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TepaneBTHYECKOro areHTa Uil INIAyKOMBI MM IJIa3HOM THIEPTEH3HMH, KOTOpas SBJSETCS MPUTOTHOH B
KauecTBe NPO(MIAKTUIECKOTO HIIH TEPAIleBTUYECKOTO areHTa JIsl IIayKOMbI MM TJIa3HON TUIEPTEH3HU.
OObeanHeHne ceneranpocra U WHruOuropa (MHruOMTOpoB) Rho-accouuupoBaHHBIX MPOTEMHKHHA3,
CollepKallX CyNepcHHpanb, OOSCIeYynBacT YCHJICHHE JACHCTBHS, CHIDKAIOIIETO BHYTPUINIA3HOE
JIaBJICHHUE, 110 CPAaBHEHUIO CO CITydaeM, KOIJia KaXkJ10€ JIEKAapCTBEHHOE CPEJICTBO MPUMEHSIOT OTACNIBHO.
B kauectBe (opmbl BBeleHHS, UX MOXHO BBOAUTH OJHOBPEMEHHO MM MOXXHO BBOJHUTH B BHJE
KOMOMHHPOBAHHOTO JICKAPCTBEHHOTO CPEICTBA.
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OIIMCAHHUE U30BPETEHHUSA
2420-563695EA/23
JIJEKAPCTBEHHOE CPEJICTBO, COAEPXAIIIEE KOMBUHAIINIO
CEIIETAITPOCTA U HHTUBUTOPA RHO-ACCOIIMAPOBAHHOM
MMPOTEAHKHWHA3EGIL, COJIEP)KAIIENA CYIIEPCITHPAJTH

OBJIACTb TEXHUKH

[0001] Hacrosimmee u300peTeHHe OTHOCUTCA K  NPOQMIAKTHYECKOMY  HUIH
TEPANeBTHUECKOMY  areHTy Ui TIJIayKOMbl WJM  [JIA3HOH  THIEPTeH3UH, KOTOPBIA
XapaKTEePU3yeTCs TEM, UTO CEMeTanpocT W uHruourop (mHruburtopsl) Rho-acconmmpoBaHHOM
NPOTEUHKHHA3BI, CONEpIKaIIel Cynepcnupaib, BBOAAT B komOuHaimu. Hacrosiimee nzobperenue
TaK)Ke OTHOCHTCS K MPOQUIAKTHYECKOMY HJIM TEPAIEBTUYECKOMY areHTy Ul TJIAYKOMBI T
IJIA3HOW THUNEPTEH3HMH, CONEpIKAIleMy CeleTanpoCT, KOTOPBIA XapaKTepu3yeTcsi MPUMEHEHUEM
OHOBPEMEHHO C UWHruburopoMm (mHruouropamu) Rho-accomMMpOBaHHBIX MPOTEUHKHHA3,
COIEPIKALTNX CYNepCIHPab.

YPOBEHb TEXHUKHU

[0002] TI'maykoma sBisiercsi pedpakTepHbIM 3a00JeBaHMEM IJIa3, BBI3BAHHBIM
NOBPEXKICHUEM BHYTPEHHEH TKaHM (CETYATKH, 3pUTEIbHOrO HepBa M T.[.) TJIa3HOTO sI0JIOKa H3-
3a MOBBILICHUS] BHYTPHUIJIA3HOTO JIABJIEHUS, BBI3BAHHOTO PAa3IMYHBIM ITaTOre€He30M. B kadecTse
crioco0a JeYeHHs TJIayKOMbl OOBIYHO MPUMEHSIOT TEPAlHi0 Ul CHIDKEHUs BHYTPHUIJIA3HOTO
TABJIEHUsS], M €€ TUITUYHbIE IIPUMEPHI BKJIIOYAIOT JIEKAPCTBEHHYIO TEPAIHIO, JIA3EPHYIO TEPAITHIO,
XUPYPTUYECKOE JIEUEHUE U T.JI.

[0003] B nexkapcTBEHHOW Tepanuu MPUMEHSIOT JIEKAPCTBEHHbIE CPEICTBA, TAaKHE Kak
CUMITATOMUMETHKH (HECENEKTUBHBIE CTUMYJISTOPBI, TAKHE KaK IUMUBQPUH U T.J., U arOHHUCTHI
Op-peLenTopoB, Takue Kak OpUMOHMAMH M T.JA.), OJOKaTOpbl CHMIATUYECKUX HEPBOB
(6okaTOpBl  B-peenTopoB, TaKuWe Kak THMOJON, Oe(dyHONON, KapTeosioN, HUIIPATUIION,
Oerakcosof, JeBOOYHOJIO, METHIIPAHONON M T.J., U OJOKATOPBI O PELENTOpOB, TaKUEe Kak
ruApOXJOpH OyHA303MHA U T.JI.), MAPACUMIIATOMUMETUKH (MHJIOKAPIIUH U T.I.), UHTUOUTOPBI
kapOoaHruapasel  (aumerasoinamMua YW T.J.), HPOCTarjJaHAWHbBI  (M30MPOMHIYHOIIPOCTOH,
JIATAHOMPOCT, TPABOMPOCT, OUMATONPOCT U T.A.), U HUHruOuTopsl Rho-accormupoBaHHBIX
MPOTEUHKNHA3, COAEPIKAIINX CYNepCIUpaib (PUITACY M) U T. .

[0004] Kpome Toro, misi monydeHus Oosiee MomHOrO 3¢deKTa CHUNKEHUs
BHYTPHUIJIA3HOTO JIABJICHHs OBLIM CIENaHbl HEKOTOPbIE COOOIIEHHSI O TOM, UTO JIEKApCTBEHHBIE
cpeacTBa, o0NaAaroIIue CHIKEHHEM BHYTPUIJIA3HOTO JAABICHHS, MPUMEHSIOT B KOMOMHALIWY.
Hanpuwmep, B matenre Anonun Ne 2726672 (MaTeHTHBIA TOKYMEHT 2) cOO0IIaeTcsi O BBEACHUU
KOMOWHaIMKU OJIOKaTOpa CUMIATHYECKOro HepBa W mpocrariaHauHa. Kpome toro, B WO
2002/38158 (mareHTHBI OOKYMEHT 3) OmuCaH Crocod JIeYeHHsI TIJIAYKOMBbI BBEICHHUEM
HECKOJIbKUX JIEKAPCTBEHHBIX CPEICTB, oOnamaromux 3(p¢peKToM CHIDKEHUS BHYTPHUIJIA3HOTO
naBneHusi, B komMOuHaumu B rias. Kpome toro, B WO 2004/019951 (mareHTHBIH TOKYMEHT 4)
cooOmraercss 0 BBeneHHMH koMOuHaium uHruomropa Rho-acconnnpoBaHHBIX NPOTEMHKHUHA3,

CoIepsKaINX CyNepcrupaib, u npocrargananaa u 8 WO 2004/045644 (naTeHTHBIH TOKYMEHT 5)



cooOmiaercss O  KOMOMHMPOBAaHHOM  BBeAeHMHM  uHruOutopa  Rho-accormmpoBaHHbBIX
NPOTEUHKHHA3, COAEPIKAINX Cylepciupab, u OnokaTopa B-peuenropos. Kpome Toro, sinsercs
KOMMEPUYECKH JOCTYIMHBIM KOMOWHUPOBAHHOE JIEKAPCTBEHHOE CPEACTBO JOp30JaMuaa U
TUMOJION, KOMOWHUPOBAHHOE JIEKAPCTBEHHOE CPEACTBO JIATAHONPOCTA M TUMOJIOJA,
KOMOMHUPOBAHHOE JIEKAPCTBEHHOE CPEACTBO OpPUMOHMAMHA M THUMOJOJNA M NOAOOHBIE
(HemaTeHTHBIN TOKYMEHT 1).

[0005] Mexnay mpouuM, — CemeTanpocT — MpeACTaBiIsieT coOOW  COeAMHEeHHE,
npencrasiennoe Gopmyoii (1):

[@opmyna 1]

O

(1)

OH

H onucaHo B MaTeHTHOM JOKYMEHTE 6 KaK OANH W3 OTPOMHOI0 KOJIMYECTBA COCIUHEHHUI.
ITockonbKy AaHHBIE COEAMHEHUs] 00Jalal0T MOIIHBIM M YCTOHUMBBIM €HCTBHEM, CHIIKAIOIUM
BHYTPUIJIA3HOE [aBJIEHUE, ONMCAHO, 4YTO OHM, KaK OXHUAAeTCs, OyayT TepaneBTUYECKHM
CPEICTBOM IPH I'JIayKOMe.

JOKYMEHTHI ITPEJIIECTYBVYIOIIEI'O YPOBHA TEXHUKU

[[TaTeHTHBIE JOKYMEHTHI |

[0006] ITarenTHeIit nokymeHT 1: WO 2010/113957

[TaTeHTHBIN TOKYMEHT 2: SMOHCKUI naTeHT No. 2726672

[TaTentHblii nokymeHT 3: WO 2002/38158

[TaTentHbii nokymeHT 4: WO 2004/019951

[TaTentHbli fokyMeHT S: WO 2004/045644

[TaTentHbli fokymeHT 6: WO 2011/013651

[HemaTeHTHbIE JOKYMEHTHI |

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

CYINHOCTDb HACTOAIIEI'O U30BPETEHUA

[[Tpobnembl, KoTOpBIE OYAYT PELIaThCsl HACTOSIIINM H300peTeHnEM |

[0008] Ouenp wHTEepecHOH 3amadell sBJSAETCS TMOWUCK HOBOW  KOMOWHAIUH
NpOPHUIAKTHUECKHUX HJIM TEPAIEBTUYECKUX areHTOB JJIS TJIAyKOMbl WM TJIA3HOW THUIEPTEH3HH,
KOTOpasi SIBJISIETCS MPUTOIHON B KaueCTBE MPOPHIAKTUYECKOTO WM TEPANeBTUYECKOrO areHTa
1151 TJ1ayKOMBI WJIH TJIa3HON TUIIEPTEH3UM.

[CriocoOsI pereHust mpodiiem|

[0009] H3oOperarenu HacTosero u300peTeHUs] HMHTEHCUBHO m3y4aid 3(dext



KOMOMHAIMK MPOQUIAKTHYECKHX WJIM TePaNeBTUYECKUX AareHTOB JJIS IJIAYKOMBI WU TJIA3HOM
TMIEPTEH3UH, U, KaK Pe3ysibTaT, OHH OOHAPYKWUJIM, YTO NPU NPUMEHEHUHU CENeTanpocTa U
uHruoburopa  (uHruburopoB)  Rho-acconmupoBaHHBIX ~ NPOTEMHKHWHA3,  COAEPIKAIINX
cymnepcnupaib, B KOMOMHALMN yCUIUBAETCS 3P PEKT CHIKEHUsI BHYTPUIIIA3HOTO JIABJIEHUS 10
CPAaBHEHMIO CO CJIydaeM, IZie KaXJoe JEKapCTBEHHOE CpPEACTBO MPHUMEHSIOT OTAEIbHO,
HIOCPE/ICTBOM Yero OHH 3aBEPIUIIIN HACTOsIIEee H300peTeHue.

[0010] TO ectb, HacTOsAIIEE N300OPETEHHE OTHOCUTCS K CIIEAYIOIIEMY.

[0011] (1) ITpodunakTuuecKkuii WK TEPareBTUYECKHIA ar€HT JJIs TIayKOMBI HJTH TJIa3HOM
THIIEPTEH3UH, KOTOPBIA XapaKTePH3YEeTCs TEM, YTO CEMeTanpoCcT U UHrUOMTOp (MHIHOUTOPHI)
Rho-acconmupoBaHHbIX MPOTEMHKHHA3, COAEPIKALTIX CYNePCIHpatb, BBOIAT B KOMOMHALIUH.

(2) [IpodpunakTHYECKHI UIH TEPATIEBTHYECKUI ar€HT, ONMMCAHHBINA B MIPUBEICHHOM BBIIIIE
(1), xoropwIil mpencTaBiseT co0OH KOMOMHHPOBAHHOE JIEKAPCTBEHHOE CPEACTBO, COAepIKallee
cerieranpoct 1 HHrubuTop (MHruduTOopel) Rho-acconnmupoBaHHBIX MPOTEHMHKHHA3, COAEPIKAIINX
CyHepCIupab.

(3) [IpodunakTHUECKHI UITH TEPATIEBTHUECKUI areHT, ONMCAHHBINA B MIPUBEICHHOM BBIIIE
(1), rme cemeranpoct W uHruOwutop (MHruHOMTOpPHI) RhO-acCOMMPOBAHHBIX NPOTEHHKHHA3,
COZEPIKALINX CYNEePCIUPaTb, BBOIAT B Pa3IMYHbIE MOMEHTHI BPEMEHH HIIH OTHOBPEMEHHO.

(4) TlpopunakTUyecKUil WM TEPANeBTHUECKUH areHT i TJAyKOMbl WA TJIa3HON
TMIIEPTEH3UH, COIEepIKAIMUI  CEMeTanpocT, KOTOPBIH  XapakTepusyercs NPUMEHEHHEM
OHOBPEMEHHO C uHruburopom (mHruouropamu) Rho-acconmupoBaHHBIX MPOTEUHKHHA3,
COZEPIKALINX CYNepCIHpab.

(5) IIpodpunakTuyeckuii UM TEpaNeBTUUECKUIT AT€HT, ONMCAHHBINA B IPUBEAECHHOM BbIIIE
(4), xOTOpBIN BBOAAT B OTJIMYHBIH MOMEHT BPEMEHH OT WJIM OJHOBPEMEHHO C MHIHOHTOPOM
(uarudutopamu) Rho-accounnpoBaHHBIX TPOTEUHKHUHA3, COAEPIKAIINX CYTEPCIUPAITb.

(6) IlpodmmakTuueckuii WM TEPaNeBTUYECKWUH areHT ONUCAHHbIA B JIOOOM U3
npuBeneHHblx Bbie (1)-(5), rme wuHruburop Rho-accounupoBaHHBIX MPOTEUHKHHA3,
COMEpIKAIINX CYMepCIupalib, MpeacTaBisieT coOOH, MO MeHbIIeH Mepe, OOUH THII, BhIOPAHHBIHI
U3 TPYIIIIBL, COCTOSIIIEH M3 PUMACyINJIa, HETAPCYAMIIA U UX COJIH.

(7) IlpodunakTuveckuil WINM TEPANEBTUUYECKUH areHT, OMHCAHHBIH B JIOOOM U3
npuBeneHHbIXx Bbime (1)-(6), rme wHruburop (uHruburoper) Rho-accormmpoBaHHBIX
NPOTEUHKHHA3, COIEPIKALITUX CynepCIupatb, NPEACTaBISIET coboi OUTUApAT
MOHOTHAPOXJIOPUAA PUIIACYAHIIA.

(8) IlpodunakTudeckuii WIN TEPANEBTHUECKUI areHT, OMNHCAaHHBIH B JIOOOM U3
npuBeneHHbIXx Bbime (1)-(6), rme wuHruburop (uHruObwroper) Rho-acconmmpoBaHHBIX
NPOTEUHKHHA3, COAEpPXKAIUX CyMNepClHpalb, MNpPEACTaBiIsieT CcoOOH  AuMe3WnaaT WM
IUTUAPOXJIOPU HETAPCY IUIIA.

[0012] Kpome Toro, HacTosee H300peTeHUe OTHOCUTCS K CIIEAYIOIEMY.

[0013] (9) AreHt, cHWXKAIOIIKUK BHYTPUIIIA3HOE IABJICHHUE, KOTOPBIA XapaKTePU3YeTCs
TE€M, YTO KOMOMHHPYIOT cemeranpocT W uHruoutop (uHruburoper) Rho-accoummpoBanHBIX

MPOTEUHKHHA3, COAEPIKALINX CYNEPCIUPATIb.



(10) AreHT, CHIWKAIOUINK BHYTPUIJIA3HOE JABIEHHE, COAEPIKAIIMHA CeMeTanpocT,
KOTOPBII XapakTepU3yeTcss NMPUMEHEHHEM OIHOBPEMEHHO C WHrUOUTOPOM (MHIHOHTOpaMN)
Rho-acconmnpoBaHHBIX MPOTEMHKNHA3, COAEPIKALIUX CYNEPCIUPab.

[0014] Kpome Toro HacTosiee H300peTeHrne OTHOCUTCS K CIEAYIOIEMY .

[0015] (11) ITpodunaxTiuueckast UM TepaneBTHUYECKast KOMIO3UIUS IJISl TJIAyKOMBI HJIH
IJIA3HOW THIEPTEH3UHU, COAeprKalllas CeNeTanpocT, KOTOPbIM XapaKkTepu3yeTcss BBEIEHHEM B
KoMOMHanu ¢ uHruouropoMm (mHrmOuropamu) Rho-acconmmpoBaHHBIX —IPOTEHHKHHA3,
COZIePIKALIUX CYTePCIUPAb.

(12) IIpodunakTuyeckuii MM TEPAeBTHYECKHA COCOO ISl TJIAYKOMBI WJIM TJIa3HOH
THIIEPTEH3UH, BKJIOYAIOIIWHA. BBENEHHE TepamneBTHYeckun 5(P(PEeKTHBHOrO  KOMUYECTBa
CereTanpocTa U TepaneBTHYeck 3P PeKTHBHOrO KojaumuecTsa HHruoburopa (mHruoutropos) Rho-
aCCOLIMMPOBAHHBIX MPOTEMHKIHA3, COAEPIKALINX CYNEePCIHPatb, HYKAALIEMYyCs CyOBEKTY.

(13) IlpumeHenne koMOWHAIMM cemeranpocra u uHruouropa (uHrudbutopos) Rho-
ACCOLIMMPOBAHHBIX ~ TPOTEUHKWHA3,  COAEPIKAIIMX  CYMepCrupaib, Ui [OJyYEHHs
JEKApCTBEHHOTO CpPEACTBa s TNPOQUIAKTHKH WIA JIEYEHUS TJIayKOMbl WM TJIa3HOH
THIEPTEH3UH.

(14) TlpumeneHue cemeranpocTa Ui TOJYYEHHUS JIEKAPCTBEHHOTO CPEACTBA IS
NpOQUIAKTHKN WM JIEYEHUS TJIAYKOMBbI WJIM TJIA3HOH THIIEPTEH3WH, XapaKTePHU3YIOLIeecs
NPUMEHEHUEM OJHOBPEMEHHO ¢ HHruoutopoM (mHruburopamm) Rho-accormmpoBaHHbBIX
NPOTEUHKHHA3, COEPIKAIIUX CYTIePCINpPab.

(15) CemneranpocT ansd npuMeHeHHs B NPOQUIAKTUKE WM JICUEHUH TJIayKOMbI HIIN
IJIA3HOW  TMIEePTEH3MM, KOTOPBIM  XapakTepu3yeTcs MPUMEHEHHEM OIHOBPEMEHHO C
uHruouropom  (uHruburopamu) Rho-accOUMMPOBAHHBIX  MPOTEHMHKWHA3,  COAEPIKAIIUX
Cynepcrnupab.

(16) Kombunanus ceneranpocra u uHruouropa (naruoutopos) Rho-accounmpoBaHHbIx
NPOTEUHKHHA3, COMAEPKAIUX CYyNepCHHpab, I IPUMEHEHUS] B MPO(PUIAKTHKE WIN JICUCHUH
TJIAyKOMBI FJTH TJIa3HON TUIEPTEH3HH.

[0016] Bonee Toro, HacTosiee U300PETEHNE OTHOCUTCS K CIIENYIOIIEMY.

[0017] (17) Komno3uumsi uisi CHMXKEHHMsT BHYTPHUIJIA3HOTO [ABJICHUS, COAEp Kaliast
CeNeTanpocT, KOTOPBIA XapaKkTepHU3yeTCs BBENEHHEM B KOMOWHALMH C WHTHOHTOPOM
(narnduropamn) Rho-accounnpoBaHHBIX MPOTEUHKHUHA3, COAEPIKAIINX CYTIEPCIUPAIIb.

(18) Cnoco0 s CHIDKEHHsI BHYTPUIJIA3HOTO JaBJICHUS], BKJIFOYAOLIMIA: BBEICHHE
TepaneBTHUeCKH 3()(PEKTHBHOTO KOJMYECTBA CETeTANpOCTa U TEePANeBTUYECKH 3P PEKTUBHOTO
KOJIM4eCTBAa MHrHONTOpa (MHrHOMTOpOoB) RhO-acCOIMMPOBAHHBIX MPOTEMHKHHA3, COAEPIKAIINX
CyIepCrupatb, HYKIAKMEMYCst CYOBEKTY.

(19) IlpumeHernne kKOMOWHAIIMM cemeranpocra W uMHruouTopa (mHruomropos) Rho-
ACCOLIMMPOBAHHBIX  NPOTEUHKWHA3,  COAEpIKAIIMX  CYNepCrupaib, JUId  I[OJyYEHHs
JIEKApCTBEHHOT'O CPEACTBA ISl CHIDKEHHSI BHYTPHUIJIA3HOTO 1aBJICHUS.

(20) TlpumeneHue cemneranpocTa il TOJYYEHUS JIEKAPCTBEHHOIO CPEACTBA IS

CHUXXCHUA BHYTPUITIA3HOTO MAABJICHHA, XAPAaKTCPU3YIOLICCCA NPUMECHCHUEM OAHOBPEMCHHO C



uHruouropom  (uHruburopamu) Rho-acCOIMMPOBAHHBIX ~ NPOTEUHKWHA3,  COAEPIKAIIHX
CyInepCrupab.

(21) Ceneranpoct ans MPUMEHEHUs] B CHIDKEHUH BHYTPHIVIA3HOTO JABJIEHUS, KOTOPOE
XapaKkTepU3yeTcss NPUMEHEHHEM OJHOBPEMEHHO ¢ wuHruouropom (uHruOutopamu) Rho-
aCCOLIMMPOBAHHBIX MPOTEMHKUHA3, COAEPIKALIUX CYNEPCIUPAb.

(22) KombuHanus ceneranpocra u uHruouropa (narudbutopos) Rho-accounmpoBaHHbIx
NPOTEUHKHHA3, COAEPIXKALIUX CYNepCHUpaib, AJs NMPUMEHEHHUs B CHIDKEHUH BHYTPUIJIA3HOTO
TaBIICHHSI.

[0018] B wacTHOCTH, KaxnIblii 3JeMeHT mnpuBeneHHoro Bbime (1)-(22) MOXHO
KOMOMHHUPOBATh MyTEM MPOU3BOJIBHOTO BEIOOpA IBYX WK OoJiee.

[DddexTrr HacTOsIEro n300peTeHw s |

[0019] Beenenuem ceneranpocra u MHrHOUTOpa (MHrHOMTOPOoB) Rho-acconmmpoBaHHbIX
NPOTEUHKHHA3, COAEPIKALINX CYyMepCcrnupaib, B INla3 B KOMOWHALIMM, YCUJIMBAKOT IEHCTBHE,
CHIDKAroIee BHYTpPUTia3Hoe naBieHHe. COOTBETCTBEHHO, HACTOsIIee H300pETeHHE SBISETCS
NPUTOAHBIM B Ka4eCTBE MPOPHIAKTHIECKOTO HIIM TEPANIEBTHUECKOTO areHTa JJIs TJIAYKOMBI HJTH
IJIa3HOW rumnepTeH3nd. Kpome TOro CoryliacHO HacTosIIeMy H300peTeHHIo, 00eCneunBaroT
IOCTaTOYHYIO0 O€30MacHOCTh B KauecTBe (hapMaleBTHIECKOrO MPOAYKTA.

KPATKOE OIMMCAHUE YEPTEXXEU

[0020] Ha ®wur. 1 npencrasieH rpaduk, MOKa3bIBAIOLINI N3MEHEHUE CTETICHH CHIDKEHUSI
BHYTPHUIJIA3HOTO JABJICHHUS C TEUEHUEM BPEMEHH JUIA KayKAOW IPYIIIbI BBEACHUS CENeTanpocTa u
pUIacyauia OTAEIbHO U IIPH COBMECTHOM IPUMEHEHUH.

Ha ®ur. 2 mnpencraBneH rpaduk, NOKA3bIBAIOIIUN H3MEHEHHWE CTENEHU CHIKEHHs
BHYTPUIJIA3HOTO JABJIEHUS C TEYEHUEM BPEMEHHM JUIsl KaXKIOH IPYyIIbl BBEIEHUS CETETapocTa U
HeTapCyAujia OTAENbHO U IPU COBMECTHOM NPUMEHEHUH.

ITOAPOBHOE OITMCAHUME BAPMAHTOB OCYIIECTBJIEHUA

[0021] danee, HacTosiee n300peTeHre OyaeT OMUCaHO MOAPOOHO.

[0022] Hacrosimuee u300peTeHHEe  OTHOCUTCS K NPOQUIAKTHYECKOMY  WJIH
TEPANeBTHYECKOMY areHT JJISl TJIAyKOMbI WJIH TJIA3HOH TMIIEPTEH3UH, KOTOPBIA XapaKTepU3yeTcs
TEM, YTO CENeTanpocT U HMHruOuTop (MHrHOMTOpbhI) Rho-accoumupoBaHHBIX NPOTEMHKUHA3,
COAEpIKALINX CYMepCIUpaib, BBOAAT B KOMOWHALIUY, U Jajie€ B HACTOSALIEM H300PETEHHH €ro
HA3bIBAIOT MPOCTO “TEPANeBTHUECKUI areHT MM OA00HbIE” .

[0023] B TepameBTHYECKOM areHTe WM MONOOHOM HACTOSIIEro U300peTeHusl,
cereTanpocT npeacrasisier codoit coenuaenue (CAS perucrpanroHsasiii Homep: 1262873-06-2),
npeacTaBIeHHOe crenyromei popmyoi (1):

[@opmyna 2]
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U Takxke HaspBalOT 2-mpomanun 4-{(3S, S5aR, 6R, 7R, 8aS)-6-[(1E,3R)-4-(2,5-
mudropdenokcn)-3-ruapokcu- 1-oyren- 1-un|-7-rugpokcuokraruapo-2H-
uKJIoneHTal b JokcenuH-3-mi } OyTaHoar.

[0024] CenerampocT MOXHO MOJYYUTh COMJIACHO crmocoOam, omucaHHbiM B WO
2011/013651 (maTeHTHBIH AOKYMEHT ©), WM MOAXOISIIUM CIOCOOJM B JaHHOW obiactu
TEXHUKH.

[0025] Korma mpHCYTCTBYIOT F€OMETPUUECKHE U30MEPhl W/WIIM ONTUYECKHE U30MEPHI B
CereTanpocTe, JaHHBIE N30MEPbI TAKXKE BKIIFOYEHBI B 00BEM HACTOSIIEr0 H300pETEHUS.

[0026] Korma HaOmomaercs MpOTOHHAS TAyTOMEPHS B CENETAIPOCT, JAHHBIE TayTOMEPHI
(xero ¢opma u eHonpHas popMa) TakKe BKIIOYAFOTCS B 00BEM HACTOSIIErO H300PETEHUsI.

[0027] Korma cymecTByeT KpHCTAUIMYECKUH MOTUMOPPHU3M W/WIH KPUCTAJLTHIECKAsT
nosuMopdHas rpynmna (KpucTajuindeckas nojuMmopdHasi CUCTeMa) B CEMeTanpocTe, NaHHBbIC
KpUCTANIMUECKHE  monuMopdsl  W/MAM  KpUCTaJuIMdeckas  MoJuMopdHas — rpymnmna
(xpuctamnuueckass mOJIUMOpQHAas CHCTEMa) TakXe BKIIOUYEHbl B O0BEM HACTOSIIETO
u3o0perenust. B HacTosmemM UW300peTeHUMHM KpUCTAJUIMUECKas MOJUMOpQHAs Trpymnma
(xpuctammnyeckass noauMmopdHas cuctema) 00O3HAUYAET KPUCTAJUIMYECKYIO (OopMy Ha KaxKIoH
CTaAMH, KOTJa KpucTajdeckas (popMa M3MEHSIeTCs] 10 Pa3JIMUHBIX KPUCTAUINYECKUX (OpPM B
3aBHUCUMOCTH OT YCJIOBUM W/WIIU COCTOSIHMN (KCTATH, B JTAHHOM COCTOSTHHHM TaK)K€ BKJFOUYAOT
cOopMyTMPOBAHHOE COCTOSIHHE) MOJNYYEHUS, KPUCTAJUTU3ALUHA U XPAHEHUsI TAHHBIX KPUCTAJIOB
W/WJIN B LIETIOM.

[0028] CemneTamnpocT MOKeT OBITh B BUZE TUAPATA WK COJIbBATA.

[0029] B TepameBTHYECKOM areHTe WJIM MMONOOHOM HACTOSIIEro HU300peTeHus,
COZIEpKAHUE CEeMEeTanpoCTa KOHKPETHO HE OrPaHHYEHO, KOTOPOE MOXKET H3MEHSThCS B
3aBHCUMOCTH OT (POPMBI BBEICHUS, U B CJIydae IJIa3HBIX Kalleib, HIDKHUH Mpenes Comep KaHus
cereranpocra npeanodtTuTensHo cocrasisier 0,000001-5% (B/o) u Oonee mpennmoyYTHTEIHHO
0,00001-0,05% (B/0). B Hacrosimem uzobperenuu “% (B/0)” obo3Ha4aeT Maccy (I) aKTUBHOTO
UHTpenueHTa (MHTPenueHToB) Wi 1o0aBku (mobaBok), copmepkammxcst B 100 mo
nekapctBeHHOro cpencrsa. Hampumep, 0,01% (B/0) cemerampocT o000O3HAa4aeT TO, HYTO
COoZlepKaHNe CemeTanpocTa, coxepskamerocss B 100 M1 IeKapCTBEHHOT'O CPENCTBA, COCTABIISET
0,01r.

[0030] B wactHOCTH, KOTZIa HaXOOUTCS B (popMe ruapata WIM COJIbBATA, COMAEpiKaHUE



CereTanpocTa MOKHO pacCYUTaTh Ha OCHOBE J0OOH M3 CBOOOMHOW (DOPMBI, THApaTa WU
COJIbBATa CETeTanpoCTa.

[0031] Uuruburop (marudutoper) Rho-accounnpoBaHHbIX MPOTEUHKNHA3, COAEPIKAIINX
Cymepcnupaib, B TEPaNeBTHUECKOM areHTe WM MOJO00OHOM HACTOSIIEro H300peTeHus
0003Ha4aeT CoeNMHEeHNe, KOTOPOe MHIMONPYEeT aKTUBHPOBAHHYIO CEPUH/TPEOHUHOBYIO KHUHA3Y,
conpoBokaaromyrocst aktusauuern Rho. Hampumep, moxHo ymomsnyte ROKa (ROCK-II),
pl60ROCK (ROKB, ROCK-I) u pgpyrue CcoeauHEHHUs, KOTOpble HWHTHOUPYIOT OeJoK,
o0nanarouii CepruH/TPEOHUHOBON KMHA3HON aKTHBHOCTBIO.

[0032] B KkauecTBe KOHKPETHBIX MNpUMepoB uHruoOuropa (uHrudburopos) Rho-
ACCOLIMMPOBAHHBIX TMPOTEUHKWHA3, COAEPIKAIIMX CYNepCrupaib, MPUMEPAMU  SIBISTFOTCS
uHruourop Rho-acconmmupoBaHHBIX MPOTEHMHKIHA3, COAEPIKALINX CYNEPCIupaib, Takoi Kak (R)-
Tpanc-N-(mupunun-4-1mn)-4-( 1 -aMIHO3 THIT ) LIUKJIOT €KCaHKapOOKCaMHU, (R)-(+)-N-(1H-
nuppodo[2,3-b Jnupunun-4-mn)-4-(1-amMmuHOITHIT)OSH3aMU, WM TIOAOOHBIE, omnucaHHble B WO
98/06433 u WO 00/09162; unrudutop Rho-acconnnpoBaHHBIX NMPOTEMHKUHA3, COAEPIKALINX
CyIePCIIUpaAIb, TaKkoON Kak 1-(5-M30XUHOIMHCYTB(OHNIT)rOMOITUTIEPA3HH, 1-(5-
30X MHOJIMHCY Ib(OHWIT)-2-MeTHINHIIePa3uH Wik NonobHble, onucanHbie B WO 97/23222 wu
Nature, 389, 990-994 (1997), uarudburop Rho-accormnpoBaHHBIX MPOTEUHKHUHA3, COAEPIKAIIINX
cynepcriupaib, Takod kak  (1-Oensmnmupponunus-3-un)-(1H-uanaszon-5-wn)amun  wim
nonoOHble, onucanHbie B WO 01/56988; nurunOurop Rho-acconmmnpoBaHHBIX NPOTEHHKHHA3,
cofep KalInX cynepcnupanb, Takod kak (1-Oensmnnunepunus-4-un)-(1H-unnazon-5-um)amux
wii nopobHble, omucanHble B WO 02/100833; wunrubOurop Rho-accormmpoBaHHbIX
NPOTEUHKHHA3, COAEPIKALIUX Cylepcnupab, Takoi kak N-[2-(4-propdennn)-6,7-numerokcu-4-
xuHa3omHuWI |-N-(1H-uanazon-5-un)amua win  nonodbusle, omucanHeie B WO 02/076976;
uHrnouTop Rho-acconmmupoBaHHBIX MPOTENHKHHA3, COMEPKAIMUX CYNepCIupaib, TaKOH Kak N-
4-(1H-unnazon-5-un)-6,7-nuMerokcu-N-2-nmupuana-4- X tHa30JIuH-2,4- THaMIH WTH
nonoOHele, onucanHbie B WO 02/076977; unruburop Rho-accounnpoBaHHBIX MPOTEUHKHHA3,
coaep Kalnx CynepCrnupalib, TaKkon Kak 4-metun-5-(2-metun-[ 1,4 nnazenan-1-
CyJb(OHII)U30XUHONMMH Wi TonoOHble, onucaHHbie B WO 99/64011; wnrubutop Rho-
ACCOLIMMPOBAHHBIX MPOTEUHKHUHA3, COMEPIKAIUX CYyNepCHupab, Takoi kak (S)-(-)-1-(4-¢prop-5-
W30XUHOJHHCYIb(POHWI)-2-MeTUJI- 1 ,4-roMonunepasuH Wik NoAo0Hble, ommcaHHble B WO
2006/068208; w  wuurubOurop Rho-accouMMpOBaHHBIX  NPOTEMHKWHA3,  COAEPIKALINX
CyIepCcrupaib, TaKOH Kak 4-(3-aMuHO- 1-(M30XHHOIUH-0-MIIaMHHO)- 1 -OKCOonponaH-2-1it)0eH3 1
2,4-numernnden3oaT uian noaodHeie, onucanHbie B WO 2010/126626. Cpeau HUX, B YaCTHOCTH
(S)-(-)-1-(4-pTop-5-N30XMHONMUHCYIb(POHII)-2-MeTHII- | ,4-rOMONIHIIEpa3HH, 4-(3-amuHo-1-
(M30XMHONMH-6-MIaMHHO)- 1 -okconponan-2-un)oensun  2,4-numernndenzoar u  [4-[(1S)-1-
(aMuHOMETH)-2-(M30XUHOJHMH-6-UITAMHHO )-2-0KCO3THII | P EHIIT |[METHIT 2,4-mumernnOeH3oar
SIBJIIFOTCS] TIPEIIOYTHTEIbHBIMH.

[0033] B TepameBTHYECKOM areHTe MM MOJOOHOM HACTOSINErOo H300peTeHus,
comeprkanue uHruouTopa (MHruOMTOpoB) Rho-accounnpoBaHHBIX MPOTEMHKHMHA3, COAEPIKALINX

cynepcnupalib, KOHKPETHO HEC OIpaHHUYCHO, KOTOPOC MOXKET HU3BMCHATHCA B 3aBUCHUMOCTH OT



¢dbopMBI BBEEHUS, U B Cllydae IIA3HBIX Karelb, cofepkanne nHruouropa (marudoutropos) Rho-
ACCOLIMMPOBAHHBIX MPOTEUHKHHA3, COAEPKAIINX CYNEepCHHpab, MPEANOYTUTENBHO COCTABIISET
0,0001-5% (B/0), u 6onee npeanoututenbHo 0,001-1% (B/0).

[0034] B wuactHOCTH, Korma wuHruoburop (uHrudurops) Rho-acconumnpoBaHHBIX
NPOTEUHKHHA3, COMEpIKAIUX CyNepCrHpab, HAXOAUTCA B (popMe conu, ruapara WiK COJbBaTa,
comepkaHue JaHHOro wuHruouropa (MHrHOMTOPOB) Rho-accoMMPOBaHHBIX NPOTEHHKUHA3,
COZEPIKALINX CYMEePCIUpaib, MOXKHO PAaCCUUTATh Ha OCHOBE JIFOOOH CBOOOMHOM (hOpMBI, coy,
rHapaTa WM cojbBata uHruOurtopa (mHrubutopoB) Rho-accoumupoBaHHBIX MPOTEMHKHHA3,
COAEPIKALINX CYNepCIHpab.

[0035] B TepameBTHYECKOM areHTe WJIM MMONOOHOM HACTOSIIEro H300peTeHusl,
punacyaun npencrasisier coboit coemunenue (CAS peructpanvioHHblid HOMep: 223645-67-8),

npeICTaBIeHHOe clienyromeit popmyioii (2)

[bopmyaa 3]
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KoTopoe  Has3bBAlOT  (S)-(-)-1-(4-pTop-5-uzoxunonuHcynbponmn)-2-metun-1,  4-
romonunepasut. Ilockonbky oH obnanaer aeiicrBueM, nHrnoupyroumM Rho-acconnupoBannbie
NPOTENHKHMHA3BI, CONEpIKALINE CyNepCupab, U CIIOCOOCTBYET APEHaXy BOASIHUCTOH BIard U3
OCHOBHOTO OTTOKa uyepe3 kaHan Tpeckynel-Illnemma, OH mpomaercs B KauecTse
TEpaleBTUUECKOr0  areHTa sl I[aykoMbl u  riasHod  rumeprensun  (Glanatec
(3aperucTpupOBaHHAs TOPrOBasi Mapka) riasHeie Kariu 0,4%).

[0036] B TepameBTUYECKOM areHTe WM MOJOOHOM HACTOSIIEro H300pETeHMs], COJb
punacyauia KOHKPETHO He OrpaHdYeHa TMpU YCJIOBHM, YTO OHA TMPEACTaBJIsIeT CoOoi
(apMakoJOru4ecKs  MpUEMJIEMYI0  COlb. KOHKpETHble MpHMEpbl  BKJIOYAIOT  COJb
HEOPraHUYECKON KHCJIOThI, TAKYI0 KaK TUAPOXJOPHI, TMAPOOPOMHA, THAPOMOAWA, HHUTPAT,
cynedar wim ¢ocdar, conmb OpraHUUECKOH KHUCIIOTBHL, TAKYK Kak amnerar, Tpudropaimerar,
OeH30aT, OKcajaT, MajJOHAT, CYKLHHAT, Majeat, pyMapar, TapTpaT, LUTPaT, METAHCYIb(OoHAT,
3TaHCYJb(POHAT, TpUPTOPMETAHCYIbPOHAT, OEH30JICYIb(OHAT, M-TONYOJICYIb(POHAT, TIyTaMaT
WIN acrapTaT, COJIb METajlla, TAKyK KaK COJb HATPHUS, COJIb KaJHs, COJIb KaJbLUS MIH COJb
MarHusi; HEOPraHMYECKYI0 COJIb, TAKYIO KaK COJIb aMMOHHUSI, WJIM COJIb OPraHUYECKOro aMHHa,
TaKyI KaK COJIb TPUSTHIAMUHA WU COJIb TYaHUIMHA, PEANIOYTHTENbHO THAPOXJIOpU U Oosee
NPEANOYTUTEIEHO MOHOTUAPOXIIOPHI,.

[0037] Korma mpHCyTCTBYIOT reOMETPUYECKHE N30MEpBl W/UJIM ONTUYECKHE U30MEPHI B
punacynuie WIM €ro COJHM, AaHHbIE H30Mepbl TaKke BKJIIOYEHbI B OOBEM HACTOSILIErO

n300peTeHusl.



[0038] Korma naOmromaeTcss MPOTOHHAST TayTOMEPHUsl B PUNACYAMJIE WIH €ro COJIH,
TaHHbIE TayTOMEpPHI (KeTo (hopMa U eHobHas (JOpMa) TaKKe BKIIIOYAIOTCA B 00ObEM HACTOSINEro
n300peTeHus.

[0039] Korma cymecTByeT KpHCTAUIMYECKUH MOIMMOPIU3M W/WIH KPUCTAJLUTUYECKAst
nojaumop¢Has rpynmna (KpucTainueckas noJuMopQHas CUCTEMA) B pUNIACYAUJIE HIIU €r0 COJIH,
JaHHBbIE KPUCTAUIMYECKHE MOMMMOpP(BI W/WINM KpUCTAIMYEeCKas mnonuMmopdHas rpymnmna
(kpuctannuyeckass nonuMopdHas cHCTeMa) Takke BKIIOUEHBI B OOBEM HACTOSLIErO
uzoOperenusi. B HacTosmem UW300peTeHHHM KpHCTaIMueckass mnoaumopdHas rpynmna
(kpucraymnyeckas moJuMopdHas cucreMa) 0oO00O3HAYAeT KPUCTAIIMUECKYIO (POPMY Ha KaKIOM
CTaauy, Korjaa Kpuctamdeckast opMa U3MEHSIETCSl 10 Pa3fIMUHBbIX KPUCTAUIMYECKHX (OpM B
3aBHUCUMOCTH OT YCJIOBUM W/WIIM COCTOSTHMU (KCTATH, B JTAHHOM COCTOSTHHH TaK)K€ BKJFOYAOT
cOopMyTHPOBAHHOE COCTOSIHHE) MOJNYYECHHUS], KPUCTAJUTU3ALUHA U XPAHEHUsI TAHHBIX KPUCTAJJIOB
W/WJTH B LIEJTIOM.

[0040] B TepameBTHYECKOM areHTe WJIM MONOOHOM HACTOSIIEro H300peTeHusl,
pPUIMACyaWJI WJIM €ro COJIb MOTYT OBIThb B BHIE TMIpaTa HIIM CONbBaTa. B kauectBe comu H
rHApaTa pUNacyauia, IUruapat Mmonoruzppoxsopuzna pumnacyamna (CAS peructpanroHHBIH
HoMep; 887375-67-9) siBnseTcsi caMbIM MPEANOYTUTENbHBIM. B TepaneBTHYecKOM areHTe WiH
NOJOOHOM HACTOSIIIEro M300PETEHHs], PUIACY I UM €r0 COJb, FUIM €r0 THAPAT WK COJIbBAT
TaK»e MPOCTO HA3BIBAOT “PUMACYIUT .

[0041] B TepameBTHYECKOM areHTe WM MOJOOHOM HACTOSIIEro H300peTeHus,
cofieprKaHNe PUMACYANIIAa MU €r0 COJIM KOHKPETHO HE OIPaHUYEHO, KOTOPOE MOXKET U3MEHSAThCS
B 3aBUCHMOCTHU OT (POPBI BBEJEHUS, U B CIIydae IJa3HbIX Karesb, HUKHUN Mpenes CoaepKaHus
pUIacyauia UM ero cou npeanodrurensHo coctasnseT 0,01% (B/0), Gosee npennouTUTENTbHO
0,05% (B/0), 6onee mpeanoururenbHo 0,1% (B/0), u ocobenno npeanourutensHo 0,2% (B/0).
Kpome Toro, BepxHuii rpeses NpUBEeIeHHOTO BhILIE COAEPKAHUS MPEATNOUTUTEIBHO COCTABIISET
3% (B/0), OGonee npennoututensHo 2% (B/0), Oosee npenmnoututenbHo 1% (B/0), U 0COOEHHO
npeanoututensHo 0,6% (B/0). bonee moapoOHO, MPUBEAEHHOE BBIIE COAEPIKAHHE MOXKET
NPEACTABISATh COOOW AMANa3oH, B KOTOPOM KOMOMHHUPYIOT JIFOOOW M3 TPUBEIEHHOTO BBIIIE
HIDKHETO M BepXHero mpezaena, u npeanouyruresnbHo 0,01-3% (B/0), Oosee mpeanouTUTENTHHO
0,05-2% (B/0), 6onee mpenmoururenpHo 0,1-1% (B/0), ocobenno mpenmnoururensHo 0,2-0,6%
(8/0), u camoe npexnnoururenasroe 0,4% (B/0).

[0042] B wyacTHOCTH, KOTJa pPHUMACYAMJI HAaXOOUTCsS B (opMe CONM, TUApaTa WM
COJIbBATa, CONEPKaHHE pUMACYAWJAa WM €ro COJU MOXKHO pPacCuuTaTh HA OCHOBE JIFOOOI
cBOOOIHOM (POPMBI, COJTH, TUAPATA WIIU COJTbBATA PUTIACYIUJIA.

[0043] B TepameBTHYECKOM areHTe WM MONOOHOM HACTOSIIEro HU300peTeHus,
HeTapcyaua npencrasisier coboit coequnenne (CAS perucrpanuonsblii Homep: 1254032-66-0),
MpeCTaBIeHHOe clienyromeit popmyoit (3):

[popmyna 4]
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KOTOpOe Ha3bIBAIOT [4-[(1S)-1-(amuHOMETH )-2-(M30X THOJTHH-O-UJIAMUHO)-2-

okcootwi|penmwn|merun 2 4-mumerwnOenzoar. Ilockoiabky OHO oOnamgaer  edCTBUEM,
uHruOupyrommM Rho-accouupoBaHHbIe TPOTEUHKUHA3bL, COAEpIKAIHNe CyNnepcrnupaitb, U
nevicrBueM, uHruoOupyrouum snuHedprHoBblli TpaHcnoprep (NEP), u nposiiser neiictaue,
CHIDKAIOIIee BHYTPHUIJIA3HOE JaBJIEHHE, €ro MPOAAI0T B KAYECTBE TEPANEBTHUECKOTO areHTa s
rnaykomsl U rinasHoit runepreHsuu B CIIIA (RHOPRESSA (3apeructprpoBaHHBIH TOBapHBIH
3HaK) 0,02%).

[0044] B TepameBTUYECKOM areHTe WM TMOJOOHOM HACTOSIIErO H300peTeHUs, COJb
HEeTapCcynja KOHKPETHO He OrpaHW4YeHa IpPH YCIOBHM, YTO OHA TPEACTAaBIsAET COOOM
dapmakonornyecku  mpuemMiieMyl0  coib. KOHKpeTHble  TpUMephl  BKIKOYAOT  COJb
HEOPraHMYECKOW KHCJIOTHI, TaKyl Kak THIPOXJOPHI, THAPOOPOMHI, THIPOHOMHI, HUTPAT,
cynbdat wim pocdart, CoIb OPraHMIECKUX KUCIIOT, TAKYIO Kak arerar, Tpudropaunerat, OeH30aT,
OKcaJjiaT, MaJIOHAT, CYKIIMHAT, MajeaT, (ymapar, TapTpaT, LIUTPaT, Me3ujat (MeTaHCcybdoHaT),
3TaHCYJb(pOHAT, TpUPTOPMETAHCYIb(POHAT, OEH30JICYNIb(OHAT, M-TOJNYOJICYIbPOHAT, TIyTaMaT
WY, COJIb METajljia, TaKyl KaK COJb HATPUs, COJNb KaJlus, COJIb KaJbLMs WIM COJb MAarHus;
HEOPraHUYECKYIO COJIb, TaKasi KaK COJIb aMMOHMS;, WM COJIb OPraHUYECKOrO aMHHA, TaKyI0 Kak
COJIb TPUSTWIIAMHHA WM COJIb TYaHHIMHA, Me3UJaT (MeTaHCY/Ib(OHAT) WIN TUAPOXJOPHI, U
Oosee MPeAnOYTHTENBHO TUME3HIAT (JUMETaHCYIb()OHAT) NN TUTUAPOXIIOPUL.

[0045] Korma mpHCYTCTBYIOT F€OMETPUYECKHUE U30MEPhl W/WJIM ONTUYECKUE U30MEPHI B
HEeTapCyuje WIM ero COJH, OaHHbIE H30Mepbl TAKKEe BKIIOYEHbI B OOBEM HACTOSIIETO
nu300peTeHusl.

[0046] Korma nHaOnromaercss MPOTOHHAST TAyTOMEPUs B HETApCyAWJIE WIM €ro COJIH,
JaHHbIE TayTOMEpPHI (KeTo (opMa U eHobHas (POpMa) TaKKe BKIFOUAIOTCS B O0BEM HACTOSIIIETO
n300peTeHus.

[0047] Korma cymecTByeT KpHCTAUIMYECKUH MOTUMOPGIU3M W/WJIH KPUCTALTHYECKAsT
nojguMop¢Has rpynmna (KpucTaInyeckass NoauMopdHas cucTeMa) B HETapCyAMse W/WIN ero
COJIM, JAaHHbIE KPUCTAJUIMYECKHE MOIMMOPGBI W/WIH KPUCTAJUTMUECKass MOJUMOpQHas Tpymma
(kpuctamnuyeckass moMUMOpgHAs CHCTEMa) TakXKe BKIIOUYEHbI B O0BEM HACTOSIIETO
n3o0pereHnsi. B HacTosmem HM300peTeHMM KpHCTAIMUYecKass mnojguMopdHas rpymnmna
(xpucramnnyeckass noauMopdHas cuctema) 0003HAYAET KPUCTAJUIMYECKYIO (popMy Ha Kaxmoil
cTaguy, Koraa Kpuctaumdeckas GopMa U3MEHSETCS 10 Pa3IMYHBbIX KPUCTAJUINYECKUX (OpPM B
3aBHCUMOCTH OT YCJIOBUM W/WIIM COCTOSIHUN (KCTaTH, B JTAHHOM COCTOSTHHH TaK)K€ BKJFOYAOT

cOpMyJIUPOBAHHOE COCTOSTHUE) TIOJNYUSHHSI, KPUCTAJUTH3ALUH U XPAHEHUs] JaHHBIX KPUCTAJIJIOB
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W/WITM B LIETIOM.

[0048] B TepameBTHYECKOM areHTe WM MOJOOHOM HACTOSIIEro H300peTeHus,
HETapCyIUJ WIH €ro COJb MOTyT OBITh B BHJE I'MApaTa WM cojbBaTa. B kadecTBe comm H
runpara Hetapcyawia, Herapeyaun aumesmnat (CAS peructpaunonHsiii Homep: 1422144-42-0)
SIBJISIETCS] CAMBIM IPEANOYTHTENBbHBIM. B TepaneBTH4eckoM areHTe Mk NOogoOHOM HACTOSIIEro
N300peTeHNs], HETAPCY U WK €ro COJIb, MJIM €r0 TUAPAT MIIU COJIbBAT TAKXKE MPOCTO HA3bIBAIOT
“HeTapcynui’.

[0049] B TepameBTHYECKOM areHTe WJIM MOMXOOHOM HACTOSIIEro H300peTeHusl,
COZepKAHUE HETapCyqWiia WU €ro COJM KOHKPETHO He OrpaHHYeHO, KOTOPOE MOKET
U3MEHSTBCS B 3aBUCUMOCTH OT (DOPBI BBENEHUS, M B CJIydae IJIa3HbIX Karejb, HIKHUH mpenedn
COIEpKAHUSI HETApCyIWIa I €ro COJH, KOTOPOE COIEPKHUTCS B JIEKAPCTBEHHOM CPEICTBE
Hacrosimero  u3oOpereHus,  mpexamouTurenbHo  coctaiser  0,001%  (B/o),  Oonee
npeanourutensHo  0,003% (B/0), Oonee mnpenmoututensHo 0,005% (B/0), M 0OcOOEHHO
npennoututenibio  0,01% (B/0). Kpome Toro, BepxHUil Tipenen NPUBEIEHHOTO BBIIIE
comepskaHusl npennoututenbHo cocrasnsieT 0,2% (B/0), Oonee mpenmoururensHo 0,1% (B/0),
bonee mpenmourutenbHo 0,06% (B/0), W ocobenHo npeanoututensHo 0,04% (B/0). bonee
noApoOHO, MPUBEIEHHOE BHIIIE COMEPKAaHIE MOXKET MPENCTABIATh COOOH THUAna3oH, B KOTOPOM
KOMOMHHUPYIOT J000H W3 TPHBENEHHOrO BBIIE HIDKHETO M BEPXHEro Tmpenena, Mo
npeanourutensHo  0,001-0,2% (B/0), Oomee mpennourutensHo 0,003-0,1% (B/0), Oonee
npeanourutensHo 0,005-0,06% (B/0), ocodenHo npennouturensro 0,01-0,04% (B/0), u camoe
npennoururenbaoe 0,02% (B/0).

[0050] B wacTHOCTH, KOrha HETApCyAMJl HaXxoauTcss B (GopMe COJIM, THApATa WM
COJNbBATA, COAEp)KAaHME HEeTapCyauya WM ero COJM MOJKHO PacCUMTaTh Ha OCHOBE JHOOOH
CcBOOOHOM (hOPMBI, COJH, THAPATA WIJIH COJIbBATA HETAPCYIUIIA.

[0051] B TepameBTHYECKOM areHTe WM MOJOOHOM HACTOSIIETO H300peTeHus, B
nobaBieHHe K CemeTanpocTy W uHrubwropy (uHruburopam) Rho-accormmpoBaHHbBIX
NPOTEUHKHHA3, CONEpIKAIIUX CYNMepCrnupalib, ONUH HIH Oojiee U3 APYTrUX NPOQHIAKTHUECKUX
WIA TEpaNeBTUYECKUX AareHTOB Ui T[JayKOMbl HJIM TJIA3HOW TUNEPTEH3HMH MOXKHO
JOTIOJTHUTEIPHO MPUMEHSTh B KOMOMHamu. J{pyrol npopuiIakTHYeCKHi WIH TePareBTUIeCKUN
areHT (areHTbl) ISl TJIAYKOMBl HJIM TJIA3HOW THUIEPTEH3HH MOTYT MPEACTaBISTh COOOH rodoe
JEKapCTBEHHOE CPENCTBO, MPH YCJIOBHHM, YTO OHO OOJjamaer JeHCTBHEM, CHIDKAOIINM
BHYTPUIJIA3HOE JaBJICHHWE, W SIBJIICTCS NPUTOAHBIM JUISL JIEUEHUs] TJIAYKOMBI, U MOJKHO
YIIOMSIHYTh HECEJIEKTHBHBIE CHUMIIATOMUMETUKH, Op-PELICNITOPHBIE arOHUCTBI, O)-PELENTOPHbIC
OJI0KaTOpHI, B-penenTopHbIe OJIOKaTOpBI, NapacUMIIATOMUMETHKH, UHTUOUTOPBI
KapOoaHTHIPa3bl, MPOCTATJIAHAUHBI U TOAOOHbIE.

[0052] KoHkpeTHble MNpUMEpbl HECENEKTUBHBIX CHUMIIATOMHUMETHKOB BKJHOYAIOT
nunuBepUH, KOHKPETHBIE TPUMEPBI 0y PELIENTOPHBIX ArOHHCTOB BKJIOYAIOT OPUMOHUAWH U
aTnPakJIOHU/INH, KOHKPETHBbIE MPUMEPHI Of PELENTOPHBbIX OJIOKATOPOB BKIOYAOT OyHA303MH,
KOHKPETHBIE TpHUMEpbl [} peHenToOpHBIX OJIOKATOPOB BKJIKOYAIOT THUMOJIOJN, OedyHo0m,

KapTeOoJIoJ, HUMPAaAUIOo, OeTaKkcoNo, J1eBOOYHOJION U METUIIPAHONON, KOHKPETHBIE MPUMEPEI
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NapacMIATOMHUMETHKOB BKJIFOUAIOT IHJIOKAPIHMH, KOHKPETHbIE NPUMEPbl HHTHOMTOPOB
KapOOaHTHapa3bl BKIIKOYAIOT JAOP30JaMuf, OpPHH30JAMMI W aleTa30JaMui, M KOHKPETHbIE
IPUMEPBI MPOCTAMNIAHAMHOB BKJIIOYAIOT H3OMPOINJ YHOIPOCTOH, JIATAHOMPOCT, TPABOMPOCT U
Ooumarorpoct. OHU BKIHOYAOT (opMy cond, (papMaLeBTHUECKH NPUEMIIEMONH B KauecTBe
JIEKapCTBEHHOro cpencTBa. KOHKpeTHble NMpuMephl COJIM BKIIOYAIOT COJIb HEOPraHMYECKOH
KHCJIOTBI, TAKYIO KaK THIAPOXJIOPU, THAPOOPOMUA, THAPOHONNA, HUTPAT, cynbdar win docdar;
COJIb OPTaHUYECKOHM KUCIIOTHI, TAKYIO Kak aunerar, Tpudropauerar, OeH30aT, OKCajiaT, MajoHar,
CYKLMHAT, Manear, Qymapar, TapTpaT, LUTPaT, METAHCYJIb(POHAT, 3TAHCYJIb(POHAT,
TpudTOopMeTaHCYIbPOHAT, OEH30JCYIB(POHAT, M-TONYOJCYIb(POHAT, TIyTaAMAaT WK aclapTarT,
COJIb MeTajlla, TaKyl Kak COJIb HATPHs, COJIb KajHs, COJb KaJbLUS WJIA COJIb MAarHWs
HEOPraHMYECKYIO COJb, TAKYIO KaK COJIb AMMOHUSI, WJIA COJIb OPTAHUYECKOrO aMHHA, TAKYH Kak
COJIb TPUITHJIAMUHA WJIH COJIb TYaHUIUHA.

[0053] Kpome Toro apyroil npoUIaKTUYECKHHA WM TEPAEeBTUUECKUN areHT (areHTbl)
IUTS TJIAyKOMBI FUTH TJIa3HOHM THIEPTEH3MH MOTYT OBbITh B BU/IE€ THAPATA HITH COJIbBATA.

[0054] B TepameBTUYECKOM areHTe WM MOJOOHOM HACTOSINEro H300pETeHHs, TpHU
NPUMEHEHUH B KOMOWHAIIMHM C APYTUM MPOQPUIAKTUYECKHM WM TEPANEeBTUYECKUM areHTOM
(areHTaMu) IUIA TJIAYKOMbI MJIM TJIa3HOH TUINEPTEH3WH, €ro COAepKaHWe KOHKPETHO He
OTPaHHUYEHO, KOTOPOE MOXKET H3MEHATHCS B 3aBUCUMOCTH OT THIA U (OPMBI BBEIEHHS
NPOQHUIAKTHUECKOTO MM TEPAIIEBTUYECKOr0 areHTa, KOTOPBIH BKJIIOYEH, W MPENNIOYTHTEIbHOE
COZIepKaHUe B CIy4ae TJIA3HBIX Kalelb SBIISETCS CICAYIOIIIM.

[0055] ConepxaHue HECENEKTUBHBIX CHUMIIATOMUMETHKOB MOXKET U3MEHSATbCS B
3aBHCHMOCTH OT THIIA JIEKAPCTBEHHOTO CPENCTBA, U B clydyae AunuBedpuHA, OHO
npennoututesbHo cocrasisier 0,001-3% (B/0), Gonee mpeamoururensHo 0,04-0,1% (B/0), ©
ocobenHo npeanoututensHo 0,04% (8/0) umu 0,1% (B/0).

[0056] ConepsxaHue 0, peLlenTOPHBIX arOHUCTOB MOXKET U3MEHATBHCSI B 3aBUCUMOCTH OT
THUTA JIEKAPCTBEHHOT'O CPENCTBA, U B Cliydae OPUMOHHMINHA, OHO MPEANOYTUTENIBHO COCTABJISIET
0,01-5% (B/0), 6onee mpemnoututenbuo 0,1-0,5% (B/0), U ocodenno mpenmnourureabHo 0,1%
(8/0), 0,15% (B/0), 0,2% (B/0) wnu 0,5% (B/0). Kpome TOro, B ciydae ampakjJOHHIWHA, OHO
npeanoututensHo cocraBisier 0,01-5% (B/o), Oonee mnpenmoururensro 0,5-1% (B/0), u
ocobenHo npeanoututenbHo 0,5% (B/0).

[0057] Conep:kaHue 0 peHenTOPHBIX OJIOKATOPOB MOXKET U3MEHSTHCS B 3aBUCHMOCTH OT
TUTA JIEKAPCTBEHHOT'O CPEACTBA, M B Cliydae OyHA303WHA, OHO MPEATIOYTUTENBHO COCTABIISET
0,001-0,3% (B/0), 6onee mpennouturensHo 0,003-0,03% (B/0), 1 0COOEHHO MPENITOUTUTEIHHO
0,01% (B/0).

[0058] Conepskanue B peLenTOpHBIX OJIOKATOPOB MOKET U3MEHSTHCS B 3aBUCUMOCTH OT
THUIIA JIEKAPCTBEHHOT'O CPEACTBA, M B CIIy4ae THUMOJIONA, OHO MPEAnodTUTeNbHO coctanisier 0,01-
5% (B/0), 6onee mpennoututensHo 0,1-0,5% (B/0), u ocobenno npeamnourureapHo 0,1% (B/0),
0,25% (B/0) nmu 0,5% (B/0). Kpome Toro, B cinyuae OedyHOIONA, OHO MPENNOYTHTEIHHO
cocraBisier 0,01-5% (B/0), Oonee mpenmoututenbHo 0,25-1% (B/0), u ocobeHHO

npexnnoututenbio  0,25% (B/0), 0,5% (B/0) mwmm 1% (B/0). B ciydae kapreosona, OHO
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npennoututesibHo coctasisieT 0,01-5% (B8/0), 6onee npeanoututensHo 1-2% (B/0), 1 0cOOEHHO
npeanourutensHo 1% (8/0) nmm 2% (B/0). B ciyuae Humpaguiona, OHO MPENNOYTHTEIBHO
cocrasisier 0,01-5% (B/0), u ocoberno npeanoururensHo 0,25% (B/0). B ciydae OGerakcoona,
OHO mpexnoututenbHo coctasnsieT 0,01-5% (B/0), Oonee nmpeanouturensHo 0,25-0,5% (B/0), n
ocobenHo mnpeanoututensHo 0,25% (B/0) wnmu 0,5% (B/0). B cnyuae neBoOyHOJOMA, OHO
npeanoututensHo coctasnsier 0,01-5% (B/0), Oonee mpeamourutenvbHo 0,25-0,5% (B/0), u
ocobenno mpexgnourutenbHo 0,25% (B/0) mmm 0,5% (B/0). B ciywae merpumpanonona, OHO
npeano4TuTeNbHo coctasisieT 0,01-5% (B/0), n ocobenno npennoutureabHo 0,3% (B/0).

[0059] Copep:kaHue MapacHMIIATOMHUMETHKOB MOXET WU3MEHSTHbCS B 3aBHCHUMOCTH OT
THUIA JIEKAPCTBEHHOTO CPEACTBA, U B CJIyyae MHJIOKAPIUHA, OHO MPEANIOUTUTEIBHO COCTABJISET
0,01-20% (B/0), 6onee mpenmoururesapbHo 0,1-5% (B/0), U ocobenHo mpenmoututTenbHO 0,5%
(8/0), 1% (B/0), 2% (B/0), 3% (B/0) Unu 4% (B/0).

[0060] ConepskaHue HHIUOUTOPOB KapOOAHTUAPA3bI MOKET U3MEHSITHCS B 3aBUCUMOCTH
OT THIA JIEKAPCTBEHHOIO CPEIACTBa, M B Cllydae MAOP30JaMHIa, OHO MPEANOYTHTEIBHO
cocraBnsier 0,01-5% (B/0), ©Oonee mnpeanmoututensHo 0,5-2% (B/0), u  ocobeHHO
npeanourutensHo 0,5% (B/0), 1% (B/0) mm 2% (B/0). Kpome toro, B ciyuae OpuH30IaMHIA,
oHO mpexnnoututenbHo coctasysier 0,01-5% (B/0), Gonee mpeamoututensHO 0,1-2% (B/0), U
ocobernHo mnpeanoututenbHo 1% (B/0). Kpome Toro, B ciay4ae anera3oiaMuna, OHO
npennoututesibHo cocrasisier 0,01-5% (B/0), u Oomee mnpeanouturensHo 1-5% (B/0). B
YaCTHOCTH, KOTJa auerasojamuj BBOAST nepopanbHO, 250-1000 Mr MOKHO NpPHUMEHSTb B
Ka4eCTBE €KETHEBHON J03bI.

[0061] ConepsxkaHue MpOCTarJaHAMHOB MOXKET M3MEHATHCS B 3aBUCMMOCTH OT THUIIA
JIEKApCTBEHHOIO CPENCTBA, U B CJIydae JIATAHONPOCTA, OHO IPEANOYTHUTENBHO COCTABISAET
0,0001-5% (B/0), Gonee mpenmourutensHo 0,0005-1% (B/0), Gonee mpenmoururensHo 0,001-
0,1% (B/0), u ocobenno mpeanoururenbHo 0,005% (B/0). B cnyuae u3omponui yHONPOCTOHA,
OHO mpeanoututenbHO cocraBisier 0,001-5% (B/0), Oonee mpemmouturensHo 0,01-1% (B/0),
6onee mpemnoururensHo 0,12-0,15% (B/0), u ocobenno mpeanoururensHo 0,12% (B/0) um
0,15% (B/0). B cnydae Oumarompocrta, OHO mpennoyTuTeabHO coctasiser 0,0001-5% (B/0),
6onee mnpennourutensHo 0,001-1% (B/0), Gonmee mnpenmoututenvHo 0,01-0,03% (B/0), U
ocodenno mpenmnourutenbHo 0,01% (B/0) wimm 0,03% (B/0). B cimywae TpaBompocTa, OHO
npeanoututensHo coctasysier 0,0001-5% (B/0), Gonee mpenmoututensHo 0,001-1% (B/0), u
ocobenno npeanoututensHo 0,004% (8/0).

[0062] B uwacTHOCTH, KOrzma APYrod NMpoMIaKTUYECKHH WM TEPareBTHYECKUIH areHT
(areHTBI) AN TIAYKOMBI WIIM TJIA3HOW THIIEPTEH3UM HAXOAUTCsA B (OpMe CONM, THApATa WIIH
COJIbBATa, COAEPIKAHUE IPYroro MpOo(PHUIAKTHUECKOrO MM TEPANEeBTUYECKOrO areHTa (areHToB)
IUIA TJIAYKOMBI WJIM TJIA3HOW TMIIEPTEH3MHM MOXKHO PAacCUMTaTh HA OCHOBE JIFOOOH CBOOOIHOMN
¢dopMBI, comu, ruApaTta WM COJNbBAaTa APYroro Npo(UIAKTHYECKOrO HIIM TEPareBTUYECKOTO
areHTa (areHToB) JUIA INIAyKOMBI WM TJIA3HOW TUIIEPTEH3UHL.

[0063] B TepareBTUYECKOM areHTe WJIH MOAOOHOM HACTOSIIEro M300pETeHHs, BMECTO

uHruoburopa  (uHruburopoB)  Rho-acconmupoBaHHBIX ~ NPOTEMHKHUHA3,  COAEPIKAIINX
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cylnepcnupaib, OOUH WK Oonee U3 APYTrux NPOQHIAKTHUECKUX WM TEPANEeBTUYECKUX areHTOB
IUIS TIIAyKOMBI WJIM TJIa3HOM TMIIEPTEH3UH MOKHO MPUMEHATh B KOMOMHALIUHU C CEMETAPOCTOM.
B kauectBe apyroro mnpouIAKTUYECKOrO WM TEPareBTUYECKOr0 areHra (areHToB) s
IJIAyKOMBI MJTH TJIA3HOM TMIIEPTEH3UH, MOJKHO MPUMEHSTDH JI000€ BEIIECTBO, MPHU YCIOBHUHU, UTO
OHO oOjajaer AEHCTBHMEM, CHIDKAIOIIUM BHYTPUIVIA3HOE JABJICHUE WM HEWPONPOTEKTOPHBIM
JEeMCTBUEM U SIBIIIETCS IPUTOHBIM JIS JIEUEHUS ITIAyKOMbI, MOXKHO YIIOMSIHYTb HECEJIEKTUBHbIE
CUMIIATOMMMETHUKH, Op  PELeNTOPHbIE  aroOHHCTBI,  0;  PELENTOpHble  OJIOKATOPBI,
NapacMMATOMUMETHKH,  MHTHOMTOpPBI  KapOoaHruapasbl,  mpocrarjaHauHel, NMDA
AHTATOHUCTBI, U MOAOOHBIE, U UX KOHKPETHBIE MPUMEPhl WJIM HX COAEPIKAHUE SIBJIETCS] TAKHUM,
KaK OMHCAHO BbIlEe. B kauecTBe mpumepoB Oosiee KOHKPETHOH KOMOMHALIMN, MOXKHO YIIOMSIHYTh
KOMOHWHALIMIO CereTanpocTa U aunuBeprHa, KOMOMHALMIO CermeTanpocTa U OpUMOHMIWHA,
KOMOWHAIIMIO CETeTanpocTa W amnpakiIOHUAWHA, KOMOMHALMIO CeneTanpocta W OyHa303WHa,
KOMOMHALIMIO CeTeTanpocTa W MUJIOKApIHHA, KOMOWHALIMIO Cemeranpocta M Kapbaxona,
KOMOMHALIMIO CeMeTanpocTa W JAeMeKapws, KOMOHMHALMIO CereTanpocta W 3Kotuodara,
KOMOMHALIMIO CemeTanpocta W OpoMHIa IUCTUTMUHA, KOMOMHALIMIO —CemeTanpocrta |
I0p30JaMuaa, KOMOWHAIIMIO CemeTanpocTa ¥ OpHH30JIaMUa, KOMOWHAIMIO CereTanpocta U
arerasosiaMmuzia, KOMOMHALIMIO CETIETApPOCTa U TUKIo(heHaMI1a, KOMOWHALIMIO CENeTanpocTa u
MeTa30JaMua, KOMOWHAIIMIO CeleTanpocTa M HM3OMPOINWI  YHONPOCTOHA, KOMOWHAIHIO
CereTanpocTa U JIATAHONPOCTA, KOMOHMHAIIMIO CEMEeTanpocTa W TPABOMPOCTa U KOMOHMHALUIO
cereranpocTa 1 OMMaTonpocTa.

[0064] TepameBTUyecKUi areHT MK MOJOOHBIE  HACTOALIETO  H300peTeHHs
XapaKTepU3yeTcs TeM, YTO cemeranpocT U uHruourop (mHruOurtopsl) Rho-accounnpoBaHHBIX
NPOTEUHKHHA3, COJEPKALIUX CyNepcrnupalb, BBOAAT B KOMOMHAIMM, IOCPEICTBOM YEro
NPEeAToaraeTcsl NPeAOTBPATUTh WIH JISYUTh INIAYKOMY WJIM IJIa3HYI0 MMIIEpTeH3UI0. B kauecTse
IJIAyKOMBI Uil TEPANeBTHYECKOr0 areHTa WM MOAOOHOTO HACTOAIIErO M300PETeHUs, MOKHO
MPUBECTU NpPUMEP NEPBUYHOM OTKPBITOYTOJIbHON TIJayKOMbl, BTOPUYHON OTKPBITOYIOJIbBHON
IJIAyKOMBI, TJIAYKOMBI C HOPMAJIbHBIM JTABJIEHUEM, TUIIEPCEKPELIMOHHYIO TJIAYKOMY, MEPBHYHYIO
3aKPBITOYTOJIBHYIO TJIAYyKOMY, BTOPHUYHYIO 3aKPBITOYTOJBHYI TIJIAyKOMY, TJIAyKOMY ILIaTO
pany>KHOW OOOJIOUKH, TIIayKOMY ¢ KOMOMHHPOBAHHBIM MEXAHH3MOM, BPOXKIECHHYIO TJIayKOMY,
CTEPOUIHYIO TJIAYKOMY, IJIAYKOMY 3KC(OJIHALNHN, aMUJIOHAHYIO TJIAYKOMY, HEOBACKYJSIPHYIO
IJIAYKOMY, 3JIOKQUECTBEHHYIO IIAYKOMY, KaIlCyJbHYIO IJIAYKOMY XPYCTaJIHMKa, CHHAPOM ILIATO
pany>kKKu U MOA0OHbIE.

[0065] B TepameBTHYECKOM areHTe WU TOJOOHOM HACTOSINEro HU300PETEeHUs, UTO
Kacaercsl JIEKapCTBEHHOH (POPMBI, COCTaB, COAEPIKALIMH CENeTanpocT, U OTAEIbHBIA COCTaB,
comepxauuii nHruoOuTop (MHruOuTOpHl) Rho-accounnpoBaHHBIX MPOTEMHKHUHA3, COAEPIKAIINX
Cylnepcnupaib, MOXKHO BBOIUTH (COBMECTHOE BBEACHHE), HUII MOXKHO BBOAHMTH OIMH COCTaB
(KOMOMHHMPOBAHHOE JIEKAPCTBEHHOE CPEICTBO), CONEPKAIIUN CemeTanpocT W HHTHOWUTOP
(naruduTops) Rho-accormmpoBaHHBIX MPOTEMHKHMHA3, COAEPKAIIMX Cyrepcrnupaib,. Kpome
TOT0, KOTZIa OJIMH WK OoJiee U3 Apyrux NpOoPUIaKTHUECKUX UM TePANEeBTUUECKUX areHTOB AJIs

rIayKOMBI WA rJIa3HOM TUNEPTCH3UU ITPUMCHSIOT B KOM6I/IHaLII/II/I B )_'[O6aBJ'IeHI/Ie K CeneTanpocCcTy
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u  uHruouropy (unruOurtopam) Rho-acconumpoBaHHBIX NPOTEMHKHMHA3, COXEPIKAIIUX
cymepcnupaib, TO CemeTanpocT W uHruourop (mHruOutopsl) Rho-accormmpoBaHHbBIX
NPOTEUHKHHA3, COAEp)KAlIMX  Cylepcrnupaib, W APYrod  NpopUIaKTUYECKHH  HIIN
TEpareBTHYECKUI areHT (areHThbl) U INIAYKOMbI WJIM TJIA3HOW TMIEPTEH3UH MOKHO BBOJAWTH
OHOBPEMEHHO, KOMOMHUPOBAaHHOE JIEKAPCTBEHHOE CPEICTBO, COAeprKallee HeoOs3aTenbHbINH
KOMIIOHEHT (KOMITOHEHTbI) W3 JAHHBIX U OCTABLIMICS KOMIIOHEHT (KOMITOHEHTBI) MOKHO
BBOJUTH OJHOBPEMEHHO, WJIH MOKHO BBOANUTb KOMOMHHPOBAHHOE JIEKAPCTBEHHOE CPECTBO,
cozeprKaliee BCe KOMIIOHEHTBL.

[0066] TepameBTHuUeCKHi areHT WM MOAOOHBIA HACTOSIIEr0 H300PETEHHs] MOKHO
BBOJIUTh TEPOPATBHO WM TMAPEHTEPAJbHO, AJII €ro IMOJNy4YeHHs He Tpedyercs Kakoi-mudo
KOHKPETHOTO Crocoda, U KOMIIO3ULUK MOXKHO IOJIYYHTh, TPUMEHsIs OOBIYHO TPUMEHSIEMbIE
cniocoObl. B kauecTBe ekapCcTBEHHBIX (POPM MOKHO YIOMSIHYTD IJIa3HBIE Karuld, TJIa3HbIE Ma3H,
UHBEKUNH, TAOJETKH, KarCyJjbl, T'PaHYJbl, MOPOIIKH M MONOOHBIC, W TJA3HbIE KAIUTH WM
rJIa3HBIE Ma3H SIBIISTFOTCS MPENMOYTUTEIbHBIMIL.

[0067] Korma cenmeranpoct u wuHruOutop (mHrHOMTOpHI) Rho-acconmmpoBaHHBIX
NPOTEUHKHHA3, COAEpKALIMX  CYNepcrnupaib, W APYrod  NpopUIAKTHYECKHH  MIIH
TEPaNeBTHUECKUI areHT (AreHThl) IUIA TJAyKOMBI WJIM TJIA3HOH THUNEpPTeH3Ud (POpMYIHUPYIOT
OTHENIbHO, KaXKABI COCTaB MOKHO TOJYYUTh COTJIACHO HM3BECTHOMY criocody. B kauectse
coctaBa wuHruoOurtopa (mHruoOuropo) Rho-accOUMMpPOBAHHBIX NPOTEUHKHHA3, COAEPIKAIIHX
CyIepCrupaib, UIH APYroro NpopuiIakTHIeCKOro Win TeParneBTUIECKOr0 areHTa 1Jisl IJIayKOMBI
WIN TJIA3HOW THIEPTEH3UH, MOXXHO TaK)K€ NMPHUMEHSTh COCTaB, YK€ MMEIOLIUICS B MPOJAKe,
TAKON Kak pHUMACy[Iw, HETapCyAws, AUNUBedpHUH, OPUMOHUAMH, amnpakiIOHUAWH, OyHAa303MUH,
TUMOJION, Oe(yHOION, KapTeoyoJ, HUIIPAAUION, OETaKkcosod, JeBOOYHOJION, METPUIIPAHOIIOIN,
NWIOKAPINH, JOpP30JaMuz, OpMH30JaMHUI,  aleTa3ojaMui, H30NPONMI  YHONPOCTOH,
JIATAHOMPOCT, TpaBompocT, Oumarompoct, Cosopt (3aperucTpupOBaHHbBIA TOBApPHBIH 3HAK)
KOMOMHHUpPOBAHHbIE TJIa3Hble Karuid, Xalacom (3aperucTpupOBaHHBI TOBAPHBIA 3HAK)
KOMOWMHHUpPOBaHHbIE TyasHble Karud, DuoTrav (3aperucTpupoBaHHBI TOBApPHBIA 3HAK)
KOMOWHHUPOBAHHBIE TJIa3HbIE KAIIH U MOJOOHBIE UM BEIIECTBO (BEIIECTBA), COOTBETCTBYIOLIHE
UM.

[0068] Kpome Toro, korma HEOOXOQUMO TMOJYYHTh OIWUH COCTaB, COIEP KaIIHi
COOTBETCTBYIOLIME KOMIIOHEHTBI, €r0 MOJKHO IIOJIyYUTh B COOTBETCTBHH C W3BECTHBIM
criocobom.

[0069] B cnydae mosny4yeHus INIa3HBIX Kaleb, CENeTarnpoCcT 1 HHrHOUTOp (MHrHOUTOPHI)
Rho-acconmnpoBaHHBIX MPOTEMHKUHA3, CONEPIKAIINX CYNEPCIUpalb, JOOABISIFOT K OYHIIEHHON
Bozme, OydepHOMY pacTBOpy WM MOAOOHOMY, U TepeMeIlnBalOT, u 3areMm, pH cmecu
PEryJaupyOT areHToM, peryiupyroummM pH, momydas tpebyemsle riasable karui. Kpome Toro,
pU HEOOXOIMMOCTH, MOJKHO NMPUMEHSATH 100aBKy (100aBKM), OOBIMHO MPUMEHSIEMbIE B TTIA3HBIX
KaIUIAX, U B KauecTBe A0OABOK, MOXKHO YIOMSHYTb M30TOHMYECKHH areHT, Oy(epHbIi areHT,
MIOBEPXHOCTHO-aKTUBHOE BEIIECTBO, CTAOMIM3aTOp, KOHCEPBAHT, AareHT, CIIOCOOCTBYIOIUI

PacTBOPEHHIO, U MOOOHBIE.
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[0070] pH rna3HbIX Kamejab MOXET HaxOAUTHCS B IpenesiaX, KOTOpble NOMYCTUMbI IS
o(pTaNIbMOJIOTHYECKUX COCTAaBOB, OH Haxoawtcs B mpexenax pH or 4 mo 8, a Oonee
MPEeAnoYTUTENBHO B npenenax pH or S no 7.

[0071] B cayudae monyueHUs TJIA3HBIX Ma3el, UX MOXXHO MOJyYHUTb, MPUMEHSISI IIUPOKO
NPUMEHsIEMblE OCHOBBI, U B KadeCTBE OCHOBbI MOKHO YIOMSHYTb O€NbIil Ba3eNUH, >KUIKHUIH
napaduH 1 nogoOHbIE.

[0072] B cnyuae mnpUroTOBIEHMS NEPOPAJbHBIX COCTABOB, TaKUX Kak TaOJeTky,
KaICyJbl, TPAHYJIbL, MOPOIIKH M MOAOOHbIE, UX MOXHO MOJYYHTb NOOABJICHUEM HATIOJIHUTES,
CMa3bIBAIOLIETO BEIIECTBA, CBS3YIOLIErO BEINECTBA, PAa3PBIXJIUTENs, MOKPBIBAIOLIErO areHTa,
IUIEHOYHOTO areHTta M MOAOOHBIX, NMPU HEOOXOAMMOCTU. B KauecTBe HAMOJIHUTENS MOXKHO
YIOOMSIHYTh JIAKTO3y, KPUCTAUIMYECKYI0 LEJUIION03Y, Kpaxmal, pacTUTENbHOE MAacio U
NoJOOHbBIE, B KAYECTBE CMA3bIBAIOIIErO BEINECTBA MOXKHO YIIOMSIHYTh CT€apaT MArHHs, TAJIbK U
nofo0HbIE, B Ka4yeCTBE CBS3YIOIIEr0 MOXHO YIOMSHYTb THIPOKCHIIPONMILEIUIIOIO3Y,
NOJUBUHWIMMUPPOIUAOH W TONOOHBIE, B Ka4deCTBE PAa3PBIXJIUTENs] MOXKHO YIIOMSHYTh
KapOOKCHUMETHIILIEIUTION03Y KaJblMs, HU3KO3aMEIIEHHYIO THAPOKCHIIPOIMIMETIIILEILTFOIO3Y H
nono0HbIE, B Ka4ecTBe MOKPBIBAIOLIETO areHTa MO>KHO YIOMSIHYTh
THIPOKCUITPONTMIMETHIILIEIITIOIO3Y, MAKPOTOJl, CHJIMKOHOBYIO CMOJTY U MOOOHBIE, U B KAUECTBE
TUIEHOYHOTO areHTa MOKHO YITOMSIHYTh JKEJIATHHOBYIO IIJICHKY M IMOJOOHBIE.

[0073] Cnoco® BBemeHHs] TEpareBTUYECKOTO AareHTta WM MOAOOHBIX HACTOSIIETO
n300peTeHNs] MOXKHO MOOXOASIINM 00pa3soM H3MEHSTh B 3aBUCUMOCTH OT JIEKAPCTBEHHOM
(OpMBI, TSIKECTH CHUMIITOMOB y MALMEHTa, KOTOPOMY OCYIIECTBISIOT BBEIEHHE, BO3pAcTa, Beca
Tena, INyTH BBEINEHMs, pEIIEeHUs AOKTOpa M MOAOOHBIX, M B Cilydae KOMOMHHPOBAHHOI'O
JIEKAPCTBEHHOT'O CPENICTBA, COMEPIKAILEro CENeTanpocT UK €ro 3(pUp WK €ro Cojb, U OJUH HIIN
Gonee m3 nHrnOUTOpoB RhO-accOUMMPOBAHHBIX MPOTEMHKUHA3, COAEPIKALIMUX CYHNepCrupab,
BBIOPAHHBIX M3 TPYMIbL, COCTOSINEH W3 pUNACy[WiIa, HETApCyIauyia MU UX COJIM, €ro MOKHO
BBOAUTH 1-5 pa3 B JeHb, MPENNOUTUTENbHO OJWH WJIM JBa pasa B JeHb, U CaMoe
NPEANOYTUTENIbHOE OUH pa3 B AeHb. Koraa cocras, comepiKaliuii CeneTanpocT Wik ero 3pup
WIH €r0 COJb, U COCTAB, CONEPIKAIUN OOUH Wi Oonee u3 MHruOuTOpoB Rho-acconnnpoBaHHbIX
NPOTEUHKHHA3, CONEPKAIUX CYMepCrupajib, BBIOPAHHBIX W3 TPYIIBL, COCTOSINEH W3
punacymuia, HeTapCyAuiIa U UX COJIU, BBOAST OJHOBPEMEHHO, KayKIbIil COCTAB MOKHO BBOAUTH
B pa3JIMYHblE MOMEHTbI BpEMEHHU WM OJHOBpeMeHHO 1-3 pasa B AeHb, MPEANOUTUTENBHO OANH
WIM [Ba pa3a B JIeHb, U CaMO€ MpPEANOYTUTEIbHOE OAMH pa3 B JeHb. B wactHOCTH, mIpH
COBMECTHOM BBEJI€HUH, KOIJ]a COCTaBbl BBOJST B Pa3jIMUHble MOMEHTBHl BPEMEHH, MOPSAOK
BBEJICHUsI COCTABOB HE OTPAaHUYEH, U MOCJE BBEAECHUs OJHOIO COCTaBa, APYrOM COCTaB MOXKHO
BBOAUTH B TeueHUE 12 4acoB, OOBIYHO B TeueHUe 6 4acoB, Oojiee MPeAnoYTHTENHHO B TeueHue |
yaca, OoJyiee MPEennoYTHTENBHO B TeueHHue 30 MUHYT, OCOOCHHO MPEANOYTUTENBHO B TEUEHHE 5
MHUHYT, U CamMoOe MpPENNOYTHTENIbHOE B KpaTdailine CpoKd. B BblmeynmoMsHyTOM crocoOe
BBEJICHUS B Cllydyae BBEACHMs INIA3HBIX Kallelb, NPEANOYTUTENbHO BBOAUTH OT 1 10 3 Kamenb 3a
OouH pa3, Ooiee NMPEANOYTUTENPHO BBOAWTH | MM 2 KamuM, U CaMoOe MPEeNIOYTHTEIbHOE

BBOOUTH | KaIumo.



17

[0074] TlogpobHOe omHMCaHWE TPHUBEICHHOTO BBIMIE TEPANIEBTUYECKUI areHT WU
NOJNOOHBIX HACTOSIIEr0 H300peTeHHs Takke IMPUMEHUMO K MNPOQUIAKTUIECKOMY WU
TEPANeBTHUECKOMY AareHTy Uil T[JIAYyKOMbl HJIM TJIA3HOW THIEPTEH3MH, COAepIKaleMy
CelneTanpocT  HACTOSINEro  HU300peTeHus, KOTOPbI  XapakTepu3yercsi MPUMEHEHHEM
OIHOBPEMEHHO ¢ uHruouropom (mHrudOutopamu) Rho-accormupoBaHHBIX NPOTEHMHKHHA3,
copepkamux cynepcnupans. IlogpoGHOe onmmcaHue NMPUBENEHHOTO BBIIIE TEPANIEBTUYECKOrO
areHTa WM MOJOOHBIX HACTOSIIErO M300pETeHMS Takke NMPUMEHHMO K areHTy, CHIDKAIOIIEMY
BHYTPUIJIA3HOE JABJICHUE HACTOSIIErO0 HM300pPETeHUs, KOTOPBIA XapaKTepH3yeTCs TEM, YTO
CMELINBAIOT CENeTanpocT U UHruOuTOop (MHrubOuTopnl) Rho-acCOMMPOBAHHBIX MPOTEHHKUHA3,
comepxauux cynepcnupanb. [TonpoOHOe omucaHue MPHUBEISHHOIO BBIIIE TEPANEBTHYECKOTO
areHTa WM MONOOHBIX HACTOSIIEro M300PETeHUs] TAKKe MPUMEHHMO K areHTy, CHIDKAIOIIEMY
BHYTPUIJIA3HOE JABJICHHE HACTOSIIETO HM300PETeHHs, COAEPIKAINEMY CEeleTarnpoCcT, KOTOPBIM
XapaKkTepU3yeTcss NPUMEHEHHEM OIHOBPEMEHHO ¢ uHruburopom (uHrubOuropamu) Rho-
ACCOLIMMPOBAHHBIX MMPOTEMHKUHA3, COAEPIKALIUX CYNEPCITUPATb.

[0075] Kpome Toro, moapoOHOE OMHUCAaHHE MPHBEIEHHOTO BBIIIE TEPANEBTUYECKOTO
areHTa WM TOAOOHBIX HACTOALIEro HW300pPETeHUs] TakKe MPHUMEHUMO K BapUAHTY
OCYIIECTBIIEHHSI HACTOSIIErO N300PETEHHSI, YIIOMSIHYTOMY HIDKE.

[0076] OnuH BapuaHT OCYLIECTBIIEHUS HACTOSIIEr0 M300pETEHUs MpencTaBisieT coboi
KOMITO3ULIMIO TSI TPOQUIAKTUKHA HIIM JIEYEHUs] TJIayKOMbl WM TJIA3HOW THIIEPTEH3UH,
COIEPIKALIYI0 CEMeTanpoCT, KOTOPBIA XapaKkTepu3yercs BBEACHHEM B KOMOWHAIMM C
uHruouropom  (uHruburopamu) Rho-acCOIMMPOBAHHBIX  NPOTEMHKWHA3,  COAEPIKAIIMX
CyIepCIupab.

[0077] OnuH BapuaHT OCYINECTBJIEHUS HACTOSLIEr0 M300peTeHHs MpeAcTaBisieT coOoit
NpoQUITAKTUUECKUH MM TE€PANeBTUUECKUH CIOCO0 IS IJIayKOMbI MJIM TJIa3HOW THIEPTEH3HH,
BKJIIOYAIOIIMIA: BBEAECHHE TepamneBTHYeCKH A(P(PEeKTHBHOrO KOJMYECTBA CEMeTarnpocTa U
TeparneBTHYeCKu  3(PGPEKTUBHOrO  KonuyectBa  mHruobwropa  (uHruburopoB)  Rho-
ACCOLIMMPOBAHHBIX  MPOTEMHKHHA3,  COAEpIKALIMX  CyHepcrupanb, B  KOMOWHALUH
HY KIAFOIIEMYCsl CYOBEKTY.

[0078] OnuH BapuaHT OCYLIECTBJIEHUS HACTOSINErO M300pETEHHs MPENCTaBisieT COOOM
NpUMEeHEeHHe KOMOWHAIINH cereTanpocta u uHruouropa (marudutopos) Rho-accormmpoBanHbIx
NPOTEUHKHHA3, COMAEPKAIIUX CYMepCrupajb, IS TOJIYYEHHUS JIEKAPCTBEHHOIO CPENCTBA IS
PO HUIIAKTHKY WITH JIEYEHUS II1ayKOMBbI WM TJIA3HOW TMITEPTEH3UU

[0079] OnuH BapuaHT OCYIIECTBIIEHUS HACTOSINErO M300pETEHHs MPENCTaBisieT COOOM
NPUMEHEHHE CETIeTanpoCTa ISl MOJMYYeHHs JIEKAPCTBEHHOTO CPEACTBA Il MPOPHIIAKTHKH FITH
JEUSHHsT TJIayKOMbI FJIM TJIA3HOW TUNEPTEH3MH, KOTOPBIA XapaKTepU3yeTCs NMPUMEHEHHUEM
OJHOBPEMEHHO C uHruburopom (mHruouropamu) Rho-acconmMpoBaHHBIX MNPOTEHHKHHA3,
COZEPIKALTNX CYNepCIHPab.

[0080] OnuH BapuaHT OCYIIECTBIIEHHUS HACTOSIIEr0 M300pETEHHs MPENCTaBisieT COOOM
CerneTanpocT s NPUMEHEHHUs B MPOPUIAKTUKE WIM JIEYSHUM TIJIAyKOMBbl WM TJIA3HOM

TMIIEPTEH3UH, KOTOPBIA XapaKTepu3yeTcs IPUMEHEHHEM OJHOBPEMEHHO C WHIMOHTOPOM
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(naruduropamun) Rho-accounnpoBaHHBIX TPOTENHKHUHA3, COAEPIKAIINX CYTIEPCIIUPAIIb.

[0081] OnuH BapuaHT OCYIIECTBIIEHHUS HACTOSIIEr0 M300pETEHHs MPENCTaBisieT COOOM
KOMOMHAIIMIO ~ cemeranmpocta ©  uHruomropa (uHruburopoB) Rho-accormmpoBaHHbBIX
NPOTEUHKHHA3, COMAEpPIKAIUX CYNepCHHpab, i NIPUMEHEHUs B NPOPUIAKTUKE WU JICYEHUU
IJIayKOMBI WJIU TJ1a3HOM TUIEPTEH3HM.

[0082] OnuH BapHaHT OCYINECTBJIEHUS] HACTOSIIEr0 M300peTeHHs MpeAcTaBisieT coOoil
KOMITO3ULIMIO JUUIsl CHUKEHUS] BHYTPUIJIA3HOTO JIABJIEHUS, COAEPIKALIYIO CEMeTanpocT, KOTOPbIH
XapaKkTepu3yeTcss BBEACHHMEM B KOMOMHAaUMH C uHruOuTopoM (uHrubutopamu) Rho-
ACCOLIMMPOBAHHBIX MPOTEMHKUHA3, COAEPIKALIUX CYNEPCITUPAb.

[0083] OnuH BapuaHT OCYIIECTBIIEHUS HACTOSINErO M300pPETEHHs MPENCTaBisieT COOOM
croco0 ISl CHUKEHUSI BHYTPHUIJIA3HOTO JABJICHHSI, BKJIIOYAIOIIUI BBEICHHE TEPANIeBTHUYECKH
5(¢(eKTUBHOrO KOJMYECTBA CEMETanpocTa W TepaneBTHUECKH 3(PQPEKTUBHOIO KOJIHYECTBA
uHruouropa  (uHruburopoB)  Rho-acconmmMpoBaHHBIX ~ MPOTEMHKHWHA3,  COAEPIKAIINX
CyIepCIupatb, HYKIAKMEMYCst CYOBEKTY.

[0084] OnuH BapuaHT OCYILIECTBIIEHUS HACTOSIIErO M300pETEHHs MPENCTaBisieT COOOM
NpUMEHEeHNe KOMOMHAIINH CereTanpocTa u uHruouropa (mHrudbutopos) Rho-accormmpoBanHbIx
NPOTEUHKHHA3, COAEPKAIIUX CYMepCrupajb, IS TOJIYYEHUS JIEKAPCTBEHHOTO CPENCTBA IS
CHIDKEHHSI BHYTPHUIJIA3HOTO JIABJICHUS.

[0085] OnuH BapuaHT OCYLIECTBIIEHUS HACTOSIIEr0 M300peTeHUs MpencTaBisier coOok
NPUMEHEHHE CEeleTanpocTa Uil MOJY4YeHHs JIEKAPCTBEHHOTO CPEACTBA MUl  CHIDKEHHS
BHYTPUIJIA3HOTO  JIABJIGHUS,  XapaKTEPHU3YIOLIErocs  IPUMEHEHHEM  OIHOBPEMEHHO C
uHruouropom  (uHruburopamu) Rho-accOMMPOBAHHBIX  NPOTEUHKWHA3,  COAEPIKAIIMX
CyIepCIupab.

[0086] OnuH BapHaHT OCYLIECTBJICHUS HACTOALIEr0 M300peTeHHs MpeAcTaBisieT coOoit
CerneTanpocT sl MNPUMEHEHHs B CHIDKEHUH BHYTPHUIVIA3HOTO  JABJIEHUS, KOTOPBIH
XapaKkTepU3yeTcss TNPUMEHEHHEM OJHOBPEMEHHO ¢ wuHrubutopom (uHrudburopamu) Rho-
ACCOLIMMPOBAHHBIX MPOTEUHKUHA3, COAEPKALIUX CYNEPCITUPAb.

[0087] OnuH BapuaHT OCYIIECTBIIEHUS HACTOSINErO M300pPETEHHs MPENCTaBJIsieT COOOM
KOMOMHAIMIO ~ cemeranmpocta ©  uHruouropa (uHruOuropoB) Rho-accormmpoBaHHBIX
NPOTEUHKHHA3, COAEPIKALIUX CYMEepPCIHUpab, JJISi MPUMEHEHHUs] B CHIDKEHHH BHYTPUIJIA3HOTO
TaBIIEHHS.

I[MPUMEPBI

[0088] [lanee moOKa3aHbl pe3yJabTaTbl (PAPMAKOJIOTHYECKUX TECTOB, HO OHH
NPEAOCTABIIEHBI JIS JIYYIIEro MOHUMAHMS HACTOSIIIETrO H300PETEHHsI U HE OTPAaHUYHBAIOT 00BEM
HACTOSIIETO H300PETeHHUSI.

[0089] [PapMaKOJIOTUYECKUM TECT|

[IIpumep 1]

Jlnist Toro 4ro0bl UCCNeNoBaTh MPUTOJHOCTh KOMOWHAIIMH CEMEeTanpocTa ¥ MHrHOUTOpa
(uarubutopoB)  Rho-acconmmnpoBaHHBIX — NPOTEMHKHMHA3,  COAEPIKAIIMX  CYNEpCIHpalb,

uccienoBanu 3(pQexT CHIKEHUS BHYTPUIJIA3HOTO NABJEHHUS MPU OAHOBPEMEHHOM BBEIEHUH
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CemneTanpocTa U PUITACyIUjIa, KOTOPBIHM mpeacTapisieT codoi nurudutop Rho-acconumpoBaHHbIX
NPOTEUHKHHA3, COMAEpP KAIUX CYNepCHHpaib, SKCIEPUMEHTIAbHBIM >KUBOTHBIM (0O€3bsSHBI C
HOPMAJIbHBIM JIaBJICHUEM).

[0090] (mony4enHne pacTBOPOB COENMHEHUS, KOTOpbIE OyAYT TECTHPOBATH)

(1) monyueHue pacTBopa ceneranpocra

CeneranmpocT pacTBOPSJIM B OYMIIEHHOW BOJAE, COAEpIKALIeH areHT, CrocOOCTBYIOIIUI
PAaCTBOPEHHIO, W 3aTeM NOJy4YaJld pacTBOP cemeranpocta ¢ TpeOyeMoiH KOHIEHTpauueii,
NPUMEHSIsI OOLIETPUHSTBINA CrIOCO0.

[0091] (2) nony4eHue pacTBOpa punacyauia

HNmeromuecss B mpomake rnasHble karum punacyamia (Kowa Company, Ltd.,
GLANATEC (3apeructpupoBaHHBIH TOBapHbII 3HaK) riasHble Karum 0,4%) MpUMEHSUH Kak
€CTb.

[0092] (Criocob TecTupoBaHUsl)

UccnenoBamu >¢pQexT CHIWKEHHs BHYTPHUIJIA3HOTO [ABJCHUS NPU OJHOBPEMEHHOM
BBEJICHUH CETIeTANpOCTa U punacyawia. Jsi cpaBHEHHs Takke ucciuenoBain 3pQPeKT CHIKEHHS
BHYTPHUIJIA3HOTO AABIIEHHs MPHU BBEICHUH TOJBKO CEMeTanpocTa WM purnacyqwil B kauectse
KOHTPOJIsI, BBOAMJIM OCHOBY PAaCTBOP CETETAnpocTa U (PU3NOJOTHIECKUI CONISTHOW PacTBOP.

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

PactBop ceneranpocta: 0,0003% (B/0) pacTBOp ceneranpocta (00BEM TJIa3HBIX KaIeb:
20 MKJI/TNIa3)

PactBop pumnacymuma: 0,4% (B/0) pactBop pumnacyauia (TOProBoe Ha3BaHHE:
GLANATEC (3apeructpupoBaHHbIil TOBapHbIM 3HaK) rnasHele karmau 0,4%, o0OBeM Tria3HbIX
kanenb: 20 MKJ1/Ta3)

OKCIepUMEHTAJIbHbIE JKUBOTHBIC: SIBAHCKUH Makak (MOJ: MyKCKOH, 8 o00e3bsH Ha
rpymy)

[0094] (Criocob BBeneHus U Crocod U3MEpeHus)

[1] CoBMecTHOE BBEIEHHE CEMETANPOCTa U PUMACY NI

(1) Kamutro 0,4% rina3HbIX Karejb MMAPOXJIOpHIA OKCUOYNPOKarHa (TOProBOoe Ha3BaHUE!
Benoxil (3apeructpupoBaHHbII TOBapHBII 3HAK) riasHble Karu 0,4%) HAHOCWIIM HAa OJUH IJa3
SKCIIEPUMEHTAIIBHOTO JKUBOTHOTO, U MPOBOAMIIM MECTHYIO aHECTE3HIO.

[0095] (2) HemocpencTBeHHO TIOCTAEe BBENEHUS PACcTBOpAa COEOUHEHHs, KOTOpPOe
TECTHPYIOT, BHYTPHIJVIA3HOE NABJICHHE H3MEPSUIM, W JAHHYK BEJIUYMHY YCTAHABIUBAIN Kak
BHyTpuriaszHoe nasneHne (0 4acoB) nepes BBEIESHHEM.

[0096] (3) pacTBOp cemerampocTa HAHOCHJIM HAa OOUH IJa3 3KCHEPUMEHTATBHOTO
JKUBOTHOTO (KOHTpajaTepaibHbIN a3 He oOpadarbiBaiu). Uepe3 KOPOTKoe BpeMs (MIPUMEPHO
4yepe3 S MUHYT) PacTBOP PUIACyAMIIa HAHOCUJIHM Ha TOT K€ TJia3.

[0097] (4) gepe3 2 yaca, 4 yaca, 6 4acoB, 8 4acoB U 24 yaca NOCJie HAHECEHUs PacTBOpa
CereTanpocTa Ha IJia3, OHY IJIa3HYI0 KaIUIo THApoXJopuaa okcuOynpokanHa 0,4% HaHOCHIH
Ha TIJa3 Ui U3MEPEHHs] BHYTPUIJIA3HOTO JAaBJIEHHUsS COOTBETCTBEHHO, M IIOCIE MECTHOH

AHECTC3MN U3MEPAJIM BHYTPHUIIIA3HOC OaBJICHUC. KpOMe TOr0o, BHYTPUIJIA3HOC MOaBJICHUC
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U3MEPSUTH KaKIble TPU Pa3a, U PACCUMUTHIBAIM CpelnHee 3HaueHue. UTo xacaercss H3MEHEHHOTO
3HAYeHHUs] BHYTPUIVIA3HOTO MAaBIEHHs (MM PT.CT.), PACCUMTBHIBAIN PAa3HUIy OTHOCUTEIBHO
3HAYeHMsI BHYTPHUIJIA3HOTO JJABJICHU Mepe]] BBEACHNUEM B KaXKAbIil MOMEHT BPEMEHH U3MEPEHUSI.

[0098] [2] OnHOKpaTHOE BBEAEHUE CENETANPOCTa

Tect mpoBommiu TeM e CHocoOOM, Kak NPUBEIEHHBbIC BBILIIE TECT C COBMECTHBIM
BBEJICHHEM, 32 HCKIIOUEHHEM 3aMEHbl PacTBOpa pUNacyqmia Ha (pU3HONOrHYECKHH COJSTHOM
pacTBop.

[0099] [3] OnHOKpaTHOE BBEAEHUE PUTIACYIUIIA

Tect mpoBommiIM TeM ke CrIoOcoOOM, Kak NPHUBEISHHBIE BBIIIE TECT C COBMECTHBIM
BBEJICHHUEM, 3a WCKJIIOYEHHEM 3aMEHbl pacTBOpa CeMeTanpocTa Ha OCHOBY pacTBOpa
CerneTanpocTa.

[0100] [4] xoHTpPOIB

Tect mpoBommiM TeM e CrocoOOM, Kak NPHUBEISHHBIE BBIIIE TECT C COBMECTHBIM
BBEJICHUEM, 3a HCKJIIOYEHHEM 3aMEHbl pacTBOpa CeMeTanpocTa Ha OCHOBY pacTBOpa
CereTanpocTa M 3aMEHbI PacTBOpa pUnacyAnia Ha (PU3NOJOTHUECKUI CONISTHON PacTBOpP.

[0101] (Pe3ynbTaTer)

W3MeHeHNsI B CHIDKEHHM BHYTPHUIJIA3HOTO IABJIEHHUS C TEYCHUEM BPEMEHU ISl KaXKIOU
IPYIIBl BBEAEHHs] TOKa3aHbl Ha pHUCyHKe 1 wu B TaOmuue 1. M3MeHeHus 3HaueHUi
BHYTPHUIJIA3HOTO JIaBJICHUS [TOKa3aHbl B BUAE cpeaHero 3Hadennus = SEM pasHocTH OT 3HaueHHs
(0O gacoB) mo BBeAEHHs BOCBMHU O0€3bsHAM B KaXKIOH Tpymme ¢ y4eToM KakKIOrO MOMEHTa
BPEMEHHU U3MEPEHUs U KaXaoro nHauBuayyma. CpaBHeHHE KOHTPOJIBHOM IPYIIIBI C TPYIIONH
NPUMEHEHHUs] CEeNeTarpocTa, IPYIION pUNacyAnia WIH TPYNIONH COBMECTHOTO INMPUMEHEHHS
cerneranpocTa/punacyauyiia ¥ CpaBHEHHE TIPYNNbl C  COBMECTHBIM  IPUMEHEHHUEM
cereTanpocTa/punacyamia ¢ TPYMNIOH CeneTanpocTa MM IPYINOH pHUMACyAuia MPOBOAWIIH,
nocyie npoBeneHus Tecta baptierra, B ciyyae, korjga aucrnepcus Obuia OTHOPOXHON, IPUMEHSS
tecT JlaHHETTa, WM B Clly4ae HEOOHOPOAHOCTH, mpumMeHsisi TecT CTuna. YPOBEHb 3HAYUMOCTH
IO OTHOLICHHUIO K KOHTPOJBHOH rpymme Obul mokasaH kak ##: p <0,01 B tecte Jlanuerra, u *: p
<0,05 m **: p <0,01 B Tecre Crtuna. YpoBeHb 3HAYMMOCTH JJIsI TPYIIBI C COBMECTHBIM
NPUMEHEHHUEM CereTanpocTa/pumnacyamia Obu1 mokasan kak T: p <0,05 u +7: p <0,01 B Tecre
Hannerra u $3: p <0,01 B Tecre Ctumina.

[0102] [Tabnuua 1]

Bpems nocJje
2 4 6 8 24
3aKanbIBAHUS
KOHTPOJIb 0.0 ) ) ) 0,0
0,2 0.2 0.1
Ceneranpoct ) ) ) ) )
0.1 0.9 1,8 1.9 0,6
Punacynun ) ) ) ) )
2,4 1,8 1,6 L5 0.4
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COBMECTHOC

IIPUMEHEHNE
3,0 3,5 3.4 3.8 0,7
CemneTanpocTa/pumnacyamnna

[0103] Kak sicHO BumHO u3 pucyHka | u Tabmuusl 1, rpynmna, KOTOpOil OJJHOBPEMEHHO
BBOJWJIM CEMETANpPOCT U PUMACYIWI, MOKaszana 0ojee MPeBOCXOMHOE AEHCTBHE, CHIIKAOLIEEe
BHYTPHIJIA3HOE AABJIEHUE, U YCTOMUYMBBIN 3 (EeKT NeicTBUs, 4eM TpyIIa, KOTOPOH BBOIWIH
OJTHO JIEKapCTBEHHOE CPEACTBO, TO €CTh I'PYIINa, KOTOPOW BBOAMJIM CENETAaNpoCT, U IPyIa,
KOTOPOH BBOAMWJIM punacyaui. B wacTHOCTH, uepe3 2, 4 U 8 4acoB MOCJEe BBEACHUS BEJIUYHHBI
U3MEHEHUs] 3HAUYEHUI BHYTPUIJIA3HOTO JABJCHHS Uil TPYIIBI C OJHOBPEMEHHBIM BBEIECHHEM
cermeTanpocTta W puUracyamia, Obum OoJble, 4YeM CyMMa BEIMYHMH HM3MEHEHHs] 3HAuYEHUI
BHYTPUIJIA3HOTO JABJICHUS JUJIsl TPYTIIIBL, MTOJIyYaBIIeH CeneTanpocT, U I TPYIIIbL, TOTyYaBLISH
pumacyawi, W ObUI TOATBEPKACH CUHEpreTHdeckuii >((QeKT neiCTBUS, CHIIKAIOIIEro
BHYTpPHUIJIA3HOE JaBIICHUE.

[0104] Ucxons W3 OMMCAHHOTO BBIMIE, OBLIO OOHAPYKEHO, YTO CMEIIAaB CEMEeTarnpoCT C
uHruouropom  (uHruburopamu) Rho-acCOIMMPOBAHHBIX  NPOTEUHKWHA3,  COAEPIKAIIHX
CyIepCcrupaib, MOXKHO MONY4YHTh Oonee 3PPeKTHBHOE AECHCTBUE, CHIDKAIOIIEE BHYTPHUIJIA3HOE
JaBJIeHHE U YCTOHYMBBIN 3 eKT nelCTBUsL.

[0105] [TTpumep 2]

Jlnst Toro 4ro0bl UCCIeNoBaTh MPUTOJHOCTh KOMOMHAIIMN CENeTanpocTa U WHIrHONTOpa
(uarudutopoB)  Rho-acconmupoBaHHBIX  NPOTEMHKHMHA3,  COAEPXKAIIMX  CyNEpCIUpalb,
uccnenoBanu 3pQeKT CHIKEHHs BHYTPUIJIA3HOTO AABIEHHS NMPU OJHOBPEMEHHOM BBEIECHUU
cemeranpocta U HETapCyausa, KOTOpbIH  mpexncraBisier coboit  mHruOutop  Rho-
aCCOLIMMPOBAHHBIX  TPOTEMHKUHA3, COAEPXKAIIMX  CYyNepCHupaib, 3KCHEPUMEHTIabHbIM
’KHUBOTHBIM (00€3bsTHBI C HOPMAJIbHBIM JTABJICHUEM ).

[0106] (mony4eHue pacTBOPOB COENMHEHUIA, KOTOpbIe OYAyT TECTHPOBATh)

(1) mony4yeHune pacTBOpa CENeTanpocTa

CemeTanpoCcT pacTBOPSJIM B OUMUIIEHHON BOME, COMAEpIKAIlell areHT, CIOCOOCTBYOIIUM
pPAacTBOPEHHUIO, W 3aTeM IMOJYyYall pacTBOp cemeranpocta ¢ TpedyeMol KOHLEHTpAIHeH,
NPUMEHSIsST OOLIETPUHSTBIA CIIOCO0.

[0107] (2) mony4eHue pacTBOpa HETAPCYAMIA

JluMe3nunaT HeTapcyauia pacTBOPsUId B (PH3HOJOTMYECKOM COJITHOM —PacTBOPE,
COIEpIKALIEeM areHT, CIIOCOOCTBYIOIINN PACTBOPEHHIO, U 3aTEM IOJIyYaId PACTBOP HETAPCYANIIA,
uMerIuil TpeOyeMyro KOHLEHTPALHIO, IPUMEHSISI OOLIEPUHSITHIN CrIoco0.

[0108] (Criocob TecTupoBaHusi)

UccnenoBamu >¢pQexT CHIWKEHHs BHYTPHUIJIA3HOTO [ABJICHUS NPU OJHOBPEMEHHOM
BBEJICHUM CEIeTanpocTa M Herapcyamia. Jlnsd CcpaBHEHHs Takxke uccienoBamd 3(pQext
CHIDKEHHsI BHYTPHUIJIA3HOTO JABJIEHWs IIPH OTAENbHOM BBEIEHHH CENEeTarnpocTa WM
Herapcynuiaa. B kadecTBe KOHTPOJS, BBOAMJIM OCHOBY pacTBOpa CEMETanpocTa U OCHOBY

pacTBOpa HETapCyAnIa.
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[0109] (nekapcTBEHHBIE CPEACTBA U JKUBOTHBIE, IPUMEHSIEMBIE B TECTE)

PactBop ceneranpocra: 0,0003% (B/0) pacTBOp cemeranpocta (00bEM IIIa3HBIX Karelb:
20 MKJI/TNa3)

PactBop Herapcynuna: 0,01% (B/0) pactBop Herapcyamia (00BeM ra3HbIX Kamenb: 20
MKJI/TJ1a3)

OKCIepUMEHTANIbHbIE JKHUBOTHBIC. SIBAHCKMH Makak (1O MYXCKOH, 8 00e3psiH Ha
rpymnmy)

[0110] (Criocob BBeneHus u crocod U3MepeHus)

[1] CoBMecTHOE BBEIEHHE CEMETANPOCTa U HETApCyaua

(1) Kamutro 0,4% ria3HbIX Karejib THAPOXJIOPHUIA OKCHOYNpOoKanHa (TOProBoe Ha3BaHUE!
Benoxil (3apeructprpoBaHHBIH TOBAPHBIHM 3HAK) ria3Hble Karum 0,4%) HAHOCWIIM HAa OIUH TJia3
SKCIIEPUMEHTATIBHOTO JKHBOTHOTO, U MPOBOAMIIM MECTHYIO aHECTE3HIO.

[0111] (2) HemocpencTBeHHO TOCHAEe BBENEHUS pPACTBOpAa COEOUHEHUsS, KOTOPOe
TECTHPYIOT, BHYTPHUIJVIA3HOE NABJICHUE H3MEPSUIM, W JAaHHYI BEJIHMYHHY YCTAHABJIMBAIH Kak
BHyTpuUriaszHoe nasneHne (0 4acoB) mepes BBEIEHUEM.

[0112] (3) pacTBOp cemerampocTa HAHOCHJIM HAa OOUH IJa3 3KCHEPUMEHTAIBHOTO
JKUBOTHOTO (KOHTpaJlaTepajibHbId Tjia3 He oOpabarbiBanm). Uepes KOPOTKHIA MPOMEKYTOK
BpeMeHH (IPUMEPHO Yepe3 S MUHYT) PacTBOP HETAPCYAMIIA HAHOCHIIM Ha TOT XK€ IJIas.

[0113] (4) Yepes 2 yaca, 4 daca, 6 yacoB, 8 4acoB 1 24 Haca MOCJie HAHECEHHs PacTBOpa
cereranpocta Ha a3 oxHy Kamwmo 0,4% ria3HbIX Kamenb THAPOXJIOpHUAA OKCHOYNpOKanHa
HAHOCWJIM Ha IJIa3 Ui U3MEPEHUs] BHYTPUIJIA3HOTO MABJIEHHs, COOTBETCTBEHHO, M IIOCIE
MECTHOM aHEeCTe3UM M3MEpsUIM BHYTPUIJIa3HOE JaBieHue. Kpome Toro, kaxaoe BHYTPUIJIA3HOE
JaBJIeHHE U3MEPSIIN TPU pa3a U PacCUUTHIBAIN CpelHee 3HadeHue. Uro kacaercsi U3MEHEHHOTo
3HAYEHUs] BHYTPHIJVIA3HOTO JaBieHHs (MM PT.CT.), PAacCUUTBHIBAIM pA3HULY OT 3HAYEHUS
BHYTPHUIJIA3HOTO JJABJICHUS Tepe]l BBEACHUEM B KaKblil MOMEHT BPEMEHH U3MEPEHUSI.

[0114] [2] OnHOKpaTHOE BBEAEHUE CEMETANIPOCTA

Tect mpoBomuiu TeM ke CrnocoOOM, Kak NPHUBENEHHBIE BBILIE TECT C COBMECTHBIM
BBEJEHHEM, 3a WCKJIIOYEHHEM 3aMeHbl pacTBOpa HETapCyAusia Ha OCHOBY pacTBOpa
HeTapcyauia.

[0115] [3] OnHOKpaTHOE BBEAEHUE HETAPCYAUIA

Tect mpoBomuiM TeM e CrIocoOOM, Kak NPHUBENEHHBIE BBIIIE TECT C COBMECTHBIM
BBEJIEHUEM, 3a HCKJIIOUEHHEM 3aMEHbl pacTBOp CeleTanpocTa Ha OCHOBY pacTBOpa
CerneTanpocTa.

[0116] [4] xoHTpPOIB

Tect mpoBomunu TeM e CrocoOOM, Kak NPHUBEISHHBIE BBIIIE TECT C COBMECTHBIM
BBEJIEHUEM, 32 MHCKJIIOUEHHEM 3aMEHbl pacTBOpa CeMeTanpocTa Ha OCHOBY pacTBOpa
CeMeTanpocTa U 3aMEeHbl pacTBOpa HETAPCYAMJIa HA OCHOBY pacTBOpa HETApCyAua.

[0117] (Pe3ynbTaTel)

W3MeHeHMs] CHIDKEHHsI BHYTPUIJIA3HOTO NIABJIEHMS C TEUEHHEM BPEMEHU IS KaXIOu

IPYINBl BBEAEHHs TIOKa3aHbl Ha pHCYHKe 2 W B Tabmuue 2. l3mMeHeHue 3HaveHHi
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BHYTPHUIJIA3HOTO JIABJICHUs MOKA3aHO Kak cpenHee 3HadeHne £ SEM pasHocTH oT 3HaueHus (0
94acoB) N0 BBEACHMsS BOCBMM 00€3bsHAM B K&KJOW TPYIINE OTHOCHUTENIBHO Ka)XOT0O MOMEHTa
BPEMEHU U3MEPEHUsI AJIsl KaXkaA0ro nHausuayyma. CpaBHeHHE KOHTPOJIbHON IPYIIBI C FPYIION
MIPUMEHEHUSI CEINEeTaNpoCTa, I'PyNNoOl NPUMEHEHUs HETapCyAusa WJIH IPYIION COBMECTHOIO
NPUMEHEHHUs] CeNeTanpoCcTa/HeTapCyausia, U CpaBHEHHUE TIPYIIbl COBMECTHOIO INPUMEHEHHS
CereTanpocTa/HeTapCyania ¢ TPYIIOH MPUMEHEHUS CEeNeTarnpocTa WM TPYIIOW MPHUMEHEHUsS
HeTapcyauiaa MPUBOAWIM, TOCIE MPOBEAeHHs TecTa baprnerra, B ciy4ae, KOrna AUCHIEPCHs
ObUla paBHOMEpHOH, mpuMeHsisi JlaHHeTTa, WM B Cilydyae HEOIHOPOIHOCTH, MPHUMEHSS TECT
Crtuna. YpoBeHb 3HAUUMOCTH OTHOCUTEJIBHO KOHTPOJIbHOW IPYyMIibl MOKa3aH kKak *: p <0,05 u
** p <0,01 B Tecre Ctuna, u *: #: p <0,05 u ###: p < 0,001 B tecre JlaHHera. YpOBEHb
3HAYUMOCTH OTHOCHUTEJIbHO TPYMIBI COBMECTHOIO TNPUMEHEHHUS CereTanpocTa/HeTapCyania
nokasaH kak T: p <0,05 B recte JlaHHeTTa.
[0118] [Tabnuua 2]

Bpemsi nocJje 5 4 p g 24

3aKANbIBAHUS

KOHTPOJIb 0,2 0,0 -0,1 -0,3 0,0

Ceneranpoct -0,2 -1,6 2,2 2,0 -1,1

Herapcynun -0,4 2,2 2,1 2,3 -0,6
COBMECTHOE

MpUMEHEHNE -0,3 -3,0 -3,2 -3,9 -1,1

cereTanpocTa/HeTapeyAnia

[0119] Kak sicHO BHIHO U3 PUCYHKA 2 1 TaOJHLbI 2, B TPYIINe, KOTOPO OJHOBPEMEHHO
BBOJWJIM CEMeTanpocT M HeTapCyAws, ObUIO MOKa3aHO Oonee IpeBOCXOAHOE JeiCTBUE,
CHIDKAIOIee BHYTPUIJIA3HOE MABJICHHE, W YCTOWYMBBIA 3(deKkT AelcTBUs, 4YeM B TpyIIe,
KOTOpOH BBOJAWJIM OJHO JICKAPCTBEHHOE CPENCTBO, TO €CTh B TPYIINE, KOTOPOW BBOAMIIH
CerneTanpocT, U B TPYIIE, KOTOPOW BBOIWIIA HETAPCY AN

[0120] 13 npuBeneHHOTO BhIlE, OOHAPYIKUIH, YTO CMEIIAB CEMETANpPOCT ¢ MHTHOUTOPOM
(narudutopamu) Rho-accoumupoBaHHBIX NMPOTEUHKHHA3, COAEPIKAIIUX CYMEePCIHPallb, MOXKHO
nony4uth Oonee 3¢¢eKkTUBHOE MAEWCTBHE, CHIKAIOIIee BHYTPHUIJIA3HOE JaBlIEHUE, W
yCcTOHUuBBIN 3P PeKT OT necTBHUS.

[MTPOMBILIIJIEHHA A ITPUMEHNUMOCTD

[0121] Korma ceneranpoct u wuHruOurop (wmHrHOuTOpnl) Rho-acconmmpoBaHHBIX
NPOTEUHKHHA3, COAEPIKALINX CYNepcrnupanb, KOMOMHUPYIOT M BBOIST B TJia3, YCHIIMBAETCS
IeicTBUe, CHIDKarollee BHyTpUryasHoe aasieHune. ClenoBaTeNbHO, HAcTosIee H300peTeHne
SBJIIETCSI TIPUTOIHBIM B KadeCcTBE MNPOQUIAKTHYECKOrO WJIM TEPAINeBTUYECKOr0 areHTa s

rIayKOMBI WA rJIa3HOM THIICPTCH3UU.
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®OPMYVYJIA H30BPETEHUA

1. IIpodunakTHUeCKU WM TEpaneBTHUYECKUI areHT NMPOTHUB IJIAYKOMBI HJIM TJIA3HOW
TMIEPTEH3UH, KOTOPBIA XapaKTepU3yeTcs TeM, YTO CEMeTanpocT U MHTUOUTOp (MHIMOHTOpHI)
Rho-acconnpoBaHHBIX IPOTEMHKUHA3, COAEPKALIUX CYNEPCIUpalb, BBOAAT B KOMOMHALIUY,

2. IlpodunakTHyecKuii MM TepaneBTHYECKUH areHT MO I. 1, KOTOpbIH MpEeACTaBISET
co0oli KOMOMHHPOBAHHOE JIEKAPCTBEHHOE CPENCTBO, COAEpIKalllee CEMeTarnpocT U MHTHOUTOP
(narnduTopsl) Rho-acconunpoBaHHbBIX POTEMHKUHA3, CONEPIKAIIUX CYNEPCIUPAITD.

3. TlpodunakTuveckuii WM TEparneBTUYECKHH areHT Mo 1. 1, rne cemerampocT u
uHruourop (MHrudéuToper) Rho-acCOMMPOBAHHBIX MPOTEUHKUHA3, COAEPKAIIUX CYTePCIIHPAb,
BBOJSIT Pa3iesIbHO HJIU OJHOBPEMEHHO.

4. TIpohunakTHUECKUI WM TEPAreBTUYECKUH areHT MPOTUB IJIAYKOMBI WM TJIA3HOW
TUNEePTEH3UH, COAEPIKAIUI CEeNeTanpocT, KOTOPhIM XapakTepu3yeTcs TeM, YTO €ro NPUMEHSIOT
OHOBPEMEHHO C UWHruburopoMm (mHruouropamu) Rho-acconmmMpOBaHHBIX MPOTEUHKUHA3,
COZIEPIKAIMX CYNEPCIHUPAb.

5. IlpodunakTHUECKUI MM TEPATIEBTHUECKUI areHT 110 1. 4, KOTOPBIHA BBOIAT Pa3ieIbHO
WIN OJHOBPEMEHHO C MHrHOMTOpOM (MHruomropamu) Rho-accormmpoBaHHBIX MPOTEUHKHHA3,
COZIEPIKAIIMX CYNEPCIUPAb.

6. IlpodunakTryuecKkuil WM TEParneBTUYECKUH areHT Mo JIIOOOMYy W3 MyHKTOB 1-5, rme
uHruourop (uHrnOuTOpH1) Rho-acconmmpoBaHHBIX MPOTEUHKHUHA3, COAEPIKALINX CYTIEPCIIHPAIb,
NpeACTaBisieT co0OW, MO MeHbINeH Mepe, OAWH THI, BbIOPAHHBIM W3 IPYMIbL, COCTOSINEH U3
punacyauiia, HeTapCyauiIa U uxX COJIN.

7. TlpodunakTHyuecKuil WM TepParneBTUYEeCKUN areHT Mo JII0OOMYy U3 MyHKTOB 1-6, rne
uHrHouTop (MHruOuTOpH!) Rho-acconmmupoBaHHbIX MPOTEMHKUHA3, COAEPIKALINX CYNepCIUpalb,
npencTaBisieT coO0H AUTHAPAT MOHOTUIPOXJIOPUAA PUNACY HIIA.

8. IIpodunakTH4eCKUi MM TeparneBTHYECKHH areHT IO JII0OOMy M3 MyHKTOB 1-0, rme
uHruouTop (MHruOéuTOopsl) Rho-acCOMMPOBAHHBIX MPOTEUHKUHA3, COAEPIKALINX CYTEePCIIHPAb,

NpeACTaBysieT COOON TUME3NIIAT WK TUTHAPOXJIOPH HETApCyAuIa.
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