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NHBELOUPYEMBIE IPETAPATBI 3AME/JVIEHHOI'O BBICBOBOKJAEHN A,
COAEPKAIIIAE U30KCA30JIHHOBOE JEHCTBYIOIIEE BEIIIECTBO,
ClHOCOBbbI U TIPUMEHEHHUE

IlepexpecTHasi cCHLIKA HA POACTBEHHbIE 3aSIBKH

Hacrosmas 3asBka uctpeOyeT MpUOPUTET, 3asIBICHHBIA B MPEIBAPUTENIbHON 3asiBKE HA
IMatent CIIA Ne 62/144,871, nopannoii 8 ampenst 2015 r, koTopasi BKJIIOYEHA B HACTOSIIUHN
TEKCT MOCPEACTBOM CCBUIKH.

O0JsacTb TEXHUKH, K KOTOPOH OTHOCHUTCS H300peTeHune

B Hactosimmem wu300peTeHHHM OMNHMCAHBI WHBELHPYEMblE TpenapaTrbl 3aMeJICHHOTO
BBICBOOOXK/IEHHS, COJepKallfe II0 MeHbIIeH Mepe OAHO H30KCA30JHHOBOE AEHCTBYIOIIEE
BEIIECTBO, (papMalleBTUYECKU NMPUEMIIEMBIH TMOJMMEP W PACTBOPUTEINDb, NMPUMEHEHHE NaHHBIX
NpenapaToB MPOTUB MAPa3UTOB (BKIIOUYAS KTOMAPA3UTOB (HAIpUMep, OJOXH MITH KIICIIH) U/ UITH
SH/IOMAPA3UTOB), U CHOCOOBI MPENOTBPAINEHUS WM JICUEHUs] Tapa3sUTapHbIX HHOEKIud u
3apPAKEHUN Y KUBOTHBIX.

IpeamecTByOmUi YPOBEHb TEXHUKH

JKvuBOTHBIE, TakuMe Kak MJEKOMUTAOIWE M NTHLBL, YacTO BOCHPHHUMYHUBBEI K
napasuTapHbM HHpecTauusaM/uHpeKIusM. Takue mnapasuTbl MOTYT OBITH 3KTONApa3sHTaMHU,
TAKUMH KakK OJIOXH, KIIeIH 1 MapasuTHYECKHe MyXH, 1 SHAONAPa3UTaMH, TAKUMH KaK HEMAaTO bl
u gpyrue uepBd. OIOMAalIHEHHBIE JKMBOTHBIE, TaKWe KaK KOIIKM W CO0aKH, dYacTo
UHQHUIHUPYIOTCS] OJHUM HIIM HECKOJIBKUMH U3 CIEAYIOIINX 3KTOMApa3UTOB:

- Onoxu (manipumep, Ctenocephalides spp., Takue kak Ctenocephalides felis u T.11.),

- mapasutudopmMHble Kiemu (Hanpumep, Rhipicephalus spp., Ixodes spp., Dermacentor

spp., Amblyoma spp. u T.1.);

akapugopmHeie kiemn (Hanpumep, Demodex spp., Sarcoptes spp., Ofodectes spp., u

T.IL);

- Biu (Hanpumep, Trichodectes spp., Cheyletiella spp., Linognathus spp. v T.1L.),

- MockuTsl (Aedes spp., Culex spp., Anopheles spp. u T.1.); u

- myxu (Hematobia spp., Musca spp., Stomoxcus spp., Dermatobia spp., Cochliomyia
Spp. U T.IL).

broxu siBistroTCst TPoOIEMOH, MOTOMY YTO OHH HE TOJIBKO OTPHLATENIBHO BO3ACHCTBYIOT
Ha 370POBbE KMBOTHOTO WJIM YeJIOBEKAa, HO TAK)X€ BBI3BIBAIOT OOJBIION MCHXOJOTHYECKHIM
crpecc. bosnee Toro, 6;10XM Takke MepeNarOT KUBOTHBIM U JIFOJISIM NATOT'€HHBIE areHThI, TAKUE

KaK JIEHTOUHbIN uepBb (Dipylidium caninum).
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CxomubiM 00pazoM uist PU3UYECKOro W/HMIH TICHXOJIOTHYECKOTO 3I0POBBSI JKHUBOTHOTO
WIA 4YeNOBEeKa Takke BpenHbl mnapasurudopmueie kiemu. OnpHako, Hauboyiee cepbe3Has
npobnema, CBsI3aHHAs ¢ MapasuTU(OPMHBIMU KJIEIAMHU, 3aKII0OUAETCS B TOM, YTO OHHU SIBJISTFOTCSI
NEPEHOCYMKAMH TATOT€HHBIX areHTOB, AEHCTBYIOIIMX KaK Ha JIFOAEH, TaK U Ha KUBOTHBIX.
OcHOBHBIE 0OJNIE3HH, KOTOPBIE MOTYT IEPeNaBaThCs KIEUIaMH, BKIIIOYaOT Ooppennos (0one3Hb
Jlaiima, BbI3BIBAEMast Borrelia burgdorferi), 6abe3no3 (MM NMUPOILIa3MO3, BbI3bIBaeMblil Babesica
Spp.) U PUKKETCHO3bI (Hampumep, msaTHUCTas juxopaaka Ckamucteix rop). Iapasurudopmasie
KJIEIH TaK)X€ BBIACISIFOT TOKCHHBI, KOTOPBIE BBI3BIBAIOT BOCIAJICHUE WJIM MApaNY y XO3SHHA.
HHoraa 3Tv TOKCHHBI MOTYT OBITh (PaTaibHBIMH IS XO3SIMHA.

AHaNOTUYHO,  CEJbCKOXO3SIMCTBEHHBIE  JKUBOTHBIE  TakXKe  BOCIPHUMYHMBBI K
napasutapHbiM HH(pecTanusiM. Hampumep, KpymHBIH pOTaThli CKOT MOXKET CTaThb JKEPTBOU
0oJBIIOro yHcNa TapasuToB. JIOMUHHPYIOIIMM IMapa3sUTOM KPYIHOIO pOraToro CKOTa B
HEKOTOPBIX PErHOHax SIBISIOTCS MNapasuTuoOpMHBIE Kiemu poxpa Rhipicephalus, ocobeHHO
OTHOCsIIMeCT K BHURy microplus (knem  Kkompyatelil), decoloratus w  annulatus.
[Tapasutudopmublie ke, Takue kKaxk Rhipicephalus microplus (panee oOo3Ha4aeMble Kak
Boophilus microplus), ¢ TpynoM HOANAIOTCS KOHTPOJIO, TaK KaK OHHM OTKJIAABIBAIOT siilia Ha
nacTOMIax Ui CEeIbCKOXO3SIICTBEHHBIX JKMBOTHBIX. JIaHHBIM BUI Mapa3suTU(OPMHBIX KIEIIeH
CUMTAETCSl KJIEIIOM C OJHUM XO3SIMHOM, M B HE3PENbIX M B3POCIHBIX CTAIMSIX HAXOAWTCS HA
OJTHOM JKUBOTHOM, JI0 T€X IMOP, NMOKa CaMKa He OTUIOJOTBOPSETCS U He MafaeT ¢ XO3UHA, YTOObI
OTJIOXKUTh siilla B OKpyxarowen cpeae. KU3HEHHBIH LUK TakUX KJEmEHd COCTaBISIET
NPUONU3UTENBHO TpU-yeThbipe Hepenw. [loMHMO KpymHOro poraroro ckota, Rhipicephalus
microplus moxetr wHPUIMPOBaTH OYHBOJIOB, JIOMIAAEH, OCJIOB, KO3, OBEI, OJICHEW, CBUHEH U
cobak. [TogoOHas Harpy3ka Ha JKUBOTHBIX MOKET CHU3UTh MPOU3BOAUTEIBHOCTh U HAHECTH BPEX
IIKypaM, a TaKK€ PaclpOoCTpaHseT Takue Oosie3HH, kak 0ade3no3 (“muporuia3sMo3 KPYIHOTro
poraroro ckoTta’) ¥ aHaIUIa3Mo3.

JKvBOTHBIE M JIOOM TakXKe CTPAAAOT OT HHAONAPA3UTHYECKUX WH(EKLHH, BKIFOYAs,
HAIpUMep, TeIbMHUHTO3, BBI3BAHHBIX MAPA3UTHUYECKUMH YEPBSIMH, KIACCU(PUIMPOBAHHBIMU KaK
1ecToAbl (JIEHTOUHbIE YePBH), HEMATObI (KPYIJIble YEPBH) U TPEeMaTOAbl (TUIOCKHE YEPBH WM
COCAJIBIIUKHN). ITH NApa3uThl HETATUBHO BJIMSIOT HA MUTAHUE JKUBOTHOIO U HAHOCST OOJIBIION
S5KOHOMMYECKHUI YPOH MPH BBIPAIIUBAHUN CBUHEH, OBEL, JIOUIaAeH U KPYITHOIO POraToro CKoTa,
a TaK)ke HETATMBHO BIUSIOT HA JOMAIIHHUX YKUBOTHBIX M JOMAIIHIOW NTULY. [lpyrue napasuTsl,
KOTOpBIE BCTPEYAIOTCS B JKENYIOYHO-KHIIEUHOM TPAKTE JKUBOTHBIX W JIFOAEH, BKIHOYAIOT
Ancylostoma, Necator, Ascaris, Strongyloides, Trichinella, Capillaria, Toxocara, Toxascaris,
Trichiris, Enterobius, n mapa3suToB, KOTOpble OOHAPYKUBAIOTCS B KPOBEHOCHBIX COCYAax HIIU

APYrUX TKaHSAX M OpraHax, BKIOYas (PUISPUHHBIX YepBEHl M JONOJHHUTEIbHBIE KHIICYHbIE



cranuu Strogyloides, Toxocara u Trichinella.

HenasHo OBLIO MOKA3aHO, YTO HM30KCA30J- M H30KCA30JIMH-CONEPIKAIINE COSAMHECHHUS
3¢(eKTUBHBI MPOTUB MAPA3UTOB, KOTOPBIE MOPAXKAIOT KUBOTHBIX. Hampumep, B matenre CIIIA
7,964,204 (Beiman DuPont, MOJTHOCTBIO BKJIFOYEH B HACTOSIIUN TEKCT MOCPEACTBOM CCBLIKH)
OTMHMCAaHbl HM30KCA30JIMHOBBIE COENWHEHHUs, WuMelnue npuseneHHyo Hiwke Popmyny (1),

KOTOPBIC TPOABIIAIOT AKTUBHOCTH B OTHOIICHUHN SKTOMAPA3SUTOB u/unu SHAOIIAPAa3uTOB.

0—N Af

)

Kpome Toro, B omnyOmukoBaHHBIX 3asBkax Ha mareHT US 2010/0254960 Al, WO
2007/070606 A2, WO 2007/123855 A2, WO 2010/003923 A1, US7951828 & US7662972, US
2010/0137372 A1, US 2010/0179194 A2, US 2011/0086886 A2, US 2011/0059988 Al, US
2010/0179195 Al u WO 2007/075459 A2, u B matentax CIIIA 7,951,828 u 7,662,972 onucansl
pa3NUYHBIE IPYrHe NMapa3sHuTULUAHbIE H30KCA30JMHOBBIE COeqUHEeHUs. J{pyrue onyOIMKOBaHHbIE
3as1BKM HAa MATE€HT, B KOTOPBIX OMUCAHBI PA3JIMYHbBIEC APYIHe Mapa3uTULUIHbIE H30KCA30JIUHOBbIE
COEMHEHUS U CoNepIKalue ux npemnaparsl, Bkmodaror WO 2007/079162 A1, WO 2008/154528
Al, WO 2009/002809 A2, WO 2011/149749 A1, WO 2014/439475 A1, US 8,466,115, WO
2012/120399, WO 2014/039484, WO 2014/189837 (Zoetis) m W0O2012 120135A1 (Novartis). B
WO 2012/089623 omnucaHbl HM30KCA30JMHOBBIE TMpenaparbl sl HAPYKHOTO MECTHOTO
npuMeHeHus, conepkamue raukodypon. B WO 2013/039948 Al omnmcaHbl BeTepUHApPHBIE
KOMIIO3ULMK [JIs1 HAPYKHOTO MPUMEHEHHs, COAepXKalue IO MEHbIIeH Mepe OJHO
M30KCa30JIMHOBOE JAeHCTBYyOIIEe BemecTBo, a B WO 2013/119442 Al omucasbl nepopasibHbIe
BETEPUHAPHBIE KOMIIO3UILIUY, TAKUE KAK MATKHUE *KEBATEJbHbIE KOMIO3ULNU, KOTOPBIE COAEPKAT
10 MEHBUIEH Mepe OHO U30KCA30JIMHOBOE AEUCTBYIOLIEE BEILECTBO.

ITomMuMoO NO3MPOBAHHBIX (POPM AJIST HAPYKHOTO U MEPOPATBHOTO MPUMEHEHUS, WHOTZA
BO3MOKHO BBECTH JEHCTBYIOIIME BEIIECTBA B COCTAB HHBELUPYEMBIX IPENapaToB
3aMEUIEHHOTO BBICBOOOKIEHHS, B 3aBHCUMOCTH OT, HampuMmep, (PU3NKO-XUMHUYECKHUX CBOWCTB
WHIUBHUIyaJIbHOTO JACHCTBYIOINErO BeIlecTBa. lakue CBOMCTBA BKJIKOYAKOT, HAIpUMED,
pacTBOPUMOCTb, OWONOCTYITHOCTb U T.A. B HEKOTOPBIX CIOy4asx BO3MOXHO BBECTH
NEHWCTBYIOIME BEINeCTBA B Ipernaparbl 3aMeUIEHHOTO BBICBOOOKICHHUS, COZIEpKallue
(dapMalieBTHUECKH TPUEMJIEMBIH  TOJHMEP, KOTOPBIH  KOHTPOJHPYET  BBICBOOOXKICHHE

HeﬁCTBYIOLHeFO BCIICCTBA U3 MPErapaTa B OpraHu3Me > KUBOTHOI'O B TCHCHUE MIPOAOJIKUTEIIBHOT'O
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nepuona BpemMeHH. CMBICH TpemnapaTtoB ‘‘3aMENJICHHOTO BbICBOOOXKIEHUsT B obiactu
BETEPUHAPHOW MENULMHBI SBJsieTcss mpeaMmeroMm crarbu “Terminology Challenges: Defining
Modified Release Dosage Forms in Veterinary Medicine” asropoB Marilyn N. Martinez,
Danielle Lindquist u Sanja Modric (Journal of Pharmaceutical Sciences, vol. 99, no. 8, August
2010). IlpemnoxeHHOE B CTaTbe ONPEACTICHUE JO3MPOBAHHONW (OPMBI “3aMEIJIEHHOTO
BBICBOOOXKIeHUsT Kak “Jlo3MpoBaHHON (POPMBI, KOTOpast M3rOTOBJIEHA TAKHM O0pPa3oM, 4TOOBI
BBICBOOOXKIaTh COAep Kalieecss B HeH NEeHCTBYIOINEe BEIIECTBO B TEUEHHE MPOIOJLKUTEIHHOTO
Nepruosia BPEMEHN» COTJIACyeTcsl ¢ MPUMEHEHHEM JaHHOTO TePMHHA B HACTOSINEH 3asBKe, TIe
KOMIIOHEHTHI TIpernapaTa AeJIaT XapaKTePUCTHKH BBICBOOOKACHHUS AEHCTBYIOLIETO BEIIECTBA, &
HE CBOWCTBA CaMOro JAEHCTBYIOINETO BELIECTBA, OTBETCTBEHHBIMH 3a JJIMTEIbHOE NCHCTBHUE
npenapara. Hanpumep, B marentax US 6,733,767 u US 8,362,086 omnucaHbl UHBELHUPYEMbIS
npenapaTel JIUTENBHOTO JEHCTBHS, COAepkaliie OMOAaKTHBHOE BEINEeCTBO, TaKOe Kak,
HarpuMep, aBEPMEKTUH MM MIUTOEMULINH, 1 OMOJIOTHYECKH MpHeMIIeMbli osuMep. B matenrte
U.S. 5,330,768 onucanbl pazjaraeMble MOJUMEpHbIE MaTepHalbl JJIsl JOCTABKHU JIEKAPCTBEHHBIX
COCOMHEHUH, TMOJNYYeHHbIE CMEIIMBAHUEM TMOJHMEPOB, pAa3JIararolINXcsi MPH  THIPOJIH3E
(Hanpumep, nonu(L-Mono4HasT KHUCIOTAa)), HEMOHHBIX MOBEPXHOCTHO-aKTHBHBIX BEIIECTB U
OJIOK-COTIOIMMEPOB MOJIMATHIIEHOKCHUA U TIOJIUIPOITHICHOKCHIA.

@DTOpUPOBAHHBIE COCTMHEHNS, TAKHE KaK HEKOTOPBIE U3 N30KCA30JIMHOBBIX COSTUHEHNH,
ONHMCAHHBIX B MpEraparax IO HACTOSLIEMY H300PETEHHIO, YacTO BBI3BIBAIOT JOMOHHUTENbHBIE
CJIO)KHOCTH TIO CpPaBHEHUIO C WX HE(PTOPHUPOBAHHBIMH AaHAJIOTAMHU IPH BBENEHHH TaKHX
COEIOMHEHUH B COCTAB MHBELUPYEMBIX MPENapaToB 3aMeJICHHOTO BBICBOOOKIECHUS, TOCKOIBKY
NPUCYTCTBHE (PTOPHPOBAHBIX TPYII JAenaer Oojiee CIOXKHBIM  JTOCTIDKEHHE LEJIeBBIX
XapPaKTEPUCTHK BBICBOOOKICHUSI COENNHEHHSI U3 TIOJMMEPHBIX MaTPUKCOB, (POPMUPYIIUX AETIO.
@DTOpUPOBAHHBIE OPTAHUYECKUE COEAMHEHHUS OUeHb ruapodoOHble. YaCTHUHO 3TO MPOUCXOIUT
BCJIEZICTBHE HHU3KUX 3HAYCHUH MOBEPXHOCTHOH SHEPrHH, KOTOpPbIE AENAIOT TaKhue COCTUHEHUS
MeHee cMauuBaeMbIMU. Cw., Hampumep, padoty N. L. Jarvis and W. A. Zisman, “Surface
Chemistry of @topchemicals”, U.S. Naval Research Laboratory, Washington, D.C. (1965). Dto
CBOWCTBO 3aTpyJIHSIET CMAuMBaHUE MMOJUMEPOB, TakUX Kak monu(L-MojouHast KHCIOTa), 4YTO
3aMeUIIeT Pa3JIOKEHWe NAHHOTO TOJHMepa U 3aMeyisieT BbICBOOOXKAeHHE (PTOpHPOBAHHOTO
COEIMHEHUS U3 JIETIO.

HecmoTpsi Ha W3BECTHbIE KOMIIO3ULIMH, COJEpP KAl M30KCA30JMHOBBIE NEHCTBYIOIINE
BEIIECTBA B OTACIBHOCTH WJIM B KOMOMHALMM C APYTUMH JACHCTBYIOIIUMH BEIIECTBAMHU,
OTHMCAHHbIE B TPUBEACHHBIX BBILNIE JOKYMEHTAX, CYLIECTBYET NMOTPEOHOCTh B BETEPUHAPHBIX
KOMIO3ULIUAX U crocodax ¢ yaydmeHHONH 3QQPeKTHBHOCTBIO, OMOMOCTYITHOCTBIO U CHEKTPOM

I[efICTBPIﬂ AJI 3alUThI JKUBOTHBIX OT SHAOIAPA3UTOB u/unu SKTOIIapa3uToOB. Bbonee KOHKPETHO,



CYIIECTBYET MOTPEOHOCTh B pa3pabOTKe MHBELHMPYEMOIO Ipernapara UIMTEIbHOTO ACHCTBUS,
COIEpIKAIIEro HM30KCA30JIMHOBOE COEAMHEHHE, KOTOpPOe HMMEET XOPOLIYI0 OWOAOCTYHMHOCTh U
obecrieunBaeT BBICOKUH ypOBeHb 3((EKTUBHOCTH MPOTUB SKTOMAPA3UTOB (HApuMep, OJIOXH U
KJeIH) B TEYCHHUE IUTEIbHOrO BpeMeHu (Hampumep, oT Tpex (3) mo nseHamuaru (12)
MECSIIIEB), B TO XK€ BPEMs XapaKTEPU3YeTCs MEHBIIUM pPa3IpaKEHHEM B MECT€ MHBEKIUH Y
YKUBOTHOTO.

BraoueHne nocpeacTBoM CCHUIKH

JIroOble BBILIEYTIOMSIHYTBIC 3asIBKH U BCE JTOKYMEHTBI, MPOLUTHPOBAHHBIC B HUX WJIH B
XO0Ie UX PAacCMOTPEeHHs («IOKYMEHTBI, TPOLUTUPOBAHHBIE B 3asBKE»), U BCE JTOKYMEHTBHI HIIU
CCBUIKH B JJOKYMEHTaX, MPOLUTHPOBAHHBIX B 3a5BKE, U BCE JOKYMEHTHI, MPOLIUTHPOBAHHBIC HIIH
YIOMUHAeMble B HACTOSIIEM JOKYMEHTE («IOKYMEHTBI, MPOLHUTHPOBAHHBIE B HACTOSIIEM
IOKYMEHTE»), W BCE JOKYMEHTHI, NPOLUTHPOBAHHbIE WJIM YIOMSHYTbIE B IOKYMEHTax,
NPOLMTUPOBAHHBIX B HACTOSIIEM JOKYMEHTE, BMECTE CO BCEMH MHCTPYKLMSIMH IPOU3BOAUTEIIS,
OTIMCAHMSIMH, TEXHHYECKIMH OTIMCAHMSIMH H3JEJUSI M TEXHOJOTHUYECKUMHU KapTaMH JJIS JIFOOBIX
NPOAYKTOB, YIIOMSIHYTBIX B HACTOSIIEM JOKYMEHTE, WJIH B JIIOOOM IOKYMEHTE, BKIFOUEHHOM
MOCPENCTBOM CCBUIKM B HACTOSIIUI JOKYMEHT, BKJIOYEHbl B HACTOSIIUNA JOKYMEHT
MIOCPENCTBOM CCBUIKM M MOTYT OBITh HCIOJIb30BAHBl IPH MPAKTUYECKOM OCYLIECTBIICHUH
n300peTeHusl.

HutupoBaHue WM YIOMHHAHWE KaKOro-TuOO MOKYMEHTa B HACTOSIIEH 3asBKE He
SIBJIIETCSI TIPU3HAHHUEM TOTO, YTO TAKOW JOKYMEHT PaccMaTpPHUBAETCS KaK MPENIIeCTBYIOLIHIA
YPOBEHb TEXHUKH IJIs1 HACTOSIIETO H300pETEHMS.

CymHocTh H3o0pereHust

B HacrosiimemM wu300peTeHMH ONHMCAHbI HOBbIE M HMHHOBAIMOHHBIE WHBELHPYEMbIE
npernapaThl 3aMEAJICHHOTO BBICBOOOKACHHS IS JISUEHUS FUTH MPENOTBPAILICHUS Tapa3uTapHbIX
WHPEKIUH WM 3apaKeHUuH y SKHUBOTHOTO, COIEp:KAIlhe MPOTHUBOMAPA3UTAPHO 3(P(PEKTUBHOE
KOJINYECTBO 10 MEHBbIIEH Mepe OJHOTO H30KCA30JHHOBOTO JEHCTBYIOLIETO BEINECTBA,
(apMareBTHUECKH TPUEMIIEMBIH MOJUMEDP H, HEOOs3aTeNIbHO, pacTBOPUTENb. B 01HOM BapuaHTe
OCYILIECTBIIEHHs], UHBEIUPYEMbIE TPENapaTsl 3aMeIJICHHOTO BBICBOOOKACHUSI MO HACTOSIIEMY
N300pETEHUI0 CONEPIKAT MPOTUBONAPA3UTAPHO 3(P(PEKTUBHOE KOJUYECTBO IO MEHBbIIEH Mepe
OTHOTO M30KCA30JIMHOBOTO JCHCTBYIOLIErO BEINECTBA, (papMaleBTUUECKH MPHEMIIEMBbIH
OuopasnaraeMblil NOJUMEp, U pacTBOpUTEND. [IpH HCMOIB30BAaHUN B HACTOSIIEM TEKCTE, TEPMHUH
“mosokcaMep”  O3HadaeT OJIOK-COMOJIMMEpP 3TUJICHOKCHAA U mpommieHokcupa. Ilpwu
UCTIOJIb30BAHUU B HACTOSIIEM TEKCTE, IOJOKCAMEpPHI, KOTOPbIE HE COTOJMMEPH30BAHBI C
ApyrumMu  (papMaLeBTHUECKH MPUEMJIEMbIMU TOJIMMEPAMH, CUHUTAIOTCS PACTBOPHUTEISIMU HIIH

NMOBEPXHOCTHO-aKTUBHBIMU BCIICCTBAMU, a HE (I)apMaL[eBTI/ILIeCKI/I MNPUEMIICMBIM TIOJIUMEDP.OM



Paznmuynble  Mapku, UCTOYHMKM W HA3BaHUS  OJIOK-COMOJMMEPOB  STWJICHOKCHIA W
NPONMJIEHOKCHAA MOTYT TMPHMEHSTBCS B UHBELUPYEMBIX Ipenaparax 3aMemJIeHHOTO
BBICBOOOXKIEHHs TI0 HacTosieMy H300pereHmto. Takke, B KOHTEKCTE HACTOSINEH 3asBKH Ha
naTteHT, okuakue nonudTwiaeHrnukonn (II0D0), He comonuMepu3oBaHHBIE C  OPYTHMH
(apMaLeBTHUECKH NPUEMIIEMbIMU TOJUMEPAMH, CYHTAIOTCSI PACTBOPUTENEM M HE CUHUTAFOTCS
(apMareBTHUECKH TPUEMIIEMBIM TIOJTHMEPOM.

CornacHo HacrosimieMy H300peTeHHI0, OBUIO OOHAPY)KEHO, UYTO HWHBELUPYEMBbIC
npenapaTel  3aMEIJIEHHOTO BBICBOOOXKIEHHSI 110 HACTOSAILIEMY HM300pETEHHI0O B ILIEJIOM
MOKA3bIBAIOT JKENaeMyl0 OHMOJOCTYMHOCTP U JJIMTEIBHOCTH AelcTBus. Kpome Toro,
UHBELHPYEMble TpenapaThbl 3aMeUIEHHOTO BBICBOOOXKIEHUS MO HACTOSIIEMY H300pETEHHIO He
BBI3BIBAIOT HEXKEJATEIBHOTO PA3IPaXEHHs B MECTe HHBEKLUUH Y >KUBOTHOTO. OIHUCAaHHBbIE
KOMIO3ULIUM UMEIOT TaKXKe JKelaeMblid Mpoduib O€30MacHOCTH B OTHOIIEHUH TETUIOKPOBHBIX
KUBOTHBIX U nTHLO. Kpome TOro, Obwio OOHApy’ke€HO, YTO OJHOKPATHOE BBENEHUE TAKUX
IpenapaToB B LEJIOM O0eCredrnBaeT AOCTATOYHYI) AKTHBHOCTh B OTHOLIEHHHM OIHOTO WJIH
Oonblie Mapa3uToB (HApUMEp, SKTOMAPA3UTOB), B TO K€ BpeMsi o0ecreunBasi ObICTpOe HAYaJio
OEWCTBUS, JUIMTENBbHOCTh  NeHCTBHS WM JKenaeMbld  npodunb  Ge30macHOCTH U
BBICBOOOKIEHUSI.

Hacrosmee u3oOpereHne OXBaThIBA€T NMPHMEHEHHE MM BETEPUHAPHOE MPUMEHEHHE
M30KCA30JIMHOBBIX KOMITO3ULMHA JJIsi JIYEHUS WM MPENOTBPALIEHHs, WIH TNPOQUIAKTHKH
NapasuTapHbIXx HHPEKIMHA W 3apakeHUH y JKMBOTHBIX (AMKHX MJIM JOMAIIHUX), BKJFOYAs
CEJIbCKOXO3STHCTBEHHBIX U KOMHATHBIX JKMBOTHBIX, TAKUX KaK KOLIKH, COOAKH, JIOIIAAH, KYpH,
OBIIBI, KO3bI, CBUHbU, UHACHKU M KPYIHBIH POraThlii CKOT, UMes LIeJIbI0 U30aBJICHNE YKa3aHHBIX
YKUBOTHBIX-X035I€B OT MAPA3HTOB, IIMPOKO BCTPEUAIOLINXCS Y TAKUX JKUBOTHBIX.

B Hacrosimem n300peTeHUHN OMHMCAHBI TaK)Ke CIIOCOOBI JICUEHHS WIIM TPEAOTBPALIECHHUS
NapasuTapHbIX UHPEKINH 1 3apakKeHUH y SKUBOTHBIX, BKJIIOYANOIHE BBeAeHUE 3(P(HEKTUBHOTO
KOJINYECTBA HMHBELHPYEMBIX IMPENapaToB 3aMEIJICHHOTO BBICBOOOXKIEHUS, COIEpPIKAIINX
NPOTHBOMAPA3UTAPHO PPEKTUBHOE KOJUYECTBO MO MEHBIIEH Mepe OJHOTO M30KCA30JMHOBOTO
COCIOMHEHUSI BMECTe C (papMaleBTUYECKH MPUEMJIEMBbIM TIOJIMMEPOM U  PACTBOPHUTEIIEM.
Heoxxuganno  Obwio  OOHapy:k€HO, YTO  WHHOBALMOHHBIE  H30KCA30JUH-COIEpIKAIIUe
UHBELUPYEMbIe TpernapaTrbl 3aMeIJICHHOTO BbICBOOOKIEHUS, OIMUCAHHBIE B HACTOSLIEM
n300peTeHNH, NEMOHCTPUPYIOT Oojiee LIUPOKU crnekTp 35(P(EeKTHBHOCTH B OTHOLIEHHUH
HAHOCSIIUX yIiepOd Mmapa3suToB (HANMpPHUMEpP, 3KTOMAPA3UTOB, TAKUX KaK OJIOXH W KIIEIIH),
neicTBys ObicTpee W B TedeHHEe OoJiee IOJIroro BpPEMEHH 10 CPaBHEHUIO C APYTHMH
UHBELUPYEMbIMH TIpenapaTaMH, COACPKAIIUMH H30KCA30JIMHOBBIE IECHCTBYIOIINE BEINECTBA,

U3BECTHBIMHU B JIaHHOW 00JAaCTH, B TO K€ BPeMsI JEMOHCTPUPYS MPHEMJIEMbIE XapaKTEPUCTHKU



pa3apaskeHus! B MECTe HHBEKIIHH.
B HacrosimeMm wn300peTeHHH ONMUCAHO TaKXKe MPHUMEHEHHE M30KCA30JIMHA B
NPUTOTOBIIEHNH UHBELUPYEMBIX MPENapaToB 3aMeIJICHHOTO BBICBOOOKACHUS IS JISUCHUS HIIH
NpEeOTBPALLEHHUS Mapa3suTapHbIX HHPEKLHH Y JKMBOTHBIX
B onmHOM BapuaHTe OCYIIECTBICHMs, B HACTOSIIEM H300PETEHHWH  OIHCAHbBI
UHBELHPYEMbIE MTPENapaThl 3aMEUIEHHOTO BBICBOOOKACHUS, COAEPIKAINE IPOTHBONAPA3UTAPHO
3¢ PEeKTUBHBIE KOJUYECTBA MO MEHBIIEH Mepe OJHOrO M30KCA30JIMHA, UMEIOLIETrO MPUBEICHHYIO
Hiwke ¢opmyny (I), B komOmHanuy, ¥ (papMaleBTUYECKH WU BETEPUHAPHO MPHEMJIIEMBbIH
noauMep U pacTBopuTenb, rae nepemenneie B!, B? B’ R!, Y u Q umeroT yka3aHHblE B
HACTOSIIIEM TEKCTe 3HA4YEeHUs, M 3Be3Jouka O0003HAdaeT, 4YTO aTOM VIrJepona SBJISETCS

HUCTBCPTUIHDBIM.

/?1 \ x \
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B npyrux BapuaHTax OCYIIECTBJICHHUS, WHBELUPYEMbIe TpEnaparbl 3aMelJICHHOTO
BBICBOOOKIIEHUSI TI0 HACTOSIIEMy H300peTeHHI0 coaepxkar 3(P(EeKTUBHbIE KOJIMYECTBA IO
MeHbIIEH Mepe OTHOTO N30KCA30JIMHOBOTO IEHCTBYIOIIErO BEIIECTBA, UMEIOIIero (hopMyy:
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(VII)
rae nepemenneie Al A2 A3 A* A% AS B!, B2, B>, R!, R R*> R* R, W, n, X!, X2, X,

Ry, X, A1, Ay, G, Y, T, R u R n1s kaxoii hopMyIIbl IMEIOT YKa3aHHbIE B HACTOSIIEM TEKCTE
3HAYEHUSI.

B HekoTOpbIX BapWaHTax OCYLISCTBJICHHS, WHBEHHPYEMbIE MPenapaThl 3aMeJICHHOTO
BBICBOOOKIIEHUSI U OMHCAHHBbIE CIOCOOBI BKJIIOYAOT 4-[5-[3-xmop-5-(tpudropmervn)denun]-

4,5-nmurunpo-5-(tpudropmernn)-3-uszokcazonmn|-N-[ 2-okco-2-[(2,2,2-
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TpudTOpITII)aMuHO |3TI |- 1-Had Tanmuakapbokcamuy (coenunenue, nmeromee Gopmyny llc) B
KauecTBe JAeHCTByrollero semectBa. JlanHbie coeauHeHusi ommcanbl B Ilatentax CIIA Ne
7,964,204 B2 u 8,410,153 B2, xotopble 00a BKJIIOYEHBbI B HACTOSIIIMI TEKCT B MOJIHOM OObeMe
MOCPENCTBOM CCBUIKH.

B npyrux BapuaHTaX OCYIIECTBJICHUS, HWHBEHHPYEMble MpenapaTbl IIATEIHHOTO
NEUCTBUST MOTYT JOMOJHHUTENBHO COAEepKaTh OOHO WJIM  OOJIbIE  JOTIOMHHUTEIBbHBIX
JEWCTBYIOIUX BEIIECTB, OONAAAIINX CHCTEMHOW AKTUBHOCTBIO. JleficTByromue BemecTsa
CUCTEMHOTO JEeHCTBUS MOTYT BKJIKOYaTh (HO HE OrPaHHYUBAKOTCS TOJBKO  HMH)
M30KCA30JIMHOBBIE NIEWCTBYIOIIUE BEIIECTBA PA3JUYHOTO CTPOCHUS, HEOHUKOTHHOWUIHOE
NEHUCTBYIOLIeE BELIECTBO CHCTEMHOrO AEHCTBUsA, 1-N-apuianupasosibHOE ACHCTBYIOILIEE
BEIIECTBO CHUCTEMHOIO IEHCTBUS, MAaKPOLMUKIUYECKHE JIAKTOHBI, TaKWe KaK aBepPMEKTHH U
MUJIOEMULIMH, LUKJIMYECKUH AeNCHUNenTun, Takod kak smoaencun uid PF1022A wunu ux
aHayiorw, OEH3MMMIA30JIbl, HWMHIA30THA30Jbl, TETPArHIPONUPUMHUINHOBOE JEHCTBYIOIIEE
BelIeCTBO, opraHodochaTHOe HEHCTBYIOIIEEe BEINECTBO, JIEBAMH30J, MaparepKBUaAMUA H/WIH
Mapk(OPTHUH, MPA3UKBAHTEN, KJIO3aHTEN, XJIOPCYJIOH, MHUPAHTEN, CMUHO3WH WIH CIIHHO3UHON,
AMUH-ALIETOHUTPWIBHOE JEUCTBYIOIIEE BEILIECTBO, AapHJIOA30JI-2-MJI I[UAHOSTHII, PETYJISITOP
pOCTa HACEKOMBIX CHCTEMHOTO JEWCTBUS. B OHOM BapHWaHTEe OCYIIECTBJICHUS, HHBEIUPYEMbIC
mpemaparbl  3aMENJICHHOTO  BBICBOOOMKIECHMSI  CONEp’KaT IO  MEHbIIeH Mepe  OIUH
MaKPOIMKINYECKUN JIAKTOH, BKJIFOYasi (HO HE OrPaHUYUBASICh TOJIBKO UMH) aBEPMEKTHHBI WJIH
MUJIOEMULIMHBI. B HEKOTOPBIX BapuUaHTaX OCYIIECTBJICHUS, ABEPMEKTUHBI WM MUJIOEMULIMHBI
MPEICTABISIFOT COOOM SMPUHOMEKTHH, WMBEPMEKTHH, a0aMEKTHH, CEJIAMEKTHH, JOPAMEKTHH,
MUJIOEMEKTUH, MIIOeMUIIMH D, MUIOEMULINH OKCHM HJTH MOKCUIEKTHH.

B npyrux BapuaHTaxX OCYIIECTBJICHUS, OMUCAHHBIE KOMIIO3UIMH U CIIOCOOBI BKITFOYAIOT
MO MEHbINEH Mepe OJHO U3 CIEAYIOIUX BEIIeCTB. THAOEHMa30J, OKCHOEHIa30J, MebeHIa30I,
bendennazon, okcdennazon, andeHnazon, TpuknabeHmason, (ebaHTen, JeBAMU30J, MHPAHTEI,
MOpAaHTeJN, MPAa3UKBAHTEN, KJO3AHTEN, XJIOPCYJIOH, AaMUHOALETOHTPUIIbHOE IeHCTBYIOLIEE
BEILECTBO, UJIH apUJI0a30JI-2-1JI HUAHOSTHUIIAMUH.

B npyrom BapuaHTe OCYIIECTBJICHHS, OMICAHHbIE KOMIIO3UIIUHA U CIIOCOOBI BKJIFOYAIOT TIO
MEHBIIEH Mepe UUKINYeCKOe NEeNCHUNEeNTHIHOE IeHCTBYIOIee BeIeCTBO, BKIOYas (HO He
OTPaHUYMBAsICh TOJBKO UMH) sMoaericua u PF1022A, wnu ero aHanoru.

Ienpro HacTOsAmEro M300peTEeHUsl SIBJSIETCS] HE BKJIIOYATh B HACTOsIee M300peTeHHe
HUKAaKOW paHee M3BECTHBIA MPOAYKT, CIOCOO MOJYYEHHs WM CIOCOO MPUMEHEHUs MPOAYKTa,
TaK 4YTO 3asBUTENH COXPAHSIOT MpaBa M OTKA3bIBAIOTCS OT TNpaB Ha KakoH-mubo paHee
U3BECTHBI MPOAYKT, cmocod wmiu Meton. Takke cjenyer OTMETHTb, YTO HACTOSIIEe

n300peTeHne He BKIIIOYAET B CBOM 00BEM HHUKAKOHW MPOAYKT, CIIOCOO MONTyYeHHs MPOAYKTA WU
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croco0 TPUMEHEHHs] TNPOAYKTa, KOTOPBIH HE COOTBETCTBYET NHCbMEHHOMY ONHMCAHUIO H
tpedoBarmsiMm USPTO (35 U.S.C. §112, nepseriit adb3am) wmm EPO (Crates 83 B EPC), Tak urto
3asIBUTENIN COXPAHSIOT TpaBa M OTKA3bIBAIOTCA OT MpaB Ha KaKOW-TMOO paHee W3BECTHBIN
NPOAYKT, CrIOCcO0 MOJy4EHUs MPOAYKTA WIIH CIIOCO0 MPUMEHEHHS TPOIYKTA.

OTH W Apyrue BapUaHTHI OCYLIECTBJIEHHs OMUCAHBI B CIEAYIOLIEM Jajee MOAPOOHOM
OTIMCAHWUH WJIH SIBJSIFOTCS OUEBUAHO CIEIYIOUUMH U3 HETO.

IoapoGHoe onucanue uzodpereHus

B HacrosiimemM wu300peTeHMH ONHMCAHbI HOBbIE M HMHHOBAIMOHHBIE WHBELHPYEMbIE
npernapaTel 3aMeUIEHHOTO BBICBOOOKIACHUS UIS JISYCHUS WM NPO(PHUIAKTHKH TMapa3UTapHBIX
WHPEKIUH WM 3apaKeHUuH y SKHUBOTHOTO, COIEp:KAIlhe MPOTHUBOMAPA3UTAPHO 3(P(PEKTUBHOE
KOJINYECTBO TIO MEHBIIEH Mepe OJHOTO H30KCAa30JIMHOBOTO COEAMHEHUs, (papMauneBTUYEeCKU
MPUEMIIEMbIH MOJMMEP U HEOOs3aTeNIbHO PACTBOPUTEIb HITH CMECh PACTBOPHUTEIICH.

B HacTosmem n300peTeHnn OMmMCcanbl TAK)Ke CIIOCOOBI U MPUMEHEHHE JUIsl JICUSHHST U/ WIH
npoMIAKTUKY Mapa3UTaPHBIX WHPEKINH U 3apaKeHUH Y KUBOTHBIX, BKJIIOYAIOIINE BBEIECHHUE
JKUBOTHOMY, HYXKAAIOIIEMyCsl B OTOM, I[perapara ¢ 3aMeUIEHHbIM BBICBOOOXKICHUEM,
COIepIKAIero MPOTUBOMAPAa3UTAPHO 3((eKkTHBHOE KOIMYECTBO MO MEHbLIEH Mepe OJHOTO
H30KCa30JIMHOBOTO COEAMHEHUs], (papMaleBTHUECKH NMPUEMIIEMbIH MOJUMEP U HEOOS3aTEeNbHO
PacTBOPUTEINb UIIH CMECh PACTBOPUTENEH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
NapasuTapHbIX WHPEKIWA ¢ 3apaXKeHWH Yy >KUBOTHBIX, COIEpKallue MPOTHBOIAPA3UTAPHO
3¢ PEeKTUBHOE KOJIMYECTBO MPOTHBOMAPA3UTAPHO 3PPEKTUBHOE KOJIUYECTBO IO MEHBLIEH Mepe
OJTHOTO M30KCA30JIMHOBOTO COeNUHEHHS B 3()(HEKTUBHOE KOJMYECTBO IO MEHBIIEH Mepe OJHOTO
JOTIOJIHUTENIPHOTO  IEHCTBYIOIIETO BELIECTBA CHUCTEMHOTO JIeHCTBUS, (hapMaleBTHUECKH
MPUEMIIEMBIH MOJMMEP B HEOOSM3aTEIbHO PACTBOPUTEIb WIIM CMECh PACTBOPHUTEIEH.

B npeamoutuTenbHOM ~— BapuaHTE ~ OCYIIECTBJIGHHS  HACTOSIIEr0  M300peTeHHs,
(dapManieBTUUECKH  MPUEMJIEMBIH  TOJUMEp  MpeacTaBisieT  coboil  (apmaneBTHYECKU
NpUEeMIIEMbIH OHOpa3araeMbli OJIUMED.

B onmHOM BapuaHTe OCYIIECTBICHMs, B HACTOSIIEM H300PETEHHWH  OIHCAHbBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX HHOEKUNH 1 3apakeHUH y *KUBOTHBIX, COJIEPIKALIINE:

a) MPOTUBOIIAPA3HTAPHO 3PPEKTUBHOE KOJIUIECTBO IO MEHBIIEH Mepe OHOTO
H30KCa30JIMHOBOTO JIEMCTBYIOLIETO BEIIECTBA, KOTOPOE MPENCTABIISET COOOH!

1) I30KCA30JIMHOBOE coennHeHne, nmeromiee Gopmyny (I):
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@

rie:

B!, B? u B? kaxnpiil He3aBucumo npencrasisioT coboit C-R umu N;

kaxabid R He3aBucuMo mpencrasisier coboii H, ramoreH, uuano-rpymmy, -NO», ankmi,
raJIOreHaJIKUJL, ANIKOKCHU-TPYIIY, rajoreHaIKOKCH-TPYIIIY, ANKUITHO-TPYIIIY,
raJIOTeHAJIKWITHO-TPYIIY, aNKWICYIbQUHII, TaJOr€HANKWICYIbMUHUI, aJKHJICYIb(OHMI,
rajJOreHaTKUICYIb(OHUI, AJTKHUIAMHHO-TPYIIIY, THANTKUIAMHHO-TPYIINY WA aJTKOKCUKapOOHHIT,

R! npencrasnser coboii C1-Csankun unu Ci-CsranoreHanku,

Y mpencrasisier co0oil HEOOsI3aTENbHO 3aMeleHHbIN (heHUIeH, Ha(TUIeH, HHIAHWICH,
5- unu 6-uneHHBIH rerepoapriieH WK 8-10-4eHHbIH KOHASHCHPOBAHHBIN TeTepOOHIINKIIHIICH,
r7e OMI[HOHANbHBIE 3aMECTUTENM BBIOPAHBI M3 TPYIIbI, COCTOSINEH W3 raloreHa, ajikua,
raJIOTeHAJIKWIA, IUKJIOAJKWIA, TaJOTeHIUKIOATKIIA, aAJIKOKCU-TPYIIbL, TaJOT€HAIKOKCH-
TPYIIIIBL, ANKUJITHO-TPYIIIIbI, rajoreHaJKHUITHO-TPYIIIIBL, aNKuICynbHUHUIA,
raJIoreHAJKWICYIb(PUHIIA,  aNKWICYIb(OHWIA, TaJOT€HANKIICYIb(OHWIA,  AJTKHUJIAMUHO-
rpynmbl, auaikunaMuHo-rpynnsl, -CN nin -NOz u NH-C(=S)-;

Q mnpencrasaser coboit X-NR’R®, rpymny (-CH,-)(-CH,-)N-R®}, OH, NH,, amkokcu-
[PYIIy,  TaJOTe€HANKOKCHU-TPYIIYy,  aJKHJIAaMHUHO-TPYINy,  ajloreHaJKUIaMUHO-TPYIIY,
MVATKUIAMHAHO-TPYIIIY, rajoreHAnaIKuIaMHUHO-TPYIIITY, THOJ, ANKUITHO-TPYIIITY,
raJIOTeHAJIKWITHO-TPYIIY, aNKWICYIbQUHII, TaJOr€HANKWICYIbMUHUI, aJKHJICYIb(OHMI,
raJIOTeHAJKWICYTb(OHUT WM HeoOs3aTeNbHO  3aMelleHHOe  S5- Wik O-4JIeHHOe
KapOOLMKIHMIBHOE, T€TEPOLUKIIIIIBHOE HITH TeTePOAPHITBHOE KOJIBIIO;

X npeacrasisier coboii (CHz)n, CH(CH3), CH(CN), C(=0) nnu C(=S);

R? npencrapnser coboit H, ankun, ankeHuN, alKUHUN, MUKIOANKUN, aTKAILHKIOATKIAIL,
UKJIOAJTKAJIATKIIL, ATKHJIKAPOOHMT FUTH aTIKOKCHKApOOHWT,

R® mpencrasnser coboit H, OR’7, NR®R® unu Q!; umu amkun, rajoreHajkum, aakeHU,
raJIoreHaJIKEHW, ANKIHHJ, raJIOTeHAJKUHI, LIUKJIOAJTKHJL, ANKVTLIUKJIOATK I,
LIUKJIOATKHJIATIKHIL, ANKUJIKapOOHMI, AIIKOKCUKapOOHMI, AMUHOKAapOOHMIT,
ANKUJIAMUHOKAPOOHU WM TUHANKUJIAMHUHOKAPOOHUJ, KaXKAbIH M3 KOTOPBIX HeoOsi3aTenbHO
3aMelleH OJHUM UM GOJIbIIe 3aMECTHTEIAMH, He3aBICHMO BhIOpaHHbIMH 13 RY; nmu

R? u R’ oObemuHeHbl BMECTE C aTOMOM a30Ta, K KOTOPOMY OHM MPHCOEAMHEHEI, C

oOpa3oBaHHWeM IMKJA, coaepkamero 2 - 6 aTOMOB yriepoja M HeoOs3aTeNbHO OAWMH
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JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMelneH | - 4 3aMeCcTUTEeNSIMY, BRIOPAHHBIMU U3 TPYIIIBI, COCTOSIIEH U3 alTKUJIA,
ranorena, -CN, -NO; 1 ankOKCH-TPYIIIIHI;

kaxaeii R* HezaBHCHMO TIpefcTaBiseT coOOil ranoreH; ajakui, LUKIOAIKMN, alTKOKCH-
rpymmy, AJKUITHO-TPYIIITY, raJOreHaJKUJITHO-TPYIIITY, ANKWIICY Tb(UHMI,
raJIOTeHAJKWICYIb(GUHII, aNKUICYIb(MOHII, TaJOreHANKHICYIb(GOHII, aNKIIAMUHO-TPYIIIY,
rajioreHaJKUIaMUHO-TPYIIITY, IUATKAJIAMUHO-TPYIIITY, IUTAJOTE€HAJTKUIIAMUHO-TPYIIITY,
LUKJIOANKIJIAMHHO-TPYIITY,  QJKHJIKapOOHMJ,  AJKOKCUKApOOHWJ,  AJKHJIAMHHOKapOOHWI,
IUATTKAITAMAHOKApOOHWI, rajloreHaJIKHIKapOOHMI, rajIOreHaJIKOKCHKapOOHMII,
raJIoreHaJTKUIAMIHOKaPOOHWII, TUTAIOTeHAIKUIAMUHOKAPOOHW, THAPOKCU-rpynny, -NH,, -CN
unu -NO,; umu Q?;

Kaxaelii  R®  He3aBHUCHMO  MpeicTaBusieT coOOW  rajoreH,  aJKOKCH-TPYIIy,
raJIOreHAJIKOKCU-TPYIIY, AJKWJITHO-TPYIIY, TaJIOTeHATKUITHO-TPYIY,  AJKUICYIb(QUHIIL,
raJIOTeHAJKWICYIb(GUHII, aNKUICYIb(MOHII, TaJOreHANKHICYIb(GOHII, aNKIIAMUHO-TPYIIIY,
TUAKUJIAMUHO-TpyIy, ankokcukapOoHmwt, -CN wiu -NO»;

kaxaeii R® HesaBucumo mpencTaBnser cobOoil rajoreH, ajKWI, TaJOTeHAJKHIL,
LOUKJIOAJKWJI, TaJOTeHUUKIOATIKUJ, aJIKOKCU-TPYIIY, TaJOT€HAIKOKCU-TPYIITY, aJKHUJITHO-
rpymmy, raJIOr€HAJKUITHO-TPYIIIY, ANKWJICYIb()UHMI, raJIOreHAJKUIICYTb(QHHII,
ANKWICYIbQOHWI, TaIOTEHAJIKWICYIb(QOHW, ANKIIAMUHO-TPYINY, IHAJTKAJIAMHUHO-TPYIITY,
CN, -NO», (heHUN WU TUPUTUHILT,

R’ npencrasnser coboit H;, wumu ankun, anKeHWN, ANKMHWN, IUKIOAJIKHUIL,
ANKWILUKIIOANKIIT WA [UKJIOATKUJIANKII, KaXObIH W3 KOTOPBIX HEOOs3aTeIhbHO 3aMelleH
OIHUM HJIH OOJIbIIIE ATOMAMU TaJION€Ha;

R® npencrasnser coboit H, ankuj, ajikeHuN, aikuHWI, UUKIOATKAN, ANKUIIMKIOAIKII,
LUKJIOAJKIJIAKHJL, AJKHJIKapOOHMI HITH aJIKOKCUKapOOHMIT,

R’ mpencranser coboit H; Q°; wumu ankum, aikeHWI, ANKUHUJ, IUKIOATIKHUIL
ANKWILUKIIOANKIIT WA [UKJIOATKUJIANKII, KaXObIH W3 KOTOPBIX HEOOs3aTeIhbHO 3aMelleH
OJIHUM HJIH OOJNblIIE 3AMECTUTENIAMH, HE3aBUCHMO BeIOpaHHBIMU 13 RY; umn

R® u R’ oObemuHeHLl BMECTe C aTOMOM a30Ta, K KOTOPOMY OHM MPHCOEIHHEHBI, C
oOpa3oBaHHWeM IMKJA, coaepkamero 2 - 6 aTOMOB yriepoja M HeoOs3aTeNbHO OAWMH
JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMelneH | - 4 3aMeCcTUTEeNSIMY, BRIOPAHHBIMU U3 TPYIIIBI, COCTOSIIEH U3 alTKUJIA,
ranorena, -CN, -NO; 1 ankOKCH-TPYIIIIHI;

Q! npencrapnser coGoil (GeHUNIBbHOE KOJbLO, 5- MM 6-4leHHOE reTepOLHUKIHYECKOe

KobLo, wWin 8-, 9- wnim  10-uieHHyI0 KOHIECHCHPOBAHHYK OWIUKIMYECKYIO CHCTEMY,
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HeoOs13aTeNnbHO coaepkamyto 1 - 3 rerepoaToMoB, BeIOpanHbIX U3 10 1 atoma O, no 1 atoma S u
10 3 aromoB N, KaXJ0€ KOJbLO MM LIUKINYECKas CUCTeMa HeoOs3aTeNIbHO 3aMeIleHbl OTHUM
1Id OONbIIE 3aMECTUTENISIMM, HE3ABUCHMO BbIOPaHHBIMH 13 R;

Q’ He3aBMCHMO TNpeACTaBsieT coOOH (EeHUIbHOE KONbLUO MM S5- MIH 6-uleHHOEe
reTEPOLIMKINIECKOE KOJIBLO, KaKIO€ KOJBLO HeOoOs3aTeIhbHO 3aMEIleHO OAHMM WM OoJiblle
3aMeCTHTEISIMHU, HE3aBUCHMO BbIOpaHHbIMU U3 RE;

Q’ npencrapnser co6oil GeHUNbHOE KOJbIO WU S- UM 6-UI€HHOE reTepOLUKIHIECKOe
KOJIBLIO, KaXIO€ KOJBLO HEOOsS3aTeNIbHO 3aMELIeHO OAHMM WM OOJIbIIE 3aMECTUTENSIMHU,
HE3aBUCUMO BbIOpaHHbIMY 13 RS, 1

n paseH 0, 1 unu 2;

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) MO MeHbIIel Mepe OAKH (papMaLeBTHYECKH PUEMJIEMbIN PAaCTBOPUTEII;

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOs3aTeNnbHO MO MeHbLIEH Mepe OHY (apMaleBTHUYCCKH MPUEMIIEMYIO NOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B omHOM BapuaHTe OCYIIECTBJIEHHS HACTOSIIErO H300pETEHHs, KacaroIeMCs
KOMIIO3ULIUI C 3aMEIJICHHBIM BBICBOOOXKIECHHUEM, COIEPIKALINX W30KCA30JIMHOBOE COCAMHEHHE,
umeroriee dpopmyiny (I), Y Beidpan u3 Y-1, Y-2, Y-3, Y-4, rae Z npexacrasisier co00Oi a30T Win

CH, Y-5 umm Y-6, u3o0pakeHHbIE HIKE:

% %5'55@
| P

Y-1 Y-2 Y-3
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[
\
o)
HoC  CHs
Y-4 Y-5 Y-6

B onmHOM BapuaHTe OCYINECTBJIEHHsS HACTOSINEro H300peTeH s, BKIIFOYAIOIIEM
M30KCa30JIMHOBOE coenuHenue, nMeroiee Gopmyny (1), rpynna Q mpencrasnsier codoit X-
NR’R®. B npyrom BapuanTe ocymiectsieHus, Q mpencrasiser coboit X-NR’R®) rpe R?
npenctasnser coboii H wmu Ci-Csankun, u R’ mpencrasaser coboit  Ci-Csankum,
HeoOs3aTeNbHO 3aMelleHHblil 3amectuTeneM R*. B gpyrom Bapuante ocymectsienus, Q
npencrasnser coboit X-NR?R?, rne R? npexncrasnsier coboit H, u R® npencrasnser coboii Ci-

Csankun, HeoOsA3aTENbHO 3aMEIEHHBI ATKWITHO-TPYIION, TaJlOreHAIKUITHO-TPYIIION,

AKUIICYIb(QUHUIIOM, rajoreHaIKUICYIbQUHIIOM, AKUJICY b OHUIIOM,
raJIOreHAJIKUICYIb(OHUIIOM, ANKUIKapOOHUIIOM, ANIKOKCUKAPOOHHIIOM,
ATKUJIAMHUHOKapOOHHIIOM, AMATKHIAMUHOKAPOOHUIIOM, rajoreHaJIKHUIKapOOHUIIOM,
rajoreHaIKOKCHKapOOHUIIOM, rajoreHaJIKHIaMHUHOKapOOHUIIOM 1001

AMraoreHaTKUIaMUHOKapOOHIIIOM. B npyrom BapuanTte ocyiuectBiieHus, Q MpencraBisieT
coboit X-NR’R® rue R? mpencrasnser coboit H, u R® npexncrasmsier coboit Ci-Csamxum,
HeoO0s13aTeNbHO 3aMELIEeHHBIN AJKUITHO-TPYIIION, raJOreHaNKUITHO-TPYNIIOH,
AKUIAMHUHOKAPOOHHIIOM, THAKUIAMHUHOKAPOOHMIIOM, TaJIOreHANKUIAMHHOKAPOOHUIOM HITH
AMraoreHaTKUIaMUHOKapOOHIIIOM. B npyrom BapuanTte ocyiuectBiieHus, Q MpencraBisieT
coboit -C(O)NHCH,C(O)NHCH,CFs. B npyrom Bapuante ocyiiectieHus, Q mpencrapisier
coboit -C(O)CH,S(0),CHs;. B mpyrom Bapmante ocymectBieHusi, Q mpencrasiser coboit
-C(O)NHCH,CH,SCHs. B apyrom Bapuante ocymecTiaeHus, Q mpencrasisier coO0l rpynmny
(-CH»-)(CH»-)N(CO)CH,S(0),CHs.

B gpyrom BapuaHTe OCYIIECTBJICHHS, B HACTOSIIEM H300PETEHHUH OMUCAHBI
UHBELMPYEeMbIe MPenapaThl 3aMEAJICHHOTO BBICBOOOIKICHUS AJIs JIEYeHUs] W/ITH TPOQUIAKTHKH
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEpIKallHe:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO
M30KCA30JIMHOBOIO ICHCTBYIOIIErO BEIIECTBA, KOTOPOE MPEACTaBIIsET COOOM!

1) I30KCA30JIMHOBOE coennHeHne, nmeromiee Gopmyny (I):
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1)

rie:

Al A% A%, A*) A’ u A® nesaBucumo BBIOpaHbI U3 rpymmnel, coctosimedi us CR® u N, mpu
ycnosuy, 9to MakcuMaibHo 3 u3 A, A2 A3 A*) A u A® npencrasmsror coboii N;

B!, B2 u B’ ne3aBucumo BbIOpaHbl 13 rpynisl, cocrosimeii u3 CR? u N;

W mnpencrasnsier coboit O niu S;

R! mpencrasnser coboit Ci-Cs amxum, Cr-Ce anxenun, C;-Cs amxummm, Cs-Cs
uknoankuy, C4-C; amxummuksoankuwn win C4-C; HUKITOATKUIANKHAI, KaXKABIA M3 KOTOPBIX
HeOoOI3aTeNIbHO 3aMEIeH OJHUM M OOJIbIIIe 3aMECTUTENAMH, HE3aBUCUMO BLIOpaHHbIMHU 13 R,

kaxaelii R? nesaBucumo mnpenctasnser coboit H, ramoren, Ci-Cs amxun, Ci1-Co
ranoreHankui, Ci1-Cs ankokcu-rpynny, Ci1-Cs ranoresankokcu-rpymiy, Ci-Ce ankunTHo-rpymiy,
C1-C¢ ranorenankunrno-rpymnmy, Ci1-Cs ankuicyiaspunmi, Ci-Cs ranorenankuncyibuami, Ci-
Cs anxuncymsponmn, Ci1-Ce¢ ranorenamkuncynbdpormi, Ci-Cs ankumamumsao-rpymnmy, C2-Ce
mrankunaMmuHo-rpymmy, Ca-Cy ankokcukapoonm, -CN mn -NOg;

kaxaelii R® nesaBucumo mnpencrasnser coboit H, ramoren, Ci-Cs amxun, Ci1-Co
ranoreHankui, C3-Ce muxnoankmn, Cs-Ce ranorenuukioankmi, Ci-Ce anxokcu-rpynmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkuwicynbonun, Ci-Ce ankunamuno-rpymnmy, C;-Cs muankunamuao-rpymnmny, -CN wim
-NO;

R* mpencrasnsier coboit H, Ci-Cs amkun, C;-Cs amxenun, Cp-Cs amxuaun, Cs-Cg
rukgoankui, C4-Cr anmkumuknoankui, C4-Cr muknoankunankui, Co-C; ankunkapOonwn uimu Cs-
C7 ankokcukapOOHUIT,

R’ npencrasnsier coboit H, OR'®, NR''R'? unu Q'; unu C1-Cs ankun, C,-Cs ankenun, C,-
Cs anxunmn, Cs3-Ce muknmoankui, C4-C; anxwmnmuknoankuna uin Cy-Cr; UMKIOATKHIATIKHII,
Kbl U3 KOTOPBIX HEOOS3aTeIbHO 3aMeleH OJTHUM WA OOJIbIIIEe 3aMECTHTEIISIMH, HE3aBUCHMO
BBIOpaHHbIME 13 R 1u

R* u R® oObemuHeHb BMECTE C aTOMOM a30Ta, K KOTOPOMY OHU HPUCOEAMHEHEI, C

oOpa3zoBaHMeM ILMKJA, cojepxaiiero 2 - 6 aTOMOB yrjepoja M HeoO0sA3aTeNbHO OJUH
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JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMelneH | - 4 3aMecTUTeNsIMH, BRIOPAaHHBIME U3 TPyIIbl, coctoseit u3 Ci-C;
ankuna, ramorena, -CN, -NO; u C1-C; ankOKCH-TPYTIIIIHI;

kaxaeii R® Hesasucumo mnpexcrasmsier coboii ramoren, Ci-Cs amkxun, Ci-Cs ankokcu-
rpymmy, Ci-Ce ankunruo-rpynmny, Ci-Ce ankuncynbshunann, Ci-Cs ankuncyiasdponmn, -CN win -
NO;

kaxelii R’ HesaBucumo mpencrasnser coboii ranoren; Ci-Co amkun, C3-Co HUKIOANKHI,
Ci1-Cs ankxokcu-rpymmny, Ci1-C¢ ankwnruo-rpynmy, Ci-Cs anmxuncynbduamin,  Ci-Cs
ankwicynbonmit, Ci-Ce¢  ankmmamubo-rpynny, C;-Cs  muankwinamusao-rpymmy,  Cs3-Ce
nuknoankuiamMuHo-rpymmy, Cr-C;  ankunkapbonun, C,-C;  amkokcukapbonmn, Cr-Cs
ankunamuaokapoonmwi, Cs-Co auankunamunokapbonmn, C,-C; ramorenamkunkapOoonmn, Cr-C;
raJIoreHaJIKOKCUKApOOHMI, C-Cs raJIoreHaJIKUIaMIUHOKapOOHWT, C3-Co
JUrajoreHANKUIAMUHOKAPOOHI, ruApoKkcu-rpymmy, -NH,, -CN umu -NO,; unu Q%;

kaxaeii R® nesasucumo mpencrasaser coboii ramoren, Ci-Cs amkokxcu-rpymmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkwicynbonun, Ci-Cs ankunamuno-rpymmy, C;-Cs mamamkunamuHo-rpymmy, Cz-Cs
ankokcukapOooHm, -CN wiun -NO3;

kaxaeii R’ HesaBucumo mpencraeaser coboit ramoren, Ci1-Ce amkun, Ci1-Ce
ranoreHankui, C3-Ce muxnoankmn, Cs-Ce ranorenuukioankmi, Ci-Ce anxokcu-rpynmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkwicynbonun, Ci-Cs amkunamuHo-rpymmy, C;-Cs muankuwmamuHo-Tpymmy, -CN, -
NO:z, pernn unm nupUIuHAT,

R!° mpencrasnsier coboit H; umu Ci-Cs amxun, Cr-Ce ankenun, Cr-Ce anxunmn, Cs-Cs
uknoankuy, C4-C; amxummuksoankuwn win C4-C; HUKITOATKUIANKHAI, KaXKABIA M3 KOTOPBIX
HeoOs3aTeNTbHO 3aMEeIleH OJTHUM WIH OOJIbIIIe AaTOMaMHU TaJIOTeHa,

R!!" mpencrasnser coboit H, Ci-Cs anxun, Cr-Cs amxenun, Cr-Co anxunmn, Cs-Cs
rukgoankui, C4-Cr anmkumuknoankui, C4-Cr muknoankunankui, Co-C; ankunkapOonwn uimu Cs-
C7 ankokcukapOOHUIT,

R!% npencrasnser coboit H; Q*; umu C1-Cs ankun, C2-Cs anxenun, Co-Co ankunun, Cs-Cs
uknoankuy, C4-C; amxummuksoankuwn win C4-C; HUKITOATKUIANKHAI, KaXKABIA M3 KOTOPBIX
HeOoOA3aTeNIbHO 3aMeleH OJHUM UIH OOJIblIe 3aMECTUTENIMHU, HE3aBICHMO BhIOpaHHBbIMU 13 R,
Win

R!!' u R? obbenuHensl BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOEAUHEHBI, C
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oOpa3oBaHHWeM IMKJA, coaepkamero 2 - 6 aTOMOB yriepoja M HeoOs3aTeNbHO OAWMH
JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMerneH | - 4 3aMecTuTeNnsiMH, BbIOpaHHBIMU U3 rpymibl, cocrosimeit nz Ci-C;
ankuna, ramorena, -CN, -NO; u C1-C; ankOKCH-TPYTIIIIHI;

Q! mpencrasnser coboil QeHUNILHOE KONBLO, 5- WM 6-u4JeHHOE TeTepOLUKINYECKOE
KobLo, wWiu 8-, 9- wmim  10-4wieHHyI0 KOHIECHCHPOBAHHYK OWIUKIMYECKYI) CHCTEMY,
HeoOs13aTeNnbHO coaepkamyto 1 - 3 rerepoaToMoB, BeIOpanHbIX U3 10 1 atoma O, no 1 atoma S u
10 3 aromoB N, KaXJ0€ KOJbLO MM LIUKINYECKas CUCTeMa HeoOs3aTeNIbHO 3aMeIleHbl OTHUM
1Iu OONbIIE 3aMECTUTENISIMM, HE3ABUCUMO BbIOpaHHBIMU 13 R®;

KaxbIi Q” HE3aBUCHMO MpeJCTaBseT cOO0H (PEHUTBHOE KOJBLO UM S- UM 6-UJIeHHOE
TeTEPOLIMKINYIECKOE KOJIBLO, KaKIOE KOJIBLO HeOoOs3aTeNbHO 3aMEINeHO OAHUM WM OOoJblie
3aMeCTHTEISIMHU, HE3aBUCHMO BbIOpaHHbIMU U3 R”;

Q’ npencrasnser co6oii (peHUIbHOE KOO MM 5- MIH 6-4JI€HHOE TeTePOLHKIHIECKOe
KOJIBLIO, KaXIO€ KOJBLO HEOOsS3aTeNIbHO 3aMELIeHO OAHMM WM OOJIbIIE 3aMECTUTENSIMHU,
HE3aBUCUMO BbIOpaHHbIMU 13 RY; 1

n pases 0, 1 niu 2; uiu ero GpapManeBTHUECKH PHEMIIEMYIO COJIb; W/ UITH

11) I30KCA30JIMHOBOE coeanHenue, umeromiee Gopmymy (I11):

(I1D)

rae:

Ri mpexncrasisier coOOM ajKuj, TaJOTEHANKWI, AJKEHW, TaJOreHATKEHW, AJKHHHUI,
raJIOTeHANKUHIJI, UKJIOAJIKHII, TAJIOT€HIHKIIOATKII, AJTKAIUKIOATKIT WJIH IUKJIOATKHIATKIL,
KaKIbIA U3 KOTOPBIX HE3AMEIIEHHBIN HITH UMEET OUH MM OOJIbIIE 3aMECTUTENEH, BEIOPAHHBIX
U3 rajioreHa, ruIPOKCH-TPYIINbI, AMHHO-TPYIIIBI, aKHII- UK TH(aJIKHI)aMHAHO-TPYIIIbI, allKHIIa,
LMKJIOAJIKAIA, TAJOTeHANIKUIA, AJIKEHWNA, TaJOreHaJKEeHIIa, aJKHHUIA, TaJOTeHATKHHIIIA,
ANIKOKCH-TPYIIbI, TaJOTE€HATKOKCH-TPYIIIbI, AJKHITHO-TPYIIbL, TaJOT€HAIKUITHO-TPYIIIIHI,
R5S(0)-, R7S(0)2-, R;C(0)-, R7RsNC(0O)-, R7OC(0)-, R7C(0)O-, R7C(O)NRs-, -CN nmm -NOg;

X mpeacTaBisieT cOOOM apuil WM T€TEPOapH, KOTOPbIE MOTYT ObITh HE3aMEIEHHBIMU
WK WMETh OMUH WM OOJbIE 3aMECTUTENEH, BHIOPAHHBIX W3 TajiOre€Ha, THAPOKCH-TPYIIIbI,
AMHMHO-TPYIIIbI, alKHII- WK Au(aIKUI)aMHHO-TPYTIIbI, ajKHIa, [MKIOAIKHIIA, TralOreHaNKuIIa,

AJIKCHUWJIA, TAJIOTCHAJIKCHWIA, aJIKWHHWIIA, TaJIOTCHAJIKUHNWIIA, aJIKOKCU-TPYIIIILI, IaJIOTCHAJIKOKCH-
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TPYIIbI,  AJKWITHO-TPYIIBL,  rajoreHankuntuo-rpymmsl, R7S(0)-, R7S(0)-, R7C(O)-,
R7RsNC(0)-, R;0C(0)-, R7C(0)O-, R;C(O)NRs-, -CN wuu -NO3;

A1 mpezcrasiisieT coO0l aTOM KUCIOPOa; |

A, mpexacrasiisier codoit atom kuciopoaa, NR, umn CR7Rs;

G npencrasnsiet codoit G-1 mu G-2;

[aVaVal [VaVa v
B )\
2 | Bz
[aVaVal S
G-1 G-2

B1, B, Bs, B4 u Bs HezaBucumo npezacrasisitor codoit N min C-Ro;

Y npencraenisier coboit atom Bomopona, ramoreH, -CN; unmu Y npencrasisier coOoi
AJIKWJI, TaJIOTEHAJKWII, aJKeHWJ, TaJlor€HAJKeHWI, aJlIKUHWJI, TaJOTeHAJKWHWII, ITUKJIOATKHUII,
ATKWILUKIIOATKIJ, TUKJIOATKUIAIKWI, apwJl, WJIA TeTePOLUKIINI UIH TeTEPOapIl, KaXAbli U3
KOTOPBbIX HE3aMEIICHHBIH WM WUMEET OJUH WM OOJbIle 3aMeCTUTENIeH, BBIOPAHHBIX U3
rajloreHa, THAPOKCU-TPYIIBL, AMHUHO-TPYIIIbI, AJKWI- WA JU(QJIKH)aMUHO-TPYIIbI, aJIKWIIA,
UKJIOAKUJIA, TaJlOTeHAJIKWIIA, AajKeHWa, TaJOTreHaNKeHWNa, AaJKWHHIIA, TaJOTreHaJKWHUIIA,
AJKOKCHU-TPYIIbI, TaJOTEHAJIKOKCU-TPYIIbI, AJKUITHO-TPYIIbI, TaJIOTe€HATKUITHO-TPYIIIBI,
R7S(0)-, R7S(0)2-, R7C(0O)-, R7RsNC(0O)-, R7O0C(0)-, R7C(0)0O-, R7C(O)NRs-, -CN nmu -NOz;
wi Y npencrasisier cobowt Y-1, Y-2, Y-3, Y-4, Y-5, Y-6, Y-7, Y-8, Y-9, Y-10, Y-11, Y-12 wiu
Y-13;

Riz R Rz
NRaRs ORs Rs [\|‘J 12 ™ [© Rez Rz
X KT T e e, S M,
Rig Raq Rz Ri Fig Ryq R Ry R ¥ )
: ] COTTERyT T8 - Ruog, Rr Re :
V.1 Y2 Y3 Y4 v
I?'z Riz Riz Rz R R
M
>( % ORy V NRHRE N 7<
Ria R«MR? Fg . Rag Ril Rm P""’
T6 Y7 V-8
R: R Re
2 2 i g OB xs,,NRzRa -‘HS_,ORE KB,Rg
N N7<DRQ Rl 'mes (|| i i
X; ;; ) i1 Rf WA 3 i j
Riop Rr Rep Riz : ;Ir' : (N;I“" e (W;Im
11 2 ) - 7
¥-10 ¥-1 ¥-12 ¥-13

Ry, R3; He3aBUCMMO MpencTaBIsIOT COOOW aTOM BOAOPOJA, AJKWII, TaJIOTeHAJIKHI,

THOAJKWJI, AJKUITHOAJIKWUIL, TUAPOKCHUAJIKWII, aJIKOKCHAJIKHWII, aJIKEHUJI, TaJIOTCHAJIKCHUIL,



19

ankuHWI, rajgoreHankuHwi, wmukimoankmwi, RioS(0)-, RiS(0)-, RioC(O)-, Ri1oC(S)-,
R10R11NC(O)-, R10R11NC(S)- R100C(0)-;

R4, Rs u R¢ HE3aBUCUMO MPEACTABIISIOT COOOW aTOM BOJIOPOMA, aJIKWJI, TaJIOT€HAIKUIL,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
AJKWHWI, TAIOTCHAJIKMHIL, LIUKJIOAJKUJI, apUJT WA T€TEPOAPIT,

R7; u Rg He3aBHCHMO MNpencTaBisitOT COOOW aToM BOJIOPOAA, AJKWJL, TaJIOTeHAJIKHI,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
AJKWHUJI WU TAJIOT€HATKUHILT,

Ro mpencraensier coboii atom Bomopoxaa, ramoreH, -CN, WU aJKu, TaJOTeHAJKHUI,
AJKEHWJI, TaJIOTEHAJKCHW, aJKUHWI, TaJOTCHANKUHWI, UUKJIOAJKUJ, TaJOreHIUKIOANKII,
ATKWILUKIOATKAN W [TUKJIOANKHIAJKIIL, KaXAbIH M3 KOTOPBIX HE3aMEINECHHBbIM WM UMEET
OMH WK OOJNbIIE 3aMEeCTUTEJIeH, BBIOPAHHBIX U3 rajoreHa, TUAPOKCH-TPYIIbI, aMUHO-TPYIIIIHIL,
aNKWwiI- Wik Au(aJKAI)aMAHO-TPYIIbI, aJIKWIa, LUKJIOANKIIA, TajJOreHallKuia, aJKeHWa,
raJIoOreHaJIKEHWJIa, AJIKUHWIA, TaJOreHAJKUHUJIA, AJIKOKCH-TPYIIbI, TaJOre€HAJTKOKCH-TPYIIIHIL,
ANKWJITHO-TPYNIbI, rajoreHankuatuo-rpynmnel, R7S(0)-, R7S(0)-, R7C(0)-, R7RsNC(O)-,
R70C(0)-, R,C(0)0-, R7C(O)NRs-, -CN nnu -NO»;

Rio, Ri1, Ri2 1 Ri3 kaknblii He3aBUCUMO TPEACTABIISIIOT COOOM aTOM BOIOPOAA, aJKHJI,
TJIOTEHANKUJ, THOAJIKWI, aJKUJITHOAJNKWI, TUAPOKCHANKWI, aJKOKCHAJIKWJ,  aJKEHW,
raJIOr€HAJKEHWJI, AIKUHUJI WIN TaJIOT€HAIKUHWT, TN

Rio BMecte ¢ Ri1 popmupyror =0, =S wnm =NRy; win

Ri12 BmecTe ¢ Rz popmupyrot =0, =S unu =NRy;

W npencrapnsier codoit O, S wim NRy;

n paseH 1-4; u

m pases 0, 1 wiu 2; uiu ero ¢papManeBTHYECKH PUEMIIEMYIO COJIb; W/ UITH

1i1) M30KCA30JIMHOBOE coennHeHue, nmerotiee Gopmyny (IV)

)
//CFs
F3C O_'\\l H\)\N

(V)
rae X!, X? u X° nesasucumo npencrasisioT coboit H, ranoren, Ci-Csamkun umu Ci-
CsrajoreHankui, Uin ero papMaleBTHIECKH TIPHEMIIEMYO COJIb, /UK

1V) M30KCa30JIMHOBOE COeNMHEeHne, nMmeroinee popmyiy (V)
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FaC. PN i
S

V)
rae X!, X? u X® nesasucumo mpexcrasisitorT coboit H, ramoren, Ci-Csankun umu Ci-
CsrajoreHanKkui, Uin ero papMaleBTHIECKH TIPHEMIIEMYIO COJIb, /UK
V) H30KCA30JIMHOBOE coenuHenune, nMerotnee popmyny (VI):
FaC
1 ’ O\
R N
R? "\
&3 C(O)NH-T
(VI)
rae R!, R? u R? nesasucumo npexcrasnsor coboit H, Cl, F unu CFs;
Y npencTasnser coboil AUPaUKATLHYO TPYIITY
s~ 5N

CH, u

T nmpencrasnsier coboli Ci-Cs-alKUIBHYIO TPYIIy, KOTOpas SIBJISETCS He3aMeEIleHHOMN
WM UMEET B KaueCTBE 3aMECTUTEJIeH rajioreH, LHAHO-TPYIIY, HUTPO-TPYIIY, aMHUHO-TPYIIY,
runpokcui, Ci-Cs-ankokcu-rpynmny, Ci-Ce-ranorenankokcu-rpynmny, Ci-Ce-ankuntuo-rpymmy,
Ci-Cs-ankuntuo-rpynmy, kapOokcu-rpymnmny, kapdamownbayrd win C-Cs-aTKaHOMIBHYIO
IPyIIy, KOTOPbIE MOTYT ObITh HE3aMEIEHHBIMU WJIM 3aMELICHHbIMH B aJIKUJIBHOM (PparMeHTe
aTOMOM raJIoreHa, WK ero (papMaleBTHUECKH TPUEMIIEMYIO COJIb; W/UITH

V1) H30KCA30JIMHOBOE coennHeHue, nmerotee popmyy (VII):
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(VID)

rae Y nipencrasisier coOoit atoM Boopoaa, ¢hropa, xjiopa uiiu opoma;

R! mpencrasnser coboii (eHun, 3ameleHHbIH 2-4 3aMECTUTENAMH, BLIOPAHHBIMU U3
rajoreHa, Merwia, AudTOpMeTHNA, TPUYTOPMETHIIA, METOKCH-TPYNIBI, TPUPTOPMETOKCH-
TPYIIIBI WA TPUGTOPITOKCU-TPYIIITHI,

R? npencrasnsier coboii MeTun, GTopMeTHII, TPUGTOPMETH UK NepHTOPITHI,

R u R HesaBucumo BLIOpaHBI U3 aTOMa BOJOPOJA, METHINA, STUIA HIH (TOPMETHNA;
umn R¥ u R*® Bmecte oO6benuHEeHBI ¢ aTOMOM yriepofa, K KOTOPOMY OHH TIPHCOEIHMHEHBI,
00pa3ysi HUUKJIOTIEHTHIIBHOE KOJIBLIO WM LUKJIOTEKCHIIBHOE KOJIBLIO, WM ero (papManeBTHYeCKU
PUEMIIEMYIO COJIb;

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (PapMaLeBTHUECKH MPUEMIIEMbIH PACTBOPHUTEIb;

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOAaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

Coenunenne, nmeromee ¢opmyny (III), onucano B marenre CIIIA Ne 7,662,972 u B
onyonukoBanHoi 3asBke CIIA Ne US 2011/0059988 Al, oba nokyMeHTa BKIIFOYEHBI B
HACTOSIIIUN TEeKCT mocpencTtBoM ccbulk. CoennHenue, nmeromee ¢opmyay (IV), omucano B
nateHTe CIIIA Ne 8,466,115 B2, KOTOpBIil BKIIOYEH B HACTOSALIUN TEKCT MOCPEICTBOM CCHUIKH.
Coenunenne, umeromee Gopmyny (VI), onmrcano B marenre CIITA Ne 8,383,659, koTOpHIii Takke
BKJIFOYEH B HACTOSIIMHA TEeKCT mocpeactBoM ccoliku. Coemunenne, umeromee Gopmyay (VII),
onmucaHo B mareHTte CIIA Ne 8,853,186 B2, koTOpbIli BKIOUEH B HACTOSIIUM TEKCT
MOCPENCTBOM CCBUIKH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,

CoAcprRamue:
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a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

U30KCA30JIMHOBOTO CoequHeHus:, nmerotnero gpopmyiy (I1):

5
LA

1)

rie:

Al A% A%, A*) A’ u A® nesaBucumo BBIOpaHbI U3 rpymmnel, coctosimedi us CR® u N, mpu
ycnosuy, 9to MakcuMaibHo 3 u3 A, A2 A3 A*) A u A® npencrasmsror coboii N;

B!, B2 u B’ ne3aBucumo BbIOpaHbl 13 rpynisl, cocrosimeii u3 CR? u N;

W mnpencrasnsier coboit O niu S;

R! mpencrasnser coboit Ci-Cs amxum, Cr-Ce anxenun, C;-Cs amxummm, Cs-Cs
uknoankuy, C4-C; amxummuksoankuwn win C4-C; HUKITOATKUIANKHAI, KaXKABIA M3 KOTOPBIX
HeOoOI3aTeNIbHO 3aMEIeH OJHUM M OOJIbIIIe 3aMECTUTENAMH, HE3aBUCUMO BLIOpaHHbIMHU 13 R,

kaxaelii R? nesaBucumo mnpenctasnser coboit H, ramoren, Ci-Cs amxun, Ci1-Co
ranoreHankui, Ci1-Cs ankokcu-rpynny, Ci1-Cs ranoresankokcu-rpymiy, Ci-Ce ankunTHo-rpymiy,
C1-C¢ ranorenankunrno-rpymnmy, Ci1-Cs ankuicyiaspunmi, Ci-Cs ranorenankuncyibuami, Ci-
Cs anxuncymsponmn, Ci1-Ce¢ ranorenamkuncynbdpormi, Ci-Cs ankumamumsao-rpymnmy, C2-Ce
mrankunaMmuHo-rpymmy, Ca-Cy ankokcukapoonm, -CN mn -NOg;

kaxaelii R® nesaBucumo mnpencrasnser coboit H, ramoren, Ci-Cs amxun, Ci1-Co
ranoreHankui, C3-Ce muxnoankmn, Cs-Ce ranorenuukioankmi, Ci-Ce anxokcu-rpynmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkuwicynbonun, Ci-Ce ankunamuno-rpymnmy, C;-Cs muankunamuao-rpymnmny, -CN wim
-NO;

R* mpencrasnsier coboit H, Ci-Cs amkun, C;-Cs amxenun, Cp-Cs amxuaun, Cs-Cg
rukgoankui, C4-Cr anmkumuknoankui, C4-Cr muknoankunankui, Co-C; ankunkapOonwn uimu Cs-
C7 ankokcukapOOHUIT,

R’ npencrasnsier coboit H, OR'®, NR''R'? unu Q'; unu C1-Cs ankun, C,-Cs ankenun, C,-
Cs anxunmn, Cs3-Ce muknmoankui, C4-C; anxwmnmuknoankuna uin Cy-Cr; UMKIOATKHIATIKHII,
Kbl U3 KOTOPBIX HEOOS3aTeIbHO 3aMeleH OJTHUM WA OOJIbIIIEe 3aMECTHTEIISIMH, HE3aBUCHMO

BbIOpaHHbIMH 13 R7; unm



23

R* u R® oObemuHeHb BMECTE C aTOMOM a30Ta, K KOTOPOMY OHU HPUCOEAMHEHEI, C
oOpa3oBaHMEM [HKJA, coiepamero 2 - 6 aToMOB yrjepoaa U HeoOs3aTeNbHO OJUH
JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMelneH | - 4 3aMecTUTeNsIMH, BRIOPAaHHBIME U3 TPyIIbl, coctoseit u3 Ci-C;
ankuna, ramorena, -CN, -NO; u C1-C; ankOKCH-TPYTIIIIHI;

kaxaeii R® Hesasucumo mnpexcrasmsier coboii ramoren, Ci-Cs amkxun, Ci-Cs ankokcu-
rpymmy, Ci-Ce ankunruo-rpynmny, Ci-Ce ankuncynbshunann, Ci-Cs ankuncyiasdponmn, -CN win -
NO;

kaxelii R’ HesaBucumo mpencrasnser coboii ranoren; Ci-Co amkun, C3-Co HUKIOANKHI,
Ci1-Cs ankxokcu-rpymmny, Ci1-C¢ ankwnruo-rpynmy, Ci-Cs anmxuncynbduamin,  Ci-Cs
ankwicynbonmit, Ci-Ce¢  ankmmamubo-rpynny, C;-Cs  muankwinamusao-rpymmy,  Cs3-Ce
nuknoankuiamMuHo-rpymmy, Cr-C;  ankunkapbonun, C,-C;  amkokcukapbonmn, Cr-Cs
ankunamuaokapoonmwi, Cs-Co auankunamunokapbonmn, C,-C; ramorenamkunkapOoonmn, Cr-C;
raJIoreHaJIKOKCUKApOOHMI, C-Cs raJIoreHaJIKUIaMIUHOKapOOHWT, C3-Co
JUrajoreHANKUIAMUHOKAPOOHI, ruApoKkcu-rpymmy, -NH,, -CN umu -NO,; unu Q%;

kaxaeii R® nesasucumo mpencrasaser coboii ramoren, Ci-Cs amkokxcu-rpymmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkwicynbonun, Ci-Cs ankunamuno-rpymmy, C;-Cs mamamkunamuHo-rpymmy, Cz-Cs
ankokcukapOooHm, -CN wiun -NO3;

kaxaeii R’ HesaBucumo mpencraeaser coboit ramoren, Ci1-Ce amkun, Ci1-Ce
ranoreHankui, C3-Ce muxnoankmn, Cs-Ce ranorenuukioankmi, Ci-Ce anxokcu-rpynmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkwicynbonun, Ci-Cs amkunamuHo-rpymmy, C;-Cs muankuwmamuHo-Tpymmy, -CN, -
NO:z, pernn unm nupUIuHAT,

R!° mpencrasnsier coboit H; umu Ci-Cs amxun, Cr-Ce ankenun, Cr-Ce anxunmn, Cs-Cs
uuknoankui, Cy4-C; amxunuuknoankuil uind Cs-C7 UMKIOATKHUIAIKWI, KaKABIA W3 KOTOPBIX
HeoOs3aTeNTbHO 3aMEeIleH OJTHUM WIH OOJIbIIIe AaTOMaMHU TaJIOTeHa,

R!!" mpencrasnser coboit H, Ci-Cs anxun, Cr-Cs amxenun, Cr-Co anxunmn, Cs-Cs
rukgoankui, C4-Cr anmkumuknoankui, C4-Cr muknoankunankui, Co-C; ankunkapOonwn uimu Cs-
C7 ankokcukapOOHUIT,

R!% npencrasnser coboit H; Q*; umu C1-Cs ankun, C2-Cs anxenun, Co-Co ankunun, Cs-Cs
uuknoankui, Cy4-C; amxunuuknoankuil uind Cs-C7 UMKIOATKHUIAIKWI, KaKABIA W3 KOTOPBIX

HeOoOI3aTeNIbHO 3aMeleH OJHUM UIH OOJblIe 3aMECTUTENAMHU, HE3aBICHMO BhIOpaHHBIMH U3 R,
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WIH

R!!' u R? obbenuHensl BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOEAUHEHBI, C
oOpa3oBaHHWeM IMKJA, coaepkamero 2 - 6 aTOMOB yriepoja M HeoOs3aTeNbHO OAWMH
JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMerneH | - 4 3aMecTuTeNnsiMH, BbIOpaHHBIMU U3 rpymibl, cocrosimeit nz Ci-C;
ankuna, ramorena, -CN, -NO; u C1-C; ankOKCH-TPYTIIIIHI;

Q! mpencrasnser coboil QeHUNILHOE KONBLO, 5- WM 6-u4JeHHOE TeTepOLUKINYECKOE
KobLo, wWin 8-, 9- wnim  10-uieHHyI0 KOHIECHCHPOBAHHYK OWIUKIMYECKYIO CHCTEMY,
HeoOs13aTeNnbHO coaepkamyto 1 - 3 rerepoaToMoB, BeIOpanHbIX U3 10 1 atoma O, no 1 atoma S u
10 3 aromoB N, KaXJ0€ KOJbLO MM LIUKINYECKas CUCTeMa HeoOs3aTeNIbHO 3aMeIleHbl OTHUM
1Iu OONbIIE 3aMECTUTENISIMM, HE3ABUCUMO BbIOpaHHBIMU 13 R®;

KaxbIi Q” HE3aBUCHMO MpeJCTaBseT cOO0H (PEHUTBHOE KOJBLO UM S- UM 6-UJIeHHOE
reTEPOLIMKINIECKOE KOJIBLO, KaKIO€ KOJBLO HeOoOs3aTeIhbHO 3aMEIleHO OAHMM WM OoJiblle
3aMeCTHTEISIMHU, HE3aBUCHMO BbIOpaHHbIMU U3 R”;

Q’ npencrasnsier co6oii (peHUIbHOE KOO MM 5- MIH 6-4I€HHOE TeTePOLHKIHIECKOe
KOJIBLIO, KaXIO€ KOJBLO HEOOsS3aTeNIbHO 3aMELIeHO OAHMM WM OOJIbIIE 3aMECTUTENSIMHU,
HE3aBUCUMO BbIOpaHHbIMU 13 RY; 1

n paseH 0, 1 wim 2

WK ero (papManeBTUYECKH MPUEMIIEMO COJH,

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOaBKY,
BCIIOMOTATENbHOE BELECTBO UJIU UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
cozieprkalue:

a) TPOTUBOMApasuTapHO 3(P(PEKTUBHOE KOJHUYECTBO H30KCA30JHMHOBOTO COEIUHEHUS,

umeroriero gopmyay (I1a):
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(ITa)

WK ero (papManeBTUIECKH MTPUEMIIEMOH COJTH

rae

R? HezaBucuMo mipenctasser coboii ranoren, C1-Cs amxun unu Ci-Ce ranoreHankun

R* npencrasnser coboit H unu C1-Cs ankun;

R’ npencrapaser coboii Ci1-Cs ankui, HeoOA3aTeNbHO 3aMeIeHHbIH OHIM UK OONbIIe
R’; u R’ mnpencrasmsier coboii C,-C; anxunxapbonun, C,-C; anxokcukapbonun, Cz-C;
ankunamuaokapoonmwi, Cs-Co auankunamunokapbonmn, C,-C; ramorenamkunkapOoonmn, Cr-C;
raJIoreHaJIKOKCUKApOOHMI, C-Cs raJIoreHaJIKUIaMIUHOKapOOHWT, C3-Co
nurajoreHankmiamMmuaokapoonmn (Hanpumep, -CH,C(O)NHCH,CF3); u

n paseH 0, 1 wim 2

WK ero (papMaLeBTHYECKH PUEMJIEMO COJIH;

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) MO MeHbIIel Mepe OAKH (papMaLeBTHYECKH PUEMJIEMbIN PAaCTBOPUTEII;

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOs3aTenbHO MO MeHblIeH Mepe OOHY (papMaLeBTHYECKU MPUEMIIEMYIO T00aBKY,
BCIIOMOTaTeNIbHOE BEILECTBO HJIH UX CMECH.

B gpyrom BapuaHTe OCYIIECTBJICHHS, B HACTOSIIEM H300PETEHHUH OMUCAHBI
UHBbELMPYEeMbIe MPenapaThl 3aMEAJICHHOTO BBICBOOOKACHUS IJIs JIEYeHUs W/IIH TPOQUIAKTHKH
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) TMPOTUBOMAPA3UTAPHO S(P(PEKTUBHOE KOJIUYECTBO H30KCA30JUHOBOTO

JNEeUCTBYIOLIErO BelecTa, umeromero dpopmyny (IIb)

0]
/CFs4
FsC O~’\l H\)\”
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(IIb)
rae X!, X? u X° xaxnpiii HesaBHCHMO TIpeAcTaBisoT coboii H, ramoren, Ci-
Csanxun unu Ci-CsrajoreHankun
WK ero (papManeBTUYECKH MPUEMIIEMO COJH,

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) MO MeHbIIel Mepe OAKH (papMaLeBTHYECKH PUEMJIEMbIN PAaCTBOPUTEII;

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOs3aTenpHO MO MeHbIIEH Mepe OnHY (apMaleBTHUECKH MPHEMIIEMYIO
n00aBKy, BCIOMOTATENbHOE BEIIECTBO MIIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
conepIKaIIue:

a) TPOTUBOMApasuTapHO 3(P(PEKTUBHOE KOJHUYECTBO H30KCA30JHMHOBOTO COEIUHEHUS,

umerornero gpopmyay (Ilc):

0]
_ H /TCFs
FiC "\‘ N\)\”

Cl

CF,
(Ilc)

WK ero (papManeBTUYECKH MPUEMIIEMO COJH,

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOs13aTeNnbHO 1O MEHbIIEH Mepe OHY (apMaleBTHUECKH PUEMIIEMYIO TO0aBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
CoZepIKalIue:

a) TPOTUBOMApasuTapHO 3(P(PEKTUBHOE KOJHUYECTBO H30KCA30JHMHOBOTO COEIUHEHUS,
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0
/CF;
FsC O_’\\l H\)\”

umeroriero gpopmyny (I1d):
Cl

Cl
(11d)

WK ero (papManeBTUYECKH MPUEMIIEMO COJH,

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
CoZepIKalIue:

a) TPOTUBOMApasuTapHO 3(P(PEKTUBHOE KOJHUYECTBO H30KCA30JHMHOBOTO COEIUHEHUS,
)
/ CF4
O—N H N
FsC N
\ H

Cl

umeroriero gopmyay (Ile):

Cl

(Ie)
WK ero (papManeBTUYECKH MPUEMIIEMO COJH,
b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;
C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,
d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U
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f) HeoOs13aTeNnbHO 1O MEHbIIEH Mepe OHY (apMaleBTHUECKH PUEMIIEMYIO TOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
conepIKaIIue:

a) TPOTUBOMApasuTapHO 3(P(PEKTUBHOE KOJHUYECTBO H30KCA30JHMHOBOTO COEIUHEHUS,
umeroriero gopmyay (IIf):

o)
/TCF4
FsC \ N N
Cl

CF3
(I1f)

WK ero (papManeBTUYECKH MPUEMIIEMO COJH,

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
CoZepIKalIue:

a) MPOTUBOIIAPA3HTAPHO 3PPEKTUBHOE KOJIUIECTBO IO MEHBIIEH Mepe OHOTO

H30KCA30JIMHOBOTO coenuHeHus:, nmerotero Gopmyy (I1D):
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rae:

Ri npencraBnsier coOOM ankui, raJOreHaJKWI, AJKEHWJ, TaJOreHANKeHW, aJKHHUI,
rajJoreHaJKUHII, LIHKJIOATKII, TaTOTeHINKIOATKII, AKILHKIOATKII WA LUKJIOATKIIATKII,
KaIbIii M3 KOTOPBIX HE3aMENIEHHbIN WJIM UMEET OJUH WU OOJIbIlle 3aMEeCTUTENEH, BRIOpaHHBIX
U3 rajioreHa, ruPOKCHU-TPYIIbI, aMUHO-TPYIIIbI, KU~ WA TU( KU )aMHUHO-TPYIINbI, ajlKUJIa,
LUKJIOAJKIIA, TAJOreHANKWIA, AalKeHWJa, TajJOreHaJKeHWIa, AJKUHIIA, TaJOreHATKHHHIA,
ANKOKCHU-TPYIIIbI, TaJOT€HANIKOKCH-TPYIIbI, AJKUITHO-TPYIIIbI, TraJlOT€HANIKUITHO-TPYIIIbI,
R5S(0)-, R7S(0)2-, R;C(0)-, R7RsNC(0O)-, R7OC(0)-, R7C(0)O-, R7C(O)NRs-, -CN nmm -NOg;

X mpencraBnsieT coOOW apusl MM TeTepoapuil, KOTOpPbie MOTYT ObITh He3aMeIleHHBIMU
WA UMETh ONWH WM OOJbIlle 3aMECTHUTENeH, BHIOPAHHBIX W3 TalloreHa, TMAPOKCH-TPYIIIIHL,
AMHUHO-TPYIIIbI, alKWI- WK TU(aJKWUI)aMHUHO-TPYTINbI, ajKuia, [UKJIOATKUIA, rajoreHalKuIa,
AJIKEHIJIA, TaJOreHAIKEHIIA, aIKHHHIIA, TaJOreHATKHHIIIA, aJKOKCH-TPYIIIbI, IajJoreHaIKOKCH-
TPYIIbI,  AJKWITHO-TPYIIBL,  rajoreHankuntuo-rpymmsl, R7S(0)-, R7S(0)-, R7C(O)-,
R7RsNC(0)-, R7;0C(0)-, R7C(0)0-, R;C(O)NRs-, -CN unu -NO»;

A1 mpezcrasiisieT coO0l aTOM KUCIOPOa; |

A, mpexacrasiisier codoit atom kuciopoaa, NR, umn CR7Rs;

G npencrasnsiet codoit G-1 mu G-2;

[aVaVa) [Va VeV

B )\
Br/ — 3\B B4/ N~ Bg
Y a | B
[aVaA VAl S
G-1 G-2

B1, B, Bs, B4 u Bs HezaBucumo npezacrasisitor codoit N min C-Ro;

Y npencraenisier coboit atom Bomopona, ramoreH, -CN; unmu Y npencrasisier coOoi
AJIKWJI, TaJIOTEHAJKWII, aJKeHWJ, TaJlor€HAJKeHWI, aJlIKUHWJI, TaJOTeHAJKWHWII, ITUKJIOATKHUII,
ATKWILUKIIOATKIJ, TUKJIOATKUIAIKWI, apwJl, WJIA TeTePOLUKIINI UIH TeTEPOapIl, KaXAbli U3
KOTOPBbIX HE3aMEIICHHBIH WM WMEET OJUH WIH OOJbIle 3aMEeCTHTENeH, BBIOPAHHBIX U3
rajloreHa, THAPOKCU-TPYIIBL, AMHUHO-TPYIIIbI, AJKWI- WA JU(QJIKH)aMUHO-TPYIIbI, aJIKWIIA,
UKJIOAKUJIA, TaJlOTeHAJIKWIIA, AajKeHWa, TaJOTreHaNKeHWNa, AaJKWHHIIA, TaJOTreHaJKWHUIIA,
AJKOKCHU-TPYIIbI, TaJOTEHAJIKOKCU-TPYIIbI, AJKUITHO-TPYIIbI, TaJIOTe€HATKUITHO-TPYIIIBI,
R7S(0)-, R7S(0)2-, R7C(0O)-, R7RsNC(0O)-, R7O0C(0)-, R7C(0)0O-, R7C(O)NRs-, -CN nmu -NOz;
wi Y npencrasisier cobowt Y-1, Y-2, Y-3, Y-4, Y-5, Y-6, Y-7, Y-8, Y-9, Y-10, Y-11, Y-12 wiu
Y-13;
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R~
= R4z Rqg 2 g ;
NRzRa OR3 R, s | Riz Raa
>< >< >< >( T NRgR, § -
Rio Ra1 Ria Ris Ria R Fag RMR? Rg Rigp R ﬁRa k
\ o a : . ‘ Ry 7
Tl i b Y4 ts
||:{2 Riz Rz TE TE 'T-'z 'T\'z
N% N, N NRJR N, _N_ _R
=l 2 2
DO T g Al S gl iy o
10 7 3 - ; 13 , ) 13
Ry - Rugfr Reg, 7] Riog, 7 Reg,
T6 Y7 Y-8
TH R?_ M“?:Q""Ra e /f“JRgRg . '___.-ORE — _.-’R4
M M ORs AN T ‘l:“l» 2
t iﬂ. 7< 1M1 Ha {\{\g“) o (W}':] W (sﬁ(}l
Riog, R7 Reg.. Ris . o= . = m
' Y-10 T-1 Y-12 Y-13

v-9

Ry, R3; He3aBUCMMO MpencTaBIsIOT COOOW aTOM BOAOPOJA, AJKWII, TaJIOTeHAJIKHI,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
ankuHWI, rajgoreHankuHwi, wmukimoankmwi, RioS(0)-, RiS(0)-, RioC(O)-, Ri1oC(S)-,
R10R11NC(O)-, R10R11NC(S)-, R100C(0O)-;

R4, Rs u R¢ HE3aBUCUMO MPEACTABIISIOT COOOW aTOM BOJIOPOMA, aJIKWJI, TaJIOT€HAIKUIL,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
AJKWHWI, TAIOTCHAJIKMHIL, LIUKJIOAJKUJI, apUJT WA T€TEPOAPIT,

R7; u Rg He3aBHCHMO MNpencTaBisitOT COOOW aToM BOJIOPOAA, AJKWJL, TaJIOTeHAJIKHI,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
AJTKWHUJI WU TaJOTeHATKMHUI,

Ro mpencraensier coboii atom Bomopoxaa, ramoreH, -CN, WU aJKu, TaJOTeHAJKHUI,
aJKeHWJ, TaJlOTeHAJIKEeHII, allKUHWJ, TaJlOTeHAJKUHWI, LHUKJIOANKUJ, TaJIOTeHIIUKIOAIKHUII,
ATKWILUKIOATKAN W [TUKJIOANKHIAJKIIL, KaXAbIH M3 KOTOPBIX HE3aMEINECHHBbIM WM UMEET
OMH WK OOJNbIIE 3aMEeCTUTEJIeH, BBIOPAHHBIX U3 rajoreHa, TUAPOKCH-TPYIIbI, aMUHO-TPYIIIIHIL,
anKwi- Wik Au(aJKAI)aMAHO-TPYIIbL, aJIKWIA, LUKJIOANKWIA, TaJOreHaKUIa, ajJKeHUIA,
raJIoOreHaJIKEHNJIa, AJIKUHWIA, TaJOreHAJIKUHUIIA, AJTKOKCH-TPYIbI, TaJOre€HAJTKOKCH-TPYIIIHIL,
ANKWJITHO-TPYNIbI, rajoreHankuatuo-rpynmnel, R7S(0)-, R7S(0)-, R7C(0)-, R7RsNC(O)-,
R70C(0O)-, R7C(0)0O-, R7C(O)NRg-, -CN unu -NOy;

Rio, Ri1, Ri2 1 Ri3 kaknblil He3aBUCUMO TPEACTABIISIIOT COOOM aTOM BOIOPOAA, aJKHUJI,
TJIOTEHANKUJ, THOAJIKWI, aJKUJITHOAJNKWI, TUAPOKCHANKWI, aJKOKCHAJIKWJ,  aJKEHW,
rajoreHaJKEeHWI, aTKMHUJT WIH TalOTeHATKIUHWI, UITH

Rio BMecte ¢ Ri1 popmupyror =0, =S wnm =NRy; win

R12 BmMecte ¢ Ri3 hopmupyror =0, =S mu =NR»;



31

W npencrapnsier codoit O, S wim NRy;

n paseH 1-4; u

m pases 0, 1 uiu 2; uiu ero GpapMaleBTHYECKH MPHEMIIEMYIO COJIb;

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
CoZepIKalIue:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO
M30KCa30JIMHOBOTO coenuHeHns, umeromero ¢opmynsl [11-1.001 - I1-1.025 u III-2,001 - III-

2,018:

@);

Coenunenus I11-1.001 - I1I-1.025

CoenuHenue (Z)p B° | B | B’ B2 B! | RP R!®
1.001 35C, |CH|CH| CH | CH| N | H | CH:C(O)NHCH;CF;
1.002 3,5-Cl, CH|C-H| C-H | C-H N H CH,CF;
1003 |35-(CFs), |CH|CH| CH | CCH| N _|CH;|  CH.CO.CH;
1004 | 3,5<(CFs), |CH|C-H| C-H | CH | N | CH; CH.COH
1005 | 35(CFs), |C-H|CH| CH | CH | N | CH; | CH,C(O)NHCH,CF;
1006 | 35(CFs); |[CH|CH| CH | CH| N | H | CH,C(O)NHCH,CF;
1007 | 3,5CF5), |CH|C-H| CH | CH| N | H | CH,CH,SCH;
1008 | 35-(CFs), |CH|CH| CH | CCH | C-H | H | CH,C(O)NHCH,CF;
1009 | 3,5<(CFs), |CH|C-H| C-H | CCH | C-H | H | CH,CH,SCH;
1010 | 3,54(CFs), |CH|C-H| CH | CH| CH | H CH,CF;
1011 35Cl, |CH|CH| CH | CH | C-H | H | CH,C(O)NHCH;CF;
1.012 3,5-Cl, CH|C-H| C-H | C-H C-H H CH,CF;
1.013 3,5-Cl, CH|C-H| C-H | C-H C-H H CH,CH,SCH;
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1.014 3-C1,5-CF; |C-H|C-H| C-H | C-H | C-H H | CH,C(O)NHCH,CF;
1.015 3-C1,5-CF; |C-H|C-H| C-H | C-H | C-H H CH,CF;

1.016 3-C1,5-CF; |C-H|C-H| C-H | C-H | C-H H CH,CH,SCH;
1.017 35-Cl, |C-H|C-H|C-Me| C-H | C-Me | H | CH,C(O)NHCH,CF;
1.018 35-Cl, |C-H|C-H|C-Me| C-H | C-Me | H CH,CF;

1.019 35-Cl, |C-H|C-H|C-Me| C-H | C-Me | H CH,CH,SCH;
1.020 3,5-(CF35), |C-H|C-H|C-Me | C-H | C-Me | H | CH,C(O)NHCH,CF;
1.021 3,5-(CFs;), |C-H|C-H|C-Me | C-H | C-Me | H CH,CF;

1.022 3,5-(CFs;), |C-H|C-H|C-Me | C-H | C-Me | H CH,CH,SCH;
1.023 3-C1,5-CF; |C-H | C-H | C-Me | C-H | C-Me | H | CH,C(O)NHCH,CF;
1.024 3-C1,5-CF; |C-H|C-H|C-Me | C-H | C-Me | H CH,CF;

1.025 3-C1,5-CF; |C-H|C-H|C-Me | C-H | C-Me | H CH,CH,SCH;

Coenunenus 111-2,001 - 111-2,018
CoenuHenue (Z)p B° | B* | B’ B2 B! |RP R!®

2,001 3,5-Cl, CH|CH| N C-H | C-H | H | CH,C(O)NHCH,CF;
2,002 3,5-Cl, CH|CH| N C-H| CH | H CH,CF;

2,003 3,5-Cl, CH|CH| N C-H| CH | H CH,CH,SCH;
2,004 3,5(CF3), |C-H| C-H| N C-H | C-H | H | CH,C(O)NHCH,CF;
2,005 3,5-(CF3), |C-H|C-H| N C-H| CH | H CH,CF;

2,006 3,5-(CF3), |C-H|C-H| N C-H| CH | H CH,CH,SCH;
2,007 3-C15-CF; |C-H | C-H| N C-H | C-H | H | CH,C(O)NHCH,CF;
2,008 3-C1,5-CF; | C-H | C-H| N C-H| CH | H CH,CF;

2,009 3-C15-CF; |C-H | C-H| N C-H| CH | H CH,CH,SCH;
2,010 3,5-Cl, CH|C-H| C-H | C-H | C-H | H | CH,C(O)NHCH,CF3
2,011 3,5-Cl, CH|CH|CH|CH|CH|H CH,CF;

2,012 3,5-Cl, CH|CH|CH|CH|CH|H CH,CH,SCH;
2,013 3,5<(CFs), |C-H|C-H| C-H | C-H | C-H | H | CH,C(O)NHCH,CF3
2,014 3,5(CFs3), |C-H|C-H| C-H | C-H | C-H | H CH,CF;

2,015 3,5(CFs), |C-H|C-H| C-H | C-H | C-H | H CH,CH,SCH;
2,016 3-C1,5-CF; | C-H | C-H| C-H | C-H | C-H | H | CH,C(O)NHCH,CF;
2,017 3-C1,5-CF; |C-H| C-H| C-H| C-H | C-H | H CH,CF;

2,018 3-C1,5-CF; |C-H| C-H| C-H| C-H | C-H | H CH,CH,SCH;

WK ero (papMaLeBTHYECKH PUEMJIEMO COJIH;

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) MO MeHbIIel Mepe OAKH (papMaLeBTHYECKH PUEMJIEMbIN PAaCTBOPUTEII;

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOs3aTenbHO MO MeHblIeH Mepe OOHY (papMaLeBTHYECKU MPUEMIIEMYIO T00aBKY,
BCIIOMOTaTeNIbHOE BEILECTBO HJIH UX CMECH.

B gpyrom BapuaHTe OCYIIECTBJICHHS, B HACTOSIIEM H300PETEHHUH OMUCAHBI
UHBELMPYeMble  Mpenaparbl  3aMEeIJIEHHOrO  BBICBOOOXKISHHMS  AJsl  JICUSHUS  W/HJIH

npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
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CoAcprRamue:

a) TPOTUBOMApasuTapHO 3(P(PEKTUBHOE KOJHUYECTBO H30KCA30JHMHOBOTO COEIUHEHUS,

)
//CFs
FaC O"\‘ H\)\ﬁ

umeroriero gopmyny (IV)
X1

x3
Iv)

rae X!, X? u X° nesasucumo npencrasisioT coboit H, ranoren, Ci-Csamkun umu Ci-
CsranoreHankuwi, WK €ro papMaleBTHUECKH TPHEMIIEMYIO COJIb,

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) MO MeHbIIel Mepe OAKH (papMaLeBTHYECKH PUEMJIEMbIN PAaCTBOPUTEII;

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOs3aTenbHO MO MeHblIeH Mepe OOHY (papMaLeBTHYECKU MPUEMIIEMYIO T00aBKY,
BCIIOMOTaTeNIbHOE BEILECTBO HJIH UX CMECH.

B gpyrom BapuaHTe OCYIIECTBJICHHS, B HACTOSIIEM H300PETEHHUH OMUCAHBI
UHBELMPYeMble  Mpenaparbl  3aMEeIJIEHHOrO  BBICBOOOXKISHHMS  AJsl  JICUSHUS  W/HJIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
conepIKaIIue:

a) TPOTUBOMAPA3UTAPHO 3(P(PEKTUBHOE KOJUYECTBO H30KCA30JMHOBOIO COEIUHEHUS,

umeroriero gpopmyny (IVa)

o—N 9
FsC ) H\)\ /CFs

o}
Cl CH3

Cl
(IVa)
WK ero (papManeBTUYECKH MPUEMIIEMOH COIH,
b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;
C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,
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€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
conepIKaIIue:

1v) mpoTuBomapasuTapHo 3(P(PEeKTHBHOE KONIMYECTBO H30KCA30JIMHOBOTO COENUHEHUSI,

umeroriero gpopmyiy (V)

O—N O
1 ¢ \ I
X s\
N
X2 0
x3 O
V)

rae X!, X? u X° nesasucumo npencrasisioT coboit H, ranoren, Ci-Csamkun umu Ci-
CsranoreHanKuI, Win ero (papMaleBTHUECKH TPUEMIIEMYIO COJIb,

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) MO MeHbIIel Mepe OAKH (papMaLeBTHYECKH PUEMJIEMbIN PAaCTBOPUTEII;

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOs3aTenbHO MO MeHblIeH Mepe OOHY (papMaLeBTHYECKU MPUEMIIEMYIO T00aBKY,
BCIIOMOTaTeNIbHOE BEILECTBO HJIH UX CMECH.

B gpyrom BapuaHTe OCYIIECTBJICHHS, B HACTOSIIEM H300PETEHHUH OMUCAHBI
UHBELMPYeMble  Mpenaparbl  3aMEeIJIEHHOrO  BBICBOOOXKISHHMS  AJsl  JICUSHUS  W/HJIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
conepIKaIIue:

1v) mpoTuBomapasuTapHo 3(P(PEeKTHBHOE KONIMYECTBO H30KCA30JIMHOBOTO COENUHEHUSI,
umeroriero gpopmyny (Va)

O—nN

\

9O o O
Cl
N CHs

FaC
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(Va)

WK ero (papManeBTUYECKH MPUEMIIEMO COJH,

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
conepIKaIIue:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO
W30KCA30JIMHOBOTO CoequHeHus:, nmerotnero gopmyiy (VI):

F1C
O
R1 \N
/
R? "\
R3 C(O)NH-T
(VD)

rae R!, R? u R? nesasucumo npexcrasnsor coboit H, Cl, F unu CFs;

Y npeacrasisier co00H AUPATUKAIBHYIO TPYIIITY
S~
\_/

CHj u

T nmpencrasnsier coboli Ci-Cs-alKUIBHYIO TPYIIy, KOTOpas SIBJISETCS He3aMeEIleHHOMN
WIA MEET B KaueCTBE 3aMECTHTEJICH rajioreH, LMaHO-TPYIIy, HUTPO-TPYIIY, aMHUHO-TPYIILY,
runpokcui, Ci-Cs-ankokcu-rpynmny, Ci-Ce-ranorenankokcu-rpynmny, Ci-Ce-ankuntuo-rpymmy,
Ci-Cs-ankuntuo-rpynmy, kapOokcu-rpymmy, kapdamouna win Cr-Ce-aIkaHOWIBHYIO TPYIIY,
KOTOPBIE MOTYT OBITh HE3aMEINEHHbIMH WJIM 3aMELICHHBIMH B aJKWJIBHOM (parMeHTe aTOMOM
rajioreHa, MM ero papMareBTHUECKH TPUEMIIEMYIO COJIb;,

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTETbHO AHTHOKCUIAHT; U
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€) HeoOs3aTeIbHO TIO0 MEHbIIeH Mepe OaHy (apMaleBTUYECKH MPUEMIIEMYIO JTOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
coneprKame

a) TPOTUBOMApasuTapHO 3(P(PEKTUBHOE KOJHUYECTBO H30KCA30JHMHOBOTO COEIUHEHUS,

umeroriero gopmyny (VIa):

Fac SN
\ 0
S H
N CF,
N v
o | / H/\”/
o)
ol . CH,

(VIa)

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
cozeprkarue

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

coenuHenus1, uMmeroinero Gopmyny (VII):

H
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rre

Y mpencrasisier coboli atoM Bogopoaa, Gropa, xjopa win Opoma,

R! npencrapnser coboil denun, 3amelneHHbll 2-4 3aMeCTUTENSAMH, BbLIODAHHBIMM U3
rajoreHa, Merwia, AudTOpMeTHNA, TPUYTOPMETHIIA, METOKCH-TPYNIBI, TPUPTOPMETOKCH-
TPYIIIBI WA TPUGTOPITOKCU-TPYIIITHI,

R? npencrasnser coboit MmeTun, GpropmeTun, TpudGTOpMETUN UK nepHTOPI T,

R u R HesaBucuMo BBIOpaHBI W3 aToOMa BOJOPOMAA, METIUIA, B3THNA WIH
dropmeruna; umu R u R¥® Bmecte oObenuHeHb! ¢ aTOMOM yriepona, K KOTOPOMY OHH
NPUCOETUHEHbI, 00pa3ysl LUKJIOMEHTHJIPHOE KOJbLO WM LIUKJIOT€KCHIBHOE KOJIBLO; WJIH €ro
(bapMareBTHUECKH TPUEMIIEMYIO COJTb

b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;

C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
npenoTBpamenns (MpoQUIAKTUKH) Mapa3UTapHbIX HHOEKUUH M 3apaKeHWH Y KUBOTHBIX,
conepIKaIIue:

a) TPOTUBOMApasuTapHO 3(P(PEKTUBHOE KOJHUYECTBO H30KCA30JHMHOBOTO COEIUHEHUS,

umeroriero gopmyay (VIla):

Cl

Cl
(VIla)
WK ero (papManeBTUYECKH MPUEMIIEMO COJH,
b) mo MeHbIuel Mepe OANH (apMaLeBTHUECKH PUEMIIEMBIH ITOJIUMED;
C) IO MEeHbIIEeH Mepe OANH (hapMaleBTHUECKH MPUEMIIEMbIH PACTBOPHUTEID;,
d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U
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f) HeoOsi3aTenbHO MO MeHbLIEH Mepe OnHY (apMaLEeBTUYECKU MPUEMIIEMYIO TOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

B npyrom BapmaHTe OCYINECTBJICHUS, HWHBELUHPYEMbIC TMpernapaTbl 3aMeIJICHHOTO
BBICBOOOKIIEHUS IO HACTOSIIIEMY H300PETEHHIO CONEPIKaT MPOTUBOMApasuTapHO 3 (HeKTHBHOE
KOJIMYECTBO 4-[5-[3-xmop-5-(Tpudropmernn)penmn|-4, S-murunpo-S-(tpudropmernn)-3-
n3okcazonui]-N-[2-okco-2-[(2,2,2-TpudropaTui)aMuHo |31ui|- 1 -Hadrannakapbokcammuia
(Coenunenue, nmetrotnee dpopmyy Ilc).

B npyrom BapumaHTe OCyIIeCTBiIEHHUS, (apMaLEBTHUECKH NPUEMIIEMbIH TMOJNUMED B
ONMCAHHBIX BBINE HWHBELUPYEMBbIX Mpernaparax 3aMeUJIEHHOTO BBICBOOOXKACHUS MOXKET
NPEACTaBIATh COOOM COMOJMMEp MOJUIAKTHAOB W TOJHUIJIMKOJIUIOB, U PACTBOPUTENH MOET
NPEACTaBIATh COOON OAMH pPACTBOPUTENb, TAaKOH Kak, HAlpHMep, LUKIMYECKHH KapOoHaT
(HampuMep, OTUIEHKApOOHAT WM MPOMINIEHKapOOHAT), WM CMeChb PacCTBOPUTEJICH,
COIEpPIKAINYI0, HANMpUMeEp, LHUKJINYECKUH KapOOHAT, CIOXHBIA >pHUp rivuepuHa (Hampumep,
TIIMLIEPUH TpHUALeTaT) W, HeoOsi3aTeNbHO, mojiokcamep (Hampumep, P-124), KOTOphI MOKET
BBICTYIIaTh B POJIM PACTBOPHUTENSI FUTH NIOBEPXHOCTHO-aKTUBHOTO BellecTBa. B apyrom Bapuanre
OCYILIECTBJIEHHsI, OTIMCAHHBIE BBIIIE MPENapaTbl C 3aMEAJICHHBIM BBICBOOOKICHUEM BKIIIOYAIOT
AHTHOKCHAAHT, TAKOHM KaK OyTHJIMPOBAHHBINA THAPOKCHTOYOJ.

Coenunenns, umeromue ¢opmyny (I) - (VIla), moryr cymectBoBaTb B BHIE
CTEPEOU30MEPOB, TIOCKOJBKY B  MOJIEKYJ€ TNPUCYTCTBYET XHUPAJbHBIH LEHTP. OTH
UH/IUBUAYAJIbHBIC CTEPEOU30MEPHI OXBATBIBAIOTCS CTPYKTYPHBIMH bopmynamu,
n300paKEHHBIMH B HACTOSIIIEM TEKCTe. Pa3nudHble CTepeon3oMephl BKIIOYAIOT SHAHTHOMEPSI,
IracTepeoMepsl M aTporonsoMepsl. KBannpuuupoBaHHOMY CHELMATUCTY B JaHHOHN oOnacTw
MOHATHO, YTO OJUH CTEPEOH30Mep MOXKeT ObIThb Oojiee AaKTHBHBIM W/WIN TPOSBISTH
JOTIOJIHUTEIIbHBIE ONAarONpUsITHBIE CBOWCTBA, B CPAaBHEHUH C APYrHUM 3HaHTHOMepoM. Kpome
TOrO, KBaJHU(PHUUPOBAHHOMY CIELHUAIUCTY B IOaHHOH O0OJAacTH H3BECTHO, KaK pa3delsiTh,
oboramare WWIN CEJNEeKTUBHO IOJIy4aTh CTEPEOM30MEP OIMMCAHHBIX B HACTOSIIIEM TEKCTe
M30KCa30JIMHOBBIX COeAMHEHUH. M30KCa30JIMHOBBIE COENWHEHHs, OMHMCAHHBIE B HACTOSIIEM
TEKCTE, COEPIKAT YeTBEPTUUHBIA XHPAJIbHBIA aTOM YIJIEPOAA B MATHUIICHHOM H30KCA30JIMHOBOM
KOJIbLIe (OTMeueH 3Be30UKON (*), MOATOMY JAaHHbIE COEAMHEHUs COAEPKaT MO MEHbIIEeH Mepe
IIBa BO3MOKHBIX cTepeonsomepa. Kak mpumep mist coemunenuit, umeromux gopmyny (Ilc), nea
BO3MOJKHBIX CTEPEOH30Mepa M0 YETBEPTUUYHOMY aTOMYy yriepoja MOoKa3aHbl Kak ¢opmyna (K)-

IIc u (S)-1c:



Cl

(R)-11c

Coenunenne, wuMmeroliee mpuBeAeHHYO Bbime ¢opmyay (S)-llc, umeer (S)-
KOH(QUTYpALMIO Yy XHPAJTBHOTO aToMa Vriepoia, a coequHeHue, umeromiee Gopmyny (R)-Ilc,
umeeT (R)-xoH(puryparuro.

Uzo0OpaskeHuss MOJIeKyJl, TIPUBENCHHbIE B HACTOSIIEM TEKCTe, COOTBETCTBYIOT
CTaHJAPTHBIM MpaBUIaM H300paxkeHusi crepeoxumun. s ykasaHus crepeo-KOH(QUTypaLuu,
CBSI3M, BBIXOMSIIME U3 IJIOCKOCTH PHUCYHKA I10 HAMPABJICHUIO K YUTATEN0, H300pa)aroT
CIUIOLIHBIMU KJIMHbBSIMH, TA€ LIMPOKUH KOHEL[ KJIMHA MPUCOEANHEH K aTOMY, BO3BBIIIAIOIIEMYCSI
HaJl IJIOCKOCTBIO PUCYHKA B HampaByieHHH yntarens. CBsi3u, BBIXOISIINE U3 IIOCKOCTH PUCYHKA
BHU3 OT IUIOCKOCTH JIHCTAa U MO HAMPaBJICHUIO OT YUTATENs, HU300pa)KaroT MyHKTUPHBIMH
KJIMHBSIMH, € Y3KMH KOHEL KJIMHA TMPUCOENMHEH K aTOMY, DPACMOJIOKEHHOMY Jajblie OT
yurtaress. JIMHUM MOCTOSHHOM LIMPUHBI O3HAYAIOT CBSI3M, MMEIOIINE MPOTUBOIOJIOKHOE HIIH
HeWTpaJIbHOE HAMPABJICHHE OTHOCUTENIBHO CBSI3€i, MOKA3aHHBIX CIUIOLIHBIMH HJIH MyHKTUPHBIMH
KJIMHBSIMH, JIMHUM TIOCTOSIHHOW IIHMPUHBI O3HAYAIOT TAKXKE CBS3M B MOJIEKYJIAX WJIM 4acTsX
MOJIEKYJI, B KOTOPBIX HE MPEIoJaraeTcsi ykasaHue KOHKPETHOH CTepeoKOHPUTypaLiuu

Takum 0Opa3oMm, B IOPYroM BapHaHTE OCYLIECTBJICHHUS, HHBELUPYEMbIE MpenapaThl
3aMEJICHHOTO BBICBOOOSKICHHS [0 HACTOSIIEMY H300PETEHHIO COEPIKAT MPOTHBOMAPASUTAPHO
3¢ deKTUBHOE KOJIMYECTBO MO MEHbIIEH Mepe OJHOro M30KCa30iuHa, uMmeromero ¢opmyny (I),
dopmyay (II), dpopmyay (Ia), popmyay (IIb), dopmyny (Ilc), popmyany (I1d), bopmyny (Ile),
dopmyny (IIf), dopmyny (III), popmyny (I11I-1.1001) - (I1I-1.025), popmyny (I11-2,001) - (III-
2,018), dopmyay (IV), Gopmymny (IVa), popmyiy (V), dopmyay (Va), popmyny (VI), hopmyiy
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(VIa), dopmyay (VII) unu dopmyny (VIla), koTopslii oOoramieH OqHUM U3 SHAHTHOMEPOB, MU
ero apmareBTHIeCKH MPUEMIIEMOH COJTH.

B onmHOM BapuaHTe OCYLIECTBJEHHs, HWHBELHMPYEMble Mpenaparbl 3aMeIIeHHOro
BBICBOOOXKIEHHsI COZIEPKAT MPOTHBONAapa3uTapHoO 3(hp(HEeKTUBHOE KOJIMYECTBO IO MEHbINEH Mepe
OITHOTO M30Kca3onuHa, umeromero dopmyny (I), dopmyny (II), popmyny (Ila), dopmymny (1Ib),
dopmyny (Ilc), dopmyny (1Id), dopmyay (Ile), dopmyny (IIf), popmyay (III), bopmysmy (III-
1.1001) - (III-1.025), ¢opmyny (III-2,001) - (I11-2,018), dopmyay (IV), dopmyay (IVa),
dopmyany (V), dopmyny (Va), popmyny (VI), dopmyny (Vla), dopmyay (VII) nm dopmyiy
(VIIa), xotopplii odoraiieH HaHTHOMEPOM, AEMOHCTPHUPYIOLIUM 3HAUUTENBHYIO i1 Vifro U in
VIVO aKTHBHOCTBH C OJIarONpHUsTHBIM MPOQUIEeM TOKCUYTOCTH (3yTOMEp), C B TO BpeMsl Kak
COeAMHEHWE WJIM KOMIO3HMLMS OOOTalleHHas JAPYrMM SHAHTHOMEPOM, JE€MOHCTPHPYET
3HAUUTEJIBPHO OoJiee HU3KYK [n Vitro W in Vivo aKTUBHOCTh (IUCTOMEpP), WJIH €ro
(papmMaLieBTHUECKH TMpPHEMJIEMOH coJu. B OOHOM BapuaHTe OCYLIECTBJICHHS HACTOSIIEro
n3o0pereHus;, Oonee OHOJOTMYECKH AKTUBHBIM HSHAHTHOMEPOM COEIUHEHMsS, HMEIOIIEro
dopmyny Ilc, caurarot coenuHeHue, nMeroIiee n3o0paskeHHyro Boime Gopmyiny (S)-1lc, koTopoe
umeer (S)-xkoHpurypanuro y xXupanbHOro aroma yriepona. CxomHbIM oOpasom, Oonee
OUOJIOTHYECKU aKTHBHbIE YHAHTHOMEPHI M30KCA30JHHOBBIX COCAMHEHHH, MMEHOIINX (hOopMyITy
(1), popmyay (II), dopmymy (Ila), bopmyay (I1Ib), bopmysy (11d), popmyay (Ile), bopmymy (11f),
dopmyay (III), popmyny (I1I-1.1001) - (III-1.025), hopmyay (111-2,001) - (111-2,018), dopmyry
(IV), dopmyay (IVa), popmyny (V), dopmyay (Va), gopmyny (VI), popmyay (Vla), Gopmyiy
(VII) umu popmyny (VIla), cumrarorcss umeromuMu (S)-KOHQUTYPALMIO Y XHPAITBHOTO aTOMa
yriepoJia H30KCa30JIMHOBOTO KOJIBLIA.

B onHoM BapuaHTe ocymecTBiieHus, coequHeHus, nmetomue hopmyny (1), popmyny (II),
dopmyany (Ila), popmyay (IIb), popmyay (Ilc), popmyny (Ild), popmyay (Ile), dopmymy (1If),
dopmyay (III), popmyny (I1I-1.1001) - (III-1.025), hopmyay (111-2,001) - (111-2,018), dopmyry
(IV), dopmyay (IVa), popmyny (V), dopmyay (Va), gopmyny (VI), popmyay (Vla), Gopmyiy
(VII) umu popmyny (VIla), npucyrcTByomuye B KOMIIO3UIHAX MO HACTOSIIIEMY H300PETEHHIO,
oOorauieHbl OJHUM OSHAHTHOMEPOM OTHOCUTENbHO JPYroro SHAHTHOMEpa B BECOBOM
COOTHOUIEHMU IO MeHbllel mepe 1,5:1. B apyrom BapuaHTe OCYIIECTBJICHMs, COCIUHEHWS,
umetorue popmyny (1), popmyny (I1), popmyny (Ila), popmyny (IIb), dopmyny (Ilc), hopmyny
(I1d), dopmyny (Ile), dopmyny (IIf), dopmyny (III), dopmymy (III-1.1001) - (III-1.025),
dopmyay (111-2,001) - (I11-2,018), popmyny (IV), bopmyny (IVa), hopmyny (V), bopmyny (Va),
dopmyny (VI), opmyny (VIa), ¢opmyny (VII) mnmu dopmyny (VIla), nmpucyrcTeyromue B
KOMIIO3HMLUSX M0 HACTOSIILEMY H300peTeHHro, o0OralleHbl OJHUM 3HAHTHOMEPOM B BECOBOM

COOTHOULIEHUH MO MeHblel Mepe 2:1, mo meHbiieit mepe 5:1 nnu no mensiel mepe 10:1.
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B npyrom BapmanTte ocyiiecTBieHus, coequHeHus, umeromue Gopmyny (I), dopmyny
(ID), dopmyny (Ila), popmyay (1Ib), popmyny (Ilc), popmyny (Ild), popmyay (Ile), popmyiy
(1f), popmyny (IIT), popmyny (III-1.1001) - (II-1.025), popmyay (II1-2,001) - (II-2,018),
dopmyany (IV), popmyny (IVa), dopmyay (V), popmyny (Va), popmyay (VI), popmyny (VIa),
dopmyny (VID) wmu dopmyny (VIla), mpucyTCTByrOmIME B KOMMO3ZHLHUSAX MO HACTOSIIEMY
U300pEeTeHUI0, MPeACTaBISIOT COOO MPaKTUUECKH YHCThle SHaHTHOMepbl. Tak, B Apyrom
BapUaHTE OCYLIECTBJICHUs, B HACTOSIIEM H300PETEHHWH OMUCAHBI MHBELUPYEMbIE KOMIO3ULIUN
3aMEAJICHHOIO BBICBOOOKAEHHSI, KOTOPbIE COJAEPKAT MPAKTHUYECKH YHCTbIE SHAHTHOMEPBI
coenuaeHnH, nMeromnx dopmyny (1), popmyny (II), popmyny (Ila), dopmyny (1Ib), dopmyry
(Ilc), hopmyny (11d), dopmyay (Ile), popmyny (1If), popmyny (III), popmymny (I11-1.1001) - (III-
1.025), ¢opmyny (I1I-2,001) - (III-2,018), dopmyny (IV), dopmyny (IVa), dopmyny (V),
dopmyny (Va), popmyny (VI), bopmyny (VIa), popmyny (VII) unu popmyny (VIla).

B opHOM BapuaHTe OCYINECTBJICHHs, KOMIIO3HMLHUS TI0 HACTOSIIIEMY H300PETeHUIO
comepkut coenuHenwne, wumermee Qopmyny (I), koTtopoe CymecTBeHHO 00OOTrameHo
sHaHTHOMepoM. [lox TEepMHHOM «CYLIECTBEHHO O0OOraiieHo» MOoApa3syMeBaeTcs, YTO
COOTHOIIEHHE BEC/BEC COCTABJISIET MO MeHbInell Mepe mpuMepHo 1,5 k 1 Wi BeIIE, B TOJB3Y
LIeJICBOrO SHAHTHOMepa. B Ipyrom BapHaHTe OCYILNECTBJICHHS, WHbELHMPYEMbIe KOMIO3ULIUU
3aMEJICHHOrO BBICBOOOKIEHHs 0 HACTOSIIEMY H300PETeHHIO CONEepKAT COeNUHEHHE,
umerotee Gopmyny (I), xotopoe cymecrBeHHO oborameHo (S)-3HaHTHOMEpOM. B npyrom
BapUaHTE OCYIIECTBJICHUS, WHBELMPYEMble KOMIIO3UIMU 3aMEJIEHHOrO BBICBOOOXKICHHUS IO
HACTOSIIIEMY HW300peTeHUI0 cojepkaT coeauHenne, wumewinee ¢opmyay (I), xotopoe
CYIIECTBEHHO 000TaIeHO (/)-3HAHTHOMEPOM.

B npyrom BapuaHTe OCYIIECTBIICHHSI HACTOSIIErO MU300pETeHHs, KOMIIO3UIIMU CONEPKAT
coenunenue, wumewmee Gopmyny (I), oboramenHoe (S)->HAHTHOMEPOM B  BECOBOM
COOTHOIIEHUHU IO MeHbineil mepe okojo 2:1, (S) k (R), nmu Oonbme. B apyrom BapuaHTte
OCYLIECTBJICHHSI, KOMIIO3ULMHU 10 HACTOSIIIEMY H300PETEHUIO COePIKaT COeNMHEHUE, HMEIoIIee
dopmyny (1), oboramenHoe (S)-3HAHTHOMEPOM B BECOBOM COOTHOIICHHH 1O MEHBIIEH Mepe
okosio 5:1, (S) x (R), wiu Oosbie. B nmpyrom BapuaHTe OCYIIECTBJICHUS, KOMIIO3UIUH IO
HACTOSIIEMY M300pEeTeHHIO coaepkaT coequHeHue, umeromee popmyny (1), oboramenHoe (.5)-
SHAHTHOMEPOM B BECOBOM COOTHOIICHHH MO MeHbInel mepe okoio 10:1, (S) k (R), wnu Oonbire.
B nmpyrom BapuaHTe OCYLIECTBJIEHHs, KOMIO3ULMU MO HACTOSILIEMY HM300pPETEHHIO COIepKaT
coenuHenue, umertnee Gopmyny (I), kotopoe npencrapiser coOON MPAKTUYECKH YHCTHIHN (.5)-
SHAHTHOMED.

B npyrom BapuaHTe OCYIIECTBIICHHSI HACTOSIIErO MU300pETeHHs, KOMIIO3UIIMU CONEPKAT

coenunenue, wumermee ¢Gopmyny (I), oOoramennoe (K)-3HAHTHOMEPOM B  BECOBOM
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COOTHOIIEHUHU N0 MeHbinel Mepe mpumepHo 2:1, (R) k (), unmm Oonpie. B apyrom BapuaHTte
OCYILIECTBIIEHHSI, KOMITO3ULIMH TI0 HACTOSIIEMY H300pPETEHUIO CONIEpIKAT COeAUHEHHE, NMEIOIIee
¢dopmyny (I), oboramenHoe (K)-3HAHTHOMEPOM B BECOBOM COOTHOILIEHHH IO MEHbLIEH Mepe
okosio 5:1, (R) k (S), wiu Oonbie. B nmpyrom BapuaHTe OCYIIECTBJICHUS, KOMIIO3UIUH IO
HACTOSIIIEMY M300peTeHUI0 coaepxkar coennHenne, umeromiee Gopmyay (I), odoramennoe (K)-
SHAHTHOMEPOM B BECOBOM COOTHOIICHHH MO MeHbInel mepe okoio 10:1, (R) k (), wnu Oonbie.
B npyrom BapumaHTe OCYLIECTBIIEHHs, KOMIIO3UIMU IO HACTOSILIEMY H300pPETEHUIO COnIepKaT
coenuHenue, umeroee Gopmyny (I) koropoe mpeacrapyser coOOH MpPaKTUYECKH YUCTHIA R-
SHAHTHOMED.

B opgHOM BapmaHTe OCYIIECTBICHMS, KOMIIO3HMLHUS MO HACTOALIEMY H300pETEHHIO
conep:kut coennHenne, umeromiee popmyiny (1), (I1a), (IIb), (IIc), (I1d), (Ile) wnu (IIf), xoTopoe
CYIIECTBEHHO 00O0TAIEHO SHAHTHOMEPOM. B pyrom BapuaHTe OCYIIECTBIIEHHS], HHBELIHPYEMbIe
KOMIIO3ULIUK  3aMEIUICHHOTO BBICBOOOKACHHSI IO HACTOSIIEMY H300pPETeHHIO CcoaeprKar
coequaenne, umeromee Gopmyny (II), (Ila), (IIb), (Ilc), (IId), (Ile) wmmu (IIf), xoropoe
CyliecTBeHHO oborameHo (S)-sHaHTHOMEpOoM. B npyrom BapwaHTe OCYIIECTBICHHS,
UHBELUPYEMble KOMIIO3UIUN 3aMEIJICHHOTO BBICBOOOXKIECHHUS 1O HACTOSIIEMY H300pPETeHHIO
conepskar coequaenue, umeromee Gopmyny (1), (Ila), (IIb), (Ilc), (IId), (Ile) umu (IIf), xkoTopoe
CYIIECTBEHHO 000TaIeHO (/)-3HAHTHOMEPOM.

B npyrom BapuaHTe OCYIIECTBJICHHSI HACTOSILIEr0 M300pETeHUs], KOMIIO3UIIMHA COAEPIKAT
coenunenue, umeromee Gopmyny (II), (I1a), (IIb), (Ilc), (IId), (Ile) wnu (IIf), oboramennoe (S)-
SHAHTHOMEPOM B BECOBOM COOTHOIIEHHUH MO MEHbIIeH Mepe okoiio 2:1, (S) k (R), unmu Ooublie.
B npyrom BapumaHTe OCYLIECTBIIEHHs, KOMIIO3UIMU IO HACTOSILIEMY H300pPETEHUIO COnIepKaT
coenunenue, umeromee Gopmyny (II), (I1a), (IIb), (Ilc), (IId), (Ile) wnu (IIf), oboramennoe (S)-
SHAHTHOMEPOM B BECOBOM COOTHOIIEHHUH MO MEHbIIeH Mepe okoiio 5:1, (S) k (R), umu Oosblie.
B npyrom BapumaHTe OCYLIECTBIIEHHs, KOMIIO3UIMU IO HACTOSILIEMY H300pPETEHUIO COnIepKaT
coenunenue, umeromee Gopmyny (II), (I1a), (IIb), (Ilc), (IId), (Ile) wnu (IIf), oboramennoe (S)-
SHAHTHOMEPOM B BECOBOM COOTHOIICHHH MO MeHbInel mepe okoio 10:1, (S) k (R), wnu Oonbire.
B npyrom BapumaHTe OCYLIECTBIIEHHs, KOMIIO3UIMU IO HACTOSILIEMY H300pPETEHUIO COnIepKaT
coenunenue, umeromee (opmyny (II), (Ila), (IIb), (Ilc), (IId), (Ile) wmu (IIf), xotopoe
MpeacTaBisieT COOOH MPaKTHYECKU YUCTHIH (.S)-9HAHTHOMED.

B npyrom BapuaHTe OCYIIECTBJICHHSI HACTOSILIEr0 M300pETeHUs], KOMIIO3UIIMHA COAEPIKAT
coennaeHune, umermee Gopmyay (II), (I1a), (IIb), (Ilc), (1Id), (Ile) umu (1If), oboramenHoe (K)-
SHAHTHOMEPOM B BECOBOM COOTHOIIEHHWH MO MeHblIed mepe npumepno 2:1, (R) k (S), nm
Oonpie. B mpyrom BapuaHTe OCYIIECTBJICHUS, KOMIIO3HLIHMM MO HACTOSIIIEMY H300pETeHHIO

comepxar coemuHenue, umeromee Qopmyny (II), (Ila), (IIb), (Ilc), (IId), (Ile) nmmm (IIf),
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oborammenHoe (K)-3HaHTHOMEPOM B BECOBOM COOTHOLIEHHH 1O MeHbInel mepe okouo 5:1, (R)
(S), wnmu Oonpme. B npyrom BapuaHTe OCYIIECTBICHMs, KOMIIO3HLIHMH [0 HACTOSIIEMY
u3o0peTeHunro coaepxkar coenunenue, umeromee Gopmyny (1), (I1a), (IIb), (Ilc), (I1d), (Ile) wm
(IIf), oboramenHoe (K)-3HaHTHOMEPOM B BECOBOM COOTHOIIEHUH IO MeHbIel Mepe okosio 10:1,
(R) x (S), nnm Oonpime. B npyrom BapmaHTe OCYIIECTBJICHHUS, KOMIIO3ULUH IO HACTOSIIEMY
u3o0peTeHunro coaepxkar coenunenue, umeromee Gopmyny (1), (I1a), (IIb), (Ilc), (I1d), (Ile) wm
(IIf), xotopoe mpencrasinsieT cOOOH MPAKTUIECKH YUCThIH (R)-3HAaHTHOMED.

B opgHOM BapmaHTe OCYIIECTBICHMS, KOMIIO3HMLHUS MO HACTOALIEMY H300pETEHHIO
comepxkut coenmHenue, umeromee ¢opmyny (Ilc), koTopoe cymecTBeHHO OOOrameHo
SHAHTHOMEpPOM. B  npyrom BapwaHTe OCYINECTBJICHHUS, WHBELUPYEMble KOMIIO3HLIUU
3aMEUIEHHOTO BBICBOOOK/IEHUSI TI0 HACTOSIIEMY H300pPETeHHIO COAep:KaT COEOUHEHUE,
umeroree Gopmyny (Ilc), kotopoe cymectBeHHO oborameHo (S)-3HaHTHOMEpOoM. B npyrom
BApPHAHTE OCYIIECTBJICHUS, WHBELHUPYEMbIE KOMITO3ULUN 3aMEIJICHHOTO BBICBOOOKAECHHUS IO
HACTOsIIIEMY H300peTeHni0 conmepikar coeauHenune, wumeromee ¢opmyny (Ilc), xotopoe
CYIIECTBEHHO 000TaIeHO (/)-3HAHTHOMEPOM.

B npyrom BapmaHTe OCYyILIECTBISHHS, HACTOALIEE N300PETEHNE BKIFOYAET PaLlEMUYECKHe
CMeCH, HalpuMep, MPUMEPHO SKBUBAJIEHTHbIE KOJIMYECTBA SHAHTHOMEPOB, NMEIOIINX (HOPMYITy
(D), popmymny (II), popmyay (Ila), popmyay (1Ib), hopmyay (Ilc), popmyuny (11d), popmymny (Ile),
dopmyny (IIf), dopmyny (III), popmyny (I11I-1.1001) - (I1I-1.025), popmyny (I11-2,001) - (III-
2,018), dopmyay (IV), Gopmymny (IVa), popmyiy (V), dopmyay (Va), popmyny (VI), hopmyiy
(VIa), popmyny (VI) unu popmyny (VIIa).

B cny4ae snaHTHOMEPHOH 00OTAIEHHOCTH, OJIUH SHAHTHOMEDP NPUCYTCTBYET B OOJIbIIEM
KOJINYECTBE, YeM JPYTOH, U CTETIeHb 00OTAIEHUs] MOYKHO OLICHUTh 3HAYEHHEM 3HAHTHOMEPHOTO
u3dbiTka ("ee"), KOTOpBIA paccuuThiBarOT Kak (2x-1)-100%, rme X 5TO MoOJbHas 4acThb
JOMUHHPYIOIIETO JHAHTHOMepa B cMmecu (Hampumep, ee 20% cootBerctByer 60:40
COOTHOIIEGHUIO 3HAHTHOMEPOB). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHMS, KOMIIO3HIHMHU IO
HACTOSIIIEMY M300PETEHUIO CONEepPKAT COCNUHEHHs, KOTOPbIe HUMEIOT SHAHTHOMEPHBIH H30BITOK
no MeHbiei mepe 50%. B apyrux BapuanTax OCyLIECTBJIEHMs], KOMIO3HUIMHU MO HACTOSLIEMY
M300pETEHUI0 COIEepKAT COENUHEHHs, KOTOpbleé HMEIOT SHAHTHOMEpPHBbIH H30BITOK Oojee
aKTUBHOTO H30Mepa 1O MeHblueld Mepe 75%, SHaHTHOMEpPHbI U30BITOK OoJee aKTHBHOTO
u3omepa 1o MeHbieil Mepe 90%, WM SHAHTHOMEPHBIH H30BITOK O0JIee aKTUBHOTO M30Mepa Io
meHbieli Mepe 94%. Ocobo crneayer OTMETHTh HHAHTHOMEPHO YHCTBIE BapHAHTHI
OCyIIecTBIIeHUs O0Jiee aKTHBHOTO U3oMepa (3yToMepa).

CoenuHeHHs MO HACTOSIIEMY HM300PETEHHIO MOTYT CYINECTBOBATH B BUJE OIHOTO HIIH

Oosee KOH(MOPMAIMOHHBIX U30MEPOB OJlarofapsi OrPaHUYEHHOMY BPALICHHIO BOKPYT aMHIHOM
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CBSI3W, MPHCOCIMHEHHON K apUJIbHOMY WM Te€TepOapPHIbHOMY KOJbLY (HAmpuUMep, amun,
cBsi3aHHBIA ¢ HadTwibHOW rpynmnoit B @opmyne (Ilc)). Hacrosimee m3oOpereHue BriO4aer
cMecH KOH(QOpMAaLMOHHBbIX H30MepoB. Kpome Toro, Hacrosiiee H300peTeHHE BKIOYAET
COEMHEeHMUs1, KOTOpbIe 00OralleHbl OJHUM KOH(QOPMEPOM, B CPABHEHUH C IPYTHMH.

Crnenyer mMOHUMATh, YTO, MOMHMO XHPAJIbHOTO aTOMa YIjepoaa B H30KCA30JHHOBOM
KOJIbIle coennHeHui, umerorux ¢popmyisl (1) - (VIIa), HekoTopbie COeNMHEHNST MOTYT BKJIFOUATh
Apyrue XupajibHble LEHTPbl B OJHOM WU OoJjblie 3amecturenedl. Takum oOpa3oM, IaHHbIE
COeOMHEHUs1 OyAayT uMeTh OoJybliee HYHCIO BO3MOXKHBIX CTEPEOU3OMEPOB (HAmpuMep,
nuacrepeomMepoB). Bce  BO3MOMKHBIE CTEPEOM3OMEPbl  OXBATBIBAIOTCS  HMHBELIUPYEMBIMHU
KOMIO3HLIUSIMH 3aMeIEHHOTO BBICBOOOKAEHHSI 10 HACTOALIEMY H300PETEHHUIO.

COOTBETCTBEHHO, B OJHOM BapHaHTe OCYLIECTBJICHHsS HACTOSILIEro H300peTeHus],
KOMIIO3ULIUK cofepxkar coenuHeHue, umeromee Gopmyny (1), dopmyny (II-1.1001) - (III-
1.025), ¢opmyny (I1I-2,001) - (III-2,018), dopmyny (IV), dopmyny (IVa), dopmyny (V),
dopmyny (Va), dopmyny (VI), dopmyny (VIa), dopmyny (VII) umu dopmyny (VIla),
oborammenHoe ($)-3HaHTHOMEPOM B BECOBOM COOTHOLICHHUHU IO MEHbLIEH Mepe mpumepHo 2:1,
(S) x (R), nnm Oonpime. B npyrom BapmaHTe OCYIIECTBJICHHUS, KOMIIO3ULUH 1O HACTOSIIEMY
n300peTeHnIo coaepikar coeanHeHue, nmeromee dopmyny (1), ¢opmyny (I1I-1.1001) - (II-
1.025), ¢opmyny (I1I-2,001) - (III-2,018), dopmyny (IV), dopmyny (IVa), dopmyny (V),
dopmyny (Va), dopmyny (VI), dopmyny (VIa), dopmyny (VII) umu dopmyny (VIla),
oborarmeHHoe (5)-3HAHTHOMEPOM B BECOBOM COOTHOLICHUH IO MeHbIuel Mepe okojo 5:1, (S) k
(R), mnu Oonpme. B npyrom BapuaHTe OCYLIECTBIEHHs, KOMIIO3HIHMU IO HACTOSIIEMY
n300peTeHnIo coaepikar coeanHeHue, nmeromee dopmyny (1), ¢opmyny (I1I-1.1001) - (II-
1.025), ¢opmyny (I1I-2,001) - (III-2,018), dopmyny (IV), dopmyny (IVa), dopmyny (V),
dopmyny (Va), dopmyny (VI), dopmyny (VIa), dopmyny (VII) umu dopmyny (VIla),
oborarmeHHoe ($)-?HAHTHOMEPOM B BECOBOM COOTHOLIEHHH IO MeHbLIeH Mepe mpumepHo 10:1,
(S) x (R), nnm Oonpime. B npyrom BapmaHTe OCYIIECTBJICHHUS, KOMIIO3ULUH 1O HACTOSIIEMY
n300peTeHnIo coaepikar coeanHeHue, nmeromee dopmyny (1), ¢opmyny (I1I-1.1001) - (II-
1.025), ¢opmyny (I1I-2,001) - (III-2,018), dopmyny (IV), dopmyny (IVa), dopmyny (V),
dopmyny (Va), popmyny (VI), popmyny (VIa), popmyny (VII) wmm dopmyny (VIla), kotopoe
MpeacTaBisieT COO0H MPaKTHYECKU YUCTHIH (.S)-9HaHTHOMED.

B npyrom BapuaHTe OCYIIECTBIICHHSI HACTOSIIErO MU300pETeHHs, KOMIIO3UIIMU CONEPKAT
coennnaenune, nMmeromee dopmyny (1), popmyny (I1I-1.1001) - (I1I-1.025), popmyay (I11-2,001)
- (111-2,018), dopmyny (IV), dopmyny (IVa), popmyay (V), dopmyny (Va), dpopmyny (VI),
dopmyny (VIa), dopmyny (VII) mmu dopmyny (VIla), oboramennoe (K)-3HaHTHOMEPOM B

BECOBOM COOTHOLIEHHH IO MeHbInel Mepe npumepHo 2:1, (R) k (§), wnmu Oonpine. B npyrom
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BApHAHTE OCYIIECTBJICHUS, KOMIIO3HLIUHU 110 HACTOSIIEMY U300PETEHHIO CONEPKAT COCOUHEHHE,
umetotiee popmyny (III), dopmyny (I11-1.1001) - (I1I-1.025), dopmyay (I11-2,001) - (I11-018),
dopmyany (IV), popmyny (IVa), dopmyay (V), popmyny (Va), popmyay (VI), popmyny (VIa),
dopmyny (VII) wmm dopmyny (VIa), oboramenHoe (R)-3HAHTHOMEPOM B BECOBOM
COOTHOIIEHUHU 10 MeHbineil Mepe okojo S:1, (R) k (S), nmm Oonbme. B npyrom BapuaHTte
OCYILIECTBIIEHHSI, KOMITO3ULIMH TI0 HACTOSIIEMY H300pPETEHUIO CONIEpIKAT COeAUHEHHE, NMEIOIIee
dopmyay (III), popmyny (I1I-1.1001) - (III-1.025), hopmyay (111-2,001) - (111-2,018), dopmyry
(IV), dopmyay (IVa), popmyny (V), dopmyay (Va), gopmyny (VI), popmyay (Vla), Gopmyiy
(VII) wnu dopmyny (VIla), oboramenHoe (K)-3HAHTHOMEPOM B BECOBOM COOTHOINEHUU TIO
MeHbineir mepe okojio 10:1, (R) x (S), wm Oonbme. B npyrom BapuaHTe OCYIIECTBIICHUS,
KOMIIO3ULIUU IO HACTOSIIEMY HM300pPETeHHIO cozlepkaT coeamHeHue, nMmeromee dopmyny (I1I),
dopmyay (III-1.1001) - (I1I-1.025), ¢opmyny (I111-2,001) - (I1I-2,018), popmyay (IV), dopmyry
(IVa), dopmyny (V), dopmyay (Va), dpopmyny (VI), popmyay (Vla), dpopmyny (VII) nn
dopmyay (VIla), koropoe npencrasinsier coOOH MPAKTUYECKH YUCTHIH (R)-3HAaHTHOMED.

B npyrom BapmaHTe OCYINECTBJICHUS, HWHBELUHPYEMbIC TMpernapaTbl 3aMeIJICHHOTO
BBICBOOOKIIEHUS IO HACTOSIIIEMY H300PETEHHIO CONEPIKaT MPOTUBOMApasuTapHO 3 (HeKTHBHOE
KOJIMYECTBO MO MEHbIIEH Mepe OJHOTrO HM30KCa30yinHa, onmucaHHoro B WO 2007/079162, WO
2007/075459 u US 2009/0133319, WO 2007/070606 u US 2009/0143410, WO 2009/003075,
WO 2009/002809, WO 2009/024541, WO 2005/085216 u US 2007/0066617 WO 2008/122375,
WO 2014/439475 A1 u WO2012 120135A1, kOTOpbIe BCE MOJHOCTBIO BKIIFOYEHBI B HACTOSIIIHIA
TEKCT MOCPEACTBOM CChUIKH.

B npyrom BapmaHTe OCYINECTBJICHUS, HWHBELUHPYEMbIC TMpernapaTbl 3aMeIJICHHOTO
BBICBOOOKIIEHUS IO HACTOSIIIEMY H300PETEHHIO CONEPIKaT MPOTUBOMApasuTapHO 3 (HeKTHBHOE
KOJINYECTBO MO MEHBIIEH Mepe OIHOrO HM30KCA30JMHOBOTO COENUHEHMs, OmHcaHHoro B WO
2009/02451A2 u WO 2011/075591A1, oba mokymMeHTa IMOJHOCTHIO BKJIFOUEHBI B HACTOSIIHN
TEKCT MOCPEACTBOM CChUIKH.

B onHOM BapmaHTe OCYIIECTBJICHUS, KOMIIO3HLIHUHU 110 HACTOSAIIEMY H300PETEHHIO MOTYT
colep:kaTh OT mMpuMepHO 5 1m0 mpumepHO 50% (Bec/Bec) M30KCA30JIMHOBOTO AEHCTBYIOIIETO
BelleCcTBa. B Apyrom BapuaHTe OCYIIECTBJIEHUS, KOMIIO3ULIMH MOTYT COAEPKATh OT MPUMEPHO 5
no npumepHo 30% (Bec/Bec) M30KCa30JIMHOBOIO NEHCTBYIOIIErO BEIecTBa. B Apyrux BapuaHTax
OCYIIECTBJICHUS, KOMITO3ULIMU MOTYT COJEpPKaTh OT MpUMepHO 5 no mpumepHo 20% (Bec/Bec)
WIN OT NMpUMEpPHO S5 1o nmpumMepHo 15% (Bec/Bec) M30KCA30IMHOBOTO JEHCTBYIOIETO BEIECTBA.
B npyrom BapuaHTe OCYLIECTBJIEHHs, KOMIIO3UIMH II0 HACTOSIIEMY H300PETEHHI0 MOTYT
comepxatb OT npumepHo 10 mo mpumepHo 40% (Bec/Bec) umm oT nmpumepHo 10 1o mpuMepHO

30% (Bec/BeC) H3OKCA30JMHOBOTO JEWCTBYIONIErO BellecTBa. B 1apyroMm  BapwaHte
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OCYILECTBJIEHUS, KOMIIO3MLIUU MOTYT cojep:kaTb oT npuMepHo 10 npo npumepro 20%
M30KCAa30JIMHOBOTO  JIEHCTBYIOINErO BEINEeCTBA. B IpyroM BapHaHTe OCYILIECTBICHHS,
KOMIIO3ULIUH TI0 HACTOAIIEMY H300pETEHHIO MOTYT COEPIKaTh OT npuMepHo 15% no mpumepHO
40% (Bec/Bec), ot mpumepHo 15% no mpumepHo 35% (Bec/Bec) wnu oT mpumepHo 15% 1o
npumepro 30% (Bec/Bec) M30KCAa30JIMHOBOTO COCAMHEHUS. B 1pyroM BapuaHTe OCyIeCTBICHHUS,
KOMITO3UIIMH MO HACTOsIIEeMYy H300peTeHHro coaep:kat ot nmpumepHo 20 mo mpumepHo 30%
(Bec/Bec), ot mpumepHoO 20 o npuMepHo 25% (Bec/Bec) uim oT mpuMepHo 25 1o npumepso 30%
(Bec/Bec) M30KCAa30JMHOBOIO AEHCTBYIOLIETO BEIECTBA.

B ongHOM BapuaHTe OCYINECTBJICHHUS, KOMIIO3ULHUH IO HACTOSIIEMY H300pPETEHHIO
comepxkatr ot mpumepHo 1 nmo mpumepHo 40% (Bec/Bec) (hapMaLEeBTHYECKH MPUEMIIEMOTO
noJiMepa, BKIOYass OuopasnmaraeMblii mosnuMep. B apyrux BapuaHTax OCYIIECTBICHHS,
KOMITO3UIIMHN coaep:kar ot mpuMepHo 1 mo mpumepro 30% (Bec/Bec) wim oT mpumepHO 1 1o
npumepno 20% (Bec/Bec) (hapmaleBTHUECKH IpuUeMyIeMOro mojgumepa. B mpyrom BapuanTte
OCYINECTBJICHUS, KOMITO3UIINN COmep:kaT oT mpumepHo 1 o mpumepno 15% (Bec/Bec) wiam ot
npumepro 1 no mpumepno 10% (Bec/Bec) (papmaumeBTHUEeCKM TpuUemMiIeMOro mnosumepa. B
OPYroM BapUaHTE OCYLIECTBJIEHUS, KOMIO3ULIUU COAEPKAT OT mpuMepHo 5 1o nmpumepHo 20%
(Bec/Bec) wm ot mpuMmepHO 5 no mpumepHo 15% (Bec/Bec) papMalleBTUYECKH MPUEMIIEMOTO
nojuMepa. B mpyrom BapuaHTe OCYIIECTBJICHHS, KOMIO3HLUN COAEpKaT OoT mpumepHo 10 mo
npumepro 20% (Bec/Bec) mm ot npumepro 10 no mpumepHo 15% (Bec/Bec) papmaueBTHUECKH
NPUEMJIEMOTO TIOJMMepa. B apyrom BapuaHTe OCYIIECTBICHHS, KOMIIO3HIIMU COAEPKAT OT
npumMepno 7 mo mpumepHo 13% (Bec/Bec) mimm oT npumepHo 8 no mpumepno 15% (Bec/ec)
(apMareBTHUECKH MTPUEMIIEMOT0 TIoJnMepa. B apyroM BapuaHnTe OCyLIECTBIEHHS], KOMITO3ULIIH
MO HACTOSALIEMY H300pEeTeHUI0 Ccojep:kaT OT mpumepHo 1 mo mpumepno 7% (Bec/Bec), oT
npumMepro 1 nmo mpumepno 5% (Bec/Bec) mnm OoT mpuMmepHO 3 1o mpumepHo 7% (Bec/Bec)
(apMareBTHUECKH TPUEMIIEMOTO TIOJHMEpa.

B onHOM BapmaHTe OCYIIECTBJICHUS, KOMIIO3HLIHUHU 110 HACTOSAIIEMY H300PETEHHIO MOTYT
comepkatb oT mnpumepHo 30% no mpumepro 90% (Bec/Bec) pacTBOpUTENS WM CMECU
pactBoputeneii. B napyrom BapuaHTe OCYINECTBICHHs, KOMIIO3ULUH IO HACTOSIIEMY
U300pETEHUI0 MOTYT cofepxkaTh OT npumepHo 40% no mpumepHo 90% (Bec/Bec) pacTBOpPUTENs
WIA CMECH pacTBOpHTeNed. B apyrom BapwaHTe OCYIIECTBICHMS, KOMIO3ULIUU COAEPIKaT OT
npumepro 40% no nmpumepHo 80% (Bec/Bec), oT mpumepHo 50% no nmpumepHo 80% (Bec/Bec)
wii ot npuMepHo 45% no npumepHo 80% (Bec/BeC) paCTBOPUTENS UM CMECH PACTBOPHUTEIEH.
B npyrom BapmaHTe OCYLIECTBIIEHHS], KOMIIO3UIUH MO HACTOSIIIEMY N300PETEHUIO CONEPIKAT OT
npumepao 60% no mpumepno 80% (Bec/Bec) mim ot mpuMmepHo 65% no mpumepHo 80%

(Bec/Bec) pacTBOpUTENSI MJIUM CMECH pacTBopuTeNiell. B npyrom BapuaHTe OCYIIECTBIICHUS,
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KOMIIO3ULIUM MOTYT COAep:kaTb OT NpuMepHo 65% po mpumepHo 75% (Bec/Bec) uiam OT
npumepro 70% no npumepro 80% (Bec/Bec) paCTBOPHUTENS UM CMECH PACTBOPUTEINEH.

B npyrom BapmaHTe OCYyLIECTBIEHHSI, KOMIIO3UIIMU MO HACTOSALIEMY H300PETEHHIO MOTYT
comepxatb oT npumepHo 0,01% mo mpumepno 10% (Bec/Bec) dapManeBTHUECKH MPUEMIIEMON
no0aBKH, BCIIOMOTATENLHOIO BEIECTBA WJIM MX CMeCH. B Apyrux BapmaHTax OCYLIECTBIIECHHUS,
KOMITO3UIIUH MOTYT coaep:xkarh oT npumepro 0,01% mo npumepHo 5% (Bec/Bec), OT MPUMEPHO
0,1% no mpumepHo 10% (Bec/Bec) wiu ot mpumepHo 0,1% no mpumepHo 5% (Bec/Bec)
bapMareBTHUECKH TpUeMIIeMO T00aBKH, BCIIOMOTaTEIbHOTO BEIIECTBA FITH UX CMECH.

B npyrom BapmaHTe OCYyLIECTBIEHHSI, KOMIIO3UIIMU MO HACTOSALIEMY H300PETEHHIO MOTYT
comepxkatb oT mnpumepHo 0,01% no mnpumepHo 5% (Bec/Bec) aHTHOKCHMAaHTa. B apyrux
BApPHAHTAX OCYIIECTBJIECHUS, KOMIIO3ULIMM MOTYT cozepkaTh ot npumepro 0,01% no nmpumepHO
3% (Bec/Bec) win ot npumepro 0,01 no mpumepHO 2% (Bec/BeC) aHTUOKCUAAHTA.

dapmaneBTHYeCKH ~ MpUEMJIEMbIE  TOJIMMEPbl B HMHBEIHPYEMBIX  Ipenaparax
3aMEIUIEHHOTO  BBICBOOOXKIEHMsSI, BKJIIOYAOT (HO HE OrpaHUYUBAIOTCA TOJBKO HMH)
NOJIMNIAKTUABL,  TOJHMIJIMKOJIHMIBL,  MOJIUKAMPOJAKTOHBL,  MOJUAHTHAPHUIbL,  TOJIHAMHJBI,
NOJIMYPETaHbl,  MOMMIPUPAMUABL,  NOJHOPTOI(UPBI,  MOJUANOKCAHOHBL,  TOJHALIETAIH,
MOJIMKETAIH, TOJIMKapOOHATHI, TOJIHOPTOKAPOOHATHI, MoJU(pOcha3eHbl, MCEBAO MOJU(aMHUIbI),
MOJIUTUAPOKCHATIKAHOATBHI, HOJIUTUAPOKCUOYTHPATHI, MOJIUTUAPOKCHBAJIEPATHI,
MOJIMAJIKUJIEHOKCANaThl, MOJINANKUJICHCYKIMHATHI, noJu(st0nouHas KHCJIOTA),
NOJIN(aMUHOKHCIIOTHI), TONMH(METUIBHHUIIOBBIN 3(Gup), MOJH(MaJeHHOBBIA aHTUAPUA), XUTHUH,
XUTO3aH M COMNOJHMMEPBI, TEPIOJUMEPhl HJIM HX KOMOMHALMM WM CMECH, BKIFOYAOLINE
COTIOJIUMEPHI TOJMIIAKTHIIOB, TOJIUKAIMIPOIAKTOHOB, MMOJIUTITUKOIUAOB (HanpuMep, NoIH(JTakTua-
CO-TJIUKOJIU/T), U COTIOIMMEPHI MOJUSTUIICHTJTUKOJIS MIIM METOKCHU-TIOJIU3TUIICHIJIUKOJISL C OJHUM
iy Ooiee U3 TMOJHMKANPOIAKTOHA, TOJHJIAKTHIA WIH JIFOOOH U3 OCTAIbHBIX YIOMSIHYTBIX BBILIE
rpynn  nojauMepoB. Takke BXOAAT B OOBEM HACTOSINErO H300pETEHHs] TMPOU3BOAHBIE
(apMareBTHUECKH MPUEMJIEMBIX MOJUMEPOB, TaKHe KaK T'MAPOKCHIIMPOBAHHBIE NMPOU3BOAHBIE,
BKJIFOYAsl MTOJIUKATPOJIAKTOH AHOJBI U T.IL

B opgHOM BapmaHTe oOcCyuecTBiIeHMs, (HapMALEBTHUECKH MPUEMIIEMBIH MOJHMED
npencrasisier coboii Ouopasznaraemblii mosumep. B apyrom BapmaHTe OCYIIECTBICHHS,
(apMareBTHUECKH MPHEMJIEMbIH OHOpa3jiaraeMblii MOJUMEpP MOXKET UMETb OJHY WM OoJiblie
WIA BCE U3 CIEOYIOLUIUX XapaKTEPUCTHK: OBITh OMOpa3pyLIaeMbIM BCIIEACTBHE AEATEIBHOCTH
KJIETOK, ObITh OMOpa3pyIIaeMbIM BCIENCTBUE NEHCTBHS JKMIKUX KOMIIOHEHTOB HEKHBBIX TEJ,
OBITh pa3MAr4aeMbIM MPH BO3AEHCTBUU TEIUIA, HO BO3BPALIATHCS B M3HAYAIBHOE COCTOSTHUE TPH
OXJIAXNIEHUH, W ObITh CHOCOOHBIM B  3HAYUTENbHOW CTENEHH PACTBOPSTBCS WM

IVCTIEPTUPOBATHCS B CMELIMBAIOLIEMCSI C BOJON HOCHTENE MM PacTBOPUTENE C OOpa3oBaHUEM
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pacTBopa unu aucnepcuu. Ilpu koHTakTe ¢ BoxOCOIEpKalled *KUAKOCTHIO TMOJIMMEP MOXKET
crocoOCTBOBATh (POPMHUPOBAHUIO TIOKPBITON TUIEHKOHN MIJIM MHKATICYJIUPOBAHHON SKUAKOCTH WIIH
TBEPAOrO BeIeCTBa (KOTOpblE COAEpKaT MAEHCTBYIOLIEe BEIIECTBO MO HACTOSIIEMY
n300peTeHuo0). THUIbl MOJMMEPOB, MOAXOMSIINX Ul MPUMEHEHHUS! B ONIMCAHHBIX B HACTOSIIEM
n300peTeHNN KOMIIO3HLMUAX, B LEJIOM BKJFOYAIOT JIIOOBIE TMOJUMEPBI, MMEIOIINE OINUCAHHbIE
BbIIIE XapakTepuCTHKH. llpumepsl OuopasnaraeMblx MOJMMEPOB BKJIOYAOT (HO He
OTPaHWYMBAIOTCS TOJBKO HWMH) TOJWIAKTUABL, IOJUKAMPOJAKTOHBI,  MOJUTJIUKOJIU/BI,
NOJHOPTO3(UPEL, TONMUYpeTaHbl, Moau(pochazeHpl, ICEBIO MOJU(aMUIBI) U UX COMOJUMEPHL
Crnenmanucty B AaHHOUW obmactu OyAeT MOHSTHO, YTO MOJIEKYJISIPHBIN BEC MOJIMMEpa —
5TO HE AMCKPETHOE YUCJIO, & MHTEpBasl MOJEKYJSIpHbIX BecoB. CpeaHHuil MOJIEKyNsSpHBIA BecC
MIOJIIMEPa MOKHO OTIPENEINTh METOJIaMH, N3BECTHBIMU KBAIN(UIIUPOBAHHBIM CIEIIHAIICTAM B
OaHHOHN 00JacTH, HaNmpuUMep METOJOM TeNb-IPOHUKAOLIEH XpoMaTorpaduu CO CTaHAApTaMHU
MOJIEKYJIIPHBIX BECOB, U T.I.. JlMama3oH MOJIEKYJSIpHOTO Beca MOJMMepa MOXET BJIMSTh Ha
dusnyeckne XapakTepUCTHKH MaTephaja M Ha €ro B3aNMOJEHCTBHE C JEeHCTBYIOIIUM
BewecTBOM. COOTBETCTBEHHO, AMANa3OH MOJIEKYJSIPHOTO Beca MOJUMEpa MOXXET BJIUSATh Ha
XapPAKTEPUCTHKH KOMIO3ULIMKM € 3aMEMJICHHBIM  BBICBOOOXKIEHHEM TIO  HACTOSIIEMY
n3zo0Operenuro. Hampumep, B HEKOTOPHIX BapUAaHTaX OCYINECTBJICHUS, B 3aBUCHMOCTH OT
NPUMEHSIOIErocsl efCTBYIOIEro BeecTBa M PacTBOpHUTENell, MOXXKHO HaOmonate Oosee
paHHee BBICBOOOXKAEHHE M30KCA30JMHOBOIO JEHCTBYIOIIErO BEINEeCTBA, KOIZA [AWAIa3oH
CPEIHEBECOBBIX MOJIEKYJISIPHBIX BECOB COCTaBJsI€T OT HpuMepHo S5 1o npumepHo 20 x/la
(xwnomanbTOH) UM OT mpuMepHO 7 mo mpumepHo 15 kx/la. bonee mo3nHee BBICBOOOXKIEHHE
M30KCA30JINHOBOTO JIEHCTBYIOIEr0 BELIeCTBA MOXET HAOMIONAaThCs, KOTAAa CpeIHEeBECOBOMH
MOJIEKYJISIPHBIN BeC cOCTaBiisieT OT npuMepHo 30 no mpumepro 70 k/la (Hanpumep, OT mpUMEpPHO
40 mo mpumepro 70 x/la, mmm ot mpumepHo 45 no nmpumepHo 60 k/la) mmm ot mpumepHo 90 o
npumepro 200 x/la (Hanpumep, ot npumepHo 100 no nmpumepHo 150, mmu ot mpumepHo 105 no
npumepro 130 k/la). B HekOTOpBIX BapuaHTaX OCYIIECTBJICHHS, KOMOHWHALUS IOJUMEPOB,
UMEIOIIUX pa3Hble 3HAYEHHUS CPEAHEr0o MOJICKYJISIPHOTO BeCa, MOXKET OOECIeYHTb CKOPOCTb
BBICBOOOKIEHUs, B KOTOPOI KOMOMHUpPYeTCs 3PP EeKT pa3HbIX TPUMEHSFOIINUXCS TIOJHMMEPOB.
Omnpenenenne XapakTepUCTHUECKON BA3KOCTH B XHMMHHU TTOJIUMEPOB MPEACTABISIET COOO0M
BUCKO3UMETPUUYECKUN METOJ OMNpefeNeHus: MOJIeKyJsipHOro Beca. OHa ompenensieTcs Kak
COOTHOIIEHHE HATYPaJbHOTO JIOTapru(mMa OTHOCHTENBHON BS3KOCTH K MacCOBOW KOHLIEHTPALIMH
MOJIMMEPA U OMpPEAEIAeTC O BPEMEHN UCTEUEHHs PACTBOPA MOJUMepa depe3 Y3KUN KamuJuIsp.
Ilpyn ucrnonb3oBaHMM B HACTOSIEM TEKCT€ B OTHOLIEHHMM AMana3oHa MOJEKYJSIPHOIO Beca
(apMareBTHUECKH TPUEMIIEMOTO TOJUMepa, TEPMHUH “‘HU3KUH MojekyssipHblii Bec” (LMW)

OTHOCHUTCs K MOJUMEPY, UMEIIIEMY XapaKTepUCTHYECKYI Bs3KOCTb B auamasone 0,05-0,29
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/T, TEPMHH “CpPEOHMH MOJIEKYJSIPHBIH BeC’ OTHOCHTCA K IOJUMEPY, HMEIIEMY
XapPaKTEPUCTHUECKYIO BSI3KOCTh B nuanasone 0,3-0,5511/r; 1 TepMHUH “BBICOKMH MOJIEKYJISIPHBIH
BeC” OTHOCHUTCS K MOJIUMEPY, UMEIOLIEMY XapaKTepUCTHUECKYIO BSI3KOCTh B Auanaszone 0,55-1,0
m/r. B mpyrom BapuanTe ocyuiecTBieHHs, (apMaleBTHUECKH TNPUEMIIEMbIH TOJIHMEP B
npernapaTax —3aMeJIEHHOTO  BBICBOOOXKIEHHMS 10  HACTOSINEMY H300PETEHHIO  HMEeT
XapaKTepUCTHUECKYIO BsiskocTh npumepro 0,10-0,20 nn/r. B apyrom BapuaHTe OCYIIECTBIICHHUSI,
(apMareBTHUECKH MTPUEMJIEMBIH TOJIUMEp B MpernapaTax 3aMeJICHHOTO BBICBOOOXKICHUSI UMEET
XapaKTEPUCTUYECKYHO BA3KOCTh npumMepHo 0,35-0,50.

B HEKOTOpPBIX BapHaHTax OCYLIECTBJECHUS, UHBELUPYEMBbIE MPENapaThl 3aMEJICHHOTO
BBICBOOOXK/IEHHSI TI0 HACTOSIIIEMY M300PETEHUIO COAEPIKAT MOJMJIAKTHIIBI, MMOJHUKAMPOIAKTOHBI,
MOJIMIJIMKONIUABI U HMX COMNOJHUMEpPbl. B 1Ipyrom BapuaHTe OCYILIECTBICHHUs, KOMIIO3ULIUH
comepxkat nommiaktua-ko-raukonaun conomumep ("PLGA"). PLGA comonuMepsl MOTYT UMETh
pa3Hble OUANAa30HbI MOJIEKYJIIPHOIO BECa U MOTYT TaKXe€ UMEThb Pa3HOE BEC:BEC COOTHOLICHUE
JaKTUAAZ U TJIMKOJWAA. DTO COOTHOLIEHHE MOKET BIMSTh Ha CBOICTBAa COMNOJUMEpPAa U €ro
B3aUMOJCHCTBUE C ACUCTBYHOIIMM BelecTBOM. IIOCKONBKY JakTuaHas Tpynmna COAEP>KUT
JOTIOJIHUTEIIbHYI0 METHJIbHYIO TpyInny B OOKOBOH LENH, MO CPAaBHEHHUIO C TIIMKOJUAOM, 3TO
U3MEHEHHE MOJKET BJIUATh Ha KOH(GOPMALHMIO MOJIMMEPA U U3MEHSTh B3aUMOACHCTBUE TIOJMMEpPa
C M30KCa30JIMHOBBIM JIeHCTBYIOIIMM BEIIECTBOM (W/MJIM IPYrUM JEHCTBYIOLINM BELIECTBOM,
CKOMOWHHUPOBAHHBIM C M30KCA30JIMHOM). be30 BCAKOW MPUBSI3KM K TEOPUH, B OAHOM BapHaHTE
OCYILIECTBJIEHHs], KOMIIO3MLUU TI0 HACTOSIIEMY H300pETEeHHI0, HMMeroInne Oojiee BBICOKOE
COOTHOIIEHHE JIAKTHIA K rmkonuay (Hanmpumep 75:25, B cpaBHeHnu ¢ 50:50), umeror Oosnee
CUJIbHBIE BOJOPOJHBIE CBSI3M MEXY JEeHCTBYIOIIUM BELIECTBOM U MOJUMEPOM, UYTO MPUBOAUT K
Jy4ineld pacTBOPUMOCTH JEWUCTBYIOIIErO BeIlecTBa i1 Vivo. IToT 3¢dekT OmaronpusiTHO
CKa3blBae€TCsl HAa peakLUd B MeCTe€ MHBEKLMHM MU TO3BOJSET BKIOYaTh B MHBELUPYEMbIe
KOMIIO3ULIUK 3aMEIUIEHHOTO BBbICBOOOXKIEHHsI OoJjiee BBICOKME KOJIMYECTBA JEHCTBYIOILETO
BEIIIECTBA, YTO OOyCIaBIUBAET OoJiee MPOAOIIKUTENBHYIO 3(pPEeKTHBHOCT.

B oxgHOM BapmaHTe OCYLIECTBISHHS HACTOSIIETO H300peTeHHs1, Koraa GpapMareBTHIECKH
NpUeMJIeMblii TosuMep mpexacraBisier coboli PLGA, COOTHOIIEHHE JakTHAAa M TJIMKOJINAA
cocrasisier oT npumepHo 30:70 po mpumepno 99:1. B apyrom BapuaHTe OCYLIECTBJIEHUS
HACTOsIIEero u3o0pereHusi, Koraa (GapMareBTHYECKH NPUEMIIEMBbIH MOJUMeEp MpPEACTaBISIET
coboii PLGA, cOOTHOIIEHHE JNakTUAa M TJIMKOJNUAA COCTaBisieT OT mnpuMepHo 40:60 no
npumepro 80:15. B nmpyroMm BapuaHTe OCYIIECTBJICHUS HACTOALIETO H300pETeHHs, KOoraa
(hapManieBTHUECKH MpUEMIIEMBbIH mojiuMep npencrasisier coboit PLGA, cooTHomeHue TakTuna
U IHMKONHMAa cocTtasiasier oT npuMmepHo 40:60 no nmpumepnHo 60:40. B ppyrom Bapuante

OCYILIECTBIIEHHUs] HACTOAIIEro M300peTeHus], Koraa (hapMaleBTUYECKU MPUEMIIEMBIH ITOJUMED
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npezncrasisier coboli PLGA, cooTHoLIeHne NakTHAAa W TIMKOJHIA COCTaBISIET OT IMPUMEPHO
70:30 nmo mpumepno 80:20. B npyrom BapuwaHTe OCYIIECTBJICHUS HACTOSINErO H300peTeHHs,
Kormga (apMaLeBTHUECKH IpHeMIIeMblil nojuMep mnperncrasisier coboli PLGA, cootHomenue
JAKTHJA U [IHMKOJIMAA cocTaBysgeT oT mpumepHo 50:50. B apyrom BapuaHTe OCYILIECTBIICHUs
HacTosIIero u3o0pereHusi, Koraa (GapMareBTHYECKH NPUEMIIEMBbIH MOJUMeEp MPEACTaBIsIeT
coboii PLGA, cOOTHOIIEHHE JTaKTHIA U TIIMKOJIUAA COCTABIISIET OT MpUMepHO 75:25.

B HexkoTOprIx BapuaHTax ocyuiecTBieHus, konuuectBo PLGA, copepxkamerocs B
UHBELUPYEMOM IIperapare 3aMeJICHHOTO BBICBOOOXKACHHUS IO HACTOSIIEMY H300pPETeHHIO
cocraBisier OT mnpumepHo 1% pmo mpumepno 30% (Bec/Bec), B pmpyrom Bapuanre
OCYILIECTBIJIEHHsI, KOMITO3ULIMH COAep:kaT oT npumepHo 1 no nmpumepHo 20% (Bec/Bec) PLGA. B
APYyroM BapHaHTe OCYILECTBJEHUs, KOMIIO3ULIUN COJEPKAT OT MpUMepHO 5 1o npumepHo 20%,
ot mpumepro 8% no mpumepHo 20% (Bec/Bec) mimu ot mpumepro 10 mo mpumepHo 20%
(Bec/Bec) PLGA. B apyrom BapuaHTe OCYIIECTBJICHUS], KOMIO3HIIMH COAEPKAT OT MPUMEPHO 5
no npumepHo 15% (Bec/Bec) PLGA. B npyrux BapuaHtax oCcyiiecTBieHus, koindectso PLGA,
COZIEpPIKAILIErocs] B MHBELPYEMOM Iperapare 3aMeAJIEHHOrO BbICBOOOKIEHHS 110 HACTOSIIIEMY
n300peTEeHNI0, COCTaBIsieT OT mpuMepHo 3% o mpumepHo 15% (Bec/Bec) WM OT IMPUMEPHO
10% no npumepno 15% (Bec/Bec). B apyrom BapuaHTe OCYIIECTBISHHS, KOMIIO3HLIUN COAEPKAT
ot mpuMepHo 7 o npumepHo 13% i ot nmpumepro 8 no npumepHo 15% (Bec/Bec) PLGA.

B HexkoTOpbIX BapuaHTax OCYyLIeCTBJIEHHUs, cooTHouleHue Bec:Bec PLGA u
M30KCa30JIMHOBOTO ACHCTBYIOLIETO BelecTBa OOJblie WM paBHO mpuMepHo 1:1, Hampumep, ot
npumepHo 1,1:1 pmo npumepno 20:1; Hanpumep, ot mpumepno 1:1 go mpumepno 10:1, ot
npumepHo 1,1:1 no nmpumepno 10:1 mmu ot mpumepno 2:1 mo mpumepno 5:1. B apyrux
BapHaHTax OCYLIECTBJIEHMs], cOOTHoLeHue Bec:Bec PLGA 1 M30KCa30J1MHOBOrO AEHCTBYIOLIErO
BELIECTBA COCTaBJsieT OT mnpumepHo 1,2:1 npo mnpumepno 5:1. B gpyrom BapuaHTe
ocyllecTBIeHus, cooTHoleHue Bec:Bec PLGA 1M M30KCa30JIMHOBOIO AEMCTBYIOLIETO BELECTBA
coctasisier oT npumepHo 1,2:1 no mpumepno 2:1. B apyrom BapuaHTe OCYLIECTBJIEHUS,
cooTHoweHue Bec:Bec PLGA U M30KCa30JMHOBOIO AEMCTBYIOIIETO BELIECTBA COCTABJSAET OT
npumepHo 1,2:1 no npumepno 1,3:1.

B npyrux BapuaHTax ocyliecTBieHUs1 cooTHolIeHue Bec:Bec PLGA u n30kca3oanHOBOroO
JEHCTBYIOLIEro BeLIeCTBa cOCTaBysger OT npumepHo 1,5:1 go mpumepno 1:1,5. B ppyrux
BApHAHTAaX OCYLIECTBJIEHUS, COOTHOILIEHHE M30KCAa30JIMHOBOIO JAEWCTBYIOIIErO BELIECTBA U
PLGA cocrasisier ot npumepHo 1,25:1 no npumepno 1:1:25.

PactBoputenu, npuUMeHsAOIIUECS B HMHBELUPYEMbIX Ipenaparax 3aMeJIEHHOIO
BBICBOOOXKIEHHs] IO HACTOSIIEMY H300pPETEHUI0, MOTYT ObITh WHAWBHAYAJIbHBIMH WJIH

npencTaBisiTb  cobol  cMmech  pacTBoputeneidl. HeorpanuumBaromue —mpuUMephl  3THX
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pacTBopuTENell BKIIIOYAIOT CIUPTHI, TaKHE KaK 3TAHOJ, |-TIPOMaHOJ, HM30MPOTAHOJ, 3(PHUPHI
TIMKONIel (HarpuMep, BKIIIOYAs, HO HE OrPAaHUYUBASCh TOJBKO MMH, MOHOJTUJIOBBIH 3(uUp
mustunenrmukons  (DGME,  Transcutol®), OyTun  muriukomb, H-OyTMnOBBIA  5dup
IOUMPOTUJICHIJIUKOMSL,  MOHOSTWJIOBBIH ~ 3(Up  STHJIEHTJIUKOJS, MOHOMETHJIOBBIH  3¢up
STHJICHTJIUKOJIS, MOHOATHJIOBBI  3(HUp  AUIPONUICHIJIUKONSA, MOHOMETHJIOBBIH  3¢up
NPONMJIEHTJIMKOJS,  MOHOSTWJIOBBIH ~ 3(QUp  NPONWIEHTIHKOAS U T.OL),  JKUJAKHE
nosmsTiieHrukonu (I1310), Bkirouas (HO He orpaHnvmBasichk ToJbko uMu) PEG 200, PEG 300 u
PEG 400; mpOnuIeHrINKOb, TIHULEPUH, CIOXHbIE 3(PUpPbI TIHLEPHHA, BKJIIOYAs TpUALETaT
rULepuHa  (TpUALIETHH), LUKIMYecKHe KapOoHaTel (Hampumep, OSTWIEH KapOoHAaT W
MponuIeHKapOoOHaT), 2-MUPPOSUAOH, N-METHWIMUPPOIHIOH, AuMerrn wu3ocopoun (DMI),
mamerwnaneramun (JIMA), mumernndopmamun (AM®PA), kanponakram, rMLepuH Gopmalsb,
aneroH, mumerwicyiabpokcun (IMCO), stunanerar, STULIAKTAT, OeH3UIOEH30aT WM CMECh TIO
MeHbIIEH Mepe IBYX U3 MEePEUNCICHHBIX PACTBOPUTENEH.

B onHOM BapmaHTe OCYIIECTBJICHUS, KOMIIO3HLIHUHU 110 HACTOSAIIEMY H300PETEHHIO MOTYT
BKJIFOYATh OIWH WJIN OOJIbIIE TOJOKCAMEPOB B KAUECTBE PACTBOPUTEINS HIIM MOBEPXHOCTHO-
AKTUBHOTO BelnecTBa. llojokcamMepbl MPEACTAaBISIIOT COOOH CeMEHCTBO CHHTETUYECKHX OJIOK-
COTIOJIUMEPOB 3THJICHOKCHAA M TpOMWiIeHOKcHna. llojmokcamepbl MOTyT OBITh KHIKUMH,
MOJIOYHBIMH O€JBIMU TacTaMH WJIM TIOPOIIKAMH, M MOTYT OBITh NPENCTABJIEHBI CIENyrOIen

CTPYKTYpO#

HO

&

rrae a npeacrasisier cobolt nenoe uncio ot 2 po 130, u b npexncrasisier coboi nenoe
gucno ot 15 go 67 (em. US 3,740,421). Ilomokcamepsl AOCTYIHBI M3 KOMMEPYECKHX
uctoyHukoB, Takux kak BASF u Croda. Ilpumepom monokcamepa siBnsiercst P-124, koTopblit
sIBJIsIETCS TBEPAbIM IIpU KOMHATHON TemmnepaType. B onHOM BapuaHTe OCyILECTBIEHUS,
nosiokcamep P-124 umeer 3nauenue a = 12 u b = 20. Jlpyrue nonokcameps! Bxmoyarot P-128 (a

38 ub=29), P-181 (a=3 ub = 30), P-188 (a =80 u b =27), P-237 (a = 64 u b = 37), P338 (a

141 u b = 44) u P407 (a = 101 u b = 56). B HEKOTOPBIX BapUaHTAaX OCYILECTBIICHUS,
KOJINYECTBO TOJIOKCaMepa, B Clydae €ro MpHCYTCTBHUS, COCTaBisieT oT mpumepHo 0,5% nmo
npumepro 20 (Bec/Bec). B mpyrux BapHaHTax OCYLIECTBICHHS, KOMIIO3ULIMH MOTYT COIEPKATh,
B Clly4ae ero mpucyTCcTBusi, oT npumepro 1% no npumepno 20% (Bec/Bec), ot nmpumepHo 1% no
npumepHo 10% (Bec/Bec) unmu ot mpumepro 1 no npumepro 5% (Bec/Bec). B npyrux Bapuanrax
OCYILIECTBJIEHHsI, KOJUYECTBO TIOJIOKCaAMepa, B CJIydae €ro MpPHUCYTCTBHS, COCTABJISET OT

npumepHO 1% 1o mpumepHo 3% (Bec/Bec).
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B ongHOM BapuaHTe OCYINECTBJICHHUS, KOMIIO3ULHUH IO HACTOSIIEMY H300pPETEHHIO
COAEPKaT pPACTBOPHUTENb WM CMEChb pPACTBOPUTENEH, KOTOpble CMEUIMBAIOTCA C BOJOH.
PacTBopuTenu, KOTOpbIE CMEIIMBAIOTCSl C BOJOH, XOPOIIO WM3BECTHBI U BKJIIOYAIOT HEKOTOPBIE
COHpTHL, Kkuakue nonuytriaeHrmukonn (I1310), HekoTopble MOJOKCaMephl, TIMKOIH U 3(pupbI
TJIUKOJIEH, W TOJIApHBIE arpOTOHHBIE pacTBopuTend. CMeImuBaroummecs ¢ BOAOH CIHPTHI
BKJIFOYAIOT (HO HE OrPaHMYHMBAIOTCS TOJBKO HMH) 3TAHOJ, H3OMPOINAHOJ, H-TIPOMAHOIM,
coJikeTanb (M3OMPONMWINACH TJIMLEPHH) WIM TIUUepuH ¢opmanb. [lonspHble anpoTOHHBIE
pacTBOPUTENN BKJIIOYAIOT (HO HE OrpaHHYMBAIOTCS TOJIBKO HMH) aMUABL, TakKHe Kak
IVMETHIIALeTaMH, AUMETHIGOpMaMH, 2-MUPPONUAOH, N-aJKUIHPPOJIHIOHBI, TaKHe Kak N-
METHJIIUPPOIUAOH W N-OKTHJIIMHPPOIHUAOH, ITUMETHIN30COPOHI, AUMETHIICYIb(OKCHUT,
LUKINYeCKHe KapOOHAThI, BKIIFOYAsl MPONMUJICHKApOOHAT M STHJIEHKApOOHAT, M HEKOTOPBIE
KETOHBI, TAKHE KaK alleTOH U T.IL.. D(UPHI IIHKOJIEH BKIIFOYAIOT (HO HE OrPaHUYHMBAIOTCS TOJBKO
MIMH) MOHOSTHJIOBBIH 3up amsTunenrmukons (DGME, Transcutol®), GyTunauramkons, H-
OyTHIIOBBIH 3PHP AUMPOMUICHITUKOJIS,, MOHOSTHIIOBBIN 3P 3TUIICHIIIUKOJIS, MOHOMETHJIIOBBIH
3¢up STUJICHIJIUKOJS, MOHOMETHJIOBBIH (U AWUMPOIMMIEHTIIUKOJSA, MOHOMETHIIOBBIN 3¢dup
NPOMNIJIEHTJIMKOJIS, MOHO3TUJIOBBIN 3(pHp MPOMUIIEHTJINKOJIS U T.11.

B ongHOM BapmaHTe OCYIIECTBIIEHHs], Npemnaparbl 3aMeIJICHHOTO BBICBOOOXKIACHMS IO
HACTOSIIEMY H300pPETEHUIO COAEPIKAT IMOJIIPHBIN MPOTOHHBIA PAaCTBOPUTENb, BKIIOYAs (HO HE
OTPaHUYMBASICh TOJBKO UMH) CITUPT, TAKOH KaK STAHOJ, U30MPOMAHOJ, WIN TIUKOJIb WU 3PUp
TJTUKOJIS.

B npyrom BapmaHTe OCYINECTBJICHUS, HWHBELUHPYEMbIC TMpernapaTbl 3aMeIJICHHOTO
BBICBOOOXKIEHHs] TI0 HACTOALIEMY HM300PETEHHIO COAEP)KAaT TOJSIPHBIA  alpOTOHHBIH
pacTBOPUTENb, TAKOW Kak N-METHIHPPOIUIOH, AUMETHIM30COPOUT, AUMETHIANECTAMUA WU
NPONHJIEHKapOOHAT.

B npyrom BapmaHTe OCYIIECTBJIEHHS] HACTOSIIIErO H300pPETeHUs, KOMIIO3ULUH TI0
HACTOAIIEMY H300PETEHUIO BKJIFOUAIOT HECMEIINBAIOINECS C BOAOI pacTBOpPUTENHN (HAaIpUMeD,
HETIOJIHOCTBIO  CMEIIMBAIOIIUECST C BOAOH, XOTA OHH MOIyT 00lajaTe HEKOTOPOM
pacTBOPUMOCTHIO B Boze). HeorpannumsarommeM npuMepbl TAKUX PACTBOPHUTENEH BKIIIOYAOT 1-
Oyranoun, 2-OyraHon, l-meHtaHous, 3-meHTaHoJs, OeH3WIOBBIH cnupT, MetuaTmiakeToH (MDOK),
TPHUALIETHH, JIUIHbI, TPUIIULEPUABI, BKIFOUAs CPEeIHELENOUYeYHble TPUTIIULEPUIbI, TAKHE KaK
Cs-Cio  Tpurmumepuzbl, TakHe KakK KalMpHUK/KAaNPWIMK TPULJIMLEPUIBI, TMPOU3BOAHBIE
NPONIJIEHTJIMKOJS (HAIPUMEpP, MOHOJIAYPaT MPOMUIICHIJIMKOIS), KAPUIOKAMIPOMIT TTOJHOKCHII-
8-rmunepunbl  (Labrasol) (memonHoe pucneprupyeMoe B BOJE MMOBEPXHOCTHO-aKTUBHOE
BEIECTBO, H3ONPONMMI MHPHUCTAT, MAacjia, TaKHe KaK KacTOPOBOE MAacj0, COEBOE MAacjo WU

APYrue pacTUTCIbHBIC MacCjia WKW HUX TMPOU3BOAHBIC, TAKHUEC KaK SMNOKCUAUPOBAHHBLIC HIIN
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TUJIPUPOBAHHBIE PACTUTENbHbIE Macja, Takhe Kak JSIOKCHIMPOBAHHOE COEBOE Macjo WU
TUIPUPOBAHHOE KacTOPOBOE MAacjo, WJIM CMECh MO MEHbIIeH Mepe ABYX U3 NepedMCIIEHHBIX
PacTBOpPUTENEH.

B npyrom BapuaHTe OCYIIECTBIICHUS, KOMITO3UIIHS [0 HACTOALIEMY H300PETEHHIO MOYKET
BKJIIOUATh HENTpajbHbIe Macia B KauecTBe pacTBopuTens. HelTpanbHble Macia NpeacTaBlsOT
co0oM TpUraHLEepHIb!l (PPaKIIHOHUPOBAHHBIX PACTUTENBHBIX KHUPHBIX KUCJIOT C JUIMHOW e OT
Cs no Ci. JlBa KOMMep4YecKH AOCTYMHBIX MPOAyKTa wu3BecTHel kak MIGLYOL®810 u
MIGLYOL®812. B mpyroM BapuaHTe OCYHIECTBIEHHsS, HEHTPaJIbHOE MACIO MPEeACTaBIsET
co0oM TpUraHLEepHIb!l (PPaKIIHOHUPOBAHHBIX PACTUTENBHBIX KHUPHBIX KUCJIOT C JUIMHOW e OT
Cs mo Cio B KOMOMHALIMK C JUHOJEBOH KuCIOTOH (0KoJo 4-5%). Kommepdeckn DOCTYIMHBIN
npoxaykT m3Bected kak MIGLYOL® 818. B mpyrom BapuaHTe OCYIIeCTBIEHHs, HEHTpambHOE
Maclio TPEeACTaBisieT co0oi 3up rauueprHa U GPaKIHOHUPOBAHHBIX PACTUTENBHBIX KHPHBIX
kucinot ¢ pmuHoN uenm ot Cg mo Cio B koMOMHaumu ¢ siHTapHOW kucioToil. Kommepuecku
JOCTyNHBIH mpoaykT m3secTed kak MIGLYOL® 829. B mpyrom BapuaHTe OCYIIeCTBIEHHS,
aJbHOE MAacCJIO TPEACTaBJsieT coOOH 3(Up MPOMMIEHTIUKOS M JKUPHOH KHCIOTHL B mpyrom
BApPMAHTE OCYLIECTBIEHHs, HEWTPaJbHOE MAaclo MOXET TPEACTaBIsATh Cco0oH amadup
NPONIJIEHTJIMKOJS M (PPaKIIMOHUPOBAHHBIX PACTUTENBHBIX JKUPHBIX KUCJIOT C JUIMHOM Lenu OT
Cs mo Ciuo. Kommepuecku mOCTYmHBIH HOpoAykT wu3BecTeH kak MIGLYOL® 840
(IpOTIUIIEHT IMKOIb AUKANPUIAT/ AuKanpar). B npyrom BapuaHTe OCyIIECTBIICHUS, PACTBOPHUTENb
MOJKET TIPEICTABIATh COOOH CMeCh IBYX WJIM OOJbIIIE HEUTPATBHBIX MACEIl.

Cnenyer noHuMarb, 4YTO CMECH pPacTBOpPHUTENEl MOIyT TNPUMEHSATHCS B KauecTBe
pacTBOpUTENS Ui WHBELHMPYEMBIX IPENnapaToB 3aMENJICHHOTO BBICBOOOXKIEHMA. B omHOM
BAPUAHTE OCYIIECTBJICHUS, KOMIIO3UIMHM MO HACTOSIIEMY H300pPETEHUIO MOXKET COIEepIKaTh
CMECh CMEIINBAIOIIErocsi C BOJOM pacTBOPUTENs U PaCTBOPUTENS], KOTOPbIII HE CMEIINBAETCS C
Bofol. Hampumep, B OAHOM BapuaHTE OCYIIECTBJIEHUs, PACTBOPUTEIb MOKET MPEACTABIATH
co0oli cMech LUKIMYECKOro kKapOOHaTa, TaKOro Kak NpPONIIEHKapOOHAT, ¢ TPHUALIETUHOM.
Pasymeercsi, BO3MOKHBI JApYrH€ CMECH CMELIMBAIOLIErocs C BOJOH pacTBOpUTENs W
HECMEIIMBAIOIIEerocsi ¢ BOAOH pacTBopuTens. B OgHOM BapuaHTe OCYLIECTBJIEHUS,
CMEIINBAIOIIHNNCS C BOAOH PaCTBOPHUTEIbh B CMECH PACTBOPHUTENEH MOXKET MPEACTABISTh COOOM
CMEIINBAIOIIMINCS C BOJON CIHPT, TAKOW KaK 3TAHOJ MIIM U30MPOTIAHO, TIHLUEePHH (OpMatb WIH
COJIKETallb, aMUJ, TAKOH Kak 2-MUPPOJHIOH, N-METHIMUPPOIHIOH, JUMETUIN30COPOUT WM
IVMETHIIALeTaMH]I, TIIUKOJIb, TAKON KaK MPOTHJIEHIIMKOb, TIUIEPHH WIH 3UP TITUKOJIS.

B npyrom BapuaHTe OCYLIECTBJICHHMS, HECMELIMBAIOIIMICA C BOJOH pPacTBOPUTENbL B
CMECH pACTBOPHUTENEH MOKET MPencTaBisTh COOOW TpUAUETHH, OEH3UJIOBBIA CIHPT,

tpuriuuepun, Bkaouas Cs-Cio TpUIIIHMLEPUABI, TaKHE KaK KANpPUK/KAPHIUK TPUTIIALEPUIBL,



54

MIPOU3BOJIHBIE MPOMUJIEHT JIUKOJIS (Harmpumep, MOHOJIaypaT TPOMUJICHTIIUKOJIS),
KanmpUJIoKanpoua mnonuokcuin-8-rauuepunsl (Labrasol), nusdup nponuiaeHrnmukons ¢ KUPHOU
KHCJIOTOM, U T.II.

B onHOM BapmaHTe OCYIIECTBJICHHUS, PACTBOPUTENb MOXKET MPEACTABISATh COOOH CMeCh
CMEIIMBAIOUIErOCsl ¢ BOJAOW pPAaCTBOPUTENST U HECMELIMBAIOLIErOCsi C BOJOH PACTBOPUTENS B
BECOBOM COOTHOLIEHUHU OT npumMepHO 10 x 1 no mpumepno 1 x 10, cMemuBaromerocss ¢ BOAOH
pacTBopuTeNss K HeCMellMBarolleMycsi ¢ BOJOH pactBopuTento. B gapyrom BapuanTte
OCYLIECTBJICHUsI, BEC:BEC COOTHOIIEHHE CMELIMBAIOIIErOCs C BOAOH pACTBOPUTENS K
HECMEIIHBAIOIIEMYCsl C BOJIOH pacTBOPUTENIO MOXKET COCTaBJsTh OT MpuMepHo 5 k 1 no
npuMepHo 1 k 1. B ipyrom BapuaHTe OCYIIECTBIIEHHUs], BEC:BEC COOTHOLIEHNUE CMEIINBAIOIIErOCs
C BOJAOH PacTBOPUTENS K HECMEIIMBAKOLIEMYCsl C BOJOH PAaCTBOPUTENIO MOXKET COCTABJATH OT
npumMepHo 3 k 1 go nmpumepno 1 kx 1. B ngpyroM BapuaHTe OCYLIECTBJIEHUs, BEC.BEC
COOTHOULIEHHE CMELINBAIOIIErOCss C BOJOH pPACTBOPUTEN K HECMELIHBAKOLIEMYCs C BOAOH
PaCTBOPUTEIO MOKET COCTABJIATH OT MPUMEPHO 3 K 1 10 npumepHO 2 K 1, unu OoT npuMepHoO 2
1 no mpumepno 1 k 1.

B npyrom BapuaHTe OCYIIECTBIIEHHS, PACTBOPHUTENb MOKET MPENCTABIATh COOON CMeCh
CMEIIMBAIOLIErOCsl ¢ BOJAOW PACTBOPUTENs M HECMELIMBAOILIEroCsi C BOAOW PACTBOPUTENS B
BECOBOM COOTHOIIEHUM NMpuMepHO 1 kx 2 wnm npuMmepHo 1 k 3, CMEIMBAIOLIEroCsi C BOAOU
pacTBopuTeNss K HeCMellMBarolleMycsi ¢ BOJOH pactBopuTento. B gapyrom BapuanTte
OCYLIECTBJICHUsI, BEC:BEC COOTHOILICHHE CMELIMBAIOIIErOCs C BOAOH pACTBOPUTENA K
HECMEIINBAIOIIEMYCsl C BOAONH pPaCTBOPUTENIO MOXKET COCTABJISITh OT MPUMEpPHO | 10 mpuUMepHO
5, ot 1 no npumepHo 7.

B onHOM BapuaHTe OCYIIECTBJIECHUS, PACTBOPUTENb MOXKET MPEACTABISATh COOOH CMeCh
[UKJTNYeCKOro KapOoHaTa (Hampumep, MpomujieHKapOoHaTa) M CJIOXKHOrO 3¢upa TIUIepUHA
(HampuMep, TpUALETHHA) B BECOBOM COOTHOIIeHnH oT npumepro 10 x 1 go mpumepso 1 k 1,
LIUKJINYeCKoro kapOoHaTta (Hampumep, MpomNmJeHKapOoHaTa) K CIOXHOMY 3(GHUpY TIIIMLEPHHA
(marmpumep, TpuaneTuHy). B OmHOM BapuaHTe OCYIIECTBJICHUS, pPAaCTBOPHUTEIb MOXKET
NPEACTaBIsATh COOOM CMeCch LMKIMUECKOoro kapOoHara (Hampumep, NpoNMIeHKapOoHaTa) |
CJIOJKHOTO 3(upa rimMuepuHa (HarpuMep, TPUALETHHA) B BECOBOM COOTHOIIEHHH OT MPUMEPHO 5
k 1 go mpumepno 1 k 1, umkimdeckoro kapOoHaTta (Hampumep, NpOMUIeHKapOOHATa) K
CJIOKHOMY 3>(Hpy TIHUIEepUHa (HAlpuMep, TPUALIETHHY). B npyrom BapuwaHTe OCYyLIECTBIIECHHUS,
pPacTBOPUTENIbL MOKET TPEACTaBIATh COOOM CMeCh LHMKIMYECKOro kapOoHara (Hampumep,
NpoNMIeHKapOOHaTa) M CJIOKHOTO 3>¢upa TriuuepuHa (HAmpUMep, TPHALETHHA) B BECOBOM
COOTHOIIEHUH OT npuMepHo 3 k 1 go mpumepno 1 k 1, nuknmuyeckoro kapOoHarta (Harmpumep,

NpoNMIeHKapOOHaTa) K CIOKHOMY 3(QuUpy TIHLepuHa (HampuMep, TpHaueTuHy). B nmpyrom
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BApPHAHTE OCYIIECTBJICHHUS, PACTBOPHUTEIb MOJKET MpPEACTABIATh COOOM CMeCh LMKINYECKOTO
kapOoHata (HampuMmep, NpPONMUIEHKapOOHATa) W CIOKHOrO 3dupa TriIHUepHHA (HAPHMED,
TpPHALIETHHA) B BECOBOM COOTHOLIEHHHM OT mpuMepHO 2 K 1 mo mpumepHo 1 k 1, wmm ot
npuMepHO 3:1 mo mpumepHo 2:1, HUKINYecKoro kapOoHara (Hampumep, mpormmieHkapOboHaTa) K
CJIOKHOMY 3(QUpy TIHIeprHa (HanpuMmep, TPHALETHHY). B Apyrux BapuaHTax OCYIIECTBICHHS,
ZIMara3oH BEC:BEC COOTHOILIEHMs LIMKIMYECKOro kapOoHara (HampuMep, MponmieHKapOoHaTa) K
cnoxxHoMy 3¢upy rimiepuHa (Hampumep, TpualeTuny) cocrapisier ot 1,5:1 mo npumepHo 15:1,
WJIU OT NpuMepHO 2:1 1o mpumepHo 6:1.

IToBepXHOCTHO-aKTHBHBIE BEIIECTBA MOIYT IPHCYTCTBOBATh B Ipemaparx IO
HACTOsSIIEMY U300pETeHHIO B KOHLIeHTpanusix oT npumepro 0,1% no npumepHo 10% (Bec/Bec),
ot npumepHo 1% mo mpumepHo 10% (Bec/Bec), wim ot mpumepHo 5% no mpumepno 10%
(Bec/Bec). bonee THUNMMYHO, MOBEPXHOCTHO-AaKTHBHBIE BEIECTBA MOTYT IPUCYTCTBOBATH B
KOHIeHTpauusix oT npumepro 0,1% no mpumepHo 5% (Bec/Bec) mimm ot mpumepHo 1 1o
npumepao 5% (Bec/Bec). Ilpumepbl MOBEPXHOCTHO-aKTUBHBIX BEINECTB, KOTOPbIE MOKHO
NPUMEHSTh B KOMIIO3HMLMAX, BKIIOYAT (HO HE OTPAHUYHMBAIOTCS TOJBKO WMH) TIIIHLEPUT
MOHOOJI€aT, 3(PUpbl MOJMOKCHSTHIIEH COpOUTaHa ¢ JKMPHBIMH KHCJIOTaMH, 3pHUpbl copOHTaHa,
BKJIFOUast copbutan MoHoosear (Span® 20), MONMBUHHIOBBIA CITMPT, MOMMCOPOATHI, BKIIOUAS
noscopdar 20 u nonucopdar 80, d-a-Toxodepun nomustuieHrnukosb 1000 cyknunat (TPGS),
JaypwicynbpaT HATPHUs, COIMOJUMEPBHl STWIEHOKCHIA ¢ TMPONMUJICHOKCHAa (Hampumep,
nosnokcamepel, Takue kak LUTROL® F87 u T.I.), TMONM3TUIEHTIHMKOJEBbIE MPOM3BOIHbIE
KaCTOPOBOTO MAcjia, BKJIKOUas TOJHOKCH 35 kacToposoe macio (Cremophor® EL), mommokcun
40 runpuposanHOe KacToposoe macio (Cremophor® RH 40), monmokcun 60 rHAPUPOBAHHOE
kactoposoe Macio (Cremophor® RH60); npormunenriukons Mosomaypar (LAUROGLY COL®);
rmunepunnble  >QUPHL,  BKmouas rimmepuH  kampumat/kampat  (CAPMUL®  MCM),
nosuruKonusuposanHbie raunepuas (GELUCIRE®), TTAT 300 kanmpummk/Kanpuk TIHHepUIbI
(Softigen® 767), TIPI" 400 xampumuk/kampuk rnunepuasl (Labrasol®), TIDI 300 onenHOBbIE
rmunepunnt (Labrafil® M-1944CS), TIT" 300 munonesbie rmmmepuas (Labrafil® M-2125CS);
MIOJIM3THIICHTJIUKOJIb CTEAPaThl U MOUATHIICHIJIUKOJIb THAPOKCUCTEAPATHI, BKIIIOYAst TIOJTHOKCHIT
8 creapar (II2I" 400 moHOcTeapar), mosrokcun 40 creapar (II3I° 1750 monOCTEapar u T.1IL.).
[TonMMATHNEHT TUKO b CTeapaThbl (CHHOHHMBI BKJIFOYAIOT MaKpOoroJ cTeaparsl,
MOJIMOKCUJICTEAPAThI, OJUOKCUITUIIEH CTeapaThl, 3STOKcUInpoBaHHble cTeapaTel, CAS 9004-99-
3, 9005-08-7) mpencraBmisitoT cOOOM CMECH MOHO- M JUCTEApPaTHBIX 3(QHPOB CMELIaHHBIX
MOJIMOKCUITHIICHOBBIX TIOJIMMEPOB. [lONMMATHIIEHTIIMKOIb THAPOKCUCTEAPATHI TPENCTABIISIOT
co0ol cMecH MOHO- U JU3()UPOB THAPOKCHCTEAPHMHOBON KHCIOTHI C MOJHSTHIICHTIHKOJSMH.

OI[I/IH MOJIM3THIICHTJIMKOJIb THUAPOKCUCTEAPAT, KOTOprfI MOXKET NPUMCHATHCA B KOMIIO3ULIUAX,
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npeacTaBisieT CcoOOW  MOJMATHIIEHTIHMKONb  12-ruapokcucreapaT. B apyrom  BapuaHTe
OCYILIECTBIJIEHHs, MPENaparhl M0 HACTOSIIEMY H300PETEHHI0 MOTYT BKJIOYAaTh MOBEPXHOCTHO-
aKTHBHOE BEIECTBO TONHATUIEHTINKONb 15 12-runpokcucreapat (Kolliphor® HS 15 ot BASF),
CMeCb MOHO- B AW3PHUPOB 12-THAPOKCHUCTEAPUHOBON KHCIOTHI C 15 MOJSIMH 3THIEHOKCHIA.
JlaHHbIE COeNMHEHMs], TAaK K€ KaK M MX KOJUYEeCTBA, XOPOIIO M3BECTHHI B NaHHOH oOmactu. B
APYroM BapHaHTE OCYIIECTBJIEHUs] HACTOSIIEr0 HM300pETeHUs, MIpenapaTrbl MO HACTOSIIEMY
H300pPETEeHNI0 MOTYT BKJIFOUATh MOMMOKCHN 35 kactoposoe macio (Kolliphor® EL) B kauecTse
MOBEPXHOCTHO-aKTUBHOIO BeIeCTBa. B ApYyrux BapuaHTax OCYIIECTBICHMS, IMperaparbl MO
HACTOSIIIEMY M300PETEHHIO MOTYT BKJIFOYATh MOJUOKCHI 40 THAPHPOBAHHOE KACTOPOBOE MAacio
(Kolliphor® RH 40) wunu mommokcun 60 THAPHPOBAaHHOE KACTOPOBOE MACIO B KadecTBe
MOBEPXHOCTHO-aKTUBHBIX BellecTB. IIpemnaparsl Mo HacTosAleMy H300PETEHHI0 MOTYT TaKKe
BKJIFOYaTh KOMOWHAIHMIO MOBEPXHOCTHO-AKTUBHBIX BEILECTB.

OmnucaHHbIe B HACTOSIIIEM N300PETEHUH TpenapaTbl MOTYT COAEPKATh APYrHe HHEPTHBIE
UHTPEIUEHTHl, TaKHe KaK AHTHOKCHAAHTHL, KOHCepBaHTHl Win crabuimsaropsl pH. Taxue
COEIMHEHHST XOPOIIO M3BECTHHI B TaHHOH oOnacTu. B mpenapaTe! no HacTrosmeMy U300peTeHHIO
MOKHO JOOaBJIATh TaKW€ aHTHOKCHIAHTHI, Kak BUTaMUH E, ambda-tokodepos, ackopOuHOBas
KHCJIOTa, acKOpPOWJI MaJbMUTAT, JIUMOHHAS KUCIOTa, (pymMapoBast KHCIOTA, S0JOYHAS KHCIOTA,
ackopbat Harpusi, Merabucynbdar HaTpus, MeTaducynbGuUT HaTpus, H-mporua rawiar, BHA
(6yrunmpoBansblii ruppokcuanuzon), BHT (Oyrtunmposansbiii ruppokcutonyos), BHA u
JUMOHHAsi ~ KHCJOTa, MOHOTHOTJHMUEpHH, Tper-OyruiaruapoxuHon (TBHQ) wu 1.
AHTHOKCHAAHTBI OOBIYHO NOOABISIOT B Ipenapar B KoaudectBax oT npumepHo 0,01 mo
npumepao 5,0%, w3 pacdyera Ha oOmuil Bec mpemnapara, OCOOEHHO MPEANOYTUTENBHO OT
npumepHo 0,05 no npumepHo 2,0%. B papyrom BapuaHTe OCYLIECTBJIEHHUs, Ipenapar
NPEANOYTUTENBHO CONepKUT oT mpumMepHo 0,05 no mpumepno 1,0% (Bec/Bec) aHTHOKCHIAHTA.

KoHcepBaHThI, Takue kak napadeHs! (MeTunnapaden, sTwimnapaden, Oyrunnapadber w/unu
nponminapabeH) YMECTHO MNPHUMEHSATh B Ipemapare B koaudectBax oT mpumepro 0,01 mo
npumepHO 2,0%, ocobeHHO mpeanouTuTeNbHo oT npuMmepHo 0,05 mo mpumepno 1,0%. pyrue
KOHCEPBAHTbl BKIIFOYAIOT OEH3AJKOHHUS XJIOpUA, OCH3eTOHHS XJIOpHI, OCH30HHYIO KHCIOTY,
OEH3MIOBBIN CIUPT, OPOHOMOJ, LETPUMHJ, XJIOPTeKCHINH, XJIOPOYTaHOJ, XJIOPKPE30J1, KPe3oJ,
UMHUIMOUEBUHY, (eHos, (QEeHOKCHITaHON, (EHUJSTWIOBBIH CHHUPT, (GEHUJIPTYTH alerar,
benmnpryTu Gopar, GpeHunpTyTH HUTpAT, copOar kanus, O€H30aT HATPHs, MPOMHUOHAT HATPHS,
COpOMHOBYIO KHCJIOTY, TUMEpOcCan W T.M.. [IpeanouTUTeNbHbI BBOJ YKa3aHHBIX COETMHEHUN
BKJIFOUAET fuanasoH ot npuMmepHo 0,01 no npumepno 5%.

B oObeM Hacrosiero u3o0peTeHUs: BXOAST TAKXKe COEAMHEHHs, CTaOWIM3UPYIOIIHe

3HaueHne pH mpenapara. Takue coeaMHEHUs] TOXKE€ XOPOLIO M3BECTHBI KBAJTU(UIMPOBAHHBIM
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CreLuaaicTaM B JaHHOI 00NacTH, paBHO KaK U MOPSIIOK UX MpUMeHeHus. bydepHble cucTeMbl
BKJIIOYAIOT, HAIPUMeEp, CHCTEMbI, BHIOPAHHBbIE M3 TPYIINbI, COCTOSILIEH W3 CHCTEM YKCYCHasl
KHUCJIOTa/alerar,  s0JOYHAs ~ KUCJIOTa/Manar,  JIUMOHHAs  KHUCJIOTa/IUTPAT,  BHHHAs
KHUCJIOTA/TapTpaT, MOJIOYHAs KucjoTta/nakrar, ¢pochopHas kucnora/docdar, rauus/TIuIuHAT,
TPHUC, TIIOTAMUHOBAST KMCJIOTA/TIIOTAMAThI 1 KapOOHAT HATPHSL

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs, B HACTOSLIEM H300PETEHHH OMUCAHbI
UHBELMPYeMble  Mpenaparbl  3aMEeIJIEHHOrO  BBICBOOOXKISHHMS  AJsl  JICUSHUS  W/HJIH
NpeI0TBpaIleHHs TApa3UTapHbIX HHOEKINI 1 3apaskeHul y JKUBOTHBIX, CONEPIKAIIIHE:

a) mpumepHo OoT 5 1o 30% (Bec/BeC) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, J000e M3 M30KCA30JMHOBBIX COCJMHEHHH, OMHCAHHBIX B OMHCAHHBIX
BBILIIE BapUAHTaX OCYLIECTBJIECHUs (HampuMep, COenuHeHue, umeroiiee Jitodyw u3 dopmyr I-
Vlla),

b) or mpumepno 1% no npumepHo 40% (Bec/Bec) (apMalleBTHUECKH MPUEMIIEMOTO
NoJHUMepa,

¢) npumepHo ot 40% mo 95% (Bec/Bec) papMaleBTUYECKH MPUEMIIEMOTO PACTBOPUTEIS
WJIM CMECHU PACTBOPUTENEN;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
NpUeMJIeMOit 100aBKH, BCIIOMOTATEIbHOTO BEIECTBA HITH UX CMECH.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs, B HACTOSLIEM H300PETEHHH OMUCAHbI
UHBELMPYeMble  Mpenaparbl  3aMEeIJIEHHOrO  BBICBOOOXKISHHMS  AJsl  JICUSHUS  W/HJIH
NpeI0TBpaIleHHs TApa3UTapHbIX HHOEKINI 1 3apaskeHul y JKUBOTHBIX, CONEPIKAIIIHE:

a) mpumepHo OoT 5 1o 30% (Bec/BeC) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, J000e M3 M30KCA30JMHOBBIX COCJMHEHHH, OMHCAHHBIX B OMHCAHHBIX
BBILIIE BapUAHTaX OCYLIECTBJIECHUs (HampuMep, COenuHeHue, umeroiiee Jitodyw u3 dopmyr I-
Vlla),

b) or mpumepno 1% no mpumepHo 30% (Bec/Bec) (apMarleBTHUECKH MPUEMIIEMOTO
NoJHUMepa,

¢) ot mpumepHo 40% to 95% (Bec/Bec) dapMarieBTHUECKH MPUEMIIEMOTO PACTBOPHUTENS
WJIM CMECHU PACTBOPUTENEN;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-

AKTUBHOT'O B€IICCTBA, U
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) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B gpyrom BapuaHTe OCYIIECTBJICHHS, B HACTOSIIEM H300PETEHHUH OMUCAHBI
UHBELMPYeMble  Mpenaparbl  3aMEeIJIEHHOrO  BBICBOOOXKISHHMS  AJsl  JICUSHUS  W/HJIH
NpeI0TBpaIleHHs TApa3UTapHbIX HHOEKINI 1 3apaskeHul y JKUBOTHBIX, CONEPIKAIIIHE:

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, J000e M3 M30KCA30JMHOBBIX COCIMHEHHI, OMHUCAHHBIX B OMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla),

b) or nmpumepHo 10% no mpumepno 40% (Bec/Bec) apMaleBTHUECKU MPUEMIIEMOTO
MIOJIUMEPA,

¢) ot mpumepHo 30% to 85% (Bec/Bec) dapMarleBTHUECKH MPUEMIIEMOTO PaCTBOPHUTENS
WJIM CMECHU PACTBOPUTENEN;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B gpyrom BapuaHTe OCYIIECTBJICHHS, B HACTOSIIEM H300PETEHHUH OMUCAHBI
UHBELMPYeMble  Mpenaparbl  3aMEeIJIEHHOrO  BBICBOOOXKISHHMS  AJsl  JICUSHUS  W/HJIH
NpeI0TBpaIleHHs TApa3UTapHbIX HHOEKINI 1 3apaskeHul y JKUBOTHBIX, CONEPIKAIIIHE:

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, J000e M3 M30KCA30JMHOBBIX COCJMHEHHH, OMHCAHHBIX B OMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla),

b) or mpumepno 1% no mpumepHo 30% (Bec/Bec) (apMarleBTHUECKH MPUEMIIEMOTO
MIOJIUMEPA,

¢) nmpumepno ot 30% mo 85% (Bec/Bec) papMareBTUYECKH MPUEMIIEMOTO PaCTBOPUTEIS
WJIM CMECHU PACTBOPUTENEN;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIIECTBA MIIM HX CMECH.

B HekoTOpbIX IPYruxX BapHaHTAX OCYLIECTBJICHHS, B HACTOSIIEM M300PEeTEHUH OMUCAHBI



59

UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
NpeOTBPALLEHHUS Mapa3uTapHbIX HHPEKLUI U 3apaskeHHi Y 5KUBOTHBIX, COAEPIKALIHE:!

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, Jr000€ M3 M30KCA30JIMHOBBIX COCAMHEHUH, ONMHMCAHHBIX B OTMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla);

b) or mpumepHo 12% no mpumepno 38% (Bec/Bec) (hapMaLeBTHYECKU MPHEMIIEMOIO
OuopasnaraeMoro nojuMepa;

¢) ot npumepHo 40% no mpumepHo 85% (Bec/Bec) apMaleBTHUECKH MPUEMIIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npumepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCHAAHTA

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HEeKoTOpBIX Ipyrux BapHaHTaX OCYILIECTBICHHS, B HACTOSIIEM H300PETEHHH OMHCAHBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
NpeOTBPALLEHHUS Mapa3uTapHbIX HHPEKLUI U 3apaskeHHi Y SKUBOTHBIX, COAEPIKAIIHE:

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, Jr000€ M3 M30KCA30JIMHOBBIX COCAMHEHUH, ONMHMCAHHBIX B OTMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla),

b) ot mpumepHo 1% no mpumepHo 20% (Bec/Bec) (papMaleBTUYECKH MPHEMIIEMOTO
OuopasnaraeMoro nojuMepa;

¢) ot npumepHo 40% no mpumepro 85% (Bec/Bec) papManeBTUYECKH MPHUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npumepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCHAAHTA

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELUPYEMble  TpernapaTrbl  3aMEeIJICHHOTO  BBICBOOOXKIEHHMS]  JUIsl  JIEYeHUS  W/WIH
NpeOTBPALLEHHUS Mapa3uTapHbIX HHPEKLUI U 3apaskeHHi Y SKUBOTHBIX, COAEPIKAIIHE:

a) mpumepno oT 20 go 30% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
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TAKOro Kak, Hampumep, Jr000e M3 M30KCA30JIMHOBBIX COEAMHEHHH, OMMCAHHBIX B OMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla),

b) or nmpumepHo 15% no mpumepno 40% (Bec/Bec) apMaLeBTHUECKU MPUEMIIEMOTO
OuopasnaraeMoro nojuMepa;

¢) ot nmpumepHo 50% po mpumepro 80% (Bec/Bec) apManeBTUYECKH MPUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA; U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBEIMPyeMble  TpermapaThl  3aMEIJIEHHOTO  BBICBOOOXKIEHUS Il JICUEHUs  W/WIH
NpeI0TBpaIleHHs TApa3UTapHbIX HHOEKINI 1 3apaskeHul y JKUBOTHBIX, CONEPIKAIIIHE:

a) mpumepno oT 20 go 30% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
TAKOro Kak, Hampumep, Jr000e M3 M30KCA30JIMHOBBIX COEAMHEHHH, ONMMCAHHBIX B OMUCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla),

b) or mpumepno 1% no mpumepHo 10% (Bec/Bec) (apmarleBTHUECKH MPUEMIIEMOIO
OuopasnaraeMoro nojuMepa;

¢) ot nmpumepHo 50% po mpumepro 80% (Bec/Bec) apManeBTUYECKH MPUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA; U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBEIMPyeMble  TpermapaThl  3aMEIJIEHHOTO  BBICBOOOXKIEHUS Il JICUEHUs  W/WIH
NpeI0TBpaIleHHs TApa3UTapHbIX HHOEKINI 1 3apaskeHul y JKUBOTHBIX, CONEPIKAIIIHE:

a) mpumepno oT 20 go 30% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
TAKOro Kak, Hampumep, Jr000e M3 M30KCA30JIMHOBBIX COEAMHEHHH, OMMCAHHBIX B OMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-

Vlla),
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b) or nmpumepHo 15% no mpumepno 38% (Bec/Bec) apMaleBTHUECKU MPUEMIIEMOTO
OuopasnaraeMoro nojuMepa;

¢) ot mpumepHo 60% no mpumepro 80% (Bec/Bec) apManeBTUYECKH MPUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIIECTBA, U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMOl 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELMPyEMble  TpernapaTrbl  3aMEIJIEHHOrO  BBICBOOOXKIEHHS] ISl JIEYEHUs  W/uiu
Npe0TBpaIleHHs TApa3UTapHbIX HHOEKINI 1 3apaskeHul y JKUBOTHBIX, CONEPIKaIINeE:

a) mpumepno oT 20 go 30% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, Jr000€ M3 M30KCA30JIMHOBBIX COCAMHEHUH, ONMHMCAHHBIX B OTMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla),

b) or mpumepno 3% no mpumepHo 7% (Bec/Bec) (papManEeBTUYECKH MPUEMIIEMOTO
OuopasnaraeMoro nojuMepa;

¢) ot mpumepHo 60% no mpumepro 80% (Bec/Bec) apManeBTUYECKH MPUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIIECTBA, U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrux BapmaHTax OCYIIECTBJICHHUS, KOTJAa KOMITO3ULIMH COAEPKAT M30KCA30JHMHOBOE
IEWCTBYIOLIEE BEIIECTBO, KOTOPOe 00oTrameHo 6osee akTHBHBIM YHAHTHOMEPOM (3YTOMEPOM), B
HACTOSIIEM M300PETEHNH ONMUCAHbl UHBELUPYEMbIE TPENapaThl 3aMeIEHHOTO BBICBOOOKIEHHS
IUTS JIEUEHUsS] W/WJIKM TPEeNOTBPAIEHUs Mapa3uTapHbiX MHQEKIUHA U 3apakeHHil Y *KUBOTHBIX,
conepIKaIIue:

a) mpuMmepHO OT 5 1o 20% (Bec/BeC) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, Jr000€ M3 M30KCA30JIMHOBBIX COCAMHEHUH, ONMHMCAHHBIX B OTMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla), oborameHHoro (§)-3HaHTHOMEPOM;

b) ot mpumepHo 1% no mpumepHo 30% (Bec/Bec) (papMaleBTUYECKH MPHEMIIEMOTO
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MIOJIUMEPA,
¢) nmpumepHo ot 40% mo 95% (Bec/Bec) papMaleBTUYECKH MPUEMIIEMOTO PaCTBOPUTEIS
WJIM CMECHU PACTBOPUTENEN;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsizarenbHO, OT 0,1% nmo mpumepno 10% (Bec/BeC) MOBEPXHOCTHO-aKTUBHOT'O
BEILECTBA; U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
NpUeMJIeMO#t 100aBKH, BCIIOMOTATEIbHOTO BEIIECTBA HITH X CMECH.

B nmpyrux BapuaHTax OCYLIECTBJCHHS, KOrZa KOMIIO3HLIUH COIEPKAT H30KCA30JIMHOBOE
IEWCTBYIOLIEE BEIIECTBO, KOTOPOe 00oTrameHo 6osee akTHBHBIM SHAHTHOMEPOM (3YTOMEPOM), B
HACTOsIIEeM M300pPETeHUH OTHMCAHbI HHBELIMPYEMbIE TPEnapaThl 3aMEAJCHHOTO BBICBOOOKICHHUS
IJIsl JIeYeHUs] W/MIM MPeNOTBPAIleHHs Mapa3suTapHbIX HH(EKUUil U 3apakeHHH y >KUBOTHBIX,
conepIKaIIue:

a) mpuMmepHO OT 5 1o 20% (Bec/BeC) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, J000e M3 M30KCA30JMHOBBIX COCIMHEHHI, OMHUCAHHBIX B OMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla), oborameHHoro (§)-3HaHTHOMEPOM;

b) or mpumepno 1% no mpumepHo 28% (Bec/Bec) (apMalleBTHUECKH MPUEMIIEMOTO
MIOJIUMEPA,

¢) nmpumepHo ot 40% mo 95% (Bec/Bec) papMaleBTUYECKH MPUEMIIEMOTO PaCTBOPUTEIS
WJIM CMECHU PACTBOPUTENEN;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsizarenbHO, OT 0,1% nmo mpumepno 10% (Bec/BeC) MOBEPXHOCTHO-aKTUBHOT'O
BEILECTBA; U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
NpUeMJIeMO#t 100aBKH, BCIIOMOTATEIbHOTO BEIIECTBA HITH X CMECH.

B HekoTOpBIX OpPyrux BapuUaHTaX OCYIIECTBJCHHUS, KOrJAa KOMIIO3MLIUH COIEpPKAaT
M30KCAa30JIMHOBOE  JIEHCTBYIOIEE BEIIECTBO, KOTOpoe oborameno Oonee  aKTUBHBIM
SHAHTHOMEPOM (3yTOMEPOM), B HACTOSLIEM H300PETEHUH ONMHCAHbI HHBELIUPYEMBbIE MTPENapaThl
3aMEJICHHOTO BbICBOOOKICHMUS AJIsl JICUSHUS 1/ MJIH MTPEAOTBPALLEHHs apa3UTaPHbIX HHPEKLUH
U 3apake€HHH Y JKUBOTHBIX, COZIEpIKALINE:

a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTIO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, J000e M3 M30KCA30JMHOBBIX COCJMHEHHH, OMHCAHHBIX B OMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-

Vlla), oboramieHHOTO (S)-3HaHTHOMEPOM;
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b) or mpumepno 1% no mpumepHo 20% (Bec/Bec) (apMarleBTHUECKH MPUEMIIEMOTO
OuopasnaraeMoro nojuMepa;

¢) ot nmpumepHo 50% po mpumepHo 95% (Bec/Bec) papMarneBTUYECKH MPHUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HEKOTOpBIX [ApPYrux BapHaHTaX OCYIIECTBJICHUS, KOTJa KOMIIO3WUIUH COAEPIKaT
M30KCAa30JIMHOBOE  JNIEeHCTBYIOINEE BELIECTBO, KOTOpoe oborameno ©Oojee  aKTHBHBIM
SHAHTHOMEPOM (3yTOMEPOM), B HACTOSLIEM H300PETEHUH ONMHCAHbI HHBELIUPYEMBbIE MTPENapaThl
3aMEUIEHHOTO BBICBOOOKIEHHSI TS JICUSHHSI M/UJTH MPENOTBPAILECHUS Tapa3suTapHbIX HHPEKIIHII
U 3apaXEHHUH Y )KUBOTHBIX, COIEpIKaIIHe:

a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTIO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, Jr000€ M3 M30KCA30JIMHOBBIX COCAMHEHUH, ONMHMCAHHBIX B OTMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla), oboramenHoro (S)-3HaHTHOMEPOM,;

b) or mpumepno 5% no mpumepHo 20% (Bec/Bec) (apMalleBTHUYECKH MPUEMIIEMOIO
OuopasnaraeMoro nojuMepa;

¢) ot mpumepHo 60% po mpumepro 95% (Bec/Bec) apMareBTUYECKH MPHUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HEKOTOpBIX [ApPYrux BapHaHTaX OCYIIECTBJICHUS, KOTJa KOMIIO3WUIUH COAEPIKaT
M30KCAa30JIMHOBOE  JNIEeHCTBYIOINEE BELIECTBO, KOTOpoe oborameno ©Oojee  aKTHBHBIM
SHAHTHOMEPOM (3yTOMEPOM), B HACTOSLIEM H300PETEHUH ONMHCAHbI HHBELIUPYEMBbIE MTPENapaThl
3aMEUIEHHOTO BBICBOOOKIEHHSI TS JICUSHHSI M/UJTH MPENOTBPAILECHUS Tapa3suTapHbIX HHPEKIIHII
U 3apaXEHHUH Y )KUBOTHBIX, COIEpIKaIIHe:

a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, Jr000€ M3 M30KCA30JIMHOBBIX COCAMHEHUH, ONMHMCAHHBIX B OTMHCAHHBIX

BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
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Vlla), oboramenHoro (S)-3HaHTHOMEPOM,;

b) or mpumepno 1% no mpumepHo 10% (Bec/Bec) (apmarleBTHUECKH MPUEMIIEMOIO
OuopasnaraeMoro nojuMepa;

¢) ot mpumepHo 60% po mpumepro 95% (Bec/Bec) apMareBTUYECKH MPHUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HEKOTOpBIX [ApPYrux BapHaHTaX OCYIIECTBJICHUS, KOTJa KOMIIO3WUIUH COAEPIKaT
M30KCAa30JIMHOBOE  JNIEeHCTBYIOINEE BELIECTBO, KOTOpoe oborameno ©Oojee  aKTHBHBIM
SHAHTHOMEPOM (3yTOMEPOM), B HACTOSLIEM H300PETEHUH ONMHCAHbI HHBELIUPYEMBbIE MTPENapaThl
3aMEUIEHHOTO BBICBOOOKIEHHSI TS JICUSHHSI M/UJTH MPENOTBPAILECHUS Tapa3suTapHbIX HHPEKIIHII
U 3apaXEHHUH Y )KUBOTHBIX, COIEpIKaIIHe:

a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTIO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, Jr000€ M3 M30KCA30JIMHOBBIX COCAMHEHUH, ONMHMCAHHBIX B OTMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla), oboramenHoro (S)-3HaHTHOMEPOM,;

b) or mpumepno 3% no mpumepHo 20% (Bec/Bec) (apMalleBTHUYECKH MPUEMIIEMOTO
OuopasnaraeMoro nojuMepa;

¢) ot nmpumepHo 70% po mpumepro 95% (Bec/Bec) papMarneBTUYECKH MPHUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HEKOTOpBIX [ApPYrux BapHaHTaX OCYIIECTBJICHUS, KOTJa KOMIIO3WUIUH COAEPIKaT
M30KCAa30JIMHOBOE  JNIEeHCTBYIOINEE BELIECTBO, KOTOpoe oborameno ©Oojee  aKTHBHBIM
SHAHTHOMEPOM (3yTOMEPOM), B HACTOSLIEM H300PETEHUH ONMHCAHbI HHBELIUPYEMBbIE MTPENapaThl
3aMEUIEHHOTO BBICBOOOKIEHHSI TS JICUSHHSI M/UJTH MPENOTBPAILECHUS Tapa3suTapHbIX HHPEKIIHII
U 3apaXEHHUH Y )KUBOTHBIX, COIEpIKaIIHe:

a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTIO IEHCTBYIOLIETO BEIIECTBA,

TAKOT'O KaK, HallpuMmep, 1000€ U3 M30KCA30JHHOBBIX COGHHHGHHﬁ, OIIMCAHHBIX B OIIMCAHHBIX
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BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla), oboramenHoro (S)-3HaHTHOMEPOM,;

b) or mpumepno 1% no mpumepHo 5% (Bec/Bec) (papManEeBTUYECKH MPUEMIIEMOTO
OuopasnaraeMoro nojuMepa;

¢) ot nmpumepHo 70% po mpumepro 95% (Bec/Bec) papMarneBTUYECKH MPHUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapmaHTe OCYLIECTBIIEHHsI HACTOSILIEro H300peTeHHs, KOraa KOMIO3UIHMU
comepaT H30KCA30JIMHOBOE JEWCTBYIOLIEe BEIIECTBO, oOorameHHoe Ooee aKTHBHBIM
SHAHTHOMEPOM (3yTOMEPOM), B HACTOSLIEM H300PETEHUH ONMHCAHbI HHBELIUPYEMBbIE MTPENapaThl
3aMEUIEHHOTO BBICBOOOKIEHHSI TS JICUSHHSI M/UJTH MPENOTBPAILECHUS Tapa3suTapHbIX HHPEKIIHII
U 3apaXEHHUH Y )KUBOTHBIX, COIEpIKaIIHe:

a) mpumepno ot 10 go 20% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, Jr000€ M3 M30KCA30JIMHOBBIX COCAMHEHUH, ONMHMCAHHBIX B OTMHCAHHBIX
BbIIIE BapUAHTAX OCYILIECTBICHHs (HANpuUMep, COeNUHEHHe, uMmeroee ooy u3 dopmyn I-
Vlla), oborameHHoro (§)-3HaHTHOMEPOM;

b) or mpumepno 8% no mpumepHo 30% (Bec/Bec) (apMalleBTHUYECKH MPUEMIIEMOIO
OuopasnaraeMoro nojuMepa;

¢) ot nmpumepHo 60% pno mpumepro 90% (Bec/Bec) apManeBTUYECKH MPHUEMIEMOTO
PacTBOPUTEIISI MITH CMECU PACTBOPHUTENEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIBHOTO BEIIECTBA HIIM HX CMECH.

B npyrom BapmaHTe OCYLIECTBIIEHHsI HACTOSILIEro H300peTeHHs, KOraa KOMIO3UIHMU
comepaT H30KCA30JIMHOBOE JEWCTBYIOLIEe BEIIECTBO, oOorameHHoe Ooee aKTHBHBIM
SHAHTHOMEPOM (3yTOMEPOM), B HACTOSLIEM H300PETEHUH ONMHCAHbI HHBELIUPYEMBbIE MTPENapaThl
3aMEUIEHHOTO BBICBOOOKIEHHSI TS JICUSHHSI M/UJTH MPENOTBPAILECHUS Tapa3suTapHbIX HHPEKIIHII
U 3apaXEHHUH Y )KUBOTHBIX, COIEpIKaIIHe:

a) mpumepno ot 10 go 20% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
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TAKOTO Kak, Hampumep, J000e M3 M30KCA30JMHOBBIX COCIMHEHHI, OMHUCAHHBIX B OMHCAHHBIX
BBILIIE BapUAHTaX OCYLIECTBJIECHUs (HampuMep, COenuHeHue, umeroiiee Jitodyw u3 dopmyr I-
Vlla), oborameHHoro (§)-3HaHTHOMEPOM;

b) or mpumepno 3% no mpumepHo 7% (Bec/Bec) (papManEeBTUYECKH MPUEMIIEMOTO
OuopasnaraeMoro nojuMepa;

¢) ot nmpumepHo 60% pno mpumepro 90% (Bec/Bec) apManeBTUYECKH MPHUEMIEMOTO
PacTBOPHTEISI MITH CMECU PACTBOPHUTEIEH;

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
NpUeMJIeMO#t 100aBKH, BCIIOMOTATEIbHOTO BEIIECTBA HITH X CMECH.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs, B HACTOSLIEM H300PETEHHH OMUCAHbI
UHBbELMPYEeMbIe MPenapaThl 3aMEAJICHHOTO BBICBOOOKACHUS IJIs JIEYeHUs W/IIH TPOQUIAKTHKH
napasuTapHbIx HHQEKIUH 1 3apakeHUH y )KUBOTHBIX, COEPIKAIINE;

a) mpumepHo OoT 5 1o 30% (Bec/BeC) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, J000€ W3 H30KCA30JIMHOBBIX COEIMHEHHI M3 ONHCAHHBIX BBILIE
BAPUAHTOB OCYINECTBJCHUs (HAMpHUMep, COoenuHeHue, umeromnee ooy u3z Gopmyn [-VIla),

TAKOE KaK CoelMHeHne, nmeromee Gopmyy:

0—N O
FsC \ H\)\ /CFs

O
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cl ’
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o
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Cl
0]
Cl

(11d)
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(VIIa)

WK ero papMaLeBTHYECKU PHEeMJIEMON COJTH,

b) or mpumepno 1% no npumepHo 40% (Bec/Bec) (apMalleBTHUECKH MPUEMIIEMOTO
MIOJIUMEPA,

c¢) or mnpumepro 40% po mnpumepHo 95% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
NpUeMJIeMO#t 100aBKH, BCIIOMOTATEIbHOTO BEIIECTBA HITH X CMECH.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs, B HACTOSLIEM H300PETEHHH OMUCAHbI
UHBbELMPYEeMbIe MPenapaThl 3aMEAJICHHOTO BBICBOOOKACHUS IJIs JIEYeHUs W/IIH TPOQUIAKTHKH
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpumepHo OoT 5 1o 30% (Bec/BeC) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, J000e U3 H30KCA30JIMHOBBIX COEAMHEHUH W3 ONHCAHHBIX BBILIE
BApPUAHTOB OCYINECTBJICHUs (HAMpHUMep, COeNUHeHue, umeroimnee ooy u3 dopmyn [-VIla),

TAKOE KaK CoelMHeHne, nmeromee Gopmyy:

o—N ]
FsC \ H\)\ /CFs
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(VIIa)

WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) ot mpumepHo 1% no mpumepHo 30% (Bec/Bec) (papMaleBTUYECKH MPHEMIIEMOTO
MIOJIUMEPA,

c¢) or mnpumepro 40% po mnpumepHo 95% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIIECTBA MIIM HX CMECH.

B HekoTOphIX BapuaHTaX OCYINECTBJICHHUS, B HACTOSIIEM H300PETEHUH OIHCAHBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPMAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, nmeromee Gopmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:



Cl

Cl

FsC

FsC

(Ilc)

prdu

ZT



72

(IVa)

O 0o 0
cl
N CH,
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(VIIa)

WK ero (papManeBTUYECKH TPUEMIIEMOI COJTH,

b) or nmpumepHo 10% no mpumepno 40% (Bec/Bec) apMaleBTHUECKU MPUEMIIEMOTO
MIOJIUMEPA,

¢) or mnpumepro 30% pmo mnpumepHo 85% (Bec/BeC) pacTBOpPUTENS WIH CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HekoTOphIX BapuaHTaX OCYINECTBJICHHUS, B HACTOSIIEM H300PETEHUH OIHCAHBI

UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
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napasuTapHbIX HHOEKUNH 1 3apakeHUH y *KUBOTHBIX, COJIEPIKALIINE:

a) mpumeprHo ot 15 no 30% (Bec/BeC) M3OKCA30JMHOBOIO JAEHCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPMAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, nmeromee Gopmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

o—N O Q
oead T

Fsc. 2N

H
N N

Cl ,
(11d)
o
H //CF;
N N
H
@)
H /" CF;

CFs



74

ZT
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(VIIa)

win ero (hapMareBTHYECKH MPUEMIIEMOH COJIH,

b) or mpumepno 1% no mpumepHo 30% (Bec/Bec) (apMarleBTHUECKH MPUEMIIEMOTO
MIOJIUMEPA,

¢) or mnpumepro 30% pmo mnpumepHo 85% (Bec/BeC) pacTBOpPUTENS WIH CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
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AKTHBHOTO BEIECTBA; U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B gpyrom BapuaHTe OCYIIECTBJICHHS, B HACTOSIIEM H300PETEHHUH OMUCAHBI
UHBbELMPYEeMbIe MPenapaThl 3aMEAJICHHOTO BBICBOOOKACHUS IJIs JIEYeHUs W/IIH TPOQUIAKTHKH
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpumepno oT 20 go 30% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, J000€ W3 H30KCA30JMHOBBIX COEAWHEHHI W3 ONHCAHHBIX BbBIIIE
BAPMAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, nmeromee Gopmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

o—N ]
FsC \ H\)\ /CFs

0]
FsC

Cl

(ITc)

/CF3
FsC O_’\l H\)\”

Cl

Cl
(I11d)

FsC N y N

Cl \

Cl
(Ie)
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WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) or nmpumepHo 15% no mpumepno 40% (Bec/Bec) apMaLeBTHUECKU MPUEMIIEMOTO
MIOJIUMEPA,

¢) or mnpumepro 50% pmo mnpumepHo 80% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpumepno oT 20 go 30% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPUAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, umeromee ¢opmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

o—N ]
F3C \ H /CFy
o)
FsC
cl ’
(Ilc)
o)
O—N H o CFs
FaC \ N N
cl
o)
cl

(11d)



78

(Ie)

ZT
O
.l

w

F Cl 0] ’
(Va)
FsC O\'\\‘ o
S H
N CFs
o | / ” ~
0
Cl Cl CHs 15005



—N —
O \ B/OH

FsC \ / \

O
=

| HC Yon,

Cl \ Cl
Cl
(VIla)

WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) or mpumepno % no mpumepno 10% (Bec/Bec) (apmManeBTUYECKH MPUEMIIEMOTO
MIOJIUMEPA,

¢) or mnpumepro 50% pmo mnpumepHo 80% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HekoTOphIX BapuaHTaX OCYINECTBJICHHUS, B HACTOSIIEM H300PETEHUH OIHCAHBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAepIKallHe:

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPMAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, nmeromee Gopmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:
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(VIIa)

WK ero (papManeBTUYECKH TPUEMIIEMOI COJTH,

b) or nmpumepHo 10% no mpumepno 40% (Bec/Bec) apMaleBTHUECKU MPUEMIIEMOTO
MIOJIUMEPA,

¢) or mnpumepro ©60% pmo mnpumepHo 85% (Bec/BeC) pacTBOPUTENS WIH CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HekoTOphIX BapuaHTaX OCYINECTBJICHHUS, B HACTOSIIEM H300PETEHUH OIHCAHBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpumeprHo ot 15 no 30% (Bec/BeC) M3OKCA30JMHOBOIO JAEHCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPMAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, nmeromee Gopmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:



Cl

Cl

FsC

Cl

FiC

Cl

FsC

CF3

(11d)

(ITe)

(Ilc)

ZT
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(IVa)
F3C O\'\“
O 0o 0
Cl
N CH,
F Cl @) ’
(Va)
F3C O\'\\‘ o
S H
N CF
H
o)
CH
Cl Cl 3 W

(VIIa)

WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) or mpumepHo 3% no mpumepHo 7% (Bec/Bec) hapMaLEBTHUECKH IPHEMIIEMOTO
MIOJIUMEPA,

¢) or mnpumepro ©60% pmo mnpumepHo 85% (Bec/BeC) pacTBOPUTENS WIH CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI

UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA



84

napasuTapHbIX HHOEKUNH 1 3apakeHUH y *KUBOTHBIX, COJIEPIKALIINE:

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEINECTBA,
TAKOTO KakK, Hampumep, J1000€ M3 M30KCA30JIMHOBBIX COENWHEHHH W3 OMNHMCAHHBIX BBILIE
BAPMAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, nmeromee Gopmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

oI
FaC \ H\)\ /Oy
oLy

/CF3
FsC O_’\l H\)\”

Cl

FC 2N

H
N N

Cl

2T
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O
H N/\CF3
N H
QO o 0
o
N CH,
F Cl O ’
(Va)
F3C O\'\\‘ o
S H
N CFs
l | VY N ~
o)
Cl Cl CHs WU

(VIIa)

wiu ero papmareBTUYeCKH MPUeMJIEMO COJH,

b) ot npumepHo 12% no npumepHo 38% (Bec/Bec) PLGA monmepa;

¢) ot npumepHo 55% no mpumepHo 85% (Bec/Bec) cMeCH CMENIMBAIOMIETOCS ¢ BOIOH
PacTBOPHTEJNIST M HECMELIUBAIOILETrOCsI C BOAOH pacTBOPHUTEIS,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
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AKTHBHOTO BEIECTBA; U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B gpyrom BapuaHTe OCYIIECTBJICHHS, B HACTOSIIEM H300PETEHHUH OMUCAHBI
UHBbELMPYEeMbIe MPenapaThl 3aMEAJICHHOTO BBICBOOOKACHUS IJIs JIEYeHUs W/IIH TPOQUIAKTHKH
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, J000e U3 H30KCA30JMHOBBIX COCAMHEHHMH W3 OIMMCAHHBIX BBILIE
BAPUAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, umeromee ¢opmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

o—N O

0]
FsC
Cl ,
(Ilc)
O]
FsC O_'\‘ H\)\ ﬁ/\CF3
Cl
0]
Cl ,
(I1d)
0]
FiC O—l\\l H H/\ CF3
Cl
@)
F
Cl

(ITe)
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(VIla)

WK ero papMaLeBTHYECKU PHEeMJIEMON COJTH,

b) ot npumepHo 1% no npumepno 5% (Bec/Bec) PLGA monmumepa;

¢) ot npumepHo 55% no mpumepHo 85% (Bec/Bec) cMeCH CMENIMBAIOMIETOCS ¢ BOIOH
PacTBOPHTEJNISI M HECMELIHUBAIOIIETr0OCs C BOAOH PACTBOPHUTEIS,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
NpUeMJIeMO#t 100aBKH, BCIIOMOTATEIbHOTO BEIIECTBA HITH X CMECH.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs, B HACTOSLIEM H300PETEHHH OMUCAHbI
UHBbELMPYEeMbIe MPenapaThl 3aMEAJICHHOTO BBICBOOOKACHUS IJIs JIEYeHUs W/IIH TPOQUIAKTHKH
napasuTapHbIX UHPEKIUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLIHe:

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, J000e U3 H30KCA30JMHOBBIX COCAMHEHHMH W3 OIMMCAHHBIX BBILIE
BAPMAHTOB OCYINECTBJICHHUs (Hampumep, coenuHeHune, nmeromee Gopmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

O—N
FsC \

ZT

FsC
Cl

(Ilc)

ZT

FsC. N

Cl \

Cl
(11d)
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(VIIa)

WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) ot npumepHo 10% no nmpumepHo 35% (Bec/Bec) PLGA monmepa;

¢) ot npumepno 60% no mpumepHo 85% (Bec/Bec) CMeCH CMENIMBAIOMIETOCS ¢ BOAOH
pacTBOPHUTENST U HECMELIMBAIOLIErOCsl ¢ BOJOH PAacTBOPHUTENS, I/ie CMEIIUBAIOLIMICS ¢ BOJAOH
pacTBopHUTeNb  BbIOpaH W3  [PYIMb,  COCTOSILEH M3  LUKJIMYECKOro  KapOoHaTa,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTWJIMUPPOIUAOHA, KHIKOTO MOJUITHICHIJIMKONS, MOJIOKCaMepa, CIHUPTa, BKJIOYAs STAHOJ,
U30MPOMNAHOJ, MIULepHH (opMalib M COJIKETadb, U aMHZa, a HECMELIUBAIOLIMNICS C BOAOM
pacTBOpHTENb BbIOpAaH W3 TPYIIbI, COCTOsINEH M3 OEH3MJIOBOIO CHHPTA, CIOKHOTO 3(upa
[JIHLEPHUHA, TPUTIHLEPUIA U CIOKHOTO d(pUpa MPOMIICHIIUKOIS |

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
NpUeMJIeMO#t 100aBKH, BCIIOMOTATEIbHOTO BEIIECTBA HITH X CMECH.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs, B HACTOSLIEM H300PETEHHH OMUCAHbI
UHBbELMPYEeMbIe MPenapaThl 3aMEAJICHHOTO BBICBOOOKACHUS IJIs JIEYeHUs W/IIH TPOQUIAKTHKH
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpumepHo oT 15 go 30% (Bec/Bec) M30KCA30JUHOBOIO JEWCTBYIOIIETO BEIIECTBA,
TAKOTO Kak, Hampumep, J000e U3 H30KCA30JMHOBBIX COCAMHEHHMH W3 OIMMCAHHBIX BBILIE
BAPMAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, nmeromee Gopmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:



Cl

Cl

FsC

Cl

FiC

Cl

FsC

CF3

(11d)

(ITe)

(Ilc)

ZT
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(IVa)

O 0o 0
cl
N CH,

F Cl @) ’
(Va)
FsC O\'\\‘ o
S H
N CF,
O
Cl Cl CHs W

(VIIa)

win ero (hapMareBTHYECKH MPUEMIIEMOH COJIH,

b) ot npumepHo 1% no npumepno 7% (Bec/Bec) PLGA monmumepa;

¢) ot npumepno 60% no mpumepHo 85% (Bec/Bec) CMeCH CMENIMBAIOMIETOCS ¢ BOAOH
PACTBOPUTENSI U HECMELIMBAIOLIErOCs C BOAON PacTBOPHUTENSA, A€ CMELIUBAIOIIUICA C BOJIOH
pacTBOpUTENb  BBIOpAH W3  TPYIIbL,  COCTOAIIEH W3  IUKJIMYECKOTo  KapOoHara,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTWITTUPPOJIUAOHA, JKUAKOTO TMOJUAITHJICHIJIMKOJISA, MOJIOKCaMepa, CIUPTA, BKIIOYAsl 3TAHOJ,
W30TIPOIIAHON, TIHLUEPHH (popManp M CONKeTal b, U aMUAa, a HECMEUIMBAIOIIUICS C BOJOU
pacTBOpUTENb BBIOPAH W3 TPYMIBI, COCTOSIEH U3 OEH3WJIOBOrO CHHPTA, CIOKHOrO 3¢upa
TIIMLOEPHHA, TPUTITHULIEpUAa U CJIIOKHOTO B(I)I/Ipa MPOMWUJICHIJIMKOJIA |

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
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AKTHBHOTO BEIECTBA; U

) HeobsizarenvHO, oT mpumepHo 0,01% mo mpumepHo 5,0% (Bec/Bec) dapmaleBTHUECKU
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHs, B HACTOSLIEM H300PETEHHH OMUCAHbI
UHBbELMPYEeMbIe MPenapaThl 3aMEAJICHHOTO BBICBOOOKACHUS IJIs JIEYeHUs W/IIH TPOQUIAKTHKH
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpuMmepHO OT 5 1o 20% (Bec/BeC) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, J000€ W3 H30KCA30JMHOBBIX COEIMHEHHI W3 ONHCAHHBIX BBIIIE
BAPMAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, nmeromee Gopmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:
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ZT

ZT

CF3

50)041
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F3C“||Il||

Cl

Cl

(5)-VIla

WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) or mpumepno 1% no mpumepHo 28% (Bec/Bec) (apMalleBTHUECKH MPUEMIIEMOTO
MIOJIUMEPA,

c¢) or mnpumepro 40% po mnpumepHo 95% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B HekoTOphIX BapuaHTaX OCYINECTBJICHHUS, B HACTOSIIEM H300PETEHUH OIHCAHBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpuMmepHO OT 5 1o 20% (Bec/BeC) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPUAHTOB OCYINECTBJICHHUS (Hampumep, coenuHeHune, umeromee ¢opmyny I-VIla), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

(S)-IIc
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FaCy O N
9 o 0
cl
N CH;
F Cl O

ZT

CF3

50)041

(5)-VIa

F3C“||Il||

Cl

Cl

(5)-VIla

WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) ot mpumepHo 1% no mpumepHo 30% (Bec/Bec) (papMaleBTUYECKH MPHEMIIEMOTO
MIOJIUMEPA,

c¢) or mnpumepro 40% po mnpumepHo 95% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npUeMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIH HX CMECH.

B HekoTOphIX BapuaHTaX OCYINECTBJICHHUS, B HACTOSIIEM H300PETEHUH OIHCAHBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA

napasuTapHbIX HHOEKUNH 1 3apakeHUH Y *KUBOTHBIX, CONEPIKALINE:
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a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTIO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPUAHTOB OCYIIECTBJICHUs (HAmpuMmep, coenuHeHue, umeromiee ¢dopmyny [-VI), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

O
N/\CF3
H
0]
H /CFs4
0]
H /CFs
0]

ZT
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CF3

50)041

(8)-VI

F3C“||Il||

Cl

Cl

(5)-VIla
win ero (hapMareBTHIECKH MPUEMIIEMOH COJIH,
b) or mpumepno 1% no mpumepHo 20% (Bec/Bec) (apMarleBTHUECKH MPUEMIIEMOTO
MIOJIUMEPA,
¢) or mnpumepHo 50% pmo mnpumepHo 95% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,
d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
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AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX HHOEKUNH 1 3apakeHUH y *KUBOTHBIX, COJIEPIKALIINE:

a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPUAHTOB OCYIIECTBJICHUs (HAmpuMmep, coenuHeHue, umeromiee ¢dopmyny [-VI), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

ZT

ZT

ZT
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WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) ot mpumepHo 5% no mpumepHo 20% (Bec/Bec) (papMaleBTUYECKH MPHEMIIEMOTO
MIOJIUMEPA,

¢) or mnpumepro ©60% pmo mnpumepHo 95% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX HHOEKUNH 1 3apakeHUH y *KUBOTHBIX, COJIEPIKALIINE:

a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTIO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO KakK, Hampumep, JT000€ M3 M30KCA30JIMHOBBIX COEAMHEHWH W3 OMNHMCAHHBIX BBILIE
BAPUAHTOB OCYIIECTBJICHUs (HAmpuMmep, coenuHeHue, umeromiee ¢dopmyny [-VI), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

ZT

(S)-IIc

ZT

($)-I1d
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ZT

CF,

50)041

($)-VI

(5)-Vlla

WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) ot mpumepHo 1% no mpumepHo 10% (Bec/Bec) (apmManeBTUYECKH MPHEMIIEMOTO
MIOJIUMEPA,

¢) or mnpumepro ©60% pmo mnpumepHo 95% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX HHOEKUNH 1 3apakeHUH Y KUBOTHBIX, CONIEPIKAIIUE:

a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTIO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPUAHTOB OCYIIECTBJICHUs (HAmpuMmep, coenuHeHue, umeromiee ¢dopmyny [-VI), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:



2T

ZT
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CF;

50)041

(5)-Vlla

WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) or mpumepno 3% no mpumepHo 20% (Bec/Bec) (apMalleBTHUYECKH MPUEMIIEMOTO
MIOJIUMEPA,

c¢) or mnpumepro 70% pmo mnpumepHo 95% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-

AKTUBHOT'O B€IICCTBA, U
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f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BELIECTBA HIJIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX HHOEKUNH 1 3apakeHUH y *KUBOTHBIX, COJIEPIKALIINE:

a) mpuMepHO OT 5 1o 15% (Bec/Bec) HM30KCA30JIMHOBOTIO IEHCTBYIOLIETO BEIIECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPUAHTOB OCYIIECTBJICHUs (HAmpuMmep, coenuHeHue, umeromiee ¢dopmyny [-VI), Takoe kak

COoeMHEHue, nMerotnee GopMyIy:

ZT

ZT

ZT
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ZT

CFs

CF;

50)041

(5)-Vlla
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WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) or mpumepno 1% no mpumepHo 5% (Bec/Bec) (papManEeBTUYECKH MPUEMIIEMOTO
MIOJIUMEPA,

c¢) or mnpumepro 70% pmo mnpumepHo 95% (Bec/BeC) pacTBOPUTENS WM CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npUeMIIeMO 100aBKH, BCIIOMOTaTENBHOTO BEIIECTBA MIIH HX CMECH

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX HHOEKUNH 1 3apakeHUH y *KUBOTHBIX, COJIEPIKALIINE:

a) mpumepno ot 10 go 20% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, J000€ M3 M30KCA30JIMHOBBIX COEAWHEHWH M3 ONHMCAHHBIX BBIIIE
BAPMAHTOB OCYINECTBJIEHUs (Hampumep, coeamHeHue, mmeromiee (opmyny I-VI), takoe kak

COoeMHEHue, nMerotnee GopMyIy:

ZT

(S)-IIc

ZT
Iz

($)-T1d
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111

ZT

CF;

50)041

(8)-VI

F3C“||Il||

Cl

Cl

(5)-VIla

WK ero (papManeBTUYECKH TPUEMIIEMOH COJH,

b) or mpumepno 8% no mpumepHo 28% (Bec/Bec) (apMalleBTHUYECKH MPUEMIIEMOTO
MIOJIUMEPA,

¢) or mpumepro ©60% pmo mnpumepHo 90% (Bec/BeC) pacTBOPUTENS WIH CMECH
PacTBOpPHUTEINEH,

d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBIEHHs, B HACTOSINEM H300PETEHHH OIHCAHbBI
UHBELHPYEMbIe TIPEnapaThl 3aMeIJICHHOTO BBICBOOOXKISHHS IS JICUSHHST W/HITH NTPOPUITAKTUKA
napasuTapHbIX UHPEKIHUH 1 3apa)KeHUH Y JKUBOTHBIX, COAEPIKaLlHe:

a) mpumepno ot 10 go 20% (Bec/BeC) M30KCA30JUHOBOTO JEWCTBYIOIIETO BEINECTBA,
TAKOTO Kak, Hampumep, JT000€ M3 M30KCA30JMHOBBIX COCAMHEHUI W3 OIMHCAHHBIX BBIIIE
BAPMAHTOB OCYINECTBJIEHUs (Hampumep, coeamHeHue, umeromee Gopmyny I-VI), takoe kak

COoeMHEHue, nMerotnee GopMyIy:



ZT

ZT
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CF;

50)041

F3C“||Il||

(5)-VIla
win ero (hapMareBTHYECKH MPUEMIIEMOH COJIH,
b) or mpumepno 3% no mpumepHo 7% (Bec/Bec) (papManEeBTUYECKH MPUEMIIEMOTO
MIOJIUMEPA,
¢) or mpumepro ©60% pmo mnpumepHo 90% (Bec/BeC) pacTBOPUTENS WIH CMECH
PacTBOpPHUTEINEH,
d) HeobszarenvHO, oT npuMmepHo 0,01% no mpumepHo 2,0% (Bec/Bec) aHTHOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
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AKTUBHOTO BEIIECTBA, U

f) Heobs3arensHO, oT mpumepHO 0,01% no mpumepHo 5,0% (Bec/Bec) dapMareBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

Jlpyroii BapuaHT OCYLIECTBJIEHHUS HACTOSIIET0 M300peTeHHs IPeNCTaBisieT CcoOoM
UHBELUPYEMbII IpenapaT 3aMeJIEHHOTO BBICBOOOKACHUS Ul JIEUEHUS] W/WIIA MPO(UIAKTHKH
NapasuTapHbIX WHQPEKIUA H 3apaXeHWH Yy JKUBOTHBIX, COCTOSIIIUI TJaBHBIM OOpa3oM u3
CJIEYIOLTNX KOMIOHEHTOB:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

HU30KCa30JIMHOBOI'O I[eI\/'ICTBYIOH.IeFO BCIIECCTBA, TaKOro KakK HaIlpuMmep, moboe  u3

,
M30KCA30JIMHOBBIX COEAMHEHUH M3 OMHCAHHBIX BBILIE BAPUAHTOB OCYLIECTBJIECHHs (Hampumep,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTOJHUTEbHOE JeUCTBYIOLIEe BELIECTBO, YKA3aHHOE B HACTOSIIEH 3asIBKe;

b) papmaneBTHYECKH TPUEMIIEMBIH TIOJTUMED;

C) MO MEeHbIIEe Mepe OMH PaCTBOPHUTENb UIIH CMECh PACTBOPUTENEH;

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

€) HeoOsI3aTeIbHO TIOBEPXHOCTHO-aKTUBHOE BEIECTBO; U

f) HeoOs13aTenPHO MO MeEHbLIEH Mepe onHa (papManeBTHYECKH NpuemsieMas NoOaBKa,
BCIIOMOTaTeNIbHOE BELIECTBO HITH UX CMECh.

B gpyrom BapuaHTe OCYIUECTBJIEHHs, B HACTOSIIEM H300peTeHHH OMUCaH
UHBELMPYEMbIil MpenapaT 3aMeIEHHOTO BBICBOOOMKIEHHS Uil JICUSHUST U/WIK MPO(QUIAKTHKH
napasuTapHbix HHQEKUHA M 3apaKeHUH Y SKUBOTHBIX, COCTOSLIMH T[JIABHBIM 00pasoM W3
CJIENYIOLIMX KOMIIOHEHTOB:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

HU30KCa30JIMHOBOI'O I[eI\/'ICTBYIOH.IeFO BCIIECCTBA, TaKOro KakK HaIlpuMmep, moboe  u3

,
HN30KCA30JIMHOBBIX COGI[I/IHGHI/Iﬁ N3 OMNMHUCAHHBIX BBIIIC BAPHAHTOB OCYIICCTBJICHUA (Haan/IMep,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTIOJIHUTENbHOE IEHCTBYIOIIEe BEIECTBO, YKa3aHHOE B HACTOSIIEH 3a5BKE;

b) ot npumepHo 1% no npumepno 30% (Bec/Bec) PLGA nomumepa;

¢) ot npumepno 40% no mpumepHo 98% (Bec/Bec) CMeCH CMENIMBAIOIIETOCS C BOIOH
PACTBOPUTENSI U HECMELIMBAIOLIErOCs C BOAON PacTBOPHUTENSA, A€ CMELIUBAIOIIUICA C BOJIOH
pacTBOpUTENb  BBIOpAH M3  TPYIIbL,  COCTOsIENd M3  LUKIMYECKOro  KapOoHaTa,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTWJIMUPPOIUAOHA, KUIKOTO MOJHUATHIICHIJIMKOJISL, MOJIOKCaMepa, CIIUPTA, COJKETAIsI U aMU/Ia,

a HECMEIIMBAIOIIUICS C BOJON paCTBOPUTENb BBIOPAH M3 TPYIIIBI, COCTOSINEH U3 OEH3UIOBOTO

CIHPTA, CJIOXKHOTrO 3pupa IIHLEPUHA, TINLEPUH (popMmais, TPUrIHLepHnaa, CIOXKHOro s¢upa
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NPONIJIEHTJIMKOJIS U TITUIEePUH GOopMas;

d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBJIEHHs, B HACTOSINEM H300pPETEHHH  ONHCaH
UHBELUPYEMbII IpenapaT 3aMeJIEHHOTO BBICBOOOKACHUS Ul JIEUEHUS] W/WIIA MPO(UIAKTHKH
Napa3suTapHbIX WHQPEKIUA H 3apaXeHWH Yy JKUBOTHBIX, COCTOSIIIUI TJaBHBIM OOpa3oM u3
CJIEAYIOIINX KOMITOHEHTOB:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

HU30KCa30JIMHOBOI'O I[eI\/'ICTBYIOH.IeFO BCIIECCTBA, TaKOro KakK HaIlpuMmep, moboe  u3

,
M30KCA30JIMHOBBIX COEAMHEHHUH M3 OMUCAHHBIX BBILIE BAPUAHTOB OCYLIECTBJCHHUS (HATPHMED,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTIOJIHUTENIbHOE IEHCTBYIOIIEe BEIECTBO, YKa3aHHOE B HACTOSIIEH 3a5BKE;

b) ot npumepHo 1% no npumepro 20% (Bec/Bec) PLGA nomumepa;

¢) ot npumepno 40% no mpumepHo 98% (Bec/Bec) CMeCH CMENIMBAIOIIETOCS C BOIOH
PacCTBOPUTENSI U HECMELIMBAIOLIErOCs C BOAON pacTBOPUTENS, II€ CMELIUBAIOIIUICA C BOJIOH
pacTBOpuUTENb  BBIOpAaH M3  TPYNIBL,  COCTOSINEH M3  LUKIMYECKOro  KapOoHarta,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTHJITUPPOIMAOHA, YKUIKOTO TIOJMATHIIEHTIINKOJISL, TIOJIOKCaMepa, CIHUPTAa, COJIKETAN U aMHJIa,
a HeCMEIINBAIOLINICA C BOJOHW PacTBOPUTENDb BBIOPAH U3 IPYIIIbL, COCTOSINEH M3 O€H3UIOBOTO
CIHPTA, CJIOXKHOTrO 3pupa IIHLEPUHA, TINLEPUH (popMmais, TPUrIHLepHnaa, CIOXKHOro s¢upa
MPONUJICHTJIMKOJIS U TIHLEPUH (OpMais;

d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBJIEHHs, B HACTOSINEM H300pPETEHHH  ONHCaH
UHBELMPYEMbIil MpenapaT 3aMeIEHHOTO BBICBOOOMKIEHHS Uil JICUSHUST U/WIK MPO(QUIAKTHKH
napasuTapHbix HHQEKUHA M 3apaKeHUH Y SKUBOTHBIX, COCTOSLIMH T[JIABHBIM 00pasoM W3
CJIEAYIOIINX KOMITOHEHTOB:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

HU30KCa30JIMHOBOI'O I[eI\/'ICTBYIOH.IeFO BCIIECCTBA, TaKOro KakK HaIlpuMmep, moboe  u3

2
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HN30KCA30JIMHOBBIX COGI[I/IHGHI/Iﬁ N3 OMNMHUCAHHBIX BBIIIC BAPHAHTOB OCYIICCTBJICHUA (Haan/IMep,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTOJHUTEbHOE JeUCTBYIOLIEe BELIECTBO, YKA3aHHOE B HACTOSIIEH 3asIBKe;

b) ot npumepHo 5% no npumepro 20% (Bec/Bec) PLGA nomumepa;

¢) ot npumepno 40% no mpumepHo 90% (Bec/Bec) CMeCH CMEIIMBAIOIIETOCS C BOIOH
pacTBOPHUTENSI U HECMELIMBAIOLIErOCsl ¢ BOJOH PAaCTBOPHUTENS, I/Ie CMEIIUBAIOLIHMICS ¢ BOJAOH
pacTBopHUTeNb  BbIOpaH W3  [PYIMb,  COCTOSILEH M3  LUKJIMYECKOro  KapOoHaTa,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTWJIMUPPOIUAOHA, KUIKOTO MOJHUATHIICHIJIMKOJISL, MOJIOKCaMepa, CIIUPTA, COJIKETassi U aMU/a,
a HEeCMELIMBAIOIIUICS ¢ BOJOH pacTBOPHUTENb BHIOPAH M3 TPYIIIbI, COCTOSIIEH U3 OEH3UIOBOIO
CIHPTA, CJIOKHOTO 3(upa TIHLEpPUHA, MIHULUepUH (QopMalis, TPUMIMLEPHIA, CIOKHOTO 3(pupa
NPONIJIEHTJIMKOJIS U TITUIEePUH GOopMas;

d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOT'O B€IICCTBA, U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
NpUeMJIeMO#t 100aBKH, BCIIOMOTATEIbHOTO BEIECTBA HITH UX CMECH.

B npyrom BapuaHTe OCYLIECTBJIEHHs, B HACTOSINEM H300pPETEHHH  ONHCaH
UHBELUPYEMbII IpenapaT 3aMeJIEHHOTO BBICBOOOKACHUS Ul JIEUEHUS] W/WIIA MPO(UIAKTHKH
Napa3suTapHbIX WHQPEKIUA H 3apaXeHWH Yy JKUBOTHBIX, COCTOSIIIUI TJaBHBIM OOpa3oM u3
CJIENYIOLIMX KOMIIOHEHTOB:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO
M30KCAa30JIMHOBOTO  JCHCTBYIOINETO  BEIIECTBA, TAKOrO Kak, Hampumep, Jroboe u3
HN30KCA30JIMHOBBIX COGI[I/IHGHI/Iﬁ N3 OMNMHUCAHHBIX BBIIIC BAPHAHTOB OCYIICCTBJICHUA (Haan/IMep,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTOJHUTEbHOE JeUCTBYIOLIEe BELIECTBO, YKA3aHHOE B HACTOSIIEH 3asIBKe;

b) ot npumepHo 5% no npumepro 15% (Bec/Bec) PLGA nomumepa;

¢) ot npumepno 50% no mpumepHo 95% (Bec/Bec) cMeCH CMENIMBAIOMIETOCS ¢ BOIOH
PACTBOPUTENSI U HECMELIMBAIOLIErOCs C BOAON PacTBOPHUTENSA, A€ CMELIUBAIOIIUICA C BOJIOH
pacTBopHUTeNb  BbIOpaH W3  [PYIMb,  COCTOSILEH M3  LUKJIMYECKOro  KapOoHaTa,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTWJIMUPPOIUAOHA, KUIKOTO MOJHUATHIICHIJIMKOJISL, MOJIOKCaMepa, CIIUPTA, COJKETAIsI U aMU/Ia,
a HEeCMELIMBAIOIIUICS ¢ BOJOH pacTBOPHUTENb BHIOPAH M3 TPYIIIbI, COCTOSIIEH U3 OEH3UIOBOIO
CIHPTA, CJIOKHOTO 3(upa TIHLEpPUHA, MIHULUepUH (QopMalis, TPUMIMLEPHIA, CIOKHOTO 3(pupa

NPONIJIEHTJIMKOJIS U TITUIEePUH GOopMas;
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d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBJIEHHs, B HACTOSINEM H300pPETEHHH  ONHCaH
UHBELUPYEMbII IpenapaT 3aMeJIEHHOTO BBICBOOOKACHUS Ul JIEUEHUS] W/WIIA MPO(UIAKTHKH
NapasuTapHbIX WHQPEKIUA H 3apaXeHWH Yy JKUBOTHBIX, COCTOSIIIUI TJaBHBIM OOpa3oM u3
CJIEAYIOIINX KOMITOHEHTOB:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

HU30KCa30JIMHOBOI'O I[eI\/'ICTBYIOH.IeFO BCIIECCTBA, TaKOro KakK HaIlpuMmep, moboe  u3

,
M30KCA30JIMHOBBIX COEAMHEHUH M3 OMHCAHHBIX BBILIE BAPUAHTOB OCYLIECTBJICHHUs (HAMpHUMED,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTOJHUTEbHOE JeUCTBYIOLIEe BELIECTBO, YKA3aHHOE B HACTOSIIEH 3asIBKe;

b) ot npumepHo 1% no npumepro 10% (Bec/Bec) PLGA nommmepa;

¢) ot npumepno 50% no mpumepHo 95% (Bec/Bec) cMeCH CMENIMBAIOMIETOCS ¢ BOIOH
pacTBOPHUTENST U HECMELIMBAIOLIErOCsl ¢ BOJOH PAacTBOPHUTENS, I/ie CMEIIUBAIOLIMICS ¢ BOJAOH
pacTBopHUTeNb  BbIOpaH W3  [PYIMb,  COCTOSILEH M3  LUKJIMYECKOro  KapOoHaTa,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTWJIMUPPOIUAOHA, KUIKOTO MOJHUATHIICHIJIMKOJISL, MOJIOKCaMepa, CIIUPTA, COJKETAIsI U aMU/Ia,
a HEeCMELIMBAIOIIUICS ¢ BOJOH pacTBOPHUTENb BHIOPAH M3 TPYIIIbI, COCTOSIIEH U3 OEH3UIOBOIO
CIHPTA, CJIOKHOTO 3(upa TIHLEpPUHA, MIHULUepUH (QopMalis, TPUMIMLEPHIA, CIOKHOTO 3(pupa
MPONUJICHTJIMKOJIS U TIHLEPUH (OpMais;

d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
npUeMJIeMOit 100aBKU, BCIIOMOTATeIbHOTO BEIIECTBA HITH UX CMECH

JIpyroii BapuaHT OCYLIECTBJCHHUS HACTOSILIEr0 M300peTeHHs MPencTaBisieT CoOoH
UHBELMPYEMbIil MpenapaT 3aMeIEHHOTO BBICBOOOMKIEHHS Uil JICUSHUST U/WIK MPO(QUIAKTHKH
napasuTapHbIX HHPEKLHUH 1 3apaXKEHUH Y )KUBOTHBIX, COCTOSIIUI U3 CIEAYIOLINX KOMIIOHEHTOB:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

HU30KCa30JIMHOBOI'O I[eI\/'ICTBYIOH.IeFO BCIIECCTBA, TaKOro KakK HaIlpuMmep, moboe  u3

2

HN30KCa30JIMHOBBIX COeI[I/IHeHI/II\/'I N3 OMNHUCAHHBIX BBIIIC BAPUAHTOB OCYIICCTBJICHUA (Haan/IMep,

coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
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JOTIOJIHUTENIbHOE IEHCTBYIOIIEe BEIECTBO, YKa3aHHOE B HACTOSIIEH 3a5BKE;

b) papmaneBTHYECKN TpUEMIIEMbIH OHOpa3IaraeMblii IOJUMED;

C) NO MeHbIIeH Mepe OIMH pPaCTBOPUTENb, NPEACTABISIIOIUNA COOOH MOJSPHBIHA
PacTBOPUTEIb, CMELINBAOLIUICS C BOJAOH,

d) HeoOs3aTENTbHO AHTHOKCH/IAHT,

e) HeoOsi3aTenbHO, OT mpuMmepHo 0,1% mo mpumepHo 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) HeoOs3aTepPHO, MO MeEHbIIEH Mepe onaHa (apMalleBTHUYECKH NpuemiieMasl 100aBKa,
BCIIOMOTATEJIbHOE BEIECTBO MIJIM UX CMECh.

B npyrom BapuaHTe OCYLIECTBJIEHHs, B HACTOSINEM H300pPETEHHH  ONHCaH
UHBELUPYEMbII IpenapaT 3aMeJIEHHOTO BBICBOOOKACHUS Ul JIEUEHUS] W/WIIA MPO(UIAKTHKH
napa3suTapHbIX HHPEKLHUH 1 3apaXKEHU Y )KUBOTHBIX, COCTOSIIUMN U3 CIEAYIOIMX KOMIOHEHTOB!

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO
M30KCAa30JIMHOBOTO  JCHCTBYIOINETO  BEIIECTBA, TAKOrO Kak, Hampumep, Jroboe u3
M30KCA30JIMHOBBIX COEIMHEHWH W3 ONMCAHHBIX BBILIE BAPUAHTOB OCYIIECTBJICHUs (HAampuMmep,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTIOJIHUTENIbHOE IEHCTBYIOIIEe BEIECTBO, YKa3aHHOE B HACTOSIIEH 3a5BKE;

b) ot npumepHo 1% no npumepno 30% (Bec/Bec) PLGA nomumepa;

¢) ot npumepno 40% no mpumepHo 98% (Bec/Bec) CMeCH CMENIMBAIOIIETOCS C BOIOH
pPacTBOPUTEINST M HECMELIUBAIOIIErOCsl ¢ BOJOH PAacTBOPUTENS, TAE€ CMELIMBAIOIIUNCS C BOJIOU
pacTBOpuUTENb  BBIOpAaH M3  TPYNIBL,  COCTOSINEH M3  LUKIMYECKOro  KapOoHarta,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTHJITUPPOIMIOHA, YKUIKOTO TIOJMATHIIEHTIINKOJISI, TIOJIOKCaMepa, CIHUPTAa, COJIKETANsI U aMHa,
a HeCMEIINBAIOLINICA C BOJOHW PacTBOPUTENDb BBIOPAH U3 IPYIIIbL, COCTOSINEH M3 O€H3UIOBOTO
CIHPTA, CJIOXKHOTrO 3pupa IIHLEPUHA, TINLEPUH (popMmais, TPUrIHLepHnaa, CIOXKHOro s¢upa
NPONIJIEHTJIMKOJIS U TITUIEePUH GOopMas;

d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBJIEHHs, B HACTOSINEM H300pPETEHHH  ONHCaH
UHBELUPYEMbII IpenapaT 3aMeJIEHHOTO BBICBOOOKACHUS Ul JIEUEHUS] W/WIIA MPO(UIAKTHKH
napasuTapHbIX HHPEKLHUH 1 3apaXKEHUH Y )KUBOTHBIX, COCTOSIIUI U3 CIEAYIOIMX KOMIIOHEHTOB!

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO
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M30KCAa30JIMHOBOTO  JCHCTBYIOINETO  BEIIECTBA, TAKOrO Kak, Hampumep, Jroboe u3
HN30KCA30JIMHOBBIX COGI[I/IHGHI/Iﬁ N3 OMNMHUCAHHBIX BBIIIC BAPHAHTOB OCYIICCTBJICHUA (Haan/IMep,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTOJHUTEbHOE JeUCTBYIOLIEe BELIECTBO, YKA3aHHOE B HACTOSIIEH 3asIBKe;

b) ot npumepHo 1% no npumepro 20% (Bec/Bec) PLGA nomumepa;

¢) ot npumepno 40% no mpumepHo 98% (Bec/Bec) CMeCH CMENIMBAIOIIETOCS C BOIOH
pacTBOPHUTENST U HECMELIMBAIOLIErOCsl ¢ BOJOH PAacTBOPHUTENS, I/ie CMEIIUBAIOLIMICS ¢ BOJAOH
pacTBopHUTeNb  BbIOpaH W3  [PYIMb,  COCTOSILEH M3  LUKJIMYECKOro  KapOoHaTa,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTWJIMUPPOIUAOHA, KUIKOTO MOJHUATHIICHIJIMKOJISL, MOJIOKCaMepa, CIIUPTA, COJKETAIsI U aMU/Ia,
a HEeCMELIMBAIOIIUICS ¢ BOJOH pacTBOPHUTENb BHIOPAH M3 TPYIIIbI, COCTOSIIEH U3 OEH3UIOBOIO
CIHPTA, CJIOKHOTO 3(upa TIHLEpPUHA, MIHULUepUH (QopMalis, TPUMIMLEPHIA, CIOKHOTO 3(pupa
NPONIJIEHTJIMKOJIS U TITUIEePUH GOopMas;

d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOT'O B€IICCTBA, U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
NpUeMJIeMO#t 100aBKH, BCIIOMOTATEIbHOTO BEIIECTBA HITH X CMECH.

B npyrom BapuaHTe OCYLIECTBJIEHHs, B HACTOSINEM H300pPETEHHH  ONHCaH
UHBELUPYEMbII IpenapaT 3aMeJIEHHOTO BBICBOOOKACHUS Ul JIEUEHUS] W/WIIA MPO(UIAKTHKH
napa3uTapHbIX HHPEKINN U 3apaskeHUH Y JKUBOTHBIX, COCTOSIIUN U3 CIEAYIOMUX KOMIIOHEHTOB:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO
M30KCAa30JIMHOBOTO  JCHCTBYIOINETO  BEIIECTBA, TAKOrO Kak, Hampumep, Jroboe u3
HN30KCA30JIMHOBBIX COGI[I/IHGHI/Iﬁ N3 OMNMHUCAHHBIX BBIIIC BAPHAHTOB OCYIICCTBJICHUA (Haan/IMep,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTOJHUTEbHOE JeUCTBYIOLIEe BELIECTBO, YKA3aHHOE B HACTOSIIEH 3asIBKe;

b) ot npumepHo 5% no npumepro 20% (Bec/Bec) PLGA nomumepa;

¢) ot npumepno 40% no mpumepHo 90% (Bec/Bec) CMeCH CMEIIMBAIOIIETOCS C BOIOH
PACTBOPUTENSI U HECMELIMBAIOLIErOCs C BOAON PacTBOPHUTENSA, A€ CMELIUBAIOIIUICA C BOJIOH
pacTBopHUTeNb  BbIOpaH W3  [PYIMb,  COCTOSILEH M3  LUKJIMYECKOro  KapOoHaTa,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTWJIMUPPOIUAOHA, KUIKOTO MOJHUATHIICHIJIMKOJISL, MOJIOKCaMepa, CIIUPTA, COJKETAIsI U aMU/Ia,
a HEeCMELIMBAIOIIUICS ¢ BOJOH pacTBOPHUTENb BHIOPAH M3 TPYIIIbI, COCTOSIIEH U3 OEH3UIOBOIO
CIHPTA, CJIOKHOTO 3(upa TIHLEpPUHA, MIHULUepUH (QopMalis, TPUMIMLEPHIA, CIOKHOTO 3(pupa

NPONIJIEHTJIMKOJIS U TITUIEePUH GOopMas;
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d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapuaHTe OCYLIECTBJIEHHs, B HACTOSINEM H300pPETEHHH  ONHCaH
UHBELUPYEMbII IpenapaT 3aMeJIEHHOTO BBICBOOOKACHUS Ul JIEUEHUS] W/WIIA MPO(UIAKTHKH
napasuTapHbIX HHYEKUUH 1 3apakeHUH y )KUBOTHBIX, COCTOSIIIUHN U3 CIEAYIOIUX KOMIIOHEHTOB!

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

HU30KCa30JIMHOBOI'O I[eI\/'ICTBYIOH.IeFO BCIIECCTBA, TaKOro KakK HaIlpuMmep, moboe  u3

,
M30KCA30JIMHOBBIX COEAMHEHUH M3 OMHCAHHBIX BBILIE BAPUAHTOB OCYLIECTBJICHUs (Hampumep,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO
JOTOJHUTEbHOE JeUCTBYIOLIEe BELIECTBO, YKA3aHHOE B HACTOSIIEH 3asIBKe;

b) ot npumepHo 1% no npumepro 10% (Bec/Bec) PLGA nommmepa;

¢) ot npumepno 50% no mpumepHo 98% (Bec/Bec) cMeCH CMENIMBAIOIIETOCS C BOAOH
pacTBOPHUTENST U HECMELIMBAIOLIErOCsl ¢ BOJOH PAacTBOPHUTENS, I/ie CMEIIUBAIOLIMICS ¢ BOJAOH
pacTBopHUTeNb  BbIOpaH W3  [PYIMb,  COCTOSILEH M3  LUKJIMYECKOro  KapOoHaTa,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTWJIMUPPOIUAOHA, KUIKOTO MOJHUATHIICHIJIMKOJISL, MOJIOKCaMepa, CIIUPTA, COJKETAIsI U aMU/Ia,
a HEeCMELIMBAIOIIUICS ¢ BOJOH pacTBOPHUTENb BHIOPAH M3 TPYIIIbI, COCTOSIIEH U3 OEH3UIOBOIO
CIHPTA, CJIOKHOTO 3(upa TIHLEpPUHA, MIHULUepUH (QopMalis, TPUMIMLEPHIA, CIOKHOTO 3(pupa
MPONUJICHTJIMKOJIS U TIHLEPUH (OpMais;

d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTHBHOTO BEIECTBA; U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
NpUeMJIeMO#t 100aBKH, BCIIOMOTATEIbHOTO BEIIECTBA HITH X CMECH.

B gpyrom BapuaHTe OCYIUECTBJIEHHs, B HACTOSIIEM H300peTeHHH OMUCaH
UHBELMPYEMbIil MpenapaT 3aMeIEHHOTO BBICBOOOMKIEHHS Uil JICUSHUST U/WIK MPO(QUIAKTHKH
napasuTapHbIX HHPEKLHUH 1 3apaXKEHU Y )KUBOTHBIX, COCTOSIIUI U3 CIEAYIOLIMX KOMIIOHEHTOB!

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO

HU30KCa30JIMHOBOI'O I[eI\/'ICTBYIOH.IeFO BCIIECCTBA, TaKOro KakK HaIlpuMmep, moboe  u3

2
M30KCA30JIMHOBBIX COEIMHEHHH W3 ONMUCAHHBIX BBILIE BAPUAHTOB OCYIIECTBJICHUs (HAmpHMep,
coenuHeHue, uMmerotnee ooy u3 Gopmyn I-VIIa), u HeoOs3aTeNbHO MO MEHBIIEH Mepe OTHO

JOIIOJIHUTCJIbHOEC I[efICTBYIOLLIee BCUICCTBO, YKA3aHHOC B HACTOSIIEH 3a5BKE,
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b) ot npumepHo 5% no npumepro 15% (Bec/Bec) PLGA nomumepa;

¢) ot npumepno 50% no mpumepHo 95% (Bec/Bec) cMeCH CMENIMBAIOMIETOCS ¢ BOIOH
pPacTBOPUTEINST M HECMELIUBAIOIIErOCsl ¢ BOJOH PAacTBOPUTENS, TAE€ CMELIMBAIOIIUNCS C BOJIOU
pacTBOpuUTENb  BBIOpAaH M3  TPYNIBL,  COCTOSINEH M3  LUKIMYECKOro  KapOoHarta,
OUMETHIIN30copOnaa, nuMeTwiIcynb(okcuna, 2-mupposuaoHa, N-METHIMUPPOIUIOHa, N-
OKTHJITUPPOIMIOHA, YKUIKOTO TIOJMATHIIEHTIINKOJISI, TIOJIOKCaMepa, CIHUPTAa, COJIKETANsI U aMHa,
a HeCMEIINBAIOLINICA C BOJOHW PacTBOPUTENDb BBIOPAH U3 IPYIIIbL, COCTOSINEH M3 O€H3UIOBOTO
CIHPTA, CIOKHOTO 3pupa IIHLEPUHA, TIULEPHUH (PopMas, TPUTIHLIEPHIA, CIOXKHOTO 3(upa
NPONIJIEHTJIMKOJIS U TITUIEePUH GOopMas;

d) HeobszarenvHO, oT puMepHo 0,01% no mpumepHO 2% (BeC/BeC) aHTUOKCUIAHTA,

e) HeoOsi3aTenbHO, oT npumepHo 0,1% no mpumepno 10% (Bec/Bec) MOBEPXHOCTHO-
AKTUBHOTO BEIIECTBA, U

f) HeoOs3aTenbHO, o mpumeprno 0,1% no mpumepHo 5% (Bec/Bec) apmarieBTHUECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

B npyrom BapumaHTe OCyIIeCTBiIEHHUS, (apMaLEBTHUECKH NPUEMIIEMbIH TMOJNUMED B
ONMCAHHBIX BBINE HWHBELUPYEMBbIX Mpernaparax 3aMeUJIEHHOTO BBICBOOOXKACHUS MOXKET
NPEACTaBIATh COOOH COMOJMMEP MONUIAKTHAOB U TOJHUIJIMKOJIHUIOB, U PACTBOPUTENH MOXKET
NPEACTaBISTh COOOM WHAMBHIAYAJIbHBIH PAaCTBOPUTENb, TAKOH Kak, HAMpHUMEp, LUKIMYECKHI
kapOoHaT (HampuMep, STHJIEHKApOOHAT WM MPOMWIEHKapOOHAT), WM CMECh DPaCTBOPUTEIE,
CONIEepIKaIIYI0, HAampUMep, LUKINYEeCKHil KapOOHAT, CIOKHBIN 3Gup TiuleprHa (HAPUMED,
TpHALETaT [JIMLEPUHA), W, HeoOs3aTeNbHO, mojiokcamep (Hampumep, P-124), kotopslii MoxeT
BBICTYIIaTh B POJIM PACTBOPHUTENSI FUTH NIOBEPXHOCTHO-aKTUBHOTO BellecTBa. B apyrom Bapuanre
OCYLIECTBJICHHs,  OMUCAHHBIC BBINE HHBELHUPYEMbIE Mpemapatbl C  3aMeIJICHHBIM
BbICBOOOK/IEHHEM  MOTYT  JOMNOJHHUTENBHO  BKJIIOYATh  AHTUOKCHIAHT, TakOW  Kak
OyrunupoBaHHbIil ruapokcutoayos (BHT).

Jlpyrue BapHaHTbI OCYIIECTBJICHHS HACTOSILIEro HM300pETeHHs IMPENCTaBISIOT CcOOOH
r00ble M3 OMHCAHHBIX BbIIIE HHBELUPYEMBIX IMPENapaToB 3aMeJICHHOTO BICBOOOKIEHMSI, TAE:
cootHomieHne PLGA K HW30KCa30JIMHOBOMY JAEWCTBYIOLIEMY BELIECTBY K COIOJIUMEPY
MOJIMJIAKTHIOB U TIOJIUTJIMKOJIMIOB COCTaBJIsieT OT mpumMepHo 1,5:1 no mpumepno 1:1,5 (Bec:Bec);
CPEAHEBECOBON MOJIEKYJSIPHBIA BEC COTIONMMEPA MOJMMJIAKTHIOB U MOJHUIIIUKOINAOB COCTABIISIET
or npumepHo 5 k/la nmo npumepHo 20 k/la, U KOHLEHTpaLUs COMOJUMEpa MOJMJIAKTUIOB MU
MOJIMTJIMKOJIUIOB  cocTaByisier OT npumepHo 8% (Bec/Bec) no mnpumepro 20% (Bec/Bec)
(marmpumep, 12,5% (Bec/Bec) nim 13% (Bec/Bec)). B npyrom BapuaHTe OCyIIEeCTBICHHUS, JIIOObIE
U3 OIMCAHHBIX BBIIE HHBEIMPYEMBIX NPENapaTOB 3aMEIJIEHHOTO BBICBOOOKIECHHUS MOTYT

JOTOJTHUTEbHO conep:kath oT 0,5% (Bec/Bec) mo mpumepHo 20% (Bec/Bec) mosiokcamepa
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(Hanpumep, ot mpumepHo 1% (Bec/Bec) mo mpumepno 3% (Bec/Bec)). B apyrom Bapuante
OCYILIECTBIJIEHHsS], COMOJUMEP MOJIIAKTHAOB U TOJHUIIIMKOINIOB MOXKET WMETh COOTHOLICHHE
JIAKTUA K TJIUKOJUAY OT puMepHo 75:25 (Bec:Bec).

IIpemaparbl 3aMeIUIEHHOTO BBICBOOOXKIEHHUsS] MO HACTOSIIEMY H300pPETEHHIO TOTOBSAT
no0aBJIeHUEM DPACTBOPUTENS] WJIM CMECH PACTBOPHUTENEH, HEMOJMMEPHBIX BCIIOMOTATENbHBIX
BEIIECTB (HANpuUMep, B Clydae WX HAJIWYMs, AHTHOKCHIAHTOB, TOBEPXHOCTHO-AaKTHUBHBIX
BEIIECTB U T.IL.), C MOCIENYIOLUM A00aBleHHEM NEHCTBYIOIIEro BellecTBa (BEIIECTB) IPH
nepememnBanun. Korma neiicTByroiiee BEMIECTBO M HEAKTHBHBIC BCIIOMOTATEJIbHBIE BEIECTBA
MIOJTHOCTBEO PACTBOPEHBI, NOOABISIFOT (papMalleBTUYECKU MpHEMJIEMbIH monuMep (MOJUMEpPHI),
NPU MEePEMELIMBAHUN 10 IOJHOTO PacTBOPEHUsl. Pasymeercs, KOMITO3UIIMM MOKHO TOTOBHUTH
APYTUMH TOAXOISIIUMH CIIOCOOaMM, W3BECTHBIMH B IaHHOH OONAcTH, TpPU YCIOBUH, HYTO
Pe3yJIbTUPYIOLINH TIpernapar MpeacTaBsieT COO0M TOMOTEHHBIHN JKUIKUN TIpenapar, MOIXOIsIui
111 IPUMEHEHHSL.

B Hacrosmem onvcaHuu u B GopMmysie H300PETEHUsT TaKHe TEPMUHBI, KaK «COAEPIKHUTY,
«COAepIKAIM), «UMEIOIIMH» W TOMY NOAOOHBIE, WMEIOT 3HAYEHHs], MPEANUCAHHBIE UM B
ITarenTHOM 3akoHomarenbcTBe CIIIA, M MOryT O3HauaThb «BKIIOYAET» «BKIOYAsA» U TOMY
NOJOOHBIE, TEPMHUHBI «COCTOUT TJIABHBIM O0pa30M HU3» U «COCTOSIIMH TJIABHBIM 00Opa3oM Hu3»
TAK)K€ UMEIOT 3HA4YCHHE, NPEANUCAHHOe B MATEHTHOM 3aKOHONATENbCTBE, M JAHHBIE TEPMHUHBI
SIBJIIETCSI  HEUCKJIIOYAIOIUMH, JOIMYyCKas NPUCYTCTBHUE OOJNBLIETr0, YeM IEepPEeYUClIeHO, NpPHU
YCJIOBUH, YTO OCHOBHbIE WJIM HOBBIE XapaKTEPHUCTUKU TOTO, YTO MEPEUHUCIEHO, HE MEHSIOTCS
BCJIEZICTBHE MPUCYTCTBUs OOJIBIIETO, YeM NMEePEUNCIICHO, HO MCKIF0Uasl BAPUAHTHI, N3BECTHBIE B
MPEIIIECTBYIOIIEM YPOBHE TEXHUKU. TepMUH “COCTOSLIMN M3~ UCKJIIOYaeT JIF0OOH 3JIEMEHT,
CTaJHIO WJIM MHIPEANEHT, HE YKa3aHHbIE B (POPMYIIHPOBKE.

Omnpenenenus

IIprMeHsieMble B HACTOSIIIEM TEKCTE TEPMUHBI UMEIOT OOLIENPUHATOE B JAHHOMW obyactu
3HauYeHHEe, €CU He ykKa3aHo uHoe. OpraHudeckue (QparMeHThbl, YKa3aHHbIE B ONPEACICHHSIX
NEPEMEHHBIX, NPUCYTCTBYIOIIUX B ¢opmyine (I), sABIAOTCS — Kak TEPMHH «TajJoOTe€H» —
coOupaTeNbHBIMA TEPMHHAMH Ul CIIUCKOB OTAENbHbIX wieHoB rpymm. [IpucraBka Cu-Cm B
KaXKJIOM CIIydae YKa3bIBa€T BO3MOXKHOE YHCJIO ATOMOB YIiepo/ia B TPYyIIIIe.

Tepmun  “3aMemyieHHOE  BBICBOOOKIEHHE  WIM  “mpemapar  3aMeIJIEHHOTO
BBICBOOOXKIEHUST WJIM “KOMIIO3HMLHUS 3aMEIUIEHHOrO BBICBOOOXKIECHMS , TPH NPUMEHEHHH B
HACTOSIIIIEM TEKCTE, O3HA4aeT JAO3UPOBAHHYIO (pOpPMY, M3TOTOBIEHHYIO TaKHM OOpa3oM, 4TOOBI
coneprKaleecst B Hel AeHCTBYIOIIee BEIIEeCTBO (BEIIECTBA) CTAHOBUIIOCH JOCTYIIHBIM B TEUCHHE
JUTTENIbHOTO TepUosia BpPEeMEeHH Oyaromapsi B3aMMOACWCTBHUIO KOMIIOHEHTOB IIperapara B

KOMOWHAIIMM C €CTECTBEHHBbIMH (PapMAaKOKUHETHYECKMMH WIH  (PapMaKOoIHHAMHYECKIMHU
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XapaKTEePUCTHKAMH JEHCTBYINEro BemecTBa (BemecTs). JlaHHOE OmpeneneHne COOTBETCTBYET
NPUMEHEHHI0 3TOTO TEPMHUHA, W3BECTHOMY M OOIIENPUHATOMY B 0OJAacTH BETEPUHAPHH,
cornacHo crarbe “‘Terminology Challenges: Defining Modified Release Dosage Forms in
Veterinary Medicine” by Marilyn N. Martinez, Danielle Lindquist and Sanja Modric (Journal of
Pharmaceutical Sciences, vol. 99, no. 8, August 2010).

Hanpumep, npenapaThl 3aMeIEHHOTO BBICBOOOXKIEHHS MO HACTOSIIIEMY H300pETEHHIO
NOHUMAIOTCST Kak obecreunBaromue 3¢dexkTnBHOCT, MO0 MeHbleil Mepe 90% mnpotus Onox
W/WM KJIeLel B TeUeHUe M0 MEHbIIeH Mepe 3 MeCsLeB, KaK OMHUCAHO B HACTOSIIEM TEKCTE.

TepMun “kUBOTHOE  TPUMEHSETCS B HACTOSIIEM TEKCTe [JIsl BKJIIOUEHHUS BCEX
MUIEKOITUTAOLINX, TTHLI U PbIO, a TaK)Ke BKIFOUAET BCEX IMMO3BOHOYHBIX JKUBOTHBIX. JKUBOTHBIE
BKJIFOYAIOT (HO HE OTPaHUYHMBAIOTCS TOJBKO UMH) KOIIEK, COOaK, KPYIHBIA POTATBIA CKOT, KYP,
KOPOB, OJIEHEH, KO3, JomajeH, JlaM, CBUHEH, oBell U sKOB. OHU TakKe BKIIFOYAIOT OTACIBHOE
JKUBOTHOE HA BCEX CTAAMAX PA3BUTHS, BKIKOYAst SMOPHOHAIBHYIO M BHYTPUYTPOOHYIO cTaann. B
HEKOTOPBIX BapHUAHTaX OCYLIECTBJIEHUs], «KHUBOTHOE» O3HA4YeT >XUBOTHBIX, HE SBJSAIOLINXCS
JFOABMU.

TepMuH “nipakTUYeCKH YUCTHIN MPUMEHSETCS B HACTOSIIEM TEKCTe AJi YKa3aHUs TOTO,
YTO COEIUHEHHE WJIM SHAHTUOMED MMeeT YUCTOTY MO MeHbinel mepe npumepHo 90% (Bec/Bec),
1o MeHblIeH Mepe npuMepHo 95% (Bec/Bec), o MeHblneil Mepe npumepHo 98% (Bec/Bec), Uim
BBIIIIE.

TepMun  “ankun” OTHOCUTCS K  HACBIIEHHBIM  JIMHEHHBIM, Pa3BETBJEHHbIM,
LUKIUYECKUM, TMEPBUYHBIM, BTOPHUYHbIM WM TPETUYHBIM YIJIEBOAOPOJAM, BKIIOUas
yIIIeBOAOPOABL, coaepxkamue oT 1 no 20 atoMoB. B HEKOTOpPBIX BapuaHTax OCYIUECTBIICHMUS,
ankunpHble rpynmbl BKIIOYatOT C1-Crz, C1-Cro, C1-Cs, C1-Cs mnu C1-C4 ankusibHbIC TPYTIIIBL
ITpumeprr C1-Cio ankmioB BKIOYAOT (HO HE OTPAHMYMBAIOTCS TOJBKO HUMH) METHJI, STHII,
nponwi, 1-merwmatin, Oyrun, 1-meruanponu, 2-metwinponwi, 1, 1-muMerwnaTin, nenTwt, 1-
METHIOYTHI, 2-MeTUIOYTHIL, 3-MeTHIOyTII, 2,2-auMeTupont, 1-3tunnponmn, rekcu, 1,1-
auMetuianponui, 1,2-nuMeTuianponu, |-MeTUANneHTWI, 2-MEeTHINEHTW, 3-MEeTWINEHTUN, 4-
metwinentun, 1, 1-mumerunOytwn, 1,2-numerunOytun, 1,3-gumerunOyrun, 2,2-TUMETHIOYTH,
2,3-qumerunoyrun, 3,3-nuMmerunOytun, 1-3TunOytun, 2-3tunOytwn, 1,1,2-TpuMeTHnnponi,
1,2,2-rpumernnnponui, 1-3Tui-1-merwnnponu, 1-3THI-2-METUINPONMI, TENTWJ, OKTHI, 2-
STUITEKCUJI, HOHUI U Jell, U ux uzoMepbl. Ci1-Cy-ankun o3Ha4aer, Hanmpumep, METUJ, 3TUJ,
nponw, 1-MeTwTI, OyTii, |-MeTranponu, 2-MeTHIponi wi 1,1-1uMeTis T

Luknuyeckue ajaKWJIbHBIE TPYOIBl WIM “HUKIOANKHIT , KOTOPBIE OXBaTBIBAOTCS
TEPMHHOM «aJIKWJD», BKJIOYAIOT rpynmnbl ¢ 3-10 aromamu yriepoaa, CoaepsKaliue OAWH WU

HECKOJIBKO KOHACHCHUPOBAHHBIX  ITUKJIOB. B HEKOTOPbIX  BapHaHTax  OCYLICCTBIICHUA,
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quKiIoankuibHble rpynnel BKMOUYaOT C4-C; mmam C3-Cs UUKIMYECKHE aJKUIbHBIE TPYIIIBL
HeorpaanunBaromuye npuMepsl MUKJIOATKWIBHBIX TPYII BKJIOYAOT aAaMaHTHII, [THKJIOTPOIIIIL,
LUKJIOOYTHII, IUKJIOMEHTHII, LIUKJIOTEKCHII, TUKJIOTENTHJI, LIUKJIOOKTHII U T.1L.

OmnucaHHbIC B HACTOSIIIEM JOKYMEHTE aJIKHJIbHBIE TPYIIIBI MOTYT OBITh HE3aMELIEHHBIMH
WIA 3aMelleHbl OOHUM Wi Oosee parMeHTamu, BBIOPAHHBIMH M3 TPYIIIBL, COCTOSIIEH H3
AJIKHMJIa, TAJIOT€HA, TaJOreHAJIKIIIA, THAPOKCHIIA, KapOOKCHIIA, alliiia, allUJIOKCH-TPYIITY, aMUHO-
TPYIIy, aJKWI- WM TUANKHJIAMHHO-TPYIIY, aMHUAO, apWJIAMHHO-TPYIITY, AJKOKCH-TPYIIY,
ApUJIOKCU-TPYMIly, HUTPO, IMAHO, a3Ua0, THOJA, HWMHHO, CYJIb(OKUCIOTH, Cyibdara,
cynbpoHmIa, CyibdpaHma, CyibpuHUIa, Ccynabdamonna, ciaoxkHoro 3¢dupa, ¢ocdonuna,
dochunmna, dochopuna, dochuHa, THO-CIONKHOTO ddUpa, THO-IPOCTOro  3dupa,
raJIOrTeHAaHTHIPUIA, aHTUAPUIA, OKCHUMA, ruapaswHa, kapbamara, (ocdoxucnoTer, ¢ocdara,
docdonara uam MrOO0H APYroil BO3MOKHON (HYHKIMOHAJIBHON TPYIIBI, KOTOPAsk HE TIOJABJISIET
OMONIOTUYECKYI0 aKTUBHOCTh COCOUHEHHMH IO HACTOSLIEMY H300PETeHHIO, B HE3AIMHUIIEHHOM
WA TIPU HEOOXOIMMOCTH 3aIMUINEHHOM BUZE, KaK U3BECTHO CIEIHaICTaM B JaHHOW obiactu
TEXHUKH, HampuMmep, Kak omucano B kaure Greene, ef al., Protective Groups in Organic
Synthesis, John Wiley u Sons, Third Edition, 1999, BkIrO4eHHOH B HACTOSIIUN TOKYMEHT
MOCPENCTBOM CCBUIKH.

TepMuHbl, BKIIOYAOIINE TEPMUH KW, TaKue Kak aJIKAJILUKIOATIKUT ,
“LUKIOANKUIANKIIT, “alKUIaMHUHO-TPyNna’ WM “IUalKUIaMUHO-Ipynna’ cienyeT NOHUMATh
KaK COoAeprKallNe alKWIBHYIO TPYIINY, ONMpeaeieHHe KOTOPOH AaHO BBILIE, CBSI3AHHYIO C APYTOH
(YHKUNOHAIBHON TPYMIION, T YKa3aHHas TPYINa CBA3aHA C OCTAJBbHOW YaCThIO COEINUHEHHS
4yepe3 TOCICTHIOI M3 MEePEYUCIEHHBIX TPYIMI, Kak OyAeT MOHSTHO CIELHaUCTy B JAaHHOHN
obnacru.

TepMuH «anKkeHWID» OTHOCHTCS K JHMHEHHBIM WM PA3BETBICHHBIM YIJIEPOAHBIM LIEIISIM,
COIEep KAIUM MO MEHbIIEeH Mepe OJHY VIJIepOA-YIJIEPOAHYIO ABOWHYIO CBsi3b. B HEKOTOPBIX
BAapUAHTAX OCYIIECTBIIEHUS, AJKEHWIbHBIE TPYIMMbl MOTYT BKIHO4aTh C2-Cio amKkeHUJIbHBIC
rpynmnsl. B apyrux BapuanTtax ocyuecTBieHus], «ajdkeHu» BkiItodaeT Cz-Cra, C2-Cio, C2-Cs, Ca-
Cs mmun C2-C4 ankeHusbHBIE Tpynmbl. B ogHOM BapuaHTe ajKeHWIA, YUCIO ABOWHBIX CBS3EH
cocTasjsieT 1-3, B ApyroM BapHaHTe AJIKEHWJIA YUCJIO NBOWHBIX CBsI3€ pABHO OAHOMY WJIU JABYM.
Jlpyrue KoJMuecTBa JBOMHBIX CBsi3el YIJIEpOA-YIIIepOa M aTOMOB YIJIEpOJAa TaKKe BXOIST B
OTIpenieIeHre JaHHOTO TePMHUHA, B 3aBUCUMOCTH OT PACIIOJIOKEHUS AIKEHUJIBHOTO (hparMeHTa B
mosekyie. “Cay-Cio-amkeHuIpHbIE” TPYIIBI MOTYT CONEPKaTh OOJIbIIe OAHOW ABOWHON CBSI3U B
uenu. Ilpumepsl BKIFOUAIOT (HO HE OrPAaHUYMBAIOTCS TOJIBKO MMH) 3TEHWJ, |-mporieHums, 2-
nponeHwt, 1-merun-stenwn, 1-Oyrenwn, 2-0yrennn, 3-0yrenwn, 1-merwn-1-nponeHut, 2-MeTHII-

l-mponenun, 1-mMeTun-2-nponeHus, 2-MeTU-2-NPONEHWI, |-TMeHTeHW1, 2-NMEeHTeHWs, 3-
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neHTeHw1, 4-neHteHwt, 1-merun-1-Oyrenmn, 2-metun-1-Oyrenun, 3-merwi-1-Oyrenun, 1-
MeTHI-2-0yTeHmn, 2-MeTun-2-0yreHmwn, 3-meTwn-2-0yrennn, 1-metni-3-OyreHun, 2-MeTwi-3-
Oyrenwn, 3-metun-3-Oyrenwn, 1,1-mumerwn-2-nponenwt, 1,2-mumerwn-1-nponenwr, 1,2-
OUMETUI-2-niponieHu, 1-3tuin-1-nponenun, 1-3Tun-2-nponenun, l-rekCeHus, 2-rekCeHus, 3-
reKCeHWJ, 4-TeKCeHWN, S-TeKCeHus, |-merun-l-neHtenun, 2-meTtui-1-neHteHun, 3-MeTun-1-
neHTeHusa, 4-metun-l-neHTennn, |-MeTun-2-EHTEHUN, 2-METUN-2-TIEHTeHWI, 3-METHJI-2-
MEHTeHUJ, 4-MeTUN-2-TIeHTeHWN, |-MeTu-3-IeHTeHU, 2-MEeTUN-3-TIEHTeHWI, 3-METHJI-3-
MEeHTeHUJ, 4-MeTUN-3-TieHTeHuN, |-MeTun-4-neHTeHuN, 2-MeTUN-4-MeHTeHuI, 3-MeTui-4-
neHTeHw1, 4-metwi-4-nenrenwn, 1,1-gumerun-2-Oyrenun, 1,1-mumerwn-3-Oyrenwn, 1,2-
numetun-1-Oyrenmn,  1,2-gumernn-2-Oyrenwn,  1,2-numerun-3-O6yrenun,  1,3-mumerwi-1-
oyrenwn, 1,3-numerni-2-O6yrenun, 1,3-gumerun-3-Oyrenwn, 2,2-numerun-3-Oyrenun, 2,3-
numetn- 1-Oyrenmn,  2,3-gumernn-2-Oyrenwn, 2. 3-nuMmerun-3-Oyrenun,  3,3-mumerwi-1-
oyrenun, 3,3-mumeTnn-2-0OyteHwmn, 1-3tun-1-0Oyrenwn, 1-3tun-2-0yrenwn, 1-3Tun-3-0yteHun, 2-
stui-1-0yrenun, 2-3tun-2-0yrenun, 2-3tun-3-0yrenun, 1,1,2-tpumernn-2-nponenwn, 1-3Tui-1-
METUJI-2-TponeHu, 1-3Tun-2-mMetui-1-nponenun u 1-3tun-2-mMeTun-2-nponeHust.

TepMHUH «aJKUHWUI» OTHOCUTCS K JIMHEWHBIM M PA3BETBJICHHBIM YIJIEPOJIHBIM LIECTISIM,
coAepKalluM [0 MEHbUIEH Mepe OAHY YIVIEPOA-yIJIEPOAHYKO TPOHHYK CBsA3b. B omHOM
BApUAHTE AJKMHWIA, YUCJIO TPOHHBIX CBsi3el cocTasisieT 1-3; B APYyroM BapHaHTE AJIKUHUIA
YUCJO TPOMHBIX CBSI3€Ml paBHO OJHOMY MM ABYM. B HEKOTOpBIX BapuaHTax OCYILECTBJIECHHS,
aJKUHWIbHbIE Tpymmbl BKIIOYAOT Cy-Cyo ankuHuUibHblE rpymmbl. B apyrux BapuaHTax
OCYUIECTBJIEHUS, ATKUHUJIbHBIE TPyIbl MOTYT BKIIFOUaTh C2-Ciz, C2-Cro, C2-Cs, C2-Cs mmm Cs-
C4 anxuHuibHBIE Ipynnbl. Jpyrue xonuuecTBa TPONHBIX CBSI3eH yriepoA-yriepoa U aTOMOB
yIJieposia TaKKe BXOAAT B ONpPENeNICHHE NaHHOTO TEPMHUHA, B 3aBUCHMOCTH OT PACMOJIONKEHUS
ANKUHWIBHOTO (pparmeHTa B Mosiekyne. “Ci-Cio-alKuHWIT TIPH UCTOJb30BAHUU B HACTOSIIEM
TEKCT€ OTHOCUTCS K JIMHEHHBIM WM Pa3BETBIEHHBIM HEHACBIIIEHHBIM YIJEBOJOPOIHBIM
rpymnmnam, coaep:;kamum oT 2 a0 10 aToMOB yrieposa U Coaep KalluM MO MEHbIIEH Mepe OOHY
TPOWHYIO CBsI3b, TAKUM KaK STUHHII, Mpon-1-uH-1-un, npon-2-us-1-un, H-OyT-1-uH-1-1n, H-OyT-
1-un-3-un, H-O0yT-1-uH-4-un, H-OyT-2-UH-1-Un, H-nieHT-1-uH-1-u, H-neHT-1-uH-3-un, H-neHT-1-
UH-4-ui, H-TIeHT-1-uH-5-un, H-TeHT-2-uH-1-un, H-neHT-2-uH-4-un, H-neHT-2-uH-5-un, 3-
MeTunOyT-1-un-3-un, 3-metunOyr-1-un-4-un, H-rekc-1-uH-1-un, H-rekc-1-uH-3-m1, H-rekc-1-
WH-4-uj1, H-reKc-1-uH-5-un, H-rekc-1-uH-6-un, H-reKc-2-uH-1-un, H-rekc-2-uH-4-uj, H-rekc-2-
WUH-5-UJI, H-TEKC-2-UH-O-uJ, H-TeKC-3-UH-1-uj, H-TekC-3-uH-2-uj, 3-meruianeHT-1-uH-1-un, 3-
METHUJIIEHT- 1-uH-3-11, 3-MeTunmneHT-1-un-4-un, 3-merunnenT-1-uH-5-un, 4-merunnent-1-un-1-
uJl, 4-MeTUNTNeHT-2-uH-4-Ull U 4-MeTUIEHT-2-UH-5-UIT U T.11.

TepmuH “ranoreHanKu” OTHOCUTCS K aJIKHJIBHOM TPyIITe, OMpeaeieHne KOTOPOil 1aHO B
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HACTOSIIIEM TEKCTe, KOTOpast 3aMellleHa OJHUM W OoJibliie atoMamu rajorena. Hampumep, Ci-
Cs-ranoreHankuy BKJIIOYaeT (HO HE OrPaHUYMBAETCS TOJIBKO MMH) XJIOPMETHI, OpOMMETHI,
IUXJIOPMETWII, TPUXJIOPMETHI, (PTOpMeTwI, Au(GTOpMETHN, TPUPTOPMETHI, XJIOPHTOPMETHI,
nuxjoppropmerun, xjaopaudropmerwn, 1-xmopatun, 1-Opomstun, 1-propatun, 2-gropaTu,
2,2-mudTopatun, 2,2,2-tpudropatun, 2-xaop-2-gropatun, 2-xmnop-2,2-gudropaTan, 2,2-
auxyop-2-gropatun, 2,2,2-TpUXIOPITHIL, TEHTAPTOPITHI U T.I1.

TepmuH “ranoreHalKeHWT OTHOCHUTCS K aJKEHWIbHOU TpyIIe, ompeneieHue KOTOpOi
JaHO B HACTOSIIEM TEKCTE, KOTOPast 3aMeleHa OJHUM MU OOJIbIIIe aTOMaMH TajioreHa.

TepmuH “rajoreHaJKUHWII’ OTHOCUTCSl K aJKUHIJIBHOW TPYIINE, ONpeaesieHne KOTOPOi
JaHO B HACTOSIIEM TEKCTE, KOTOpasi 3aMeleHa OJHUM HiTh OOJIbIIIe aTOMaMU TajioreHa.

Tepmun “ankokcn” OTHOCUTCA K rpymme ankui-O-, e alKil UMEET YKa3aHHOE BBIIIE
3HaYeHHEe. AHAJIOTUYHO, TEPMHUHBI “‘aJIKEHUJIOKCH , “aJKUHUJIOKCU , “TaJIOT€HAJKOKCH ,
“rajJJoreHaJKeHWIOKCH , “TaJOTE€HAJIKHHUIOKCH , “LUKIOANIKOKCH , “LHKIOAIKEHUJIOKCH
“raJIOTeHUUKIOATKOKCH M “TaJOTCHLMKJIOAJKEHUIOKCH OTHOCSTCS K IpymnaMm ajikeHus-O-,
ankuHuia-O-, rajoreHankuwi-O-, ranoreHankeHua-O-, rajoreHaakuHWI-O-, [uKI0aakuiI-O-,
nuKIoankeHm-O-, rajJoreHuukIoankuia-O- U rajoreHIukKiIoankeHu1-O-, COOTBETCTBEHHO, T/e
AJKEHWJI, AJKUHWI, TaJIOTEHAJKWI, TaJOreHAJIKEHUJ, TaJIOT€HAJIKUHWI,  LUKJIOAJIKHUJ,
[UKJIOAJIKEHUJT, TAJOTEHIUKIOATKUII W TaJOreHINKIOAJKEHWT HWMEIOT YKa3aHHbIE BBIIIE
3HaueHust. [Ipumepnr Ci-Ce-akOKCH BKJTFOYAIOT (HO HE OTPAHUYMBAIOTCS TOJBKO UMH) METOKCH,
stokcu, CyHs-CH,0-, (CH3),CHO-, u-6yrokcu, C,Hs-CH(CH3)O-, (CH3),CH-CH>O-,
(CH3);CO-, w-mentokcu, 1-merunbyrokcu, 2-metwinOyrtokcu, 3-meTwnOyrokcu, 1,1-
OUMETUINPONOKCH, 1,2-AMMETHINPONOKCH, 2,2-TUMETUJI-TIPONOKCH,  |-3TUJIMPONOKCH, H-
FeKCOKCH, |-METHITNEHTOKCH, 2-METHJINEHTOKCH, 3-METUJIMEHTOKCH, 4-mertunneHtokcu, 1,1-
aumeTnoytokcy, 1,2-mumerwinOyrokcn, 1,3-numerundyrokcw, 2,2-muMeTHnOyTokKCcH, 2,3-
TUMETHIIOYTOKCH, 3,3-nuMeTuI0yTOKCH, 1-3TunbyTOKCH, 2-3TuI0yTOKCH, 1,1,2-
TPUMETUIIIPONIOKCH, 1,2,2-TpUMETHIIIPONIOKCH, I-5THn-1-mMeTunnponokcu, I-oTnn-2-
METHJIIPOTIOKCH U T.1I..

TepMuH “ankunTuo” OTHOCUTCS K TPYIIE alKUI-S-, I[Ie alKWUJI UMEeeT YKa3aHHOE BBbILIe
3HaYeHHEe. AHAJIOTHYHO, TEPMHUHBI “TAJOTCHAJKWITHO , “IUKJIOANKUITHO U T.I. OTHOCATCS K
rpynmnaMm TaJOTeHANKUI-S- W [MUKIOANKWI-S-, TIA€ TaJOTCHANKII W LUKJIOAIKIJI HUMEIT
yYKa3aHHBIE BBIIIE 3HAYCHHSI.

Tepmun “ankuncyabGuHmwr’ OTHOCUTCS K rpynne aiakuia-S(O)-, The amkuil HUMeeT
yKa3aHHOE BbILIE 3HaU€HHe. AHAJOTHYHO, TEPMHH ‘‘TaJIOT€HANKUIICYJIb(UHMI OTHOCHUTCS K

rpymnmne rajgoreHankui-S(0)-, rae rajJoreHaIKImI UMeeT YKa3aHHOE BbIIIe 3HAYCHHUE.

Tepmun “anxwmncynap@oHnr” ortHocuTcs K rpymme ankuia-S(O)-, rae ajkuwn uMmeer
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yKa3aHHOE BbIIIE 3HaU€HHE. AHAJOTUYHO, TEPMUH ‘‘TaJOT€HAJKHIICYIb()OHMWI OTHOCHUTCS K
rpynme rajoreHankmi-S(O);-, rae raoreHaIKuI UMeeT YKa3aHHOE BbIIIE 3HAUEHUE.

TepMuHBI «aNKUJIAMHHO» M «IHAJKHJIAMHHOY» OTHOCATCA K TpynnaMm ajkuwi-NH- u
(amkmn)N-, TO€ anKWl WMeeT YKa3aHHOEe BbIIe 3HAa4eHHe. AHAJOTHYHO, TEePMHH
“rajJloreHajJKujIaMUHO” OTHOCUTCSl K rpynme rajoreHankun-NH-, rae rajoreHankun umeer
yKa3aHHOE BblIllIe 3HaYEHHUE.

Tepmunsl  “ankwnkapOoHMI’,  “alKOKCHKApOOHWI ,  “aJKUJIAMHHOKApOOHWT U
“muankunaMuHOKapOoHMWT oTHOcsTCs K rpymmam ankmi-C(O)-, ankokcu-C(O)-, anKuiaMuHO-

C(0)- u mmankunamuHo-C(O)-, Te ajkwi, ajKOKCH, aJKWIAMHHO U TUAJIKUIAMHHO HMEIOT

yKa3aHHbIE  BBIII€  3HAUYEHUs.  AHAJOTHYHO, TEPMHUHBI  “TaJOreHAJKMIKapOOHMI ,
“TaJOreHaAIKOKCUKapOOHWIT”, “raJoreHaIKUIaMUHOKapOOHMIT” u
“ IUraJoreHaTKIIAMUHOKAPOOHIIT OTHOCSITCSI K rpymnmnam ranoreHaakuiI-C(O)-,

ranoreHajkokcu-C(O)-, ranorenankmiamuao-C(O)- wu  muranmoreHankwiamuao-C(O)-, rme
TaJIOTeHAJIKWI, TaJOreHATKOKCH, TaJOTeHATKWIAMUHO W JUTAJOTEHAJKUIAMHHO HMEIOT
yYKa3aHHBIE BBIIIE 3HAYCHHSI.

TepmuH “apuiT” OTHOCUTCS K OTHOBAJICHTHON KapOOILUKINYECKON TPyIIe, coaepKaien
oT 6 no 14 aromMoB yrjepona, UMEKOLIEH OJWH LMK WIM HECKOJbKO KOHJIEHCHPOBAHHBIX
IIUKJIOB. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUs, apwibHble Tpymnmbl BKIHOYAOT Cs-Cio
apWJIbHbIE TPYNIbl. APUIBHBIE TPYIITBI BKIFOYAOT (HO HE OrPAaHUYUBAIOTCS TOJBKO UMH) (EHWUIT,
oudennn, Hadrun, TerparuaporadTHi, GEHUIMKIONPONUI U UHIAHWI. APWIbHBIE TPYIIIbI
MOTYT OBITh HE3aMEIICHHBIMH WJIM OBITh 3aMelIeHbl OMHUM MU 00Jiee 3aMeCTUTENSIMHY,
BBIOPAHHBIMU U3 CJIEAVIOUINX. aTOM TaJIOTe€Ha, [IHaHO-TPYIINa, HUTPO-TPYIIa, THAPOKCU-TPYIINA,
MEPKANTO-TPYIINa, aMUHO-TPYIINA, aJKWI, AaJKeHWI, AJKWHWI, LHUKJIOAJKWI, THUKIOATKEHWU,
raJIOTeHAJIKWII, TaJIOT€HAJIKEHWIT, TAJIOTeHAJIKUHIJI, TAIOTeHIUKIOATKHJI, TaJIOTeHITMKIOATKEHIT,

AJIKOKCHU-TpPYyIIIIA, AJTKCHUJIOKCU-T'PYIIIIA, ATKUHUJIOKCHU-T'PYIIIA, rajJJOr¢HaJIKOKCHU-T'PYIIIA,

rajJOr¢HaJIKCHUJIOKCHU-T'PYIIIA, raJJOTrCHAJIKUHUIIOKCU-T'PYIIIA, LHUKJITOAJIKOKCHU-T'PYIIIIA,
HUKITOAJTKCHUJIOKCU-T'PYIIIA, raJIOr€HIUKIIOAJIKOKCHU-T'PYIIIIA, raJJOT€HIUKJIOAJIKCHUJIOKCH-
rpyiuria, AJTKUJITUO-TPYIIIIA, rajJOr€HaJIKUJITHO-TPYIIIA, HUKITOAJIKHUIITUO-TPYIIIA,

raJIOTeHIUKJIOATIKMIITHO-TPYIINA, ANKHICYIbOUHUI, ANKSHUJICYIbGUHWI, aTKUHWI-CYIb(QUHUIL,
raJoreHaIKUICYIb(QUHII, raJioreHaIKEHIICY Ib(IHN, raJIOreHAJTKUHIIICY Tb(QHHUIL,
ANKUICYNb(QOHW,  aNKEHWICYIb(QOHUJ,  AJIKHHUICYJIb(OHWI,  TaJOreHaJKHII-CYJIb(pOHUI,
raJoreHaIKeHIICYIb(QOHNU, rajJoreHAIKUHUIICYIb(QOHNI, ANKWJIAMHHO-T'PYTINA,
ANKEHWJIAMUHO-TPYIINA, AJKHHUIAMHUHO-TPYINA, AH(AJIKII)aMHHO-TPYIINa, AU(aJIKEHN)-aMIHO-
rpynna, Ju(aJKHHI)aMUHO-TPYIINA WA TPUATKUICHIIHIL.

TepmuHsl “apankun’ UK “apUIAIKIIT’ OTHOCSATCS K apUJIbHOM TPYIINe, KOTOpast CBsi3aHa
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C OCTaJIbHOM YaCThIO COEAMHEHUS Yepe3 AUPaTUKaIbHBIN aNKUIeHOBBIH MOCTUK, (-CHz-)y, THE N
paBHO 1-12 u rae “apun’ uMeeT yka3aHHOE BbILIE 3HAUEHUE.

Tepmun «l'erepoapun» OTHOCUTCS K OAHOBAJIEHTHONW AapOMAaTU4YECKOW TIpymre,
comepxkamern 1 - 15 aromoB yriepoaa, npennoututenbHo OoT 1 mo 10 atomoB yraepona,
comepxameil oauH wiau  OoJiee TETEpOaTOMOB KHCIOpPOJa, a30Ta M Cepbl B LHUKIIE,
npeanoutuTenbHo 1 - 4 rerepoaroma unu 1 - 3 rerepoatoma. l'erepoaTomel azoTa M Cepbl
OTILMOHAIIBHO MOTYT OBITh OKHCIIEHBI. Takue rerepoapruiibHble IPYIbl MOTYT HMETh OIUH LUK
(HarpuMep, MUPHIWIT UIH (PYpUIT) MIH HECKOJIBKO KOHACHCHPOBAHHBIX LIUKJIOB, NMPH YCIOBUH,
YTO TOYKA NMPUCOEAUHEHUS] HAXOAMUTCs HA aTOME reTepoapwibHOro nukia. IlpeanoururensHbie
reTepoapuibl BKIIOYAOT MUPUAWI, NUPUAASUHUI, NHPUMUIWUHWI, NHPASUHWI, TPUA3ZHHUIL,
MUPPOJIAJI, WHAOJWI, XUHOJMHUJ, M30XHMHOJIMHWI, XUHA30JHMHWIL, XWHOKCATUHHUI, (ypaHui,
tnoperns, Qypus, NHUPPOJNWT, HMHIA30JWI, OKCA30JIMJI, HW30KCA30JII, H30THA30JIMII,
nupaszonuy, Oenszodypanun u OenzoruodeHmn. [erepoapuibHble LUKIBI MOTYT OBITh
He3aMeIEeHHBIMU WIIM 3aMeleHbl OTHUM WU Oojiee pparMeHTaMu, ONpeneIeHHbIMU BBIIIE JIS
TepMHHA «apui». TepMuH “rerepoapuier” (Tae rerepoapriibHast FPyIIa sIBISIETCS MOCTUKOBOM)
CJIEAAYET TOJIKOBATh COOTBETCTBYIOIIUM O0pa3oM.

Tepmunsl «I'eTepOLUKINT?, (TETEPOLUKINYECKUI» WIM «TE€TEPOLUKIO» OTHOCUTCS K
MOJHOCTBIO HACBIIIEHHBIM WJIH HEHACBILEHHBIM LUKJIMYECKUM TIpynnam, Hanpumep, 3—7-
YJIEHHBIM  MOHOLMKIMYECKUM WM  4—7-4JI€HHbIM MOHOLMUKINYECKHM, 7-11-uieHHbIM
onnmkmueckuM Wi 10-15-4JIeHHbIM TPUITUKIMYECKAM CUCTEMAaM, KOTOPBIE MOTYT CONEPKaTh
[0 MEHBIIEH Mepe OAWH TreTepoaToM B LUKIE, COAEp:KallleM MO MEHbIIEH Mepe OAUH aTOM
yriepoaa. Kakaplii LMK TeTepOLUKINYECKOW TIpPYyNIbl, COAEPKAIIUN FeTepoaToOM, MOXKET
conmepskathb 1, 2, 3 unu 4 rerepoaroma, BLIOPAHHBIX U3 aTOMOB a30Ta, AaTOMOB KHCJIOPOAa W/WH
aTOMOB CEphl, TA€ TIeTepoaTOMbl a30Ta W CEepPbl OMNIHMOHAJIBHO MOTYT OBITH OKHCIEHBI, H
reTepoaToMBbl a30Ta OMIMOHAJIBHO MOTYT OBITh KBAaTEPHH3OBaHbI. | eTeponMKINYecKas rpyrmrna
MOKeT OBbITh NMPHUCOEAMHEHA MO JIOOMY TeTepoaToMy WM aToMy yriepoja B LUKIE WIA B
LUKIMYECKONH CHCTEME, M MOXeT ObITb HE3aMELICHHON WM 3aMEIEeHHOH OIHUM WiH OoJblie
3aMECTUTENISIMH, KaK OMTMCAHO BbILIE AJIs1 APUIIBHBIX FPYIIIL.

IIpuMeppl MOHOLMKIMYECKHX TETEPOLHKINYECKHX TPYII  BKIOYAOT (HO HE
OTPaHUYMBAIOTCS TOJBKO HWMH) TNUPPOJIMAMHWI, MHUPPOJWI, THPA30JIWI, OKCETaHUI,
MUPA30JIUHUIL, UMHUAA30IWI, UMHUAA30JMHWI, WMHUAA30JUIUHUI, OKCA30JIMJI, OKCA30JHUIUHMUIL,
WU30KCA30JIMHWI, HW30KCA30/IWI, THA30JWI, THAJUA30JWI, THA30JUAUHUJ, WU30THA3O0JNUI,
U30THA3OMMANHWN, (ypui, Terparuapodypws, THEHWJ, OKCAAUA30JWJI, IHIIEPUIMHIIL,
MUNEPA3sUHW,  2-OKCONMIEPA3UHW,  2-OKCONMIEPUAUHUI,  2-OKCONMUPPOIUAMHWI,  2-

OKCOAa3CTIMHMIIL, A3CTIMHUIIL, 4-HI/IHepI/II[OHI/IJ'I, MUPUAUHNUIL, MUPa3UHNUI, MUPUMHUIUHNUIL,
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NUPUAAUHWI,  TETPArHIPONUPAHII, MOPQOIMHWI, THAMOP(OIMHWI, THAMOP(OIMHUI
cynbdokcua, tuamopdonuHun cynbdoH, 1,3-muokconaH u TerparuApo-1,l-muokcoTueHu,
TPUA30JIUJ, TPHA3UHUI U T.IL

IIpumeppl  OMLMKIMYECKUX  TETEPOLMKINYECKMX  TPYNI  BKIOYAOT (HO  HE
OTPAHUYMBAIOTCS TOJBKO WMHU) WHAONHJ, OEH30THA30JIUJI, OEH30KCa30JII, OEH30IMOKCOII,
OCH30THEHWJI, XWUHYKIUAWHWI, XWHOJUHHI, TEeTPa-TUAPOU3OXUHOJUHII, HW30XUHOJIHHUIL,
OeH3nMuaa3ommy, OCH30MMPaHW, WHAOIM3UHWI, OeH30(ypwi, XPOMOHHJ, KYMapHHMUI,
OeH30MUpPaHWII, UUHHOJIMHWI, XHHOKCAIWHWI, WHAA30IWI, THPPOJIOTTHPUANT, (PypONHPUANHIT
(takori kak ¢ypo[2,3-clmupununmn, ¢ypo[3,2-blnupunuana] win ¢ypo[2,3-b]mupununmn),
OUTHIPOU3OUHAOI, JUTHAPOXUHAZOIMHUI (TakoH Kak 3,4-IUruapo-4-oKCco-XUHA3OIMHMUI),
TETPArHapOXUHONMHII U T.1. The term “rerepobunukimner” (rae OWIUKIMYECKas
reTEePOLMKIINYECKas TPYIa SIBISETCS MOCTHUKOBOW) CJEOyeT TOJIKOBATH COOTBETCTBYIOIIUM
obpaszom.

IIpuMeprl TPULHUKINYECKUX TIETEPOLUKINYECKUX TPYII  BKIIOUYAKOT KapOa3ou,
OeH3unonu, GeHaHTPOIUHII, AKPUAUHII, (PEHAHTPUINHIII, KCAHTEHIIT U T.11.

Tepmun «ramoreH» oO3HauaeT atoMel (ropa, xiopa, Opoma u wmoma. OOo3HaueHUE
«rajoreH» (HampuMmep, KaKk B TEPMUHE «TaJOTEHAJIKWI») OTHOCHTCS KO BCEM CTEIEHSIM
3aMELIeHUsT OT OJHOKPATHOTO 3aMEIlEHHUs] [0 TNeprajoreH-3aMelleHuss (HampuMep, MOXKHO
npowuroctpupoBate st metwna.  xmopmerun  (-CH,Cl), muxjopmerun  (-CHC),
tpuxyopmeti (-CCl)).

ITox TepmuHOM “o0OTralieHHBIH  TMOAPA3yMEBAETCsS, YTO COOTHOIIEHHE Bec/BeC
COCTaBJISIET MO MEHbLUIEH Mepe npuMmepHO 1.05 wiam Bbille B MOJIB3Y OAHOTO M3 SHAHTUOMEPOB.
[IpenmoyTuTensHO, COOTHOIICHHE BEC/BEC COCTABJISIET MO MeHbInel mepe npumepro 1.05 umu
BBILIE B MOJIb3y SHAHTUOMEPA, KOTOPBIN NPOSIBIIAET 3HAYUTENbHYIO AKTUBHOCTD i1 VIIF'O U il VIVO
(ayTOomep).

Crepeousomepsl u nmoaumMopduble GopMbl

CrnenmanmucraM B JaHHOH 0O0JACTH TOHSATHO, YTO HEKOTOPBIE COENWHEHHsI B COCTaBe
KOMIIO3ULIUI TI0 HACTOSIIEMY H300PETEHUIO MOTYT CYILIECTBOBATh U ObITh BBIICJICHHBIMU B BUJE
ONTHUYECKU AKTUBHBIX M panemudecknx (opm. CoenuHeHHs, UMEIOLINE OAMH WIH OoJee
XUPAJIBbHBIX LEHTPOB, BKJIKOYasi TAKOBOW Ha aTOME Cepbl, MOIYT MPHUCYTCTBOBATb B BUJE
€IMHCTBEHHBIX YHAHTHOMEPOB WJIM JHACTEPEOMEPOB HIIM B BHJAE CMECEH SHAHTHOMEPOB W/WJIH
auactepeoMepos. Hampumep, Xopomo U3BECTHO, U4TO CYIb(POKCHIHBIE COSTUHEHUST MOTYT OBbIThH
ONTHUYECKH AKTUBHBIMH M MOTYT CYINECTBOBATb B BHUAE OTAEJIbHBIX 3HAHTHOMEPOB WU
paueMuyeckux cmeceil. Kpome TOro, coenuHeHuss B COCTaBE€ KOMIIO3ULUNM MO HACTOSALIEMY

I/1306peTeHI/II-O MOTYT BKJIIOYaTb OAWH HJIN OoJiblIe XHUpPaJIbHbIX LHEHTPOB, KOTOPLIC NPUBOIAT K
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CYIIECTBOBAHHIO TEOPETHUECKOTO YUCJIA ONTUYECKH aKTUBHBIX H30MepOB. Tawm, rae coennHeHHs
B COCTaB€ KOMITO3UIMH IO HACTOSIIEMY HM300pETEHHIO BKIIOYAOT N XHPAJIbHBIX LEHTPOB,
COEIMHEHHUSI MOTYT UMeTh 10 2" onTuyecknx m3oMmepos. Hacrosimee nzoOpereHne OXBaTbIBAeT
YaCTHBIC SHAHTHOMEPHI UJIH JHACTEPEOMEPhl KQXKIOTO COCAMHEHHS, & TAK)KE€ CMECH Pa3IMYHbIX
SHAHTHOMEPOB W/ THACTEPEOMEPOB COCAMHEHHUI MO HACTOSIIEMY H300pETeHHIO, KOTOPbIE
00JamaroT TOJIE3HBIMU CBOWCTBAMH, OIMCAHHBIMH B HACTOsIIeM aoKymeHTe. Kpome Toro,
HACcTOsIIee M300peTeHHe OXBATBHIBAET KOMIIO3HMLMM, COJEpKallhe OAWH WiIH OoJblie
KOH(OPMALIMOHHBIX H30MEPOB (HAMpPUMEp, POTAMEPOB), a TAaKKE CMECH KOH(POPMAIIMOHHBIX
uzomepoB.  KoHpopmanmoHHble  M30MEpbl  HM30KCA30JMHOBBIX  COENUHEHMH  MOTYT
o0pa3oBBIBaTBCS B pe3yjbTare 3aTPyOHEHHUs  BpaLIeHWs BOKPYr aMUOHOH  CBsI3H,
NPUCOETUHEHHOW K apUIbHOMY HJIM TeTepOapUIIbHOMY KOJbLY (Hampumep, aMHIHAsl CBS3b,
npucoenuHeHHas K HagruiapHOU rpynne B @opmyne (Ilc)). Ontudeckn akTHBHBIE (POPMBI MOTYT
OBITh TIOJIYUEHBI, HAMIPUMED, MyTEM pPa3leIeHUs] palueMUIecKix (OpM METOAAMH CEJIEKTHBHOM
KPHUCTAJUTU3ALMH, CHHTE3a U3 ONTHYECKH aKTHBHBIX MPEIIECTBEHHUKOB, XUPAJIBbHOTO CHHTE3A,
XpOMaTorpaguuecKoro pasfeseHus ¢ HCIONIb30BAaHIEM XHPATbHON HEMOABIKHON (hasbl WM C
MOMOIIBIO (PEPMEHTATUBHOTO Pa3AeIeHHSL.

Kpome Toro, coeanHeHus1 B COCTaBE€ KOMITO3ULMI MO HACTOSIIEMY H300pPETEHUIO MOTYT
CYIIECTBOBATh B BU/IE THIPATOB HJIK COJBBATOB, B KOTOPBIX ONpPENEICHHbIE CTEXHOMETPUIECKHE
KOJINYECTBA BOJIbI HJTH PACTBOPHUTENSI ACCOLIMMPOBAHBI C MOJIEKYJION B KPUCTAJUTMYECKOH (opMe.
KoMro3nmmyn 1o HacTosmeMmy H300pEeTeHHI0O MOTYT BKJIOYATh THUAPATBl U COJBBATHI
NEWCTBYIOIIMX BEIIECTB. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHs, KOMIO3ULIUU IO
HACTOSIIEMY U300peTeHn0 MOryT BKtouaTh 10 15% (Bec/Bec), mo 20% (Bec/Bec) mmu o 30%
(Bec/Bec) ompeneeHHON TBEPIOi PopMBI.

Coun

Taxke B 00beM HACTOSIIErO U300PETEHNUS BXOASAT COJIM OTIMCAHHBIX B HACTOSIIEM TEKCTE
COEIMHEHUH C KHCJIOTAMH U OCHOBAHMSIMH, B T€X CJIy4asiX, TJI€ 5TO BO3MOKHO.

TepmuH "CONb ¢ KHUCIOTOW/KHCIBIE COJH'" OXBATBIBAET COJIU COENUHEHUH CO BCEMU
dapManeBTHUECKH TPUEMIIEMbIMU HEOPTaHWYEeCKMMU WM OPTraHMYECKUMH  KHCJIOTaMHU.
Heopraandeckne KMCIOTHI BKJIIOYAIOT MUHEPAJIbHBIE KHCIIOTBI, TAKHUE KaK rajJJoreHOBOJOPOIHBIC
KHCJIOTBI, TaKue Kak OPOMHCTOBOZOPOIHAS KHCJIOTa M XJIOPUCTOBOJIOPOIHASI KUCIIOTA, CepHast
kucnoTa, ¢ochopHas Kuciora U a3oTHas kuciaora. OpraHudeckue KUCIOTHI BKJIIOYAIOT BCE
dapMarieBTHUECKH TpHeMieMble anudaTHUecKue, AIULUKINYECKHe W apOMaTHUYECKHe
KapOOHOBBIE KUCIIOTHI, TUKAPOOHOBBIE KHCIIOTHI, TPUKAPOOHOBBIE KHUCIOTHI M JKUPHbIE KUCJIOTBHL
B opHOM BapumaHTe, KHCIOTBl TPEACTABISIIOT COOOH JIMHEHHBIE WM Pa3BETBICHHBIE,

HaCBIIICHHBIC HJIM HCHACBIIICHHLIC Cl-C20 a.]'II/I(I)aTI/ILIeCKI/Ie Kap6OHOBbIe KHCJIOTBI, KOTOPBIC
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HEeoOs13aTeNIbHO 3aMeIleHbl TajloTeHaMH MJIM  TUAPOKCHIbHBIMH rpymmamu, wm  Ce-Crz
apomarnyeckre KapOOHOBbIE KHCIOTHL. [IprMepaMu Takux KUCIOT SIBJISTFOTCS] YTOJIbHAsI KHCIIOTA,
MypaBbHUHAsl KUCJIOTA, YKCyCHasl KHUCJIOTa, MPOIMHOHOBAas KHUCJIOTA, W3OMPOMHOHOBAs KHCIOTA,
BaJIEpUAHOBasl KHCJOTA, O-TMIPOKCUKHCIIOTHL, TaKWe KaK IJIMKOJIeBas KHUCJIOTAa U MOJIOYHAs
KHCJIOTa, XJIOPYKCYCHAasl KHUCJIOTa, O€H30HHAasi KHUCJIOTa, METAHCYJIb(OHOBAas KHCIOTA W
canuioBast Kucjota. llpumepbl AUKapOOHOBBIX KHCIOT BKIIFOYAKOT INABEJIEBYIO KHUCIOTY,
SIOJIOYHYIO KHUCIIOTY, SIHTAPHYK KHCJIOTY, BUHHYIO KHCJIOTY, (yMapoByK KHCIOTYy H
MaJIEMHOBYIO KHUCJIOTY. IIprMepoM TpuUKapOOHOBOW KHUCIIOTBHI SIBJSIETCS JIMMOHHAs KHCIIOTA.
JKvpHblE KHCIOTBI BKJIIOYAOT BCe (PapMaLEBTUYECKH MPHEMJIEMblE HACBIIICHHbIE WIIN
HEHAChIIEHHbIE aTn(aTHIECKUEe UIH apoMaTHYeCKre KapOOHOBbIE KUCIIOTHI, CoepKalinue oT 4
10 24 aromoB yruepoja. Ilpumepbl BKIIOUAIOT MACHSHYIO KHCJIOTY, W30MAaCSHYK KHCIOTY,
BTOP-OyTaHOBYIO KHCJIOTY, JIAYPHHOBYIO KHCJIOTY, MAJIbMUTHHOBYIO KHCIIOTY, CTE€ApPUHOBYIO
KUCJIOTY, OJIEMHOBYIO  KHUCJOTY, JIMHOJIEBYIO  KHCJIOTY, JIMHOJEHOBYKD  KHCIOTY U
(eHUNICTeapHOBYI0  KHCIOTY. JIpyrue  KHCIOTBI  BKJIOYAIOT TJIFOKOHOBYKO — KHCJIOTY,
TJIFOKOT€NITOHOBYIO KUCJIOTY M JJAKTOOMOHOBYIO KHCIIOTY.

TepmMuH “coim ¢ OCHOBaHHMSIMH/OCHOBHBIE COJIW  OXBAaTBIBAET COJIM COCOMHEHUH CO
BCeMH  (papMalleBTUYECKH  MPHEMJIEMBbIMH  HEOPTraHWYECKMMHM WM OPTaHHMYECKHUMH
OCHOBAHMSIMH, BKJIFOUAsl THIPOKCUABI, KapOOHATHI MM OUKapOOHATHI MIEOYHBIX METAJUIIOB HUJIH
IIEeJIOYHO-3eMeNbHBIX MeTaJuIoB. Cony, cOPMHUPOBAHHBIE C TAKIMH OCHOBAHMSIMH, BKJIIOYAFOT,
HATpUMeEp, COJIM INEJOYHBIX FJIM IIEJOYHO-3€MENIbHbIX METaJIOB, BKJIOUas (HO He
OTPaHWYMBAsCh TOJIBKO WMH) COJIM JIUTHS, HATPHsl, Kanus, MarHus wim kaneius. Couy,
copMHUpOBaHHbIE C OPraHUYECKUMH OCHOBAHHMSIMH, BKJIOYAIOT COJIM C OOIIENU3BECTHBIMU
yIJIE€BOAOPOJHBIMU M T'€TEPOLIMKINYECKUMH aMHUHAMH, KOTOpble BKJKOYAIOT, HAmpUMep, COJHU
ammonust (NH4T), cou ankuji- U IMAJKUIAMMOHMS, U COJIM C IUKJIMYECKAMU aMUHAMH, TAKHE
KaK COJIM MOp(OJIMHA 1 TUNIEPUANHA.

B npyrom BapuaHTe OCYILIECTBJIEHMs], HHBELUPYEMbIE MIpernapaThl 3aMeJIEHHOIO
BBICBOOOXKIEHHs] TI0 HACTOSIIIEMY H300peTeHHI0 coaep:kar 3(PQeKTHBHOE KOJUYECTBO 1O
MeHbIIEH Mepe OIHOrO H30KCA30JUMHAa WM ero (apMameBTUYECKH NPUEMIIEMOH COJU B
KOMOMHAIIMM C MO MEHbIIEH Mepe ONHUM JPyTHM JAEHCTBYIOIIMM BEINeCTBOM. B oxHOM
BAPUAHTE OCYLIECTBJIEHHS, WHBELUPYEMble KOMIO3HLIUH 3aMEIUIEHHOTO BBICBOOOKIEHHS
comepxatr 3(p¢EeKTUBHOE KOJMYECTBO IO MEHBbIIEH Mepe OJHOTO HM30KCA30JMHOBOTO
coenunaeHus1, uMmetomero gopmyny (I) - (VIIa), mmm ero gpapmarneBTudecku NpueMIIeMON COJTH, B
KOMOMHAILIMM C MO MEHbIIEH Mepe OJHUM JAPYIHM IEHCTBYIOIIMM BELIECTBOM, OOJIQNA0IINM
CHUCTEMHOHN aKTUBHOCTBIO.

B KOMIIO3ULUAX IO HACTOALIEMY I/1306peTeHI/II-O MOXKHO MNPUMEHATH AOOTIOJTHHUTCIBbHBIC
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BETEpUHAPHO/(papMalleBTUYECKH  aKTUBHbIE HMHIPEAMEHTBL. B HEKOTOPBIX  BapHaHTaX
OCYILIECTBJICHHs], IOTIOJHUTENbHbIE NEeHCTBYIOIINE BEIIECTBA MOTYT BKJIIOYAaTh (HO He
OTPaHUYHMBAIOTCS  TOJIBKO UMH) aKapULIU/BbI, NPOTHBOT€IIbMUHTHBIE  CPEICTBA,
NPOTHBOIAPA3UTAPHBIE CPEACTBA W HMHCEKTULHUABL [IpoTHBOMapasuTapHble CpPEeACTBa MOTYT
BKJIFOYATh 3KTOMAPA3HTULIMIHBIC W/ M SHAONAPA3HTULIUIHbIE CPEICTBA.

Berepunapabie (apManeBTHUECKHE CPENCTBA, KOTOpPbIE MOXKHO BBOJAUTH B COCTaB
KOMIIO3ULIUI TI0 HACTOSIIIEMY H300pPETeHHIO, XOPOIIO W3BECTHBI B JAHHOW OOJNACTH TEXHUKU
(cm., mampumep, Plumb’ Veterinary Drug Handbook, 5% Edition, ed. Donald C. Plumb,
Blackwell Publishing, (2005) unu The Merck Veterinary Manual, 9" Edition, (January 2005)) u
BKJIFOYAOT (HO HE OrPaHUYMBAIOTCS TOJNBKO HMH) akapOo3y, alenpoMasrHa Majear,
arieTaMuHO(eH, areTazoNaMus, areTasojJaMun HATpH, YKCYCHYIO KUCJIOTY,
alleTOTUAPOKCAMOBYIO  KHCIIOTY, AaLETHJILUCTEHH, AalUTPELH, alWuKIOBHp, alOeHAa3od,
anoyrepos cyibdar, anpeHTaHWI, AJIONMYPUHON, alrnpasojaM, aJlbTPEHOTeCT, aMAaHTAIMH,
aMHUKallMH  CyJb(aT, aMHHOKANpPOHOBYIO  KHCIOTYy, aMHUHOINEHTaMuAa THIpOCyib(dar,
aMUHOPWITNH/TeOQUIUTHH, aMUONAPOH, AMUTPUNTHIMH, aMJIOAWNNHA Oe3ujiaT, XJIOPHI
aMMOHHUS, MOJMONEHAT AaMMOHHS, AaMOKCHLIWUIMH, KJaByJaHaT Kamus, amdorpenns B
Je30KCHX0JaT, aM(poTpeLH B Ha TUNUIHON OCHOBE, AMITUIMIUINH, aMITPOJIMYM, aHTALUIBI (IS
NepOPaTBHOTO MPUMEHEHUs), aHTUBEHUH, allOMOP(UOH, anpaMuLHa CyIb(ar, acKOpOUHOBYIO
KHCJIOTY, aclparuHasy, AaclHpHH, aTeHOJOJ, aTWUIaMe30Jl, aTpakypus Oe3myiaT, aTpoIruHA
cynbdar, aypHOHUH, aypOTHOTIIOKO3Y, a3alepoH, a3aTHOINPHH, Aa3UTPOMULIUH, OaxiodeH,
OapOutypatsl, OeHazenpui, OeTameTasoH, OONIEHOHA YHACHMIEHAT, OpOoMUIbI, OPOMOKPUIITHHA
me3mnar, OynmeHosun, OympeHopduH, OycnmpoH, Oycynbdan, OyropdaHona TapTpar,
KabeproiuH, KaJbLIUTOHUH JIOCOCEBBIX pPBIO, KAJbLUTPON, COJNM KaJbLUs, KANTOMPHUIL,
KapOSHUIMJUIMH WHAAHWI HATpul, KapOumaszos, KapOOIIaTMH, KapHHUTHH, KaprpodeH,
KapBeAWION, Ledanpokcu, nedasonnH HATPUH, HePUKCHUM, KIOPCYIJIOH, nedomnepa3oH HATPHI,
nedorakcuM HaTpuid, 1edoTeTaH TUHATPUH, LePOKCUTHH HATPHH, HEPIOJOKCUM IMPOKCETHI,
uedprasunum, ueptuodyp Harpuii, uedprtuodyp, uedpTHakcoH HaTpuil, 1edaNeKCUH,
nedanocrnopuHel, nedanupuH, AaKTUBUPOBAHHBIA Yroyb, XJIOPaMOyLMJ, XJIOpamM(peHHUKOI,
XJIOPANA33MIOKCH/T, XJIOPAUA33MOKCH +/- KIMAUHUYM OpOMMI, XJIOpTHA3HA, XJIOp(eHnpaMuHa
MajieaT, XJIOPIPOMA3HH, XJOPMPONAMHUI, XJIOPTETPALMUKINH, XOPHOHWYECKUH TOHAJOTPOTIMH
(XTY), xpoM, LOUMETHIWH, LUNPO(IOKCALNH, LUCANPHUA, LHCIUIATUH, LUTPATHBIE COJIN,
KJIAPUTPOMHLIMH, KJIeMacThHa (ymapar, KJIEHOyTepoJs, KIMHAAMULMUH, KIO(a3HuMUH,
KJIOMUIIPAMUH, KJAOHA3emaM, KJIOHWAMH, KIJIONPOCTEHON HATpUH, KiIopasenar AWKaui,
KJIOPCYJIOH, KJIOKCALWJUIMH, KojewHa (Qocdar, xomxuuuH, KoptukorporuH (AKTI),

KOCUHTpPOMHUH, IMKIo(ochamMua, MHUKIOCTOPHH, IUKIOTENTaaAuH, LuTapaduH, nakapOaswH,
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JaKTHHOMULIMH/aKTUHOMULIMH D, nantemapuH HaTpuii, AaHA30J, JAHTPOJIEH HATPHUH, NAICOH,
JIEKOXHHAT, nepepoKCaMHHa Me3WJaT, IePaKOKCHO, AeCIOpeNdHa aleTaT, AEeCMOIPEeCCHHA
arerar, Je30KCHKOPTHKOCTEPOHA NHUBANAT, JOETOMHJAWH, J€KCAMETa30H, JEeKCIaHTEHOJ,
JEeKCTPaa3oOKCcaH, AeKCTPaH, Juas3enam, IHa3oKcu (IepopaibHo), auxiopdenamun, fukiodeHak
HATpUM, JUKIOKCAIWILINH, JudTHIKapOamaswHa uutpar, awdTwictuiadectpon (DES),
mudrokcaunH, OUrokcws, aurugporaxucrepon (DHT), npuntnaszem, AauMeHrwapuHarT,
muMepkanpos/BAL, numermncyiab(pOKCHA, IUHOMPOCT TPOMETaMUH, IU(PEHUITHAPAMUH,
nucornmpamuna ¢ocdar, golOyramuH, noky3ar/DSS, momacerpoHa wme3ujar, JOMIEPHUIIOH,
JOTIAMUH, JOPAMEKTHH, IOKCarpaM, JOKCENHH, TOKCOPYOUIINH, TOKCHUINKIINH, 31€TaT KaJIbIIHs
nuHatpusi, kambuuss OJTA, sapodoHus xymopupa, SHaJanpuil/>HANANPUIAT, SHOKCAMAPUH
HaTpuii, OSHpodnokcauwH, dpenpura cynbdar, SnuHEPPUH, BMOETUH/IPUTPOTIOETHH,
SMPUHOMEKTHH, STICHUIPAHTEN, SPUTPOMHUIIMH, 3CMOJIOJN, 3CTPAAMON LUMUOHAT, 3TAKPUHOBYIO
KUCJIOTY/3TaKpUHAT HATPHUSL, STAHOJ (CIIUPT), STHAPOHAT HATPHUS, 3TOJOJAK, STOMUIAT, CPEACTBA
IUI SBTAaHA3WM ¢ MeHToOapOuTanoMm, (pamMOTHUAVH, >KUPHBIE KUCIOTHI (HE3aMEHHMbIE/OMera),
¢denbamar, dperranun, cyiabdar xenesa, punrpactuM, Gunacrepun, unponm, GropheHuKo,
baykonazon, ¢ayuutosuH, GayapokopTu3oHa auetar, (GuymazeHwn, ¢iymera3oH, GIYHUKCUH
mernymuH, Qropypaumn (5-FU), dnyokcerun, ¢uyTukazoHa nponuoHart, (IyBOKCAMHHA
maynear, ¢omenmzon (4-MP), dypasonunon, ¢ypocemun, rabameHTUH, TreMUUTAOWH,
TeHTaMHUIMHA CyJIb(aT, TIUMENUPHI, TJIHUIN3WA, TIIOKArOH, TIFOKOKOPTHKOWIHBIE CPENCTBA,
[IIIOKO3aMUH/XOHIPOUTHH — Cyib(ar, TIyTaMuH, TIUOypHun, TIUOEepUH  (TIEpOpaTbHO),
TJIMKOTIMPPOJIAT, TOHAIOPENHH, rpucceoynbBrUH, rBai(eHe3nH, TrajoTaH, TI'eMOrJoOuH
rnytamep-200  (okcurnoOuH®), remapuH, THAPOKCHUITWIKPAXMaj, THAJIypOHAT HATpHs,
THIOPA3aNH, THAPOXJIOPTHA3UA, THUAPOKOAOHA OWTapTpar, TUAPOKOPTHU3OH, THUAPOMOP(OH,
THIPOKCUMOYEBHHY, THAPOKCU3UH, H(pochaMua, UMHUIAKIONPUI, UMHIOKapO AMIPOIHOHAT,
UMIEHEeM-IIIJIACTATUH HATPUH, UIMHUIIPAMUH, HHAMPHHOH JIAKTAT, MHCYJIMH, HHTEp(EpOoH anmbda-
2a (uenoBedeCKUil peKOMOMHAHTHBIN), HOANT (HATPHsI/Kayusl), UMeKak (CUPOI), UIMOAAT HATPHS,
IEeKCTpaH Jkene3a, HU30QIIypaH, H30MPOTEPEHOJ, M30TPETUHOWH, H30KCCYIPHH, HUTPAKOHA30J,
UBEPMEKTHH, KaOJIMH/TIEKTHH, KETaMUH, KETOKOHA30J, KETONMPOQeH, KETOPOIaK TPOMETAMUH,
JAKTYJIO3y, JIEBNPOJIHL, JIEBAMHU30J, JIEBUTHpALETaM, JIEBOTHPOKCHH HATPUH, JHIOKAUH,
JMHKOMULIMH, JUOTHUPOHUH Hatpuli, nusuHonpwi, JomyctuH (CCNU), nydeHypoH, JTU3UH,
MarHui, MaHHHUT, MapOO(]IIOKCALINH, MEXJIOP3ITaMHH, MEKJIHU3UH, MEKJIO()EHAMOBYIO KHCIOTY,
MENETOMHUINH,  CPEOHELENOUYeYHblE  TPUTJHLEPHIbl,  MEIPOKCHIIPOTeCTEpOHA  alerar,
MErecTpoJia aleTaTr, MEJNapCOMHH, MEJAaTOHUH, MEJIOKCUKaH, MendaiaH, MeNnepuIuH,
MEpKaNTONypUH,  MEpONeHeM, MeT(POpPMHH,  METaJ0H, METa30JaMHi, METCHaAMHHA

MaHAENAT/TUIIyPaT, METHMa30Jl, METHOHUH, MeTOKapOaMoy, METOreKCUTal  HATPHi,
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METOTPEKCAT, METOKCU(IypaH, METHJICHOBBIH CHHUH, MeTHI(PEHHIAT, METHIIPEAHU30JIOH,
METOKJIOTIPAMU, METOIPOJIOJN, METPOHHIAKCOJN, MEKCHJIETHH, MHOOJIEPJIOH, MHIA30JaMm,
MWIOEMHLIMH ~OKCHUM, MHHEpajJbHOE MAacjio, MHHOLMKJINH, MHCONPOCTOJ, MHTOTaH,
MUTOKCAHTPOH, MOp¢UHA CyIb(aT, MOKCUACKTHH, HAJIOKCOH, MaHAPOJIOH AEKAHOAT, HAITPOKCEH,
HApKOTHYECKHE (OTIMATHBIE) ArOHUCTHYECKHE aHAIBIETHKH, HEOMULIMHA CYIb(aT, HEOCTUTMUH,
HUAIIMHAMUJI, HUTa30KCAHUA, HUTEHIUPaM, HUTPO(PYPAHTONH, HUTPOTIHLEPHH, HUTPOIPYCCUT
HATpUsl, HU3ATHIUH, HOBOOMOLIMH HATPWUMN, HUCTATUH, OKTPEOTH/A alLleTaT, OJICala3uH HATpHil,
OMETpPO30JI, OHJAHCETPOH, OMNHATHbIE MPOTUBOAUApEIiHBIE CpeacTBa, OpOupIOKCALUH,
OKCAalMJUIMH HATPUH, OKca3emaM, OKCHOYTHHHMH XJOPHI, OKCHUMOP(OH, OKCHUTETPALMKIIUH,
OKCHUTOLIMH, MaMHUAPOHAT AWHATPHS, MAHKPEIUINNA3y, MaHKYpPOHUS OpoMHA, MapOMOMHUIIMHA
cynbdar, mNapo3eTHH, NEeHULWUIAMUH, OOLIEN3BECTHbIE NEHHLUWUINHBL, MEeHUIWUMH G,
NeHUIWUTMH V KaJiui, MEHTa30LuH, MeHTo0apOuTan HaTpul, MEHTOCaH MOJUCYIb(aT HaTpus,
NMEHTOKCU(WIUTHH, meprojuaa Me3mwnat, ¢eHobapourtan, ¢enokcnbenzamuH, (HeHUIOyTa30H,
benmmpuH, peHmmponaHonaMus, PEHUTONH HATPHiA, PepOMOHBI, MapeHTepaIbHbIA docdart,
¢utonagnon/suramud  K-1, numoOeHpaH, mnunepasuH, MUPINMHLWH,  THPOKCHKAM,
NOJUCYIb(ATUPOBAHHBIN TTIMKO3aMUHTIIMKAH, [MOHA3YPWI, XJIOPHUI Kajus, MPaJHIOKCHM
XJIOPUA, TPa30CHH, MPETHU3O0JOH/TIPEIHI30H, NPUMHUMIOH, MPOKAWHAMHUI, TNPOKapOasHH,
NPOXJIOPIIEPa3UH, MPOMAHTEINHA OPOMH, HHBEKIIUIO TPONHOHOBOH OakTepuu akHe, mporodo,
MPOMpPaHOJION, TmpoTaMuHa cynbdar, mnceBgosdenpun, obOveMHOEe crnabureapHOEe U3
MOJIOPOKHHKA, MUPUAOCTUTMHUHA OpOMHJ, TNHPHIAMUHA MajeaT, MHUPUMETAMHUH, XHHAKPUH,
XUHHUJIUH, PaHUTHUINH, pudammus, S-aJIeHO3UJI-METHOHHUH (SAMe),
(U3pacTBOP/TUMIEPOCMOTUYECKOE  CA0UTENbHOE,  CellaMeKTHH,  cenerwiuH/l-nenpeHmun,
CepTpajMH, ceBelamep, ceBoduypaH, CUIMMapuH/pacTopomiia, OukapOboHAT  HaTpus,
MOJIUCTUPOJICYIb(GOHAT HATPUs, CTUHOOTIIOKOHAT HATPUs, Cylb(aT HATPUs, THOCYIb(AT HATPHS,
COMATOTPONMUH, COTAJOJ, CHEKTHHOMHUIMH, CIHPOHOJNAKTOH, CTaHO30JI0J, CTPENTOKWHA3a,
CTPENTO30LMH, CYKUUMEp, CYKUMHWIXOJHH XJOpUA, CykpandaT, cypeHTaHwn a uTpar,
cynbaxmopnupunasud  HaTpull,  Cynb(aaua3uH/TPUMETPONPUM,  CYJIb()aTUMEHTOKCHUH,
Cynb(haIMMEHTOKCHH/OPMETPOTIPUM, CyJib(acalla3vH, TaypUH, TEMOKCAIUH, TepOuHadIH,
TepOyTanuHa Cyab(ar, TECTOCTEPOH, TETPALMKINH, THAOEna3o), THALeTapCaMui HATPHH,
THAMUH, THOTYaHWH, THONEHTAJ] HATPUH, THUOTENY, THPOTPOIMH, THAMYJWH, THKAPLWINH
OVMHATPHN, THJIETAMUH/30J1a3€TaM, TUJIMOKCHH, THOTIPOHUH, TOOpaMHLIMHA CyNb(aT, TOKAuHH,
TOJIA30JIOH, TEN(PEHAMOBYIO KHCIOTY, TOMUpaMaT, TPamaaoJ, TPUMLMHOJIOHA AaleTOHH],
TPUEHTHUH, TPWJIOCTAH, TPUMENPAKCHHA TApTPaT ¢ MPEIHU30JOHOM, TPHUIIEICHHAMUH, TUJIOCHH,
YPAOCHOJI, BAJBIPOEBYIO KHCIOTY, BaHAIWH, BAHKOMHULIMH, BA30NPECCHH, BEKYPOHHUs Opommz,

BepanamMmwi, BHUHONAcTMHA Cyibdar, BHHKpuUCTHHA ¢ynbdar, BuramuH E/cenen, Bapdapun



135

HATpUil, KCUnasuH, HoxuMOuH, 3adupnykact, 3unoByauH (A3T), auerar nuHka/cynbdar UHKA,
30HHCAMHU]] U KX CMECH.

B oxgHOM BapmaHTe OCYIIECTBJICHUS HACTOSIIETO H300pEeTeHHs, U3BECTHBIE B JAHHOM
o0NacTH TEXHUKU apWINHUPA30JIbHBIE COENUHEHUsS, Takue Kak (PEeHHIMUPa30oJibl, MOXKHO
KOMOMHHUPOBATh C W30KCA30JIMHOBBIMA COEAUHEHUSMH B HHBELHUPYEMBIX KOMITO3UIIUSX
3aMENJICHHOTO  BBICBOOOKIEHHsST MO  HacTosmeMy  u3o0pereHuto. Ilpumepsr  Takux
(beHIIMIPa30NIbHBIX COCAMHEHUH BKIIOYAIOT (HO HE OTpPaHUYEeHbl TOJBKO HMMH) (DUIIPOHMUI,
MUPUTIPOJI, 3TUMpos u onucanHble B nareHtax CLIA Ne 6,001,384; 6,010,710; 6,083,519;
6,096,329; 6,174,540; 6,685,954 1 6,998,131 (BCe BKIIIOYEHBI B HACTOSIIIUN TEKCT TIOCPEACTBOM
CCBUTKH, KaXIbli U3 HUX BbinaH Merial, Ltd., Duluth, GA).

B npyrom BapuaHTe OCYIIECTBJIEHUS HACTOSIIEr0 H300PETeHUs, B KOMIIO3HIHU TIO
HACTOSIIEMY U300PETEHUI0 MOKHO JO0ABISITh OMUH WU OOJIbIe MAKPOLMKIMYECKUX JJAKTOHOB,
KOTOpPBIE BBICTYIAIOT B KAYECTBE aKaPUIIH/A, TPOTHBOTEIBMIUHTHOTO CPEACTBA M MHCEKTULINA.

MakpouuKINYecKue JIAKTOHBI BKJIOYAIOT (HO HE OrPAaHUYUBAKOTCS TOJBKO HMH)
ABEPMEKTHHBI, TaKMe KaKk abaMeKTHH, NMMAJEKTHH, NTOPAMEKTUH, SMaMEKTHH, SMPUHOMEKTHH,
UBEPMEKTHH, JIATHEKTUH, JISMMUMEKTHH, ceJlaMeKTuH 1 ML-1,694,554, u MUNIOeMUIINHBI, TaKue
KaK MHJIOEMEKTHH, MIJIOeMHULIMH D, MIUJTOEMUIIH OKCUM, MOKCHIIEKTUH U HeMaleKTuH. Takxke
BKJIFOYEHBI 5-OKCO U S5-OKCHMHBIE TIPOU3BOAHBIC TMEPEUUCICHHBIX ABEPMEKTHMHOB U
MUJIOEMULIMHOB.

MakpOouKINYeCKHUe JTaKTOHOBbIE COSIMHEHUS M3BECTHBI B TAHHOUW OOJIACTH TEXHUKH, W
UX MOKHO JIETKO TOJy4aTh KOMMEPYECKH WJIM MOCPEACTBOM H3BECTHBIX B JTaHHOW o0iacTu
MeTonuk cuHTe3a. CrenaHa CChUTKa HA MIMPOKO JOCTYIMHYK) TEXHHYECKYI) U KOMMEPUECKYIO
autepatypy. s aBepMEKTHHOB, HMBEPMEKTHHA W a0aMEeKTHHA MOJKHO CHeJaTh CCBUIKY,
HanpuMep, Ha paboty “HMeepmextrH u Abamectin”, 1989, apropcrea M .H. Fischer u H. Mrozik,
William C. Campbell, onyonukosannyro Springer Verlag, nunu Albers-Schonberg ef al. (1981),
“Avermectins Structure Determination”, J. Am. Chem. Soc., 103, 4216-4221. OTHOCUTEIBHO
JIOPaMEKTHHA, MOKHO MPOKOHCYJIBTHPOBAThCA B “Veterinary Parasitology”, vol. 49, No. 1, July
1993, 5-15. OTHOCUTEIHPHO MIJIOEMUIITHOB, MOXKHO CIIENaTh CChUIKY, Cpean mpodero Ha Davies
H.G. et al., 1986, “Avermectins u Mun6emuruas”, Nat. Prod. Rep., 3, 87-121, Mrozik H. et al.,
1983, Synthesis Of Munbemununs from Avermectins, Terpahedron Lett., 24, 5333-5336,
ITarenTter CIIIA Ne. 4,134,973 u EP 0 677 054.

MakpOoUUKINYeCKUe JIAKTOHBI MPENCTaBISIOT COOON TPUPOIHBIC COCAUHEHHS WM WX
MOJIyCUHTETUYEeCKHEe  TpOu3BOAHBbIE.  CTPYKTYpbl  aBEPMEKTHHOB U MIUIOEMHUIIHOB
OJNM3KOPOCTBEHHBI, HATIPUMED, Y HUX €CTh OOIIUH CJIOKHBIN 16-4IeHHbIH MaKpPOITMKIMYECKUN

naxkToHOBbIN UK. [Ipuponnbie aBepmekTuHbl oncanbl B matreHte CIIIA Ne 4,310,519, a 22,23-
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OUTHIPOABEPMEKTHHOBBIC coenrHenus onucanbl B mateHTe CIITA Ne 4,199,569 (0oba BKITHOYEHBI
B HACTOSAIIMHA TEKCT IOCPEACTBOM CChUIKH). Takke CclenyeT VIOMSHYTb, CPEOu MPOUHX,
IMTarenTter CIITA Ne 4,468,390, 5,824,653, EP 0 007 812 Al, narent BenukoOpuraruu 1 390 336,
EP 0 002 916, u narent Hogo#i 3emanauu Ne. 237 086. [IpupoaHbie MIUIOEMUIIMHBI OMACAHBI B
[Tatenre CIIIA Ne 3,950,360, a Taxke B pa3HBIX CChUIKaX, MpouuTHpoBaHHBIX B “The Merck
Index” 12 ed., S. Budavari, Ed., Merck & Co., Inc. Whitehouse Station, New Jersey (1996).
Jlatunextun ommcan B “International Nonproprietary Names for Pharmaceutical Substances
(INN)”, WHO Drug Information, vol. 17, no. 4, pp. 263-286, (2003). IlonycuHTeTHUECKHE
MPOM3BOIHBIE BBILIETIEPEUNCIEHHBIX KJIACCOB COSAMHEHUH XOPOIIO N3BECTHBI B JAHHON 0OyacTu
U omnucanbl, Hampumep, B mareHrax CIIA Ne 5,077,308, 4,859,657, 4,963,582, 4,855,317,
4,871,719, 4,874,749, 4,427,663, 4,310,519, 4,199,569, 5,055,596, 4,973,711, 4,978,677,
4,920,148 u EP 0 667 054.

B npyrom BapmaHTe OCyLIECTBIIEHHS], B HACTOSIIEM H300pPETEHUH OINMCAHBI MpenapaThl
3aMEUIEHHOTO BBICBOOOXKIEHUS] TIO HACTOSIEMY H300pereHuto, comepxamue 4-[S-[3-xmop-5-
(rpudropmernn)pennn -4, 5-nuruapo-S-(tpupTopmernn)-3-uzokcazonmn|-N-[ 2-okco-2-[(2,2,2-
TpudTOpITII)aMuHO |3TI |- 1-Had Tanmuakapbokcamuy (coenunenue, nmeromee Gopmyny llc) B
KOMOMHAIMM € JACHCTBYIOLIUM BEIECTBOM, NPEACTABIIIOIUM COOOH MaKpOLMKIMYECKHHA
JIAKTOH.

B npyrom BapmaHTe OCyLIECTBIIEHHS], B HACTOSIIEM H300pPETEHUH OINMCAHBI MpenapaThl
3aMEUIEHHOTO BBICBOOOXKIEHUS] TIO HACTOSIEMY H300pereHuto, comepxamue 4-[S-[3-xmop-5-
(rpudropmernn)pennn -4, 5-nuruapo-S-(tpupTopmernn)-3-uzokcazonmn|-N-[ 2-okco-2-[(2,2,2-
TpudTOpaTII)aMuHO |3TIi |- 1-Had Tanuakapbokcamun (Coenunenue, umerornee Gopmyny Ilc) B
KOMOWHAIIMH C MBEPMEKTHHOM, STIPUHOMEKTUHOM, CEJTaMEKTUHOM, MIJIOEMHLINH OKCUMOM WJIU
MOKCHJIEKTHHOM.

B npyrom BapmaHTe OCyLIECTBIIEHHS], B HACTOSIIEM H300pPETEHUH OINMCAHBI MpenapaThl
3aMEUIEHHOTO BBICBOOOXKIEHUS] TIO HACTOSIEMY H300pereHuto, comepxamue 4-[S-[3-xmop-5-
(rpudropmernn)pennn -4, 5-nuruapo-S-(tpupTopmernn)-3-uzokcazonmn|-N-[ 2-okco-2-[(2,2,2-
TpudTopsTHI)aMuHO |3THI |- | -HadTanuHKapOokcaMua, oborameHHbid (S)-3HaHTHOMEPOM HJIH B
BUJIE TpakTHUecKu 4ductoro (S)-sHantuomepa (coemmHenue, umeromee Gopmyny (S)-Ilc), B
KOMOMHAIMM € JACHCTBYIOLIUM BEINECTBOM, NPEACTABISIFOIIAM COOOH MaKpOLUKIMYECKHHA
JIAKTOH.

B npyrom BapmaHTe OCyLIECTBIIEHHS], B HACTOSIIEM H300pPETEHUH OINMCAHBI MpenapaThl
3aMEUIEHHOTO BBICBOOOXKIEHUS] TIO HACTOSIEMY H300pereHuto, comepxamue 4-[S-[3-xmop-5-
(rpudropmernn)pennn -4, 5-nuruapo-S-(tpupTopmernn)-3-uzokcazonmn|-N-[ 2-okco-2-[(2,2,2-

TpudTopsTHI)aMuHO |3THI |- | -HadTanuHKapOokcaMua, oborameHHbid (S)-3HaHTHOMEPOM HJIH B
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BUIEe mpakTudecku ductoro (S)-snantuomepa (Coenmunenue, umeromee dopmyny (S)-Ilc), B
KOMOWHAIIMH C HBEPMEKTHHOM, STIPUHOMEKTUHOM, CEJIAMEKTHHOM, MUJIOEMHUIIMH OKCHUMOM WJIU
MOKCHJIEKTHHOM.

B nopyrom BapuaHTe OCYINECTBJICHHS, HAcTOsee HM300pEeTEeHHEe OXBaThIBAET
UHBELUPYEMbII TpernapaT 3aMeUIEHHOTO BBICBOOOXKAEHHUS, CONEpPKAIMUN H30KCA30JMHOBOE
COEIMHEHNE B KOMOWHALIMH C COEIUHEHUSIMUA CUCTEMHOTO JEHCTBHS M3 KJacca aKapUILUA0B UIIH
MHCEKTULIUAOB, U3BECTHBIX B KauecTBe peryssaropoB pocta HacekoMblx (IGR). Coennnenws,
NPUHAAJIEKAIINE K YKA3aHHOW TpYIIe, XOPOIIO H3BECTHBI CHENMAJNCTAM U TPEACTABISIOT
IIUPOKOE pa3zHoOoOpasue pa3MyHBIX KIACCOB XUMHUYECKUX COeNUHEHHMH. J[aHHBIE COeNMHEHHS
NPOSIBJISIIOT aKTHUBHOCTh, HApyllas Pa3BUTHE WM POCT HACEKOMBIX-BpenuTesedl. Perymsaropsl
pPOCTa HAaCEKOMBIX omucaHbl, HanpuMmep, B mateHTax CIIA Ne 3,748,356, 3,818,047, 4,225,598,
4,798,837, 4,751,225, EBponetickom matenre 0 179 022 wim marenre BemukoOpuranuum 2
140 010, a Taxxe B marenrax CIIIA Ne 6,096,329 u 6,685,954 (BCe OHU BKJIFOUEHBI B HACTOSIIIIHN
TEKCT MOCPEICTBOM CCHLIKN).

B onnom Bapuanre, IGR npezncrasnsier coboli coemuHeHne, KOTOPOE SIBJISIETCS MUMHKOM
IOBEHWJIBHOTO TropMoHa. [IprMepsl MUMHKOB FOBEHHJIBHOTO TOPMOHA BKJIFOUAIOT a3aJHPaXTHH,
mnopeHonan,  QeHOoKCHKapO, THUAPONPEH, KUHOMPEH, METONpPEH, MUPUIIPOKCU(EH,
TeTparuapoaszagupaxTHH u 4-xnop-2(2-xnop-2-MeTHiI-mponn)-5-(6-Hoa-3-
NUPUANIMETOKCH )pruaa3suH-3(2H)-on.

B opHOM BapuaHTe OCYIIECTBJICHHUS, HHBELHMPYEMbIE TNpenapaTbl 3aMeIJIEHHOTO
BBICBOOOXKIEHHs] TI0 HACTOSIIIEMY H300pETEeHHI0 coaepkaT 3((eKTHBHOE KOJUYECTBO IO
MEHBIIEH Mepe OIHOro u30oKcasojuHa, wumetromero ¢opmyny (I) - (VI), wm ero
(apMareBTHUECKH PUEMIIEMOH COJIH, B KOMOWHAIIMU C METOTIPEHOM HUTH MAPHIIPOKCU(EHOM.

B npyrom Bapuante ocymectsienns, IGR coennnenne npencrasisier codboit HHrHOUTOP
CHHTe3a XHTHHA. VHrHOMTOpBI CHHTE3a XWTHHA BKJIIOYAIOT XJIOpO(Iya3ypoH, LHUPOMAa3uH,
mudnyoeHsypoH,  ¢uyasypoH,  GaynukiIokcypoH,  (uydeHokcypoH,  rexcadayMOpOH,
nypenypoH, teOydenosun, Teduybensypon,  Tpudaymopon, Hodamypon, 1-(2,6-
mudropoenzonn)-3-(2-prop-4-(tpudTopmerun)penmnmoueBuny, 1-(2,6-mudrop-oensonn)-3-(2-
¢dTop-4-(1,1,2,2-trerpadropsTokcn)-pennnmoueBuny u  1-(2,6-nudropodenzomn)-3-(2-prop-4-
TpudTop™mMeTIIT) PEeHNIMOUEBUHY.

B npyrom BapmaHTe OCYLIECTBIIEHHsS] HACTOSALIEr0 M300pEeTEHUs, B IpenapaTsl
3aMEUIEHHOTO BBICBOOOXKIEHUS] IO HACTOSIIEMY H300pPETEHHIO0 TaKke MOKHO JOOaBIIATH
WHCEKTHLIUABI, YOMBAIOIINE B3POCIBIX HACEKOMBIX M Kiemed. OHM BKIIOYAIOT MUPETPUHBI
(xotopeie Bio4aroT nuHepuH I, nuHepun 11, xxacmonus I, skacmonun 11, muperpun I, muperpun

II n ux cmecn) u mupeTpouabl, U KapOamarel, BKIOUYas (HO HE OrPaHUYHBASICH TOJBKO MMH)
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Oenomun, kapbaHojar, kapOapwi, kapOodypaH, MeTTHOKapO, MeTonKapd, MPOMAIIUI,
NPOTIOKCYpP, ainaukapO, OyTokapOOKCHM, OKCaMuj, THOKapOOKCHMM U THodaHokc. B omHOM
BapHaHTE OCYIIECTBIECHHs, KOMIIO3UIIMA MOTYT BKJIIOYAaTh MEPMETPHUH B KOMOWHAIMH C
H30KCa30JIMHOBBIM JIEHCTBYIONIHM BEIECTBOM.

B HekOTOpBIX BapHaHTaxX OCYIIECTBIEHHs, MpPEnapaThl 3aMeIIEHHOrO BbICBOOOKIEHUS
[0 HACTOSIIEMY HM300PETEHHI0 MOTYT BKJIOYATh OMHO WJIH 0OJiee aHTHHEMATOIHBIX CPEICTB,
BKJIFOYasi (HO HE OrPaHHUYMBASICh TOJIBKO WMH) aKTHBHBIE BEINECTBA M3 CIEAYIOIUX KIACCOB:
OeH3MMUIA30Jbl, HMHIA30THA30JIbI, TETPArUAPONUPUMUIANHBI uiad  opraHodocharer. B
HEKOTOPBbIX BapUAHTAaX OCYINECTBJIEHUS, B KOMIIO3HIIMM MOTYT BXOIUTb OEH3UMHUIA30JIbI,
BKJIIOUasi (HO He OrpaHMYUBASCh TOJILKO WMMH) THaOEeHIA30J, KamMOeHma3o, mapOeHaas3on,
okcubeHnmazon, wmebeHmazon, ¢uydbeHnazon, ¢endbeHnaszon, oxchenmazon, andbeHaa3on,
uKiIobenaason, pedanren, THOGAHAT U €0 0,0-TUMETUIIBHBIN aHAJIOT.

B nmpyrux BapuaHTax OCYLIECTBIICHHsI, MPemapaThl 3aMeIJIEHHOTO BBICBOOOKIEHHUS MO
HACTOSIIIIEMY H300PETEHHIO MOTYT BKJIFOUaTh MMHUIA30THA30JIbHBIE COEIMHEHNUS, BKJIFOUas (HO He
OTPaHUYMBAsICh TOJILKO WMH) TETPAMHU30JI, JeBaMHU30J W Oyramusoj. B apyrux BapuaHTax
OCYILIECTBIIEHHS], TPENapaTbl 3aMeIJICHHOTO BBICBOOOXKIEHHUS M0 HACTOSIIEMY H300PETEHHIO
MOTYT BKJIFOYAaTh TETPArUAPOTIMPUMHINHOBBIE NEHCTBYIOIIME BEIIECTBA, BKIOYas (HO He
OTPaHUYMBASICh TOJBKO UMH) MTUPAHTEN, OKCAHTE U MOPAHTE.

IMomxonsmue opraHogocdaTHbie ACHCTBYIONIME BELIECTBA BKIKOYAT (HO HE
OTPAHUYUBAIOTCS TOJBKO MMHU) KyMadoc, TpuxiopQoH, rajokcoH, HadTanodoc u auxiaopdoc,
rentenodoc, MeBuH(POC, MOHOKpoTOodOC, TeTpasTimupodocdaT u TeTpaxiIopBUHGOC.

B nmpyrux BapuaHTax OCYLIECTBIICHHsI, MPemapaThl 3aMeIJIEHHOTO BBICBOOOKIEHHUS MO
HACTOSIIIIEMY H300PETEHHIO MOTYT BKJIOYaTh AHTHHEMATOIHBbIE COENUHEHUsS (PEHOTHA3MH U
MUNEpa3suH B BUAE HEUTPAIbHBIX COCOWHEHUHW WJIM B BHUAE PA3JIUUHBIX  COJIEH,
mvdTUNKapOamasuH, (eHoNbl, Takue Kak AUCOPEHOJ, COEMUHEHHs MBbIIIbsIKA, TaKhe Kak
apceHaMu[], STAHOJAMUHbBI, Takue Kak OedeHuil, TEeHHI KIO3WIAT U METHPUIWMH, [[HaAHUHOBbIE
KpacuUTeNM, BKJIIOYash TMHUPBUHHWKA XJIOPHA, [HMPBUHHUIA MamMoaT W JAWTHA3aHWUH WO,
W30THOIIMAHATHI, BKIIIOYast OUTOCKAHAT, CypaMuH HaTpuid, GTasoduH, U pa3IudHbIE IPUPOTHbIE
BEIIleCTBa, BKIOYasi (HO HE OrPAaHMYWBASCh TOJBKO WMH), TUTPOMUIIMH B, O-CAHTOHHMH |
KAWHOBYIO KHCITOTY.

B nmpyrux BapuaHTax OCYLIECTBIICHHsI, MPemapaThl 3aMeIJIEHHOTO BBICBOOOKIEHHUS MO
HACTOSIIIIEMY H300pPETEHUI0 MOTYT BKJFOYATh MPOTHBOTPEMATOMHBbIE CpencTBa. llomxomsiiue
POTHBOTPEMATOIHbIE CPENCTBA BKIIFOYAOT (HO HE OTPAHUYMBAIOTCS TOJBKO UMH) MHPALIUIBL,
Takue Kak MUpaiit D 1 MupacaH, mpasuKBaHTEN, STICUIIPAHTEN, KJIOHA3€EMaM U €ro 3-MeTUJIbHOE

MPOU3BOAHOC, OJTUIIPA3, JYKAHTOH, THUKAHTOH, OKCAMHHUXWH, aMOCKaHAaT, HUPUIA30JI,
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HUTPOKCHHUJI, pa3in4dHble OUC(HEHOTbHBIE COEIMHEHHS], H3BECTHDIE B TAHHON 00JaCTH TEXHUKH,
BKJIFOYAsl reKcaxyiopodeH, OUTHOHOJ, OUTHOHON CyJIb(OKCHI M MEHUXJIO(]OJaH; pa3iuvHbIe
CAMIMIAHWINAHBIE COCOMHEHUS, BKJIIOYas TpUOpOMCasaH, OKCHKJIO3aHH[, KIHOKCAHUI,
padokcanun, OpoTuanun, OpPOMOKCAHWUI W KIIOCAHTEN, TpPUKIaOeHma30s, auaMpeHeTus,
KJIOPCYJIOH, T€TOJINH M YMETHH.

IIpoTHBOLIECTONHBIE COENUHEHHS TAaKXKe€ MOJKHO IPEUMYIIECTBEHHO MPHMEHSTh C
npernapaTax 3aMeIJIeHHOTO BBICBOOOXKIEHHS IO HACTOSLIEMY H300PETEHHIO, BKIIOYas (HO He
OTPaHUYMBASCh TOJIbKO MMH) MpPA3HKBAHTEN, SICHIPAHTEN M aPEKOJUH B BUAE PAa3IMYHBIX
coJielt, OyHAMHUIMH, HUKJIO3aMU1, HUITPOCKAHAT, MAPOMOMHIIMH U TapoOMOMHLIUH 1.

B npyrux BapuaHTax OCYLIECTBIEHHs, MPErnaparbl 3aMEIJICHHOTO BbICBOOOXKIEHHS IO
HACTOSIIEMY M300pPETEHHI0 MOTYT BKJIIOYATh APYTrHe ACHCTBYHOIIME BelecTBa, 3(pdexkTuBHbIe
NPOTHB WIEHHUCTOHOTUX Mapa3uToB. lloaxonsimue NefcTBYIOIINE BELIECTBAa BKIIOUYAIOT (HO He
OTPAaHUYMBAIOTCS TOJBKO wuMH) OpomuukieH, xjopaan, JJT, »sHaocynbdaH, JIUHOAH,
MeTokcuxjiop, TokcadeH, Opomodoc, Opomodoc-atun, kapbodenornon, xnopdensundpoc,
xynoprupudoc, KPOTOKCU(OC, HHUTHOAT, TUA3UHOH, IUXJIOPEHTHOH, IHU3MTOAT, IHOKCATHOH,
stuoH, ¢amdpyp, ¢enutpotuoH, ¢entuoH, ¢ochmupar, unomodendoc, MamaTHOH, HAIEN,
docanon, docmer, ¢okcum, mnpomneramPpoc, poHHEN, CTHPO(OC, ANIETPUH, IUTAJOTPUH,
LIUTIEPMETPUH, AeIbTaMeTPUH, PpeHBanepaT, QIyLIUTPUHAT, TIEPMETPHH, (PEHOTPHH, TUPETPHHBI,
pecMerpuH, OeH3unOeH30aT, IOUCYAbGUA  yriepona, KpOoTaMuToH, audayOeH3ypoH,
mudeHnIaMus, AucynbpupaM, H3000PHUITHOLMAHATOALETAT, METPOINpPEH, MOHOCYJIb(pHpam,
MUPEHOHWIOYTOKCH, POTEHOH, TpU(EHIIONOBa anerar, TpudeHunonosa ruapokcun, JOTA,
aumetungTaiar, " COEIMHEHUS 1,5a,6,9,9a,9b-rexkcarunpo-4a(4H)-
mubensodypankapbokcanpaernny  (MGK-11),  2-(2-stmnrekcun)-3a,4,7,7a-rerparunpo-4,7-
merano- 1 H-m3ounnon-1,3(2H)anon (MGK-264),  aunponun-2,5-nmupuanHIuKapOOKCHIaT
(MGK-326) u 2-(oxtunruo)stanon (MGK-874).

AHTHNapa3uTapHOE CPEACTBO, KOTOPOE MOKHO KOMOWHHPOBATH C H30KCA30JUHOBBIMU
COCOMHEHUSIMH B TpenapaTax 3aMeNeIeHHOTO BBICBOOOXKIEHHSI IO HACTOSIEMY H300PETEHHIO,
MOJKET MPENCTABIATh COOOW OMOJOTMYECKH aKTUBHBIA MENTHA WM OENOK, BKIIOUas (HO He
OTPaHUYMBASCh TOJBKO HMMH) JENCHIICNITUABL, KOTOpble padoTalOT B HEHPOMBIIIEYHOM
COEOMHEHUH MOCPEACTBOM CTHMYJIHPOBAHUS MPECHHANTHYECKHX PELIETITOPOB, MPHUHAJIEIKAIINX
K CEMEHCTBY CEKPETHHOBBIX PELIENTOPOB, YTO MPHUBOIAHUT K Mapajndy M CMEPTH Napasutos. B
OIIHOM BapUaHTe JMACTICHUMENTHAA, IENCUMENTHA NPEACTaBsieT coOol sMonencun (CMOTPH
Willson et al., Parasitology, Jan. 2003, 126(Pt 1):79-86). B npyrom BapuaHTe IeTCUIENTHIA,
nernicunentuy npeacrassier codoit PF1022a wnu ero mpou3BogHoe.

B nmpyrux BapuaHTax OCYILNECTBJICHMs, HHBELUPYEMBIE NPENapaTbl 3aMeIJIEHHOTO
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BBICBOOOXK/IEHHS MO0 HACTOSIIEMY H300PETEHHI0 MOTYT BKIJIIOUATh ACHCTBYIOIIEE BELIECTBO M3
HEOHHKOTHMHOMIHOIO Kjacca MeCcTUIHAOB. HEOHWKOTHHOWIBI CBSI3BIBAIOT M HHTHOHPYIOT
cnenn(UIeckne HHUKOTHHALIETUIXOJIMHOBBIE PELENTOpbl HACeKOMbIX. B OmHOM BapuaHTe
OCYILIECTBJIEHHs, = HEOHUKOTUHOMIHOE  WHCEKTHLIHIHOE  CPEINCTBO, KOTOPOE  MOXKHO
KOMOWHUPOBaTh C HW3OKCA30JHMHOBBIM COCAMHEHHEM C O0Opa30BaHHEM HHBELHPYEMOTO
mpernapara 3aMeIJIEHHOTO BICBOOOKIACHMUSI TI0 HACTOSIIEMY H300pPETeHHIO, TIPEACTABIISIET COO0MH
UMHUAKIONpUA.  VIMUAAKIONpHUI — SIBJISETCS  XOPOIIO  W3BECTHBIM  HEOHMKOTHHOWIHBIM
NEUCTBYIONIUM BEIIECTBOM U TPEACTABNISAET COOOW KJIFOYEBOW AKTUBHBIM HWHIPEIUEHT B
MApasUTHIUIHBIX TPOAYKTaX U MeCTHoro mpumenenus Advantage®, Advantage® II, K9
Advantix® u K9 Advantix® II, peamusyembix kommanueii Bayer Animal Health, u B
MEepOpaIbHOM MSTKOM keBaTeibHOM mpernapare Advantus™ ot Piedmont Animal Health.
CpencTBa U3 maHHOTO Kjacca onucaHbl, Hanpumep, B mateHTe CIIIA No 4,742,060 unu B EP 0
892 060.

B nmpyrom BapmaHTe OCYINECTBJICHUS, HWHBELHPYEMbIE IpernapaTbl 3aMeIJIEHHOTO
BBICBOOOXKIEHHs] IO HACTOSIIEMY H300PETEHHIO MOTYT BKJIOUaTh HHUTEHIHpPAM, Ipyroe
JEWCTBYIOIEe BEIIECTBO W3 HEOHWKOTMHOMAHOTO Kjacca MecTHUuAoB. HuTeHmupam umeer
U300pAKEHHYI0 HIDKE XUMHYECKYI) CTPYKTYpPY U SIBJISIETCS AKTUBHBIM HWHTPEIHEHTOM B

npoaykre st nepopainbHoro BBeneHuss CAPSTAR™ Tablets, peanu3yeMoM KOMITaHUeH

Cl _N
)
= ﬁ%\NOg
HN

Hurtennupam sBisieTcss aKTUBHBIM CPEACTBOM MPOTHB B3POCHBIX ocobelt Onox mpu

Novartis Animal Health.

€KEIHEBHOM BBEICHHUU IIOCPENCTBOM mepopanbHOil Tabnerkn. Hwurenmupam pabotaer
MOCPENCTBOM HApyLIEHHss HOPMAJbHOH HEPBHOW TPAHCMHUCCHUH W TPHUBOJUT K CMEPTH
HacekoMoro. Hutennupam oOnamaer oOdeHb OBICTPBIM HA4ajJoOM JACHCTBUS TPOTHUB OJIOX.
Hampumep, CAPSTAR™ Tabets HaunHArOT CBOe BO3eiicTBHE Ha 00X B TeueHue 30 MHUHYT
NIOCJIe BBEIEHUS U MPEIHA3HAYEHBI ISl MPIMEHEHUs OUH pa3 B JeHb. OQHAKO, aKTUBHOCTD IS
HUTEHIIMPaMa HM3BECTHA TOJBKO B Cilydae MEPOPAJbHOrO BBEIACHHSI B KayeCTBE CHUCTEMHOTO
MapasuTHIIHOTO cpeacTra, kak B ciiyuae CAPSTAR™ Tablets.

B HekoTOpBIX BapuaHTax OCYIIECTBICHHs, MHCEKTULUAHOE CPEICTBO, KOTOPOE MOKHO
KOMOHWHHUPOBATH C MpernapaTaMi 3aMeJIEHHOTO BBICBOOOXKIACHHUS 110 HACTOSIIEMY H300PETEHHIO,
MpencTaBisieT cobol ceMukapOa3oOH, TAKOW Kak MeTa(IyMH30H.

B npyrom BapmaHTe OCYINECTBJIEHUS, NMpemnaparbl 3aMeJIEHHOrO BBICBOOOKICHHUS IO
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HACTOSIIIEMY  W300peTEeHHI0  MPEeNNoOYTHTEbHO  MOTYT  COAepaTh  KOMOWHAIIUIO
W30KCA30JIMHOBBIX COCIUHEHU, W3BECTHBIX B NAHHOU oOnactu. Takwe akTHUBHBIC CPENCTBA
omucanbl B jJokymMeHtax WO 2007/079162, WO 2007/075459 u US 2009/0133319, WO
2007/070606 u US 2009/0143410, WO 2009/003075, WO 2009/002809, WO 2009/024541, WO
2005/085216 u US 2007/0066617 u WO 2008/122375, xoTOpbIe BCE TOJHOCTHIO BKJIIOUEHBI B
HACTOSIIIUH TEKCT MOCPEICTBOM CCHIIKH.

B npyrom BapuaHTe OCYUIECTBJICHHS HACTOSINETO W300peTEeHUs, HOIYJIHCIIOPOBYIO
KUCJIOTYy U €€ TPOU3BOAHBIE (KJIaCC W3BECTHBIX AaKAPUIMIHBIX, MPOTUBOTECIbMHUHTHBIX,
AHTUMAPASUTHYECKUX W HWHCEKTHIHMIHBIX CPEJICTB) MOXKHO JOOAaBISATH B MpenapaThl
3aMENJICHHOTO BBICBOOOKIEHHS MO HacTosmeMy wu3o0pereHnto. JlaHHbIE COENUHEHUs
NPUMEHSIFOT JJIsl JICYeHHUs] WiId NpOoQUIaKTUKH WHQEKUHWH y JIIoaed W SKUBOTHBIX, U OHHU
omucaHbl, Hampumep, B mareHtax CIIA Ne 5,399,582, 5,962,499, 6,221,894 u 6,399,786,
KOKABIH M3 KOTOPBIX TMOJIHOCTHIO BKJIIOUEH B HACTOSIIMN TEKCT MOCPEACTBOM CCBUIKH.
IIpenapaTbl MOTYT BKJIFOUATh OJHO WJIH OOJIbINE U3 U3BECTHBIX MPOU3BOIHBIX HOMYJIHUCIOPOBOM
KHUCJIOTBI, BKJIIOHUAsi BCE CTEPEOU3OMEpPHI, TaKUE KaK OMUCAHHBIC B MPOLUTHPOBAHHBIX BHIIIE
MaTeHTax.

B npyroMm BapmaHTe OCYINECTBIIEHUS, MPOTHBOTEIIbBMUHTHBIE COCOUHEHHS U3 Kjacca
amuHoaneToHUTPWIOB (AAD), Takwme kak MoHenmaHnten (ZOLVIX) u Tm, MOXHO
KOMOMHHUPOBATH C MpenapaTaMu 3aMeJICHHOTO BBICBOOOKICHUS 1O HACTOSIIEMY HU300PETEHHUIO.
JlaHHble coemuHeHUs onucaHbl, HampuMmep, B WO 2004/024704 u narenre CIIIA Ne 7,084,280
(BKITFOUEHBI TIOCPENCTBOM cChUTkM); Sager et al.,, Veterinary Parasitology, 2009, 159, 49-54;
Kaminsky et al., Nature vol. 452, 13 March 2008, 176-181.

Komnosunmu mo HacTosimeMy H300pPETeHHIO TaK»Ke MOTYT BKJIFOYATh apUIIOa30J-2-Hil
[IMaHOATHIIAMUHO-COEAMHEHNs, Takhe Kak onrcaHabie B mateHte CIIIA Ne 8,088,801, BroimanHOM
Soll et al., momHOE coneprkaHue KOTOPOTO BKIIIOYEHO B HACTOSIIUNA TEKCT TOCPEICTBOM CCBUIKH,
¥ THOAMUHBIE POU3BOIHBIE JAHHBIX COENMHEHUH, Kak onrcaHo B marente CIIIA Ne 7,964,621,
KOTOPBIN BKJIFOUEH B HACTOSLIUN TEKCT MOCPEACTBOM CCBLIKH.

HUubenmpyembie  mpemapaThl  3aMeNJICHHOTO  BBICBOOOXKIEHHUS MO  HACTOSIIEMY
U300pETEeHUI0 TaKXKe MOKHO KOMOWMHUPOBATH C MaparepkBaMHUIHBIMH COENUHEHUSMU U
NPOM3BOIHBIMU 3THX COeNWHEeHWH, Bkirodas nepksanten (cm Ostlind et al., Research in
Veterinary Science, 1990, 48, 260-61; u Ostlind et al., Medical and Veterinary Entomology,
1997, 11, 407-408). CemelicTBO nmaparepkBaMUIHBIX COSAMHEHUH SIBIISIETCS] H3BECTHBIM KJIACCOM
COENWHEHUH, KOTOpble COAEpkKAaT  CHUPOJUOKCEMMHOUHAONBHOE  sApo, obnagarornee
AKTUBHOCTBIO B OTHOLIEHHWH OIpeneNeHHbIX mnapasutoB (cm. Tetr. Lert. 1981, 22, 135; J.

Antibiotics 1990, 43, 1380, u J. Antibiotics 1991, 44, 492). Kpome TOro, CTPYKTYpHO
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POICTBEHHOE CEMEHCTBO MapK(pOPTHHOB, Takux Kak MapkgopTuasl A-C, Takke HU3BECTHO H
MO’KET KOMOMHHMPOBATHCS C MpernaparaMy Mo HacrosimeMy uzobperernto (ecm. J. Chem. Soc. —
Chem. Comm. 1980, 601 u Tet. Lett. 1981, 22, 1977). JlomonHUTENbHYI0 HH(GOPMALUIO MO
MPOU3BOJHBIM MAaparepkBaMHUIOB MOKHO HaiTh, Hampumep, B WO 91/09961, WO 92/22555,
WO 97/03988, WO 01/076370, WO 09/004432, natenre CIIIA Ne. 5,703,078 u marenre CIIIA
Ne. 5,750,695, nmonHoe comepkaHHE KaXAOrO M3 KOTOPBIX BKJIOUYEHO B HACTOALIUN TEKCT
MOCPEACTBOM CCBLIKH.

B npyrom BapuaHTe OCYINECTBJICHHS HACTOSINErO H300PETEeHHUs, KOMITO3UIMU MOTYT
BKJIFOYATh  JEHCTByIOINEE  BEIIECTBO  CIMHO3WH,  BbIpabaThlBa€MO€  TOYBEHHBIMH
akTHHOMULeTaMu Saccharopolyspora spinosa (cm., Hanpumep, Salgado V.L. and Sparks T.C,,
“The Spinosyns: Chemistry, Biochemistry, Mode of Action, and Resistance” B Comprehensive
Molecular Insect Science, vol. 6, pp. 137-173, 2005), unu MoJyCHHTETUYECKOE CITMHO3WHOBOE
neiicTeyromee BemecTBo. CTMHO3MHBI OOBIYHO HA3BIBAIOT (PAKTOPAMH UJIM KOMIIOHEHTaMHU A, B,
C,D EF GHIJKULMNOUP QR S T, UV, Wum Y, umoObe U3 3THX
KOMIIOHEHTOB, HWJIM HX KOMOWHALMS, MOTYT NPUMEHSTHCS B KOMIIO3ULIMAX IO HACTOSILIEMY
n3o0pereHno. CIMHO3MHOBOE COCMHEHNE MOJKET MPEACTABIATh COO0H 5,6,5-TPULIUKIHYECKYIO
CUCTEMY, CKOHIEHCHPOBAHHYIO C 12-ujieHHBbIM MaKpOLMKJINYECKHUM JIAKTOHOM, HENTpajbHbIM
caxapoMm (pamMHO3a) ¥ aMUHO-caxapoM ((opo3aMuH). ITH U Ipyrue MPUPOIHbIE CTUHO3UHOBBIC
coennHeHus, BKIrouas 21-OyreHns CMHO3MH, BeIpadaTeiBaeMblil Saccharopolyspora pagona,
KOTOPBIE MOTYT IIPUMEHSITHCS B KOMITO3ULIHSIX IO HACTOALIEMY M300pPETEHUI0, MOYKHO MOJYYHTh
(epMEeHTaTUBHBIMH METOAAMH [0 H3BECTHBIM B MHaHHON oOmactu Mertoamkam. Jlpyrue
CIIMHO3MHOBbIE COEAMHEHUs], KOTOPble MOTYT MPUMEHSTHCS B KOMIIO3ULUAX MO HACTOALIEMY
uzobperenuro, omucanbl B marentax CIIIA No 5,496,931; 5,670,364; 5,591,606, 5,571,901,
5,202,242; 5,767,253, 5,840,861; 5,670,486, 5,631,155 u 6,001,981, nonHoe conep>kaHue
KaXXJ0TO0 U3 KOTOPBbIX BKJIOYEHO B HACTOSALIMI TEKCT MOCPEACTBOM CChUIKU. CIMHO3MHOBBIE
COEIOMHEHHUSI MOTYT BKJIIOYAaTh (HO HE OTPAaHUYHMBAIOTCS TOJIBKO UMH) CIIMHO3UH A, CIIMHO3UH D,
CIMHOCAJ, CIIMHETOpaM WM UX kKomOuHanmio. CrimHOCan MpencTaBisieT coOOH KOMOWHAIHIO
CIMHO3MHA A ¥ crinHO3WHA D, a ciuHeropam npencrasisier co60i kKoMOMHAIHIO 3’ -3TOKCH-S,6-
OUTHAPO CUHO3MHA J 1 3’-3TOKCH criMHO3WHA L.

B uenomM, pomosHUTENbHOE JEICTBYIOLEE BEINECTBO BKJIIOUEHO B IpenapaTsl
3aMEUIEHHOTO BBICBOOOXKIIEHHSI 10 HACTOSIIEMY M300pPETeHHI0 B KoJaudecTBe OT mpumepHo 0,1
MKT 10 npumepHo 1000 mr. bosee 4acTo, HONMONHUTENBHOE NEHCTBYIOLIEE BEIIECTBO MOXKET
BXOJWTh B COCTAB B KoJaudecTse OT npuMepHoO 10 mkr no npumepHo 500 mr, oT npuMmepHo 1 mr
1o npumepHo 300 mr, ot npumepno 10 mr o npumepno 200 mr, unu ot npumepHo 10 mr no

npumepHo 100 mr.
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B npyrux BapuaHTax OCYINECTBJICHHS HACTOSILIEro HM300peTeHMs], IOTOJHUTENBbHOE
JEHUCTBYIOLIEE BEIECTBO MOXKET OBITh BKJIFOUEHO B KOMITO3HIIMIO B TAKOM KOJHMYECTBE, YTOOBI
obecrieunTh NO3UPOBKY OT MPHUMEPHO 5 MKI/Kr no mpumepHo 50 mr/kr Beca >kuBoTHOro. B
APYrUX BapUAHTax OCYILNECTBJICHUs], TOMOJHUTEIBHOE NEUCTBYIOIIEE BEIECTBO MOXKET BXOAUTh
B KOMITO3ULIMIO B KOJIMUECTBE, NOCTATOYHOM JUIsi oOecredeHus N03UpoBKH OT npumepHo 0,01
Mr/kr 1o npuMepHo 30 mr/kr, ot npumepro 0,1 Mr/kr 1o npumepHO 20 MI/KT, WK OT IPUMEPHO
0,1 mr/kr mo mpumepro 10 MI/Kr Beca >KMBOTHOro. B Apyrux BapHaHTax OCYLIECTBJICHHS,
JOTNOJIHUTENIbHOE ACUCTBYIOLIEE BEIECTBO MOKET MPUCYTCTBOBATh B IO3UPOBKE OT MPUMEPHO 5
MKI/Kr 1o npumepro 200 Mxr/kr, nim ot nmpumepHo 0,1 mr/kr mo mpumepHo 1 Mr/kr Beca
JKUBOTHOTO. B IpyroM BapHaHTe OCYIIECTBJIEHHUsS] HACTOSIIErO M300pPETEeHUs], NOTOJHUTEIbHOE
JEWCTBYIOLIEE BEIECTBO MPHUCYTCTBYET B JO3UPOBKE OT mpumepHo 0,5 mr/kr go mpumepno 50
MT/KT.

B ongHOM BapmaHTe OCYIIECTBIIEHHs, Tpenaparbl 3aMeIJICHHOTO BBICBOOOXKIEHHS TIO
HACTOAIEMY H300PETeHUI0, KOTOpble COAEp:KaT II0 MEHbIIeil Mepe H30KCa30JHHOBOE
IEWCTBYIOLIEe BEIIECTBO, (hapMALEBTHUECKH TPUEMIIEMBbIH TIOJMMEP M  PacTBOPHUTEID,
HEOXXHUJIAHHO MoKa3anu cedst cTabuibHBIMU U 3(PPEeKTHBHBIMI B OTHOIIEHHH LITUPOKOTO CIIEKTPa
SKTOMAPA3UTOB, M BO3MOXKHO TaKXe OSHIOMAPA3UTOB, €CIU B COCTaB BXOAUT JAPYyroe
JNEHCTBYIOILEE BELIECTBO, B TEYEHHUE NPOJOJDKUTENBHOIO NEpUOJa BPEMEHHM, HalpUuMep,
nepuona oT Ttpex (3) mo nmeeHamnatu (12) MecsieB, MPU 3TOM IEMOHCTPUPYS MPEBOCXOIHBIE
CBOWCTBA B OTHOLIEHUH MECTAa UHBEKLINH.

Jlo3upoBaHHble (OPMBI MOTYT conepkarb OT mpuMepHo 0,5 Mr o mpuMepHO 5 T
KOMOWHAIIMK JIeHCTBYIOIIMX BellecTB. bojee THMMYHO, KOJIMYECTBO AEHCTBYIOIIETO BELIECTBA
(BeImecTB) B KOMIIO3ULUAX 110 HACTOSIIEMY HM300PETEHHIO COCTAaBIIIET OT MpUMepHO | Mr mo
npuMepHo 3 r. B npyrom BapuaHTe OCYINECTBJIEHHUs, KOJUYECTBO AEHCTBYIOLIErO BEIIECTBA
(BemecTB) B KOMMO3ULUSAX COCTaBisieT OT mpumepHo 20 Mr no mpumepHo 3 1. B apyrom
BAapUAHTE OCYLIECTBJICHUS, KOJINYECTBO JEHCTBYIOILIErO BELIECTBA (BewrecTs),
MPUCYTCTBYIOIIEr0 B KOMIO3ULUAX, COCTaBJsieT OT npuMepHo 20 Mr n0 ONpUMEpHO 2 I, OT
npumMepHo 20 Mr no npumepHo 1,5 r, minu ot npumepHo 20 mr go mpumepHo 1 r. B mpyrux
BAPHAHTAX OCYIIECTBJICHHUS, KOJUYECTBO ACHCTBYIOLIETO BEIIECTBA (BEIIECTB) B KOMIIO3HMLIUSX
cocTasisieT oT npuMepHo 20 mr 1o npumepHo 500 mr, ot npumepHo 30 Mr 1o npumepHo 200 mr,
unu ot npumepHo 50 mr po npumepno 200 mr. B gpyrom BapuaHTe OCYLIECTBJIEHUS,
KOJINYECTBO JACWCTBYIOIIErO BeIecTBa (BEINECTB), NPUCYTCTBYIOLIEr0O B KOMIIO3MLUSX,
cocTasJjsieT OT npuMepHO 50 Mr 10 mpuMepHO 2 I, OT npuMepHO 50 Mr 10 npumepHo 1 r, unu ot
npumepHo 50 mr no mpumepno 500 mr. B apyrom BapuaHTe OCYLIECTBJIEHHUS HACTOSLIErO

n300peTeHNs], KOJIMYECTBO IEHCTBYIOIIErO BeIecTBa (BEIIECTB) COCTABIsET OT mpumepHo 100
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MI 10 OpuMepHO 2 r, oT npuMmepHo 100 mr go mpumepno 1 r, win ot mpumepno 100 mr mo
npumepHo 500 mr.

B npyrom BapmaHTe OCYIIECTBICHHS, KOJHMUECTBO NEHCTBYIOLIETO BEINEeCTBA (BEIIECTB)
COCTaBJIsIeT OT NpuMepHO 1 mr 1o npumepHo 500 Mr AEACTBYOLIEro BELIECTBA, OT NPUMEPHO 1
mr 10 npumepHo 100 mr, wnmn ot mpumepno 1 mr go mpumepno 25 mr. B apyrux BapuaHTtax
OCYLIECTBJICHUs], KOJUYECTBO ACHCTBYIOINErO BELIECTBA, MPUCYTCTBYIOIIETO B KOMIIO3HULIHY,
cocTasjsieT oT npuMmepHo 10 mr ot npumepHo 50 mr, unu ot npuMepHo 10 mr 1o mpumepno 100
Mr. B npyrux BapuaHTax OCYLIECTBJIEHHUs, KOJUYECTBO JEHCTBYIOLIErO BEILIECTBA,
MPUCYTCTBYIOIIETrO B KOMIIO3ULIMHU, COCTaBJsAeT OT npumepHo 50 mr no npumepHo 200 mr, ot
npumepHo 100 mr mo mpumepno 300 mr, ot npumepno 100 mr go nmpumepHo 400 mr, ot
npumepHo 200 mr mo mpumepno 500 mr, ot nmpumepno 300 mr go npumepHo 600 mr, oT
npumepHo 400 mr no npumepHo 800 mr, unu oT npuMepHO 500 mr no npumepHo 1000 mr.

KoMmno3nnmyn mno HacrosimeMy H300pETeHHIO TOTOBST CMEIIMBAHUEM HaIJIeKaIuX
KOJINYECTB JCHCTBYIOIIHNX BEIIECTB, (papMalleBTUYECKU MPUEMIIEMOTO TIOJIMMEPa, PACTBOPHTEIIS

U, HeoOs3aTeNlbHO, AaHTHOKCUIAHTa, (apMaleBTUYECKH MpHEeMJIeMON J00aBKM  W/WiH

BCIIOMOTaTEIbHOTO BEIeCTBA, C IOJy4EeHHEM IIperapara Mo HacTosimeMmy uzodpereHmo. B
HEKOTOPBIX BAapUAHTAX OCYLIECTBJIEHHs, MpPENapaTbl MO HACTOSIIEMY H300PETEHHIO MOXKHO
MOJIYYHUTh COTJIACHO METOJIUKAM MPHUTOTOBJICHUS TAKUX (OPM, OTIMCAHHBIM B OOIIEHU3BECTHBIX B
TaHHOH O0JacTH MCTOYHMKAX, Hampumep, B padbore Remington — The Science and Practice of
Pharmacy (21°" Edition) (2005), Goodman & Gilman’s The Pharmacological Basis of
Therapeutics (11™ Edition) (2005) u Ansel’s Pharmaceutical Dosage Forms and Drug Delivery
Systems (8" Edition), edited by Allen et al., Lippincott Williams & Wilkins, (2005).

Cnoco0bl JieueHust

B nmpyrom acnekTe HacTOsINEro M300pETeHHUs, OMUCAH CIOCOO MPEAOTBPALICHUS WM
JIeYeHUs] Tapa3suTapHOi wH(EKIun/3apakeHuss y SKUBOTHOTO, BKIIIOYAIOIINN BBEICHUE
JKUBOTHOMY HHBEIUPYEMOrO TMperapara 3aMeIEeHHOTO BbICBOOOIKIEHHUS, COJMEPIKAIIETO
3¢ (hEKTUBHOE KOJHYECTBO IO MEHbBIIEH Mepe OIHOTO0 H30KCAa30JJMHOBOIO COEMUHEHMS,
(apMareBTHUECKH TNPUEMIIEMBbIH TOJMMEP M pacTBOpuUTenb. llpemapaTel MO HACTOSIIEMY
u300peTeHnI0  O0NamaroT IIUTEeNbHONH 3()()EeKTUBHOCTHIO B OTHOIIEHWH SKTOMAPa3UTOB
(marmmpumep, OyoX W Kiemied), ¥ B HEKOTOPBIX BapHAHTaX OCYINECTBICHUS, B KOTOPBIX
KOMITO3HMLIMH BKJIIOYAIOT AOTOJHUTEIBHOE JEHCTBYIOIIEe BELECTBO, OHU MOTYT Takke 00J1a1aTh
AKTUBHOCTBIO B OTHOHICHUH SHAOIMAPA3UTOB, MOPAXKAIINX KHUBOTHBIX.

B omHOM BapuaHTe OCYHIECTBIIEHHS HACTOSINEr0 H300pETEHHs, OIMUCAHBI CIOCOOBI
JICUCHUSA WKW NOpPEAOTBpallCHUA HapaSI/ITapHOI\/'I I/IH(beKLII/II/I WM 3apakC€Hud 'y AJOMAIIHHUX

JKUBOTHBIX, BKJIFOUANOIIUE BBCACHUC KHMBOTHOMY HWHBCHUPYCEMOIO Ipernapara 3aMCAJICHHOTO
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BBICBOOOXKIEHHs], coaep:kamero 3(pQpeKTUBHOE KOJUYECTBO II0 MEHBbIIEH Mepe OJHOTro
H30KCAa30JIMHOBOTO AEWCTBYIOLIETO BEINECTBA. JKTOMAPA3UThl, B OTHOIIEHWH KOTOPBIX
3¢ eKkTUBHBI CcOCOObBI M KOMIIO3ULIUHM IO HACTOSILIEMY H300PETEeHHIO, BKJIIOYAIOT (HO He
OTPaHUYHMBAIOTCS TOJIBKO MMHU) OJIOX, KJIeIIel, 3yiHel, KOMapoB, MyX U BIIeld. B HeKOTOpbIX
BAPHAHTAX OCYIIECTBJIEHUs, KOT/Ia MPEenapaThl M0 HACTOSIIEMY H300PETEHUIO BKIFOYAIOT OJIHO
wid OOJbIIe JOTIOJHUTENbHBIX JEHCTBYIOIIMX BEIIECTB, KOTOPbIE AKTUBHBI B OTHOIIEHUH
BHYTPEHHUX Iapa3HTOB, ONHCAHHBIE KOMITO3UIMUA U CHOCOOBI IO HACTOSIIEMY H300pETeHHIO
MOTYT Takxke OOJjamaTh AKTUBHOCTBIO B OTHOIIEHWH OJHIONAPA3UTOB, BKJIIOUas (HO He
OTPaHUYMBASCh TOJBKO MMH) LECTOIbl, HEMATOIbl, AHKWJIIOCTOMBI W KpYIJIbIE YEPBH U3
MUIIEBAPHUTEIBHOTO TPAKTA KMBOTHBIX U YEJIOBEKA.

B onHOM BapmaHTe OCYIIECTBICHMS JIEUEHHs] OT OKTOMAPAa3UTOB, SKTOMAPA3UTHI
NPEACTABISIIOT COOOM OAHO MM OOJbIIe HACEKOMBIX, WM IayKoOOpa3HbIX, BKJIIOYAs
npencrasuteneii ponos Ctenocephalides, Rhipicephalus, Dermacentor, Ixodes, Amblyomma,
Haemaphysalis, Hyalomma, Sarcoptes, Psoroptes, Otodectes, Chorioptes, Hypoderma,
Damalinia, Linognathus, Haematopinus, Solenoptes, Trichodecte w Felicola.

B ngpyrom BapuaHTe OCYLIECTBIIEHHs JIEYEHHS OT SKTOIMAPA3HTOB, SKTOMAPA3UTHI
npuHagnexkatr k pomam Ctenocephalides, Rhipicephalus, Dermacentor w/unmu Ixodes.
[ToxBepraromuecst JEUSHHIO SKTOMAPA3UTHI BKIIOYAIOT (HO HE OTPaHUYMBAIOTCS TOJIBKO HMH)
Onmox, kiemel, 3yAHEW, KOMapoB, MyX, BINEH, MSICHBIX MyX H WX KOMOHWHaruu. YacTHbie
NPUMEPHI BKIFOYAOT (HO HE OTPaHMYMBAIOTCS TOJBKO MMH) OJIOX coOaK M KOIIEK (BUABI poAa
Ctenocephalides, Taxue xax Ctenocephalides felis, Ctenocephalides canis v 1.11.), knemei (BUIbI
pona Rhipicephalus, Ixodes, Dermacentor, Amblyomma w 1.11.) n 3ynHe#t (Buabl pona Demodex,
Sarcoptes, Otodectes u 1.11.), Biiei (Buasl pona Trichodectes, Cheyletiella, Linognathus v T.1.),

koMapoB (Bunel pona Aedes, Culex, Anopheles v T.11.) 1 Mmyx (Buns! poga Haematobia, Bxiarouas

Haematobia irritans, Bunsl poga Musca, Stomoxys, Bkirodas Stomoxys calcitrans, BUnsl pona
JloToTHUTEIbHBIE TPUMEPBI SKTOMAPA3UTOB BKIOYAIOT (HO HE OTPAaHUYUBAIOTCS TOJIBKO

umMH) knewmedl n3 poma Rhipicephalus, B ocobeHHOCTH BHUABI microplus (KONbYaThIA KJIELT),

', MUa3bl, Takue kak Dermatobia hominis (u3BecTHbIH B bpasmmm kak

Berne) u Cochliomyia hominivorax (3eneHasi majalbHULIA), OBEYbH MHa3bl, Takue Kak Lucilia
sericata, Lucilia cuprina (w3BectHbl B ABcTpanuu, Hosoit 3enanmun u FOxuaOl Adpuke kak
blowfly strike), HacTosiue MyXH, a UMEHHO TaKHe, Y KOTOPBIX B3POCIHble 0COOU MPENCTABIISIOT
coOoli mapa3uToB, Takue kak Haematobia irritans (Manasi KOpOBbSI JKUTANKa) U Somoxys
calcitrans (>xuranka OObIKHOBEHHAs); BIIW, TaKHe Kak Linognathus vituli v T.11..; U 3yIHYU, TaKue

Kak Sarcoptes scabiei n Psoroptes ovis. IlpuBeneHHbIN BbILIE CHHCOK HEMNOJHBIN, W Ipyrue
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SKTOTAPA3UThl XOPOILIO U3BECTHBI B JAHHOM OOJIACTH KaK BPEIHBIC M OMACHBIE JJISI )KUBOTHBIX U
moaei. OHU BKIIIOYAIOT, HAPUMeEp, TMUUHKU MUTPUPYIOIIUX IBYKPBUIBIX.

B HekoTOphIX BapuaHTaX OCYILIECTBICHHsS HACTOSINEro H300pPETeHUs, KOMIO3HLHUIO
MO’KHO TaK)K€ MPUMEHSTH JJIs JIEYEHUsS] OT HHAOMAPA3UTOB, TAKHX KaK IeJIbMUHTBI, BHIOPAHHbIE

U3 rpymmsl, cocrosituen us Anaplocephala, Ancylostoma, Necator, Ascaris, Capillaria, Cooperia,

Ostertagia, Toxocara, Strongyloides, Toxascaris, Trichinella, Trichuris, Angiostrongylus w
Trichostrongylus, cpenu npounx.

B onHOM BapuaHTE OCYIIECTBJICHHUS, B HACTOSAILIEM H300PETEHHM OIMUCAHBI CIOCOOBI
JIEUSHHs U TPEAOTBPALICHUS TAPa3UTAPHBIX UHPEKINH U 3apayK€HUH Y JKUBOTHBIX (IUKUX WIIH
JIOMAIITHNX), BKJIFOYAsl CEJNIbCKOXO3SHCTBEHHBIX MU KOMHATHBIX JKMBOTHBIX, TAKUX KaK KOLIKH,
colaku, Jomaay, NTULBI (BKIFOYAst Kyp), OBIBI, KO3bl, CBHHbU, OJICHH, WHAEHKH W KPYITHBIHA
porartblii CKOT, UMesl LebI0 M30aBIeHNE YKAa3aHHBIX JKUBOTHBIX-XO0351€B OT Mapa3uTOB, IHUPOKO
BCTPEYAOLITUXCS Y TAKUX SKUBOTHBIX.

B onHOM BapmaHTe OCYIIECTBIICHHS, B HACTOSIIEM H300pETEHHM OIMUCAHbI CIOCOOBI U
KOMIO3ULIUK ISl JIEYEHUs] WM TPEAOTBPALICHUS Mapa3UTAPHBIX MHPEKIMHA U 3apakeHuHd Y
KOMHATHBIX JKUBOTHBIX, BKJIOUasi (HO HE OrpaHUYMBAsACh TOJBKO HMMH), KOWIEK U CODaK.
OmnucanHpie crnocoOBl U KOMIO3HLUU OCOOCHHO 3(PQPEKTHBHBI IS NPENOTBPALICHUS WIIH
JIeUSHHsI Tapa3UTaAPHbIX MHPEKIHH y KOIIeK U co0ak B BUAE OJOX U KIeei.

B npyrom BapuaHTe OCYIIECTBIECHHMS, CIIOCOOBI U KOMITO3ULMH TI0 HACTOSIIEMY
N300pETEHUI0 TPUMEHSFIOT JUIA JICUSHHsI WM MPENOTBPAINEHUS Mapa3HUTapHbIX WHPEKIHH U
3apakeHUH y KPYIHOrO pOraroro CKoTa wid oBell. llpu JeueHuH CerbCKOXO3SICTBEHHBIX
JKUBOTHBIX, TAKMX KaK KPYITHBIA POTATBhIA CKOT MJIM OBIIbI, ONMHUCAHHBIE CMIOCOOBI M KOMIO3ULIUU
ocobeHHo 3¢ dexTuBHbl TpoTHB Rhipicephalus (Boophilus) microplus, Haematobia irritans
(Manmast KpOBBSI JKUTAJKa), Stomoxys calcitrans (okurainka OOBIKHOBEHHAs), U OBEYBHX MHA3,
takux kak Lucilia sericata, Lucilia cuprina (m3BectHbl B Acrpanuu, Hosoil 3enmannuu u
Oxnoit Adpuke kak blowfly strike).

Tepmunbl “neyenne” WM “JNEYUTh TNPEAHA3HAYEHBI JUIsi OOO3HAYEHHUS BBENEHUS
npernapara 3aMeIJICHHOTO BBICBOOOKIACHHUS 10 HACTOSIIIEMY M300pETEHHIO JKUBOTHOMY, KOTOPOE
CTpajiaeT OT MapasUTapHON WH(EKIMH, JUII YHUYTOXKEHUS Mapa3sUTOB WM CHIDKEHUS YHCIa
Napa3uTOB, MNOPAKAKIINX JKUBOTHOE, TNoABepraeMoe JeueHuro. Crenyer OTMEeTHTb, HTO
KOMIIO3ULIUH TI0 HACTOSIIEMY M300PETEHHI0 MOKHO NMPHUMEHSTh ISl MPO(HUIAKTHKH TOAOOHOM
napasuTapHOH HHQpECTALIH.

TepmuHs! “nipenoTBpamary”’, “npeaoTBpalieHne” WiH “POPHUIAKTHKA  MPETHA3HAYCHBI

JJIA 0003HaYEHHS BBCACHUA IMperiapata 3aMEAJICHHOIO BbICBO60}KI[eHI/I$I o HacCToAIECMY
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n300pETEHUI0 KUBOTHOMY JI0 TOTO, KaK MPOSIBUTCS MAapa3sUTapHOE 3apaKEHHUE TN WHQPEKIHS,
9YTOOBI HE MPOMCXOIIIIO YKA3aHHOTO 3apasKeHUs MITH UH(EKIINH.

IIpemapatbl MO HACTOSIIEMY HM300PETEHHIO BBOISAT B MapasUTULUAHO 3(PQeKTHBHBIX
KOJIMUECTBAX, MPUNOAHBIX I YMEHbIIEHUs YHCIEHHOCTH KOHKPETHBIX IIapa3uTOB [0
TpeOyeMoil cTeneHH, Kak OMUCaHO HIbke. B kakaoM acmekre M300peTeHHs, COCTUHEHHS U
KOMIIO3ULIUH TI0 HACTOSIIEMY H300PETEHNIO MOKHO MPUMEHSTh POTHB OHOTO BUA MAPa3UTOB
WJIA IPOTHUB UX KOMOMHALIHH.

ITox TtepMuHOM “TpOoTHBOMApa3sUTapHO 3(PPEKTUBHOE KOJHUECTBO  MOHMMAIOT
KOJINYECTBO KOMITO3UIIMH O HACTOSIIEMY HW300PETEHHUI0, AOCTATOYHOE Uil YHUUTOXECHHS WJIH
CHIDKEHHsT KOJIMYECTBA MapasuTOB, 3apaKAOIIMX KUBOTHOE. B HEKOTOpBIX BapHaHTax
ocymecTBieHus, 3Q(EeKTHBHOE KOJUYECTBO AEHCTBYIOIIErO BEIIECTBA JOCTUrAET MO MEHbLIEH
mepe 70%-noH 3¢ddexktnBHOCTH (Y0 YMEHBIIEHHS B CPaBHEHHHM C KOHTPOJBHBIM OOpa3LOB)
NPOTHB 33JaHHBIX MapasuToB. B apyrux BapmanTtax ocyuiectieHus, 3Q(HEKTHBHOE KOJINIECTBO
JEeMCTBYIOLIEro BelecTBa JOCTUraeT o MeHblel Mepe 80%-Hoil, unu 1o meHseluel mepe 90%-
HOW 3(QQEeKTHBHOCTH TMPOTHB 3aJaHHBIX mapa3uroB. llpeamoururenvHo, 3((deKkTUBHOE
KOJIMUECTBO JAEHCTBYIOIErO BellecTBa AOCTUIaeT Mo MeHblled Mepe 95%-HOH, Mo MeHbluel
mepe 98%-noit mim 100%-Ho# 3pPEeKTHBHOCTH MPOTUB 3a1aHHBIX MMAPA3UTOB.

B uenowm, nocratounoii Oyner nosuposka ot npumepHo 0,001 mo npumepro 100 mr Ha Kr
BECa TeNa, B BUJE OJHOKPATHOM NO3bl WIM B BHUAE HECKOJBKUX Pa3[EJEHHBIX A03, B TCUCHHE
nepuosia BpeMeHHu oT 1 10 5 nHel, HO, pa3yMeeTcsi, MOTYyT ObITh CITy4aH, KOTAa IMOKa3aHel OoJiee
BBICOKHME WJIM HU3KHE MO3MPOBKH, U TaKHE CIydae TakKe BXOISIT B OOBEM HACTOSLIETO
uzobperenus. KpanmuUUUPOBaHHBIN CHEUANIUCT B JaHHOH oOjactu oOjamaeT HaBbIKAMU
omnpeneseHus KOHKPETHOIO PeXUMa JO3UPOBAHUS AJIs KAXKIOIO XO35MHA U Napa3uTa.

B HexoTOppIX BapuaHTax OCYLIECTBIEHUS MJis JOMAIIHMUX JKUBOTHBIX, JO3MPOBKa
M30KCAa30JIMHOBOIO JACWUCTBYIOLIErO BELIECTBA, BBOJAUMOIO W3 MHBELHUPYEMBIX IIPENapaToB
3aMEeUIEHHOTO BBICBOOOIKICHHS TI0 HACTOSIIEMY H300pPETEHHUI0, COCTaBIsIeT OT mpuMepHo 0,1 1o
npuMepHO 50 Mr Ha Kr Beca Tejna. bojee TUIIMYHO, TO3UPOBKA BBOAMMOIO HM30KCAa30JMHOBOIO
JEHWCTBYIOLIErO BEIIECTBA COCTaBisieT oT npumepHo 0,5 no mpumepHo 40 MI/KT MM OT
npumepao 0,5 no mpumepno 30 wmr/kr Beca Tema. B apyrom BapuaHTe OCYLIECTBIIEHHS,
JO3UPOBKA BBOJUMOIO M30KCA30JUHOBOIO JEHCTBYIOLIErO BEIIECTBA COCTABIISIET OT MPUMEPHO
10 mo mpumepno 40 mr/kr, oT npumepHo 15 mo mpumepro 35 Mr/kr, wiu ot npumepHo 20 1o
npumepo 30 wr/kr Beca Tena. B apyrom BapuaHTe OCYINECTBJICHHUS, JO3UPOBKA
M30KCAa30JIMHOBOIO AEHCTBYIOLIErO BELIECTBA COCTaBJIsIET OT npuMepHO 20 10 mpumMepHO 25
MI/KT Beca Tena.

B APYTrux BapHUaHTaxX OCYILICCTBJIICHHWA, BBOAUMAA HOO3UPOBKA MOKET OBITD HUIKE, B
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3aBHCHUMOCTH OT >KMBOTHOIO M BBOJUMOIO H30KcasonuHa. Hampumep, ecin kOMIO3ULUS
COIEePKUT OoJiee aKTUBHBIN YHAHTHOMEP M30KCA30JIMHOBBIX COETUHEHNH, MOKHO BBOIUTH OoJiee
HU3KYK) JO3UPOBKY. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHHMs, AO3UPOBKA COCTABJSIET OT
npumepro 0,1 no mpumepno 30 wmr/kr Beca Tena. B apyrom BapuaHTe OCYIIECTBICHHS,
JO3UPOBKA MOKET COCTaBIATH OT mpumMepro 0,1 mo mpumepro 20 mr/kr, wim ot npumepHo 0,1
no mpuMepro 10 mr/kr Beca Tena. B apyrux BapmaHTax OCYINECTBJICHUS, HO3UPOBKA MOMKET
COCTaBJISITh OT MpUMepHO 1 1o nmpuMepHo 20 MI/KT Beca Tela, Wi OT IPUMEPHO | 10 mpuMepHO
10 mr/kr. B apyrom BapuaHTe OCYLIECTBIIEHHS, JO3MPOBKA MOXKET COCTABISITH OT MPUMEPHO 5
no npumepro 20 mr/kr, wim ot npumepro 10 no mpumepno 20 Mmr/kr Beca tena. B apyrom
BAPUAHTE OCYILIECTBIICHHs], TO3UPOBKA MOXKET COCTaBJATH OT npumepHo 10 go mpumepno 30
MI/KT Beca Tena.

B npyrux BapuaHTax OCYyIIECTBJIEHUS AJIS JIEUEHUs] CEJIbCKOXO35HCTBEHHBIX JKUBOTHBIX,
TaKMX KakK KpPYMNHBIH porarblii CKOT MJM OBIbI, J03UPOBKAa BBOAMMOIO H30KCA30JMHOBOTO
JEHWCTBYIOLIETO BEIIEeCTBA MOXKET COCTaBATH OT mpuMmepHo 0,1 mo mpumepno 40 Mr/kr Beca
Tena. bonee THMMYHO, BBOAMMAS JO3UPOBKA COCTABISIET OT MpuMepHO 1 1o mpumepHo 30 MI/KT,
ot npumMepro 1 1o nmpumepro 20 Mr/kr, uian ot npuMmepHo 1 no npumepHo 10 mr/kr Beca Tena. B
APYrOM BapHaHTE OCYINECTBJICHHUs, OO3UPOBKA MOKET COCTaBJATb OT mnpumepHo 10 po
IpUMEpPHO 25 MI/Kr, OT puMepHo 15 no nmpumepro 30 Mr/kr Beca Tena, uiu oT npumepHo 20-30
MI/KT Beca Tena.

B npyrom BapmaHTe OCYINECTBJIEHUS, Mpernaparbl 3aMEAJIEHHOTO BBICBOOOXKAEHUS IO
HaCTOsIIEeMy n300peTeHnto odecneunBaroT 3(P(HEKTUBHOCTh B OTHOIICHHUH OJIOX W/MJIU KJelen
no Mesblel mepe 90% win BbIIE B TEUEHHE NMPUMEPHO 6 MecsueB win Oosbime. B napyrom
BApMAHTE OCYILIECTBICHHs, Ipenaparbl 3aMEJIEHHOTO BBICBOOOXKAEHUS IO HACTOSIIEMY
u3o0peTeHn0 odecnednBarOT 3P PEeKTUBHOCTh B OTHOIICHUH OJIOX W/WJIM KJIEHIeH 1Mo MEeHbIIeH
Mepe 95% wunm BblllE B TE€YEHHE NMPUMEpPHO O MecsueB win Oosblie. B npyrom Bapuanrte
OCYILIECTBIIEHHsI, TPENapaTsl 3aMEeJICHHOTO BBICBOOOXKIEHHS MO HACTOSIIEMY H300pPETeHHIO
obecreunBarOT 3((HEKTHBHOCTh B OTHOILIEHUH OJIOX W/WH KJjemed no MeHblieil Mepe 90% wiun
BbIIIE B TEUEHHE NMPUMepHO 9 MecsueB wuiam Oonbine. B npyrom BapuaHTe OCYIIECTBICHHS,
Ipernaparsl 3aMeVICHHOTO BBICBOOOXKIEHUSI IO HACTOSIIEMY H300PETeHHI0 OOeCIeYnBaOT
3(¢(HeKTUBHOCTh B OTHOINEHUM OJIOX W/WJU KJemel o MeHblned mepe 90% wuiu BbIe B
Te4YeHHe npuMepHo 12 mecsiues wimm Oonbine. B mpyrom BapuaHTe OCYIIECTBIICHUS, MIPENapaThl
3aMEJUIEHHOTO BBICBOOOKIEHUS TI0 HACTOSIIIEMY H300peTeHHI0 o0ecrnednBaroT 3((GeKTHBHOCTD
B OTHOIIEHWH OJIOX W/MIIK KJelel y KOLIeK U colak Mo MeHblied mepe oT mpuMepHo 90% B
TeYeHHe 2 MecsleB Wi Oosbime. B  1apyrom BapwaHTe OCYINECTBJICHUS, IpeNapaThl

3aMEJUIEHHOTO BBICBOOOKIEHUS TI0 HACTOSIIIEMY H300peTeHHI0 o0ecrnednBaroT 3((GeKTHBHOCTD
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B OTHOINEHWHU OJIOX W/WJIK KJellel y Komek U codak Mo MeHbIneld Mepe oT mpumepHo 95% B
TeueHne 3 MecsaueB wid Oojpme. B ngpyrom BapuaHTe OCYLIECTBIEHHS, KOMIO3HLNHU
obecrieunBarOT 3 PEKTUBHOCTb IPUMEPHO 95% B TeUeHNE MPUMEPHO S5 MECSILIEB MITH JOJIbIIE.

B npyrom acmekre HacTosimero H300peTeHMs, ONUCAaH HAOOp MJsl JICYCHUS WU
NPEAOTBPALEHUST MAapasUTAPHBIX HHQEKIUH y >KUBOTHOIO, KOTOPBIH COAEPIKUT Iperapar
3aMEUIEHHOTO BBICBOOOXKIEHUS] 10 HACTOSIIEMY H300PETEHHIO M IIMNPHUL[ WU JO3UPYIOLIee
YCTPOMCTBO.

HNPUMEPBHI

Hacrosimee  m3oOpereHne  fmamee  OMUCAHO € NPUBJIEUEHHE  MPHUBEICHHBIX
HEOrPAaHMYMBAIOIINX MPUMEPOB, KOTOPBIE AOMOJHHUTEIBHO WILTIOCTPUPYIOT M300peTeHue, 1 He
npeaHa3HaYeHbl U He JOJDKHBI HHTEPIPETHPOBATHCS KaK OTPAaHMYHUBAIOINE 00BEM HACTOSIIEro
n300peTeHusl.

IIpumMepsl npenapaTos

[lepeuncneHnble  fgajgee  WUHBELUpPYEMble  IpemapaTbl  3aMEAJICHHOIO
BBICBOOOKIEHHS] TOTOBUIIA MOCPENCTBOM CMEIMBAHUS UHrpeaneHToB. Eciu He yka3aHO WHOE,
KOHIIEHTpALMsI KaXJI0ro KOMIIOHEHTa BhIpakeHa B mporeHTax (%) mo Becy (Bec/Bec), u MW
O3HA4aeT CPeIHUN MOJIEKYJISIPHBIN BeC.

IIpumep 1:
Coenunenne, umeroriee Gopmyiny (Ilc) 26%
PLGA co cpegaum mos.secom (MMW) (50:50) 1%

IIponunenkapboHar 50,9%

Tpuauerun 22,2%
BHT 0,02%.
Ilpumep 2

Coenunenne, umeroriee Gopmyiny (Ilc) 26%

Huskomonexyssipusiii (LMW) PLGA (50:50) 5%
IIponunenkapboHar 48,0%

Tpuauerun 21,0%
BHT 0,02%.
IIpumep 3

Coenunenne, umeroriee Gopmyiny (Ilc) 26%

MMW PLGA (50:50) 5%

IIponunenkapboHar 48,0%
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Tpuauerun

BHT

IIpumep 4
Coenunenne, umeroriee Gopmyiny (Ilc)
MMW PLGA (50:50)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep S
Coenunenne, umeroriee Gopmyiny (Ilc)
MMW PLGA (50:50)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 6
Coenunenne, umeroriee Gopmyiny (Ilc)
LMW PLGA (50:50)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 7
Coenunenne, umeromiee Gopmyny (S5)-1lc
MMW PLGA (50:50)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 8
Coenunenne, umeromiee Gopmyny (S5)-1lc
LMW PLGA (50:50)

IIponunenkapboHar

21,0%
0,02%.

20%
3%
53,9%
23,1%
0,02%.

26%

3%
49,7%

21,3%
0,02%.

20%
5%
52,5%
22,5%
0,02%.

20%
5%
52,5%
22,5%
0,02%.

10%
5%
59,5%
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Tpuauerun
BHT

IIpumep 9
Coenunenne, umeromiee Gopmyny (S5)-1lc
LMW PLGA (50:50)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 10
Coenunenne, umeroriee Gopmyiny (Ilc)
LMW PLGA (50:50)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 11
Coenunenne, umeroriee Gopmyiny (Ilc)
MMW PLGA (50:50)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 12

Coenunenne, umeroriee Gopmyiny (Ilc)

High molecular weight (HMW) PLGA (75:25)

IIponunenkapboHar
Tpuauerun
BHT

IIpumep 13
Coenunenne, umeroriee Gopmyiny (Ilc)
HMW PLGA (75:25)

IIponunenkapboHar

25,5%
0,02%.

10%
2,5%
61,25%
26,25%
0,02%.

20%

7%
51,1%

21,9%
0,02%.

20%

5%
52,5%

22,5%
0,02%.

20%
5%
52,5%
22,5%
0,02%.

15%
5%
56%
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Tpuauerun

BHT

IIpumep 14
Coenunenne, umeroriee Gopmyiny (Ilc)
LMW PLGA (50:50)
IIponunenkapboHar

BHT

IIpumep 15
Coenunenne, umeroriee Gopmyiny (Ilc)
LMW PLGA (50:50)
IIponunenkapboHar
ITonokcamep 124

BHT

IIpumep 16
Coenunenne, umeroriee Gopmyiny (Ilc)
LMW PLGA (50:50)
IIponunenkapboHar
ITonokcamep 124

BHT

Ipumep 17
Coenunenne, umeroriee Gopmyiny (Ilc)
HMW PLGA (50:50)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 18
Coenunenne, umeroriee Gopmyiny (Ilc)
HMW PLGA (50:50)
IIponunenkapboHar

Tpuauerun

24%
0,02%.

20%
5%
75%
0,02%.

20%
5%
73%
2%
0,02%.

20%
5%
55%
20%
0,02%.

20%
5%
52,5%
22,5%
0,02%.

20%
5%
51,1%
21,9%
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ITonokcamep 124

BHT

IIpumep 19
Coenunenne, umeroriee Gopmyiny (Ilc)
HMW PLGA (75:25)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 20

Coenunenne, umeromiee Gopmyny (S5)-1lc

HMW PLGA (75:25)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 21
Coenunenne, umeroriee Gopmyiny (Ilc)
HMW PLGA (75:25)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 22
Coenunenne, umeroriee Gopmyiny (Ilc)
HMW PLGA (75:25)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 23
Coenunenne, umeroriee Gopmyiny (Ilc)
HMW PLGA (75:25)

IIponunenkapboHar

2%
0,02%.

12,5%
12,5%
52,5%
22,5%
0,02%.

12,5%
12,5%
52,5%
22,5%
0,02%.

12,5%
12,5%
52,5%
22,5%
0,02%.

12,5%
20%

47,5%
20,3%
0,02%.

12,5%
15%
50,7%
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Tpuauerun 21,8%
BHT 0,02%.
IIpumep 24

Coenunenne, umeroriee Gopmyiny (Ilc) 12,5%

HMW PLGA (75:25) 12,5%
IIponunenkapboHar 51,1%
Tpuauerun 21,9%
ITonokcamep 124 2%
BHT 0,02%.
IIpumep 25

Coenunenne, umeroriee Gopmyiny (Ilc) 12,5%

LMW PLGA (75:25) 12,5%
IIponunenkapboHar 52,5%
Tpuauerun 22,5%
BHT 0,02%.
IIpumep 26

Coenunenne, umeroriee Gopmyiny (Ilc) 12,5%

LMW PLGA (50:50) 12,5%
IIponunenkapboHar 52,5%
Tpuauerun 22,5%
BHT 0,02%.

IIpumepsl TectoB Ha 3O IHEKTUBHOCTD

OnucanHple nanee MpUMEPBl AEMOHCTPUPYIOT 3(P(HEKTHBHOCTh MHBEIHPYEMBIX
KOMIO3ULIUI 3aMEJIEHHOTO BBICBOOOKACHHUSI 1O HACTOALIEMY H300pPETEHHI0 B OTHOIIEHHUH
SKTOMAPA3UTOB Y IOMAIIHUX U CETbCKOXO3SHCTBEHHBIX JKUBOTHBIX.
IIpumep 27
IIpoBoamiau MCCIENOBAHUE C LIENBIO ONPENENeHHs KOHLEHTPAMH H30KCA30JHMHOBOTO
coenunenusi (Ilc) B mmasme KkpoBu coOak ¢ TEUEHHWEM BPEMEHH TIOCTEe OJHOKPATHOTO
MOJIKO’KHOTO HMHBEKLIHOHHOTO BBEICHUS IMPENapaToB 3aMEIJICHHOrO BBICBOOOXKIEHUS TIO
HacrosimeMy uzoOperernto. COOTBETCTBEHHO, Npemnaparbl 3aMeJIEHHOTO BBICBOOOXKACHUS U3

IIpumepos 1, 2 u 3 BBOogmim cobakam B poszupoBke 25 mr/kr B Jlenp 0. KoHumeHTparmro
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coenuaenust (IIc) B muasmMe KpOBHM 3aMepsuid depe3 OIpeneNeHHbIe MPOMEXKYTKH BPEMEHH,
9YTOOBl OTPEAETNTh — NOCTATOYHA JIM KOHLEHTpaLUWs NAHHOTO COENUHEHHs! Aisi OOprObI ¢
onoxamu. Konuenrpaumst coenunenus (IIc) B kpoBu cTporo xoppenupyer ¢ 3¢¢GeKTHBHOCTHIO
npotus Omox (cm., Hanpumep, Letendre et al., Veterinary Parasitology 201 (2014) 190-197).
Tak, w3BecTHO, UTO KOHUEeHTpauus npumepHo 20 Hr/mn coenunenust (Ilc) sddexTuBHa ms
OoprOBI ¢ Ooxamu y codak (ECo 23 Hr/MiT). B HacTosiem uccienoBaHuu ObUIo OOHAPYKEHO,
yro KoHueHTpanus coeauenus (IIc) Oputa Bbime 20 Hr/Mia B TeueHne Mo MeHblued mepe 180
nHel mocie BBereHHUs. COOTBETCTBEHHO, MOXKHO OKHAATh, YTO TMpenapaThbl 3aMeNJICHHOTO
BbIcBOOOKIeH!s1 u3 [Ipumepos 1, 2 u 3 OynyTt BeICOKO 3P eKTHBHBI B TUIaHE OOPBOBI ¢ OoXaMu
y cobak B TeueHue 1o MeHbluel mepe 180 nHeil.

IIpumep 28

B npyrom skcnepuMenTe 3aMmepsuii KoHLeHTpaumo coennnenus (Ilc) B mima3me kpoBu y
cofak mociie OJHOKPATHOTO MOJKOKHOTO MHBEKIIHOHHOTO BBEIEHUS NPENapaToB 3aMeJIEHHOTO
BBICBOOOKIIEHUST U3 TpuMepoB 4 u 5. beiio oOHapy»keHo, uTo KoHIeHTpaus coenuenus (Ilc)
Oblta BbIme 20 HI/MJI B TeUEHHE MO MeHbIned mepe 5 mecsueB (154 nHs) mociae BBEOCHUSL
Taxum 06pa3omM, MOXKHO OXKHIATh, YTO MPENapaThl 3aMEIICHHOTO BBICBOOOKICHUS U3 TPUMEPOB
4 u 5 6ynyT BBICOKO 3P QeKTHBHBI B TUIaHe OOpBOBI ¢ OJ0XaMu y coOak B TEUEHUE MO MEHbIIEH
Mepe 5 MecCsILEB.

IIpumep 29

B oTnenpHOM 3KCIEPUMEHTE 3aMepsIT KOHLIEHTPALMIO M30KCA30JMHOBOTO COCTUHEHUS
(Ilc) B mna3sme KpoBU y colak MOCie OAHOKPATHOTO ITOAKOXKHOTO MHBEKIIMOHHOTO BBEIEHHS
IpenapaToB 3aMeIUICHHOTO BBICBOOOKAEHUs u3 mpumepoB 4 u S. Beuio oOHapykeHO, 4TO
koHIeHTpauusi coenuenus (Ilc) Opa Beime 20 HI/MII B TE€UEHHE TIO MEHbLIEH Mepe 7 MecsIeB

(28 mHeit) mocie BBEACHUSI.

IIpumep 30
Coenunenne, umeroriee Gopmyiny (Ilc) 26%
PLGA (50:50) (MW ~52 k/la) 1%
IIponunenkapboHar 22,16%
Tpuauerun 50,8%
BHT 0,02%
IIpumep 31
Coenunenne, umeroriee Gopmyiny (Ilc) 26%
PLGA (50:50) (MW ~9 x/1a) 5%
IIponunenkapboHar 20,95%

Tpuauerun 48,03
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BHT

IIpumep 32

Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (50:50) (MW ~52 k/Jla)
IIponunenkapboHar

Tpuauerun

BHT

IIpumep 33

Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (70:30) (MW ~52 k/Jla)
IIponunenkapboHar

Tpuauerun

BHT

IIpumep 34

Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (70:30) (MW ~52 k/Jla)
IIponunenkapboHar

Tpuauerun

BHT

IIpumep 35

Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (50:50) (MW ~9)
IIponunenkapboHar

Tpuauerun

BHT

IIpumep 36

Coenunenne, umeromiee Gopmyny (S5)-1lc

PLGA (50:50) (MW ~9)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 37

Coenunenne, umeromiee Gopmyny (S5)-1lc

PLGA (50:50) (MW ~9)

IIponunenkapboHar

0,02%

26%
5%
20,95%
48,03
0,02%

20%
3%
53,89%
23,09%
0,02%

26%
3%
49,69%
21,29%
0,02%

20%
5%
52,5%
22,5%
0,02%

20%
5%
52,5%
22,5%
0,02%

10%
5%
59,5%
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Tpuauerun
BHT

IIpumep 38
Coenunenne, umeromiee Gopmyny (S5)-1lc
PLGA (50:50) (MW ~9)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 39
Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (50:50) (MW ~9)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 40
Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (50:50) (MW ~52)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 41
Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (75:25) (MW ~111-115)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 42
Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (75:25) (MW ~111-115)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 43
Coenunenne, umeroriee Gopmyiny (Ilc)

PLGA (50:50) (MW ~9)

25,5%
0,02%

10%
2,5%
61,25%
26,25%
0,02%

20%
7%
51,1%
21,9%
0,02%

20%
5%
52,5%
22,5%
0,02%

20%
5%
52,5%
22,5%
0,02%

15%
5%
56%
24%
0,02%

20%
5%
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IIponunenkapboHar

BHT

IIpumep 44

Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (50:50) (MW ~9)
IIponunenkapboHar

ITonokcamep 124

BHT

IIpumep 45

Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (50:50) (MW ~9)
IIponunenkapboHar

ITonokcamep 124

BHT

IIpumep 46

Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (75:25) (MW ~111-115)
IIponunenkapboHar

Tpuauerun

BHT

IIpumep 47

Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (75:25) (MW ~111-115)
IIponunenkapboHar

Tpuauerun

BHT

IIpumep 48

Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (75:25) (MW ~111-115)
IIponunenkapboHar

Tpuauerun

BHT

IIpumep 49

Coenunenne, umeroriee Gopmyiny (Ilc)

PLGA (75:25) (MW ~111-115)

75%
0,02%

20%
5%
73%
2%
0,02%

20%
5%
55%
20%
0,02%

12,5%
12,5%
52,5%
22,5%
0,02%

12,5%
20%

47,7%
20,3%
0,02%

12,5%
15%

50,7%
21,8%
0,02%

12,5%
12,5%
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IIponunenkapboHar
Tpuauerun
ITonokcamep 124
BHT

IIpumep S0
Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (75:25) (MW ~9)
IIponunenkapboHar
Tpuauerun

BHT

IIpumep 51
Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (50:50) (MW ~9)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 52
Coenunenne, umeromiee Gopmyny (S5)-1lc
PLGA (75:25) (MW ~111-115)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 53
Coenunenne, umeroriee Gopmyiny (Ilc)
PLGA (50:50) (MW ~9)
IIponunenkapboHar
Tpuauerun
BHT

IIpumep 54
Coenunenne, umeromiee Gopmyny (S5)-1lc
PLGA (50:50) (MW ~9)
IIponunenkapboHar

Tpuauerun

51,1%
21,9%

2%
0,02%

12,5%
12,5%
52,5%
22,5%
0,02%

12,5%
12,5%
52,5%
22,5%
0,02%

12,5%
12,5%
52,5%
22,5%
0,02%

12,5%
12,5%
52,5%
22,5%
0,02%

12,5%
12,5%
52,5%
22,5%
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BHT 0,02%
IIpumep S5
Coenunenne, umeromiee Gopmyny (S5)-1lc 12,5%
PLGA (50:50) (MW ~52) 12,5%
IIponunenkapboHar 52,5%
Tpuauerun 22,5%
BHT 0,02%
IIpumep 56
Coenunenne, umeromiee Gopmyny (S5)-1lc 12,5%
PLGA (50:50) (MW ~111-115) 12,5%
IIponunenkapboHar 52,5%
Tpuauerun 22,5%
BHT 0,02%
IIpumep 57
Coenunenne, umeromiee Gopmyny (S5)-1lc 12,5%
PLGA (50:50) (MW ~9) 12,5%
IIponunenkapboHar 51,1%
Tpuauerun 21,9%
ITonokcamep-124 2%
BHT 0,02%
IIpumep S8
Coenunenne, umeromiee Gopmyny (S5)-1lc 12,5%
PLGA (75:25) (MW ~9) 15%
IIponunenkapboHar 50,7%
Tpuauerun 21,8%
BHT 0,02%
IIpumep 59
Coenunenne, umeromiee Gopmyny (S5)-1lc 12,5%
PLGA (75:25) (MW ~9) 12,5%
IIponunenkapboHar 52,5%
Tpuauerun 22,5%
BHT 0,02%
IIpumep 60
Coenunenne, umeromiee Gopmyny (S5)-1lc 12,5%

PLGA (50:50) (MW 9) 12,5%
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IIponunenkapboHar 63,7%
Tpuauerun 11,3%
BHT 0,02%
IIpumep 61
Coenunenne, umeromiee Gopmyny (S5)-1lc 12,5%
PLGA (50:50) (MW ~52) 12,5%
IIponunenkapboHar 51,1%
Tpuauerun 21,9%
ITonokcamep-124 2%
BHT 0,02%
IIpumep 62
Coenunenne, umeroriee Gopmyiny (Ilc) 26%
PLGA (50:50) (MW ~52) 1%
IIponunenkapboHar 50,82%
Tpuauerun 22,2%
BHT 0,02%
IIpumep 63
Coenunenne, umeroriee Gopmyiny (Ilc) 26%
PLGA (50:50) (MW 9) 5%
IIponunenkapboHar 48,03%
Tpuauerun 20,95%
BHT 0,02%
IIpumep 64
Coenunenne, umeroriee Gopmyiny (Ilc) 26%
PLGA (50:50) (MW ~52) 5%
IIponunenkapboHar 48,03%
Tpuauerun 20,95%

Efficacy Example

IIpumep 65

B cnenyromem mnpumepe nemoHcTpHupyeTcss 3((EKTHBHOCTh HHBELHUPYEMBIX

KOMIIO3ULIUI IJIUTEJIBHOTO JEUCTBUS

110

HACTOSIIEMY  H300pETEHHIO

SKTOMAPA3UTOB Y YKMBOTHBIX-KOMIIAHBOHOB (CO0aK).

B

OTHOILICHHUH

T'oToBnnu KOMIIO3ULIUU OJisI TECCTOBBIX I'PYIII, OMUCAHHBIX HUXKE B Ta6m/1ue 1. 3a

UCKJIFOYEHHEM JIO3UPOBKH, BCE 3HaUEHUs B TaOJUIEe BhIpaskeHbl B %o (Bec/Bec):
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Tabauna 1
I'pymma CoenuHeHHE, PLGA PLGA PC? Tpuauerun | P-1243 BHT Jo3za
HMEIOIIEE (75:25) (75:25) (Mr/KT)
dopmyny (S)-Ilc | (MW ~9)! | (MW
~52)!
1 - - 12.5 6121 2627 - 0.02 ;

2 12.5 - 12.5 51.05 21.92 2 0.02 12.5
3 12.5 - 12.5 52,46 22.52 - 0.02 12.5
g 12.5 - 15 4931 21.17 2 0.02 12.5
5 12.5 15 - 50.71 21.77 - 0.02 12.5
6 12.5 - 12.5 51.06 21.92 2 0.02 6.25

! Cpennesecosoii Monexynsipubiii Bec (k/a)
? TIponunenkapboHaT

3 Tlonokcamep 124

IIpotectupoBai Tpuauarh cobak-Ourniei mis ompeneneHus >PEGHEKTUBHOCTU
UHBELUPYEMbIX KOMITO3ULUA 3aMEIJIEHHOTO BBICBOOOKAEHHUS MO HACTOSIIEMY H300pPETeHHIO
(KOMITO3UIIMK U3 OMHCAHHBIX BBILIE TECTOBBIX rpymm 2-6) B oTHoweHnu 61ox (Ctenocephalides
felis) B Teuenne no menbiueii mepe 180 mHei mocne BBenEHMSL.

@opMHpOBaNIHM INECTh TECTOBBIX TIPYMII IO IATh COOAK B KAKIOOH, Kaxkmas
TECTOBasi TPyINmNa MoJiydasla OJHY HMHBEKIHIO YKAa3aHHOTO BBIIMIE Iperapara 3aMeNJICeHHOTO
BBICBOOOXKIeH!s (rpynma 1 CIIy>KUT KOHTPOJIbHON). Becem cobakam nemann MHbEKUNIO B 1eHb 0.
Kaxxnoe skuBoTHOe 3apaxkamu C. felis B menb 6, 34, 69 u 111. bnox moacuuThIBaIU MpPU
ynajgeHuu B neHb 7, 35, 70 u 112. Takxe nmoacuutsiBain Onox it rpynm S u 6 B aerp 190.
IIpoueHT ymeHblneHus1 (Takxke HUMeHyercs 3(P(PEeKTHBHOCTBIO) KOJIMYECTBA OJIOX COCTAaBIISLI
100% nmst Bcex TecTOBBIX rpynn (T.e. rpynn 2-6) BruioTh A0 aHs 112. IIponeHT yMeHbIIeHus
konmvecTBa 650X B eHb 190 coctaBun 96,9% muist rpynmst S u 100,0% anst rpynmst 6.

KoHiienTpaiys B ria3mMe KpoBU

KoHueHTpamu M30KCa30JIMHOBOTO COeqUHEHHUs1, umeromero gopmyny (S)-Ilc, B
IUTa3M€ KPOBU OMNpPENENSUIM MOCPENCTBOM B3SATHS MHAMBHIYAIBHBIX NMPOO KPOBH Y KaKIOTO
JKUBOTHOTO B ONPEAEJICHHbIE MOMEHTHI BPEMEHH IOCEe OAHOKPATHOW MOAKOKHON HHBEKIIUH
YKa3aHHBIX BBIII€ KOMIIO3ULIUI 3aMEIJIEHHOTO BBICBOOOXKIEHHs. bbuto 0OHapyKeHO, 4TO
KOHIIEHTpauusi coennHeHus, nMmeromiero gopmyany (S)-1lc, Opua Beime 50 Hr/mi yepe3 183 mHs
NOCJie BBEJCHHSI, YTO YKa3bIBAET HA TO, YTO KOMITO3HIMU M3 TECTOBBIX rpymm 2-6 3¢ PeKTHBHBI
NPOTHB OJIOX U KJIEIEH.

Hacrosimee  m300pereHHe  IOMOJHHUTENBHO  ONHCAHO B CIEAYIOMINX
NPOHYMEPOBAHHBIX MYHKTAX:

#1. HH’beL[I/IpyeMaﬂ KOMIIO3UIKA 3aMEIJICHHOTO BbICBO60)KI[eHI/I$I 1A JICHCHUA WJIN
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NPEAOTBPALEHNsT Tapa3suTAPHbIX HHPEKIMHA WIM 3apak€HUHl y JKUBOTHOTO, COJEpIKalnas
NPOTHBOMAPA3UTAPHO PPEKTHBHOE KOJUYECTBO MO MEHBIIEH Mepe OJHOTO U30KCA30JHMHOBOTO
JEHUCTBYIOLIETO BEIECTBa, (hapMaleBTHYECKH MPUEMJIEMbIH MOJMMEP U PACTBOPHUTENb WIIH
CMECh PaCTBOPUTENEH.

#2 HUnbpenupyemas KOMITO3WULMSL 3aMEUIGHHOTO BBICBOOOXKIEHHsT 1o 1. #l1,
coepsKalas:

a) TPOTHUBOMNAPAZHTAPHO 3(PPEKTUBHOE KOJIUYECTBO IO MEHBbIIEH Mepe OJHOTO
M30KCA30JINHOBOTO EHCTBYIOIIErO BEIECTBA, KOTOPOE MPEACTABIISAET COOOH:

1) I30KCA30JIMHOBOE coennHeHne, nmeromiee Gopmyny (I):
O—n
B1 \ * \
A
B R
N\ —
B3
@
rIe:
B!, B? u B? kaxnpiil He3aBucumo npencrasisioT coboit C-R umu N;

kaxapli R HesaBucumo mnpexacrasisier cobori H, ranoren, muado-rpymmy, -NO,
QNKWJI, TaAJOTEHAIKWI, aJKOKCH-TPYIIY, TaJIOT€HAIKOKCU-TPYIIY, aJlKUITHO-TPYIIY,
TaJIOTeHAIIKMJITHO-TPYIIY, AJKIICYIb(MUHII, TaJOTeHATKMWICYIb(MUHIII, ANKHICYIb()OHNUT,
raJIOTeHATKUIICY I OHHII, ANKHJIAMHHO-TPYIIITY, IUATKAITAMAHO-TPYIIITY Win
AIIKOKCUKApOOHWIT,

R! npencrasnser coboii C1-Csankun unu Ci-CsranoreHanku,

Y mpencraBiasier coOoOW  HeoOs3aTeNbHO 3aMelleHHbI (eHuseH, HaTUIIeH,
WHJAHWJIEH, 5- WM O-4JeHHBbIM rerepoapuiieH uin 8-10-ujneHHBI KOHAEHCUPOBAHHBIN
reTepOOHLMKIIIIIEH, TAE€ ONMIMOHAIBHBIE 3aMECTHTENN BBIOPAHBI U3 TPYIIIBI, COCTOSIIEH U3
rajloreHa, ajkuia, TajJoreHaKWIa, [UKJIOATKNJIA, TaJOreHINKIOANKIIIA, aJKOKCH-TPYIIIIbI,
raJIOTe€HAIIKOKCH-TPYIIIIBL, ANKHITHO-TPYTIIIBI, TaJIOT€HAITKUJITHO-TPYIIIIEL,
ANKWICYTb(UHUTIA, raJIoreHATKUJICYTb(pUHIIA, ANKUICYNb(OHUA,
raJIOreHATKMIICYIb(OHMIIA, aKUIIAMUHO-TPYIIBL, AHaTKWiIaMuHO-rpymmel, -CN wmu -NO; u
NH,-C(=S)-;

Q npencrasmser coboit X-NR’R?, rpynny (-CH;-)(-CH,-)N-R?, OH, NH,, ankokcu-
IPYIIy, TaJOreHAJKOKCH-TPYIIY, aJKWIAMHUHO-TPYIIY, TaJOreHaJKHJIAMUHO-TPYIIY,
OUATKWIAMAHO-TPYIITY,  TaJOreHOUATKWIAMUHO-TPYIIY,  THOJ,  aJKWJITHO-TPYIIY,

TaJIOTeHAIIKMJITHO-TPYIIY, AJKIICYIb(MUHII, TaJOTeHATKMWICYIb(MUHIII, ANKHICYIb()OHNUT,
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rajoreHaJKWICYIbQOHWI, WM  HeoOs3aTeNbHO  3aMEIleHHOe 5- WiM  O-ujIeHHOe
KapOOLMKIHNIbHOE, FeTePOLMKIIIIBHOE UITHA TeTePOAPUIbHOE KOJIbLIO;
X mpencrasisier coboti (CHaz),, CH(CH3), CH(CN), C(=0) unu C(=S);

R? npexncraBnster coboit  H, amkum, ankeHWI, AaJKUHWJ,  IUKJIOAJIKHUIL

,
QNKWTLIAKJIOQTKIL, IIUKJIOATKUJIAKII, aJIKHJTKAPOOHMIT UITH aJTKOKCUKAPOOHWIT,

R® mpencrasnser coboit H, OR’, NR®*R® unu Q'; unu ankun, ragoreHankun, ajkeHuI,
rajoreHaj KeHuUI, AJIKVHMII, rajoreHa KuHUI, LIUKJTOATKHUJL, ATKUJITAKIIOATKHUIL,
LIUKJIOATKHJIATIKHIL, ANKUIKapOOHMUIT, ANKOKCUKApOOHUT, aAMUHOKapOOHMII,
ANKUJIAMUHOKAPOOHUT WM AHAJKHUIAMUHOKAPOOHWII, KaKABIH M3 KOTOPHIX HEOOsI3aTeNbHO
3aMelleH OJHUM UK GOJIbIIe 3aMECTHTEIAMH, He3aBUCHMO BhIOpaHHbIMU 13 RY; nmu

R? u R’ oObenuHeHsl BMeCTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH MPUCOEIHHEHBI, C
oOpa3oBaHUEM MHKJA, COAepkamero 2 - 6 aroMOB yriepoga W HeoOsI3aTeNbHO OJUH
JOTIOJIHUTENBHBIN aToM, BBIOpaHHBIN U3 rpymnmbl, cocrosimeil u3 N, S u O, yKa3aHHBIN UK
HeoOs13aTeNNbHO 3amelneH | - 4 3aMecTHTessIMU, BHIODAHHBIMH M3 TPYIIIbI, COCTOSIIEH U3
ankuna, ramorena, -CN, -NO; 1 aJKOKCU-TPYIIIIBI,

kaxaelii R HesaBucumo mpescTasisieT coOOil TaoreH; aiKuil, [UKIOANKH, ATKOKCH-
rpymmy, ANKUITHO-TPYIIIY, rajOreHATKUITHO-TPYIIITY, ANKWIICY Tb(UHMI,
raJIOTeHAJKUICYIb(QUHII, aNKIICYIb(OHWI, TaTOTeHATKWICYIb(QOHUI, ATKUJIAMUHO-TPYIIITY,
rajoreHaJKUIaMUHO-TPYIIY, IVATKUIAMHAHO-TPYIIITY, JUraoreHa KUIaMHUHO-TPYIIITY,
LUKJIOANKIJIAMHHO-TPYIINTY,  AJKMJIKApOOHMI, aJKOKCHKAPOOHWJ, aJKHJIAMHHOKapOOHWI,
OUATKIJIAMAHOKAPOOHMII, raJIoTeHAJKUIKaApOOHHMI, raJIoTeHaJIKOKCUKApOOHWT,
raJIoreHaJKUIAMIHOKAPOOHWI, AUTajOreHANIKIIAMUHOKApOOHW, THApOKcH-rpymy, -NHy, -
CN nnu -NOy; mmm Q?;

Kaxabli R HesaBMCMMO —mpefcTaBiseT coOoil  ramoreH,  aaKOKCH-TPYMMYy,
rajJlOreHaIKOKCH-TPYIINY, aJKUITHO-TPYIINY, TaJlOr€HANKUITHO-TPYIIY, aJKHICYJIb(MUHII,
raJIOTeHAJKUICYIb(QUHII, aNKIICYIb(OHWI, TaTOTeHATKWICYIb(QOHUI, ATKUJIAMUHO-TPYIIITY,
TUAKUJIAMUHO-TpyIy, ankokcukapOoHmwt, -CN wiu -NO»;

kaxaelii R® HesaBucuMO mpencTaBiser coOOil ramoreH, auKuN, TaloTeHaKHI,
[UKJIOAJTKHJI, TAJIOTEHIUKIOATKUJ, AJIKOKCH-TPYIIY, TrajJOreHaIKOKCU-TPYIITY, aJIKHUJITHO-
rpymmy, rajJOreHaIKUITHO-TPYIIITY, ANKUIICYIb()UHUIL, raJIoTeHAJIKUJICYIbOUHII,
ANKUICYIb(OOHWUI, TraNoTeHANKUICYIbGOHII, AJKHUJIAMUHO-TPYIIY, AUAJIKHUIAMHHO-TPYIIY, -
CN, -NO», (heHUN WU TUPUTUHILT,

R’ npencraBnser coboit H; wumM ankun, aiKeHWI, AaiKUHWJ, LUKJIOAIKMIL,
ANKWILUKIIOATKIT MM ITUKJIOATKWTAKUAJ, KaXKIbI M3 KOTOPBIX HEOOs3aTeNbHO 3aMelleH

OIHUM HJIH OOJIbIIIE ATOMAMU TaJION€Ha;
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R® npencrasnster coboit  H, ankun, — amKeHMN,  QJKHHWI,  LUKJIOAJIKHUIL

)
ANKHWJILIKJIOANKHJL, TUKJIOAIKIIANKHIL, AJKHIIKapOOHII HITH aJIKOKCUKapOOHMIT,

R’ mpencrasnser coboit H; Q°; umu ankui, ajkeHWI, AamKMHUJ, IUKIOATKHUIL,
ANKWJIUKJIOANKHAI VT [HUKJIOATKWIAJKII, KKIObIH U3 KOTOPBIX HEOOs3aTeNbHO 3aMeEIleH
OJTHUM UJIM GONblIE 3aMECTUTENISIMH, HE3aBUCUMO BbIOpaHHbIMHU 13 RY; nnm

R® u R’ obbenuHeHbl BMECTe C aTOMOM a30Ta, K KOTOPOMY OHH MPHMCOEIHHEHBI, C
oOpa3oBaHHWeM LWKJA, coiep:kamero 2 - O aroMOB yriepoga U Heo0s3aTelbHO OAWMH
JOTIOJIHUTENBHBIN aToM, BBIOpaHHBIN U3 rpymnmbl, cocrosimeil u3 N, S u O, yKa3aHHBIN UK
HeoOs13aTeNbHO 3aMeIneH | - 4 3aMecTHTeNsIMH, BBIOPAHHBIMH M3 TPYIIIBL, COCTOSIIEH U3
ankuna, ramorena, -CN, -NO; 1 aJKOKCU-TPYIIIIBI,

Q! mpencrapnser coboil GeHUNTBHOE KOJBIO, 5- UIH 6-UIEHHOE TeTePOLUKINYECKOe
Koo, Wik 8-, 9- wmnm 10-4wieHHYyI0 KOHACHCHUPOBAHHYIO OHIHKJINYECKYIO CHCTEMY,
HeoOs13aTeNnbHO coaepkaimyo 1 - 3 rerepoaToMoB, BeIOpaHHBIX U3 10 1 atoma O, 1o 1 atoma S
u 10 3 atoMOB N, KaXXA0€ KOJBLO WIM LUKIMYeCKas CUCTeMa HeoOs3aTeNIbHO 3aMeleHbl
OJTHUM WU GONbIIE 3aMECTUTENIAMH, HE3aBHCUMO BLIOpaHHBIMU U3 R’;

Q’ He3aBUCHMO NpefCTaBisieT coOOl (eHUIbHOE KOJbLO MM 5- WU 6-ujleHHOe
TeTEPOLIMKINIECKOE KOJIBLO, KAKA0E KOJbLO HEOOsA3aTeNbHO 3aMEIeHO OAHUM WM OOJIbIIe
3aMeCTHTEISIMHU, HE3aBUCHMO BbIOpaHHbIMU U3 RE;

Q’ nmpencraBnsier coboil  (peHMNIBHOE KONBIO WIM 5- WIM  6-ulleHHOe
TeTEPOLIMKINIECKOE KOJIBLO, KAKA0E KOJbLO HEOOsA3aTeNbHO 3aMEIeHO OAHUM WM OOJIbIIe
3aMeCTHTESIMH, HE3aBUCHMO BbIOpaHHbIMM 13 R®; 1

n paseH 0, 1 wiu 2; w/unm

11) I30KCA30JIMHOBOE coeanHenue, umeromiee Gopmyy (II):

1)

rae:

Al A% A%, A*) A’ u A® nesaBucumo BBIOpaHbI U3 rpymmnel, coctosimedi us CR® u N, mpu
ycnosuy, 9to MakcuMaibHo 3 u3 A, A2 A3 A*) A u A® npencrasmsror coboii N;

B!, B2 u B’ ne3aBucumo BbIOpaHbl 13 rpynisl, cocrosimeii u3 CR? u N;

W mnpencrasnsier coboit O niu S;
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R! mpencrasnser coboit Ci-Cs amxum, Cr-Ce anxenun, C;-Cs amxummm, Cs-Cs
uknoankuy, C4-C; amxummuksoankuwn win C4-C; HUKITOATKUIANKHAI, KaXKABIA M3 KOTOPBIX
HeOoOI3aTeNIbHO 3aMEIeH OJHUM M OOJIbIIIe 3aMECTUTENAMH, HE3aBUCUMO BLIOpaHHBIMHU U3 RS,

kaxaelii R? nesaBucumo mnpenctasnser coboit H, ramoren, Ci-Cs amxun, Ci1-Co
ranoreHankui, Ci1-Cs ankokcu-rpynny, Ci1-Cs ranoresankokcu-rpymiy, Ci-Ce ankunTHo-rpymiy,
C1-C¢ ranorenankunrno-rpymnmy, Ci1-Cs ankuicyiaspunmi, Ci-Cs ranorenankuncyibuami, Ci-
Cs anxuncymsponmn, Ci1-Ce¢ ranorenamkuncynbdpormi, Ci-Cs ankumamumsao-rpymnmy, C2-Ce
mrankunaMmuHo-rpymmy, Ca-Cy ankokcukapoonm, -CN mn -NOg;

kaxaelii R® nesaBucumo mnpencrasnser coboit H, ramoren, Ci-Cs amxun, Ci1-Co
ranoreHankui, C3-Ce muxnoankmn, Cs-Ce ranorenuukioankmi, Ci-Ce anxokcu-rpynmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkuwicynbonun, Ci-Ce ankunamuno-rpymnmy, C;-Cs muankunamuao-rpymnmny, -CN wim
-NO;

R* mpencrasnsier coboit H, Ci-Cs amkun, C;-Cs amxenun, Cp-Cs amxuaun, Cs-Cg
rukgoankui, C4-Cr anmkumuknoankui, C4-Cr muknoankunankui, Co-C; ankunkapOonwn uimu Cs-
C7 ankokcukapOOHUIT,

R’ npencrasnsier coboit H, OR'®, NR''R'? unu Q'; unu C1-Cs ankun, C,-Cs ankenun, C,-
Cs anxunmn, Cs3-Ce muknmoankui, C4-C; anxwmnmuknoankuna uin Cy-Cr; UMKIOATKHIATIKHII,
Kbl U3 KOTOPBIX HEOOS3aTeIbHO 3aMeleH OJTHUM WA OOJIbIIIEe 3aMECTHTEIISIMH, HE3aBUCHMO
BBIOpaHHbIME 13 R 1u

R* u R® oObemuHeHbl BMECTE C aTOMOM a30Ta, K KOTOPOMY OHH HPUCOEAMHEHEI, C
oOpa3oBaHMEM [HKJA, coiepamero 2 - 6 aToMOB yrjepoaa U HeoOs3aTeNbHO OJUH
JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMelneH | - 4 3aMecTUTeNsIMH, BRIOPAaHHBIME U3 TPyIIbl, coctoseit u3 Ci-C;
ankuna, ramorena, -CN, -NO; u C1-C; ankOKCH-TPYTIIIIHI;

kaxaeii R® Hesasucumo mnpexcrasmsier coboii ramoren, Ci-Cs amkxun, Ci-Cs ankokcu-
rpymmy, Ci-Ce ankunruo-rpynmny, Ci-Ce ankuncynbshunann, Ci-Cs ankuncyiasdponmn, -CN win -
NO;

kaxelii R’ HesaBucumo mpencrasnser coboii ranoren; Ci1-Co amkun, C3-Co HUKIOANKHI,
Ci1-Cs ankxokcu-rpymmny, Ci1-C¢ ankwnruo-rpynmy, Ci-Cs anmxuncynbduamin,  Ci-Cs
ankwicynbonmit, Ci-Ce¢  ankmmamubo-rpynny, C;-Cs  muankwinamusao-rpymmy,  Cs3-Ce
nuknoankuiamMuHo-rpymmy, Cr-C;  ankunkapbonun, C,-C;  amkokcukapbonmn, Cr-Cs
ankunamuaokapoonmwi, Cs-Co auankunamunokapbonmn, C,-C; ramorenamkunkapOoonmn, Cr-C;

raJIoreHaJIKOKCUKApOOHMI, C-C, raJIoreHaJIKUIaMIUHOKapOOHWT, Cs-Co
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JUrajoreHANKUIAMUHOKAPOOHI, ruApoKkcu-rpymmy, -NH,, -CN umu -NO,; unu Q%;

kaxnaeii R® nesasucumo mpencrasaser coboii ramoren, Ci-Cs amkokxcu-rpymmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkwicynbonun, Ci-Cs ankunamuno-rpymmy, C;-Cs mamamkunamuHo-rpymmy, Cz-Cs
ankokcukapOooHm, -CN wiun -NO3;

kaxaeii R’ HesaBucumo mpencraeaser coboit ramoren, Ci1-Ce amkun, Ci1-Ce
ranoreHankui, C3-Ce muxnoankmn, Cs-Ce ranorenuukioankmi, Ci-Ce anxokcu-rpynmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkwicynbonun, Ci-Cs amkunamuHo-rpymmy, C;-Cs muankuwmamuHo-Tpymmy, -CN, -
NO:z, pernn unm nupUIuHAT,

R!° mpencrasnsier coboit H; umu Ci-Cs amxun, Cr-Ce ankenun, Cr-Ce anxunmn, Cs-Cs
ukgoankuy, C4-C; anxunmuknoankun wid C4-C; HUKIOATIKUIANKUI, KaXAbIH M3 KOTOPBIX
HeoO0s13aTeNIbHO 3aMeIleH OJHUM WIH OOJIbIIE AaTOMaMU rajioTeHa,

R!!" mpencrasnser coboit H, Ci-Cs anxun, Cr-Cs amxenun, Cr-Co anxunmn, Cs-Cs
rukgoankui, C4-Cr anmkumuknoankui, C4-Cr muknoankunankui, Co-C; ankunkapOonwn uimu Cs-
C7 ankokcukapOOHUIT,

R!% npencrasnser coboit H; Q*; umu C1-Cs ankun, C2-Cs anxenun, Co-Co ankunun, Cs-Cs
ukgoankuy, C4-C; anxunmuknoankun wid C4-C; HUKIOATIKUIANKUI, KaXAbIH M3 KOTOPBIX
HeOoOI3aTeNIbHO 3aMeleH OJHUM UIH OOJblIe 3aMECTUTENAMHU, HE3aBICHMO BhIOpaHHBIMH U3 R,
Win

R!!' u R? obbenuHensl BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOEAUHEHBI, C
oOpa3oBaHHWeM IMKJA, coaepkamero 2 - 6 aTOMOB yriepoja M HeoOs3aTeNbHO OAWMH
JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMelneH | - 4 3aMecTUTeNsIMH, BRIOPAaHHBIME U3 TPyIIbl, coctoseit u3 Ci-C;
ankuna, ramorena, -CN, -NO; u C1-C; ankOKCH-TPYTIIIIHI;

Q! mpencrasnser co6oii QeHUNBHOE KOJBLO, 5- MMM 6-4JE€HHOE TeTePOLUKINIECKOE
KobLo, wWin 8-, 9- wnim  10-uieHHyI0 KOHIECHCHPOBAHHYK OWIUKIMYECKYIO CHCTEMY,
HeoOs13aTeNnbHO coaepkamyto 1 - 3 rerepoaToMoB, BeIOpanHbIX U3 10 1 atoma O, no 1 atoma S u
10 3 atomMoB N, KaKI0€ KOJbIO WM MUKJIHYECKAs CUCTEMa HeoOs3aTeIbHO 3aMeleHbl OJTHUM
1M GOJIbIe 3aMECTUTENISAMHU, HE3aBUCUMO BLIOpaHHLIMU 13 R,

KaxbIi Q” HE3aBUCHMO MpeJCTaBseT cOO0H (PEHUTBHOE KOJBLO UM S- UM 6-UJIeHHOE
TeTEPOLIMKINYIECKOE KOJIBLO, KaKIOE KOJIBLO HeOoOs3aTeNbHO 3aMEINeHO OAHUM WM OOoJblie

3aMECTUTCIIAMU, HE3aBUCUMO BbI6paHHbIMPI us3 R9,
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Q’ npencrasnsier co60il PEHUIBHOE KOJBLO MM 5- UM 6-YJIEHHOE MeTEPOLMKINYECKOE
KOJIBIIO, K&KAO€ KOJBIO HEOOA3aTeNbHO 3aMeleHO OJHUM WM OOJblIe 3aMeCTUTEISIMH,
9.
HE3aBUCHMO BBIOpaHHBIMU 13 R”; 1
n pases 0, 1 miu 2; iy ero GpapManeBTHUECKH PHEMIIEMYIO COJIb; W/ UITH

111) ©30KCA30JMHOBOE coenuHeHne, nmeromee dopmyay (11I):

(11)

rae:

Ri npencraBnsier coOOM ankui, raJOreHaJKWI, AJKEHWJ, TaJOreHANKeHW, aJKHHUI,
rajJoreHaJKUHII, LIHKJIOATKII, TaTOTeHINKIOATKII, AKILHKIOATKII WA LUKJIOATKIIATKII,
KaIbIii M3 KOTOPBIX HE3aMENIEHHbIN WJIM UMEET OJUH WU OOJIbIlle 3aMEeCTUTENEH, BRIOpaHHBIX
U3 rajioreHa, ruPOKCHU-TPYIIbI, aMUHO-TPYIIIbI, KU~ WA TU( KU )aMHUHO-TPYIINbI, ajlKUJIa,
LUKJIOAJKIIA, TAJOreHANKWIA, AalKeHWJa, TajJOreHaJKeHWIa, AJKUHIIA, TaJOreHATKHHHIA,
ANKOKCHU-TPYIIIbI, TaJOT€HANIKOKCH-TPYIIbI, AJKUITHO-TPYIIIbI, TraJlOT€HANIKUITHO-TPYIIIbI,
R5S(0)-, R7S(0)2-, R;C(0)-, R7RsNC(0O)-, R7OC(0)-, R7C(0)O-, R7C(O)NRs-, -CN nmm -NOg;

X mpencraBnsieT coOOW apusl MM TeTepoapuil, KOTOpPbie MOTYT ObITh He3aMeIleHHBIMU
WA UMETh ONWH WK OOJbIlle 3aMECTHUTENeH, BHIOPAHHBIX W3 TalloreHa, TUAPOKCH-TPYIIIIHL,
AMHUHO-TPYIIIbI, alKWI- WK TU(aJKWUI)aMHUHO-TPYTINbI, ajKuia, [UKJIOATKUIA, rajoreHalKuIa,
AJIKEHIJIA, TaJOreHAIKEHIIA, AIKHHHIIA, TaJOTeHATKHHIIIA, aJKOKCH-TPYIIIbI, IajJoreHaIKOKCH-
TPYIIbI,  AJKWITHO-TPYIIBL,  rajoreHankuntuo-rpymmsl, R7S(0)-, R7S(0)-, R7C(O)-,
R7RsNC(0)-, R7;0C(0)-, R7C(0)0-, R;C(O)NRs-, -CN unu -NO»;

A1 mpezcrasiisieT coO0l aTOM KUCIOPOa; |

A, mpexacrasiisier codoit atom kuciopoaa, NR, umn CR7Rs;

G npencrasnsiet codoit G-1 mu G-2;

NN [VaVaWi
B )\
B i"/ — %B B4/ N — B?\
Vak I B2
%QT/N\B1 NG
[aVAVAl U
G-1 G-2

B1, B, Bs, B4 u Bs HezaBucumo npezacrasisitor codoit N min C-Ro;
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Y npencraenisier coboit atom Bomopona, ramoreH, -CN; unmu Y npencrasisier coOoi
AJIKWJI, TaJIOTEHAJKWII, aJKeHWJ, TaJlor€HAJKeHWI, aJlIKUHWJI, TaJOTeHAJKWHWII, ITUKJIOATKHUII,
ATKWILUKIIOATKIJ, TUKJIOATKUIAIKWI, apwJl, WJIA TeTePOLUKIINI UIH TeTEPOapIl, KaXAbli U3
KOTOPBbIX HE3aMEIICHHBIH WM WUMEET OJUH WM OOJbIlle 3aMEeCTHTENel, BBIOPAHHBIX U3
rajloreHa, THAPOKCU-TPYIIBL, AMHUHO-TPYIIIbI, AJKWI- WA JU(QJIKH)aMUHO-TPYIIbI, aJIKWIIA,
LUKJIOANKUJIA, TaJlOTeHAJIKWIIA, AaJKeHWa, TaJOreHaIKeHWUJa, AaJKWHWIIA, TaJlOTeHaJKWHUIIA,
AJKOKCHU-TPYIIbI, TaJOTEHAJIKOKCU-TPYIIbI, AJKUITHO-TPYIIbI, TaJIOTe€HATKUITHO-TPYIIIBI,
R7S(0)-, R7S(0)2-, R7C(0O)-, R7RsNC(0O)-, R7O0C(0)-, R7C(0)0O-, R7C(O)NRs-, -CN nmu -NOz;
wi Y npencrasisier cobowt Y-1, Y-2, Y-3, Y-4, Y-5, Y-6, Y-7, Y-8, Y-9, Y-10, Y-11, Y-12 wiu
Y-13;

R

2
NRsRz ORa Ro |- Rz Rz
>< >< >< NRzR; M]><1/<
Fig Riq Rig  Riq Fag Ryq F‘\'mg Rr  Ra w R’ TR& Re
; ) . . Rqs'T
-1 T Y3 Y4 v
I:Ie‘2 Riz Ria TZ Rz :.= T
N oR M N NRoRs y r Rs
& &
R RY 'R P.. R
wp, B7 5 Rig RHRF =) 13 R RB Ris 13
-6 Y7 V&
Fz Rz M Rs e
| [ >( *:“.:-S——" 2 KS,-'MRZRB ‘-HHS____,Q‘RZ HSJR4
M M DRz R10 Riq é w”‘ T T
5 s () (W) W (W)
R“’R Rr R Ris R . ) ® s e o
Y10 T-1 Y-12 Y-13

Ry, R3; He3aBUCMMO MpencTaBIsIOT COOOW aTOM BOAOPOJA, AJKWII, TaJIOTeHAJIKHI,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
ankuHWI, rajgoreHankuHwi, wmukimoankmwi, RioS(0)-, RiS(0)-, RioC(O)-, Ri1oC(S)-,
R10R11NC(O)-, R10R11NC(S)- R100C(0)-;

R4, Rs u R¢ HE3aBUCUMO MPEACTABIISIOT COOOW aTOM BOJIOPOMA, aJIKWJI, TaJIOT€HAIKUIL,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
AJKWHWI, TAIOTCHAJIKMHIL, LIUKJIOAJKUJI, apUJT WA T€TEPOAPIT,

R7; u Rg He3aBHCHMO MNpencTaBisitOT COOOW aToM BOJIOPOAA, AJKWJL, TaJIOTeHAJIKHI,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
AJTKWHUJI WU TaJOTeHATKMHUI,

Ro mpencraensier coboii atom Bomopoxaa, ramoreH, -CN, WU aJKu, TaJOTeHAJKHUI,

AJIKCHUJI, TaJIONCHAJKCHMJI, aJKHHHJI, TaJOICHAJKWHWUI, NUKJIOAJKHWJI, TaJOTCHIHKIOAJIKHII,

AJIKUIIMUKIIOAJIKHWI HJIW HHUKIOAJIKUIIAJIKIIIL, Ka)KI[beI N3 KOTOPBIX HGSaMeLLIeHHbeI niIn HMMEECT
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OUH WK OOJNbIIE 3aMEeCTUTEJIeH, BEIOPAHHBIX U3 rajoreHa, TUAPOKCH-TPYIIbI, aMUHO-TPYIIIIHIL,
anKwi- Wik Au(aJKAI)aMAHO-TPYIIbL, aJIKWIA, LUKJIOANKWIA, TaJOreHaKUIa, ajJKeHUIA,
raJIOreHaJIKEHWIA, AJKUHIIA, TajJOreHATKUHUNIA, AJKOKCHU-TPYIIBI, TaJIOT€HATKOKCU-TPYIIIIHIL,
ANKWJITHO-TPYNIbI, rajoreHankuatuo-rpynmnel, R7S(0)-, R7S(0)-, R7C(0)-, R7RsNC(O)-,
R70C(0)-, R,C(0)0-, R7C(O)NRs-, -CN nnu -NO»;

Rio, Ri1, Ri2 1 Ri3 kaknblil He3aBUCUMO TPEACTABIISIIOT COOOM aTOM BOIOPOAA, aJKHUJI,
TaJIOTEHAKWI, THOAJIKWJ, QJKUITHOAJIKWI, THUAPOKCHANKUJ, AJKOKCHAJKWJI, AJKSHMUJ,
raJIOTeHAJIKEHWT, AJIKUHIT WK TaJIOTeHATKUHWIT, WK

Rio BMecte ¢ Ri1 popmupyror =0, =S wnm =NRy; win

R12 BmMecte ¢ Ri3 hopmupyror =0, =S mu =NR»;

W npencrapnsier codoit O, S wim NRy;

n paseH 1-4; u

m pases 0, 1 wiu 2; uiu ero ¢papManeBTHYECKH PUEMIIEMYIO COJIb; W/ UITH

1V) M30KCa30JIMHOBOE coenuHenue, umetornee Gopmyy (IV)

)
//CFs
F3C O_'\\l H\)\N

(V)
rae X!, X? u X° nesasucumo npencrasisioT coboit H, ranoren, Ci-Csamkun umu Ci-
CsrajoreHankui, Uin ero papMaleBTHIECKH TIPHEMIIEMYO COJIb, /UK

1V) M30KCa30JIMHOBOE COeNMHEeHne, nMmeroinee popmyiy (V)

O—N o)
FsC \ ” /O
X! s\
N
X2 O
X3 O
V)

rae X!, X? u X® nesasucumo mpexcrasisitorT coboit H, ramoren, Ci-Csankun umu Ci-
CsrajoreHankui, Uin ero papMaleBTHIECKH TIPHEMIIEMYO COJIb, /UK

V) H30KCA30JIMHOBOE coenuHenune, nMerotnee popmyny (VI):
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R? Y\
C(O)NH-T

(VD)
rae R!, R? u R? nesasucumo npencrasmstot codoit H, Cl, F unu CFs;
Y npencTasnser coboil AUPaUKATLHYO TPYIITY
S~
\ /

CH, u

T nmpencrasnsier coboli Ci-Cs-alKUIBHYIO TPYIIy, KOTOpas SIBJISETCS He3aMeEIleHHOMN

WIA MEET B KaueCTBE 3aMECTHTEJICH rajioreH, LMaHO-TPYIIy, HUTPO-TPYIIY, aMHUHO-TPYIILY,
runpokcui, Ci-Cs-ankokcu-rpynmny, Ci-Ce-ranorenankokcu-rpynmny, Ci-Ce-ankuntuo-rpymmy,
Ci-Cs-ankuntuo-rpynmy, kapOokcu-rpymmy, kapdamouna win Cr-Ce-aIkaHOWIBHYIO TPYIIY,

KOTOPBIE MOTYT OBITH HE3aMCIICHHBIMHU WJIN 3aMEIICHHBIMHU B aJIKUJIBHOM (1)parMeHTe aTOMOM

rajoreHa, wim ero (papManeBTHIeCKN IPUEMIIEMYIO COJIb; W/HIH

V1) H30KCA30JIMHOBOE coennHenue, nmeroniee Gopmyuy (VII):

OH

(VID)

rae Y nipencrasisier coOoit atoM Boopoaa, ¢hropa, xjiopa uiiu opoma;

R! npencrapnser coboil denun, 3amelneHHbll 2-4 3aMeCTUTENSAMH, BbLIODAHHBIMM U3
rajoreHa, Merwia, AudTOpMeTHNA, TPUYTOPMETHIIA, METOKCH-TPYNIBI, TPUPTOPMETOKCH-
TPYIIIBI WA TPUGTOPITOKCU-TPYIIITHI,

R? npencrasnser coboit MmeTun, GpropmeTun, TpudGTOpMETUN UK nepHTOPI T,

R u R HesaBucumo BLIOpaHBI U3 aTOMa BOJOPOJA, METHIIA, STHIA MU GTOPMETHNA;
it R¥ u R*® Bmecte o6bemuHEeHBI ¢ aTOMOM yTriiepoja, K KOTOPOMY OHH MPHCOEIMHEHEI,

O6p213y5[ HMUKJIOINCHTHUJIBHOC KOJIbLHO WJIHN IMHUKJIOI'CKCUJIBHOE KOJIbLO, UJIN €TI0 (I)apMaL[eBTI/ILIeCKI/I
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PUEMIIEMYIO COJIb;

b) mo MeHbIIel Mepe OANH (apMaLeBTHUECKH MPUEMIIEMBIH TTOJIUMED;

C) MO MEHbINEH Mepe OANH PACTBOPUTEID U CMECh PACTBOPHTEINEH;

d) HeoOs3aTETbHO AHTHOKCUIAHT; U

€) HeoOs3aTeIbHO TIO0 MEHbIIeH Mepe OaHy (apMaleBTUYECKH MPUEMIIEMYIO JTOOaBKY,
BCIIOMOTATEJIbHOE BEIIECTBO MJIM UX CMECH.

#3. Hubenupyemasi KOMIO3HULHS 3aMEIJIEHHOTO BBICBOOOKIEHUS MO M. #2, rme
M30KCa30JIMHOBOE JEHCTBYIOLIEE BELIECTBO MPEACTABISET COOOH COEOUHEHHE, HMEIoIIee
opmyay (II).

#4. Hubenmpyemasi KOMIIO3UIMS 3aMEJICHHOTO BBICBOOOXKIEHUS TO . #3,

rac HM30KCa30JIHHOBOEC I[efICTBYIOLLIee BCILICCTBO MPECACTABIIACT coboii COCIUMHCHUEC, HMCIOIICC

dopmyiny (II):

(ITa)

WK ero (papManeBTUIECKH MPUEMIIEMYIO COJIb,

rae:

R? HezaBucuMo mipenctasser coboii ranoren, C1-Cs amxun unu Ci-Ce ranoreHankun

R* npencrasnser coboit H unu C1-Cs ankun;

R’ npencrapaser coboii Ci1-Cs ankui, HeoOA3aTeNbHO 3aMeIeHHbIH OHIM UK OONbIIe
R’; u R’ mnpencrasmsier coboii C,-C; anxunxapbonun, C,-C; anxokcukapbonun, Cz-C;
ankunamuaokapoonmwi, Cs-Co auankunamunokapbonmn, C,-C; ramorenamkunkapOoonmn, Cr-C;
raJIoreHaJIKOKCUKApOOHMI, C-Cs raJIoreHaJIKUIaMIUHOKapOOHWT, C3-Co
JMTraJIOreHATKUIAMUHOKAPOOHIT, 1

npasen 0, 1 wnn 2.

#5.  Habpenupyemas KOMIIO3MIUS 3aMEIUIEHHOTO BBICBOOOXKIEHHS O 1. # 4,

rac HM30KCa30JIHHOBOEC I[efICTBYIOLLIee BCILICCTBO TIPCACTABIACT coboii COCIUMHCHUEC, HMCIOIICC

dopmyay (Ilc), (1Id), (Ile) wmu (1If):



173

ZT

/CF3
FsC O_’\l H\)\”

Cl

Cl ,
(I1d)
0]
H //CF;
N N
H
0]
H //CF;
N N
H
CF3
(1If)
WK ero (papManeBTUYECKU MPUEMIIEMYIO COJIb.
#0. Hubenmpyemasi KOMITO3ULIMS 3aMEJICHHOTO BBICBOOOXKISHMSI 110 T1. #1 w1, #2,

r7e N30KCa30JIMHOBOE AEHCTBYIOIIEE BEIIECTBO OOOTAIEHO OHUM SHAHTHOMEPOM.
#7.  Havpenupyemas KOMIIO3MLHS 3aMEIUIEHHOTO BBICBOOOXKIEGHHMS MO 1. #0, rme

HU30KCAa30JIMHOBOC I[eI\;ICTBy}OH.Iee BCILICCTBO TMPCACTABIACT coboit COCIUMHEHUC, HMCIOIICC

bopmyay (S)-Ilc, (5)-11d, (S)-1le wmn (S)-11f:



ZT

ZT

CF3

(S)-IIf

WU ero (papMaLeBTHIECKU IPHEMIIEMYIO COJb.
#8.  HMubpenupyemas KOMITO3MLHS 3aMEUIEHHOTO BBICBOOOXKIAEGHMS MO 1. #2, rne

HU30KCAa30JIMHOBOC I[eI\;ICTBy}OH.Iee BCILICCTBO TMPCACTABIACT coboit COCIUMHEHUC, HMCIOIICC
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bopmyay (I1D):
R4 A1
X N
AZ-/<
G
\
Y
(I11)
rae:

Ri npencraBnsier coOOM ankui, raJOreHaJKWI, AJKEHWJ, TaJOreHANKeHW, aJKHHUI,
rajJoreHaJKUHII, LIHKJIOATKII, TaTOTeHINKIOATKII, AKILHKIOATKII WA LUKJIOATKIIATKII,
KaIbIii M3 KOTOPBIX HE3aMENIEHHbIN WJIM UMEET OJUH WU OOJIbIlle 3aMEeCTUTENEH, BRIOpaHHBIX
U3 rajioreHa, ruPOKCHU-TPYIIbI, aMUHO-TPYIIIbI, KU~ WA TU( KU )aMHUHO-TPYIINbI, ajlKUJIa,
LUKJIOAJKIIA, TAJOreHANKWIA, AalKeHWJa, TajJOreHaJKeHWIa, AJKUHIIA, TaJOreHATKHHHIA,
ANKOKCHU-TPYIIIbI, TaJOT€HANIKOKCH-TPYIIbI, AJKUITHO-TPYIIIbI, TraJlOT€HANIKUITHO-TPYIIIbI,
R5S(0)-, R7S(0)2-, R;C(0)-, R7RsNC(0O)-, R7OC(0)-, R7C(0)O-, R7C(O)NRs-, -CN nmm -NOg;

X mpencraBnsieT coOOW apusl MM TeTepoapuil, KOTOpPbie MOTYT ObITh He3aMeIleHHBIMU
WA UMETh ONWH WM OOJbIlle 3aMECTHUTENeH, BHIOPAHHBIX W3 TalloreHa, TMAPOKCH-TPYIIIIHL,
AMHUHO-TPYIIIbI, alKWI- WK TU(aJKWUI)aMHUHO-TPYTINbI, ajKuia, [UKJIOATKUIA, rajoreHalKuIa,
AJIKEHIJIA, TaJOreHAIKEHIIA, AIKHHHIIA, TaJOTeHATKHHIIIA, aJKOKCH-TPYIIIbI, IajJoreHaIKOKCH-
TPYIIbI,  AJKWITHO-TPYIIBL,  rajoreHankuntuo-rpymmsl, R7S(0)-, R7S(0)-, R7C(O)-,
R7RsNC(0)-, R7;0C(0)-, R7C(0)0-, R;C(O)NRs-, -CN unu -NO»;

A1 mpezcrasiisieT coO0l aTOM KUCIOPOa; |

A, mpexacrasiisier codoit atom kuciopoaa, NR, umn CR7Rs;

G npencrasnsiet codoit G-1 mu G-2;

[a¥aVal [VaVaWV]
B )\
Bi"/ = %B B4/ N/Big\
77 I B2
85\(’\]\51 B SE,
[aVaVal JUL
G-1 G-2

B1, B, Bs, B4 u Bs HezaBucumo npezacrasisitor codoit N min C-Ro;

Y npencraenisier coboit atom Bomopona, ramoreH, -CN; unmu Y npencrasisier coOoi
AJIKWJI, TaJIOTEHAJKWII, aJKeHWJ, TaJlor€HAJKeHWI, aJlIKUHWJI, TaJOTeHAJKWHWII, ITUKJIOATKHUII,
ATKWILUKIIOATKIJ, TUKJIOATKUIAIKWI, apwJl, WJIA TeTePOLUKIINI UIH TeTEPOapIl, KaXAbli U3

KOTOPBIX HGSaMeLLIeHHbeI Wi HUMECT OJUH HIIH OosbIIIe 3aMeCTHTeHeI>'I, Bbl6paHHbIX us3
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rajloreHa, THAPOKCU-TPYIIBL, AMHUHO-TPYIIIbI, AJKWI- WA JU(QJIKH)aMUHO-TPYIIbI, aJIKWIIA,
LUKJIOAJIKNJIA, TaJOreHaNKuia, AaJKEeHWUJAa, TaJOreHAJKEHUNa, AJKWHWIIA, TaJOreHaJKUHUIIA,
AJIKOKCU-TPYIIbL, TaJOT€HAJKOKCU-TPYIIbL, AJKWITHO-TPYONBI, TaJOreHAJIKUITHO-TPYIIIbI,
R7S(0)-, R7S(0)2-, R7C(0O)-, R7RsNC(0O)-, R7O0C(0)-, R7C(0)0O-, R7C(O)NRs-, -CN nmu -NOz;
wi Y npencrasisier cobowt Y-1, Y-2, Y-3, Y-4, Y-5, Y-6, Y-7, Y-8, Y-9, Y-10, Y-11, Y-12 wiu
Y-13;

Rz
= R‘}? R‘1u R
NRzRa ORz R, A Riz Ria
Ria R Rig R NR2Ra ! 2 R
1@ R 10 M Rig Ry = RS TR :
) . I T Ruupg Ry Rs .
V-1 Y-2 -3 v v
'T\z Ryz Rz TZ '?‘E Tz R
I
I M HRESR I I R
ORn V \/ﬁﬁ; ) y - 4
Riog,fr Rs Rigp R7 Rgg 2 Rigo Re Ry Fus=
R Riz - Raq Riz
Y6 Y7 Y-8

Hz | Re
=g
OR-

e
g
M., . N . ]
. . RH] R’H R@ 3 ” ”
\/( g 7<R1-3 : M, W) wm (W)

RH}R kR? Rs = 2 _ -
" = Y10 T-11 Y-12 v-13

V-8

Ry, R3; He3aBUCMMO MpencTaBIsIOT COOOW aTOM BOAOPOJA, AJKWII, TaJIOTeHAJIKHI,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
ankuHWI, rajgoreHankuHwi, wmukimoankmwi, RioS(0)-, RiS(0)-, RioC(O)-, Ri1oC(S)-,
R10R11NC(O)-, R10R11NC(S)- R100C(0)-;

R4, Rs u R¢ HE3aBUCUMO MPEACTABIISIOT COOOW aTOM BOJIOPOMA, aJIKWJI, TaJIOT€HAIKUIL,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
AJKWHWI, TAIOTCHAJIKMHIL, LIUKJIOAJKUJI, apUJT WA T€TEPOAPIT,

R7; u Rg He3aBHCHMO MNpencTaBisitOT COOOW aToM BOJIOPOAA, AJKWJL, TaJIOTeHAJIKHI,
THOAJIKWI, AJKWITHOAIKII, THIPOKCUAKWI, AQJKOKCHUAJKWJ, AaJKEHWJ, TaJOTreHaJKeHMUII,
AJTKWHUJI WU TaJOTeHATKMHUI,

Ro mpencraensier coboii atom Bomopoxaa, ramoreH, -CN, WU aJKu, TaJOTeHAJKHUI,
aJKeHWJ, TaJlOTeHAJIKEeHII, allKUHWJ, TaJlOTeHAJKUHWI, LHUKJIOANKUJ, TaJIOTeHIIUKIOAIKHUII,
ATKWILUKIOATKAN W [TUKJIOANKHIAJKIIL, KaXAbIH M3 KOTOPBIX HE3aMEINECHHBbIM WM UMEET
OMH WK OOJNbIIE 3aMEeCTUTEJIeH, BBIOPAHHBIX U3 rajoreHa, TUAPOKCH-TPYIIbI, aMUHO-TPYIIIIHIL,
aNKWwiI- Wik Au(aJKAI)aMAHO-TPYIIbI, aJIKWIa, LUKJIOANKIIA, TajJOreHallKuia, aJKeHWa,
raJIoOreHaJIKEHWJIa, AJIKUHWIA, TaJOreHAJKUHUJIA, AJIKOKCH-TPYIIbI, TaJOre€HAJTKOKCH-TPYIIIHIL,

ANKWJITHO-TPYNIbI, rajoreHankuatuo-rpynmnel, R7S(0)-, R7S(0)-, R7C(0)-, R7RsNC(O)-,
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R70C(0)-, R;,C(0)0O-, R7C(O)NRs-, -CN nnu -NOg;

Rio, Ri1, Ri2 1 Ri3 kaknblii He3aBUCUMO TPEACTABIISIIOT COOOM aTOM BOIOPOAA, aJKHJI,
TaJIOTEHAKWI, THOAJIKWJ, QJKUITHOAJIKWI, THUAPOKCHANKUJ, AJKOKCHAJKWJI, AJKSHMUJ,
raJIOTeHAIIKEH T, ATKUHIT FUTH TAJIOT€HAKUHIT, WIN

Rio BMecte ¢ Ri1 popmupyror =0, =S wnm =NRy; win

Ri12 BmecTe ¢ Rz popmupyrot =0, =S unu =NRy;

W npencrapnsier codoit O, S wim NRy;

n paseH 1-4; u

m pases O, 1 wiu 2; uiu ero GpapMaleBTHUECKH PHEMIIEMYIO COJIb.

#9. HuabenupyeMass KOMIO3MLHMS 3aMENJICHHOTO BBICBOOOKAEHUs MO 1. #8 rxe

HU30KCAa30JIMHOBOC I[eI\;ICTBy}OH.Iee BCLICCTBO TIPCACTABIIACT coboit COCIUMHEHUC, HMCIOIICC

dopmyay I1I-1.001 - 1-1.025 mmm H1-2,00 - 111-2,018:
F,C

(2)
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Coenunenus I11-1.001 - I1I-1.025

CoenuHeHue (2)p B° | B B’ B2 B! R R!®
1.001 35Cl, |C-H|C-H| C-H | C-H N H | CH,C(O)NHCH,CF;
1.002 35-C, |C-H|C-H| C-H | C-H N H CHyCF;
1.003 3,5-(CF;), |C-H|C-H| C-H | C-H N CH; CH,CO,CHs
1.004 3,5(CF;), |C-H|C-H| C-H | C-H N CH; CH,COH
1.005 3,5(CF;), |C-cH|C-H| C-H | C-H N CH; | CH,C(O)NHCH,CF;
1.006 3,5(CF;), |C-H|C-H| C-H | C-H N H | CH,C(O)NHCH,CF;
1.007 3,5(CF;), |C-cH|C-H| C-H | C-H N H CH,CH,SCH;
1.008 3,5(CF5); |C-H|C-H| C-H | C-H | C-H H | CH,C(O)NHCH,CF;
1.009 3,5(CF5); |C-H|C-H| C-H | C-H | C-H H CH,CH,SCH;
1.010 3,5-(CF5), |C-H|C-H| C-H | C-H | C-H H CHyCF;
1.011 35Cl, |C-H|C-H| C-H | C-H | C-H H | CH,C(O)NHCH,CF;
1.012 35Cl, |C-H|C-H| C-H | C-H | C-H H CHyCF;
1.013 35Cl, |C-H|C-H| C-H | C-H | C-H H CH,CH,SCH;
1.014 3-CLL5-CF; |C-H|C-H| C-H | C-H | C-H H | CH,C(O)NHCH,CF;
1.015 3-CLL5-CF; |C-H|C-H| C-H | C-H | C-H H CHyCF;
1.016 3-CLL5-CF; |C-H|C-H| C-H | C-H | C-H H CH,CH,SCH;
1.017 3,5-Cl, |C-H|C-H|C-Me | C-H | C-Me H | CH,C(O)NHCH,CF;
1.018 3,5-Cl, |C-H|C-H|C-Me | C-H | C-Me H CHyCF;
1.019 3,5-Cl, |C-H|C-H|C-Me | C-H | C-Me H CH,CH,SCH;
1.020 3,5-(CF;5); | C-H| C-H | C-Me | C-H | C-Me H | CH,C(O)NHCH,CF;
1.021 3,5-(CF;3); | C-H| C-H | C-Me | C-H | C-Me H CHyCF;
1.022 3,5-(CF;3); | C-H| C-H | C-Me | C-H | C-Me H CH,CH,SCH;
1.023 3-CLL5-CF; |C-H| C-H | C-Me | C-H | C-Me H | CH,C(O)NHCH,CF;
1.024 3-CL,5-CF; | C-H | C-H | C-Me | C-H | C-Me H CHyCF;
1.025 3-CLL5-CF; |C-H| C-H | C-Me | C-H | C-Me H CH,CH,SCH;
2
Coenunenus 111-2,001 - 111-2,018
CoenuHenue (Z)p B° | B* | B’ B2 B! | RP R!®
2,001 3,5-Cl, CH| CH| N C-H | C-H | H | CH,C(O)NHCH;CFs
2,002 3,5-Ch CH|CH| N C-H|CH | H CHyCF;
2,003 3,5-Cl, CH| CH| N CH|CH | H CH,CH,SCH;
2,004 35(CF3), |C-H| C-H| N C-H | C-H | H | CH,C(O)NHCHCF3;
2,005 35(CF;)» |C-H| C-H| N CH|CH | H CHyCF;
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2,006 35(CFs), |[CH|CH| N |[CH|CH]| H CH,CH,SCH;
2,007 3-CL5-CF; |CCH|C-H| N |CH | CH| H | CH,C(O)NHCH,CF;
2,008 3-CL5-CF; |CH|CH| N |CH|CH | H CH,CF;
2,009 3-CL5CF; |CH|CH| N |CH|CH | H CH,CH,SCH;
2,010 35Cl, |CH|CH| CH | CH | CH| H | CH,C(O)NHCH,CF;
2,011 35Chb, |CH|CH|CH|CH|CH| H CH,CF;
2,012 35Cb, |C-H|CH|CH|CH|CH| H CH,CH,SCH;
2,013 35(CF5), |CH|C-H| CH | CH | CH| H | CH,C(ONHCHCF;
2,014 35(CF), |CH|CH|CH|CH | CH| H CH,CFs;
2,015 35(CFs), |CH|C-H|CH|CH|CH| H CH,CH,SCH;
2,016 3-CL5-CF; |CCH|C-H| CH | CH | CH| H | CHC(ONHCH,CF;
2,017 3-CL5-CF; |CH|CH| CH | CH | CH | H CH,CFs;
2,018 3-CL5-CF; |CH|CH|CH | CH|CH | H CH,CH,SCH;

WU ero (papMaLeBTHIECKU IPHEMIIEMYIO COJIb.
#10. Habeuupyemas KOMIIO3MLHS 3aMEIUIEHHOTO BBICBOOOXKIAEGHMS MO 1. #2, rne

HU30KCAa30JIMHOBOC I[eI\;ICTBy}OH.Iee BCILICCTBO TMPCACTABIACT coboit COCIUMHEHUC, HMCIOIICC

o—N ?
FaC \ H\)\\N/\ CF3
N H

O

dopmyny (IVa):

Cl CHs
Cl
(IVa)
WK ero (papMaLeBTHYECKU PUEMIIEMYIO COJIb.
#11. Habpenupyemas KOMITO3WULHUS 3aMEIJICHHOTO BBICBOOOXKIEHHS MO I #2,
r7ie U30KCA30IMHOBOE COEAMHEHHE MTPeNCTaBIsieT coOol coenuHenue, nmeromiee Gopmyay (Va):

Fio N

\
O 0o 0
|
c N CHj
F Cl

O
(Va),

WU ero (hapMaLeBTHIECKU IPHEMIIEMYIO COJIb.
#12. Havenupyemas KOMIIO3MIHS 3aMEIUIEHHOIO BBICBOOOKIAEGHMS MO 1. #2, rne

W30KCA30JIMHOBOE COSIMHEHHE MPEACTaBIISIET CO00M coenuuenue, umetrornee dpopmyny (VIa):



180

Fac SN
\ 0
S H
N CF,
N v
o | / H/\”/
o)
ol . CH,

(VIa)

WK ero (papManeBTUIECKH MPUEMIIEMYIO COJIb.

#13. Komnosunwsi 3aMeJIEeHHOTO BBICBOOOKIEHUS TO JitoOomy u3 mmn. #1 - #12, roe
(bapMareBTHUECKH MPUEMJIEMBII MOJUMep BBIOPAH W3 TPYMIBI, COCTOSIIEH W3 MONHIAKTHIOB,
MOJIUTIIMKOJHMIOB, TOJHMKANPOJAKTOHOB, TOJHAHTHAPUIOB, IOJHAMUAOB, IOJHUYPETAHOB,
nonm3GUpaMuaoB, TOIHOPTOSI(PHUPOB, TMOJUAMOKCAHOHOB, MOJMALCTANEH, IOJMKETalel,
noyukapOOHATOB,  MONMHOPTOKapOOoHATOB,  MoONH(OCha3eHOB,  MOJUTHIPOKCHOYTUPATOB,
MOJIMTUAPOKCHBAJIEPATOB, IMOJHANKHICHOKCANATOB, MOJIHAJKIIEHCYKIITHATOB, MOJIH(0JI09HOM
KHCJIOTBI),  MOJU(aMHUHOKHCIIOT), MHOJH(METHJIBUHIUIOBOTO  3¢dupa), moau(ManenHOBOTO
aHTUAPUAA), XUTHHA, XUTO3aHA, UX COMOJUMEPOB, TEPHOJIMMEPOB HIIM UX KOMOWHALMN HIIH
CMECEH.

#14. Komnosunwms 3aMeIJIEHHOTO BbICBOOOKIeHHs 1o 1. #13, roe dgapmaneBTudecku
MPUEMIIEMbIH MOJIMMEP MPENCTABIISIET COO0H CONONIMMEp MOJMIAKTHAOB U TTOJUTITHKOJIUAOB.

#15. Komnosunws 3aMeIJIEHHOTO BbICBOOOKIeHHs 1o 1. #13, roe dgapmaneBTudecku
MPUEMJIEMbIH TTOJIMMED TPENCTABIISET COOON MOJMKATIPONIAKTOH, MOJUAMHU, OJHAHTHIPHI WIH
noJMopTo3hUp.

#16. Huabenupyemas KOMIO3ULIUS 3aMEIUIEHHOTO BBICBOOOXKIEHHS O JFOOOMY M3 IIII.
#1 - #15, rme pacTBOpHUTENb MpPEACTABISET COOOW CINUPT, KUAKUHA TOJMSTHICHTIHKOIb,
NPONMJIEHTJIMKONb, TJIMLEPHUH, CJOXKHBIA 3(pUp TNIHLEPUHA, LHUKJINYeCKHHd KkapOoHar, 2-
NUPPOIHIOH, N-METWINMHPPOJUAOH, IUMETHIH30COPOH, AUMETWIALETaMUA, TIHLEePHH
¢dopmanb, TpurmuLepua, TU3GUp MPONMIEHTIINKOIS, TTOJIOKCAaMep UM CMECh M0 MEHbLIEH Mepe
IBYX M3 MEPEUUCIIEHHBIX PACTBOPUTENEH.

#17. Havenupyemas KOMIO3ULIUS 3aMEIUIEHHOTO BBICBOOOXKIEHHS O JFOOOMY M3 IIII.
# 1 - #15, rme pacTBOpHUTENb MNpPEncTaBisieT CcOOOM CMeCh CMELIMBAIOIIErocs C BOAOH
PacTBOPUTEIISI U HECMEIIHUBAIOIIETOCS C BOJOH PACTBOPHUTEIISL.

#18. Huabpenupyemas KOMIIO3HMLIMS 3aMENJICHHOTO BBICBOOOXAEHWS 1o 1. #1,
coneprKamasi:

a) ot mpumepHO 5 no mpumepHo 20% (Bec/Bec) unm mpumepHo oT 15 mo 30%

(Bec/Bec) M30KCA30IMHOBOTO coennHeHust, umeromiero gopmyny (11):
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1)

rie:

Al A% A%, A*) A’ u A® nesaBucumo BBIOpaHbI U3 rpymmnel, coctosimedi us CR® u N, mpu
ycnosuy, 9to MakcuMaibHo 3 u3 A, A2 A3 A*) A u A® npencrasmsror coboii N;

B!, B2 u B’ ne3aBucumo BbIOpaHbl 13 rpynisl, cocrosimeii u3 CR? u N;

W mnpencrasnsier coboit O niu S;

R! mpencrasnser coboit Ci-Cs amxum, Cr-Ce anxenun, C;-Cs amxummm, Cs-Cs
uknoankuy, C4-C; amxummuksoankuwn win C4-C; HUKITOATKUIANKHAI, KaXKABIA M3 KOTOPBIX
HeOoOI3aTeNIbHO 3aMEIeH OJHUM M OOJIbIIIe 3aMECTUTENAMH, HE3aBUCUMO BLIOpaHHbIMHU 13 R,

kaxaelii R? nesaBucumo mnpenctasnser coboit H, ramoren, Ci-Cs amxun, Ci1-Co
ranoreHankui, Ci1-Cs ankokcu-rpynny, Ci1-Cs ranoresankokcu-rpymiy, Ci-Ce ankunTHo-rpymiy,
C1-C¢ ranorenankunrno-rpymnmy, Ci1-Cs ankuicyiaspunmi, Ci-Cs ranorenankuncyibuami, Ci-
Cs anxuncymsponmn, Ci1-Ce¢ ranorenamkuncynbdpormi, Ci-Cs ankumamumsao-rpymnmy, C2-Ce
mrankunaMmuHo-rpymmy, Ca-Cy ankokcukapoonm, -CN mn -NOg;

kaxaelii R® nesaBucumo mnpencrasnser coboit H, ramoren, Ci-Cs amxun, Ci1-Co
ranoreHankui, C3-Ce muxnoankmn, Cs-Ce ranorenuukioankmi, Ci-Ce anxokcu-rpynmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkuwicynbonun, Ci-Ce ankunamuno-rpymnmy, C;-Cs muankunamuao-rpymnmny, -CN wim
-NO;

R* mpencrasnsier coboit H, Ci-Cs amkun, C;-Cs amxenun, Cp-Cs amxuaun, Cs-Cg
rukgoankui, C4-Cr anmkumuknoankui, C4-Cr muknoankunankui, Co-C; ankunkapOonwn uimu Cs-
C7 ankokcukapOOHUIT,

R’ npencrasnsier coboit H, OR'®, NR''R'? unu Q'; unu C1-Cs ankun, C,-Cs ankenun, C,-
Cs anxunmn, Cs3-Ce muknmoankui, C4-C; anxwmnmuknoankuna uin Cy-Cr; UMKIOATKHIATIKHII,
Kb U3 KOTOPBIX HEOOS3aTEIbHO 3aMeIeH OJTHUM WJIH OOJIbIIE 3aMECTUTEIISIMU, HE3aBUCHMO
BBIOpaHHbIME 13 R 1u

R* u R® oObemuHeHb BMECTE C aTOMOM a30Ta, K KOTOPOMY OHU HPUCOEAMHEHEI, C

oOpa3oBaHHWeM IMKJA, coaepkamero 2 - 6 aTOMOB yriepoja M HeoOs3aTeNbHO OAWMH
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JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMelneH | - 4 3aMecTUTeNsIMH, BRIOPAaHHBIME U3 TPyIIbl, coctoseit u3 Ci-C;
ankuna, ramorena, -CN, -NO; u C1-C; ankOKCH-TPYTIIIIHI;

kaxaeii R® Hesasucumo mnpexcrasmsier coboii ramoren, Ci-Cs amkxun, Ci-Cs ankokcu-
rpymmy, Ci-Ce ankunruo-rpynmny, Ci-Ce ankuncynbshunann, Ci-Cs ankuncyiasdponmn, -CN win -
NO;

kaxelii R’ HesaBucumo mpencrasnser coboii ranoren; Ci-Co amkun, C3-Co HUKIOANKHI,
Ci1-Cs ankxokcu-rpymmny, Ci1-C¢ ankwnruo-rpynmy, Ci-Cs anmxuncynbduamin,  Ci-Cs
ankwicynbonmit, Ci-Ce¢  ankmmamubo-rpynny, C;-Cs  muankwinamusao-rpymmy,  Cs3-Ce
nuknoankuiamMuHo-rpymmy, Cr-C;  ankunkapbonun, C,-C;  amkokcukapbonmn, Cr-Cs
ankunamuaokapoonmwi, Cs-Co auankunamunokapbonmn, C,-C; ramorenamkunkapOoonmn, Cr-C;
raJIoreHaJIKOKCUKApOOHMI, C-Cs raJIoreHaJIKUIaMIUHOKapOOHWT, C3-Co
JUrajoreHANKUIAMUHOKAPOOHI, ruApoKkcu-rpymmy, -NH,, -CN umu -NO,; unu Q%;

kaxaeii R® nesasucumo mpencrasaser coboii ramoren, Ci-Cs amkokxcu-rpymmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkwicynbonun, Ci-Cs ankunamuno-rpymmy, C;-Cs mamamkunamuHo-rpymmy, Cz-Cs
ankokcukapOooHm, -CN wiun -NO3;

kaxaeii R’ HesaBucumo mpencraeaser coboit ramoren, Ci1-Ce amkun, Ci1-Ce
ranoreHankui, C3-Ce muxnoankmn, Cs-Ce ranorenuukioankmi, Ci-Ce anxokcu-rpynmy, Ci-Ce
ranoreHankokcu-rpynny, Ci-Ce ankmnruo-rpynmny, Ci-Cs ramorenankuiaruo-rpynmny, Ci-Ce
ankwncynbuann, Ci1-Ce¢  ramorenankuncynbpunmwi, Ci-Cs  ankumncynsponmn, Ci-Cs
ranoreHajkwicynbonun, Ci-Cs amkunamuHo-rpymmy, C;-Cs muankuwmamuHo-Tpymmy, -CN, -
NO:z, pernn unm nupUIuHAT,

R!° mpencrasnsier coboit H; umu Ci-Cs amxun, Cr-Ce ankenun, Cr-Ce anxunmn, Cs-Cs
uknoankuy, C4-C; amxummuksoankuwn win C4-C; HUKITOATKUIANKHAI, KaXKABIA M3 KOTOPBIX
HeoOs3aTeNTbHO 3aMEeIleH OJTHUM WIH OOJIbIIIe AaTOMaMHU TaJIOTeHa,

R!!" mpencrasnser coboit H, Ci-Cs anxun, Cr-Cs amxenun, Cr-Co anxunmn, Cs-Cs
rukgoankui, C4-Cr anmkumuknoankui, C4-Cr muknoankunankui, Co-C; ankunkapOonwn uimu Cs-
C7 ankokcukapOOHUIT,

R!% npencrasnser coboit H; Q*; umu C1-Cs ankun, C2-Cs anxenun, Co-Co ankunun, Cs-Cs
uknoankuy, C4-C; amxummuksoankuwn win C4-C; HUKITOATKUIANKHAI, KaXKABIA M3 KOTOPBIX
HeOoOI3aTeNIbHO 3aMeleH OJHUM UIH OOJblIe 3aMECTUTENAMHU, HE3aBICHMO BhIOpaHHBIMH U3 R,
Win

R!!' u R? obbenuHensl BMecTe ¢ aTOMOM a30Ta, K KOTOPOMY OHH NPHCOEAUHEHBI, C
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oOpa3oBaHHWeM IMKJA, coaepkamero 2 - 6 aTOMOB yriepoja M HeoOs3aTeNbHO OAWMH
JOTIOJIHUTENbHBIA aTOM, BBIOpaHHBIA M3 rpymmsbl, cocrosmed u3 N, S u O, yKa3aHHBIA LUK
HeoOs13aTeNbHO 3aMerneH | - 4 3aMecTuTeNnsiMH, BbIOpaHHBIMU U3 rpymibl, cocrosimeit nz Ci-C;
ankuna, ramorena, -CN, -NO; u C1-C; ankOKCH-TPYTIIIIHI;

Q! mpencrasnser coboil QeHUNILHOE KONBLO, 5- WM 6-u4JeHHOE TeTepOLUKINYECKOE
KobLo, wWin 8-, 9- wnim  10-uieHHyI0 KOHIECHCHPOBAHHYK OWIUKIMYECKYIO CHCTEMY,
HeoOs13aTeNnbHO coaepkamyto 1 - 3 rerepoaToMoB, BeIOpanHbIX U3 10 1 atoma O, no 1 atoma S u
10 3 aromoB N, KaXJ0€ KOJbLO MM LIUKINYECKas CUCTeMa HeoOs3aTeNIbHO 3aMeIleHbl OTHUM
1Iu OONbIIE 3aMECTUTENISIMM, HE3ABUCUMO BbIOpaHHBIMU 13 R®;

KaxbIi Q” HE3aBUCHMO MpeJCTaBseT cOO0H (PEHUTBHOE KOJBLO UM S- UM 6-UJIeHHOE
reTEPOLIMKINIECKOE KOJIBLO, KaKIO€ KOJBLO HeOoOs3aTeIhbHO 3aMEIleHO OAHMM WM OoJiblle
3aMeCTHTEISIMHU, HE3aBUCHMO BbIOpaHHbIMU U3 R”;

Q’ npencrasnsier co6oii (peHUIbHOE KOO MM 5- MIH 6-4I€HHOE TeTePOLHKIHIECKOe
KOJIBLIO, KaXIO€ KOJBLO HEOOsS3aTeNIbHO 3aMELIeHO OAHMM WM OOJIbIIE 3aMECTUTENSIMHU,
HE3aBUCUMO BbIOpaHHbIMU 13 RY; 1

n pases 0, 1 niu 2, uinu ero GpapmManeBTUIECKH IPUEMIIEMYIO COJIb;

b) ot mpumepro 1 no npumepHo 30% (Bec/Bec) wiu mpumepHo ot 1 mo 20% (Bec/Bec)
(bapMareBTHUECKH MPUEMJIEMOTO TIOJMMEpa, KOTOPBIN MpencTasiisieT coO00H MONMKAMPOIAKTOH,
MOJIMJIAKTHU, MOJUTIUKOJIN WIH CONIOJIMMEP MOJMIAKTH/IA U TIOJUTITUKOINA,

¢) or mpumepHo 40 nmo mpumepHo 85% (Bec/Bec) pacTBOpHTENs, BBIOPAHHOTO W3
[UKJTNYECKOro KapOoHaTa, IUMEeTWIH30copOuaa, MoJjoKcaMepa, CIOXKHOrO 3(dwupa riuiepuHa,
TPUTTIHULEPUA, KUAKOTO MOJUITUIIEHTJIMKOJIS U CIIUPTA, U UX CMECEH;

d) HeoOs3arenbHO, oT npuMepHO 0,01% mo nmpumepro 2,0% (Bec/BeC) aHTUOKCHIIAHTA; U

e) HeoOs13arenbHO, oT npuMepHo 0,01% no mpumepHo 5,0% (Bec/Bec) papmareBTHIECKH
npueMIIeMO# 100aBKH, BCIIOMOTaTEIbHOTO BEIECTBA MIIM HX CMECH.

#19. HuabenupyeMblil mpemapar 3aMeJIEHHOTO BBICBOOOXKIeHHss mo 1. #18, roe

COeMHEHUE MPEACTaBIsIeT co0oit coennuenue, nmeroinee popmyiy (Ilc):

@]
/ CF,

Cl

CF;
(Ilc)
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WU ero (papMaLeBTHIECKU IPHEMIIEMYIO COJb.
#20. HabenupyeMblil mpemapaTr 3aMeJIEHHOTO BBICBOOOXKIEHHs mo 1. #18, roe

HN30KCA30JIMHOBOE COCAUHCHUE NTPCACTABIIACT coboii:

ZT

/TCF,4
N
H

CF3

(S)-IIc

WK ero (papManeBTUYECKU MPUEMIIEMYIO COJIb.

#21. IlpenapaT 3aMemJIeHHOTO BbICBOOOXIEHHUsS MO Jrobomy u3 mmn. # 1-20, KOTOpbIi
JOTIOJIHUTENIPHO  COAEepKUT  3(PQEeKTHUBHOE KOJMYECTBO MO MEHbIIEH Mepe OIHOTO
(apMareBTHUECKH aKTUBHOTO CPENICTBA.

#22. llpenmapaT 3aMemJIEHHOTO BBICBOOOKIEHHs MO M. #21, rae AOMOJHHUTEIBHOE
(bapMareBTHUECKH aKTUBHOE CPEICTBO NMPEACTABISIET COO0H MaKPOLMKIMYECKHH JIAKTOH.

#23. llpemapar 3aMeaNIieHHOTO BBICBOOOXKIEHHUS MO M. #22, rae MakpOLMKIUYECKUH
JAKTOH TpeAcTaBisieT coOod  abaMeKTWH, [IUMAAEKTHUH, JOPAMEKTHUH, 3MaMEKTHH,
SIPUHOMEKTHH, WBEPMEKTHH, JIATHIEKTUH, JIEIUMEKTHH, CEJaMEKTHH, MHJIOEMEKTHH,
MIIOeMHLIMH D, MUIIOEMHULINH OKCUM, MOKCUIEKTUH WJIM HEMAJEKTHH.

#24.  Crnoco® neuveHWs] WM TNPENOTBPAIIEHHs IMOSIBICHUS Mapa3suTOB Y JKHUBOTHOTIO,
HY>KJAIOLIErocsi B 3TOM, Ha mnepuox oT 3 a0 12 MecsAnesB, KOTOPBIM BKIOYAET BBEACHUE
UHBELUPYEMOTO IpenapaTa JTUTEbHOrO AeHCTBU 110 1. | YKa3aHHOMY JKHBOTHOMY.

#25. Cnocob mo m. #24, rae yka3aHHOe KHUBOTHOE TpPEICTaBisieT coOol cobaky,
KOLIKY, OBLY UM KPYIHBIM POTaThIi CKOT.

#26. Cnocob mo mn. #24, rae u3NedYeHWE OT MApa3UTOB WM MPEAOTBPAICHUE
MIOSIBJIEHUSI TTAPA3UTOB MPOUCXOANT Ha CPOK MPUMEPHO OT 5 10 6 MecsLeB.

#27. Cnocob mo n. #24, rae u3NedeHHWe OT MApa3UTOB WM MPEAOTBPAICHUE
NOSIBJIEHHSI TTAPA3UTOB MPOUCXOANUT HA CPOK MPUMEPHO 6 MECSLIEB HITH OOJIbIIE.

#28.  Cnocob mo m. #24, rae yka3aHHBbIe Mapa3uThl MPEACTABISIOT COO0M ONOX w/wiu
KJIECLIEH.

#29. IlpuMeHeHWEe W30KCA30JMHA B MPUTOTOBJICHUM WHBEIUPYEMOro Tpernapara
3aMEUIEHHOTO BBICBOOOKACHUS IUIS JICYCHUST WJIM NPENOTBPALIEHHS MapasUTapHONH HH(PEKIHH

HJIN 3apa*KC€HUA Ha )KUBOTHOM HJIKM B OPTaHU3ME JKUBOTHOI'O
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HecmoTpst Ha moapoOHOe onucaHue Pa3InYHBIX BAPHAHTOB OCYIIECTBIICHUST HACTOSIIIETO
u300peTeHus, CcjenyeT TMOHMMAaTh, YTO OMKMCAHHOE BBIIIE W300pETEHHE HE OrpaHUYHBACTCS
YaCTHBIMHU JAETAISIMU, MPUBEAECHHBIMH BBIIIE B ONMUCAHUH, MOCKOJBbKY BO3MOKHBI MHOTHE €r0

Bapuanuu Oe3 BBIXO/A 3a PAMKU CYTH U 00beMa HACTOAIIEr0 H300pEeTeHMs.



N3MEHEHHAS ®OPMYJIA U3OBPETEHUA

1. IlpumeHeHHne H30KCa30JUHOBOTO coenuHenuss ¢opmynsl (Ila) B mpuroToBneHHH
JIEKapCTBEHHOTO CPEJCTBA, KOTOPOE IMPEACTaBisieT COOOH HHBEIUPYEMYIO KOMIIO3HIIUIO
3aMEUIEHHOTO BBICBOOOXKIEHUS, Ul JIEYSHUS WM MPENOTBPALIeHHs Napa3suTapHoi nHpekunu
WJIH 3apa’keHHsI HA JKUBOTHOM MJIM B OPTaHU3MeE KHBOTHOTO, I'/I€ KOMITO3ULIUS CONIEPIKHUT:

a) ot 5 10 20% (Bec/Bec) M30kca30MHOBOTO coennHenust popmynsl (11a):

(ITa)

wuiu ero papmareBTUYeCKH MpUeMJIEMO COJTH,

rae:

R? nesasucumo npecTasiser coboit ranores, Ci-Ce ankun umu Ci-Co raloreHaki,

R* npencrasnser coboit H unu C1-Cs ankun;

R’ npencrapaser coboii Ci1-Cs ankui, HeoOA3aTeNbHO 3aMeIeHHbIH OJHIM UK OOJNbIIe
R’; u R’ mpencrasnser coboit C,-C; anxunxapbonun, Cr-C; ankokcukapbouun, Cz-C;
ankunamuaokapoonmwt, Cs;-Co mmankunamuHokapbonmn, Cr-C; ramorenanmkunkapoonmn, Cr-C;
raJIoreHaJIKOKCUKApOOHMI, Cy-C4 raJIoreHaJIKUIaMIUHOKapOOHWT, C3-Co

I[I/IFaJ'IOFeHaJ'IKI/IJ'IaMI/IHOKap6OHI/I.]'I; u

n paseH 0, 1 unu 2;

b) or 1 mo 30% (Bec/Bec) (apmaleBTHUECKH MPUEMIIEMOTO IOJIMMEPa, KOTOPBIM
NpeacTaBisieT coOOM COMOJUMEp MOJMIAKTHIOB U MOJHUIIMKOINAOB, UMEIOIIHI COOTHOIIEHUE
JakTHaa K ramkoauay ot 40:60 mo 85:15(sec:Bec); u

¢) ot 40 no 85% (Bec/Bec) pacTBOpUTENsi, BBIOPAHHOTO M3 LIMKJIMYECKOTO KapOoHara,
IMMETHIN30CopOuIa, TONOKCaMepa, CIOKHOro 3(upa riIHMLepuHa, TPUTIHMLEPUAA, KUIKOTO
MOJMATUIICHTJTUKOJISI U CITUPTA, UITH UX CMeCeit;
r7ie CyMMa BCeX KOMIIOHEHTOB B Komrosuimu cocrapisier 100% (Bec/Bec).

2. Ilpumenenne u3okcazoauHoBoro coeanneHus gopmynsl (Ilc), (11d), (Ile) wm (1If) B
NPUTOTOBJIEHHH JIEKAPCTBEHHOTO CPENCTBA, KOTOPOE MPENCTaBisieT COOOH HHBELHPYEMYIO
KOMITO3HMLIMIO 3aMeIJIEHHOTO BhICBOOOKACHHMS, AJIsI ICUSHUS WJIH MTPEIOTBPALLEHHS Mapa3uTapHOH

I/IH(I)GKLII/II/I WK 3apaxXKeHus Ha KMBOTHOM WJIM B OpPraHU3ME KHUBOTHOIO, rAc KOMIIO3ULIUA



COIEPIKHUT:

a) ot 5 1o 20% (Bec/Bec) nzokcazonuHoBoro coenunenus popmyinsl (1lc), (1Id), (Ile) nmm

(I19):

o)
/CF;
N
H
(Ilc)
0
O—N H o CF
FsC \ N N
C
‘<1lllli>’ C)
Cl ,
(11d)
0
O—N H rq/’/\‘\\(3F3
FaC \ N N
cl
o)
F Q
Cl ,
(Ie)
0
CF
—_ H /\ 3
FsC. P '§ N N
cl
o)
F Q
CF3

(I1f)

win ero (hapMareBTHIECKH MPUEMIIEMOM COJIH,



b) 1 - 30% (Bec/Bec) papmaneBTHUECKH IPUEMIIEMOTO TIOJIMMEPA, KOTOPBIA IPEACTABISIET
coboii comonuMep MONMIAKTUAOB M MOJUIJIMKOIMIOB, MMEIOLUIMHA COOTHOLICHHE JAKTHAA K
rnukonuay ot 40:60 no 85:15(Bec:Bec); u

c) 40 - 85% (Bec/Bec) pacTtBopHTENs, BBIOPAHHOTO W3 LHMKJINYECKOro KapOoHara,
IMMETHIN30CopOuIa, TONOKCaMepa, CIOKHOro 3(upa riIHMLepuHa, TPUTIHMLEPUAA, KUIKOTO
MOJMATUIICHTJTUKOJISI U CITUPTA, UITH UX CMeCeit;

r7e CyMMa BCeX KOMIIOHEHTOB B Komrosuimu cocrapisieT 100% (Bec/Bec).

3. IIpuMeHeHne N30KCa30JIMHOBOTO COEAUHEHUs MO 1. 1, rae coequHeHne NpeaCcTaBIseT

coboii coenurenue popmysl (Ilc):

O
/CFs
F3C O_'\\l H\)\N

Cl

CF;
(Ilc)

WU ero (hapMaLeBTHIECKU IPHEMIIEMYIO COJIb.

4. HpI/IMeHeHI/Ie HU30KCAa30JIMHOBOI'O COCIUHCHHA 110 II. 1, rac H30KCa30JIMHOBOC

COeIMHEeHUE MPeCTaBIIseT COOOI:

/TCF,4
N
H

ZT

CF3

(S)-IIc

WY ero (papManeBTUIECKH MPUEMIIEMYIO COJIb.

5. IlpuMeHeHHe H30KCa30JIMHOBOTO COEAWHEHMS MO M. | wiu 2, rae pacTBOPUTENb
NpEeACTaBIsieT COOOH UKIMYECKUI kapOoHar.

6. IlpumeHeHHEe HM30KCA30JMHOBOIO COEAUHEHUA MO M. | wuiaum 2, rae pacTBOPUTENb
NPEACTaBIsieT COOOH CMeCh PACTBOPHUTENEH, COAEPIKALIYIO LIUKINYECKH KapOOHAT U CIIOKHBIH
3¢up rIuepuHa.

7. IlpuMeHeHne U30KCa30JIMHOBOTO COEAMHEHHS 110 M. 6, T71€ COOTHOLIEHUE LIUKJINYECKOTO



kapOoHaTa U CJIOKHOTO 3(upa riureprHa cocrasysieT ot 1,5:1 mo 15:1 (Bec/Bec).

8. IIpuMeHeHne N30KCa30JIMHOBOTO COSAMHEHHS 0 JTI000My U3 IL.1I. 1-3, rie HuKInIecKui
kapOOHAT mpeacTapsieT codoi mponmIeHKapOOHaT.

9. IlpuMeHeHne N30KCA30JUHOBOTO COEAUHEHHs MO JII0OOMY U3 M.I. 1-3, rae CioKHbIHA
3¢up rIMLepruHa NpencTaBiseT coOoil TpHaLeTHH.

10. TlpuMmeHeHHE W30KCA30JMHOBOIO COEAMHEHHs 1o Jrobomy u3 mn. 1-3, roe
PacTBOPUTEINb IPEACTABIISIET COOOH CMECh, COAEPIKALITYIO IPONIIIEHKApOOHAT U TPUALIETHH.

11. IlpumeHeHHe H30KCAa30JIMHOBOTO COEAWHEHHs MO M. 6, rae CMeCh PacTBOPUTEINEH
JOTIOJIHUTENILHO COJEP>KUT MOJIOKCAMeEp.

12. IlpumeHeHne H30KCa30JIMHOBOTO coenHeHus no . 11, rae cmeck conepskur ot 0,5 1o
20% (Bec/Bec) moJioKcamepa.

13. IlpuMeHeHne HM30KCA30JMHOBOTO COEAMHEHHs MO I. 1 mim 2, rae COOTHOLIECHHE
CONOJIMMEpPA MOJIWIAKTUAOB U MOJUTIMKOIUAOB K H30CKa30JIMHOBOMY COEAUHEHUIO, UMEIOLIEMY
dopmyany (Ila), (Ilc), (IId), (Ile) nmm (1If), coctasmser ot 1,5:1 mo 1:1,5 (Bec:Bec).

14. IlpumMeHeHHE HW30KCA30JIMHOBOIO CO€AWHEHHs Mo M. 13, rme cpenHeBecOBOH
MOJIEKYJIIPHBIN BEC CONMOJIMMEpA MOJMIAKTUIOB U MOJUIIUKOIUAOB cocTasisieT oT 5 ao 20 k/la.

15. lIpumeHeHne H30KCA30JIMHOBOIO COEIMHEHMs MO M. 1 wnmu 2, rae KOMIO3HULUA
JOTIOJIHUTENBHO COAEePKUT 3(P(PEeKTHBHOE KOMMUECTBO MAKPOLUKIMYECKOTO JIAKTOHA.

16. IlpumeHeHne H30KCA30JMHOBOIO COEAWHEHUs MO M. 15, rae MakpOLUKINYeCKHH
JIAKTOH TPEICTABISET COOOH a0aMEeKTHH, TUMAIEKTHH, TOPAMEKTHH, SMAMEKTHH, STTIPHHOMEKTHH,
UBEPMEKTHH, JIATUACKTHH, JIENUMEKTUH, CEJaMEKTHUH, MWIOEMEeKTHH, MuIOeMUIuH D,

MI/I.]'I6eMI/ILII/IH OKCHM, MOKCHICKTHUH UJIU HCMaACKTHH.

17. IlpuMeHeHne U30KCa30JIMHOBOTO COEAMHEHHUS 1O M. 1 WK 2, rae KOMIO3ULUSA JIEUUT
W MPEOTBPAIIAET 3apakeHne OJloXaMu WK KJiemaMu Ha 3-12 mecsiies.

18. IIpuMeHeHne N30KCa30JIMHOBOTO COEAUHEHUS 1O 0. 1 WK 2, rae KOMIO3ULUSA JIEUUT
WIN MPEOTBPALIAET 3apakeHre OJI0XaMu WK KJIeIaMy Ha 5-6 MecsleB.

19. IIpumeHeHne U30KCa30JIMHOBOTO COEAUHEHUS 1O M. 1 Win 2, rae KOMIO3ULUS JIEUUT
WIN MPEOTBpAIIAeT 3apakeHre OJ0XaMu WK KJiemaMy Ha 6 MecCsilieB WK OOJIbIIe.

20. IlpumeHeHHE HM30KCA30JMHOBOTO COEOWHEHHUS MO M. | wiu 2, rae KOMIO3ULUA
npeaHa3HaYeHa IS JISUEHUs WU TPEIOTBPAIeHNs apa3uTapHOH HHPEKITNN HITH 3apaKeHus Ha
YKUBOTHOM WJIH B OPTaHU3ME SKUBOTHOTO, KOTOPBIM SIBJIIETCS] CO0aKa, KOIIKA, OBLIA WJIA KPYITHBIH
pOratbIii CKOT.

21. IlpumeHeHHE HM30KCA30JMHOBOIO COEOWHEHHUS MO M. | wiu 2, rae KOMIO3ULUA
MpeaHa3HAaYeHa Ui JICUCHUS WJIH NOPEeNOTBPALCHUS Mapa3sUTApHOIO 3apa’KeHHs, KOTOPOe

npeacTaBisieT cOOOH 3apakeHne OIOXaMH W/WIIH KIISLaMH.
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