT 1 HHruOUTOp (MHrHOUTOPHI)
Rho-acconmmpoBaHHbBIX MPOTEHMHKUHA3, COACPIKAIINX CYNEPCIUpalib, JOOABISIFOT K OYUIIEHHON
BOne, Oy(pepHOMY pacTBOPY WK IOAOOHOMY, M IEPEMEIITNBAIOT, U 3aTeM, pH cMecH peryiupyror
areHToM, peryiupyromuMm pH, momyuas TpeOyemble rnasHele kamn. Kpome Toro, mpu
HEOOXOIUMOCTH, MOXHO IMPHUMEHATh N00aBKy (m0o0aBKM), OOBIMHO NMPUMEHSIEMbIE B TJIA3HBIX
KaIuIAX, U B KauecTBe NOOABOK, MOXXHO YNOMSIHYThb M30TOHMYECKHH areHT, Oy(depHbIil areHr,
MOBEPXHOCTHO-aKTHBHOE BEINECTBO, CTAOWMJIM3aTOP, KOHCEPBAHT, AareHT, CIOCOOCTBYIOLIHIA
PACTBOPEHHUIO, U MOIOOHBIE.

[0070] pH rna3HbIX Kamenab MOKET HAXOAUTbCS B MpeAenax, KOTOpble JOMYyCTHUMBI IS
o(pTamIbMOJIOTHYECKUX COCTAaBOB, OH Haxoaurcs B mpexenax pH or 4 mo 8, a Oonee
NpennoYTUTENbHO B npeaenax pH ot 5 no 7.

[0071] B cny4ae mony4deHHs IIa3HBIX Ma3ed, X MOKHO MOJYYHUTb, MPUMEHSS IIHUPOKO
NpPUMEHSeMble OCHOBBI, U B KAayeCTBE OCHOBBI MOXKHO YIIOMSIHYTb O€Jblii Ba3esuH, >KUAKHN
napapuH 1 NOJO0HbIE.

[0072] B cnyuae mpuUroTOBJIEHHSI MEPOPATbHBIX COCTABOB, TAKUX KaK TaOJETKH, KaTlCyJIbl,
TPaHyJIbL, TOPOLWIKM U TOAOOHBIE, WX MOXKHO TMOJYYUTh JOOABJICHUEM HATIOJIHUTES,
CMa3bIBAIOIIErO BEINECTBA, CBS3YIOLIETO BEIIECTBA, Pa3PBIXJIUTENS, MOKPHIBAIOIIErO AareHTa,
IUIEHOYHOTO areHra M MOAOOHBIX, NpU HEOOXOAMMOCTH. B KkadecTBe HANOJIHHUTENS MOXKHO
YIOMSTHYTh JIAKTO3Y, KPUCTAJUTMYECKYIO LIEJUTFOJI03Y, KpaxMall, PACTUTEIIbHOE MaciIo U TIOI0OHBIE,
B KQ4E€CTBE CMAa3bIBAIOIIETO BEIIECTBA MOXKHO YIIOMSIHYTh CT€apaT MarHus, TaJIbK U MOJOOHBIE, B
Ka4eCTBE CBSA3YIOIIErO MOYKHO YITOMSIHYTh THAPOKCHUITP OMUJILEIUTIONO03Y, TOTHBHHUIITHPPOIUIOH
1 MOJTOOHBIE, B KAYECTBE PA3PIXIIUTENS MOYKHO YIOMSIHYTh KapOOKCHMETHIILEIITIONO3Y KaIbLUs,
HHU3KO3aMELIEHHYIO THIPOKCUIPONMIIMETHIILEIUTFOJIO3Y U ITOOOHBIE, B KAUECTBE MOKPBIBAIOIIETO
areHTa MOXXHO YIOMSIHYTb THPOKCHITPONIIMETHIILIEIUTIONO3Y, MAKPOTOJI, CHIIMKOHOBYIO CMOJTY
U 1ozfoOHbIe, M B KaUeCTBE IUICHOUYHOIO areHTa MOXKHO YIOMSIHYTH JKEJIATHHOBYIO IUJIEHKY H
noA00HbIE.

[0073] Cnoco® BBemeHHsI TEpareBTUYECKOTO AareHta WM MONOOHBIX HACTOSIIETO

1300peTeHNsI MOXKHO MOIXOASALINM 00pa3oM U3MEHSTD B 3aBICUMOCTH OT JIEKAPCTBEHHOH (POPMBI,
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TSDKECTH CUMIITOMOB Y MAIIMEHTA, KOTOPOMY OCYINECTBIISIIOT BBEIEHUE, BO3PACTa, BECA TeNa, MyTH
BBE/ICHUS, PELICHUs] JOKTOpPAa M MOAOOHBIX, U B Cllydae KOMOWHMPOBAHHOIO JIEKAPCTBEHHOT'O
CPEACTBa, COAEPIKAIIEro CENeTanpoCT WM ero 3¢Gup WIH ero cojib, U OOUH WIH Oonee u3
uHruouTopoB Rho-acconnnpoBaHHBIX NPOTEMHKUHA3, COAEPIKALINX CYNEPCIUPalib, BEIOPAHHBIX
U3 IPYMIBI, COCTOSINEH U3 pUIACyIMiIa, HETAPCYAMIA U UX COJIH, €r0 MOKHO BBOIUTH 1-5 pa3 B
JIeHb, IPENIOYTUTENBHO OJJUH WU J1BA Pa3a B JIEHb, U CAMOE MIPENIOYTUTEIbHOE OUH Pa3 B ICHb.
Korza cocras, conep:kaimuii ceneTanpocT WK ero 3(Up WM ero Cojb, U COCTaB, COAEPIKAIIN
omuH wiu Ooyee w3 UHruOMTOPOB Rho-acCOMMPOBAHHBIX MPOTEHMHKHUHA3, COAEPIKAIINX
Cynepcrupajb, BRIOPAHHBIX M3 TPYIIIBI, COCTOSINEH M3 pUNACyAMIa, HETApCyauiIa M UX COJIH,
BBOJISIT OAHOBPEMEHHO, Ka)KIbI COCTaB MOXKHO BBOJHUTH B PA3JINYHBIC MOMEHTBI BPEMEHH HIIH
OTHOBPEMEHHO 1-3 pas3a B JeHb, MPENNOUYTUTENBPHO OIWH WJIM JBa pa3a B JEHb, U CaMoe
NPEATIOYTUTENIHOE OIUH Pa3 B IeHb. B 4aCTHOCTH, MPU COBMECTHOM BBEIEHUH, KOT/Ia COCTABbI
BBOIISIT B PA3IMYHbIE MOMEHTHI BPEMEHH, TIOPSIOK BBEIEHUS COCTABOB HE OTPAHUYEH, M IOCIE
BBEJICHHUsS] OJIHOTO COCTaBa, IPYrol COCTaB MOKHO BBOAUTH B TedeHHe 12 9acoB, OOBIYHO B
TedeHue 6 4acoB, OoJIee MPEANOUTUTENFHO B TeUeHne | yaca, OoJiee MpeanoYTUTENBHO B TEUEHHE
30 MUHYT, OCOOEHHO MPEANOYTUTENLHO B TEUEHHE 5 MUHYT, U CamMoe MpPEANOYTHTEIBHOE B
KpaT4aiiire Cpoku. B BeIeynoMsiHyTOM criocoOe BBEICHHS B ClTydae BBEACHHUS IJIA3HBIX KaIleJb,
NPEATIOYTUTENIHO BBOIUTH OT | 10 3 Kamesb 3a OnUH pa3, 0osiee mpeanoYTUTENBHO BBOIUTS |
WK 2 KaIuld, ¥ CaMoe TPENIOYTHTEIbHOE BBOAUTD | KaIuIo.

[0074] TlompoOHoe omnmMcaHue NPHUBEACHHOIO BBIIIE TEPANEBTUYECKUN AareHT WM
NOAOOHBIX HACTOSAIIEr0 H300pETeHUs] TaKke IPUMEHUMO K MNPOPUIAKTUIECKOMY WM
TEPANeBTUUECKOMY AareHTy MJis IJIAYyKOMbl WJIM TIJIA3HOW TUNEPTEH3HM, COAep KaleMy
CEeMeTanpoCT  HACTOSAIIEro  M300pEeTeHMs, KOTOpPBIH  XapakTepu3yercs MPUMEHEHUEeM
OJHOBPEMEHHO ¢ uHrubutopom (mHruburopamu) Rho-acconmmupoBaHHBIX NPOTEHHKUHA3,
comepKalux cynepcnupanb. IlogpoOHOe onmucaHne NPUBENEHHOTO BBIIE TEPANIEBTUYECKOTrO
areHTa WK MONOOHBIX HACTOSINEr0 M300PETeHUs] TaKXKe MPUMEHHMO K areHTy, CHIDKAOIIEeMY
BHYTPUIJIA3HOE [ABJCHUE HACTOSINEr0 M300pPETeHUs, KOTOPbIH XapaKTepPH3YEeTCsl TEeM, YTO
CMELIMBAIOT CEMEeTanpoOCT U UHIHOUTOpP (MHruOuTOphl) Rho-acCOMMPOBAHHBIX MPOTEUHKHUHAS,
cogepkammx cynepcrmpanb. [TonpoOHOE omnmMcaHue MPHUBENEHHOIO BBIIIE TEPANEBTUYECKOTO
areHTa WM MONOOHBIX HACTOSINEr0 M300PETeHUs] TaKXKe MPUMEHHMO K areHTy, CHIDKAOIIEMY
BHYTPHUIJIA3HOE JIAaBJICHUE HACTOSIIErO HM300PETeHHs, COIEpIKaIleMy CemeTanpocT, KOTOPBIA
XapaKkTepU3yeTcss TNPUMEHEHHEM OJHOBPEMEHHO ¢ uHruburopoMm (mHruoOuropamu) Rho-
ACCOLIMMPOBAHHBIX MMPOTEHHKUHA3, COAEPKALIUX CYNEPCITUPATIb.

[0075] Kpome Toro, moapoOHOE OMHUCaHHE MPHBEICHHOTO BBIIIE TEPANEBTUYECKOTO
areHTa WM MO0OHBIX HACTOSIIETO H300PETeHUS TAK)KE TPIMEHUMO K BAPHAHTY OCYIIECTBIICHHS
HACTOSIIETr0 N300PETEHNUSI, YIIOMSHYTOMY HIKE.

[0076] OnuH BapuaHT OCYIIECTBJICHUS HACTOSIIETO M300pPETEHHs MPENCTaBisieT COOOM
KOMITO3ULIMIO JIJIs1 MPOQUIAKTUKYA WIJIM JIEYeHUS TJayKOMbl MM TJIA3HOM THIIEPTEH3UH,
COZEPIKALIYI0  CEMEeTAapOCT, KOTOPBIH XapaKTepu3yeTcsl BBEACHWEM B KOMOMHAIMM C

uHruoburopom  (uaruburopamm) Rho-acconMMpOBaHHBIX  NMPOTEMHKUHA3,  COAEPIKAIINX
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CynepCIupab.

[0077] OnuH BapuaHT OCYIIECTBJICHUS HACTOSIETO M300pPETEHHs MPENCTaBisieT COOOM
npoUIAKTUUECKUI WM TEPaneBTUYECKUI croco0 Il TIayKOMbl WIM TJa3HOW THIIEPTEH3UH,
BKJIIOYAIOLINI: BBEJEHHE TepaneBTHUeCKH HPPEKTUBHOIO KOJIWYECTBA CeleTanpocrta U
TepaneBTuueckn  d(p¢dexTHBHOro - KonudyecTsa  uHruOwropa  (urrudburopoB)  Rho-
aCCOLMUPOBAHHBIX POTEMHKHUHA3, COAEPIKAIUX CYNePCIUpatb, B KOMOMHALIMH HYKAAIOLIEMYCs
CYyOBEKTY.

[0078] OnuH BapuaHT OCYIIECTBJIEHUS HACTOSINETrO M300pETEHHs MPENCTaBisieT COOOM
NpUMEHEeHHEe KOMOUWHAIIMK CereTanpocTa U nHruouropa (MHruouTopos) Rho-acconmnnpoBanHbIX
NPOTEUHKWHA3, CONEPIKAIUX CYNMEepCupalb, I MOJIYYEHHUS JIEKAPCTBEHHOTO CPEACTBA IS
PO HIIAKTUKY HITH JIEUEHHS TI1ayKOMBbI WM TJIA3HOW TMIIEPTEH3UU

[0079] OnuH BapuaHT OCYIIECTBJICHUS HACTOSINETO M300pETEeHHs MPENCTaBisieT COOOM
NPUMEHEHHE CETIeTanpoCcTa ISl TOMYYeHHS JIEKAPCTBEHHOTO CPEACTBA Uil MPOQPIIIAKTUKH HITH
JICYEHUs TJIAYKOMbI WJIM TJIA3HOW THUIEPTEH3MH, KOTOPBIN XapaKTepH3yeTCs NMPUMEHEHHUEM
OJHOBPEMEHHO C UWHruoburopom (mHruoOuropamu) Rho-acconMUpoOBaHHBIX MPOTEHHKHHA3,
CoZlepKaLINX CYyNepCIrpab.

[0080] OnuH BapuaHT OCYIIECTBJICHUS HACTOSIIETO M300pPETEHHs MPENCTaBIsieT COOOM
CEerneTanpocT M NPUMEHEHHs B MNpOQUIAKTUKE WIM JIEUEHHH TIJIAYKOMBbl WM TJAa3HON
TUNIEPTEH3UH, KOTOPBIA XapaKTepH3yeTcsl NPHUMEHEHHEM OIHOBPEMEHHO C HMHTHOHUTOPOM
(uaruduropamun) Rho-accorumpoBaHHbBIX TPOTENHKUHA3, CONEPIKAIINX CYTIEPCIIUPAIIb.

[0081] OnuH BapuaHT OCYIIECTBJICHHS HACTOSIIETO M300pETeHHs MPEnCTaBisieT COOOM
KOMOMHAIMIO ~ cemeranpocta M uHruomropa (uHruOmropoB) Rho-acconmnmnpoBaHHBIX
NPOTEUHKNHA3, COMAEPIKALIUX CYNEepPCIUpab, s NPUMEHEHUs] B NPOPUIAKTHKE WM JIEYEHUU
IJIayKOMBI WJIH TJIa3HON TUIePTeH3HH.

[0082] OmguH BapuaHT OCYINECTBJEHUS HACTOALIETr0 M300pEeTeHHs MPeCcTaBisieT coOOoi
KOMITO3ULIMIO JUJISi CHUKEHHUSI BHYTPUIJIA3HOTO JABJICHUS, COAEPIKAIIYIO CENeTanpocT, KOTOPbIH
XapakTepU3yeTcss BBEACHUEM B KOMOMHaUMuH C uHruoutopom (uHruburopamu) Rho-
ACCOLIMMPOBAHHBIX MPOTEUHKUHA3, COEPKALIUX CYNEPCIUPATIb.

[0083] OnuH BapuaHT OCYLIECTBJIEHUS HACTOSINETrO M300pETEHHs MPENCTaBisieT COOOM
croco0 U CHIDKEHUS] BHYTPHUIJIA3HOTO NABJICHHSI, BKJFOYAIOLINI: BBEJEHHE TEPANIeBTHUYCCKH
5 (PEKTUBHOIO KOJHMYECTBA CEMEeTanpocTa U TEePaneBTHYECKH 3(PPEKTHBHOIO KOJIHYECTBA
uaruburopa  (uHruburopo)  Rho-accoummpoBaHHBIX ~ NPOTEMHKHWHA3,  COAEPIKAIINX
Cynepcrupaib, HyKIAKIEMYyCst CYOBEKTY.

[0084] OnuH BapuaHT OCYIIECTBJICHUS HACTOSIIETO M300pETEHHs MPENCTaBisieT COOOM
NMPUMEHEeHNEe KOMOWHALINK CeTeTanpocta u nHruouropa (marudburopos) Rho-accounmpoBaHHbIx
NPOTEUHKUHA3, COIEPKAIUX CYMEepCrupalb, I MOJIYYEHHUS JIEKAPCTBEHHOTO CPEACTBA IS
CHIDKEHHSI BHYTPHUIJIA3HOTO JJABJICHUS.

[0085] OnuH BapuaHT OCYIIECTBJICHHUS HACTOSIIETO M300pETEHHs MPEeNCTaBisieT COOOM
NPUMEHEHHE CEeMeTanpocTa Uil MOJY4YeHHMs JIEKAPCTBEHHOTO CPEACTBA JUId  CHIDKEHUS

BHYTPHUTJIA3HOTO AABJICHUS, XaPAKTCPUIYHOLIECTOCS IPUMEHEHUEM OJHOBPEMEHHO C I/IHFI/I6I/ITOpOM
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(uaruduropamun) Rho-accorumpoBaHHbIX TPOTENHKUHA3, CONEPIKAIINX CYTIEPCIIUPAIID.

[0086] OnuH BapuaHT OCYIIECTBJICHUS HACTOSIIETO M300pETEHHs MPENCTaBisieT COOOM
CeMeTanpocT [UIsi NPUMEHEHMs B CHIDKEHHH BHYTPHUIJIA3HOTO  JABJIEHUS, KOTOPBIH
XapakTepU3yeTcss NPUMEHEHHEM OJHOBPEMEHHO ¢ uHruburopom (mHruoOuropamu) Rho-
aCCOLIMMPOBAHHBIX POTEMHKUHA3, COJEPIKALIUX CYNEPCIUPAIb.

[0087] OnuH BapHaHT OCYINECTBJICHHS] HACTOSIIETrO M300peTeHHs MpeAcCTaBisieT coOoit
KOMOMHAIMIO ~ cemeranpocta u  uHruOuropa (umHrHOuropos) Rho-accormmpoBaHHBIX
NPOTEUHKWHA3, COMAEPKALINX CYMepPCIHUpab, Ui MPUMEHEHUs] B CHUKEHHUU BHYTPHUIIIA3HOTO
TaBJICHHUSI.

IMTPUMEPBI

[0088] J[lamee moKa3aHbl pe3yJabTaThl (PAPMAKOJIOTUYECKUX TECTOB, HO OHH
NPEIOCTABIIEHBI TSI JIYYIIEero MOHUMAaHUS HACTOSIIIEr0 H300pETEeHHs U HE OrPAaHUYUBAIOT 00beM
HACTOSILIETO U300PETeHHSI.

[0089] [ PapmakOIOTrUIECKU TECT|

[IIpumep 1]

Jlnst Toro 9toObl HCCIenoBaTh MPUTrOIHOCTh KOMOWHALIMH CEMEeTanpoCcTa U UHTHOUTOPA
(uaruburopoB)  Rho-acconmmpoBaHHBIX ~ NMPOTEMHKHHA3,  COAEPIKAIIMX  CYMEpCIHpab,
uccnenoBanu 3p¢GEeKT CHIWKEHHs BHYTPUIJIA3HOTO AABIIEHHUS MPU OJHOBPEMEHHOM BBEICHUH
CemneTanpocTa U PUIacyIuiia, KOTOPbIH nmpeacTasisieT codoit marndburop Rho-acconmmpoBanHbIx
NPOTEUHKNHA3, COMAEPXKAIIUX CYNepCHHpaib, SKCIEPUMEHTIAbHbIM JKUBOTHBIM (00€3bsHBI C
HOPMAaJIbHBIM JIaBJICHUEM).

[0090] (moy4eHue pacTBOPOB COENMHEHHS, KOTOpbIe OYAYT TECTHPOBATH)

(1) monmyueHue pacTBOpa CENeTanpocTa

CeneranpocT pacTBOPSUIM B OYMIIEHHOHW BOAE, COAEpIKAIIel areHT, CIOCOOCTBYIOIIUM
pPAaCTBOPEHHMIO, W 3aTeM NOJydYald pacTBOp Cemeranmpocta ¢ TpeOyeMOH KOHIEHTpalHeH,
NpUMEHsIst OOLIETPUHSTBIA CIIOCO0.

[0091] (2) mony4eHue pacTBOpa pUMacyauia

Nmeromuecs B npogaxke riasubie karm punacyamwia (Kowa Company, Ltd.,, GLANATEC
(3aperucTpupoBaHHBIN TOBAPHBIN 3HAK) ri1a3Hble Karu 0,4%) MPUMEHSIN KaK eCTb.

[0092] (Criocob TecTupoBaHws)

UccnenoBanu >P¢exT CHMWKEHHs BHYTPHUIJIA3HOTO JABJICHHUS MPHU OJHOBPEMEHHOM
BBEICHUU CETeTanpocTa U punacyamia. Jis cpaBHEHHs Takke uccienoBaiu 3hGeKT CHIKEHUs
BHYTPHUIJIA3HOTO AABIIEHHs MPU BBEACHUH TOJIBKO CENETarpocTa WM punacyawi. B kaudectse
KOHTPOJIsI, BBOAMJIM OCHOBY PaCTBOP CETETANPOCTa U (PU3NOJIOTHUECKUH CONSTHOM PacTBOP.

[0093] (JIekapCTBEHHBIE CPENCTBA U KUBOTHBIE, IPUMEHSIEMBIE B TECTE)

PactBop cenerampocta: 0,0003% (B/0) pacTBOp ceneranpocta (00beM Ia3HbIX Kamneb: 20
MKJI/TJ1a3)

PactBop punacynuna: 0,4% (8/0) pactBop punacynuia (toprosoe HazBanue: GLANATEC
(3aperucTpupOBaHHBIN TOBapHBIM 3HAK) rnasHble kKaru 0,4%, oObeM rias3HbIX Kamenb. 20

MKJI/TJ1a3)
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DKCIepUMEHTAJIbHBIE JKUBOTHBIE: SIBAHCKHH MaKak (IIOJI: My>KCKOH, 8 00e3bsiH Ha rpyriy)

[0094] (Crioco0 BBeneHus U crocod u3MepeHus)

[1] CoBMecTHOE BBEEHUE CENETANIPOCTA U PUNIACY NI

(1) Kammro 0,4% rna3HpIX Karesiab FHIPOXJIOpHIA OKCHOYNpoKauHa (TOProBOe Ha3BaHUE:
Benoxil (3apeructpupoBaHHBIN TOBapHBIN 3HAK) ryasHble Karu 0,4%) HAHOCWIIM HA OJUH IJa3
5KCINEPUMEHTAIBHOTO JKUBOTHOTO, U MPOBOAUIIN MECTHYIO aHECTE3HIO.

[0095] (2) HenocpenctBeHHO TmOC€ BBEAECHUS PpacTBOpPa COEAMHEHUs, KOTOpOe
TECTUPYIOT, BHYTPUIJIA3HOE MAaBJIEHHE W3MEPSJIM, W JaHHYIO BEJIMYMHY YCTaHABIMBAJIU Kak
BHyTpuUriaszHoe aasneHne (0 4acoB) mepes BBEISHUEM.

[0096] (3) pacTBOp cemerampocTa HAHOCHJIM Ha OIMH IJIa3 3KCIEPUMEHTAJbHOTO
JKUBOTHOTO (KOHTpajaTepaibHbIi a3 He oOpabarbiBaiu). Yepe3 KOpoTkoe BpeMs: (MIPUMEPHO
4yepe3 S MUHYT) pacTBOP PUIIACYAMIIA HAHOCHIJIM HA TOT K€ IJIa3.

[0097] (4) uepe3 2 yaca, 4 yaca, 6 4acoB, 8 4acoB u 24 yaca MocJie HAHECEHUsS] PacTBOpa
CereTanpocTa Ha a3, OJlHy TJIa3HYIO KaIuTio ruApoxiIopuaa okcuoynpokanHa 0,4% HaHOCHIIN Ha
rjia3 AJis U3MEpPEeHUsl BHYTPUIIIA3HOTO JaBJIeHHs] COOTBETCTBEHHO, U MOCJIE€ MECTHON aHECTEe3UU
U3MepsUIM BHYTpUIJa3Hoe AaBieHue. Kpome Toro, BHyTpUIia3HOE JAaBJI€HUE U3MEPSUIN KaXKble
TPU pasa, U pacCUMUTBHIBAIU CpefHee 3HaueHue. YUYTO KacaeTcs HW3MEHEHHOro 3HaueHus
BHYTPUIJIA3HOTO MAaBJEHUs] (MM PT.CT.), PACCUUTHIBAIN PA3HULY OTHOCHUTENbHO 3HAYEHUS
BHYTPUIJIA3HOTO JABJI€HUs Mepe]] BBEACHUEM B KaKIblii MOMEHT BPEMEHU U3MEPEHUS.

[0098] [2] OnHOKpaTHOE BBEAEHUE CEMETANPOCTa

Tect npoBogmnmu Tem e crnocobOM, Kak INPHUBEAEHHbIE BBILIE TECT C COBMECTHBIM
BBEICHUEM, 32 HCKJIIOUEHHEM 3aMEHbl PacTBOpa pUINacyAuia Ha (U3HUOJOTHYECKUI COJISTHOM
pacTBop.

[0099] [3] OnHOKpaTHOE BBEACHUE PUIIACYAMIIA

Tecr mpoBomgminm TeM e CHOCOOOM, Kak NPHUBEICHHBbIE BBILIIE TECT C COBMECTHBIM
BBEJICHHEM, 3a WCKIIOUEHHEM 3aMEHbl pacTBOpa CeINeTanpocTa Ha OCHOBY pacTBOpa
CerneTanpocra.

[0100] [4] xoHTpOIB

Tect npoBogmmu TeM ke CrnocoOOM, Kak TNMPHUBEACHHBIE BBILIE TECT C COBMECTHBIM
BBEJIEHHEM, 38 UCKIIFOUEHHEM 3aMEHbI pAaCTBOPA CETNETANPOCTa HA OCHOBY PacTBOpa CENeTanpocTa
¥ 3aMEHBI PacTBOpA PUMACYIMIA HA (PU3UOJIOTHYECKHI CONITHON PacTBOP.

[0101] (Pe3ynbTatsr)

W3meHeHUs! B CHUKEHUM BHYTPUIJIA3HOTO AABJEHUS C T€YEHHEM BPEMEHHU JUIsl KaxXaoH
IPYIIIBI BBEIEHHS TOKa3aHbl Ha pucyHKke 1 u B Tabnuie 1. U3MeHeHNs 3HaUeHUiT BHYTPUIIIA3HOTO
JaBJICHUsT TIOKa3aHbl B BUAe cpenHero 3HadeHuss + SEM pasnoctu ot 3HaueHus: (0 4acoB) 1o
BBE/ICHUS] BOCBMH 00€3bsIHAM B K&KJOU IPYIIIE C YUEeTOM KaKIOrO MOMEHTA BPEMEHH U3MEPEHHSI
s Kaxnporo uHauBHAyyMa. CpaBHEHHE KOHTPOJIBHOM TPYIIBI € TPYNIOW NPUMEHEHUsS
cemeTanpocTa, T[PyNNoOHl  punacyguna WiAM  TPYNNOH  COBMECTHOTO  NPUMEHEHUs
cerneTanpocTa/punacyamyiia ¥ CpaBHEHHE TIPYNIbBl C  COBMECTHBIM  IPUMEHEHHUEM

cerneTanpocTa/punacyausia ¢ Ipymmoil cemeTanpocTa WM TPYMNION pUmacyauia IpOBOIUIIM,
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nocJie poBeieHns1 TecTa baptierra, B ciaydae, Korna aucrepcus Obliia OMHOPOAHON, IPUMEHSIS
TecT JlaHHeTTa, UM B Cilyyae HEOJHOPOIHOCTH, puMeHss TecT Ctuna. Y poBeHb 3HAUMMOCTH 1O
OTHOLIEHMIO K KOHTPOJIbHOM rpymme Obul mokasaH kak ##: p <0,01 B recte [lannerra, u *: p <0,05
u **: p <0,01 B Tecre Ctuna. YpoBeHb 3HAUMMOCTHU ISl TPYIIIBI C COBMECTHBIM NPUMEHEHNUEM
ceretanpocTa/punacyaunna Obut mokasaH kak T: p <0,05 u 11: p <0,01 B recre Jlannerra u $3$: p
<0,01 B Tecre Ctmna.

[0102] [Tabnuua 1]

Bpems nocae
2 4 6 8 24
3aKANbIBAHUS
KOHTPOJIb 0,0 -0,2 -0,2 -0,1 0,0
Ceneranpoct -0,1 -0,9 -1,8 -1,9 -0,6
Punacyaun -2,4 -1,8 -1,6 -1,5 -0,4
COBMECTHOE MpUMEHEHHE
-3,0 -3,5 -3,4 -3.8 -0,7
cemneTanpocTa/punacyamnia

[0103] Kak sicHo BumHO U3 pucyHka | u Tabmuusl 1, rpymnma, KOTOPOH OTHOBPEMEHHO
BBOJIMJIM CETETANPOCT U PHIACYIMII, MOKa3ana OoJjiee MPEeBOCXOAHOE ACHCTBUE, CHIDKAIOIIEE
BHYTPHUIJIA3HOE IABJICHUE, M YCTOWIHBBIN 3P PEeKT AeHCTBUS, UeM IPYIIa, KOTOPOil BBOIWIH OHO
JIEKapCTBEHHOE CPEACTBO, TO €CTh IPyMIa, KOTOPOH BBOAWIM CENETANPOCT, U Irpymmna, KOTOpOoi
BBOAMWJIM punacyawi. B gactHoctH, uepes 2, 4 1 8 4acoB NOCJ€ BBEACHUS BETUYMHbBI U3MEHEHUS
3HAYeHUH BHYTPHUIJIA3HOTO JABJICHUS Il TPYIMIIBI C OTHOBPEMEHHBIM BBEICHUEM CETeTanpocTa
U punacynwia, Obutn Ooubllle, YeM CyMMa BEJIMYMH M3MEHEHUs 3HauY€HWH BHYTPUIJIA3HOTO
JaBJIEHUs JUJIsl TPYMIIbI, TOJNYYaBLIEH CENeTanpocT, U JUIsl TPYNIbI, MOJNy4YaBLIed pUIacyaui, U
ObLT MOATBEPIKIEH CHHEPreTHUECKH 3((eKT AeHCTBUSA, CHUKAIOLIETO BHYTPUTTIA3HOE 1aBJICHHE.

[0104] Mcxonst U3 OMMCAHHOTO BbIIIE, OBUIO OOHAPYIKEHO, YTO CMEIIaB CEMeTanpocT C
uaruoburopom  (uaruburopamu) Rho-accOMHMPOBAHHBIX  MPOTEWHKWHA3,  COAEPIKAIINX
Cynepcnupajb, MOKHO TONY4YUTh Ooniee 3(p(HeKTUBHOE NEWCTBHE, CHUKAIOIIEEe BHYTPHUIIIA3HOE
JaBJIEHHE U YCTOHYUBBIN 3PP EKT NeHCTBHSIL.

[0105] [TTpumep 2]

Jlnist Toro 4ToObl HCCIenoBaTh MPUTOIHOCTh KOMOWHALMH CEMEeTANnpOCTa U UHTHOUTOPA
(uaruburopoB)  Rho-acconmmMpoBaHHBIX  NMPOTEHMHKHHA3,  COAEPIKAIINX  CYNEpCIHpab,
uccnenoBaiu 3p¢GEeKT CHIWKEHHs BHYTPHUIJIA3HOTO AABIEHHUS MPHU OJHOBPEMEHHOM BBEICHUH
CemneTanpocTa U HeTapCyIuiia, KOTOPBIN mpencrasisier codoit narudutop Rho-accounmpoBaHHbIX
NPOTEUHKWHA3, COMEPKAIUX CYHepCIHpaib, SKCIEPHUMEHTIAbHBIM JKUBOTHBIM (00€3bsSHBI C
HOPMaJIbHBIM JIABJICHUEM).

[0106] (moyueHue pacTBOPOB COENUHEHHH, KOTOPbIe OYAYT TECTHPOBATD)

(1) monmyueHne pacTBOpa CENeTanpocTa

CermeranpocT pacTBOPSJIM B OUYUIINEHHON BOJE, COAEpIKAIIel areHT, CIIOCOOCTBYIOIIUN
pPAacTBOPEHMIO, W 3aTeM IMOJyYald pacTBOp Cemeranpocra ¢ TpeOyeMol KOHLEHTpaluet,

NPUMEHSISI OOLIETIPUHATHIN CrIOCO0.
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[0107] (2) mony4eHue pacTBOpa HETAPCYAMIIA

JluMe3nunar HeTapcyauwia pacTBOPsUIE B (PU3HOJOTMYECKOM COJITHOM —PacTBODPE,
COZIeprKallleM areHT, CIIOCOOCTBYIOIIUN PACTBOPEHHIO, M 3aTE€M IOJIy4all pacTBOP HETApCYIHIIa,
UMeroLuil TpeOyeMyro KOHLIEHTPALHIO, PUMEHSISI OOLIENPUHSTHIHN Cr1ocoO.

[0108] (Crocob TecTupoBaHwsi)

HccnenoBanu 3¢¢dexkT CHuKEHUs BHYTPUITIA3HOTO IABJICHHUS IPU OJHOBPEMEHHOM
BBEJICHUHU CENeTAIpoCcTa U Hetapcyamwia. [ cpaBHEHUs TakxKe UccaenoBanu 3G eKT CHIKeHNS
BHYTPUIJIA3HOTO JABJIEHUS TPU OTAEIbHOM BBEIEHHH CENeTanpocTa WM HeTapcyawia. B
Ka4eCTBE KOHTPOJISI, BBOJUIM OCHOBY PAaCTBOPA CEMETANPOCTa U OCHOBY PACTBOPA HETAPCYAMJIA.

[0109] (nekapcTBEHHBIEC CPEACTBA U YKUBOTHBIC, IPUMEHSIEMBbIE B TECTE)

PactBop cenerampocta: 0,0003% (B/0) pacTBOp ceneranpocta (00beM Ia3HbIX Kameb: 20
MKJI/TJ1a3)

PactBop Herapcynmna: 0,01% (B/0) pactBop HeTapcynuia (00beM Tia3HbIX Kameib: 20
MKJI/TJ1a3)

DKCIepUMEHTAJIbHBIE JKUBOTHBIE: SIBAHCKHH MaKak (IIOJI: My>KCKOMH, 8 00e3bsiH Ha rpyrmiy)

[0110] (Criocob BBeneHus U crocod u3MepeHus)

[1] CoBMecTHOE BBEEHHE CENMETANIPOCTA U HETAPCYAUIa

(1) Kammro 0,4% ria3HpIX Karejiab FHAPOXJIOPHIA OKCHOYNPOKauHa (TOProBOEe Ha3BAHUE:
Benoxil (3apeructpupoBaHHBINH TOBapHBIN 3HAK) ryasHble Karum 0,4%) HAHOCWIIM HA OJWH IJa3
SKCHEPUMEHTAIIBHOTO JKUBOTHOTO, U MPOBOAMIIN MECTHYIO aHECTE3HIO.

[0111] (2) HemocpencTBeHHO TOCHAE€ BBENEHHS pPAacTBOpAa COEOUHEHHs, KOTOPOe
TECTHPYIOT, BHYTPHIJIA3HOE JaBJIEHUE H3MEPSAIHN, W MAHHYIO BEJINYMHY YCTAHABIMBAIHM Kak
BHyTpuryaszHoe aasneHue (0 4acoB) nepes BBEICHUEM.

[0112] (3) pacTBOp cemerampocTa HAHOCUJIM HAa OAMH IJIa3 SKCIEPUMEHTAIBbHOTO
JKMBOTHOTO (KOHTpaiaTepasibHbIi Tr1a3 He oOpalaTeiBanu). Uepe3 KOPOTKHI MPOMEKYTOK
BpeMeHH (MPUMEPHO Yepe3 S MUHYT) PacTBOP HETAPCyAMIa HAHOCHJIM Ha TOT Ke IJIa3.

[0113] (4) Yepes 2 yaca, 4 yaca, 6 4acoB, 8 4acoB U 24 4Haca Mocjie HAHECEHHUsSI pacTBOpa
cermeranpocta Ha a3 oaHy kKammo 0,4% rina3HbIX Kaneinb THAPOXJIOPUAA OKCHOYNpOKauHa
HAHOCHJTH Ha TJIa3 [T I3MEPEHHsI BHYTPUTJIA3HOTO AABJIEHHSI, COOTBETCTBEHHO, H IIOCJIE MECTHON
aHEeCTEe3UH W3MEPSUTH BHYTPHIIIA3HOE AaBiieHne. KpoMe Toro, KakJjoe BHyTPUTIIA3HOE JTaBJICHUE
U3MEPSIUIH TPU pasza U PaCcCUUTHIBAIU CpelHee 3HadeHne. UTo KacaeTcsi N3MEHEHHOTO 3HAUEHHSI
BHYTPHUIJIA3HOTO JIaBJIECHUS (MM PT.CT.), PACCUMTBIBAIH PA3HHULY OT 3HAYEHHS] BHYTPUIJIA3HOTO
TaBJIEHHS MEPe]] BBEIEHHUEM B KQXK/IbIii MOMEHT BPEMEHH N3MEPEHUSI.

[0114] [2] OnHOKpaTHOE BBEAEHUE CEMETANIPOCTA

Tect mpoBogmimm TeM ke crnocobOM, Kak INPHUBEAEHHbIE BBILIE TECT C COBMECTHBIM
BBE/ICHHEM, 32 UCKIIFOUEHHEM 3aMeHbl PACTBOPA HETAPCYAMIIA HA OCHOBY PacTBOPa HETAPCYAMJIA.

[0115] [3] OnHOKpaTHOE BBEAEHUE HETAPCYAUIA

Tect mpoBogmnmu Tem e CrnocoOOM, Kak INPHUBEAEHHbIE BBILIE TECT C COBMECTHBIM
BBE/ICHUEM, 32 UCKIIFOYEHNEM 3aMEHbI PACTBOP CEMNETANpPOCTa Ha OCHOBY PacTBOpPA CEMETANpPOCTA.

[0116] [4] xoHTpOMB
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Tect mpoBogmnmu Tem ke crnocobOM, Kak INPHUBEAEHHbIE BBILIE TECT C COBMECTHBIM
BBEJICHHEM, 38 UCKJIFOUEHHEM 3aMEHbI pACTBOPA CETIETANIPOCTa HA OCHOBY PacTBOpa CEMeTanpocTa
Y 3aM€Hbl PaCTBOPA HETAPCyAMUJIa HA OCHOBY PacTBOPa HETApCyAUIIA.

[0117] (Pe3ynbTaThi)

H3MmeHeHNs1 CHIDKEHUs BHYTPUIJIA3HOTO AABJIEHUA C T€YEHHEM BPEMEHM AJA KaxXIou
TPYIIIbI BBEIEHHS IOKa3aHbI HA pUCYHKE 2 1 B TaOnuile 2. M3MeHeHne 3Ha4eHn il BHYTPHUIIIA3HOTO
JaBJIEHHs TTOKAa3aHO Kak cpenHee 3HayeHue + SEM pasHocTu ot 3HaveHus (0 4acoB) 10 BBEACHUS
BOCBbMH 00€3bsiHAM B KaXKJIOH IPYIIIE OTHOCUTENIbHO KKIOTO MOMEHTA BPEMEHH U3MEPEHUS IS
kaxaoro uHauBuayyma. CpaBHEHHE KOHTPOJBHOW TpPYIIbl C TPYONOH MPUMEHEHHs
CerneTanpocTa, IpyINoil MPUMEHEHHs] HeTapCyAusia WIH TPYNIOH COBMECTHOTO NPUMEHEHUs
CereTanpocTa/HeTapCeyAnuia, u CpaBHEHUE IPYIIIbI COBMECTHOT'O IPUMEHEHUs
CerneTanpocTa/HeTapCyAniia ¢ IPyNIoi MPpUMEHEHHsT CEeNeTanpocTa WIH TPYNIoNd MPUMEHEHHUs
HeTapcyaniia MPUBOAWIIH, TIOCIIE poBeneHust Tecta bapTierTa, B ciydae, koraa aucnepcus Obuia
paBHOMEpHOH, NMpuMeHsis [laHHeTTa, UM B cllydyae HEOJHOPONHOCTH, mpumensisi Tect Ctuia.
YpoBeHb 3HAYMMOCTH OTHOCHUTEIBHO KOHTPOJIbHOW IPYIITHI MMOKa3aH Kak *: p <0,05 u **: p <0,01
B Tecte Ctuna, u *: #: p <0,05 u ###: p < 0,001 B Tecre /lanHeTa. YpOBeHb 3HAYHNMOCTH
OTHOCHTEJIbHO I'PYTITBI COBMECTHOTO PUMEHEHHS CENEeTAIPOCTa/HETapCy Inila MOKa3aH Kak T: p
<0,05 B Tecte /lanHerTa.

[0118] [Tabnuua 2]

Bpems nocJie 3akanbIBaHus 2 4 6 8 24

KOHTPOJIb 0,2 0,0 -0,1 -0,3 0,0
Ceneranpoct -0,2 -1,6 2,2 -2,0 -1,1
Herapcyaun -0,4 2,2 2,1 2.3 -0,6

COBMECTHOE PUMEHEHHE
-0,3 -3,0 -3,2 -3,9 -1,1

2 >

cereTanpocTa/HeTapCyamia

[0119] Kak sicHO BUIHO U3 pUCYHKA 2 ¥ TaOJHLBI 2, B TPyIIeE, KOTOPOH OTHOBPEMEHHO
BBOJIWJIM CEMeTanpocT M HEeTapcyAwi, ObLIO MOKa3aHo Oojee NPEeBOCXOAHOE IeiCTBHE,
CHIDKAFOIIee BHYTPHUIIIA3HOE JaBJICHHE, M YCTONUMBBIH 3 ekt nefdcTBrs, YeM B rpyIie, KOTOpOi
BBOJIMJIM OJTHO JIEKAPCTBEHHOE CPENICTBO, TO €CTh B IPYIIIE, KOTOPOI BBOIMIIHM CEMETANPOCT, U B
rpyIIe, KOTOPOH BBOIWIIA HETAPCYANIL

[0120] M3 mpuBeneHHOTO BbIlIe, OOHAPYIKUIIH, YTO CMEIIAB CEeMeTanpOCT ¢ HHTHOUTOPOM
(uaruburopamu) Rho-accormmpoBaHHBIX NMPOTEUHKHHA3, COAEPIKAIINX CYMEPCIHPallb, MOXKHO
noJxy4uThb Oonee 3¢ (HekTHBHOE ASHCTBHE, CHIDKAIOIIEe BHYTPUTIIA3HOE NABJICHNE, U YCTOWYHBBIN
3¢ dexT oT neHCTBYSL.

[MTPOMBIIIIJIEHHA S TTPUMEHUMOCTD

[0121] Korma cenmeranpoct u wuHruOutop (mHrudurtoper) Rho-accommmpoBaHHBIX
NPOTEUHKNHA3, COAEPKAIIMX CYNepCrupaib, KOMOMHUPYIOT M BBOISAT B IJIa3, YCHIJIMBAETCS
NEWCTBUE, CHIDKAaIollee BHyTpuriasHoe aasieHue. CrenoBaTeNnbHO, HACTOsIIEe H300peTeHHe

SABJISICTCA MNPUIOAHBIM B Ka4dC€CTBC HpO(bI/I.]'IaKTI/ILIeCKOFO WM TEPANCBTUYCCKOTO arcHtra aJisd
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IJIayKOMbI WJIU TJIa3HOM TMNEPTEH3UH.

Hacrosiiee n3o00peTeHe 0XBaTbIBAET CIEAYIOINE ACTIEKTEL

1. IIpodunakTuyeckuii MIN TEPareBTHUECKUN areHT MPOTHB IJIAYKOMBI WU TJIaA3HON
TUINIEPTEH3UH, KOTOPBIA XapaKTepPU3yeTCsl T€M, YTO CEMeTarpoCT U MHTHOMTOp (MHTHOUTOpHI)
Rho-accormnpoBaHHbIX TPOTEMHKHHA3, COAEPIKAIIUX CYIEePCINpab, BBOAIT B KOMOWHALINYL

2. IlpodunakTHUECKUi WM TEeParneBTHYECKUH areHT Mo M. 1, KOTOpBIA NpEeACTaBIsIeT
coboif KOMOMHHPOBAHHOE JIEKAPCTBEHHOE CPEICTBO, COIEpKallee CErneTanpocT U UHTHOUTOP
(uarudutopsl) Rho-acconmmpoBaHHBIX POTEMHKUHA3, CONEPIKAIUX CYNEPCIUPAITD.

2

3. IlpodunakTHueckuii WM TEpameBTUYEeCKHH areHT Mo 1. 1, rie cemeranpocT u
uHruouTop (MHruduTOpHl) Rho-accOMUPOBAHHBIX MPOTEUHKHUHA3, COAEPKAIIUX CYIEePCIHPAb,
BBOJAT Pa3AeNIbHO WU OJTHOBPEMEHHO.

4. TlpounakTHUECKUH WM TEPANeBTHUECKUH areHT MPOTHB TJIAYKOMBI WU TJIA3HOH
TUMEPTEH3UH, COlEePIKalUil CeNneTanpocT, KOTOPbIM XapaKTepu3yeTcsl TeM, YTO €ro MPUMEHSIOT
OJHOBPEMEHHO C UWHruoburopom (mHruOuropamu) Rho-acconMMpOBaHHBIX MNPOTEUHKHUHA3,
COZEPKAIINX CYNEePCIUPab.

5. IlpounakTHUECKUI UM TEPANIEBTHUECKUI areHT 110 1. 4, KOTOPbIA BBOAAT Pa3IeiIbHO
WIN OJHOBPEMEHHO ¢ MHrHOMTOpOoM (MHruoOmropamu) Rho-accormmpoBaHHBIX MPOTEUHKHUHA3,
COIEPKALIMX CYNEePCIUPAIb.

6. IlpodunakTHuecknii WK TEPaeBTUYECKUN areHT mo JHoOOMy U3 MyHKTOB 1-5, rme
uHrnduTop (MHruduTOopel) Rho-acconmupoBaHHBIX MPOTEUHKHUHA3, COAEPKAIINX CYIEPCIHPAab,
NpesCTaBysieT COOOM, MO MeHbLIEH Mepe, OJWH THII, BBIOPAHHBIA W3 TPYIIBL, COCTOALIEH U3
punacyauia, HeTapCyauia U UX COJIU.

7. IlpodunakTHuecknii WK TEParneBTUYECKUN areHT Mo JI0OOMy U3 NMyHKTOB 1-6, rume
uHruouTop (MHruduTOops) Rho-accoMUPOBAHHBIX MPOTEUHKUHA3, COAEPIKALINX CYIEePCIHpab,
HPeNCTaBIsieT COOOH AUTHAPAT MOHOTHIPOXJIOPUIA PUMTACYAMIIA.

8. IIpodunakTHYeCKHii WM TEPANEBTUUECKUN areHT MO JIOOOMY U3 MyHKTOB 1-6, rae
uHruouTop (MHruduTOpHl) Rho-acCOMUPOBAHHBIX MPOTEUHKHUHA3, COAEPIKAIIUX CYIEePCIHPAb,

npeaCTaBysieT COOON TMME3NIIAT WK TUTHAPOXJIOPH] HETApCyIuia.
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P®OPMYVYJIA U3OBPETEHUA

1. KoMOMHMpPOBaHHOE II€KaPCTBEHHOE CPENCTBO M NPOQUIAKTHKH WIH JIEYSHUS
IJayKOMbl MM TJIA3HOM THIIEPTEH3UH, coieprkalee ceneranpoct W uHruourop Rho-
acCOLIMMPOBAHHOW MPOTEMHKMHA3bL, cojepkameil cynepcnupanb, rne uHruourop Rho-
aCCOLMUPOBAHHON NPOTEMHKMHA3bl, COAEpKalled Cymepcrnupanb, MpeACTaBisieT coOoM
HETapCyAnJ UJIH €r0 COJb.

2. KomOuHHMpOBaHHOE JieKapCTBeHHOe cpeactBo no 1.1, rme wuHrubutop Rho-
aCCOLIMMPOBAHHOW TMPOTEWHKHHA3bI, CONEpKAIleil Ccymepcrnupaib, MNpPEAcCTaBsieT coOoi
OUME3UIaT UIH JUTHAPOXJIOPUL HETapCyIUa.

3. [IpumeHeHre KOMOWHHPOBAHHOTO JIEKAPCTBEHHOTO CPEACTBA JJIsl MPOGUIAKTHKH WIIH
JICYEHHUS TJIAYKOMBI WJIH TJIa3HOW TUTIEPTEH3UH, I7ie KOMOMHHUPOBAHHOE JIEKAPCTBEHHOE CPEICTBO
COIEPIKUT cereTanpocT U HHruOuTop Rho-acconmmpoBaHHOW MPOTEHMHKUHA3BI, COAEpIKAIlei
cynepcrupaib, rae uHruourtop Rho-acconmmpoBaHHONW MPOTEMHKHUHA3bL, COAEpIKAIIeit
Cymepcnupab, IPeICTaBIIeT COO0H HETapCY A HIIH €r0 COJIb.

4. Ilpumenenue no m.3, rae CENeTanpoCT BBOAST PA3AECNbHO WIM OJHOBPEMEHHO C
uHruOuTOopoM Rho-acconmmpoBaHHON MPOTEMHKUHA3LI, CONeprKalIel CynepCnupaib.

5. Ilpumenenue no 1.3 uin 4, roe narnOuTop Rho-accounnpoBaHHON NMPOTENHKUHASHI,
cozieprKaliel Cyrnepcupatb, MPeACcTaBisieT cCOO0H AMME3nIIaT TN TUTHAPOXJIOPH] HETAPCYAMIIA.

ITo noBepenHocTn
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