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(57) B mHacTosmiem wu300peTeHMM MpEIAracTCsl KOMIO3MIMSA, YBENMYMBAIOMAS OOBEM  KHMIIEYHOTO

COJIEPIKUMOTO, comepxamasg  TPUTHIPATHYIO dopmy  (3S,4R,3'R)-6-[4-(4-amunHO-5-X710p-2-
METOKCUOEH30MIAMUHO )-3-METOKCUTUIICPUINH- | -HJI [TeKCaHOBOH KUCIOTH 1-a3abummkio[2.2.2]okr-3'-
WIOBOTO 3(upa ITUTHAPOXJIOPUIHON comu. Tarxke mpemararoTcs (papMareBTHUSCKUE KOMITO3UIMH U
JO3MpOBaHHBIE (DOPMBI, CoAepiKallie TPUTHAPATHYIO (opMy, a Taike CHOCOOBI NMPUMEHEHHS LIS
JICYCHHST KETYTOYHO-KUIIEYHOTO PACCTPONMCTBA Y CYOBEKTa C IMOMOIIBIO TPUTHAPATHOH (opmel. B
HEKOTOPBIX BapUAHTaX OCYIICCTBICHUS IKEIYIOYHO-KHIICYHOE DPACCTPOMCTBO MPEIACTABISICT CcoOOU
ractpolssodareanpHyo pedmokcHyto 6onesnp (I'OPB), mucmencuio (Takyro Kak (pyHKIMOHAIBHAS
JCTICTICHSI WTH (PYHKIIMOHAIIFHOE HApyIICHHEe MOTOPHKH), TaCTPONape3, MapaluTHISCKY0 KUIICUYHYTO
HETMPOXOTUMOCTh, TOCICONCPAIIMOHHYI0 HEIMPOXOIUMOCTh KHIIICYHHUKA, PBOTY, TOIIHOTY, H3KOTY,
KHAIIEYHYI0 TICEBIOOOCTPYKLMIO KHIIEYHHWKA, CHHAPOM paszapaxeHHoro kumeuynuka (IBS), 3amop,
HenepeHocuMocTh dHTepanbHoro nutanus (EFI) mwin 330¢arut. B HeKOTOpBIX BapHaHTaX OCYIICCTBICHUS
JKETYJOUYHO-KHIIIEYHOE PAaCCTPONCTBO TPEACTaBisieT coOOW MOCIEONepaloOHHYyI0 HENpPOXOAUMOCTb
KHIIEYHNKA, XPOHNYECKYI0 NACTOHMIHYIO TETaHHIO, 3allop, METAaKOJOH, TaCTPUT, 3aCTOH JKEIydOdHO-
KHIIEYHOTO TPAKTa WK Ae(PEeKT OMMOPOKHEHUS ChIUyTa.
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MATEPHAJIbI U CIIOCOBBI JIEUEHUSA XKEJIY JOYHO-KUIIIEYHBIX PACCTPOMCTB
ITEPEKPECTHAA CCBhIJIKA HA POJACTBEHHBIE 3ASABKHU

[0001] B nanHOI 3asBKe 3asBJIeH NMPHOPUTET IO HENpenBapUTeNbHON 3asBke Ne 16/181 177,
nogaHHo 5 HosAOps 2018 r., momHOe conep:kaHWe KOTOPOH BKIFOYEHO B JAHHBIA JOKYMEHT

MOCPEACTBOM CCBIIKH.
OBJIACTD U30OBPETEHHMA

[0002] HacTosimee packpbITHE OTHOCUTCS K KOMIIO3ULIHSIM, VBEJIUYHMBAIOLIINM OOBEM
KUIIEYHOTO COAEPKUMOTr0, U (papMaLeBTHUECKUM KOMITO3ULMSM, COAEPKAIUM TPUTHAPATHYIO
dopmy (35,4R,3'R)-6-[4-(4-aMHHO-5-XJIODP-2-METOKCUOEH30MIAMUHO)-3-METOKCUITUTIEPUANH- 1 -
WJI|TeKCaHOBOH KUCIIOTHI 1-a3abuumkino[2.2.2]okT-3"-1aoBoro 3¢gupa JUruapoXIOpUAHON COMH U

CrIOCOOBI JIEYEHUS JKEeJYAOYHO-KUIIEYHbBIX PACCTPOMCTB C IOMOIIBIO 3TOH (POPMBL.
YPOBEHb TEXHHWKHU

[0003] TIlIpousBomnbie OeHzamuaa W uX (HApMALEBTHYECKH TMpPHEMJIEMble COJU MOTYT
JEeMCTBOBAaTh KaK CTUMYJIATOPbl MOTOPUKH >KEIyAOYHO-KHIIEYHOIO TpakTa. MHOrue U3 3THX
COEMHEHUH TaK’Ke MPENCTABISIIOT COOOM aHTarOHUCTHI [ohaMUHOBOTO perenitopa D2, koTopsiit
TAKXKe UTPAET BAKHYIO POJIb B XKEIyIOYHO-KUIIEYHOH cucreme. Jlopamuueprudeckue 3¢ eKTol
B KEJYJOYHO-KUIIEYHONW CHCTeME MOTYT BKJIIOYATh TOLIHOTY W pBOTY. Takum oOpaszom,
HEKOTOpBIE U3 3TUX OEH3aMHIOB SIBISIOTCS 3()()EeKTUBHBIMU MPOTHBOPBOTHBIMHU CPEICTBAMH, U
X MOTYT MCHOJB30BaTh IJIs1 KOHTPOJISL PBOTHI BO BpE€Msi XMMUOTEPANUHU paka WIM Jy4eBOU
Teparuy, OCOOCHHO MPH CHIIBHOW PBOTE, KO UCTIONB3YIOT TAKHE COSTUHEHUS, KaK LHCIUIATHH.
Cunraercs, YTO 3TO MNPOTUBOPBOTHOE JEHCTBHE SIBIISIETCS PE3YJbTATOM CHOCOOHOCTH
6enzamunoB OnokupoBaTh neiicteue ceporonuHa (SHT) Ha onpeneneHHbIX yyacTkax NeHCTBHS,

Ha3biBaeMbIx SHT3-penentopamu.

[0004] Bropoe 3ameTHOe HOeiiCTBHE HEKOTOPBIX MPOUZBOMHBIX O€H3aMHIa COCTOUT B
VBEJIMUYCHUU AKTUBHOCTH TJIAJKUX MBI MUIIEBOAA KETYyJAOYHO-KMUIEYHOTO TpakTa 4epes
MIPOKCUMAJIbHBIN OTAE] TOHKOW KUIIKH, YCKOPSASl TEM CaMbIM TPAH3UT Yepe3 MULLEBO U TOHKYIO
KUIIKY, & Takke o0jierdyasi OMopOoKHEHHE JKENyAKa U TOBBIIICHHE TOHyCa HIKHEro ChuHKTepa
nuieBoaa. B HacTosiee BpeMsi CYMTAETCs], 4TO NepBUYHBIE 3P (EKThI Ha TIAIKYI0 MYCKYJIaTypy

HEKOTOPBIX MPOU3BOAHBIX 66H3aMI/II[a SABJIIFOTCS PE3YJIbTATOM ArOHUCTUYCCKOI'O HeﬁCTBHﬂ Ha



KJIACC PELeNTOPOB CEpOTOHMHA, Has3blBaeMbIx peuentopamu SHT4, KOTOpBIE pacnoio:KeHbl Ha

HHTepHeprOHaX B MBIII€YHO-KUINIEYHOM CIIJICTCHHUHU CTCHKHU KHUIIICYHHUKA.

[0005] benzamun uusanpun, Momubi aroanct S-HT4, 6bu1 npencrasien 6omee 20 et Hazan
U UCTOJIB30BAJICS B OCHOBHOM [UJIsl JIEYEHHs] TacTpod3odareaibHON pedIIroKCHONW OoJie3HU
(I'2PB). BriocnencTeun narpienTaM BBOAWIH Apyrue aroHucTel S-HTy4 kacca 6enzamunos. H3-
32 UX aKTUBHOCTU B KaueCTBE NNPOKHMHETHYECKUX areHToB, HekoTopele 5-HT4 aroHucTel Taxxke
NOAXOAAT [l JIeYeHUs JAMCIENCUM, racTpomapesa, 3arlopoB, IOCIEONepaluoOHHON

HEMPOXOANMOCTU KUIICYHUKA U KHUIIIEUHON MCEBAO-HENMPOXOAUMOCTH.

[0006] Opnako MHOrME U3 3TUX COEAMHEHUMN, BKJIOYAsl LU3ANPUI, CBS3aHbI C CEPbE3HBIMU
CepACYHBIMHU APUTMUSIMH, TAKUMHU KaK JKeJyJOYKOBasi TaXUKapausi, GUOPHIIISILNS JKETyI0UKOB,
IBYHallpaBJIeHHas Taxukapaus u yuanuHeHnue wuHtepsana QT. be3omacHOCTH aroHUCTOB
peuentopoB SHT4 Taxke MOkeT ObITh OrpaHHYEHA HEOIATONPHUATHBIM JEHCTBHEM IpernapaTa u3-
3a MeTabomm3ma nuroxpoma P-450 B meuenu. Takum oOpa3om, B JaHHOW 001aCTH HEOOXOIUMBI
aronuctbl Oenzamupa S5-HTs, koTopble nMmeroT Oojee HHU3KYK YacTOTYy CEpACYHBbIX apUTMUH,

KOTOPBIC MOXKHO UCITOJIB30BATh MJIA JICHEHUS JKEJTYy TOUHO-KUIIEYHBIX paCCTpOfICTB.

[0007] Haponanpun ((3S,4R,3'R)-6-[4-(4-aMuHO-5-XJI0p-2-METOKCHOSH30UIAMUHO ) -3 -
METOKCHUITUITEPUANH- | -UJI|FeKCAaHOBOM  KUCIOTHI  1-a3abunukiio[2.2.2]okr-3'-unosoro  s¢upa
IUTUAPOXJIOPUIHON COJIM) MPEACTABIsIeT COOOW MepOopasibHbIA OMOMOCTYIIHBIH CEeNEKTUBHBIN
arOHUCT CEPOTOHHHOBBIX perlenTopoB 5-HT4, koTopblii, kak ObUIO MOKAa3aHO HA JKUBOTHBIX U
JFONISAX, O€30maceH sl IPUMEHEHUS TIPU JICYSHUH KeJTyA0YHO-KUIIEYHBIX PACCTPOICTB U UMEET
HHU3KYI0 YacTOTy HeOJarompusiTHbIX cepaedHo-cocymuctbix s¢dexro. Cu. US 7176218; US
7282509; US 7326787, US 7629466, US 8138204; u US 8524736, B monHOM oObEMe
BKJIFOUEHHBIX B HACTOSIIHI JTOKYMEHT IMOCPEICTBOM CChUTKU. B maHHON 00iacTé HEOOXOIUMBI
yJy4IIeHHbIe (POPMBI HAPOHANPHUAA U1 KIMHUYECKOTO HCIIOIBb30BAHUS M CIIOCOOBI MOJTyYEHUsI

€ro KOMIO3HLNH, YBEIMYUBAIOLUINX 00BEM KUIIEIHOT'O COAEPIKUMOTO.
KPATKOE M3JIOKEHHUE CYIITHOCTU U30BPETEHU A

[0008] B HekOTOpBIX acmekTax B JAHHOM JOKYMEHTE TMpeajaraercs KOMIIO3HULUS,
yBeMUMBarOmass OObEM KHINEYHOTO CONEPIKMMOro, CoAepsKalasi TPUTHAPATHYI (opMmy
(35,4R 3'R)-6-[4-(4-amMnHO-5-XJI0p-2-METOKCHOCH30MIIAMHHO )-3 -METOKCUTTUTIEPUANH- | -

WI|TeKCAHOBOW KHUCIOTHI 1-a3a0uiukiio[2.2.2]okT-3'-mioBoro 3dupa AUTHAPOXIOPUIHOU COJH,

UMEIOLIYIO CIEAYIOUIYIO (GOpMyJTy:
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HoN 0 ~ 2HCI.3H,0
| , 1 IO MEHbILIEH Mepe ONUH KOHTEHHEP.

[0009] B npyrux acmektax B JaHHOM JOKYMEHTEe Tpemjaraercs (QapmamneBTHYecKast
KOMITO3ULIWS, conepskamasi TtpuruapatHyro  ¢opmy  (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIAMUHO )-3-MEeTOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-

a3a0nnukio[2.2.2]okt-3'-unoBoro 3dupa TUTHIPOXJIOPUIHOW COJH, HUMEIOIIYIO CIEAYIOIIYIO

opmyny:
o)
NS
i
H,N o) ~ 2HCI.3H,0

U (papmMaLieBTHYECKH MPUEMIIEMBbI SKCIIUITHEHT.

[0010] B ompeneneHHBIX acreKTax B JAHHOM JIOKYMEHTE MpeajiaraeTcs J03MpOBaHHas Gpopma,

KOTOpasi BKJIFOYAET B ce0st (papMaLieBTUYECKY0 KOMITO3ULHIO.

[0011] Takske B JaHHOM IOKYMEHTE MPEIJIaraercsi Crocod JeueHus JKeaya0YHO-KHIIEYHOrO
paccTpoiicTBa y cyOBeKTa, HY)KIAIOIIErocs B 3TOM, KOTOPBIA BKJIFOYAET BBENECHUE CYOBEKTY,
HYKIAIOLIEMyCsl B 3TOM, TepamneBTUYeCKH 3(PQPEeKTHBHOrO KOJM4YecTBa (hapMalieBTHYECKON
KOMITO3ULIMH, TPEAJIOKEHHOH B JAHHOM JIOKYMEHTE, WJIH JO3MPOBAHHOW  (HOPMBEI,
NPEIOKEHHON B JAHHOM JTIOKYMEHTE, cozepikaliel Tpuruapatuyo ¢opmy (3S,4R,3'R)-6-[4-(4-
AMHHO-5-XJIOp-2-MeTOKCUOEH30MIAMIHO )-3-METOKCHITUTIEPUAHH- | -MJT|TeKCAHOBOH KUCIIOTHI |-
azabunmkio[2.2.2]okT-3'-unoBoro 3¢upa AUTHIPOXIJIOPHIHONW COJNM. B HEKOTOpPBHIX BapHaHTax
OCYILIECTBJICHHSI JKEJYJOYHO-KUIIEYHOE PACCTPOHCTBO BBIOPAHO W3 TPYIIBL, COCTOSIIEH W3
ractpossodareanbHoil  pedrokcHoit Oonesnn (I'DPB), (yHkumoHanpHON muCTENCHH  WIIN
(PYHKLMOHATBPHOTO HAPYIIEHHsI MOTOPHKH, Tape3a JKeIyaKa, MapauTHIECKON HePOXOAUMOCTH
KUIIEYHHUKA, TMOCIEONEePAIOHHON HEMPOXOAUMOCTH KHUIIEYHHUKA, PBOTHI, TOLIHOTHI, H3KOTH,
NICeBAOOOCTPYKIMK KHUINEYHWKA, CHHIApOMAa paszapaxkenHoro kwmmeunuka (IBS), 3amopa,
HeriepeHocuMoctn 3HTepanbHoro murtaHus (EFI) u 330darmra. B HekoTopeIx BapmaHTax
OCYILIECTBIICHHUS] HYKIAIOIIUMCSI B 3TOM CYOBEKTOM SIBIISIETCS 4eNoBeK. B pyrux BapuaHTax

OCYILIECTBIICHHSI JKEJYJOYHO-KUIIEYHOE PAcCTPOHCTBO BBIOPAHO W3 TPYMIBL, COCTOSIIEH W3



MOCJICONEPAIHOHHON  KUIIEYHOW HEMPOXOJUMOCTH, XPOHHUYECKOH TAacTOWINHONW TETaHWH,
3armopa, MeErakoJOHa, TacTPUTA, >KEIYAOYHO-KHUIIEYHOTO 3aCTOsi U Je(eKTa OMOpPOKHEHHS
chldyra. B HEKOTOpPBIX BapUaHTAX OCYLIECTBJICHUS CYOBEKT, HYKOAIOUIMICS B 3TOM,
NpeacTaBysieT coOON JKMBOTHOE, HE SIBIISIOLIEECS YEJOBEKOM, TAKOE€ KaK JKBAYHOE YKHUBOTHOE,

JKUBOTHOE CEMEWCTBA JIOLIAIUHBIX, KOIIKY, COOaKy, KPOJIHKA FJIU MOPCKYIO CBUHKY.

[0012] B ppyrux BapuaHTax OCYLIECTBJICHUS B JAHHOM JIOKYMEHTE MPEAJIOKEHO NPUMEHEHUE
TPUTUAPATHON b opmbl (35,4R,3'R)-6-[4-(4-aMuHO-5-XJ1Op-2-METOKCUOEH30MIIAMUHO)-3 -
METOKCHITUITEPUANH- | -UJI|[reKCaHOBOM  KUCIOTHI  1-a3abunmkio[2.2.2]okr-3'-mioBoro  s¢upa
OUTUAPOXJIOPUAHON CONMM TPU NPOM3BOJACTBE JIEKAPCTBEHHOT'O CPEACTBA JJIs  JIEUEHUs
JKEJYAOYHO-KUIIEYHOTO PacCTpoiicTBa y CyOBeKTa, HYXKAAKOLIErocs B 3TOM. B HeKOTOpbIX
BApUAHTAX OCYLIECTBJIEHUs KENYAOYHO-KUIIEYHOE pACCTPOHCTBO BBIOPAHO U3 TPYIIIHL
cocTosilield W3 racTpod3odareanpHoi pedurokcHoN Oonesnn (I'OPB), ¢yHKUMOHATBHOMN
AUCHETICUH WM (PYHKIIMOHAJIBHOTO HAPYLIEHHUS MOTOPHKH, Mapes3a >KeIyAKa, MapajuTHIeCcKOH
HENPOXOAMMOCTH KHIIEYHHMKA, IOCJIEONEPAlMOHHON HENMPOXOIUMOCTH KHIIEYHUKA, PBOTHI,
TOLIHOTBI, W3)KOTH, NCEBAOOOCTPYKLHMH KHIIEYHHKA, CHHAPOMA Pa3IPa)KEHHOTO KHIIEYHUKA
(IBS), 3amopa, HenepenocumocTtu sHTepanbHoro nuranusi (EFI) u s3odaruta. B HexoTopbIx
BApUAHTAX OCYIIECTBJIECHHS HYKIAIOIUMCS B 3TOM CyOBEKTOM SIBIISIETCS 4esoBeK. B npyrux
BAPUAHTAX OCYLIECTBJCHUS KEJIYAOYHO-KUIIEYHOE PACCTPOHCTBO BBIOPAHO U3 TPYIIIIHL
COCTOSAALIEH W3 MOCJEONEePALIMOHHON KHIIEYHOH HENMPOXOIUMOCTH, XPOHHYECKOW MacTOMIIHON
TETAHWHW, 3aropa, MErakoJIOHA, TacTPUTA, KEJIyAOYHO-KHIIEYHOro 3acTtosi u  jaedekra
OMOPOKHEHHsI Chbluyra. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJICHHUS CYOBEKT, HYKOAFOIIUNCS B
STOM, MPEACTABISET COOOH JKMBOTHOE, HE SIBJSIFOINEECS] YEJIOBEKOM, TAaKO€ KaK >KBA4HOE

JKUBOTHOE, JKUBOTHOE CEMEMCTBA JIOLIAJNHBIX, KOIIKY, COOaKy, KPOJUKA WU MOPCKYEO CBUHKY.

[0013] B npyrux acmektax B JAHHOM JOKYMEHTE MPENJiaraercsi COEAWHEHHUE WU
(apmarieBTHYECKass KOMITO3ULMS, COAEpIKAallasi COCOUHEHHUE, IUIsI MPHUMEHEHHs NpPU JICYCHUH
KEJTYAOYHO-KUIIEYHOTO PAacCTpOHCTBA y CyOBEeKTa, HYXKIAKOMIErocs B 3TOM, MNpUYEM
COeIMHEHUEe MpeacTaBisieT codoi Tpurunpatayo Gopmy (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIAMHHO )-3-METOKCUTTUTIEPU U H- | -1JT|FeKCaHOBOH KHCJIOTBI 1-
azabunmkio[2.2.2]okT-3'-unoBoro 3¢upa AUTHAPOXIOPHIHONW CONU. B HEKOTOpPBHIX BapHaHTax
OCYILIECTBIICHHSI JKEJYJOYHO-KUIIEYHOE PAcCTPOHCTBO BBIOPAHO W3 TPYIIBL, COCTOSIIEH W3
ractpossodareansHoil  pedmrokcHoit Oonesnn (I'OPB), ¢yHkumMoHanpHON muUCTIENICHH WIIH
(YHKLNOHATBHOTO HAPYIIEHHMsI MOTOPHKH, Tape3a JKeIyaKa, MapaTuTHIECKON HEPOXOAUMOCTH

KUIICYHUKA, HOCHeOHepaHHOHHOﬁ HEMPOXOAUMOCTU KHIICYHUKA, PBOTHI, TOHIHOTBI, U3XKOI'U,

4



NICeBAOOOCTPYKIMK KHUINEYHHWKA, CHHIOpOMAa paszapaxkenHoro kwmeunuka (IBS), 3amopa,
HeriepeHocuMmoct 3HTepanbHoro murtaHus (EFI) m 33odarmra. B HekoTopeIx BapmaHTax
OCYILIECTBIICHUS HYKIAIOIIUMCS B 3TOM CYOBEKTOM SIBIISIETCS 4eNoBeK. B npyrux BapuaHTax
OCYIIECTBIICHHUS KEJYJOYHO-KUIIEYHOE PAcCTPOHCTBO BBIOPAHO W3 TPYIIBI, COCTOSIIEH W3
NOCJIEONEPAIIIOHHON  KUIIEYHOH HENMpPOXOIUMOCTH, XPOHMYECKOH NAaCTOMIIHONW TETaHWH,
3aropa, MeErakoJOHa, TacTPUTA, >KEIYAOYHO-KUIIEYHOTO 3aCTOsi U Je(eKTa OMOpPOKHEHHS
Chluyra. B HEKOTOpPbIX BapHaHTax OCYLIECTBICHHS CYOBEKT, HYKHOAIOIIUICS B OSTOM,
NpeaCTaBysieT coOON JKUBOTHOE, HE SIBIISIOLIEECS YEJOBEKOM, TaKO€ KaK JKBAYHOE JKHUBOTHOE,

JKMBOTHOE CEMEMCTBa JIOMAAWHBIX, KOLIKY, co6a1<y, KpOJinKa UJIN MOPCKYHO CBUHKY.

[0014] B npyrux acnekrax B JAHHOM JOKYMEHTE IPEJIaraeTcsi Crocod yIydLIeHHst MOTOPUKU
KETYAOYHO-KUIIEYHOTO TpPakTa y CyOBeKTa, HY)KOAIOIIErocss B 3TOM, KOTOPBIM BKJIIOYAET
BBEeJeHHE CYOBEKTy, HY)KHAIOLIEMYCs B 3TOM, TEPaNeBTUYECKH S(PPEKTHBHOIO KOJIMYECTBA
(apmareBTHYECKOI KOMITO3HMLIUH, NMPEIIOKEHHOW B JAHHOM JOKYMEHTE, WM JO3HPOBAHHOM
(dopMbL, TpPENNIOKEHHOH B JOAHHOM JOKYMEHTE, COAepXalleld TPUTHAPATHYI (opMy
(3S,4R,3'R)-6-[4-(4-aMnHO-5-XJI0pP-2-METOKCUOEH30MIIAMUHO )-3 -METOKCUITUTIEPUIUH- | -

WI|TeKCAHOBOM KUCIOTHI 1-a3a0uiukino[2.2.2]okT-3'-unoBoro 3¢upa AUTHAPOXIOPUIHON CONH.
B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICHUS CYOBEKT, HYKTAIOIIMUHCS B O5TOM, CTpajaer
JKEJYAOYHO-KUIIEYHBIM PACCTPOMCTBOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS JKETyTOUHO-
KUIIEYHOE pacCTPOMCTBO BBIOPAHO W3 TPYIIBL, COCTOSIEH M3 TracTpos3odareaabHON
pedmrokcHoit  Oonesnu (I'DPB), GyHKUMOHATIBHON AMCIENCHU WM (PYHKIHMOHAJIBHOTO
HApPYLIEHUsT MOTOPUKH, Tape3a KeNyOKa, MapaJIUTHYECKOH HENMPOXOOUMOCTH KHUIIEYHHKA,
NOCJICONEePAIIIOHHON ~ HEMPOXOAMMOCTH ~ KUIIEYHHWKA,  PBOTHI,  TOINHOTBHI,  H3XOTH,
NCeBNOOOCTPYKIMKM KHUINEYHWKA, CHHOpPOMAa pasapaxkeHHoro kwummeunuka (IBS), 3amopa,
HeriepeHocumoctu 3HTepanbHoro mwurtanus (EFI) u s30darura. B HekoTOphIX BapmaHTax
OCYILIECTBJICHHS] HYKIAIOIIUMCSI B 3TOM CYOBEKTOM SIBJISIETCS 4eNoBeK. B npyrux BapuaHTax
OCYILIECTBJICHHSI JKEJYJOYHO-KUIIEYHOE PAcCTPOHCTBO BBIOPAHO W3 TPYIIIBL, COCTOSIIEH W3
MOCJICONEPAIIHOHHON KHUINEYHOW HEMPOXOJUMOCTH, XPOHHYECKOH TAacCTOWINHONW TEeTaHWH,
3armopa, MeErakoJOHa, TacTPUTA, JKEIYAOYHO-KHUIIEYHOTO 3aCTOsi U Je(eKTa OMOpPOKHEHHS
chluyra. B HEKOTOpPbIX BapHaHTax OCYIIECTBICHHS CYOBEKT, HYKHOAIOIIUICS B OSTOM,
NpeACTaBysieT coOOH JKUBOTHOE, HE SIBIISIOLIEECS YEJIOBEKOM, TAaKOE€ KaK JKBAYHOE YKHUBOTHOE,

JKUBOTHOE CEMEWCTRA JIOIIAIUHBIX, KOIIKY, CO0aKy, KPOJIMKA HJIU MOPCKYIO CBUHKY.

[001S] B apyrux BapuaHTax OCYLIECTBJICHUS B JAHHOM JIOKYMEHTE MPEAJIOKEHO NPUMEHECHUE

TPUTUIPATHOMN ¢dbopmbl (3S,4R,3'R)-6-[4-(4-aMHuHO-5-XJTOpP-2-METOKCUOESH30MIAMUHO)-3 -



METOKCHITUITEPUANH- | -1JI|[T€KCAHOBOM  KUCIOTHI  1-a3abunmkiio[2.2.2]okr-3'-mnosoro  s¢upa
OUTUAPOXJIOPUAHON CONU MpPU TNPOU3BOJACTBE JIEKAPCTBEHHOIO CpPEACTBA MJIA  YJIy4lLIEHUs
MOTOPHKH KeJyAOYHO-KUIIEYHOTO TPAKTa y CYOBEKTa, HYXKNAIOLIErocs B 3TOM. B HEKOTOpBIX
BAPUAHTAX OCYINECTBJIEHUS] CYOBEKT, HYKHAIOIMUICS B 3TOM, HUMEET >KeNyJOYHO-KHIIEYHOe
pPaccTpONCTBO BBIOpPAHHOE W3 TPYIIBL, COCTOSAMEH M3 TracTpodszodareaibHON pedroKCHON
6oneznu (I'9PB), pyHKIMOHATBPHON MUCTIETICUU W (PYHKLHNOHAJIBHOTO HAPYIIEHUS] MOTOPUKH,
napesa SKeIyAKa, NapajJUTUYeCKON HENMPOXOAUMOCTH KHIIEYHUKA, IOCIEONepaluoOHHON
HENPOXOANMMOCTH KHIIEYHUKA, PBOTBHL, TOLIHOTBI, HM3)KOTH, TMCEBIOOOCTPYKIUH KHUIIEYHUKA,
cuHApoMa pasfpaxeHHoro kuinedHuka (IBS), 3amopa, HenmepeHOCHMOCTH 3HTEPaIbHOTIO
nuranus (EFI) u s30¢arura. B HEKOTOpBIX BapuaHTaX OCYINECTBJICHUS HYXKIAIOIIMMCS B 3TOM
CyOBEKTOM SIBIISIETCS 4YeJOBEK. B Npyrux BapuaHTaX OCYIIECTBIIEHUS >KEJyIOYHO-KUILIEYHOEe
paccTpolCTBO BBIOPAHO W3 TPYNIbL, COCTOSIIEH W3 IOCJIEONEePALMOHHON  KHUIIEYHOU
HETIPOXOJUMOCTH, XPOHMYECKOH NAaCTOMINHOW TEeTaHWM, 3alopa, MErakoJiOHa, TacTPHTa,
JKEJTYIOUHO-KUIIEUHOTO 3acTosl M Ae(deKTa OMOPOXKHEHUs! Chldyra. B HEKOTOpBIX BapHaHTaX
OCYLIECTBJICHHS CYOBEKT, HYKNAIOIIMHCS B 3TOM, HPEACTaBIseT COOOH JKUBOTHOE, He
ABJIAIOLIEECS] YEJIOBEKOM, TaKO€ KaK JXBAa4YHOE >KMBOTHOE, >KUBOTHOE CEMENCTBA JIOUIAJWHBIX,

KOILKY, CO0aKy, KPOJMKA W MOPCKYIO CBHHKY.

[0016] B npyrux acmektax B JAaHHOM JOKYMEHTE MpPENJiaraeTcsi COEAUHEHUE WIN
(apMarieBTHYECKass KOMITO3MLIUS, COAEpIKallasi COCAMHEHUE, AJIsl MPUMEHEHHs B YJIyYIIeHUU
MOTOPHKH JKEJTyIOYHO-KHIIEYHOTO PACCTPONUCTBA Y CYOBEKTa, HYKAAIOIIEroCsi B 3TOM, MPHYEM
COeIMHEHUe MpeacTaBisieT codoi Tpuruapatayo Gopmy (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIAMUHO )-3-MeTOKCHUTTUTIEPUIUH- | -1JT|reKCaHOBO KHCJIOTBI 1-
azabunmkio[2.2.2]okT-3'-unoBoro 3dupa AUTHAPOXJIOPHIHONW COJNM. B HEKOTOpPBHIX BapHaHTax
OCYLIECTBJICHHS] CYOBEKT, HYKHAOIIUHACI B 3TOM, CTPaAaeT KeJyIOYHO-KHUIICYHBIM
paccTpoiicTBOM. B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUS JKETYIOYHO-KUIIEUHOE PaCCTPONCTBO
BBIOPAaHO W3 TPYMIbIL, COCTOSIIEH W3 ractpod3odareanpHoil pedirokcHol Oonesnu (I'OPB),
(YHKUNOHATBHON ITUCTIETICUU WM (PYHKIIMOHAJIBHOTO HAPYLIEHHUs] MOTOPUKH, Mape3a JKeNyaKa,
MapajJuTUYECKON HEMPOXOJUMOCTHU KHUIIEYHHKA, I[OCJIEONEpPaLMOHHON  HEempOXOAUMOCTU
KUIIEYHUKA, pPBOTHL, TOIIHOTHI, M3XKOTH, [CEBIOOOCTPYKUIMM KHUINEYHHUKA, CHHAPOMA
pasnpakenHoro kumeuHnka (IBS), 3anopa, HenepeHocumocTH sHTepanbHoro nuranus (EFI) u
s30daruta. B HEKOTOPBIX BapHUaHTaX OCYIIECTBJIECHUS HYXJAIOLIMMCS B 3TOM CYOBEKTOM
SIBJISIETCS] YeJIOBEeK. B Apyrux BapuaHTax OCYLIECTBIEHUS XKEIyJOYHO-KUIIEYHOE PACCTPOUCTBO
BBIOPAaHO W3 TPYIIIBL, COCTOSINENH U3 TOCICONEPANMOHHON KHINEYHOH HEeMpPOXOIUMOCTH,

XpOHPI‘{eCKOfI HaCT6HLLIHOI>'I TE€TAHWUH, 3alopa, MCErakOJIOHA, raCTpura, XKEJIyAOYHO-KUIICUYHOTO
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3acTost U nedeKTa OMOPONKHEHHUS Cbluyra. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS CYyOBEKT,
HYKIAIOLIUICS B 5TOM, TPENCTABISAET COOON JKUBOTHOE, HE SIBIISIOLIECECS YEJIOBEKOM, TAKOE Kak
JKBaYHOE KMBOTHOE, JKHBOTHOE CEMEICTBA JIOLIAUHBIX, KOIIKY, CO0aKy, KPOJIHKA HJIU MOPCKYIO

CBUHKY.
OIIMCAHME I'PAGUYECKHNX MATEPHUAJIOB

[0017] @ur. 1 npencrasisier cobol H30TEpMy COPOLIMH BOISHOTO IMapa AUTUAPOXJIOPUIHON

comu ipu 25 °C (nBe nesbie muHun) u 50 °C (1Be npaBble JIUHUN).

[0018] Ha Pur. 2 uzobpaskeHsl HHPpaKkpacHble crieKTpsl ¢ npeodpazoBanneM Pypoe (FTIR)
0e3BOAHON u TPUTHIPATHON dopmbl (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIAMUHO )-3-MEeTOKCUTIUTIEPUINH- | -1JT|FeKCaHOBOH KUCJIOTHI 1-

a3abuumkio[2.2.2]okT-3'-ua0Boro 3¢pupa AUTHIAPOXJIOPHUIHOM COJH.

[0019] Ha dwur. 3 u300pakeHbl qUArpaMMbl MOPOLIKOBOTO peHTreHoBckoro aHanusa (mPCA)
Oe3BomHON (BHM3Y) M TpuruapatHoi (BBepxy) ¢opmel (3S,4R,3'R)-6-[4-(4-amuHO-5-x110p-2-
METOKCHOEH30MIIAMIUHO)-3-MeTOKCUITUIIEPHINH- | 1T |reKCaHOBOI KHUCJIOTBI 1-

a3abuumkio[2.2.2]okT-3'-ua0Boro 3¢upa AUTHIAPOXJIOPHUIHON COITH.

[0020] @ur. 4 npencTasiseT coOON H30TEPMY COPOLIMKM BOASHOIO Mapa AUTHAPOXJIOPUIHOU

conu nipu 25 °C.

[0021] Ha ®ur. 5 npencraBieHbl CKaHUPOBAHHBIE W300paKeHMs IJIsI TepMOTpaduuecKoro

aHaym3a 0e3BOHON (BEpXHsisi CTPOKA) U TPUTHAPATHON (HHKHSSL CTPOKA) GOpM.
[0022] @ur. 6 npeacTasaser coboii 'H-SIMP crieKTp TPUTHAPATHOH (HOPMBEL.
[0023] @ur. 7 npeacTasaser coboii PC-SIMP criekTp TPUTHAPATHOH (HOPMBL.

[0024] Ha ®wur. 8 wusobpaxkensl nuarpammbl NPCA TpuruapatHoil ¢opmMbel B Haudaie
SKCIepUMeHTa (HyJIeBOH MOMEHT BpeMeHH, BHM3Y), npu 25 °C u 60% OTHOCHUTENbHOM
BiaaxkHoctu (RH), oTkpeiToli, B TeueHue onmHoil Henmenmu (B cepenune), u npu 25 °C u 60%

oTtHOcHUTENbHOU BaxkHOCTH (RH), OTKpBITON, B TeUueHUE IBYX HENENb (BBEPXY).

[0025] Ha ®ur. 9 wusoOpaxensr aumarpammbl NMPCA TpurugpatHoii (opmbl B Hadae
SKCIepUMeHTa (HyJeBOH MOMEHT BpeMmeHH, BHM3Y), npu 40 °C u 75% OTHOCHUTENBHOM
BiaaxkHoctu (RH), oTkpeiToli, B TeueHue onmHoil Henmenmu (B cepenune), u npu 40 °C u 75%

oTHOCcHUTENbHOU BaxkHOCTH (RH), OTKpBITON, B TeUueHUE IBYX HENENb (BBEPXY).
7



[0026] Ha @ur. 10 uzobpaxkens! nuarpammsl nMPCA TpuruapatHoit ¢opMbl B Hauaie
SKCIEpUMEHTa (HYJIEBOW MOMEHT BpeMeHH, BHU3Y), pu 60 °C u 3aKpbITON Ha OHY HEAEIO (B

cepenune) u ipu 60 °C u 3aKkpbITOH Ha 1BE Henenu (BBEPXY).
INOAPOBHOE OITMCAHUE CYIITHOCTU M30BPETEHUA

[0027] B HactosimmeM nOKyMeHTe mpemiokeHa TpuruapatHas ¢opma (3S,4R,3'R)-6-[4-(4-
aAMHMHO-5-XJIOp-2-MeTOKCUOEH30MIAMUHO)-3-METOKCUITUTIEPUANH- | -] TeKCAHOBOH KHCIIOTBI 1-
azabunmkio[2.2.2]okT-3'-unoBoro 3¢upa JTUrHAPOXIOPUAHON conu (coenuHeHue 1), nmeroei

CIIenyoIy0 GopMyIy:

)
NY
H

S
N
H,N 0 2HCI.3H,0
| (Coenunenue 1).

[0028] B HacTosieM DOKYMEHTE TaKXKe MPEIIaraloTCsi KOMIIO3ULMHY, YBEIMYHBAIOIINE 00bEM
KHUIIEYHOT'O CONEPIKUMOTrO, conepikaliue coequHeHue 1, u koHTelHep. B apyrux acnekrax B
IaHHOM JIOKYMEHTe npejJaraercs (hapMareBTHIecKasi KOMIO3ULMSI, COAepIKalasi coequHeHue |
u (QapMarieBTHYECKH TpUEMIIEMbId JKCUUMUEHT. Kpome TOro, B JaHHOM JOKYMEHTE
NPENIAraloTCsl  CIOCOObI  JIEYEHUs] PACCTPOMCTBA Yy CyOBEKTa, HYKIOAIOIErocsi B 3TOM,
BKJIFOYAIOLIME BBEIEHHE CYOBEKTY, HY)KAAIOIIEMYCsl B 3TOM, TepaneBTHYeCKu 3(PQeKTHBHOTrO
KOJINYECTBA CoenuHeHust | mu GpapMarieBTUIeCKONH KOMITO3ULIMH, COAEePIKALIEH TeparneBTHUECKU
3¢ eKTUBHOE KOJMYECTBO COCAMHEHUs |; MpUMEHEeHne coenuHeHus | uinn apManeBTHIECKOM
KOMITO3ULIMH, CONeprKamell coeauHeHue 1, TpH JICYeHHWH pacCTPOHCTBA Y CyObBEeKTa,
HY>KAAIOIIEerocss B 3TOM; M INPUMEHEHHEe COeqUHEeHUs | B IPOU3BOACTBE JIEKaApPCTBEHHOTO

CpeICTBa JJIsl JIEYEHHsI PACCTPOICTBA Y CYOBEKTa, HYKIAIOLIETOCs B 3TOM.
I. Coeaunenmue 1

[0029] HeoxunanHo OpUIO OOHAPYKEHO, YTO AUTHAPOXJIOpHIHAs conb (3S,4R,3'R)-6-[4-(4-
AMHHO-5-XJIOP-2-MeTOKCHOEH30MIAMIHO )-3 -METOKCHITUIEPUANH- | -1 | rTeéKCaHOBOH KUCIIOTHI |-
a3abunmkio[2.2.2]okT-3'-uaoBoro 3¢pupa MOXKET CYIIECTBOBATh B TPUTHIAPATHON (opMe.
TpurnapatHast popma (coenuHeHne 1) IMeeT MHOTO MPEUMYIIECTB 110 CPABHEHUIO ¢ O€3BOAHOM
¢dbopMoii, BKIIFOUAst TOJIEPAHTHOCTD K O0JIee ITMPOKOMY HAINA30HY YCIOBUN XPAHEHHUS
CIIOCOOHOCTB COCTABIISITh PELENITYPY C TUAPATUPOBAHHBIMHU H/MITH TUTPOCKOTTMYHBIMHU
sKcIUNeHTaMu. PazHunma B maccax Gopmyiiel Mexny Oe3BonHol dpopmoii (FW = 610,01
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r/mMonb) u TpuruapatHoi (FW = 664,06 r/monb) npusenet k aedpuuuty okoio ot 8% mo 9% B
OKOHYATEJIbHON pelenType, eciu OyaeT UCIIONb30BaHa HeNpaBiIbHas hopMa (HarpuMep,
UCTIONB3Ys TPUTUAPATHAS, KOTAa mpeanojaraercs 6e3pogHast popma, nian Oe3BogHasL, KOraa
npenmnoJaraercsi Tpuruapartasi). Takum oOpa3om, B JaHHOM JOKYMEHTE TakKe MpeJiararoTcs
IMKH MOPOIIKOBOT'O PEHTT€HOCTPYKTYPHOT'O aHAIN3a, KOTOPbIe B HEKOTOPBIX BapHUAHTAX
OCYILIECTBJICHHUSI MOT'YT UCIIOJIb30BATHCS IJIsl HASHTU(DHUKALIUHI TOTO, Kakasi (popMa MPUCYTCTBYET

B KOMITO3ULIHH.
A.  Ilopouikoswiii penmeenocmpykmypuuiii ananus (nPCA)

[0030] B HexoTOpBIX BapHaHTax OCYLIECTBIIEHMs coequHeHue 1 (Bkirouas coenuHeHue | B
KOMITO3ULIMSIX, YBEJIWYUBAOIUX OOBEM KHIIEYHOTO COMAEPXKUMOro, (papmManeBTHUYECKHX
KOMITO3HMLIMSIX, TO3UPOBAHHBIX (hopmax, HaOOpax WM JIEKAPCTBEHHBIX CPEACTBAX, CONEPIKAIIUX
mo0oe U3 HUX, KaK MPEAJIaraeTcsl B JTaHHOM JJOKYMEHTE) HaXOIUTCS B KPUCTAJUTHUECKOH (opme,
a kpucrammyeckas ¢opma umeer nmku 2-tera (20) mPCA mpu: 7,74° + 0,5° (> 50%
OTHOCHUTENIbHAsI MHTEHCUBHOCTb ) U 20,95° + 0,5° (oTtHOcuTenbHasi nHTeHCHBHOCTH 100%). B
HEKOTOPBIX BapHaHTax OCYLIECTBJIEHUs coequHeHue | nmeer nuku 2-teta (20) nPCA npu: 7,6°
+ 0,2° (> 50% oTHOcUTeNbHAst HHTEHCUBHOCTH ) 1 20,7° £ 0,2° (OTHOCUTENIbHASI HHTEHCUBHOCTD

100%). B npyrux BapuaHTax OCyIIECTBJIEHUs cOelMHEeHHe | HaXOauTCsi B aMOpGHOU popme.

[0031] B HexkOTOpbIX BapuaHTaXx OCYLIECTBJIECHUs COEAMHEHHWE |  HaxomuTcs B
KpHCTAJTHUECKOH popMe, a kpuctamyeckas Gopma nmeer nmuku nPCA npu (2-teta rpaaychbl
(26)) 7,74° = 0,5° m 20,95° + 0,5°, u MO MeHbLIEH Mepe ONMH, MO MEHbINeH Mepe IBa, IO
MEHbLIEH Mepe TpH, IO MEHbIIEH Mepe 4YeThIpe, N0 MEHBbILIEH Mepe IATh, [0 MEHbLIEH Mepe
LIECTh, IO MEHbLIEH Mepe CeMb, MO MEHbLIEH Mepe BOCEMb, MO MEHbLIEH MeEpe NEBSTh, MO
MEHbIIEH Mepe NecsiITh, MO0 MEHbIIEH Mepe OAWHHAALATh, MO MEHbLIEH Mepe IBEHAILATh,
MUHUMYM TPHUHAALATh, IO MEHbILIEH MEpe YeThIPHAALATh, 1O MEHbIIEH Mepe MATHAALATh, IO
MEHbIIEH Mepe LIeCTHAaALaTh, [0 MEHbLIEH Mepe CeMHaAuaTb, [0 MEHbLIEH Mepe
BOCEMHAJLaTh, [0 MEHBILIEH Mepe AEBSITHALATh, O MEHbLIEH Mepe ABAALATh UM KaKIbIA U3
kOB 2-tera (20) mPCA, BbiOpaHHBIX M3 rpymmsl, coctosmed u3 10,3° + 0,2°, 13,6° £ 0,2°,
14,8° £ 0,2°, 15,0° + 0,2°, 15,4° + 0,2°, 17,5° £ 0,2°, 18,3° + 0,2°, 18,6° + 0,2°, 19,2° + 0,2°,
21,3° + 0,2°, 22,0° £ 0,2°, 23,6° + 0,2°, 24,3° + 0,2°, 25,2° + 0,2°, 26,0° + 0,2°, 27,2° + 0,2°,
30,1°+£0,2°,32,4°+ 0,2°, 33,4° +0,2°, 38,2°+ 0,2° u 39,4° + 0,2°,

[0032] B HexkOTOpbIX BapuUaHTax OCYLIECTBJIECHHUs COEAMHEHHWE |  HaxomuTcs B

KpHCTaTHUEcKOi popme, a kpuctamyeckas popma nmeet nuku 2-tera (20) nPCA npu 7,6° +
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0,2°, 10,3° + 0,2° u 20,7° + 0,2°. B onpeneneHHbIX BapUaHTaX OCYLIECTBJICHUS COCOUHEHUE |
HAXOIUTCS B KpHUCTAUTMUECKor (opme, a kpucramumdeckas Gopma nmeer nmuku 2-tera (26)
nPCA mpu 7,6° £ 0,2°, 10,3° + 0,2°, 19,2° + 0,2° u 20,7° £ 0,2°. B gpyrux BapuaHTax
OCYIIECTBJICHHS] COeNUHEHHe | HaXOOUTCS B KPUCTAUTUYECKOW (opme, a KpHCTaJUIMYECKas
¢dopma umeer nuku 2-tera (20) nPCA npu 7,6° + 0,2°, 10,3° £ 0,2°, 19,2° + 0,2°, 20,7° + 0,2° u
33,4° £ 0,2°. B [ONOJHUTENbHBIX BapUaHTaX OCYLIECTBJIEHUs COEAMHEHHE | HaxoauTcs B
KpHCTAITNUECKOi popme, a kpuctanamyeckas popma umeet nuku 2-tera (20) nPCA npu 7,6° +
0,2°, 10,3° + 0,2°, 19,2° + 0,2°, 20,7° £ 0,2°, 33,4° +£ 0,2° u 38,2° £ 0,2°. B HEKOTOpBIX
BapMAHTaX OCYIIECTBICHUS COeOUHEHHe | HaXoguTCcsi B KPUCTAIMUECKOH ¢opme, a
kpuctranueckas ¢popma umeer nuku 2-teta (20) nPCA mpu 7,6° £ 0,2°, 10,3° £ 0,2°, 13,6° +
0,2°, 19,2° £ 0,2°, 20,7° £ 0,2°, 33,4° +£ 0,2° u 38,2° + 0,2°. B AONOJHUTENBHBIX BapHaHTax
OCYIIECTBJIEHHUS] COeqUHEHHe | HaXOOUTCS B KPUCTAUTUYECKOW (opme, a KpHCTaUIMYeCcKas
dopma nmeer nuku 2-tera (20) nPCA npu 7,6° + 0,2°, 10,3° + 0,2°, 13,6° £ 0,2°, 19,2° + 0,2°,
20,7° + 0,2° 30,1° + 0,2°, 33,4° + 0,2° u 38,2° + 0,2°. B ompeneneHHbIX BapUaHTax
OCYLIECTBJICHHsI COeNUHEHHe | HaXOOUTCS B KPUCTAJUIMYECKOH (GopMme, a KpHUCTaLTUYecKas
¢dopma umeer nuku 2-tera (20) nPCA npu 7,6° + 0,2°, 10,3° + 0,2°, 13,6° + 0,2°, 19,2° £ 0,2°,
20,7° £ 0,2°, 26,0° £+ 0,2°, 30,1° £ 0,2°, 33,4° + 0,2° u 38,2° £ 0,2°. B eme ogHUX BapuaHTax
OCYLIECTBJIEHHs] COeUHEHHE | HAXOAMTCS B KPUCTAUITMYECKOW (opMe, U KPHUCTATUUECKas
(opmMa MMeeT 1Mo MEHbLIeH Mepe TPU, IO MEHbIIEH Mepe YeThIpe, M0 MEHbILIEH Mepe MATh, 1O
MEHbLIEH Mepe LIECTh, IO MEHbIIEH Mepe CeMb, [0 MEHBLIEH Mepe BOCEMb, [0 MEHbIIEN Mepe
JIEBSITh, MO MEHbIIEH Mepe NecATb, MO MEHbIIeH Mepe OAMHHAALATh, MO MEHbLIEeH Mepe
IBEHAATh, IO MEHbIEH Mepe TPUHAILATh, IO MEHbIIEH Mepe YeThIPHAALATh, N0 MEHbIIEH
Mepe TSITHAALATh, MO MEHbIIEH Mepe MIeCTHAAIaTh, MO MEHbIIEH Mepe CEeMHaIlaTh, IO
MeHbIIEH Mepe BOCEMHAAIATh, 10 MEHbIIEH Mepe NEBATHAALATh, 10 MEHBIIEH Mepe IBaLaTh,
M0 MEHbIIEN Mepe ABaALaTh OAHWH, MO MEHbIIEH Mepe ABaALATh ABA, WU KaKIbIA U3 MUKOB 2-
teta (20) mPCA, BeIOpaHHBIX U3 TPYIIBI, cocTosimen u3 7,6° £ 0,2°, 10,3° + 0,2°, 13,6° £ 0,2°,
14,8° £ 0,2°, 15,0° + 0,2°, 15,4° + 0,2°, 17,5° £ 0,2°, 18,3° + 0,2°, 18,6° + 0,2°, 19,2° + 0,2°,
20,7° + 0,2°, 21,3° £ 0,2°, 22,0° + 0,2°, 23,6° + 0,2°, 24,3° + 0,2°, 25,2° + 0,2°, 26,0° + 0,2°,
27,2°+0,2°,30,1° + 0,2°, 32,4° + 0,2°, 33,4° £ 0,2°, 38,2° £ 0,2° u 39,4° + 0,2°. B HEKOTOPBIX
BapHAHTaX OCYIIECTBJIEHUS] KpHCTauInYeckas (opMa coequHeHrsi | UMeeT Mo MeHbIIeld Mepe
TPY W3 3THUX MUKOB. B npyrux BapwiaHTax OCyIIECTBICHUs KpUCTauTMdecKas (opMa COeTUHEHUS
1 mmeer mo MeHbLIEH Mepe YeThlpe U3 3THUX MHUKOB. B NIpyrux BapuaHTax KpUCTAJIMYECKAas
¢dopma coenuHeHHss 1 MMeeT MO MEHbIIEH Mepe IMATh W3 3THX NMHUKOB. B nmpyrux BapuaHTax

KpHCTajTnueckass ¢popma coenvHeHHst | MMeeT Mo MeHbIIeld Mepe IIeCTh M3 3TUX NMHUKOB. B
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APYTUX BapHaHTaX OCYLIECTBJICHUS KpUCTAJUINYecKas popma coenquHeHHs | mMeeT 1o MEeHbLIeH
Mepe CeMb U3 3TUX NMHUKOB. B Mpyrux BapmaHTax KpucTayuimyeckas popma coequHeHus | umeer
0 MEHbIIeH Mepe BOCEMb M3 3THUX NHKOB. B Jpyrux BapuaHTax KpuUCTaJutMdeckas ¢opma
COeIMHEHMs 1 HMMeeT NO MEHbIIEW Mepe AEeBATh U3 3THUX NHUKOB. B npyrux BapuaHTax
KpHCTajInueckass popma CoequHEeHUs | MMeeT Mo MeHbIel Mepe NecsTh U3 3THX NHKOB. B
OTIPENeNIEHHBbIX BapUaHTaX OCYILIECTBICHHUS [JIsI KPUCTAIMYECKOW (OpMbI coenuHeHHs 1 ¢
mukamu 2-tera (20) nmPCA nmpu 7,6° £ 0,2° mu 20,7° + 0,2° (Bkimouas, Hampumep,
KPHUCTATNUECKYI0 (POPMY C TPEMsl, UeTBIPbMs, MATHIO, LIECTHIO, CEMBIO, BOCEMbIO WM Oolee
nukamu MPCA, kak ONmucaHo B JAHHOM JTIOKYMEHTe), UK npu 7,6° + 0,2° umeer Oonee uem 50%
OTHOCHUTEJIbHYI0O HHTEHCUBHOCTb, a muk mnpu 20,7° + 0,2° umeer 100% OTHOCHUTENBHYIO

HMHTCHCHUBHOCTD.
B.  Komnoszuyuu, yeenuuusaroujie 06uém KUUEUHO20 COOEPAHCUMO0

[0033] B HekoTOpbIX BapuaHTax OCYLIECTBICHHUS B MAAHHOM JOKYMEHTE IPENJIOKEHBI
KOMITO3ULMH, YBEJIHUUBAIOLINE O0BEM KHIIEYHOTO CONEP’KUMOrO, ColepsKaline coequHeHue 1.
Komnosuuuy, yBearnuuBaromue 00bEM KULIEYHOTO CONEPKUMOT0, MOTYT BKJIIOUATh, HAPUMeED,
KOMITO3ULIMY, COAEpsKaliue no MeHblieil mepe | kr coenuHeHust 1, mo Menbiel mepe 10 kr
coeauHenus 1, mo menblei mepe SO kr coenuHenus 1, no menpiuei mepe 100 kr coequHenus 1,
no Menbliel Mepe 150 kr coequnenus 1, no menpiuei mepe 200 kr coeaguHeHus 1, MO MeHbIIeH
Mmepe 250 kr coenqunenus 1, no menbei Mepe 300 xr coenuHenus 1, no Mensiuel mepe 350 kr
coeauHenus 1, mo menbiueit Mepe 400 kr coequHenus 1, mo MeHbliel mepe 450 Kr cCOeNMHEHUs
1 nnu no menbwen mepe 500 kr coeauHeHuss 1. B HEKOTOPBIX BapHaHTAX OCYLIECTBJIEHUS
KOMIIO3UIIMS, YBEIMYUBAIOIIAsl O0bEM KUIIEYHOTO COAEPIKHUMOrO, COAEPKUT OT OKOJIo SO Kr 10
okoJio 500 kr coequaenus 1, ot okosio 100 kr mo okono 400 kr coenuHenus 1, ot okono 100 kr
1o okono 300 kr coequrenus 1, ot okojyio 150 kr qo okono 250 kr coequnenust 1, ot okojo 200

KT 10 0koJ10 350 kr coeguHeHust 1 mnu ot okoso 200 kr no okoio 300 kr coequHeHus 1.

[0034] B nONOJHUTENBHBIX BapUAHTAX OCYILECTBJICHUS B JAHHOM JOKYMEHTE IMPEAJIOKEHBI
KOMITO3ULIMH, YBEJITUUNBAIOLIIE 00bEM KHIIEYHOTO COAEPIKUMOTO, CONEepIKaIlne CoefnHeHne 1 u
Mo MeHbIeH Mepe OAWH KOHTelHep. MoxeT OBITh WCIONB30BaH JIIOOOH MOAXOASIIUN
KOHTelHep. Hampumep, B HEKOTOPBIX BapUaHTAaX OCYIIECTBICHUS H300pETEeHHs KOHTEHHEp
NpeacTaBisieT co0oil KOpoOKy, Benpo, 00uky, OyThUIKY, OaHKY, CYMKY, SIIIHK, BEIPO, MOTHOC
win Ope3eHT. B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUS KOMIIO3MLHUS, YBEIMUUBAIOMAs 00BbEM
KUIIEYHOTO COEP’KUMOTO, CONEPKUT coenuHeHne 1 u nBa mim Oojiee KOHTEHHEPOB, HApUMep

TPU KOHTEHHEpa, 4YeThIpe KOHTEiHepa, MATh KOHTEWHEPOB WM OoJjiee ISITH KOHTeiHepoB. B
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KOMITO3ULIVISIX, YBEITMYUBAOIINX 00BbEM KHIIEUHOTO CONEPIKUMOTrO, COAEPIKALINX ABa MK Ooee
KOHTEHHepa, B HEKOTOPBIX BapHUAHTAaX OCYIIECTBICHUS KaKIAbIH W3 OBYX WM Ooee
KOHTEHHEPOB OTHOCHUTCS K OIHOMY THUIY, HallpuMep, KaXXIbIH M3 HUX NPEACTaBIsieT COOOH
O0uKy, KaXnIblii — BEIpO, KKABIH — SIMMUK U T. A. B npyrux BapuaHTax OCYIIECTBIICHUS
KOMITO3ULIMH, YBEIMYNBAOIINUX 00BEM KHIIEUYHOTO COAEPIKUMOTO, COAEpP KAINX ABa WK Oosee
KOHTEHHEPOB, 110 MEHbIIEH Mepe Ba KOHTEHHEPa pa3HbIX TUIOB. B OnpeneneHHbIX BapUaHTax
OCYILIECTBIICHUsT KOMIIO3ULIUS, YBEJIUYMBAIOLIAs OOBEM KHIIEYHOTO COAEPSKUMOTO, COAEPIKUT
COEeIMHEHME | U MO MEHbIIEH Mepe OAUH KOHTEHHED, MPUYEM KaKIbli KOHTEHHEP HE3aBUCHUMO
BBIOpAH M3 TPYMIbI, COCTOALIEH M3 KOpOOKH, Benpa, Oouku, OyThUIKM, OaHKH, MEIIKa, SIIHKA,
OunoHa, momHoca M OpeseHTa. B ompeneneHHBIX BapuaHTaX OCYIIECTBIEHHsS KOHTEIHep
COMEPIKUT KPBILIKY, HAIPUMEDP KPBILIKY C 3aBUHYMBAIOLIEHCS KPBILIKON WM KPBILIKY, KOTOpas
3aIlEeJIKUBAETCsl. B HEKOTOPBIX BapuaHTax KPBILIKA SBJSAETCS CbEMHOMN, B TO BPEMs KaK B IPYIHX
BapMAHTaX OHA MPUKPEIUIAETCs, HAIIpUMep, ¢ MOMOLIbI0 Tpoca. KoHTeliHep MOXeT copepkaTh
MOOOH MOAXOASILIMI MaTepual WIM KOMOMHAIMIO MarepuanoB. Hampumep, B HEKOTOPBIX
BapUAHTAaX OCYLIECTBJICHUS] KOHTEHHEDP COAEP/KUT CTEKJIO, METAJUI, IUIACTHUK, KapTOH, IE€PEeBO
win Jo0ble X KOMOMHaimu. B BapuaHTax OCYINECTBIEHMS, B KOTOPBIX KOMITO3MLIUS,
YBEJIMUYUBAIOLIAs 00BEM KHIIEUHOTO CONEPXKHMOIO, CONEPXKHT JBa WM Ooiee KOHTelHepa, B
HEKOTOPBIX BAapHAHTAaX OCYLIECTBJICHUS] KAKIbIH KOHTEHHEP COMNEPKUT OAMH M TOT K€
MaTepual, TOraa Kak B APYTMX BapUaHTax OCYLIECTBJIEHUS IO MEHbIIEH Mepe ABa KOHTEHHepa
cozlepkaT pasHble MaTephaibl. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHWS OAMH WM Oosee
KOHTEHHEPOB KOMITO3HULINY, YBEIUYHBAIOLEH OOBbEM KHIIEYHOTO COAEPIKUMOTO, HE CONEpKaT
3arps3HSIOMUX BemecTs. HampuMep, B HEKOTOPBIX BAPHAHTAaX OCYINECTBJICHUS] OUH WK Oolee
KOHTEHHEPOB MOIXOMAAT IUJIsl NMPUMEHEHHS TNPH XPAHEHWH AKTUBHOTO (hapMarieBTUYECKOro

unrpenuenta (API), npegHasHaueHHOTO U BBECHHUS MIICKOITUTAOLIEMY, HATPUMED YEJIOBEKY.

[0035] B HexkOTOpBIX BapuaHTax OCYLIECTBJIEHMs MO MEHbIIEH Mepe 4acTb COeAMHEHus |
KOMITO3ULIMH, YBEJIHUUBAIOMIEH OOBEM KHIIEYHOTO CONEP’KUMOrO, HAXOOUTCS BHYTPH OIHOTO
wn OoJiee KOHTEHHEPOB. B onpeneneHHbIX BapHaHTax OCYIIECTBICHUS O MeHbIel mMepe 10%,
no MmeHblueill mepe 20%, no menbiueil Mepe 30%, no meHbiuel Mepe 40%, o MeHblIeH Mepe
50%, mo menbiueit mepe 60%, no menpineit mepe 70%, no menbiueit Mmepe 80%, MO MeHbLIEH
Mepe 90%, nmo meHbluell Mepe 95%, mo meHbiuell Mepe 99% KOMMNO3ULNY, yBEIUYUBAIOLIEH
00BEM KHIIEYHOTO COAEPIKMMOT0, HAXOIUTCS B OHOM MJIHM Oojiee KOHTelHepax. B HEKOTOpbIX
BapHaHTaX OCYLIECTBJIEHUs B JAHHOM JIOKYMEHTE IpeJaraeTcsi KOMIO3ULIMS, YBEIUINBAIOLIas]
00BEM KHIIEUHOTO COMEPKMMOTrO, conepskamas coequHeHrne 1 u asa uiam Oojiee KOHTEHHEPOB,

IPU 3TOM KaXKIbI KOHTEHHEpP COAEPKUT MO MEHbLIe Mepe 4acTb coequHeHus 1. B
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OTpeNeIeHHbIX BapHaHTax OCYIIeCTBJIeHUs o MeHblnel Mepe 10%, mo menbineit mepe 20%, 1o
MeHb1el mepe 30%, no menbiueil mepe 40%, no mesbiueii Mepe 50%, no MeHblueil Mepe 60%,
no MeHbluei mepe 70%, o menbiueil Mepe 80%, no Menbleil mepe 90%, O MeHblIeH Mepe Mo
MeHbled Mepe 95%, mo MeHblieil Mepe 99% coenuHeHus 1, Bcero, HaXOAUTCS B JIBYX WU
Oonee koHTeliHepax. ITo mMeHbIIeH Mepe 4acTb COSNMHEHHUs | KOMITO3WIUH, yBEIMYUBAIOLIEH
00BEM KHIIEYHOTO COAEP’KUMOTO, B HEKOTOPBIX BapHUAHTAX OCYIIECTBJIEHUS MOXET OBITh
PaBHOMEPHO pacmlpeznesieHa MeXAy ABYMsl HWIU Oojiee KOHTEHHepaMH, WK B JPYTUX BapHaHTax

OCYILIECTBJIEHUS] MOXKET OBITh pacrpeesieHa HePaBHOMEPHO.

[0036] B HekoTOpBIX BapHaHTaX OCYLIECTBJICHUS KOMIIO3UIUS, YBEJIWYHMBAIOLAs OOBEM
KULIEYHOTO COAEPKUMOrO COAEPKUT MO MeHblueil mepe 50% wmacc., mo MeHbliel mepe 55%
Macc., 1o MeHblueil mepe 60% macc., mo MeHbluel mepe 65% macc., no menblieit mepe 70%
Macc., mo MeHblueit Mepe 75% wmacc., mo Menblieit mepe 80% macc., mo mMeHble mepe 85%
Macc., mo MeHblueit Mepe 90% wmacc., mo MeHblIe mMepe 95% macc., Mo MeHble mepe 96%
Macc., mo MeHblueii Mepe 97% wmacc., mo MeHblIeil Mepe 98% wmacc., Mo mMeHble mepe 99%
Macc. uiau 1o MeHbluel mepe 99,9% macc. coenuneHust 1, rae % Macc. He BKJIIOYAeT Maccy
KOHTelHepa. B omnpeneneHHbIX BapUaHTaX OCYLIECTBJICHUS KOMIIO3ULMS, YBEJINYMBAIOLIAS
00BEM KHIIEUHOTO COAEPIKUMOrO, CONEPXKUT MO MeHblIeil mepe 75% macc. coenuHeHus 1, He

BKJIFOUAsl MacCy KOHTEWHepa.

[0037] B HekoTOpbIX BapHaHTaX OCYLIECTBJICHUS KOMIIO3UIMUS, YBEJIUYHBAIOMAS OOBEM
KUIIEYHOTO COAEPKHUMOT0, COACPKUT MeHee dveM Okoyso 6000 u./MIH. OpraHHYECKOro
pacTBopuTeNsi. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS KOMITO3ULMS, YBEJIHMUNBAIOIIAs O0bEM
KUIIEYHOTO COMEPKUMOTO, COAEPKUT MeHee ueM okoyio 5500 u./miH., MeHee yeM okoyio 5000
4./MJIH., MeHee ueM 0K0Jio 4500 u./MiH., MeHee yeM 0K0Jio 4000 u./MiH., MeHee ueM 0KoJio 3500
4./MJIH., MeHee 4eM okojio 3000 u./mMiH., MeHee YeM 0K0ji0 2500 u./MIIH., UJIH MEHEE YeM OKOJIO
2000 9./MIH. OpPraHMYECKOTO pPACTBOPUTENII. B HEKOTOPBIX BapHAaHTaX OCYIIECTBIICHHUS
OpPTaHUYECKUH pPACTBOPHUTEIHh COAEPIKUT OOWH WM Ooyiee CIUPTOB. B HEKOTOPBIX BapHaHTax
OCYINECTBJICHHS] OPTaHMYECKHI pacTBOpUTEND comep:kuT onun wim 6osee C1-Cg wnn C1-Cs, wmu
C1-C4 criuproB. B ompeneneHHbIX BapuaHTax OCYIIECTBIEHUS OpraHUYECKHIl pacTBOPUTENb
COIEP KUT H3OMPOIAHOJ, H-TPOMAHOJ, 3TAHOJ WMJIM METaHOJ MM JIFoOble MX KoMOuHaimu. B

HEKOTOPBIX BapHaHTaX OCYIIECCTBICHUA OpFaHI/ILIeCKI/Iﬁ PacTBOPUTEIIb COACPKUT NU3OIPOIIAHOJI.
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C. Dapmayesmuueckue KOMRO3UYUU, OO3UPOBANHBIE POPMBI U HADOPLI

[0038] B HacTOsimeM MOOKYMEHTE TakXKe MPEIIOKEHbl (apMaleBTHUECKHE KOMITIO3ULIUH,
copeprkalye coenuHerne 1 u papManeBTHUECKH NIPUEMIIEMBIN SKCIUMHEHT. PapMareBTHIECKH
NpUEMIIEMbIE SKCIIUIMEHTHI MOTYT BKIIFOYATh B Ce0sl, HAIPUMED, abIOBAHT, HOCUTENb, TJIH/IAHT,
NOACTAIIMBAIOIIUN  areHT, pa3daBuUTeNb, KOHCEPBAHT, KPAaCUTENb/KPacsilee BeIeCTBO,
YCUJIMTENb BKYCa, TOBEPXHOCTHO-AKTUBHOE BEIECTBO, CMAYUBAIOLIUI areHT, AUCIIEPTrUPYIOLIHIA
areHT, CYCHEHIUPYIOIIUN areHT, CTaOWIM3aTop, M30TOHWYECKHH areHT, PacTBOPUTENb WU
SMYyJIBraTop, ONOOpPEHHbIH YTpaBIeHHEM IO KOHTPOJIO Ka4yecTBa IHUINEBBIX IPOAYKTOB HU
nexkapcTBeHHbIX cpeacts CIIIA kak nmpuemiemslil Uil IPUMEHEHUs Ha JIIOASX WM JOMALIHUX

JKNBOTHBIX.

[0039] B HekOTOpPHIX BapuUaHTaX OCYILECTBJIEHUS (papMalleBTUYECKas KOMITO3ULIUS SBISETCS
TBepaoil. Hanmpumep, B HEKOTOPBIX BapUaHTaX OCYLIECTBICHUs (papMaLeBTHIECKas KOMITO3ULIUS
npezncrasisieT coO00i mopomok uiau TadneTky. B ompeneneHHBIX BapHAHTAX OCYLIECTBJICHUS
TBEpAYIO HopMy coenuHeHHs | HiIu TBepAyro GapMalleBTHUECKYI KOMITIO3ULHIO, CONEPIKALIYIO
coenuHEeHHe 1, BBOIAT MEPOPANbHO HYXKIAIOLIEMyCsl B 3TOM CyOBeKTy (Hampumep, B BHIE
HOpOIIKa, OAHOM miam Oojee TabneTok wiau ofHOW wiam Oojee kamcyn). B ompeneneHHbIX
BAPUAHTAX OCYINECTBICHUS (apMaleBTUYECKYI0 KOMIIO3HLIHUI KOMOWHHPYIOT C HOAXOSIIEH
Cpenol i TONYyYeHUs] KUIKOCTH, U JKUJKOCTh BBOIST HYXKAAKOLIEMYCS B 3TOM CyObekTy. B
HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS JKUAKOCTb BBOAST TMAapEHTEPATbHO (HAmpuMep,
BHYTPHUBEHHO). B Ipyrux BapuaHTax OCYLIECTBIEHHS )KHIKOCTb BBOISAT SHTEPAIBHO, HATIPUMED
gepe3 JKeNyJOYHO-KUIIeYHbIH 30H (HalpuMep, MepopaIbHO MM PEKTATBHO Yepe3 JKeJyJOUHO-
KUIICYHBIH 30HN). B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHS >KUAKOCTb BBOIAT MEPOPATBHO,
HarpuMep, ¢ MOMOIIBIO MINPHULA, YalIKU WM JIOKKUA. B HEKOTOpBIX BapHaHTaxX OCYILECTBIEHUS

noaxonadias cpeaa ABJIACTCA BOIHOM.

[0040] Kpome TOro, B JaHHOM TIOKYMEHTE MPEIJIOKEHbI JO3UPOBAaHHbIE (POPMBI, COmepIKAIIUE
(hapMaLleBTHYECKY0 KOMIIO3HIIMIO, OMMMCAHHYIO B JAHHOM JOKYMEHTE. B HEKOTOpBIX BapuaHTax
OCYILIECTBIICHHsI TO3UPOBaHHast (opMa COAEpPKUT OAHY WM Oosiee TabJIETOK WM ONHY WU
Oonee karicys. B HEKOTOpBIX BapHaHTax OCYIIECTBICHMs IO3UPOBaHHAs (opMa MPeaCTaBiIsIeT
co0oif TOPOIIOK B 3amedyaTaHHOM (IaKOHE, KOTOPBIM Tepel BBEIECHHEM CMEIIUBAT C
MOAXOAIIEH cpenol. B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHHUS MOAXOIALLAs Cpena sBJSETCA

BOJITHOM.
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[0041] B eme AONOJHUTENBHBIX BapUaHTaX OCYLUECTBJIEHUS B JAaHHOM JOKYMEHTE
npeIoskeHbl HabOPBbI, ConeprKalue T03UPOBaHHYIO (POPMY, KaK OMUCAHO B JAHHOM JIOKYMEHTE,
U YIaKOBKY. MOXeT MCHOJIb30BATHCS JIF00asi MOAXONAINAst YIIAKOBKA. B HEKOTOPBIX BapHaHTax
OCYILIECTBIICHHUs YIAaKOBKa BKJIHOYAeT B ceOst OyThUIKy, OJMMCTEPHYIO YNAaKOBKY HiM (akoH. B
HEKOTOPBIX BapHUaHTAaxX OCYINECTBJIEHUS HAOOp COAEPIKUT IO3HUPOBAHHYIO (OpMy, NpHUEM
NO3UpOBaHHasi (popMa CONEPKUT ONHY MM OoJiee TaOJETOK WM OHY WiH Oojiee Karcynl, U
YIIaKOBKY, TPH 3TOM YIAaKOBKAa TMpPENCTaBIseT cOOOH ONMCTEpHYIO YMAakoBKYy. biucrepnas
yIIaKOBKa B HEKOTOPBIX BapHaHTax OCYLIECTBICHMs 3aleydaTaHa IUIACTHMKOBOHM IUIEHKOM,
IUIEHKOW M3 (POJIbIY WM TUIEHKOH, conmepskaineil riacTuk u ¢onery. B HEKOTOphIX BapHaHTax
OCYLIECTBJIEHUsT HAOOp COAEPKUT MOAXONALIYIO CpPeay JUIsl CMEINWBAaHUS C J03UPOBAHHOMN
dopmoli mepen BBEAEHHEM HYXJAIOLIEMyCsi B 3TOM cyObekTy. Hampumep, B HEKOTOPBIX
BapUAHTAaX OCYIIECTBJIEHUS HAOOp COAEPKUT HO3MPOBAHHYIO (GopMy B BHAE IMOpPOIIKA B
3arevyaTaHHoM (JIaKOHE U BOAHYIO CpPedy B OTAEIBHOM KOHTeHHepe (TaKOM Kak (hJIaKOH, IITPHUL]
win (IaKkoH), a AO3UPOBaHHYK (HOpMy OOBEIMHSIOT C BOMHOH Cpenoi mepen BBEICHUEM

HYKIAIOLIEMYCsl B 3TOM CyObeKTy (Hampumep, nepopaibHoO).

[0042] B HexoTOpBHIX BapHaHTaX OCYLIECTBIEHUs (apMaleBTHUECKass KOMITO3HIINS,
J03upOBaHHasi opma Wiu Habop comepkaT MeHee deM Okoyio 6000 4./MITH. OpraHHYECKOTrO
pacTBopuTensi. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS (hapMaLeBTHUECKAs KOMITO3ULIMS,
no3upoBaHHas Gopma unu HaboOp comep:kat MeHee yeM okoJio 5500 4./MIIH., MeHee YeM OKOJIO
5000 u./mmH., MeHee ueM 0koJio 4500 u./mMiH., MmeHee yeM 0k0Ji0 4000 4./MJTH., MEHEE Y€M OKOJIO
3500 4./miH., MmeHee deMm okosio 3000 4u./MiH., MeHee YyeM 0koJio 2500 4./MJIH. WK MEHEE YeM
okoj10 2000 4./MJIH. OPraHHUYECKOTO PACTBOPHUTENS. B HEKOTOPHIX BapHaHTAX OCYIIECTBIICHUS
OpPTaHUYECKUH pPAaCTBOPUTEIb COAEPIKUT OOUH WM OoJiee CIHPTOB. B HEKOTOPBIX BapHaHTax
OCYINECTBJICHHS] OPTAHMYECKHI pacTBOPUTEND comep:kuT onun uin 6osee C1-Cg unn C1-Cs, wmu
C1-C4 cniuptoB. B ompeneneHHbIX BapuaHTaX OCYLIECTBIEHHsS OPTaHHMYECKHUH PacTBOPUTEND
COAEP KUT W3OMPOIAHOJ, H-TIPOMAHOJI, 3TAHOJ WM METaHOJ WM JIFoOble MX KoMOuHaimu. B

HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHUS] OPraHMUECKUH PACTBOPHUTENb CONEPIKUT U3OTPOIIAHOII.
D. Cooeparcaniie 600bt 1 COOMHOUIEHUS

[0043] B ompeneneHHBIX ~ BapUaHTaX  OCYINECTBJIICHUS  W300pPETEHUS  KOMITO3ULIHS,
yBeJNIMYMBAKOMAass OOBEM  KHIIEYHOIO COAEPIKUMOro, (papmMameBTHYeCKass KOMITO3ULIHS,
no3upoBaHHas popma, HabOp MM JIEKAPCTBEHHOE CPEACTBO COAEPIKHUT MO MEHBIIEH Mepe OKOJIO
5,0%, o MenbLIel Mepe okoo 5,5%, Mo MeHblel Mepe okoJio 6,0%, Mo MeHbIIeH Mepe OKOJIO

6,5%, o MeHbIe Mepe okoso 7,0%, mo MeHblIel Mepe okoso 7,5%, mo MeHblIel Mepe OKOJIO
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8,0%, o MeHblel Mepe okoo 8,5%, mo MeHblel Mepe okoJio 9,0%, Mo MeHbIlel Mepe OKOJIO
9,5%, mo menbiueit mepe okoso 10,0%, mo meHbinelr mepe okojio 10,5%, mo meHblIel Mepe
okoso 11,0%, no menpieit mepe okono 11,5% nnn mo menbiuei mepe okosno 12,0% macc. Bonbl
no otHowmeHuro k obmei macce (3S,4R 3'R)-6-[4-(4-aMuHO-5-XJI0p-2-METOKCUOEH3OMIIAMUHO )-
3-MeToKCUnUnepuanH-1 -1 JrekcaHoBoi  KucioThl  1-a3adunmkiio[2.2.2]okr-3'-unosoro s¢upa
IUTUAPOXJIOPUAHON COJH, TPHUCYTCTBYIOIIEH B Oe3BOgHONW wim TpuruapatHod ¢opme. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHS KOMIIO3MLUS, YBEJIHYMBAIOMIAs OOBEM KHIIEYHOTO
COmepKUMOro,  (¢apMalLleBTUUECKas KOMITO3ULMS, J03upoBaHHass ¢opma, Habop wim
JIEKapCTBEHHOE CPEACTBO CONEPKUT OT Okoo 6,5% macc. 1o okono 10% macc., uim oT OKOJo
7,5% macc. 1o okojio 9,0% macc., unu okoJio 8,5%. Macc. BOIIbI IO OTHOILIEHHUIO K O0IIei Macce
(35,4R 3'R)-6-[4-(4-amMnHO-5-XJ10p-2-METOKCUOEH30MIIAMHUHO )-3 -METOKCUTTUTIEpUANH- 1 -

WI|TeKCAaHOBON KHUCIOTHI 1-a3a0uiukio[2.2.2]okT-3'-mnoBoro s¢upa AUrHAPOXIOPUIHON COJH,
NPUCYTCTBYIOIIEH B TpUrHApPATHOH (Gopme M (ecau mpuUcCyTcTBYeT) B Oe3BomHOW ¢opme. B
HEKOTOPbIX BAapPHAHTAX OCYLIECTBICHUS IPUCYTCTBYEeT TOJNbKO TpuruapatHas ¢opma. B
OIPEAETICHHBbIX BApUAHTAX OCYIIECTBICHUS TaKKe MPUCYTCTBYeT Oe3BogHas (opma, u
comep:KaHue BOABI OLEHHBAIOT MO OTHOWIeHHIO K oOmei macce (3S,4R,3'R)-60-[4-(4-amuHO-5-
XJIOP-2-MeTOKCHOEH30MIAMHHO )-3-METOKCUITUIIE PUAUH- | -1IT| TeKCaHOBOH KHUCJIOTBI 1-
a3abunmkio[2.2.2]okT-3'-ua0Boro 3pupa AUTHIPOXJIOPUIHONW COJHM KaK B TPUTHIPATHOU, TaK U
B Oe3BOnHOM (popmax. B HEKOTOPBIX BapuaHTaX OCYLIECTBICHHSI KOMITO3ULIHS, YBETMINBAIOIIAS
00BEM KHIIEYHOTO COAEPKUMOTrOo, (hapMaleBTHUECKas KOMIIO3ULUS, IO3MPOBaHHAas (opma,
Ha0Op WJIM JIEKAPCTBEHHOE CPEACTBO COAEPKAT MO MEHbILIEH Mepe OkoJyio 7,5% Macc. BOABI MO
otHowmeHn K obmer macce (3S,4R,3'R)-6-[4-(4-aMuHO-5-XJ10p-2-METOKCHOEH30MIAMHHO)-3 -
METOKCHITUITEPUANH- | -UJI|FeKCAaHOBOM  KUCIOTHI  1-a3abunukiio[2.2.2]okr-3'-unosoro  s¢upa
IUTUAPOXJIOPUIHON COJIH, MPHUCYTCTBYIOIIEH B TPUTHAPATHOH (opme u (eciau MpPUCYTCTBYET)
Oe3BonHolt popme. ComeprkaHrie BOAbI B KOMIIO3UIMH, YBEJIUYHBAKOIIEH OOBEM KHUIIEUHOTO
ComepKUMOro, (papmarneBTHYECKOH KOMIIO3MLIMYM, JO3UPOBaHHOH ¢opme, Habope wiIn
JIEKApPCTBEHHOM CPEACTBE BKJFOUAET B ceOs BOAY, MPHCYTCTBYIOINYIO B TPUTHAPATHOH (opme

COCIUHECHUA.

[0044] B HekOTOpBIX BapHaHTaX OCYLIECTBICHUS KOMIIO3UIUS, YBEJIUYHBAOIMAS OOBEM
KUIIEYHOTO CONEPKUMOTro, (papmMarieBTUIeCKasi KOMITO3ULMS, O3MpOBaHHast ¢popma, Habop min
JIEKapCTBEHHOE CPEACTBO, MpPENJIOKEHHbIE B JAHHOM JOKYMEHTE, IOMOJHUTEIbHO COJepKaT
6e3BOIHYIO bopmy (35,4R3'R)-6-[4-(4-amMHuHO-5-XJIOpP-2-METOKCUOEH30MIIAMHHO)-3 -
METOKCHITUITEPUINH- | -1JT|FTeKCAHOBOM  KUCIOTHI  1-a3abunmkio[2.2.2]okr-3'-mnosoro  s¢upa

I[I/IFHI[pOXJIOpPII[HOfI com. B OMNMPECACJICHHBIX BdpHUaHTaxXx OCYLICCTBJICHUA COOTHOLICHUE
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coenuHeHus | k 6e3BOHON (hopMe COCTABIISIET MO MEHbINEH Mepe OKoJio 2:1, Mo MeHbIIel Mepe
0k0Ji0 3:1, mo MeHblIerd Mepe OkoJio 4:1, mo mMeHblIel mMepe OKOJo S5:1, MO MeHbLIEH Mepe,
0KO0JI0 60:1, Mo MeHbLIEH Mepe OKOJIO 7:1, mo MeHbLIel Mepe OKoJIO 8:1, MO MEHbILEH MeEpe OKOJIO
9:1, no menbiueit Mmepe okoJio 10:1, mo menbLuel mepe okoJo 11:1 win no MeHbLIe Mepe 0OKOJIO
12:1. B HEKOTOpBIX BapHUaHTax OCYLIECTBICHUS KOMIIO3ULMS, YBEIHMYUBAIOMIAs OOBEM
KUIIEYHOTO COEP’KUMOTro, (papmMarieBTUYeCKass KOMITIO3ULMS, NO3MpOBaHHast ¢popma, HabOp miu
JIEKapCTBEHHOE CpencTBO copepxar Oe3somnHyro ¢opmy (3S,4R,3'R)-6-[4-(4-amun0-5-x510p-2-
METOKCHOEH30MIAMUHO )-3-MEeTOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-
a3a0nnukiao[2.2.2]okr-3'-unoBoro  3¢pupa  OUTHAPOXJIOPUAHOW  COJIM, H  COOTHOLIEHHUE
coenuHeHust 1 k Oe3BomHON popme cocramiseT 1o MeHblIed Mepe 4:1 win Mo MeHbluel Mepe

11:1.
E. Cmabunvnocmo

[0045] B HekoTOphIX BapuaHTax OCYIIECTBICHHS KOMIIO3MIMH, YBEJIUYUBAIOIINE OOBEM
KUIIEYHOTO COAEPXKUMOTro, (papmarieBTU4ecKue KOMIO3HMLIMHK, JO3UPOBAHHbIE (GOPMBI WU
HaOOpbL, CoAepKalue COeAMHeHHe |, NPEeANIOXKEeHHble B JAHHOM JOKYMEHTE, HMEIOT
MOBBILIEHHYO CTAOUJIBHOCTh MO OTHOLICHHWKD K KOMIIO3HMLHUSIM, YBEJIHYMBAKOLIMM O0BEM
KUIIEYHOTO COAEPIKUMOro, (papMarieBTUYeCKHM KOMIIO3ULUSIM, JO3UPOBAaHHBIM (popmam,
JIEKaPCTBEHHBIM CpeACTBaM WM Habopawm, copepxkaumum Oe3BomHyro (opmy (3S,4R,3'R)-6-[4-
(4-aMHHO-5-XJIOp-2-METOKCUOEH3 OMIAMUHO )-3 -METOKCUITUTIEPUINH- | -HJT1|TeKCAHOBON  KUCJIOThI
1-a3abunmkiio 2.2.2]okT-3'-uaoBoro s¢pupa TUrHAPOXJIOPHIHON conu. Hampumep, B HEKOTOPBIX
BAPUAHTAX OCYLIECTBJICHHS KOMIIO3HMLIUH, YBEJINYHBAIOLINE OOBEM KHIIEUHOTO CONEPIKUMOTO,
dapmMarieBTHYECKHE KOMIIO3ULIMH, JO3UPOBaHHBbIE (DOPMBI, JIEKAPCTBEHHBbIE CPEACTBA HIIU
HaOOpBI, coaepKalie COeAUHEHHE |, TpenIoKeHHble B JAHHOM IOKYMEHTE, MMEIT Ooee
CTa0MJIbHYIO MAacCy C TEYCHHEM BPEMEHH 10 CPABHEHHIO C KOMITO3ULMSIMU, YBEIHYUBAIOIIUMHI
00BEM KHIIEYHOTO COAEPKUMOTO, (hapMaLeBTUUYECKHUMH KOMIIO3UIUSIMK, JTO3HUPOBAHHBIMU
dbopMamu, JIeKapCTBEHHBIMH CpENCTBAMU WJIM HAa0OpaMH, COIepiKamuMu  Oe3BOTHOe
coequHeHne. B onpeneneHHbIX BapuaHTax OCYLIECTBJIEHUS KOMIIO3ULIUH, YBEJIUYHBAIOLINE
00BEM KHIIEYHOT'O COAEPIKUMOTO, (apMaleBTHUECKHE KOMITO3HIMH, JO3HPOBAHHBbIE (HOPMBEI,
JIEKapCTBEHHbIE CPEACTBA WM HAOOPBI, coaep Kalue CoequHeHne 1, MpenioKeHHbIe B JAHHOM
IOKyMeHTe, uMeroT MeHee deM 10%, menee uem 9%, menee yem 8%, menee uem 7%, MeHee ueM
6%, MeHee yeM 5%, MeHee ueM 4%, meHee ueM 3%, MeHee ueM 2,5%, MeHee ueM 2%, MeHee YeM
1,5%, menee uem 1% unu menee yem 0,5% M3MEHEHUsI MacChl B T€UEHUE MO MEHbIIEH Mepe 3

MECSILIEB, IO MEHbLIEH Mepe 6 MeCsleB, 10 MEHbIIEH Mepe 9 MecsAleB, 0 MEHbIIeH mepe 12
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MECsSILIEB, IO MEHbIIEH Mepe 15 Mecsaues, Mo MeHblIel Mepe 18 Mecsles, Mo MeHblIel Mepe 24
Mecsina, o MeHblen mepe 30 mecsues, 0 MeHbIIeH Mepe 36 MecsLeB, 10 MeHbLIeH Mepe 42
Mecsila WM N0 MeHblleld Mepe 48 Mecsues. B HEKOTOpPBIX BapHaHTax OCYLIECTBJIEHUS
U3MEHEHHE MacChl MPEACTaBIsieT COOOW yBeNWUeHHWEe Macchl. B HEKOTOPBIX BapHaHTax
OCYILIECTBIICHUST M3MEHEHHE MAacChl MPEACTaBIsieT cOOOI yMeHblIeHHe Macchl. B HEKOTOpbIX
BApUAHTAX OCYLIECTBIEHHUS HM300pETeHUsT KOMIIO3ULIMH, YBEINYMUBAKOLINE OOBEM KHIIEYHOTO
COMEPKUMOro, (hapMaLeBTUUECKUE KOMIIO3UIUH, IO3UPOBAaHHBIE (DOPMBI, JIEKAPCTBEHHBIE
cpenctBa wiM HAOOpBI, conepkamme coeauHeHwe 1, Ooyee CTaOMIIBHBI B ONPEAENICHHBIX
YCIOBHAX, Y€M KOMIIO3UIUH, YBEJIUYMBAKOIIME OOBEM  KHIIEYHOIO  COAEPKHMOTO,
bapmarieBTHUECKHE KOMIIO3ULIMH, AO3UPOBaHHBIE (DOPMBI, JIEKAPCTBEHHbIE CPEACTBA HIIU
HaOOpBl, copepkamMMu Oe3BOAHOE coequHeHHe. Hampumep, B HEKOTOPBIX BapHaHTax
OCYLIECTBJICHHUs] M300peTeHHsI OKPY’KAIoINasi Cpela MMEeT OTHOCUTEJBbHYIO BIIAKHOCTH Oosee
yem 10%, Gosee uem 20%, 6oiee uem 30%, Gosee uem 40%, Gonee yem 50%, Oosee uem 60%,
oonee uem 70%, 6onee uem 80%, Oonee uem 90%, 10% umau Oonee, 20% wunu 6onee, 30% wunu
oonee, 40% wunu 6onee, 50% uau 6oiee, 60% wunu 6onee, 70% unu 6oiee, 80% wunu conee, 90%
win Oonee, miu 0kosio 60%. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS TEMIIEPAaTypa COCTaBIISET
or 15 °C no 35 °C umu or 20 °C nmo 30 °C. B onpeneneHHbIX BapHaHTaxX OCYIIECTBJICHUS
TeMrieparypa cocrasisier okojo 25 °C. B jmpyrux BapuaHTax OCYLIECTBJIEHHs TeMIleparypa
cocTasiisier MeHee ueM 35 °C, menee yem 30 °C, 6onee uem 10 °C, Oonee yem 15 °C umm Oonee
yeMm 20 °C. B onpeneneHHbIX BapHAHTaX OCYIIECTBICHUs KOMIIO3HULIUY, YBEIMYUBAOIINE O0BEM
KUIIEYHOTO  CONEPKUMOro, (papmaneBTH4YecKre KOMITO3UIMH, JO3UPOBAHHBIE (HOPMBEI,
JIEKapCTBEHHbIE CPEACTBA WM HAOOPBI, CoAepIKalue COeqUHEHnEe 1, MPeNIoKeHHbIE B JAHHOM
JIOKYMEHTE, MUMEIOT U3MEHeHHe Macchl MeHee deM 8%, meHee yem 4% unu MeHee yem 2%
(HampuMmep, yBeJTMYEeHUE MAacChl) B TEUEHHE IO MEHbIIEH Mepe 3 MeCsIeB, [0 MEeHbIIeH Mepe 6
MeCsILIEB, 10 MeHbIIEH Mepe 9 Mmecsues, Mo MeHblIelH Mepe 12 mecsues, no MeHbluel Mepe 18
MeECSLIEB, 10 MEHbLIEH Mepe 24 MecsLeB WIN N0 MeHbLIeH Mepe 36 MecsLeB IPU XPaHEHU! NpU
Temmneparype okpykaromeit cpeast ot 15 °C no 35 °C (mampumep, ot 20 °C o 30 °C unu okoJjio
25 °C) u otHOCHUTENbHOU BiaxkHOCTH OoJyiee yem 30% (Hampumep, Oonee yem 50% wim OKOJIO

60%).
II. Cnoco0bl npumeHenns coequHeHus 1

[0046] Kpome Toro, B JaHHOM JOKYMEHTE MPEMJIOKEHBbI CIIOCOOBI JICUEHHUSI PAacCTPOUCTBA Y
HY>KIAIOIIEroCss B 3TOM CyOBbeKTa, BKIIFOYAKOIINE BBEIECHUE HYKIAIOIIEMYCSI B 3TOM CyOBEKTY

TepaneBTHueckd 3((EKTHBHOrO KOJUYeCcTBAa coenuHeHuss 1. B HekoTopbIX BapuaHTax
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OCYIIECTBJIEHHS CYOBEKTy BBOAST  (hapMalleBTHUECKYI0  KOMIO3HMLUIO,  COAEPIKAIIYIo
coenuHeHne 1 W (apmManeBTHYECKH MpHEMIIEMbIH >KCIUMNHEHT. Kpome TOro, B ImaHHOM
JOKYMEHTE NPEMJIOKEHBl CIIOCOOBI YIYUIIEHHs] MOTOPHKH JKEJIYJOYHO-KULIEYHOTO TPaKTa Y
cyOBeKTa, Hy>KAAIOIIErocst B 3TOM, BKJIOYAIOLINE BBEACHUE CYOBEKTY, HYKIAIOIIEMYCsI B 3TOM,
TepaneBTHUeCK! 3()(HEKTUBHOTO KOJMYECTBA COSANHEHUs 1, Ui BBeeHHe (apMaleBTHUECKOM
KOMITO3ULINH, COAeprkailei coenuHeHue | u (apmaneBTHYECKH NPUEMIIEMBIH SKCLUMUEHT.
Kpome TOro, B JaHHOM JOKYMEHTE MPENJIOKEHO MPUMEHEHHE COoeAuHeHus 1 wm
(bapmMarieBTHUECKONW KOMIIO3UIIUH, CONEepsKallell coenHeHue 1, JUisd JIeueHus] pacCTPONCTBA Y
CyOBeKTa, HYKIAIOINErocsi B 3TOM, WJIM JUIA YJYYIIEHUS MOTOPHKH >KEJyJOYHO-KULIEYHOTO
TpakTa y CyOBEKTa, HY>KAAIOLIErocss B 3TOM, M NPUMEHEHHE COeAUHEHHUs 1 B NMPOU3BOACTBE
JIEKapCTBEHHOI'O CPEZCTBA AJIS JIEUEHHs PACCTPONCTBA Y CyOBEKTA, HYXKIAIOIIErocs B 3TOM, HIIH

AJI YIIyHIIEHUS MOTOPUKH JKEJTYJOUYHO-KHUIICYHOI'O TPpaKTa y CY6’beKTa, HYXXAAOMErocsa B 3TOM.

[0047] B HekOTOpBIX BapHaHTaX JIEUEHHs PACcCTPOMCTBA y CyOBEKTa, HYKAAIOIIErOCs B 3TOM
(Takux Kak CcnocoObl, TPUMEHEHHWE COeAMHEeHus 1, mnpuMeHeHue (QapmMareBTUYECKOH
KOMITO3MLINH, COAEpIKAIlel coenHeHne 1, UM NpUMEHeHHe COeqUHEHUs | MpH MpOU3BOACTBE
JIEKapPCTBEHHOIO CPENCTBA), PACCTPOMCTBO MpEACTaBNsieT COOOH pPacCTPOHCTBO KEIyIOYHO-
KUIIEYHOTO TpakTa. B HEKOTOpPBIX BapUaHTaX OCYLIECTBICHUS YJYYIICHUS MOTOPUKHU
JKEJTYIOYHO-KUIIEYHOTO TPakTa y CyOBeKTa, HY)KTAIOIIErocs B 3TOM (TaKUX Kak CIIOCOOBI,
NpUMeHEeHne COoequHeHHst |, TmpuMeHeHue (hapMaleBTUYECKOW KOMITO3HMLIMH, COAEpIKallei
coenuHeHue |, Win mpUMeHeHue CoenrHeHus | MpH MPOU3BOACTBE JIEKAPCTBEHHOTO CPENCTBA),
npuueM CyOBeKT, HYKHAIOILIMICSI B 3TOM, HMEET >KENyIOYHO-KUIIEYHOEe paccTpoiicTBo. B
Olpe/ieJIeHHbIX BApHAHTAX OCYILIECTBJICHHSI JKETYA0UYHO-KHUIIEUHOE PACCTPONUCTBO MPEACTABIISET
coboit racrposszodareanbhyro pedirokcHyro 6onesHs (I'DOPB), nucnencuro (Hampumep,
(YHKLMOHAJIBHYIO TUCTIENCHI0 WM (YHKLIHOHAIBPHOE HApyIIEHHE MOTOPHKH), racTpomnapes,
NApPATUTHYECKYI)  KHUIIEYHYK)  HEMPOXOAMUMOCTb,  MOCJIEONMEPALMOHHYI0  KHIIEYHYIO
HEMPOXOJUMOCTb, PBOTY, TOLIHOTY, H3KOTYy, KHIIEYHYIO MCEBIO-HEMPOXOAUMOCTb, CHHIPOM
paznpaxkenHoro kumednuka (IBS), menepenocumocts 3uTepanpHoro nutanus (EFI), 33odarur,
XPOHUYECKYIO MACTOMIIHYIO TETAHUIO, METaKOJIOH, FACTPUT, JKEJTyJOYHO-KHIIEYHbIH 3aCTOW MIIN

nedexT OMOpOKHEHHSI ChIUyTa.

[0048] B HEeKOTOpBIX BapUaHTAX OCYLIECTBIEHHS HYKIAIOIIUMCS B 3TOM CyOBEKTOM SIBIISIETCS
YeJIOBeK. B ONpeneneHHbIX BapUaHTAaX OCYIIECTBJICHHS HW300pEeTEeHUs, B  KOTOPBIX
HYKIAIOLIAMCS. B 5TOM CYOBEKTOM SIBJIIETCS YEJIOBEK, JKENyJOYHO-KHIIEYHOE PacCTPOHCTBO

npencTassier codoit ractpossodareanbHyo pedrokcHyo 6onesnb (I'9PB), nucnencuto (Takyro
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Kak (QYHKIIMOHAJIbHAS AUCTIETICHS WM (PYHKIIMOHAIBbHOE HAPYIIEHHE MOTOPHKH), racTporapes,
MAPAIUTHYECKYI0  KHUIIEYHYIO  HEMPOXOAMMOCTb, IOCJIEONEpAlHOHHAs  HEMPOXOIUMOCTh
KUIIEYHNKA, PBOTY, TOLTHOTY, U3KOTY, KUIIEYHYIO ICEBAOOOCTPYKIMIO KHIIEUHUKA, CHHIPOM
pasppaxkenHoro kumevnuka (IBS), 3anop, menepenocumocts sHTepanbHoro nuranus (EFI) wmm
s30¢arut. B npyrux BapuaHTax OCyLIECTBICHUS CYOBEKT, HY>KAAIOLIUICS B 3TOM, MIPEIACTABIISIET
coOol MIleKkonuTaroIee, He SBJSIOINEECs YeJIOBEKOM, TAKOE KaK )KBaYHOE )KUBOTHOE (HAaIpumep,
OBIIa, KOPOBA, SIK, OM30H WK OYHBOI), YKHBOTHOE CEMEWCTBA JIOLIAUHBIX (HAMPUMEp, JIOMAIh
(BKJIIOUAsl TIOHM) WMJIM OCel), KOLIKa, cobaka, KPOJNMK WM MOpPCKas CBHUHKA. B HEKOTOpBIX
BApUAHTAX OCYLIECTBJIEHHUS, B KOTOPBIX HYXJAIOLIUICA B 3TOM CYOBEKT HMpPEACTaBIsieT cOOOM
MJIEKOIIUTAIOLIEE, HE SBJISIOLIEECS YEJOBEKOM, JKEIyAOYHO-KHIIEYHbIM pacCTpOHCTBOM
ABJISIETCA  IIOCIEONEPAL[MOHHAS KHUINEYHAas HENMPOXOIUMOCTb, XPOHHYECKass MacTOMIIHAS
TETaHUs, 3aIOP, METakOJIOH, TaCTPHUT, 3aCTOH >KeNyJOYHO-KUIIEYHOro TpakTa MM Aedext

OIIOPOKHCHHS ChIvyTa.

[0049] B HexOTOpBbIX BapHaHTaX OCYLIECTBJICHHUS B JaHHOM JOKYMEHTE Mpeiaraercsi Crnocod
JedeHus: ractpodsodareansroil peduokcHol Oonesnu (I'DPB) y cyObekra, HyXparoimerocs B
5TOM, BKJIIOYAIOIIUI BBEAEHHE CYOBEKTy, HYKHAOLIEMyCs B O5TOM, TEPaNeBTUYECKU
3¢ PeKTUBHOrO KOIMYECTBA COEAMHEHMs | WM BBeleHHE CyOBEeKTY, HYXXTAIOIIEMyCsl B 3TOM,
(bapMarieBTHYECKONW KOMIIO3HMLIMH, COJAEpKallel TepaneBTHYeCKH 3(deKkTUBHOE KOJMUECTBO
coenuHeHus | W (apMalEeBTHYECKH NPUEMIIEMbIH SKCLUUMUEHT. B HEKOTOpBIX BapHaHTax
OCYLIECTBJIEHHS] B JAHHOM JOKYMEHTE Mpenjiaractcs coeiuHeHue | wiu (apmaneBTHUECKas
KOMITO3MIIMSI, COnIeprKaliasi coenuHeHue 1, mast npumeHeHus: nipu jedeHun [OPB wnmu nns
NPUMEHEHUsI COeAMHEHUs! | TIpu MPOM3BOACTBE JIEKAPCTBEHHOTO cpeacTna st eueHus: [ OPb. B
HEKOTOPBIX BApHUAHTAX OCYLIECTBJIEHUs] CIOCOOOB JIEUEHHUS MpPEIJIaraeTcsi NPUMEHEHUe
coequHeHus 1, nmpuMeHeHue papMaleBTHUECKONH KOMITO3ULINH, COAep Kallel coenuuenue 1,
NPUMEHEHNE COETMHEHHSI B IPOM3BOJICTBE JIEKAPCTBEHHOT'O CPENICTBA IS YJIYULICHUSI MOTOPUKH
KENTYAOYHO-KUIIEYHOTO TpPakTa y CyOBeKTa, HYKTAOINErocss B O5TOM, INpPUYEM CYOBEKT,
HYKIAIOLIMICS B 3TOM, HUMEET JKEJIyJOYHO-KUIIEYHOE PACCTPOMCTBO, MPU STOM JKEJIYIOYHO-
KUIIeYHOe paccTpoiicTBo nmpencrasisier coboit ' OPh. I'OPB mpencrasnser coboii 3a0oneBanue,
XapakTepu3yroIeecss OOpaTHBIM TEUEHHEM CONEP’KUMOrO Kelyaka B muieBon. OnuH BaKHBIH
¢dakTop B maroreHese racrpodzodareanbHON pedIIOKCHON OoNe3Hu mpencraBiseT CcoOOH
CHIDKeHHE Oapbepa IaBJICHUS M3-3a HENOCTATOYHOCTH HIIKHErO IHIIEBOAHOTO CHUHKTEpA.
HenocrarouHOCTh HIKHETO NHINEBOJHOTO C(HUHKTEPa MOXKET BO3HHKHYTh H3-32 HH3KOTO
0azanmpHOrO mHaBiieHUs, paccinabieHuss CQUHKTEpa WM HEKOMIIEHCHPOBAHHOTO YBEIUYEHUS

BHYTPHKEJTYJOUYHOTO NaBieHus. Jlpyrue ¢pakTopel B maToreHese 3a00IeBaHUsI MOXKET BKJIFOUATh
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3aJ€PKKY OINOPOKHEHHUsI KEIyAKa, HEeIOCTATOYHOE OYMINEHHE MUINEBOAA H3-3a HAPYLICHUs
MOTOPHUKHU WJIM KOPPO3ZUOHHOI'O XapakTepa Marepuana pedurroKca, KOTOPBIH MOXKET MOBPENUTH
CIM3UCTYIO NHIIeBona. B HekoTropbix BapuaHTax ocymectsierus [ OPb mpencrasuser coboit
I'OPB, pesucrentHyro k mHruoburopam nporoHHoi nommsl (PPI). I'DPB, pesucrentHas k PPL,
MOXET BKJIIO4aTh B cebsi, Hanpumep, I OPB y cyOBeKTOB, COCTOSIHUE KOTOPBIX HE YIyUIIaeTCs
npu BBeneHuu PPL, min y KOTOpbIX OCHOBHAs kasioda cyObeKkTa yiydumiach Menee ueM Ha 50%
nocie BBeneHus PPI. Takum oOpa3om, B HEKOTOPBIX BapHaHTaxX OCYLIECTBICHHS B AHHOM
IOKYMEHTE TpearaeTcsi crocod jieueHus, coequHeHne | nms nedeHus; papmauneBTudeckas
KOMITO3ULIMsL, COAEprKalasl COeqUHEHHe |, Nis JledeHusl, WiId NPUMEHEHHE COeNuHEeHus: 1 B
MPOU3BOACTBE JIEKAPCTBEHHOro cpeacrsa ansa JiedeHus ['OPB, mpuuem I'OPb npencrasnser
coboit '9PB, pesucrentnyio k PPI. B HeKOTOpBIX BapHaHTax OCYINECTBJIECHUS HY>KAAIOIIUMCS B

9TOM CYOBEKTOM SIBIISIETCS YETIOBEK.

[0050] B HekOTOpBbIX BapHaHTaX OCYLIECTBJICHHUS B JaHHOM JOKYMEHTE Mpearaercsi Crnocod
JIeYeHHsI THUCTIETICHU Y CyOBeKTa, HY)KIAIOIIEerocs B 3TOM, BKJIIOYAIOIIUI BBEICHHE CYOBEKTY,
HYKIAIOLIEeMYyCsl B 3TOM, TepaneBTHUeCKd 3()(eKTHBHOrO KONUYeCTBA COenUHEHHs | wim
BBeJIeHHE CYyOBEKTY, HY)KTAIOIIEMYCsl B 3TOM, (apMalleBTUYECKOH KOMITO3HLIMU, CONMEpsKaliei
TepaneBTHUeCKU () (PEeKTUBHOE KOMMYECTBO coenuHeHHus | U (papManeBTUYECKH MPHEMJIEMBbIi
SKCUUMHUEHT. B HEKOTOpBIX BapuaHTaX OCYLIECTBJICHUS B JaHHOM JOKYMEHTE Mpeniaraercs
coequHeHne 1 wim (apmaieBTHYECKass KOMIIO3MIIMS, COOepKalias coequHeHwe 1, s
MIPUMEHEHUS MPU JICYEHUU TUCTICTICUU WJIU JUIsl MPUMEHEHUsI COeMHEeHUsl | mpu MpOU3BOACTBE
JIEKAPCTBEHHOIO CPEACTBA AJIs JISUEHUs] AUCTICTICUU. B HEKOTOpPBIX BapHaHTaxX OCYILECTBJIECHUS
croco0O0B JieYeHHsI TIpejiaraeTcsi MpUMEeHeHHe COeTUHEeH sl |, mpuMeHeHre GapMareBTHYECKOM
KOMIIO3ULIUM, COAEp Kalleld COeAUHEHHE |, WU TNPUMEHEHUE COEAUHEHHUS B TPOU3BOACTBE
JIEKAPCTBEHHOIO CpPENCTBA JJIsl YJYYLIEHUS MOTOPUKHU KEIYJOYHO-KUIIEYHOrO TPaKTa Yy
CyOBeKTa, HyKIAIOMIErocs B TOM, MTPUYeM CYOBEKT, HYKIAFOIIHMICS B 3TOM, HMEET KeJTy T0YHO-
KUIIIEYHOE PACCTPOMCTBO, MPU 3TOM JKEIYIOYHO-KUIIEYHOE PACCTPONCTBO MpencTaBysier coOok
nucnencuto. Jlucrerncus nmpencrapisieT coOOH COCTOsSIHUE, XapaKTepU3YIOIIeecs: HapyIIeHHeM
CHOCOOHOCTH WK (PYHKIUM TUIIEBAPEHUS, U MOXKET BO3HUKATh KaK CHMIITOM IE€PBUYHOMN
JKEJTyTOYHO-KUIIIEUHOH TUCHYHKIUU WM KaK OCJIOKHEHWE JIPYTHX PacCTPOWCTB, TaKUX Kak
AmNTeHIUIIUT, PACCTPOMCTRA JKETUHOTO My3bIps WK Henoenanue. TakuM o0pa3oM, B HEKOTOPBIX
BapHAHTaX OCYIIECTBIICHUSI M300pEeTeHHs JIeUeHUe NUCICINICHH BKJIIOYAET JICYeHUE AUCIICIICHH,
CBSI3aHHOUN C aNMNeHJULMTOM, JIEYEHUE AUCIENCUH, CBS3aHHOW C PaCCTPOWCTBOM >KEITYHOIO
My3bIpsi, WJTK JICYEHUE TUCTICTICUY, CBSI3AHHOW ¢ HeJOeHaHWeM, WUJH JiedeHHe (PyHKIHOHATBHON

mucriencun  (FD), wunm  nedeHne Bcero mepeyucliieHHOro. B HEKOTOphIX — BapHaHTax
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OCYIIECTBJICHHS  H300peTeHusl JieueHHe JANUCHENCHH MPEACTaBiIsieT COOOH  JedeHue
¢yukunonanpHol aucnencuu (FD). @yHKUMOHANBHYIO IUCHENCHUI0 TAaKKE€ MOXKHO Ha3BaTh
HapyuieHneM ¢yHkunoHambHOW MoTopuku (FMD). B HEKOTOpBIX BapHaHTaxX OCYINECTBIICHUS
HYKIAIOLIMMCSI B 3TOM CYOBEKTOM SIBJIIETCSI YeJIOBEK. B Apyrux BapHaHTax OCYIIECTBIICHHS
CyOBEKT, Hy KOAIOLIUICSA B 3TOM, MPEACTABIAET COOON JKUBOTHOE, HE SBIISIOIIEECS UENIOBEKOM,
TaKO€ Kak >KBa4yHOE )KMBOTHOE (HAIpUMep, OBLIA, KOPOBA, 5K, OM30H Min OyHBOI) MU JKUBOTHOE
CEeMEHCTBA JIOIIAJUHBIX (HAampUMep, Jomanap (KOTopas MOXKET BKIOYATh IOHW) HIIM OCTa),

KOIIIKa, co0aka, KPOJIMK WK MOPCKasi CBUHKA.

[0051] B HexkoTOpBIX BapHaHTaX OCYIIECTBIEHHS B JAHHOM JIOKYMEHTE MPensiaraercsi Criocod
JeYeHus rapes3a JKelyAka y cyObeKkTa, HYKJAIOLIerocs B 5TOM, BKJIIOYAIOIIUN BBEIEHHE
CyOBEKTY, HYXKIAIOIIEMyCsl B 3TOM, TepaneBTU4Yeck 3P(PEeKTUBHOIO KOJMUECTBA COSAUHEHUs 1
WIN BBeIeHHE CyObeKTy, HyXIaroIeMmMycsi B 3TOM, (papMaleBTUYECKOW KOMITO3ULIMH,
comeprkalieil TepaneBTHUECKH 3P PEeKTHBHOE KOMUUECTBO CoenuHeHus | u (apMaueBTHUECKU
NPUEMJIEMBbIN SKCLUIUEHT. B HEKOTOpPBIX BapuaHTaxX OCYINECTBJIEHHS B AAHHOM JOKYMEHTE
npernJaraercst coequHenne 1w gapmaneBTHIecKas KOMIIO3ULNS, COIEpIKallas COeqUHEHNe 1,
I TPUMEHEHUs IpH JICYEHUM TNape3a >KelyJkKa WIM MPUMEHEHHs CcoequHeHus | B
MPOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA JJIs1 JIEUEHHUs IMape3a Kelnyaka. B HekOoTopbIX
BapUAHTAX OCYLIECTBJEHHs CIOCOOOB JIEUEHMs TMpeiaraeTcsi NPUMEHEHHWE COEAMHEHUus |,
npuMeHeHre (papMaleBTUYECKOW KOMIIO3UIIMU, CONEpIKallell coennHeHue |, WM nmpuMeHeHue
COEIMHEHHS B IIPOU3BOCTBE JIEKAPCTBEHHOIO CPEICTBA JJIsl YIIyUIIEHHUs MOTOPUKH KeJTyI0YHO-
KUIIEYHOTO TPAKTa y CyOBEKTa, HYKTAOIIEroCs B 3TOM, NMPHUEM CYOBEKT, HYKTAFOIIUNCS B
5TOM, UMEET JKEeNyAOYHO-KUIIEYHOE PpACCTPOICTBO, NPU 3TOM IKEIyJOYHO-KHUIIEYHOE
pPacCTpONCTBO MPENCTaBISIET COOOM mapes skeayaka. [ acTpomnapes npencrasisieT CoOoM mapaand
JKEJyAKa, BBI3BAHHBIA JBUTATEJIbHOH AHOMAJHEH B JKEIYAKE, U MOXET OBITh OCJIOKHEHHEM
Takoro 3abojeBaHus, Kak nuadeT, MporpecCUpyrOIUNA CUCTEMHBIH CKIIEPO3, HEPBHAS AHOPEKCHSI
WIK MHUOTOHHMYecKass nauctpodus. B HEKOTOphIX BapHaHTaX OCYIIECTBJIEHUS H300pETEeHUs
JEeYeHHe racTporapesa BKJIIOYaeT JiedeHHe JuabeTHYecKoro racTporapesa, JIeUeHHe
ractpornapesa, CBA3aHHOIO C IPOrPECCHUPYIOIIUM CHCTEMHBIM  CKJIEPO30M, JieueHue
racTpornapesa, CBA3aHHOIO C HEPBHON aHOpEKCHEH, WM JIeYeHHE racTporapesa, CBSI3aHHOIO C
MHOTOHUYECKOH nucTpodueli, niym sedeHne 0ol X KoMOMHAIMKU. B HEKOTOpPBIX BapHaHTax
OCYILIECTBIICHHsS] TacTPOMape3 TpencTaBisieT CcoOOH WAMOMATUYECKUH TracTporapes HWiId
(yHKUMOHATMBHBINA racTponape3. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHUS HYKAAIOLINMCS B

3TOM Cy6’beKTOM ABJIACTCA YCIJIOBCK.
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[0052] B HekOoTOpBIX BapHaHTaX OCYIIECTBICHHS B JAHHOM JIOKYMEHTE MPenjiaraercsi Criocod
JCYCHHs MapaJTUTUYECKON KUIIEYHOH HEMpPOXOAMMOCTH y CyOBEKTa, HYKHAIOINErocsl B STOM,
BKJIFOUAIOILINI BBENEHHE CYOBEKTY, HYKTAIOLIEMyCsl B 3TOM, TepareBTHUECKU 3PPEeKTHBHOTO
KOJINYEeCTBA COEOUHEHHMs 1 wuiam  BBeAeHHE CYyOBEKTY, HYXKOAOIIEMyCs B  3TOM,
bapmManeBTHUECKONW KOMIIO3HMLIMH, COAEpKalleld TepaneBTHYeCKH 3(P(eKTHBHOE KOIMUECTBO
coenuHeHus | W ¢apMaleBTUYECKH NPUEMIIEMbIH SKCLUMUEHT. B HEKOTOpBIX BapHaHTax
OCYILIECTBIICHUs] B JAHHOM IOKYMEHTE Ipenjiaraetcs coenuHeHne | wmiuu ¢apmaneBTHUECKas
KOMITO3ULIMsL, COAEp:Kalasl COeAuHEHue 1, U NPUMEHEHHUs INPU JICYCHUHM MNapauTUYECKOU
KHMIIEYHON HENMPOXOAUMOCTHU WM NIPUMEHEHUE COeOUHEHUs | B MPOU3BOACTBE JIEKAPCTBEHHOIO
CpenCTBa AJIs JIEYEHUs] NapAIUTUYECKON KUIIEYHOU HEMPOXOAUMOCTH. B HEKOTOPBIX BapHaHTax
OCYILIECTBIIEHUs] CIOCOOOB JIEUEHUs IpelaraeTcss NPUMEHEHHE COeNUHEeHHs |, mpuMeHeHue
(bapMarieBTHUECKON KOMITO3ULIUH, COAEprKaIell CoeqMHeH e |, Ui MpUMEHEeHUe COeIMHEHNs B
MIPOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA ISl YJIyUYLIEHUs] MOTOPHUKHU >KEIyIOYHO-KHUIIEYHOIO
TpakTa y CyOBeKTa, HyKIAIOIIErocs B 3TOM, MPUYeM CYOBEKT, HYyKOAIOIIUICS B 5TOM, UMEET
JKEJyTOYHO-KUIIEYHOE  PACCTPOMCTBO, MpPH 3TOM  KEIYJOYHO-KHUULIEYHOE pPacCTPONCTBO
npencTasisieT co00i MapaluTHYECKYI0 KUIIEUHYI HEelPOXOAUMOCTb. B HEKOTOpBIX BapHaHTaxX

OCYILICCTBJICHHUA HYKAAOIIHUMCS B 5TOM CY6"beKTOM SABJIACTCA YCJIIOBEK.

[0053] B HexOoTOpBIX BapHaHTaX OCYIIECTBJCHHUS B JAaHHOM JOKYMEHTE Mpenjiaraercsi Crocod
JIEYSHHs TIOCJICOTNIePALIMOHHON KHIIEUYHOW HEMPOXOAMMOCTH Yy CyOBEeKTa, HYXKIAKOLIErocs B
STOM, BKJIIOUAIOUIMHA BBEACHHE CYOBEKTY, HYXTAIOIIEMYCsi B OTOM, TEpPareBTUYECKH
3¢ (PEKTUBHOrO KOJMYECTBA COCOUHEHHs | WM BBeEHUE CYOBEKTY, HY)KTAIOIIEMYCS B 3TOM,
(apMarieBTHYECKOW KOMIIO3HMLIMH, COAepKalleld TepaneBTHYeCKH 3(QeKkTHBHOE KOIMUECTBO
coenuHeHus | W (apMaleBTHYECKH NPUEMIIEMbIH SKCLUMUEHT. B HEKOTOpBIX BapHaHTax
OCYILIECTBJICHHs] B JAHHOM IOKYMEHTE Mpeljiaractcs coeiuHeHue | wmiu ¢apmaneBTHUECKas
KOMITO3MLIMS, COAEp Kalias COeAUHEHNEe |, J1s1 IPUMEHEHUs NP JIEUEHUHU NOCJIe0NepauOHHON
KHMIIEYHON HENMPOXOAUMOCTH MM NIPUMEHEHUE COCIUHEHUs | B MPOU3BOACTBE JIEKAPCTBEHHOIO
CpencTBa Ui JIEYEHUs] MOCJIEONEPALMOHHON KUINEYHOW HEeNpOXOAUMOCTH. B  HEKOTOpBIX
BApUAHTAX OCYIIECTBIEHHs CIIOCOOOB JICUEHMsI MpeJlaraeTcsi NPUMEHEHHWE COCAMHEHHus |,
npuMeHeHre (papMaleBTUYECKOW KOMIIO3UIIMH, CONepKallell coennHeHue |, Win mpuMeHeHue
COE€IMHEHMs B MPOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA AJIs YJIyYIICHUsI MOTOPUKH KEITyJOYHO-
KUIIEYHOTO TPAaKTa y CyOBEKTa, HYKTAIOIIErocs B 3TOM, NMPHUEM CYOBEKT, HY)KTAIOIIUHCS B
5TOM, WMEET KEIyAOYHO-KUIIEYHOE pPACCTPOMCTBO, IPU OTOM KEJIyJOYHO-KHUIIEYHOE
pacCTpOCTBO TpeAcTaBisieT CoOOH MOCIEONEePAlIOHHYK —KHIIEUYHYI0 HEPOXOIUMOCTb.

ITocneonepainoHHasl KUIIEYHAs HEMPOXOIUMOCTh TNPEACTABIIET COOOH HEMpPOXOIUMOCTb
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KHMIIEYHUKA M3-32 HapyLIEHUs MBILIEYHOrO TOHyCa MOCJe onepanuyd. B HEKOTOpBIX BapUAaHTAX
JIEYSHHST MTOCIIEONEPALIMOHHON KUIIEYHONH HETPOXOAMMOCTH HYKIAOIIMMCS B 3TOM CyOBEKTOM
ABJISIETCA 4eNOBeK. B Ipyrux BapmaHTaxX OCYIIECTBICHUS CYOBEKT, HYKIAIOLIMHCA B 3TOM,
IPENCTaBIsieT COOOM KUBOTHOE, HE SIBIISIIOIIEECS YEeIOBEKOM, TaKOe KaK >KHMBOTHOE CEMENCTBa

JIOLIAJIMHBIX, HAPUMEP JIOMIA b (KOTOPasi MOXKET BKJIIOYATh IIOHH).

[0054] B HexoTOpBIX BapHaHTaX OCYIIECTBICHHS B JAHHOM JIOKYMEHTE MPenjiaraercsi Criocod
JICUCHHUS TOHIHOTBI WJIM PBOTHI Yy Cy6”beKTa, HYKOAOMErocss B 3TOM, BK.]'IIOLIaIOH_II/Iﬁ BBCACHUC
CYOBEKTY, HYXKAAIOIIEMYyCsl B 3TOM, TepareBTU4YeCKu 3(PPEeKTUBHOTO KOJUUECTBA COeTUHEHUs |
WIK BBeIEHHE CyOBEKTy, HYXXOAIMeMycs B OTOM, (apMaleBTHUECKOH KOMIIO3HLIUH,
comepskamieit tepaneBTHUeCcKH 3(PPEKTUBHOE KOMMYECTBO coequHeHus | u (apmManeBTHUECKH
HpHeMHeMbIﬁ OKCIUITHUECHT. B HEKOTOPBIX BAapHAHTAX OCYLICCTBJIICHHUS B NAHHOM HOOKYMCHTE
npeasaraercst coeauHenne 1 nnm gapmaneBTudeckas KOMIO3HUIMSA, COAepIKalasi coeAuHeHue 1,
JUIsl TIPUMEHEHUs TMpPU JIEYEHUU TOIIHOTHI WM IPUMEHEHUs MPU JIEYEHUU PBOTHL, WIU
MPUMEHEHUs1 COEANHEHUsI | B MPOU3BOJCTBE JIEKAPCTBEHHOIO CPEACTBA JJIsl JIEUEHUS TOLIHOTBI
WIH JJIsl JIeueHWsl PBOThL. B HEKOTOPBIX BapHaHTaX OCYLIECTBIIEHHsI CIMOCOOOB JIEUEHHS
npeasiaraercsi NpUMEHEeHHe COoequHeHus |, mpuMeHeHue (apMaLEeBTHUYECKOW KOMITO3ULIMH,
cozepskaiieil coenuHeHue 1, WM MpUMEHEHUEe COeAMHEHHs B IPOU3BOJACTBE JIEKAPCTBEHHOIO
cpeacrea JJIA YIy4YlICHUA MOTOPUKHU HKEJITYy HTOUYHO-KHUIICYHOT'O TpaKTa y cy61;eKTa,
HYXXOarOMErocsa B 5TOM, NpuiyeM cy61>e1<T, Hymna}omuﬁcsl B 5TOM, UMEET XKEJIY IOUYHO-KHUIICTHOC
PacCTPONCTBO, MPU STOM KETYAOYHO-KHIIEYHOE PACCTPOUCTBO MPENCTABJISIET COOOM TOIIHOTY.
B npyrux BapuaHTax OCYLIECTBIEHHUS KEIyAOYHO-KUIIEYHOE PACCTPONCTBO NPENCTABIISIET
coboii pBOTy. B HEKOTOpBIX BapHaHTAaX OCYIIECTBJIICHUS HYKOAIOUIMMCS B 3TOM CyOBEKTOM

ABJIACTCA YEJIOBEK.

[0055] B HekOoTOpBIX BapuMaHTaX OCYIIECTBIEHHS B JAHHOM JIOKYMEHTE Mpenjiaraercsi Crocod
JICUCHUSA H3XKOTHU Y Cy6”beKTa, HYXXIAOMETrocd B 3TOM, BK.]'IIO‘-Ia}OH_[I/Iﬁ BBCACHUC Cy6’beKTy,
HYKIAIOLIEMyCsl B 3TOM, TepaneBTHUeCKH 3()(EeKTHBHOrO KONMYECTBA COENUHEHHs | wim
BBE/ICHHE CYyOBEKTY, HY)KTAOIIEMYCsl B 3TOM, (papMalieBTUYECKOH KOMITO3HLIMHU, CONEpIKaliei
TepaneBTHUeCKH 3P (PEeKTHBHOE KONMMYECTBO CoenuHEeHHs | U (papManeBTUYECKH MPHEMIIEMBbIi
SKCHUITUECHT. B HEKOTOPBIX BapHUaHTaxX OCYLICCTBIICHHA B JAHHOM JOKYMCHTEC MPCAIaractcs
COCAUHECHHUEC 1 wnmm Q)apMaueBTquCKas[ KOMIIO3UlMs, COAcpKamasd COCAMHCHHE l, JJIA
NPUMECHCHUA TMPU JICUCHUW U3XKOrM HWJIKM MNPUMEHEHUA COCIUHCHUSA 1 B MPOU3BOACTBE
JIEKAPCTBEHHOIO CPEACTBA AJISl JICHEHMsS] U3KOTM. B HEKOTOpBIX BapHAaHTaxX OCYILIECTBJIEHMUS

CIIocO0OB JIEYEHUS MpeJIaraeTcsl MpUMEHEHHe COeANHEHUs |, mpruMeHeHne GpapMarieBTUIeCKon
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KOMIIO3ULIMM, COJepsKalledl coequHeHue 1, WM MpPUMEHEHHWE COEAUHEHMs] B IPOU3BOACTBE
JIEKapCTBEHHOI'O CpeACTBa MAJd YJIY4LIEHHs MOTOPHUKH JKEIyAOYHO-KUIIEYHOIO TpakTa Yy
cyOBbeKTa, Hy KIAIOIIErocs: B 3TOM, IPHYEM CYOBEKT, HY KIAOIIHUNACS B 3TOM, UMEET JKeJTy TOUHO-
KUIIEYHOE PacCTPONCTBO, MPHU 3TOM JKEJyIOYHO-KHUIIEYHOE PACCTPONCTBO MPEACTABISIET COOOH
U3XKOry. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS HY>KAAIOLIUMCS B 3TOM CyOBEKTOM SIBJISETCS

YECIIOBCK.

[0056] B HexoTOpBIX BapHaHTaX OCYIIECTBICHHsS B JAHHOM JOKYMEHTE MPenjiaraercsi Criocod
JIEYeHHsI TICEBIOOOCTPYKIMU KUIIEYHUKA Y CyOBeKTa, HY)KAAIOIIErocsi B 3TOM, BKJIIOYAOLIMN
BBEZICHHE CYOBEKTY, HYXKOAIOIIEMYCs B 3TOM, TepaneBTHUECKH 3((EKTHBHOrO KOJIUYECTBA
coenuHeHus | wuiaM BBemeHHE CyOBEKTY, HYKAAOIEMYCs B 3TOM, (apMarieBTUYeCcKOH
KOMITO3ULINY, CoOnepKamell TepaneBTHYecKHd 35((eKTHUBHOE KOMUYECTBO COeqUHEHMs 1 u
(dapMarieBTUUECKH TNPUEMJIEMbIII SKCLUUMUEHT. B HEKOTOpBIX BapHaHTaX OCYILNECTBICHUS B
JaHHOM JOKYMEHTe TIpejajaraercs coeimHeHune | wim  QapmarneBTudeckas KOMITO3HIINS,
cozepiKalasi CoequHeHue 1, UIs MPUMEHEHUs] NPH JIeYeHHH MCEeBIOOOCTPYKLUHN KHUIIEYHHKA
WIA NPUMEHEHUs COE€AuHEHHs 1 B NPOU3BOACTBE JIEKAPCTBEHHOIO CPENCTBA MAJIA JICUEHUS
NICEBAOOOCTPYKIMH KHIIEYHHKA. B HEKOTOPBIX BapHMAHTAX OCYLIECTBICHUSI CIIOCOOOB JIEYEHUSI
npeasaraercsi NpUMEHEHHe COoequHeHus: |, mpuMeHeHue (apMaLEeBTHUYECKOW KOMITO3ULIHH,
cofepikalleil coequHeHue |, WM NpUMEHEHHE COCNUHEHMsI B NMPOU3BOACTBE JIEKAPCTBEHHOI'O
cpeacTBa UIA  YAYYIIEHUS] MOTOPUKHM  JKEJIYJOYHO-KUIIEYHOrO TpakTa Yy CyObeKTa,
HYKIAIOLIETOCs] B 3TOM, TPUYeM CYOBEKT, HYKAAIOIIUICS B 5TOM, UMEET JKeJTy JOYHO-KUIIEYHOe
pacCTpONCTBO, TMPU OTOM JKEJIYAOYHO-KHIIEYHOE PACCTPOMCTBO TMpPENCTaBisieT  CcoOOu
NCEeBIOOOCTPYKLMIO  KHIIeUHUKa. [IceBAOOOCTPYKIUST KHUIIEYHHKA TMPENCTaByseT CcoOoH
COCTOSIHUE, XapaKTEePH3YIOLIeeCs 3aIOpOM, KOJIMKAMU U PBOTOM, HO 0€3 MPU3HAKOB (PU3HUYECKON
HENIPOXOAMMOCTH. B HEKOTOpPBIX  BapuUaHTax  OCYLIECTBIEHUS  JICUEHHE  KHUIIEYHOU
NCEeBIOOOCTPYKLNHU BKIFOUAET JICYCHHE 3aropa, CBS3aHHOTO C KUIIEYHOH MCEBIOOOCTPYKIIHEH,
JIeYeHHE KOJIMKOBOHW OOJHM, CBSI3aHHOHN C KUIIEYHOH NCEBAOOOCTPYKIMEH, WIIN JICUEHHE PBOTHI,
CBSI3AHHOH C KHINEYHOW TICEeBHOOOCTPYKIMEH, WM JIeYeHHE BCEro 3TOro. B HEKOTOpBIX

BapHaHTax OCYIIECTBICHUA HYXXAAOINUMCA B 3TOM Cy6’beKTOM SIBJIACTCA YCJIOBEK.

[0057] B HexkOoTOpBIX BapUaHTaX OCYIIECTBICHHS B JAHHOM JIOKYMEHTE MPenjiaraercsi Crocod
JeYeHUsT CHHApPOMa pasnapaxkeHHoro kumeuyHnka (IBS) y cyObekTa, Hy)KOAroImerocss B 3TOM,
BKJIFOUAIOLINI BBENEHHE CYyOBEKTY, HYKIAIOLIEMyCsl B 3TOM, TEpaneBTHUECKU 3(PPEeKTHBHOTO
KOJIMYEeCTBA COCOUHEHMsT 1 wuiam  BBeAeHHE CYOBEKTY, HYXKOAOIIEMyCs B  3TOM,

(bapmMarieBTHUECKOW KOMIIO3HMLIMH, COAEpKallel TepaneBTHYeCKH 3(QeKTHBHOE KOIMUECTBO
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coenuHeHus | W ¢apMaleBTHYECKH NPUEMIIEMbI SKCLUMUEHT. B HEKOTOpBIX BapHaHTax
OCYILIECTBIIEHUs B JAHHOM IOKYMEHTE Ipenjiaraetcs coenuHeHne | wmim ¢dapmaneBTHUECKas
KOMIIO3UILMSI, CoAepKallas CoeAuHeHue 1, ans npumeHeHust npu jgedeHuu IBS nnu npumenenue
coeuHeHUs1 1 B NMPOM3BOJCTBE JIEKAPCTBEHHOrO cpenctsa ans JjedeHus IBS. B HexoTopbix
BApUAHTAaX OCYILIECTBJIEHHs CIIOCOOOB JIEUEHMs TMpelaraeTcsi NPUMEHEHHWE COEAMHEHHus |,
npuMeHeHne (papMaleBTUYeCKOW KOMIIO3UIINH, COIepIKallell coennHeHue 1, win mpuMeHeHue
COEIMHEHMs! B MPOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA AJIsl YJIyYIICHUsI MOTOPUKHU JKEITy JOYHO-
KUIIEYHOTO TPaKTa y CyOBEKTa, HYXKJAIOIIErocs B 3TOM, NPHYEM CYOBEKT, HYKTAIOIIUHCS B
5TOM, WMEET KEJIyAOYHO-KUIIEYHOE pPACCTPOMCTBO, IPU OTOM  KEJIyJOYHO-KUIIEYHOE
pacctpoiictBo  mpencrasisier cobori  IBS.  IBS  mpencraBnsier  coboii  cocrosiHEE,
XapakTepusyroleecs: OOJNBI0 B XKUBOTE HM3-32 HEHOPMAJIBHBIX COKPALIEHUH TOJCTOM KHIIKU H
YacTO CBsA3aHO C 3amopamMu M auapeeil. Takum o0pa3oM, B HEKOTOPBIX BapHAHTAX
ocymiecTyieHus: jedenue IBS Bkirouaer neueHne Oonu B JKMBOTE, CBs3aHHOH ¢ IBS, wm
JedeHue 3aropa, cesazaHHoro c¢ IBS, wnu neuenune nuapen ¢ IBS. B HekoTOpbIX BapuaHTax
ocymectsiennuss IBS mpexacraBnsier coboil T CHHAPOMAa pa3ApaKEHHOTO KHUIIEYHHKA C
3aropoM (IBSc). B HEKOTOpBIX BapuaHTaX OCYLIECTBJIECHHs HY>KAAIOIINMCS B 3TOM CYyOBEKTOM

SIBJIACTCS YE€JIOBEK.

[0058] B HexkOoTOpBIX BapHaHTaX OCYIIECTBICHHUS B JAaHHOM JOKYMEHTE Mpenjiaraercsi Crocod
JeYeHHs 3amopa y CyObeKTa, HYKIAIOIIErocss B 3TOM, BKIOYAIOINUN BBEACHUE CYOBEKTY,
HYKIAIOLIEMyCsl B 3TOM, TepaneBTHUeCKH 3()(EeKTHBHOrO KONUYECTBA COeNUHEHHs | wim
BBE/ICHHE CYOBEKTY, HYKTAIOIIEMYCsl B 3TOM, (papMarieBTUYECKOH KOMITO3ULIMHU, CONEpsKaliei
TepaneBTHUeCKH 3P (PEeKTHBHOE KONMMYECTBO coenuHeHHus | U (papManeBTUYECKH MPHEMJIEMBbI
SKCHIUITUCHT. B HEKOTOPBIX BapHaHTaxX OCYIICCTBIICHHA B HJAHHOM JOKYMCHTE IIpCAIaracrcs
coequHenne 1 wim (dapmaneBTHYECKass KOMIIO3WIMS, COIepKalias coequHeHwe 1, s
NPUMEHECHUA TIPpU JICUCHUU 3aropa HWJIN T[IPUMCHCHHUE COCOUHCHUA 1 B MPOU3BOACTBE
JIEKaPCTBEHHOI'O CPENCTBAa sl JIeYeHUsl 3arnopa. B HEKOTOpBIX BapHaHTaxX OCYLIECTBJIEHUS

cocoOOB  JieYeHHWs Mpeajiaraercs TMNpPUMEHEHWE COeNMHEeHus |, WId TIpUMEHEHUe

,
(hapMaLieBTHYECKON KOMITO3UIIMY, CONEpIKallel coequHeHne |, Win npuMeHeHue COeNUHEHUS B
MIPOU3BOJCTBE JICKAPCTBEHHOIO CPEACTBA ISl YAYUIICHUS MOTOPHUKHU JKETYyIOYHO-KHUIIEYHOIO
TpakTa y CyOBeKTa, HYKNAIOIIErocss B 3TOM, MpUYeM CyOBEKT, HYKIAIOIUNACS B 3TOM, UMEET
JKENTyIOYHO-KHUIIEYHOE  PacCTPOMCTBO, MNPH OSTOM  IKEJIYAOYHO-KUIIEYHOE PacCTPOMCTBO
npeacTaBisier coOoi 3amop. 3amop NpeAcTaBisieT CoOOH COCTOSHHE, XapaKTepU3YIOIeecs

HEYACTbIM HWJIN 3aTPYAHCHHBIM OTXOXICHUEM (I)eKaJ'[I/II‘/'I, U MOXET OBITh PE3YIbTATOM TaKOIro

COCTOAHUs, KaK OTCYTCTBUE TOHYCAa KUIICYHBLIX MBI WKW CIHIACTUYHOCTH KUIICYHHUKA. Taknm
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00pa3oM, B HEKOTOPBIX BAPHAHTAX OCYIIECTBJICHUS JICUCHNE 3aM0pa BKIIIOYAET JICUEHHUE 3a10pa,
CBSI3aHHOTO C HU3KUM MBIIIEYHBIM TOHYCOM KHINEYHUKA, JICYCHHE 3aropa, CBS3aHHOTO CO
CNIACTUYHOCTBIO KUIIEYHUKA, JISYEHUE 3a1opa, cBsi3aHHoro ¢ IBS, nedenue 3amnopa, CBsI3aHHOTO C
NCEeBIOOOCTPYKLMEH KHIIeYHHKa, JiedeHne 3amopa, BbizBaHHoro omuatamu (OIC), nedenue
xpoHndeckuit uauomnarnueckuii 3amop (CIC) umnm neueHune 3amopa, CBI3aHHOTO C THUIIOM
pazzmpaskeHHOro kuieyHnka ¢ 3anopom (IBSc). B HekoTOpsIX BapHaHTaxX OCYIIECTBJICHHUS 3a110p
npeacTaBisier coOOl  XpOHMYECKHil 3amop. B HEKOTOpBIX BapHaHTax OCYINECTBIICHHUS
HYKJAIOLIMMCS. B 3TOM CYOBEKTOM SIBJIIETCSI YeJIOBEK. B Apyrux BapHaHTax OCYIIECTBIICHHUS
CyOBeKT, HyXIAOIUiics B 3TOM, INPEACTaBIsAeT COOONM MIIEKONUTANOLIEE, HE SBISAIOIIEECS

YCIOBCKOM, TAKOC KaK KOIIIKa WUJIN cobaxa.

[0059] B HekoTOpBIX BapuaHTaX OCYIIECTBJIEHHS B JAHHOM JIOKYMEHTE MPensiaraercsi Criocod
Je4eHus: HenepeHocumocTH 3HTepanbHoro nutanus (EFI) y cyObekra, Hy)Koaromerocss B 3ToM,
BKJIIOYAIOLINI BBEACHUE CYOBEKTY, HYKIAIOIEMyCs B 3TOM, TepamneBTH4ecKd 3()(eKkTUBHOro
KOJMYECTBA COeAMHEeHHs | Wi BBemeHHe CyOBeKTy, HYXJAIIeMycs B  3TOM,
(apmareBTHYECKOIl KOMIIO3ULIMHM, COnep Kallell TepaneBTHYeCKH 3>(PPEeKTHBHOE KOJIHMYECTBO
coenuHeHnst | um (apmaneBTHUECKH NpUEMIIEMbIH SKCIMIIUEHT. B HEKOTOpBIX BapHaHTaX
OCYLIECTBJICHHS B JaHHOM JOKYMEHTE Ipelaraercs coequHeHne 1 wimm ¢apmareBTuuecKast
KOMITO3MLIMSI, COMieprKallasi coenuHenune 1, nius npuMmenenus npu jgedennu EFI unn npumenenue
COoeMHEHUs] | B NMPOU3BOACTBE JIEKAPCTBEHHOrO cpencrsa nis jedeHus EFI. B HekoTophix
BApUAHTAX OCYLIECTBJEHHs CIOCOOOB JICUEHMs TMpeiaraeTcsi NPUMEHEHHWE COCAMHEHUs |,
npuMeHeHre (papMaleBTUYECKOW KOMIIO3UIIMU, CONepIKallell coenuHeHue |, WM nmpuMeHeHue
COE€IMHEHMS B IPOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA [JIs YJIyUIIEHHsI MOTOPUKHU KEITyJOYHO-
KUIIEYHOTO TPAKTa y CYOBEKTa, HYKTAIOIIErocs B 3TOM, NMPHUEM CYOBEKT, HYKTAFOIIUNCS B
5TOM, WMEET KEIyAOYHO-KUIIEYHOE pPACCTPOMCTBO, IPU OTOM  KEIyJOYHO-KUIIEYHOE
paccrpotictso npencrasiisier codoit EFI. EFI y manueHToB B KPUTHYECKOM COCTOSTHUU SIBJISIETCS
oObr4HBIM siBIeHHEeM. OHO 4YacTO XapaKTepH3yeTcsi OOHUM WM Oojiee W3 PBOTHI, B3XYTHUS
JKHBOTA, K00 Ha TUCKOM(OPT, BBICOKOI'O BBIXONA Y€Pe3 HA30TacTPajbHBIN 30HA, OOJBIINX
ocratouHblx 00beMoB kenyaka (GRV), um3mepsiemble uepe3 OmNMpeneNeHHblE MPOMEXYTKH
BPEMEHH, JUApeH, CHIDKEHUs OTTOKAa ra3oB M CTyJla WJIM aHOMaJlUMU B PEHTIEHOIPaMMax
OpromrHoi noyiocty. [TanmeHTs ¢ KpuTHYeCKUMH 3a0oneBanusimMu, crpanaromue EFI, cBs3aHb ¢
Oonee nnUTENHHBIM NPEOBIBAHUEM B OTAENIEHHH WHTEHCUBHOW TEPAluU M UMEIOT MOHIKEHHOE
BBDKHBaHHE. B HEKOTOpBIX BapuaHTax ocyuectsieHus neueHue EFI Bkimrodaer B cebs omHO mitn
Oosnee w3 jeueHus pBOTHL, cBs3aHHOW ¢ EFI neuenus B3mytus skmBoTa, cBszaHHOro ¢ EFI,

JedeHust fuckomdopra, cBsazanHoro ¢ EFL, neueHust BBICOKOTo BBIXOA Yepe3 Ha30TracTPaIbHBbIHI
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30H7, cesizaHHOro ¢ EFL, nedenuns Oonmpmmx octaTouHbix 00beMoB kenyaka (GRV), cBsizaHHBIX
¢ EFI, neuenue auapeu, ceasanHoil ¢ EFl, unu nedeHuss CHMOKEHHOrO OTTOKA ra3oB U CTYJIa,
cesizaHHOTO ¢ EFI. B HEKOTOPBIX BapuaHTaxX OCYLIECTBICHHS HY>KIAOIIUMCS B 3TOM CYOBEKTOM

ABJIACTCA YCIIOBCK.

[0060] B npyrux [OOMNOJHUTENBHBIX BAapUAHTAaX OCYLIECTBJIEHHS B JaHHOM JOKYMEHTE
npeiaraercsi crocod JiedeHust 330¢arura y cyobekTa, HYKIAOIMErocs B 3TOM, BKIIFOYAIOIIUN
BBEZICHHE CYOBEKTY, HYXKOAIOIIEMYCs B 3TOM, TepaneBTHUECKH 3((EKTHBHOrO KOJIUYECTBA
coenuHeHus | wiaM BBemeHHE CyOBEKTy, HYKAAOIEMYCs B 3TOM, (apMareBTUYeCcKOi
KOMITO3ULIMM, COnepKamell TepaneBTHYeCKH 35((eKTHUBHOE KOMMYECTBO COEOUHEHMs 1 u
(bapMarieBTUYECKH TNPUEMJIEMbIII SKCLUUMUEHT. B HEKOTOpBIX BapHaHTaX OCYILNECTBJICHUS B
JAHHOM JOKyMEHTe TIpeajiaraercs coeauHeHue 1 wumm (QapmaueBTudeckass KOMITO3ULMS,
cozmepKalasi COefAMHeHHWe 1, AN MPUMEHEHWs] NpU JiedeHWH 530(aruta WM NpPUMEHEHUe
coenuHeHus1 | B TPOM3BOACTBE JIEKAPCTBEHHOIO CpEACTBA JJIsl JieueHWst s3o0¢aruta. B
HEKOTOPbIX BAPUAHTAX OCYLIECTBJIEHUs CIOCOOOB JIEYEHUS NPEAaraercss INpUMEHEHUe
coennHeHus 1, npuMeHeHne papMalieBTUYeCKON KOMIIO3ULIMY, COeprKallel coenrHenue 1, uim
NPUMEHEHNE COeIMHEHNs] B IPOU3BOJICTBE JIEKAPCTBEHHOI'O CPENICTBA JUIsl YJIYULIEHNUs MOTOPUKHU
JKEJYAOYHO-KUIIEYHOTO TpakTa y CyObeKTa, HY)KOAIOIIEerocss B O5TOM, MNpUYeM CyOBeKT,
HYKIAIOLIMICS B 3TOM, HUMEET JKEJIyJOYHO-KUIIEYHOE PACCTPOMCTBO, MPU STOM KEJIYIOUHO-
KUIIEYHOE PACCTPOWCTBO TMpenacTaBisieT coboi 33odarur. D30¢arur BKIOYaET B ceds
BOCIIAJICHUE CIIM3MCTOW OOOJOYKHM MHINEBOJA U MOXKET OBITh BbI3BaH, HAampUMep, OOpaTHBIM
TOKOM KHCJIOTBI W3 JKeldyAka B mumeBox (Hanpumep, npu [DOPB) wnmm annepruyueckum
BOCMIAJICHUEM TKAaHU TMHIIEBOAAa. B HEKOTOPbIX BapUAHTAX OCYIIECTBJICHUS 330(arut
npexacrasisier coboi s3po3uBHbIi 330¢arut (EE) nim s03unoduneHenii 330¢arut (EoE). Takum
o0pa3oM, B HEKOTOPBIX BapHaHTaX OCYINECTBJICHHUS JIEYeHHE 330(harura BKIFOYAET JICYCHUE
5PO3UBHOrO 330()aruTa WM BS03MHOPWIBHOTO 330(¢arura. B  HEKOTOpBIX BapuaHTax

OCYHIECCTBJICHNA HYXKAAOIUMCA B 5TOM CY6"beKTOM ABJIACTCA YCJIOBECK.

[0061] B npyrux [OOMOJHUTENBHBIX BapUAHTaX OCYLIECTBJIEHHS] B JIaHHOM JOKYMEHTE
npeayaraercst  Crnocod  JIedeHHs XPOHMYECKOW TMAcCTOWINHOW TETaHMH Y  CYObeKTa,
HYKJAIOLIETOCsT B 5TOM, BKJIIOYAIOIIUN BBEOCHHE CYOBEKTY, HYXXIAKOLIEMYCsl B 3TOM,
TepaneBTHUeCKH 3(@deKkTHBHOrO KojgmuecTBa coeawHEeHUs |  wim  (dapManeBTHUECKOU
KOMITO3ULIMH, CONepKamell TepaneBTHYeCKH 35(QeKTHBHOE KOMMYECTBO COeOUHEHHs 1 u
dapMareBTHUECKH TPUEMJIEMBbIII 3KCLUMUEHT. B HEKOTOpBIX BapHaHTaX OCYINECTBICHUS B

AAaHHOM JOOKYMEHTEC TMPEHAJIONKCHO COCOUHCHUEC 1 wm (I)apMaueBTquCKas[ KOMITO3UI1s,
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copeprkaliasi CoenuHeHne 1, 1 NpUMEeHEeHUs IPU JICYEHUH XPOHUYECKOH MacTOUIHON TeTaHU!
WIM NPUMEHEHUs1 COeIUHEHMsI | NMpu NPOM3BOACTBE JIEKAPCTBEHHOIO CPEACTBA IJIsl JICYEHUS
XPOHUYECKOW MAaCTOWIIHON TEeTaHWH Yy CyObeKTa, HYXKIAIIIerocs B 3TOM. B HEKOTOPBIX
BApUAHTAX OCYIIECTBIEHHs CIIOCOOOB JIEUEHMs TMpEIaraeTcsi NPUMEHEHHWE COEAMHEHHus |,
npuMeHeHne (papMaleBTUYECKOW KOMITO3UIINH, COIepIKallell coennHeHue 1, win mpuMeHeHue
COE€IMHEHMs! B IPOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA AJIs YJIy4IIEHUsI MOTOPUKH JKEITyJOYHO-
KUIIEYHOTO TPaKTa y CyOBEKTa, HYKTAIOIIErocs B 3TOM, NPHUYEM CYOBEKT, HYKTAFOIIUHCS B
5TOM, WMEET KEJIyAOYHO-KUIIEYHOE pPACCTPOMCTBO, IPU OTOM  KEJIyJOYHO-KUIIEYHOE
pPacCcTpONCTBO TMPEACTaBISIET COOOH XPOHMUYECKYH) NACTOWIIHYIO TETaHWUI. B  HEKOTOpBIX
BapUAHTAX OCYINECTBJIEHUS CIOCOOOB JieUeHUs COeAuHeHue | ansd  I[pUMEHEHus B

dapmaLieBTUUECKON KOMIO3ULMH, coaepikameld coenvHeHue 1, 1JIsl TPUMEHEHUs WU

>
NPUMEHEHUsT COEQUHEHUs] B TMPOHM3BOACTBE JIEKAPCTBEHHOI'O CPEIACTBA U JICUEHUS
XPOHUYECKOW MACTOUIIHON TeTaHWU y CyObeKTa, HY>KHAIOIIErocsi B 3TOM, MpHUEM CyOBEKT,
HY’KIAIOLIHMICS B 3TOM, MPEICTABISIET COOOI KUBOTHOE, HE SIBIISFOINEECs YeJIOBEKOM, TAKOe KaK
JKUBOTHOE CEMEICTBa JIOIIAAUHBIX WM JKBAaYHOE JKUBOTHOE. B HEKOTOpPBIX BapuaHTax
OCYIIECTBJICHHUS] JKUBOTHOE CEMEHCTBa JIOLIAAMHBIX MpeACTaBisier coOoi Jomanb (KoTopas
MOKET TMPEACTaBJATh COOOM TOHHM) WM OCjia. B HEKOTOPBIX BapUaHTAX OCYINECTBJICHHS
JKBaYHOE KMBOTHOE TIPEACTABIISIET COOOM OBIy. XpOHHYECKas MACTOUIIIHAS TETAHUS BKIIFOYAET B
ceOss  HapylleHHe  JeATEJbHOCTH  KUIIEYHHWKA  M3-3a  TOBPEXKIEHUS  BEreTaTUBHOM
(HEeMPOW3BOJILHON) HEPBHOW CHUCTEMbI U sBJsseTCs (OPMOH BEreTaTUBHON JUCTOHHUU.

XpOHI/ILIeCKaﬂ HaCT6I/IH_IHa$I TC€TAHUA Y nomaneﬁ TaK>K€ MOXKET OBITh U3BECTHA KaK BEreTaTUBHAS

NUCTOHMUS JIOLIANEH.

[0062] B npyrux BapwaHTax OCYINECTBIIEHHS B JAHHOM IOKYMEHTE MPEAJIaraercsi Crocod
JICYCHHsI METaKOoJIOHA Y CYOBEKTa, HYXKAAKOLIErOCs] B 5TOM, BKJIOYAIOIIUI BBEIEHUE CYOBEKTY,
HYKIAIOLIEMyCsl B 3TOM, TepaneBTHUeCKH 3()(EeKTHBHOrO KONWYECTBA COENUHEHHs | wim
(apMarieBTHUECKOW KOMIIO3HMLIMH, COAEpKallel TepaneBTHYeCKH 3(QeKkTHBHOE KOIMUECTBO
coenuHeHus1 | W (apMaleBTHYECKH NPUEMIIEMbIH SKCLUMUEHT. B HEKOTOpBIX BapHaHTax
OCYILIECTBIICHHs] B JAHHOM IOKYMEHTE Mpeljiaractcs coeiuHeHue | wmiu ¢dapmaneBTHUECKas
KOMITO3ULMSI, COAep Kaliasi COeqUHEeHHe 1, Uil NMPUMEHEHUs NPHU JICYEHHH METaKOJIOHA WU
NPUMEHEHHE COEeOUHEeHHs | B MPOW3BOJACTBE JIEKAPCTBEHHOIO CPENCTBA MU JICYCHUS
METaKoJOHa. B HEKOTOpBIX BAapHAHTaxX OCYLIECTBIEHUS CIOCOOOB JIEUEHHs] MpPEeAJaraeTrcs
NPUMEHEHHE COeAMHEHHs 1, NpuMeHeHHe (apMaleBTHUECKON KOMIIO3HMIMHU, COAepsKariel
coeanHeHue |, UM MpUMEHEHHE COENUHEHHs B MPOU3BOJCTBE JIKAPCTBEHHOI'O CPEACTBA JJIS

YAYULICHUA MOTOPHUKHU KEITyAOYHO-KUIICYHOIO TpPaAKTa y CY6’beKTa, HYXOAOUIETOCA B 9TOM,
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npudeM CyOBeKT, HYKITAIOIUICS B 3TOM, MMEET JKeNyJOYHO-KUIIEYHOE PacCTPOUCTBO, MPHU
STOM JKeJTyTOYHO-KUIIEYHOE pPACCTPONCTBO MPENCTAaBIsIeT COOOW MErakoJioH. B HEKOTOpbhIX
BApPMAHTAX OCYIIECTBIICHUS CIIOCOOOB JICUEHHUs, NMPUMEHEHHe COeOUHEeHHs |, TpUMeHeHue
(apMaLieBTHUECKON KOMITO3UIIUY, CONEpIKallell coenuHeHne |, Win npuMeHeHUe COeUHEHUS B
NPOM3BOJICTBE JIEKAPCTBEHHOT'O CPEICTBA AJIS JICUEHUSI METaKOJIOHA Y CYyOBbeKTa, HY KIAr0IIerocs
B OTOM, NIpH4YeM CYOBEKT, HYXJAIOIIHICS B O5TOM, TNPEACTABISET COOOW JKMBOTHOE, HE
SIBJISIFOIEECS] YEJIOBEKOM, TaKOE€ Kak JOMAallHee >KUBOTHOE. B omnpeneneHHbIX BapuaHTax
OCYILIECTBIICHUs HYKIAIOLINMCS B 3TOM CYOBEKTOM SIBIISIETCS KOLIKA WM cobaka. MerakojoH
BKJIFOYAeT B Ce0sl aHOMAJIbHOE pPACUIMPEeHHE TOJICTOM KUIIKU (TakKe HA3bIBAEMOW TOJICTOHN

KUIIKON) U 4aCTO COMPOBOKAAETCS MAPATUIOM NEPUCTATBTUIECKHUX IBHKEHUH KUIIEYHUKA.

[0063] B npyrux [OOMOJHUTENBHBIX BAapUaHTAaX OCYLIECTBJIECHHUS B JaHHOM JOKYMEHTE
npernJaraercsi Crnocod JieYeHUsl TacTpuTa y CyOBeKTa, HY)KHAIOLIErocsi B 3TOM, BKJIIOYAROIIUI
BBEeJeHHE CYOBEKTy, HY)KHAIOLIEMYCs B 3TOM, TEPaNeBTUYECKH S(PPEKTHBHOIO KOJIMYECTBA
coenuHeHus: 1 Wi  (apMaleBTUUECKOW KOMIIO3HMLMH, COAEpKAalled TepareBTHYECKH
3¢ deKTHBHOE KOMMUYECTBO CoearHeHHst | u (apMaleBTHUECKH NpHEMIIEMbIH SKCLUNUEHT.B
HEKOTOPBIX BapUaHTAaX OCYILECTBICHUs B JAHHOM AOKYMEHTE Npeasaraercs coequHeHue 1 unu
(apMarieBTHYECKass KOMIIO3MIUS, COAepIKaliasi COeAMHEeHUe |, sl MPUMEHEeHUs MPH JICYSHUN
racTpuTa WIM INPUMEHEHUE COEAUWHEHUs | B IPOM3BOACTBE JIEKAPCTBEHHOIO CPEACTBA s
JedeHus ractputa. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHs CIIOCOOOB JICUEHHs! MPeIaraeTcs
NPUMEHEHUe COeAMHEHHsI |, npuMeHeHHe (apMaLeBTHUECKON KOMIO3HMIMHK, COAepsKalien
COE€IMHEHME |, WM NPUMEHEHHE COEAUHEHHUs B IPOU3BOACTBE JIEKAPCTBEHHOI'O CPEACTBA IS
YIYYIICHNUST MOTOPHKH JKEIYyJAOYHO-KHIIEYHOTO TPaKTa y CyOBEKTa, HYKTAIOIIErocsi B 3TOM,
npu4eM CyObeKT, HYKIAIOIIMNCS B STOM, MMEET JKEeJYyJOYHO-KHIIEYHOE PACCTPOWCTBO, NPHU
STOM JKEJIyIOYHO-KUIIEYHOE PAaCCTPOHCTBO TMpencTaBisieT coOod racTpur. B HeEkoTOphIX
BApUAHTAX OCYLIECTBJIEHHs CIIOCOOOB JICUEHMsI MpeJlaraeTcsi NPUMEHEHHWE COCAMHEHUs |,
npuMeHeHre (papMaleBTUYECKOW KOMIIO3UIIMU, CONepIKallell coenuHeHue |, win mpuMeHeHue
COEIMHEHUs] B TPOU3BOACTBE JICKAPCTBEHHOI'O CPENCTBA IS JICUEHHs TacTpUTa y CyObeKTa,
HYKIAIOLIETOCsT B 3TOM, NpUYeM CYOBEKT, HYXAAIOLIMICA B 3TOM, HPEACTaBIsieT CcoOOH
JKUBOTHOE, HE SIBJIAIOLIEECS] 4YEJIOBEKOM, TAKO€ Kak JOMallHee >KMBOTHOE. B ompeneneHHbIX
BApUAHTAX OCYIIECTBJICHUS HYXKTAIOIIUMCS B 3TOM CyOBEKTOM SIBJISIETCS KOIIKAa. B
OTNPENEeNIEHHBbIX BAPHAHTAX OCYLIECTBIEHUs TaCTPUT NPEACTaBIsIeT CcoOOH aTpodudeckuii
racTpuT. ['acTput npencrasyser coboil BOCTIaJeHne CIU3UCTON OOOJIOUKH JKETyAKA, CHMITTOMBI
KOTOPOT'O MOT'YT BKJIOYAaTh OCTPYIO PBOTY, CHIDKEHHE anmeTnuTa, 00€3BOKUBAHUE, JIETAPTHIO HITH

ACMPECCUIO, MOBBIMICHHYHO KAKAY, KPOBb B PBOTE WUJIX KaJI€ U 00JIb B )KHUBOTE.
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[0064] B onpeneneHHbIX BapHaHTax OCYLIECTBJICHHS B JaHHOM JOKYMEHTE NpPENiaraetcs
Croco0 JIeYeHUs IKEIyAOYHO-KUIIEYHOTO 3acTOsl Yy CYOBEKTa, HYXKJAKOLIErocs B 3TOM,
BKJIFOUAIOILINI BBENEHHE CYOBEKTY, HYKTAIOLIEMyCsl B 3TOM, TepareBTHUECKU 3PPEeKTHBHOTO
KOJINYECTBA COeNUHEHNs | mu papMareBTUIeCKOH KOMITO3ULINH, COAEepPIKAIIeH TepaneBTHIECKN
3¢ eKTUBHOE KOJIMYECTBO COeAMHEHUs | U (apMaleBTHUECKH NMPUEMIIEMBbIH SKCUUMHEHT. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJIEHHsS B JAHHOM JIOKYMEHTE IpeliaraeTcsi coenuHenne | mmm
bapmaneBTHUeCKass KOMIIO3UIMS, COAepIKalasi COeANHEeHUe |, ISl MpUMEHEHHUs MPH JICYeHUN
KENYAOYHO-KUIIEYHOrO 3aCTOsl MM TNPUMEHEHHE COelMHEHuss | T1pu NpPOU3BOACTBE
JIEKapCTBEHHOTO CPEACTBA Ui JIEYEHUs OKENyAOYHO-KUIIEYHOTO 3acTosl y CyOBeKTa,
HYKJAIOLIErocss B 3TOM. B HEKOTOPBIX BapHaHTax OCYLIECTBIEHHsS CIIOCOOOB JIEYEHUs
npeasaraercsi NpUMEHEeHHe COequHeHus |, mpumeHeHue (apMaleBTHUECKOH KOMITO3ULINY,
copep:kalleil coequHeHue 1, WM NMpUMEHEHHE COeNUHEHHs B NMPOU3BOJCTBE JIEKAPCTBEHHOIO
CPEeNCTBA JUISA JICUSHHS JKeNTYAOYHO-KUIIEYHOTO 3aCTOsI, NMPUYEeM CYyOBEKTOM, HY KIAIOIIMMCS B
9TOM, SBJIAETCS KPOJMK MM MOpPCKas CBHUHKA. 3acTOM JKENIyAOYHO-KHMIIEYHOTO TpPaKTa
HpenCcTaBisieT coOOH 3aMeaNIeHHe MU MOJIHOE TPEKpaIleHHe ABKESHUS JKeTyJOYHO-KHIIEYHOT O
Tpakta. Hanpumep, y KpOJMKOB MJIM MOPCKUX CBHHOK KHIIEUHUK MOXET CTaTh HEIOJBH)XKHBIM
IO pPasHbIM NpPHUYMHAM, BKIIHOYas CTpecc, OOe3BOKMBAaHUE, OONb HM3-32 APYroro OCHOBHOTO
3aboneBaHus WK 3a00NeBaHus (HApUMeEp, ra3bl, CTOMATOJOTHUECKHE MPOoOsieMbl, HHPEKLUH,
WK 7K€ PACCTPOICTBA MOYEBBIBOISIINX MYTEH ), KUIIEYHAS] HEMPOXOAUMOCTh MM HEAOCTATOK
ChIpoii kjeryarku. [Ipu OTCYTCTBUHM JIeYeHMs 3aMEUICHHE WM T[IOJIHOE TPEKpaLIeHHe
HOPMAJIbHOTO JIBHJKEHHSI KEJTyIOYHO-KUIIEYHOTO TpakTa (MOTOPHKH) MOXKET MPHUBECTH K

CMEpTH.

[0065] B npyrux BapwaHTax OCYINECTBIIEHHsS B JAHHOM IOKYMEHTE MPEAJIaraercsi Crocod
JaedeHus nedeKTa ONMOPOKHEHHUS Chluyra y CyOBeKTa, HYXKAAKOLIErocs B 3TOM, BKJIFOYAOLIHNA
BBEICHHE CYOBEKTY, HYKIAIOIIEMYCs B 3TOM, TepaneBTHUECKH 3((EKTUBHOrO KOJINYECTBA
coenuHeHust 1 wimM  (apMaLEeBTHUECKOW KOMITO3MLMH, COAEpIKAlled TepaneBTHYECKH
3¢ eKTUBHOE KOJMYECTBO COeAMHEHUs | U (apMaleBTHUECKH NMPUEMIIEMBbIH SKCUUIMHEHT. B
HEKOTOPBIX BAPMAHTAaX OCYLIECTBJICHUS B JAHHOM JOKYMEHTE MpENaraeTrcs coeauHeHue | unu
(apmarieBTHUECKass KOMIIO3UIUS, COAepIKallasi COSANHEHUE |, sl MPUMEHEHHUS MPH JICYCHUN
nedexkra ONMOPOKHEHHMs ChIYyra WM TNPUMEHEHHE COeOUHEeHHss 1 B  INPOU3BOJACTBE
JEKapCTBEHHOTO CpEeACTBa sl JieueHus JaedeKTa OMOPOKHEHHs cbluyra. B HEKOTOpBIX
BApUAHTAX OCYIIECTBIEHHs CIIOCOOOB JICUEHMs TMpeIlaraeTcsi NPUMEHEHHWE COeAMHEHHus |,
npuMeHeHne (papMaleBTUYECKOW KOMITO3UIIMH, CONepKallell coennHeHue 1, Win mpuMeHeHue

COCAUHCHUA B MPOU3BOACTBE JICKAPCTBEHHOT'O CPEACTBA AJIA YIIYUIICHUA MOTOPUKH KEJTYy TOUYHO-
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KUIIEYHOTO TPAKTa Y CYOBEKTa, HYKJAIOIIEroCs B 3TOM, NPHUEM CYOBEKT, HYKTAFOIIUHCS B
3TOM, HWMEET IKEIyAOYHO-KUIIEYHOE pPACCTPOMCTBO, MPHU OSTOM SKEIYyIAOYHO-KHIIEYHOE
pPacCTpONCTBO MpeAcTaBisieT co00H nedeKT OMOPOKHEHHs Chluyra. B HEKOTOpPBIX BapHaHTax
OCYILIECTBIIEHU CHOCOOOB JIEUEHUs IMpellaraeTcss NPUMEHEHUE COeNUHEeHHs |, MpUMeHeHne
(apMaLieBTHUECKON KOMITO3UIINY, CONEpIKallel coenuHeHne |, win npuMeHeHHue COeUHEHUS B
NPOU3BOJCTBE JIEKAPCTBEHHOI'O CPENCTBA Ui JieueHUs ne(eKkTa ONMOpPOKHEHHs ChlUyra y
cyOBeKTa, HYKAAIOLIETOCsl B 3TOM, NMPUYEM CYOBEKT, HYXXAAIOLIUICA B 3TOM, INPENCTABISAET
coOOH JKMBOTHOE, HE SBJLIIOLIEECS YEJOBEKOM, TaKOe KakK >XBayHOE >KUBOTHOE, HarlpuMmep
JOMAaIllHee >KBAYHOE JKUBOTHOE. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS H300peTeHHs
JKBaYHOE JKUBOTHOE NPECTABISIET COOON OBIly, KOPOBY (KOTOpasi MOXET BKJIFOYATh ObIKa), sKa,
Oousona wmm OyitBosa. JleekT omoposkHEHUs ChlUyra MpPeNCTaBisieT COOOM 3aMeIJIeHHe MU
NOJIHOE MPEKpAIleHUe OINOPOKHEHMsI ChbIYyra, XapakTepU3yemMoe B3IyTHEM M CIABJICHHUEM

CbIvyra.

[0066] B HexOTOpBIX BapHaHTaX OCYLIECTBJICHHUS B JTaHHOM JOKYMEHTE Mpeiaraercsi Crnocod
NOBBIIEHUS] Mepefaydl IAaCcCHBHOTO HMMMYHHTETa IOJy4aBLIEMY MOJIO3HBO  TEJICHKY,
BKJIIOYAIOLINI  BBeJeHHE TeleHKY S(@QekTuBHOro KkommuecTsa COEOWHEHHs 1, WM
(apMarieBTHYECKONW KOMIIO3UIMH, coaep:kaiield 3pQeKkTUBHOE KOJMYECTBO COenuHEeHHs 1, u
q)apMaLIeBTI/ILIeCKI/I HpI/IeMJIeMBIﬁ OKCIIUITUECHT. B HEKOTOPBIX BapuUaHTax OCYLICCTBJICHUA B
JIaHHOM JOKYMEHTe Tpejajaraercsi coexnHeHue | win  (apmarneBTUdecKas KOMITO3HUIIUS,

2

colep:kalias coenuHeHue 1, aud NOpUMEHEHUs B Iepenade IacCUBHOTO HMMYyHHUTETa
MOJIYYaBIIEMY MOJIO3UBO TEJIEHKY WIM IPUMEHEHUE COeQUHEHHs | B IPOU3BOACTBE
JIEKaPCTBEHHOI'O CPEACTBA [JIsl YBEIWYEHUs Nepeaadyd NAaCCUBHOIO MMMYHUTETA IMOJYy4YaBIIEMY
MOJIO3UBO TEJIEHKY. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHS H300PETEeHUS TEJEHOK,
MOJIYYABIIMI  MOJIO3UBO, SIBJIAETCS  MOJIOYHBIM  TEJIEHKOM, MOJYYarollUM  MOJIO3UBO.
HoBopoxneHHble TesiTa AOJKHBI NOTPEOIATh MOJO3UBO B TE€UYEHHE NMEPBBIX 24 YaCOB MOCHE
poXIeHHst, 4TOObI MPUOOPECTH TMACCHUBHBIH HMMMYHHUTET 32 CYET AKTHBHOIO TIOTJIOLIEHHUS
MarepuHCKHX IgG (MaTepUHCKUX aHTUTEN) STUTEIHATIBHBIME KJIETKAMU TOHKOW KHIIKH. Macca
IgG, abcopOupoBaHHBIX M3 TOHKOIO KHIIEYHHKA TEJST, MOJYYaBIIUX MOJIO3UBO, MOJKET
YaCTUYHO 3aBHCETh OT CKOPOCTH OINOPOJKHEHHs Chldyra (CKOPOCTb OIOPOKHEHHs CBIyTa,
YEeTBEPTON KaMephl JKETyAKa JKBaYHBIX KUBOTHBIX). CKOPOCTb OMOPOXKHEHHUSI ChIUyra MOXKET
BIMATHb Ha CKOpPOCTb noctaBku IgG monosuBa k ydacTky adcopbumm IgG B TOHKOH KHIIKE.

TloBbImeHHas CKOPOCTDb OMOPOKHEHUA CbhIUylra B HCKOTOPBIX BapHUAHTAX OCYLICCTBIICHUSA MOXKET

NPUBECTH K MOBBIIIEHHON O4eBUAHON 3¢ dexrnBHOCTH abCcOopOLMHU, TOCKOIBKY KOJOCTPAIbHBINA

32



IgG moxer nmocturath mecrta aOcopOLMM B TOHKOW KHINKE paHblle U ¢ Oojee BBICOKOH

KOHLIEHTpauuen B IPOCBETE.

[0067] Kak ommcaHO B JaHHOM JOKYMEHTE, MPEMJIAratoTCsl CIOCOOBI JISUSHHsI, TPUMEHEHHE
coequHeHue | wim npuMeHeHue (papMareBTHYeCKOW KOMITO3HILINH, COAepKammeld coenuHenue 1,
WIM NPUMEHEHHE COCIUHEHHs B IPOM3BOACTBE JIEKAPCTBEHHOIO CPEACTBA ISl YJIy4ILIEHUs
MOTOPHUKHU JKEJyOYHO-KHUIIEYHOrO TpakTa y CyOBeKkTa, HyXkparomerocs B 3ToM. llmoxas
MOTOpPHKA KENyJOYHO-KHUIIEYHOrO TPaKTa MOXKET BKIKOYAaTh B Ce0s IJIOXYI0 MOTOPUKY
JKENyJIKa, MJIOXYH0 MOTOPUKY TOHKOW KHUIIKH, IUJIOXYK) MOTOPHKY TOJICTOM KHIUKH WJIU IJIOXYIO
MOTOPHKY Ta30BOI'O AHA WM UX KOMOMHALMU. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS ILIOXas
MOTOPHKA KEJyJOUHO-KUIIEYHOTO TPAaKTa BKJIIOYAET B CeOs MOJHOE MPEKPALIEHUEe MOTOPUKH.
CumnToMmbl, CBsi3aHHbIE C HAPYIIEHHUEM MOTOPUKHU SKENyIOYHO-KHIIEUYHOrO TPaKTa, MOTYT
BKJIIOYaTh B ce0sl, Hampumep, 3amop, PBOTY, B3AYyTHE >KMBOTA, AMAPEI0 WM TOLIHOTY. B
HEKOTOPbIX BapUaHTaX OCYLIECTBJICHUs IUIOXasi MOTOPHKA JKEIyAOYHO-KHUIIEYHOIO TPAKTa
CBSI3aHA C KEJIYJOYHO-KUIIEYHBIM PACCTPONCTBOM, TAKUM KaK OJHO M3 KEJTYyJOYHO-KHUIIEYHBIX
pPacCTpONCTB, OMMCAHHBIX B AJAHHOM AOKyMEHTE. B ompeneneHHbIX BapuaHTax OCYLIECTBJICHUS
U300peTeHnst yIy4IleHne MOTOPUKH JKeIyJOYHO-KHIIEYHOrO TPAKTa, KaK OMHCAHO B JAHHOM
JOKYMEHTE, BKJIOYaeT B ceOs yJIydlleHHe MOTOPUKH JKeNyAKa WM YJIYYLIIEHUE MOTOPUKU
KUILIEYHUKA, WIM UX KOMOWHAIMI0. B ompeneseHHbIX BapHaHTAX OCYIIECTBICHHS YJIy4IIEHUE
MOTOPHKH KUIIIEUHUKA BKJIFOYAET B ceOsl yIydIleHre MOTOPUKU TOHKOM KUIIKU WM YJIy4IIEHUE
MOTOPHMKH TOJICTOH KHIIKH, WM X KOMOHWHAIMIO. B HEKOTOPBIX BapHaHTAX OCYINECTBICHUS
yIAY4IIEHHe MOTOPUKU JKEJYAOYHO-KHIIEYHOTO TPaKTa BKJIIOYAET B ce0sl  yBeJIHUEHHE
AKTUBHOCTH TJQAKUX MBI SKEJIYJOYHO-KUIIEYHOrO Tpakra OT THUIIEBOAA  4epes
MPOKCUMAJIbHBIA OTAE] TOHKOW KHUIIKU. B omnpeneneHHbIX BapuaHTax OCYILIECTBJCHHS 3TO
YCKOPSIET TPAH3UT IO MHINEBONY M TOHKOMY KHIIEYHHKY, a TaKKe MOJKET CIocOOCTBOBATH
OTMOPOKHEHHIO KEJTyJKa M MOBBIIIEHUIO TOHYCa HUKHETO CPUHKTEpa MUIeBona. B HEKOTOpbIX
BAPUAHTAX OCYIIECTBJICHUs YJIy4YLIEHUE MOTOPUKH KEJIyJOYHO-KHUUIEYHOrO TPaKTa BKJIKOYAET B
ceOs1 JeyeHne HapylueHus (YHKIMOHAIBPHOH MOTOPUKH. TakuM 00pa3oM, B HEKOTOPBIX
BApUAHTAX OCYLIECTBICHHS B MJAaHHOM JOKYMEHTE NPEJIAratoTcsi CIOCOOBl  JICUCHHS,
NpUMEHEHNUEe coelvHeHne | WM nmpuMeHeHne (papManeBTHYeCKON KOMITO3HMLMHU, CONIepsKaliei
COeMHEHUE |, WM NMPUMEHEHUE COEAUHEHUs B IPOU3BOACTBE JIEKAPCTBEHHOIO CPEACTBA IS
JedeHust paccTpoicrBa (pyHkunonaidbHON Moropuku (FMD). Hapymenne (yHKIMOHANIBbHON
MOTOPUKH TaKXe€ MOXKET Ha3blBaTbesl (yHKIMOHampHOW mucnerncuei (FD). B HexoTophix
BAPUAHTAX OCYLIECTBICHHS YIYUYILIEHUS MOTOPHKHU JKEIYAOYHO-KHIIEYHOTO TPAKTa CyOBEKTOM,

HYKIAIOLINMCSl B 3TOM, SIBJSIETCS YEJIOBEK. B JIpPYrux BapuaHTax OCYLIECTBICHHS CYOBEKT,
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HYKIAIOLIUICS B 3TOM, TPEACTABISAET COOOH JKUBOTHOE, HE SIBIISIOLIECECS YEJIOBEKOM, TAKOE Kak
JKBAYHOE JKMBOTHOE (HampuMep, OBIA, KOpPOBA, sK, OM30H wiu OyHBOJN) WIIM >KUBOTHOE
CEeMEHCTBA JIOIIAJNHBIX (HApUMep, Jomanap (KOTopash MOXKET BKIOYATh IMOHU) HIIM OCTa),

KOIIKY, CO0aKy, KPOJIMKA W MOPCKYIO CBHHKY.

[0068] B HEeKOTOPBIX BapHaHTAaX OCYIIECTBJIEHUS CIIOCOOOB M MPUMEHEHHH, MPEIJIOKEHHBIX B
JAHHOM JOKYMEHTEe, CyOBEKTOM SBJISI€TCS HOBOPOXKACHHBIH. B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHUS] HOBOPOKACHHBIN NMPENCTaBIsAeT COOOH HOBOPOXKIEHHOTO 4eloBeka. B npyrux
BApUAHTAX  OCYINECTBJIEHUS]  M300pETEeHHs]  HOBOPOKACHHBIM  IpENCTaBiIseT  CoOOH
HOBOPOXKAEHHOTO KPYITHOIO pOraToro CKOTa, TAKOro Kak TENIEHOK, MOJy4YaBIIMN MOJO3UBO. B
HEKOTOPBIX BapUaHTAaX OCYINECTBJIEHUS coequHeHue | mnn (apmaueBTHYECKas KOMITO3HLINA,
copepakalas coenuHeHne 1 U apmaneBTHYECKH MPUEMJIEMbIH SKCLIMITUEHT, BBOAAT CYOBEKTY
MapeHTepalbHO (HampuMep, BHYTPUBEHHO). B HEKOTOpPBIX BapHaHTaxX OCYILECTBJIEHUS €ro
BBOJIAT MOAKOXHO. B npyrux BapuaHTax €ro BBOAST BHYTPHUMBIIIEYHO. B apyrux BapuaHTax
OCYIIECTBJICHHUSI €r0 BBOJST BHYTPHOPIOLUIMHHO. B HEKOTOPBIX BapHaHTaX OCYINECTBIIEHHUS €ro
BBOJISIT PEKTaJbHO. B OmpeneneHHbIX BapuUaHTaX OCYLIECTBIEHMs €ro BBOJST NepopaiibHO. B
APYTrUX BapUaHTax OCYINECTBJIEHUS €ro BBOAAT uepe3 KenynouHbli 3oHA. Hampumep, B
HEKOTOPBIX BapUAHTAX OCYILIECTBIIEHHs TBepaas Gopma coequHeHus | (Takasi Kak MOPOIIOK WU
TaOJNIeTKK) WK TBEpIble (hapMaleBTUYECKUE KOMITO3HMLIUH, COMEpIKale coequHeHne 1 (Takue
KaK TOpPOIIKOBbIE WM TaOJNETHPOBAHHbIE KOMIIO3HMLIMH, COAEpIKAlLlNe COoequHeHne 1),
pacTBOPSIIOT B TOAXOAALICH cpeae C OOpa3OoBaHUEM KMIAKOCTH, M JKUAKOCTH, BBOIUMOMU
MapeHTepaIbHO (HAMPUMEpP, BHYTPHBEHHO), MEPOPATbHO WM 4Yepe3 JKeNyIO4YHbId 30HA. B
OTNpEIeNIEHHbIX BAapUAHTaX OCYIIECTBJICHUS TBEPAYK (OpMy COenuHEeHHs | WU TBEPAYIO

2

(bapMareBTHYECKYI0 KOMITO3UIIMIO, CONEPIKAINYI0 COEAMHEHWEe 1, BBOAAT MEPOPaTBHO
HYKIAIOLIEMYCsl B 3TOM CyOBeKTy (Hampumep, B BHIE MOPOIIKA, OAHOH Wi Oosiee TabJIeTOK Mitn
OnHOHN mim Ooee Karcyn). B HEKOTOpPhIX BapHaHTaX OCYLIECTBIEHUs COSAMHEHUE |, BBOOUMOE
CyOBEKTy, HYKHAIOIIEMyCs B O3TOM, Kak OINHCAHO B JaHHOM JOKYMEHTe (Hampumep, B
dapmMarieBTHYECKOW KOMIO3MLMHN), WU NPUMEHSeMOE NpPU TMPOU3BOACTBE JIEKAPCTBEHHOTO
CPEACTBa, KaK OMHCAHO B JAHHOM JIOKYMEHTE, UMEEeT OIHO WM OoJjiee CBOHCTB, ONMHCAHHBIX B

JAaHHOM JTOKYMEHTE, HalpuMep KPUCTAJUINYECKYIO GopMy ¢ onHuUM wmin Oonee nukamu nPCA,

KaK OIMMMCaHO B JaHHOM JOKYMCHTE.

[0069] B ompeneneHHBIX BapHaHTaX OCYLIECTBJICHUs JIFOOOTO M3 CHMOCOOOB U MPUMEHEHHI,
NPEeJIOKEHHBIX B TAHHOM JOKYMEHTe (BKJIFOYasi, HAPUMep, CIOCOObI JIeueHus], CoenuHeHue |

Uil TIPUMEHEHUs, (papMaleBTUUECKYI0O KOMIIO3HUIMIO, COAEPIKALIYI COeAWHeHue 1, s
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NMPUMEHEHUs, WIH CIOCOObl NMPHMEHEHHe COeNUHEHUs | B MPOM3BOICTBE JIEKAPCTBEHHOTO
CpencTBa) IJisl JICUSHUsS] OMMCAHHBIX B JAHHOM JOKYMEHTE PAaCCTPOWCTB, WJIU ISl YJIyUIIEHUS
MOTOPUKH  JKEJyJJOYHO-KHUIIEUYHOrO0 TpakTa, KakK OMNHCAHO B JIaHHOM JOKYMEHTE, V
HY>KIAIOIIEToCss B OTOM CyObekTa, mpudeM CYOBEKTOM, HYKHAIOIIMMCS B 3TOM, SIBJISIETCS
JKUBOTHBIM. B HEKOTOpBIX BapuaHTaxX OCYIIECTBJIEHUS JKUBOTHOE SIBJISIETCS] MJIEKOMUTAOIIUM. B
OTIpeNesIEHHBbIX BAPHAHTAX OCYIIECTBICHUS )KHBOTHOE MPEACTABIISIET CO0O0I uenoBeka. B apyrux
BApUAHTaX OCYLIECTBJIEHUS JKUBOTHOE HE SIBJISIETCS 4YEJIOBEKOM. B ompeneneHHbIX BapHaHTax
OCYIIECTBJICHHs] JKHBOTHOE IPEACTABISET COOOH KBayHOE >KMBOTHOE, TaKOE KaK JOMallHee
JKBAYHOE JKMBOTHOE. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS U300PETEeHUs )KBAUHOE JKUBOTHOE
npencTasisier cobol OBIy, KOpoBY (KOTOpas MOXKET BKJIIOYATh ObIKa), siKa, OM30HA WU
OyiiBoma. B npyrux BapuaHTax OCYINECTBJIEHUS MIIEKOMHTAIOIIEE IPENCTaBIseT COOOMH
JKUBOTHO€ CEMEMCTBA JIOIAUHBIX, TAKOE KaK JOMAILIHSIS JIomaab. B onpeneneHHbpIx BapuaHTax
OCYLIECTBJIEHHs JKUBOTHOE CEMEHCTBA JIOLIAJUHBIX TMPEACTAB/IsIeT COOOW Jomans (BKJIOUas
MOHHU) WK OcNa. B Apyrux BapuaHTax OCYINECTBJICHHUS KUBOTHOE MPEACTaBJsieT COOOH KOIIKY,
cobaKky, KpOJNMKa WJIH MOPCKYIHO CBHHKY. B ompeneneHHbIX BapuUaHTaX OCYIIECTBJICHUS
’KMBOTHO€ TIPENCTABIsieT COOOHM JOMallHee S>KUBOTHOE, HAlpHMep JOMAIIHIOK JIOIIajb,
JOMAIHETO OCJa, JOMAIIHIOK KOIIKY, IOMAINHIOK CO00aKy, IOMAIIHEro KpOJHKa WU
JOMAILIHIOI0 MOPCKYK) CBUHKY. B Apyrux BapuaHTax OCYIIECTBJICHMs KUBOTHOE MPEICTABISAET
co00l KMBOTHOE, HMCIIOJIb3yeMOe JJIsl TPOM3BOJACTBA IMHUIIH, TAKOE KaK OBLA, KOPOBa, OW30H,
OyiiBon wiu sik. TakuMm 00pa3oMm, B NaHHOM JOKYMEHTE MPeaiaratoTcsi CrocoObl MPUMEHEHUS
coequHeHust 1 B (apMaleBTHUECKOH KOMIIO3UIMH, COIEpKalell coeauHenwe 1, wuiu
MpUMEHEHNEe COeTMHEHMsI | B MPOM3BOACTBE JIEKAPCTBEHHOTO CPEACTBA JJIsl JISYSHUS OTMMMCAHHBIX
B JIAHHOM JIOKYMEHTE PAaCCTPOWUCTB WU ISl YJIYYIIEHUS MOTOPUKH JKEIyIOYHO-KHIIEYHOTO
TpaKTa, Kak OMUCAHO B JAHHOM JIOKYMEHTe, y uesioBeka. B n1pyrom acmnekTe B JaHHOM JOKYMEHTE
NpeIararoTcss crocodbl coequHeHus: 1 1Isi mpuUMeHeHus] B (hapMalleBTUYECKON KOMITO3HIINH,
comepKalieil coequHeHue 1, WM MpUMeHEeHHEe COeNMHEHNsI | B MPOU3BOACTBE JIEKAPCTBEHHOTO
CpencTBa JJIA JICUEHUsS] OMHCAHHBIX B JAHHOM JOKYMEHTE PACCTPOMCTB WUIM IJIS YIYYILIEHUS
MOTOPUKH  JKEJyJJOYHO-KUIIEUYHOrO TPakTa, KaK ONHCAHO B JIaHHOM JOKYMEHTE. V

MJICKOITUTAIICTO, HC ABJIAOIICTOCA YCJIOBEKOM.

[0070] Kak ommcaHO B JAaHHOM JOKYMEHTE, MPENJIaratoTCsi KOMIIO3HUINHY, (hapMalleBTHUECKHe
KOMITO3ULIMH, HAOOpbI M O3UPOBaHHbIE (POPMBI, comepskaliue COeANHEHHE 1, KOTOpble HMEIOT
0co0yI0 CTaOMIIBHOCTD, UJIH COAEPKaHIE OPTaHUIECKOTO PACTBOPHTEIIS, WIIA COAEPIKaHNUE BOJIB,
WIN OTHOLICHWS TPUTHAPATHOW K Oe3BonmHoW ¢opme, wmmu crnektpsl NPCA, wimm 3TH

pazHooOpaszHble KoMOMHALMH. JIF00ast U3 3THX (PapMaLEeBTHUECKUX KOMIO3ULIUH, TO3UPOBAHHBIX
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¢dbopM i HaOOPOB B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHUS MOXKET OBITh HCIIOJIb30BAHA B
cnocobax U cmocobax MPUMEHEHUs, OINMUCAHHBIX B JAHHOM JOKYMEHTE, IJIsl JIeUeHUs
paccTpolCTBa WM CTUMYJIMPOBAHHS MOTOPUKH KEJTyIOYHO-KUIIEUYHOTO TPaKTa y CyOBeKTa,
HY>KIAIOMIETOCsT B OTOM, KaK Mpenjiaraercss B JAaHHOM JOKYMEHTe. B HEKOTOpBIX BapUaHTax
OCYINECTBJICHUs] JIt00ass W3 OSTUX KOMIIO3ULMH, VBEJIMYMBAKOIIUX OOBEM  KHUIIEUYHOTO
COIEP’KUMOTO, MOKET HCIIOJIb30BAThCSI B CHOCO0ax M Crnocobax MPUMEHEHUs], OMHCAHHBIX B
JAHHOM JOKYMEHTE, JJIsl JICUEHHUS] PacCTPOMCTBA WJI CTHMYJIMPOBAHUS MOTOPUKH KEITYyIOYHO-
KUILIEYHOTO TpakTa y CyObeKkTa, HYKAAIOIIErocss B 3TOM, Kak MpeIiaraercs B JaHHOM
JOKYMEHTE, WJIM MOXET MPUMEHSThCS MPU MPOU3BOIACTBE (hapMaLEBTUUECKOTO COCTaBa HIIU
JNO3UPOBAHHOM (POpPMBI MJIM HaOopa Ui MPUMEHEHHUs B CIoco0ax M crocodax MPUMEHEHUs,
OMUCAHHBIX B JAHHOM JOKYMEHTE, IJIsl JICUEHHUS] PACCTPOICTBA WJIM CTUMYJIMPOBAHHSI MOTOPHUKHU
JKEJTyTOYHO-KUIIIEUHOTO TPakTa y CyObeKTa, HYKOAIOLIErocss B STOM, KakK MpeIiaraercs B

JAHHOM JTOKYMEHTE.
II1. Cnoco6b1 mosryyeHusi coenuHenus 1

[0071] B HekoTOpBIX acrekTax B AAHHOM JOKYMEHTE MNPEAJIaratoTCsi CIIOCOOBI MOJNYYEeHUS
coenuHeHust | W kommosuimy, coxepkamue coenmHeHue 1. Ilpu paspaborke cmocoOoB
MOJTYYEeHUS] KOMIIO3HMLIMH, YBEIHUMBAIOIINX OOBEM KHIIEYHOTO CONEPIKUMOrO, COequHeHMs |
OBUTO HEOXKUIAHHO OOHAPYKEHO, UTO MPOCTAast CYIIKA BIAKHON CMECH TUTHIPOXJIOPUIHONW COJTU
(35,4R 3'R)-6-[4-(4-amMuHO-5-XJIOp-2-METOKCUOCH30MIIAMHHO )-3 -METOKCUTTUTIEPUAHH- | -

WI|TeKCAaHOBOU KUCJIOTHI 1-a3abunmkiio[2.2.2]okt-3'-unosoro 3¢dupa He Bceraa HAAEKHO NAET
KOMIIO3HUIIHMIO, COMEPIKAIIYI0 CoequHeHne | ¢ HU3KOU (HEBOIHBIN) OCTATOYHBINH PaCTBOPHUTEND.
Ckopee, mosTamHas nmpoLenypa pasjIudHbIX TEMIIEpaTyp U AHANA30HOB JABJIEHHUS B HEKOTOPBIX
BAPUAHTAX OCYIIECTBJIICHUS SIBJISIETCSI KJIFOYEBBIM ACIEKTOM MPOLEAYPbI Ui TONYYEHUS
komnozunwmii, coxepxkamux Ccoenunenue 1, B Oombmux wmacmrabax. Kpome Ttoro, Obiio
OOHApYy»KEHO, YTO CYLIECTBYET IO MEHbIIEH Mepe TpH KpuUcTautmueckue (Gpopmbl Oe3BOIHON
muruapoxyopuaaoi  comu  (3S,4R,3'R)-6-[4-(4-aMuHO-5-XJ10p-2-METOKCUOESH30MIAMUHO)-3 -
METOKCHITUITEPUINH- | -1JT | FeKCAHOBOM KUCIOTHI 1-a3a0uiukiio[2.2.2]okt-3'-1uioBoro s¢upa u mno
MEHbIIIeH Mepe U MO MEHbIIeH Mepe oHa Kpuctauindeckas Gopma coenunenus: 1 (Tpuruapar)
U TIPH OTPEIENIEHHBIX YCIOBHSIX PACTBOPUTENS U TEMIIEPATYPbl HEKOTOPBIE U3 3THX (OPM MOTYT
B3aUMO3aMeHAThCs. CriocoObl MOJMy4YeHHsT COeNUHEHHs! |, ONMMCAaHHbIE B JAHHOM IOKYMEHTE,
MOTYT BOCIPOM3BOJUMO JlaBaThb COEAMHEHHWE | ¢ HHU3KHM Cconep’kaHHeM (HEBOIHOTO)
OCTaTOYHOTO PACTBOPUTENSI W MOTYT OBbITh TPUTOAHBIMH Kak JUIsl TPOHM3BOIACTBA B

7a00OpaTOPHBIX, TaK U B MPOMBIIUIEHHBIX MacmTabax. CrocoObl mojiydeHus] coeauHeHHs |
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MOTYT TakXe JdaBaTh KPHUCTALUIMYECKY0 (OpMy, KOTOopass HMMeeT Xopomwue pabdoune

XapaKTEePUCTHKH, HAIPUMEP, HU3KOE CIUIMAHUE W/ MITH XOPOIIYIO TEKYUYECTb.

[0072] B HekOTOpBIX BapHaHTaX OCYIIECTBJIEHHUS CIIOCOO TMONy4YeHHs COequHeHHus |
(Harpumep, CrmOCOOBI HW3rOTOBJIEHHUS KOMIIO3WLIUH, YBEIHUYUBAIOMIEH OO0BEM KHIIEYHOTO

COIEPKUMOTO, CoiepKalnell coequHeHne 1) BKIIoYaeT:

(a) oOwemunenne cBobomHoro ocHoBaHus (3S,4R,3'R)-6-[4-(4-amunO-5-x110p-2-
METOKCHOEH30MIAMUHO )-3-MEeTOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-
azabunmkio[2.2.2]okT-3'-unoBoro  3pupa KHCIOTBl € OPraHUYECKUM PpACTBOPHUTEIEM C

0o0pa3oBaHNEM CMECH,

(b) nosenenue pH cmecu no 3HaueHus ot 3,5 mo 4,5 mytem nobaBiieHUs COJSTHOU

KHCIIOTHI,
(c) mepemenrBaHre CMeCH 10 0Opa30OBaHMs OCAIKA,
(d) BbImeNIeHME Ocanka ¢ 0Opa3oBaHHEM BBIIEIEHHOTO OCAAKA;, a TAKKe

(¢) cymka BBIIENEHHOrO OCajKa IpPH MOHIKEHHOM MaBJIEHUH C TOJIyYeHHEeM
TPUTUAPATHON bopmbI (3S,4R,3'R)-6-[4-(4-amuHO-5-XJI0p-2-METOKCUOEH30MIIAMHHO)-3 -
METOKCHUITUITEPUIUH- | -1 |[TeKCAaHOBOM  KUCIOThI  1-a3abunmkiof[2.2.2]okt-3'-unosoro  s¢upa

OUTUAPOXJIOPUAHOM conu (coenuHenue 1).

[0073] JlroGoli mMOAXOmSALIMN OPraHUYECKUH PACTBOPHUTENIb MOKET ObITh OObEOUHEH CO
CBOOOIHBIM OCHOBaHHEM C OOpa3OBaHMEM CMECH. B HEKOTOPBIX BapUAHTaX OCYINECTBICHUS
OpPTaHUYECKUN PACTBOPUTENIb COMEPIKUT OJHO HJIM OoJiee COEMUHEHUH, TaKUX KaK OJHO WU
0oJjiee OpraHUYECKUX COSOUHEHHH, WM, TI0O MEHbBIIEH Mepe, OJJHO OPraHUYeCKOe COSIUHEHHE U
OIHO WU 0oJiee HEOPraHMYECKUX COEAMHEHHH. B ompeneneHHBIX BapuUaHTaX OCYIIECTBIICHUS
OpPTaHUYECKUH PACTBOPUTENb CONEPIKUT OAMH WU Oojiee CIHUPTOB. B HEKOTOPBIX BapUaHTAX
OCYIECTBJICHHS] OPTAHMYECKHI pacTBOpUTEND comep:kuT onun uin 6osee C1-Cg unn C1-Cs, wmu
C1-C4 criuptoB. B ompeneneHHbIX BapwaHTaX OCYIIECTBICHUS OPTraHUYECKHH PAaCTBOPHUTENH
COAEP KUT ONUH WM OoJiee M3 CIEAYIOLIMX KOMIIOHEHTOB. METAHOJ, 3TAHOJI, H-TIPOTIAHOJ MU
U30MPONAaHOJ. B HEKOTOpBIX BapUaHTaX OCYIIECTBJICHHS OpPTraHUYECKH pPacTBOPUTEIb
COINEP’KUT  M3OMPOMAHON. B  HEKOTOPBIX BapHaHTAaX OCYLIECTBICHUS OPTaHUYECKUU
pPacTBOPUTENb COAEPKUT O3TAHOJN W H-MIPOMAHON. B Apyrux BapWaHTaxX OCYIIECTBIICHUS
OpPTaHHYECKUN PACTBOPHUTENb CONEPKHUT MO MEHbINEH Mepe OJHO OPTaHUYECKOe COeNMHEHUE U

OIHO WK O0Jiee HEOPTaHUYECKUX COEIMHEHUH.
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[0074] B onpeneneHHBIX BapHaHTaX OCYINECTBJIEHUS CBOOOJHOE OCHOBAHHE OOBEIUHSIOT C
OpPTaHUYECKUM DPACTBOPHUTENIEM M BOAOH ¢ oOpasoBaHmeM cMmecH. Hampumep, B HEKOTOPBIX
BApUAHTAX OCYINECTBJIEHUS CBOOOIHOE OCHOBaHHWE OOBEAMHSIOT C BOAOW M OPTaHUYECKUM
pacTBopuTeNeM ¢ 00pa30OBaHHMEM CMECH, MPUYEM OPTaHWYECKHH PacTBOPUTENb COAECPIKUT OIUH
wn Ooiee CIIUPTOB, TAKMX KaK M3OMPOINAHOJ. B HEKOTOpPBIX BapHaHTaX OCYINECTBJICHUS CMECh
MOXET COAEPKaTh, HAPUMED, Pa3HOOOpa3HbIe KOJMUECTBA BOMBL. B onmpeneneHHbIX BapuaHTax
OCYUIECTBJIEHUSI CMECh COJEPIKUT OPraHUYECKUIl pacTBOPUTEND U MO MeHbluel Mepe 1% macc.
BOJIbI, IO MeHblIel Mepe 5% macc. Boabl, Mo MeHblue mepe 10% macc. Boxbl, He Oosee uem
20% macc. Boabl, He Oosee yeM 15% macc. Boabl, He Oonee yeM 10% macc. Boabl, OT 0koJio 1%
Macc. 1o okoJio 20% Macc. BoAbl, OT 0KoJio 5% Macc. 1o okoJio 15% macc. Boabl, OT 0koJio 8%
Mmacc. n1o okono 12% wmacc. Boxbl, unu okojgo 10% macc. Boabl, mpuueM % Macc. BOJIbI
OTHOCHUTCS K Macce OpraHMYeCKOro pacTBOpPHUTENs B CMecH. B omnpeneneHHbIX BapHaHTax
OCYLIECTBIIEHUS] CMECh COAEPIKUT OPraHUYECKUI PacTBOPUTENb U OT OKOJIO 5% Macc. 10 OKOJIO
15% wmacc. BOAbl MO OTHOIIEHWIO K KOJHYECTBY OPraHMYECKOro pactBoputens. B apyrux
BapUAHTaX OCYIIECTBJICHUS OPraHUYECKUIl PacTBOPUTENb COAEPXKUT OT okosno 8% Macc. 1o
okoino 12% wmacc. BoAbl. B HEKOTOpBIX BapHaHTaxX OCYIIECTBIEHUS CMEChb COAEPIKUT
opraHuueckuii pactBoputens U okono 10% macc. Boabl. B ompeneneHHBIX BapuaHTax
OCYILECTBJIEHUS] CMEChb COIEPKUT OPraHUYeCKUH pacTBOPUTENb, MpPUYEM OpTraHUYeCKUil
pPacTBOPUTENb COAEPKUT OAWH WiM OOjiee CIUPTOB, M BOAY, MPUYEM BOAA MPHUCYTCTBYET B
KOJIMYECTBE OT 0K0JI0 5% Macc. 1o okojio 15% macc., ot okoso 8% macc. 1o okoiao 12% macc.
win okono 10% macc., mpuueM % Macc. BOABI OTHOCUTENBHO KOJMYECTBA OPraHUYECKOTO
pacTBoputenss. B apyrux BapuaHTaxX OCYIIECTBJICHHS] CMECh COIEPIKUT OpPraHu4YeCKUi
pacTBOpUTENb, IMPUYEM OPraHUYECKUN pacTBOPUTENb COAEP>KUT 3TAHOJ, H-NPOMAHON WU
U30MPONAHOJ WU JIFOOble UX KOMOWHALIMU, U BOAY, IPUYEM BOJA MPHUCYTCTBYET B KOJUYECTBE
oT okoJio 5% macc. 1o okono 15% macc., ot okoJio 8% macc. 1o okono 12% macc. UM OKoJIo
10% macc. OTHOCUTENBHO KOJMYECTBa OPraHMYeCKOro pacTtBopurens. B npyrux BapuaHTax
OCYIIECTBJIEHUSI CMECh COAEPKUT OPTraHUYECKHH PaCTBOPUTENb, MPUYEM OPraHUYECKUN
pPacTBOPUTENDb COAEPKUT M3OMPONAHON, U BOAY, IPUYEM BOJAA MPUCYTCTBYET B KOJUYECTBE OT
okoJio 5% macc. mo okoJio 15% macc., ot okoJio 8% macc. 1o okoJio 12% macc. wiu okojao 10%
Macc. OTHOCUTEJIbHO KOJIIMYEeCTBa OPraHMYECKOro pacTBopuTess. B ompeneneHHbIX BapHaHTax
OCYLIECTBIICHUS] CMECh COACPKUT BOAY W OPTraHWYECKUH pacTBOPHUTEIh B OOBEMHOM
COOTHOILIEHUU MeHee 4eM 3:7. B ompeneneHHbIX BapHaHTaX OCYLIECTBJICHHs CMECh CONEPKUT
BOLY U OPraHWYECKHH pAacTBOPUTENb B OOBEMHOM COOTHOIIEHWH MeHee ueMm [:4. B

ONPEACIICHHBIX BapHUaHTax OCYLIECTBJICHUA CMECH COACPXKUT BOAYy U OpFaHI/ILIeCKI/Iﬁ
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pacTBOpUTENb B 0OBEMHOM COOTHOIICHUH MeHee 4eM 1:3, meHee ueM 1:4, MeHee ueMm 1:5, MeHee
geM 1:6, meHee uem 1:7, menee uem 1:8 unmm menee yem 1:9 00. B onpeneneHHbIX BapHaHTax
OCYILIECTBIIEHUsT COOTHOLIEHHE cocTaBisier okoyno 1:9. B mo0oMm #3 3TUX BapuaHTOB
OCYIIECTBJICHHS] OPTAHUYECKUH PaCTBOPHUTEIb MOXKeET copepxkath oguH wiu 6omnee C1-Cg wmm Ci-
Cs, nnu C1-C4 cinpToB. B HEKOTOPBIX BapuaHTax OCYLIECTBJIEHUs OPraHUYECKHUIl paCTBOPUTEND
COZIEP>KUT 3TAHOJ U H-TIPONAHOJ. B omnpeneneHHbIX BapUaHTaX OCYLIECTBJIEHMs] OpraHUYeCKUi
pacTBOpPUTENb COMAEPKUT H3ONPONaHOoJN. B  omnpeneneHHbIX BapuaHTax OCYLIECTBIIEHUS
OpPTaHMYECKUH PACTBOPUTENH MPENCTAaBJsIeT COOOM W30MPOMaHoj. B HEKOTOpBIX BapUaHTax
OCYILIECTBIIEHUST CMeCh, COAEp’Kallas BOAY M OPraHWYECKHH pacTBOPHUTENIb NPU OOBEMHOM
COOTHOILIEHNH MeHee 4eM 3:7 00. (Hampumep, MeHee ueM 1:4, Hanpumep, okoso 1:9), mpuBoaut
K OoJiee BBICOKOMY BBIXOAY KpUCTaJUTMYeCKON (OpMbI coequHeHus 1, ueM mpolecc, B KOTOpOM

HUCITOJIB3YIOT CMECH C 0oJiee BBICOKMM COOTHOILIEHHUEM BOIbI U OpPTaHHUYECKOI'0O paCTBOPUTEIISA.

[0075] B ompeneneHHbIX BapuaHTax ocyliecTBieHusi pH cmecu peryiaupyroT C HOMOLIBIO
COJISIHOM KHCJOThI TyTeM JA00aBjeHHsi BOJHOTO pacTBOpAa COJISTHOW KHCIOTBI K CMECH,
00pa3oBaHHON CBOOOAHBIM OCHOBAaHHEM M OPTaHUYECKUM pPACTBOPHTENIEM, H, HEOOS3aTeNbHO,
Bonoi. Hampumep, B HEKOTOPBIX BapHaHTaX OCYILECTBJICHUS COJISIHAsE KUCJIOTAa TPEACTaBISET
co0Ol KOHLEHTPUPOBAHHYIO COJISTHYKO KHUCJIOTY. B ompeneneHHbIX BapuUaHTaX OCYIIECTBIICHHS
COJISTHYIO KHCJIOTY NOOABJISIFOT B BUIE BOJHOTO PAaCTBOPA, COAEpIKaIiero oT okojio 30% mo okoJjio
45% macc. COJITHON KHCIOThI, Wik OT 0k0j0 30% mo okoso 40% macc. COISTHOM KHUCJIOThI, MIIH
oT 0K0J10 35% 10 okoo 40% Macc. CONSTHON KHUCITOTHI HUTH OKOJIO 37% Macc. COJITHONW KHUCIIOTHI.
B HeKkoTOpBIX BapHaHTaX OCYLIECTBJICHUS IPUMEHSIFOT BOIHYIO COJITHYEO KHCIIOTY IPYTOM CHIIBI,
Hanpumep 20% wmacc., i 15% wmacc., unmu 10% wmacc., unu 5% macc. BOAHYIO COJISIHYIO
KUCJOTY. B apyrux BapuaHTax ocymecTBieHus pH cMecH peryimpyroT ¢ MOMOIIBIO COJSTHON
KUCJIOTBI TiyTeM 0OapOOTHpOBaHUs ra3000pa3HOro XJIOPUCTOTO BOIOpOAA 4Yepe3 CMeCh C
oOpa3oBaHMEM COJISTHOM KHCJIOTBI. B HEKOTOPBIX BapHaHTAaX OCYIIECTBJIEHUS CIOCOOOB,
MIPEAJIOKEHHBIX B JAHHOM NoKyMeHTe, pH cmecu nosoast ao ot 3,5 g0 4,5, wiu ot 3,6 a0 4,4,
v oT 3,7 mo 4,3, wim ot 3,8 mo 4,2, wiu ot 3,9 no 4,1, unu go okono 4,0 mobaBieHuEM

COJISTHOW KUCJIOTBL

[0076] B HeKOTOpBIX BapUaHTaX OCYIUECTBJEHUs CMECh MEPEMEIIMBAIOT MPHU TeMIEpaType
meree 50 °C nmo oOpa3oBaHusi ocagka. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHS CMECh
nepeMeninBaroT npu temmneparype 45 °C unu menee, 40 °C unu menee, 35 °C unu menee, 30 °C
win meHee, 25 °C wnn menee, uinn 20 °C uinm MeHee 10 obpa3oBaHUs ocanka. B HEKOTOpPbIX

BapHaHTaxX OCYLIECTBJIEHUs CMECh NepemelnnBaroT npu temmneparype ot 20 °C go 45 °C, ot 20
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°C 10 40 °C, ot 20 °C mo 35 °C, ot 25 °C no 45 °C, ot 25 °C nmo 40° C umm ot 25°C nmo 35° C no
oOpaszoBaHMs ocagka. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIEHHUS CMECh IMEPEMEIIMBAIOT TPHU
temmneparype 30 °C wiu MeHee 1m0 oOpasoBaHHs Ocalnka. B ompeneneHHbIb BapUaHTAaX
OCYILIECTBIIEHUs TIepeMeIlNBaHNe CMecH IpHu Temrepatype MeHee deM S50 °C (Takoil Kak,
Harpumep, ot 20 °C no 40 °C, umm ot 25 °C nmo 35 °C, wnmm okono 30 °C) mo obpa3osaHus
0cCazKa, 4TO MPHUBOAMT K OOJiee BHICOKOMY BBIXOAY KPHUCTAIHUYECKON (OopMbI coenquHeHHus 1 u3

npoLecca, YeM NepeMelInBaHie CMecH Ipu OoJiee BEICOKOH TeMIepaType.

[0077] B ompeneneHHBIX BapuaHTaX OCYIIECTBICHHUs TOCAe OOpa3OBaHHUS OCaAKa €ro
BBIACIAIOT IJIS IMOJTYHYCHUS BBIACJICHHOTO OCaJKa. B ONPECACIICHHBIX BApUaHTaX OCYILICCTBJICHUSA
0CaJIOK BBIJIEJIAIOT HEMOCPEACTBEHHO U3 CMECH ¢ 00pa30BaHUEM BBIIEJIEHHOTO ocanka. B npyrux
BapUAHTaX OCYIIECTBJIEHUs OJUH MM OOJee 3TaroB NMPOUCXOMAT MOCie OOpa3OBaHUs OCaIKa
niepe]] BbIIEJIEHHEM Ocaika ¢ 0Opa30BaHUEM BBIAEJICHHOIO OCaaKa, HAIpUMep, OAMH WK Oonee
ATanoB nepekpuctaumsanui. Ocagok MOKHO BBIACTUTH JIFOOBIMU MOAXOMSIIAMH CIOCOOaMH,
TAaKUMHU Kak UeHTpuyrupoBaHue, (GuibTpanus WIH APYrHe Crocodbl, ¢ 00pa3oBaHUEM
BBIZICIEHHOTO OCa/iKa. BbIneeHHbIN 0CaJIOK MOXKET MPONTH OMUH WK 00Jiee TOMOJHUTEIBHbBIX
STanoB (HampuMep, OOUH WM OOJjiee 3TaroB MPOMBIBKH) MEPEA CYLIKOW MPH MOHUKEHHOM

JaBJICHHH.

[0078] B ompeneneHHBIX BapUaHTAX OCYINECTBJIEHUs] HU300pETEHUs, KOTOpPblE MOTYT OBIThb
oObeUHEHBI C JIOOBIMU APYTMMH BapUAHTAMH OCYILIECTBJICHHs H300pETeHHs], ONMMCAHHbIMU B
JaHHOM JIOKYMEHTE, BOAY NOOABJISIIOT HAa OJHOM W 0oJiee 3Tanax rnepej CylKON BbIIEIEHHOTO
ocajzKka MpU TMOHWKEHHOM JaBjieHWd. Hampumep, B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUSI
cBOOOHOE OCHOBaHHE OOBETUHSIOT C OPTaHMYECKHM PACTBOPUTENIEM U BOAOH C 0Opa3oBaHHEM
CMeCH;, W K CMeCH, 00pa30oBaHHON OObeIMHEHHEM CBOOOIHOTO OCHOBAHHS U OPTaAHHYECKOTO
pacTBOpUTENs, HOOABJSAIOT BONY;, WM JOOABISIFOT BOAY C CONSHOW KHUCJIOTOH JUIA
peryaupoBanuss pH cmecu; wim Bomy n00aBISIOT K cMecu mocie Toro, kak pH Oygmer
OTPEryJMpPOBaH, WM BOAY MAOOABISIOT K CMECH Tocie o0pa3oBaHUsl OCaaka, HO JO €ro
BbIIEJICHUS], MJTH BOAY NOOABIISIOT BO BPEeMs, 1O WJIH MOCJIe JI00O0H U3 AOMOIHUTEIbHBIX 3TarOB,
OMHUCAHHBIX B JaHHOM JOKYMEHTE, TaKMX KaK MepeKPUCTAUIM3ALMsS WIM MPOMbIBKa. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJIEHUs BOAY NOOABISIFOT 1Ba MUK OoJsiee pa3 BO BpeMsi crocoda,
HarpuMep, Mpu OObEAMHEHUH C OPTaHMYECKHM PAcTBOPUTEJEM M CBOOOIHBIM OCHOBAaHHEM C

oOpaszoBaHHEM cMecH, U NpH peryaupoBannu pH cmecn nobaBneHneM COISTHONH KHUCIOTBL.
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A. Cooeporcanue 600v1 U Op2anu4ecKo20 pacmeopumeis

[0079] B HekOTOpPBIX BapuUaHTAX OCYLIECTBJICHUS BBIACJICHHBIA OCaAOK CyllIaT IpH
MOHIKEHHOM JIaBJIEHUU JI0 TeX TOp, MOKa He OyneT NOCTUTHYTO Coaep:KaHue Boabl OT 6,5% mo
10% wmacc. ¢ monyueHueM coenuHeHus 1. B ompeneneHHbIX BapHaHTax OCYIIECTBIEHUS
BBIICJICHHBI OCAJOK CyINAT TMPHU MOHWKEHHOM JABJIEHUU, TAKOM KaK TMOHWKEHHOE JIaBJICHUE,
OMHMCAaHHOE B JaHHOM JOKYMEHTE, 10 JOCTWIXKEHHUs COoneprkaHusi Boabl OT 6,5% macc., 6,6%
macc., 6,7% macc., 6,8% macc., 6,9% macc., 7,0% macc., 7,1% macc., 7,2% wmacc., 7,3% macc.,
7,4% macc., 7,5% macc., 7,6% macc., 7,7% macc., 7,8% macc., 7,9% macc. uiu ot 8,0% no 8,4%
macc., 8,5% macc., 8,6% macc., 8,7% macc., 8,8% macc., 8,9% macc., 9,0% macc., 9,1% macc.,
9,2% macc., 9,3% wmacc., 9,4% wmacc., 9,5% macc., 9,6% wmacc., 9,7% wmacc., 9,8% wmacc., 9,9%
macc. unu 10,0% macc. B HEKOTOpBIX BapuaHTax OCYLIECTBJICHUS BbIIEJIEHHBIM OCaJOK CyIIAT
NPY TIOHHUKEHHOM JaBJIEHUH JIO0 TEX IOp, MOKa He OyJeT TOCTUTHYTO COAep KaHue BOIbl OT 7,5%
no 9,0% macc. ¢ monydyeHueM coeauHeHHs 1. B ompeneneHHBIX BapHaHTaX OCYIIECTBJICHUS
BBIICJICHHBIN OCAJOK CyLIAT MPHU MOHM)XEHHOM JIABJIEHUU N0 TE€X IOp, MOKa COIEp KaHUe BOJbI
He Oyner cocraBisath oT 7,6% macc. no 8,8% macc. ¢ monyuenuem coepuHenus 1. B ppyrux
BAPUAHTaX OCYILECTBJICHUs] BBIAEJIEHHBIM OCaJ0K CyLIaT MPU NOHMKEHHOM JaBJIEHUU 10
JOCTIDKEHUST COZlepKaHust BOJbI OKoJo 8,2% Mmacc. ¢ noiydeHueMm coequHenus 1. Conepskanue
BOJIbI BBIZICIEHHOTO OCaJiKa BKJIIOYaeT B ceOsi BOMY, MPUCYTCTBYIOIIYIO B TPUTHIAPATHON (popme

(coenunenve 1).

[0080] B HeKkOTOpPbIX BapWaHTax OCYILIECTBJIEHMs BBIIEJIEHHBIN OCAaJOK CywaTr IpH
MOHM)XKEHHOM JIaBJICHUH, TAKOM KaK TOHIKEHHOE JaBJICHUE, OMMCAHHOE B JAHHOM JIOKYMEHTE,
JI0 T€X TOp, MOKa COAEp:KaHUE OPraHUYECKOTrO PacTBOPUTENSL HE CTaHET MeHee yeM okosio 6000
4./MiH. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHHUS €ro CyllaT MPHU MOHMKEHHOM IaBJICHHU IO
TE€X MOp, MOKA COAEpKaHWE OPTaHUYECKOrO PACTBOPHUTENS HE CTaHET MeHee yeM Okoyio 5500
y./MJIH., MeHee ueM 0koJjio 5000 u./mMiH., MeHee yeM 0K0Ji0 4500 u./mMiH., MeHee ueM 0koJi0 4000
4./MJIH., MeHee ueM 0KoJi0 3500 u./mMiH., MeHee yeM 0K0Jio 3000 u./MiH., MeHee ueM 0KoJio 2500
4./MJTH. Wi MeHee 4eM okojio 2000 u./miH. B onpeneneHHbIX BapUaHTaX OCYIIECTBIIEHHS €ro
CylIaT TpPU TOHUKEHHOM JaBJICHUH OO0 TEX TIOp, IOKa CONEpPKaHHE OPraHUuYECKOTO
pacTBOpUTENSl He CTaHEeT MeHee ueM okoJio S000 u./muH. wiu MeHee yeM okojio 4000 4./mnH. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJIICHUS OPTaHUYECKUM PACTBOPUTENb COAEPIKUT OIWH WIIU
Oonee cnupToB. B HEKOTOPBHIX BapUAaHTaX OCYIIECTBJICHUS OPTaHUYECKHH PAacTBOPHUTEIH
copepxxut oguH win 6onee C1-Cg mmu C1-Ce, nnmm C1-C4 cimpToB. B onpeneneHHbIX BapHaHTax

OCYILIECTBJIICHUSA OpFaHI/ILIeCKI/Iﬁ pPaCTBOPUTEIIb COACPNKUT HU3OIMPOINAHOJ, H-IIPOMAHOJI, 3TAaHOJ
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WIM METaHOJ Wik JroOble WX KOMOWHAIMU. B HEKOTOpBIX BapHUaHTaX OCYIIECTBIICHHS
OpPraHUYE€CKUM PACTBOPUTENb COAEPKUT 3TAHOJ U H-TIPONaHoi. B HEKOTOpBIX BapHaHTax

OCYLIECTBJICHUs] OPTaHUYECKUI PACTBOPUTEIb COAEPKUT U30MPONAHO.
B. VYcnosua cywxu

[0081] B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS IMOHIKEHHOE NABJICHHUE, UCIOIb3YEMOE IJIs
CYILIKHU BBIEJIEHHOIO OCA/IKa, COCTABJSAET OT OKOJO 20 MM PT. CT. A0 OK0JIO 60 MM pT. CT., WIH
OT 0KOJI0 20 MM PT. CT. A0 OKOJIO 55 MM PT. CT., WJIA OT OKOJIO 20 MM PT. 10 Ok0JsI0 50 MM PT. CT,,
WU OT OKOJIO 25 MM PT. A0 OKOJIO 50 MM pT. CT., WJIM OT OKOJO 25 MM PT. CT. IO OKOJIO 45 MM
pPT. CT., uau oT 0kojao 30 MM pT. cT. 70 Okoyso 40 MM PT. CT., UIU OKOJO 35 MM pT. CT. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBJICHUS MIOHWKEHHOE JaBJI€HHUE COCTABIISIET OT OKOJIO 20 MM pT.
cT. 10 okono 60 MM pT. c¢T. B nApyrux BapuaHTax OCYILECTBJIEHUS] NOHUKEHHOE AaBJIEHUE
COCTAaBJISIET OT OKOJO 25 MM PpT. CT. A0 Okojo 50 MM pT. cT. B HEKOTOpBIX BapHaHTax
OCYILECTBJIEHUS] IOHUKEHHOE JaBJIEHHE COCTABIAET OT OKOJIO 30 MM pT. CT. 70 OKOJ0 50 MM pT.
cT. B apyrux BapuaHTax OCYyLIECTBIEHHsS NOHMKEHHOE HNABJICHHE COCTABJISIET OT OKoJO 30 MM

PT. CT. 70 0KOJ0 40 MM PT. CT. UJIK OKOJIO 35 MM PT. CT.

[0082] B HekOTOpBIX BapHaHTaX OCYINECTBJIEHUS CIOCOOOB, MPENJIOKEHHBIX B JIaHHOM
JOKYMEHTE, BbIZEJICHHBbIM OCAaJOK CylIAaT MPU MOHMKEHHOM MAaBJICHUU TNPU TeMIepaType OT
okoJio 10 °C nmo okoso 70 °C, unu ot okosio 20 °C mo okojyo 60 °C, mim ot okono 25 °C nmo
okoJio 55 °C unu ot okojno 30 °C no oxono 50 °C. B HEKOTOpBIX BapHaHTaX OCYIECTBICHMUS
BBIZICJIEHHBIH OCAJOK CyIIaT TNPU TOHWKEHHOM JaBJICHWHW Ha OJHOM WM OOJiee STaroB,
HarpuMep, MpU 3TOM TeMIlepaTypa BbIAENIEHHOTO OCaJKa W3MEHSETCS C TeYeHHEM BPEMEHU BO
BpeMsl Tpoliecca CyLIKH. B ompeneneHHbIX BapuUaHTaxX OCYILIECTBJICHUs IO3TAlHasl CYyLIKa
BBIZICJIEHHOTO OCaJlKa B JHAMa30HE TEMIeEpaTyp MPHUBOAUT K MOJYYEHHIO KOMIIO3UIUH (TaKoH
KaK KOMIIO3WMLMS, YBEIMYHBAKOIAS OO0BEM KHIIEYHOTO CONEPIKUMOrO),  ConaepsKarued
coenuHeHue 1, ¢ Oojiee HU3KMM YPOBHEM OCTaTOYHOIO OPTaHMYECKOTO PACTBOPHUTENS, HYeM
IOCTHTaeTCsl MPH CYIIKE BBIIENIEHHOrO OCaJKa MPU OJHOH TeMIeparype mid B Ooiee y3KoM
nuana3oHe Temieparyp. Hanmpumep, B HEKOTOPBIX BapHaHTaxX OCYILECTBIEHHUS MO3TANHAas CyLIKa
BBIZIEJIEHHOTO OCAa/IKa JAeT KOMIO3HMLMIO (TaKyl0 KaK KOMIIO3MLMS, YBEJIMYMBAKOLIAs OO0BEM
KUIIEYHOTO COAEPIKUMOT0), COIEPKAIIyI0 COeIMHEHHEe |, € OCTaTOYHBIM COAEpPKAHHEM
OpPTaHHYECKOTO pacTBopuTesss MeHee deM 6000 u./miH. B npyrux BapuaHTax OCYIIECTBIICHUS
MO3TANHAsl CYIIKAa BBIAENIEHHOrO OCagKa JaeT KOMIIO3HMLMIO (HampuMep, KOMITO3HIHIO,
YBEJIMYUBAKOIIYID OO0BEM KHIIEYHOTO COAEPKMMOTO), COMAEpKAIlyr COoeouHeHue 1, ¢

COZepKaHUEM OCTATOYHOIO OPTaHMYECKOTO PACTBOPHUTENSI MeHee yeM okojio S000 u./MiH., win
42



MeHee ueM 0KoJi0 4000 u./MiH., unu MeHee yeM okoJio 3000 4. /MitH. miin MeHee ueM okosio 2000
4./MJTH. B HEKOTOPBIX BapHAaHTaX OCYIIECTBICHHUS] OPraHMYECKHNA PACTBOPUTENH CONEPKUT OIUH
win Ooyee cUpTOoB. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHUS OPTaHUYECKHI PacTBOPHUTENH
copepxxut oguH min 6onee C1-Cg mmu C1-Ce, nmm C1-C4 cimpToB. B onpeneneHHbIX BapHaHTax
OCYIIECTBJICHUsS] OPTaHUYECKUH pPACTBOPHUTENb COACPKUT HM3OMPOIAHOJN, H-TIPOMAHOJ, STaHOJ
WIM METaHOJ WM JroOble WX KOMOWHAIMU. B HEKOTOpBIX BapUaHTaX OCYIIECTBIICHHS
OpPraHMYECKUH PACTBOPUTEIH CONEPKUT 3TAHON U H-TpomaHoys. B npyrmx BapuaHTax

OCYILECTBJIEHUS] OPTaHNYECKUI PACTBOPUTEND COAEPKUT U30MPONAHOIL.

[0083] B HEKOTOpPBIX BapHaHTax OCYLIECTBJIEHMs BBIIEJIEHHBIM OCaJOK CylaTr IpH
MOHW)XEHHOM JaBJjieHud npu Temmneparype ot okojo 10 °C go okono 50 °C, a 3arem mnpu
temnepatype oT okojio 35 °C o okono 70 °C ¢ nonyueHueMm coenuHeHusi 1. B onmpeneneHHbIx
BapUAHTAaX OCYIIECTBJICHUs BBIAENEHHBIH OCANOK CylIAT IPHU TOHM)KEHHOM JAaBJIEHUU IIpU
temrieparype ot okoiyio 20 °C no okosno 50 °C, a 3arem npu Temneparype ot okono 35 °C no
okoJ10 60 °C; nunu ot okoJo 25 °C no okono 45 °C, a 3atem npu temnepatype ot okojo 40 °C no
okosio 55 °C. B ompeneseHHBIX BapHaHTaX OCYILECTBIIEHHs BBIIEIEHHBIH OCaJOK CyIIaT MpU
MOHIKEHHOM JIaBlieHMH U Temneparype oT okoso 20 °C mo okxomo 40 °C; 3arem mnpu
temrieparype ot okosio 30 °C mo oxono 50 °C; 3arem mpu Temmneparype ot okojo 35 °C nmo
okosio 55 °C; a 3arem mpu Temrepatype ot okosio 40 °C mo okosno 60 °C. B omnpeneneHHbIX
BapHaHTax OCYHWECTBJICHUA BbIHeHeHHbIﬁ OCaOoK cCymar IHpHu IIOHMXKCHHOM JHaBJICHUU IIPU
temmnepatype ot okojio 25 °C mo okono 35 °C, 3arem mpu Temmepatype oT okojo 35 °C mo
okono 45 °C, zarem mpu Ttemnepatype okoio ot 40 °C mo okomo 50 °C, a 3arem mnpu

TtemMrieparype ot okoso 45 °C no okouno 55 °C.

[0084] B HekOTOpPBIX BapHaHTAax OCYILIECTBJIEHMs BBbIIEJIEHHBI OCaJOK CywaTr IpH
MOHW)XKEHHOM JaBJICHMM B TEUEHUE OIPEAENICHHOr0 IepUuOJla BPEMEHH U OIpPEAeseHHOU
TeMIIepaTypbl WIHM JHana3oHa remneparyp. Hanpumep, B HEKOTOPBIX BApUAHTAX OCYLIECTBIECHUS
NO3TANHasl CyIIKa BKJIIOYAET B ce0sl CYIIKY BBIIEJIEHHOTO OCaaKa IPH 3aJaHHOH TeMmIepaTtype
WM TEMIIEPAaTyPHOM JHANa30He B TEUECHHE ONPEAEICHHOIO Nepruoaa BpeMeHu. B onpeneneHHbIx
BAPMAHTaX OCYIIECTBJICHMUs Takas CyLIKa BBIJEJICHHOTO OCaJKa JAaeT KOMIIO3ULUIO,
comepikalIyro coennHeHne 1 (Takyro Kak KOMITO3WIMS, YBEJIHMYUBAOINAs OOBEM KHIIEYHOTO
COZlEePKIMOr0), ¢ Oojiee HU3KUM YPOBHEM OCTATOYHOTO OPTaHHYECKOrO PACTBOPHUTEINS, HUeM
MOTJIO OBl OBITH TOCTUTHYTO B MPOTHBHOM Cily4ae. B HEKOTOPBIX BapuaHTax OCYINECTBJICHUS
BBIJIEJICHHBIN OCaJ0K CYIIAT MPHU MOHMW)KEHHOM JIaBJIEHUM MpH TemnepaTtype oT okojo 10 °C mo

okosio 50 °C B teuenue ot okosno 0,5 yaca no okono 10 yacos, a 3aTeM Ipu TeMmIeparype OT
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okoJio 35 °C no oxono 70 °C B Teuenue ot okojo 0,5 gaca g0 okono 10 yacos ¢ mojgyueHUeM
COCAUHECHUA 1 wnmm KOMITIO3HILINH, YBGJ'II/ILII/IBaIOH.[eﬁ O6’béM KHIIECYHOr0 COACPKHUMOTIO,
cozepskaleit coequHenue 1. B onpeneneHHbIX BapuaHTax OCYLIECTBJIEHUS BbIIEJICHHBIN OCa0K
CyllaT NpH MOHWKEHHOM JaBjeHuM npu Temneparype oT okono 20 °C mo okono 50 °C B
TeueHue ot okojio 0,5 vaca 10 okoso 10 vacos, a 3arem mpu Temmnepatype oT okoisio 35 °C mo
okoJji0 60 °C B Teuenne ot okojio 0,5 gaca n1o okoso 10 gacos; wim ot okoso 25 °C no okomno 45
°C B Teuenue ot okojo 0,5 gaca 1o okosno 10 gacos, a 3aTeM npu temneparype ot okoso 40 °C
1o okojo 55 °C B TeueHue ot okoio 0,5 gaca no okono 10 yacos. B onpeneneHHbIX BapuaHTax
OCYILIECTBJICHUSA BbIZ[eJIeHHbeI OCaJOK CylaT NpHu NOHMKEHHOM HABJICHUU MPU TEMIICPATYPE OT
okoso 20 °C no okono 40 °C B TeueHue ot okosno 0,5 yaca 10 OKOJO 4 4acoB; 3aTe€M IpH
temrnepatype ot okoso 30 °C no okoso 50 °C B TeueHue ot okoso 0,5 yaca 10 OKOJIO 4 4acoB;
3aTeM npu Temmneparype ot okono 35 °C go okono 55 °C B TeueHue ot okoio 0,5 yaca 10 OKoJ0
4 yacoB, a 3areM npu Ttemreparype or okoso 40 °C mo oxomo 60 °C. B ompeneneHHbIX
BapUAHTaX OCYLIECTBIEHHsI CTAJMIO CYLIKU BBIIEJIEHHOIO OCajKa MpU TeMIepaType oT okojo 40
°C no okxono 60 °C mpoBozsat B TeueHue ot okosio 0,5 waca no 10 wacos, mwiu okosno 2 no 10
4acoB, WK OT OKOJO 3 10 7 4yacoB. B onpeneneHHbIX BapuaHTax OCYLIECTBJICHUsI BbIACICHHbBIN
0CaJI0K CyLIaT NMPU MOHMWKEHHOM JIaBJIEHUHU IIpU TeMrieparype ot okoio 25 °C no oxomno 35 °C B
TedeHue ot okoo 0,5 yaca 10 OKOJIO 3 4acoB; 3aTeM IpHU TemrepaTtype oT okoJio 35 °C 1o okoJo
45 °C B Teuenne ot okoiyio 0,5 "aca 10 0koJio 3 4acoB; 3aTeM Ipu Temrieparype oT okojio 40 °C
no oxoiso 50 °C B Teuenue ot okojio 0,5 yaca 10 OKOJIO 3 YacoB; a 3aTeM IpPHU TeMIepaType OT
okosio 45 °C no okono 55 °C. B eme ogHuX BapuaHTaX OCYIIECTBJICHUS BBIAEICHHBIH OCAIOK
CylIaT IMpH MOHIKEHHOM JIaBlIeHUU U TemnepaTtype oT okouso 25 °C go oxono 35 °C B TeueHue
okosio 0,5 no okono 2,5 4dacos; 3ateMm npu Temreparype ot okojo 35 °C go okomno 45 °C B
TeueHue oT okoJio 0,5 1o okoso 2,5 yacos; 3aTeM npu Temreparype ot okoio 40 °C go okojo 50
°C B Teuenne ot okojio 0,5 no okojyo 2,5 yacos; a 3arem mpu Temreparype ot okoio 45 °C no
okoiio 55 °C. B omnpeneneHHbIX BapHaHTax OCYIIECTBIIEHUS 3Tal CYLIKH BbIIEIEHHOTO OCaaKa
npu Temriepatype ot okojio 45 °C mo okomno 55 °C mposomsat B TeueHue ot okosio 0,5 mo 15
YacoB, WJIH OT OKOJIO 2 10 12 JacoB, uiu oT okojo 3 10 10 9acoB, mim OT OKOJIO 3 10 7 YacoB,
WM OT Okoso 4 10 8 4JacoB. B eme oqHMX BapuaHTax OCYILIECTBJICHMs BBIAEIEHHBINM OCagOK
CyILIAT NMPH MMOHWKEHHOM AaBJIeHUH Npu Temmepatype okojo 30 °C B teuenue ot okoso 0,5 1o
OKOJIO 2,5 vacoB; 3aTeM mpu Temrmeparype okoso 40 °C B Teuenue ot okojuo 0,5 no 2,5 ygacos;
3aTeM npu temmeparype okoso 45 °C B Tedenne ot okosio 0,5 1o okoJio 2,5 4acoB; a 3aTeM Mpu

temrnepaType okojio 50 °C. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS 3Tall CYIIKH BbIICJICHHOTO
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ocanka mipu temneparype okoso S0 °C nposoasT B TedeHue okono 0,5—15 gacos, uiam okono 2—

12 gacos, unu okojio 3—10 4acoB, Uk OKOJIO 3—7 YaCOB UJIK OKOJIO 4—8 4acoB.

[0085] B nppyrux BapuaHTaXx OCYIIECTBIEHHS CIOCOOOB, TPENJIOKEHHbIX B JAHHOM
AOKYMEHTE, BbIHeHeHHbIﬁ OCa0K CyHiaT NpHu MNOHWKXCHHOM HABJICHUU B TECYCHHUE OT OKOJIO 2
4acoB A0 OKoJio 20 4acoB, OT OKOJIO 2 9acOB 0 OKO0JIO 18 4acoB, OT OKOJIO 2 4acOB JI0 OKOJIO 16
YacoB, OT OKOJIO 2 9aCOB A0 OKOJIO 14 4acoB, OT OKOJIO 2 4acoB A0 OKOJIO 12 9acoB, OT OKOJIO 2
4acoB J10 OK0JIO 10 4acoB, OT OKOJIO 2 4aCOB JO OKOJIO 8 4acOB, OT OKOJIO 2 4acOB A0 OKOJIO 6
4acoB, OT OKOJIO 3 4acoB A0 OKOJIO 20 4acoB, OT OKOJIO 3 4acoB A0 OKOJIO 18 yacoB, oT okoJio 3
YacoB A0 OKOJIO 16 4acoB, OT OKOJIO 3 4acOB 0 OKO0JO 14 4acoB, OT OKOJIO 3 4acOB J0 OKOJIO 12
4acoB, OT OKOJIO 3 4acoB 10 OkoJio 10 9acoB, OT OKOJIO 3 4acoOB 0 OKOJO 8 4acOB, OT OKOJIO 3
4acoB J0 OKOJIO 6 4acoB, OT OKOJIO 5 4acoB 110 0k0j0 20 4acoB, OT OKOJIO 5 4acoB 10 OKOJOo 18
4acoB, OT OKOJIO 5 4acOB A0 OKOJIO 16 4acoB, OT OKOJIO 5 4acoB A0 OKOJIO 14 4acoB, OT OKOJIO 5
4acoB OKOJIO 10 12 4acoB, OT OKOJO 5 9acoB 10 0koj0 10 4acoB, OT OKOJIO 5 4acOB IO OKOJIO 8
4acoB, OT OKOJIO 7 4acoOB JI0 0K0Jio 20 4acoB, OT OKOJIO 7 4acOB A0 OKO0JO 18 4acos, oT okoyo 7
YacoB A0 OKOJI0 16 4acoB, OT OKOJI0 7 4acoB IO OKOJO 14 4acoB, OT OKOJIO 7 4acoB 10 OKoJio 12
4acoOB WM OT OKOJIO 7 4acoB 10 oOkoio 10 uacoB. B napyrux BapuaHTax OCYLIECTBJICHM,
NPEJIOKEHHBIX B JAHHOM JOKYMEHTE CIIOCOOOB, BBIACJICHHBIH OCAIOK CYLIAT MPH MOHKEHHOM
JABJICHUU B TEYEHHE OT OKOJO 3 4acoB A0 okojso 10 wyacoB. B npyrux BapuaHTax
OCYyILICCTBJIICHHUA BbIHeHeHHbeI OCaOK CylarT Mnpu MOHMKCHHOM JAaBJICHUH B TCUCHUEC OT OKOJIO 5
yacoB A0 okoJjio 10 ywacoB. B apyrux BapuaHTax OCYIIECTBJEHHs BBIIEJICHHBIM OCaJOK CyIlIaT

IIPY IOHUKEHHOM JIaBJIEHUH B TEUEHHE OT OKOJIO 7 4acoB 10 0koo 10 gacos.

[0086] B HexOTOpBIX BapuaHTax OCYLIECTBIEHUs OT Okoyo 150 kr mo okono 400 kr wiam ot
okouo 200 1o okon0 300 Kr BeIAEIEHHOrO OCajika CyllaT IPU NOHM)XEHHOM JaBJIEHUU B TEUEHUE
OT OKOJIO 3 4acoB A0 oKkoJio 10 9acoB, uiau OT OK0JIO 5 4yacoB 10 0koyio 10 9acoB, uiau OT OKoJo 7
qacoB 70 okojo 10 uacoB ans monydeHust coenuHeHuss 1. B omperneneHHbIX BapuaHTax
OCYILIECTBIICHHSI BBIICJICHHBIH 0CaoK (Hanmpumep, oT okosio 150 kr 1o okono 400 kr) cymar npu
MOHM)KEHHOM JIaBJICHHH (HAmpUMep, OT OKOJIO 3 4YacoB /0 OKOJIO 12 4YacoB, WJIM OT OKOJO 5
4acoB JI0 OKOJIO 12 9acoB, UM OT OKOJIO 3 4acoB 710 OKoJio 10 4acoB, UK OT OKOJIO 5 4acoB A0
10 yacoB, win OT OKOJIO 7 4acoB 10 okoyio 10 4acoB) mo TeX mop, MoKa He OyIeT NOCTUTHYTO
MeHee ueM Okoio 6000 u./maH., umn meHee uyeM Okoyo 5000 u/man. 4000 u./muH.
OpPTaHHYECKOTO PACTBOPUTENS, WIH MeHee ueM okojjo 3000 4/MIH. OpPraHHYECKOTO
pacTBOpuTeNs, WA MeHee 4eM Okojo 2000 dU./MIIH. OpraHMYECKOro pPacTBOPHUTENS, IS

MOJIy4eHUs1 CcoenuHeHus: 1. B HEKOTOpBIX BapHaHTax OCYILIECTBJIECHHs OpPraHUYeCKUi
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PacTBOPUTENb CONEPKUT OIUH WJIH Oojiee CUPTOB. B HEKOTOPBIX BapHAaHTAX OCYIIECTBIICHUS
OopraHuyeckuil pactBoputenb conepskut oguH uiu donee C1-Cg wimn C1-Cs, unmu C1-C4 criupTOoB.
B ompeneneHHbIX BapuaHTax OCYINECTBJICHUS OPTaHUYECKUH pPACTBOPUTENH COHECPIKHUT
W30MPONAHOJI, H-MPOTAHOJ, 3TAHOJ WJIM METAHOJ WIH JII0Oble X KOMOMHAUMU. B HEKOTOpBIX
BapHAHTaX OCYLIECTBJICHUS OPTaHUYECKHI PAaCTBOPHUTENb COINEPXKUT STAHOJ W H-MpOmnaHoy. B

APYTUX BapUaHTaX OCYLIECTBJIEHUs OpPraHUYECKUN PaCTBOPUTEIND COAEPKUT U30MPONAHON.

[0087] B HExOTOpBIX BapuaHTaX OCYLUECTBIEHUs OT Okoyo 150 kr mo okono 400 kr wiam ot
okousio 200 o okos0 300 Kr BEIOEIEHHOrO OCaaKa CylaT MpU MOHUKEHHOM AAaBJICHUU OT OKOJIO
20 MM pT. CT. 10 OKOJO 60 MM PT. CT., MU OT OKOJIO 25 MM PT. 10 OKOJIO 45 MM pT. CT., WJIK
OKOJIO 35 MM PT. CT. B T€Y€HHE OT OKOJIO 3 4acOB 0 OKOJO 15 4acoB, Win OT OKOJIO 5 4acoB 10
OoKkosIO 12 4vacoB, WM OT OKOJIO 7 4acoB A0 OkoJyo 10 yacos mis mosydyeHus: coenuHenus 1. B
OTIpEIENIEHHBIX BapuaHTaX OCYLIECTBIEHUsI BbIAEIEHHbIN ocafok (Hampumep, oT okono 150 kr
1o okosio 400 Kr) cymiar npu MOHMKEHHOM JaBJIeHHH (HArpumep, oT oKoio 20 MM pT. CT. 10
0K0JI0 60 MM PT. CT., WJIM OT OKOJIO 25 MM PT. CT. IO OKOJIO 45 MM PT. CT., WJIH OKOJIO 35 MM pT.
CT., HAIpUMeEP, B TEUEHHUE OT OKOJIO 3 4acOB A0 OKOJO 15 4acoB, WU OT OKOJIO 5 4acOB 4O OKOJIO
12 yacoB, WM OT OKOJIO 7 4acoB 0 OKojo 10 4acoB) 10 TeX Mop, Moka He OyneT TOCTUTHYTO
MeHee 4eM Okoyo 6000 u./MJH. OpraHMYeCKOro PacTBOPUTENI, WJIM MeHee Oojiee 4eM OKOJIO
5000 4./MJTH. OpraHUYECKOTO PACTBOPUTEIIS], MM MeHee YyeM 0KoJio 4000 4./MJTH. OpraHUYeCKOro
pacTBOpuUTENs, WM MeHee 4eM OKoyio 3000 4./MJIH. OpraHMYeCKOro PacTBOPUTENS, WM MEHee
yeM Okoyio 2000 9./MJIH. OpraHMYECKOro PacTBOPHUTENS, IJIsi TMOJydeHus coenwHeHus 1. B
HEKOTOPBIX BAapUaHTaX OCYLIECTBJICHUS OpPTraHUYECKHH pacTBOPUTENb CONEPXKUT OAMH WU
Oonee cnupToB. B HEKOTOpBIX BapUaHTaX OCYLIECTBICHHsS OPraHUYECKUH pPacTBOPUTEID
copepxxut oauH win 6onee C1-Cg mmu C1-Ce, nnm C1-C4 cimpToB. B onpeneneHHbIX BapHaHTax
OCYILECTBJIEHUs] OpPraHUYEeCKUN pacTBOPUTENb COAEP>KUT H3OMPOINAHOJ, H-MPOMAHOJ, 3TaHOJ
WIM METaHON WK JEoOble WX KOMOMHAUMU. B HEKOTOpBIX BapUaHTAaX OCYIIECTBIICHHUS
OpraHMYeCKUH pacTBOPUTENb COAEPKUT 3TaHON U H-mpomaHon. B gpyrux BapuaHTax

OCYILECTBJIEHUs] OPraHUYeCKUI paCTBOPUTENb COAEPKUT U30MPOIAHOIL.

[0088] s moboro m3 crmocoOOB CYIIKH BBIIEIEHHOTO OCalKa, MPEIIOKEHHBIX B JaHHOM
JOKYMEHTE, B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHHS yKa3aHHAs TEMIIepaTypa MPEICTaBIIsSET
coboil TemmepaTypy BBIIEJIEHHOTO OCaJKa BO BpeMs CymKA. B Apyrux BapHaHTax
OCYILIECTBIIEHHS 3TO TEMIIEpPaTypa OJHOTO WM OOJiee HArpeBaTENbHBIX 3JEMEHTOB, KOTOPBIE
MPUBEACHb B KOHTAKT MO MEHBIIEH Mepe C YacCTbi0 BBIIEJIEHHOTro ocanka. Hampumep, B

HEKOTOPBIX BAPUAHTAX OCYILECTBJICHUS] TEMIIEPATYPy BBIAEICHHOTO OCaJKa KOHTPOJUPYIOT BO
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BpeMsI CYLIKH C UCTIOJIb30BAHUEM COCYZa ¢ pyOalnkoil. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUSI
cocyn ¢ pybamkoi mpencTaBiisieT coOOW peakTop MepUOIUYecKoro AeicTeusi ¢ pybamkoi. B
HEKOTOPBbIX BapHAHTAaX OCYIIECTBIICHUS COCYZ C pyOalukoil mpencrasiseT coOOW BaKyyMHYIO
CYUIWJIKY ¢ pyOAaIlKOM, TaKyl KaK KOHUYECKasl CYIIMIIKA, CIIUPabHAs CYIIUIKA HJIH JIOTACTHAS
cymmuika. Takum 00pa3oM, B HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHUS TEMIIEPATypa, YKa3aHHas B
croco0ax CYIIKU BBIACTICHHOTO OCAKa, SIBJISIETCS] TEMIIEPaTypoi pyOariku cocyaa ¢ pyOarkom.
B HeKOTOpbIX BapuaHTaX OCYLIECTBIICHHS BBIIEICHHBI OCAJOK CYLIAT C HCIOJIb30BAaHHEM
KOHUYECKOW CYNIMJKH C pyOamkod, W YyKasaHHas B crocoOe Temreparypa sBJISIETCS

TEMIEepPaTypoil pyOaiuku.

[0089] B HEKkOTOpPBIX BapuUaHTaX OCYLIECTBJIEHHUS HCIIOJIb30BAHUE OJHOW M3 YKa3aHHBIX
3HAUYEHUN TeMIepaTypbl WIM AABJICHUs, WIM BPEMEHM, WIM AUANA30HOB TEMIEpaTypbl, WU
NABJICHUH, WM BPEMEH, WM JIOOBIX MX KOMOHMHALMHA, MPUBOAUT K TOJYYEHUIO KOMITO3ULIHY,
yBEJIMYHUBAOLIEH 00BbEM KHIIEYHOTO CONEPKUMOrO, Cofep Kallell CoelMHeHne 1, KOTopoe umeeT
0co0yr0 cTaOUIIBHOCTD, UM COAEPKAaHUE OPTAHUYECKOTO PACTBOPUTEIIS], MIIM COAEPKAHNUE BOABDI,
WIN COOTHOUIEHHE TPHUrHApaTHONH K Oe3BomgHOil ¢opme, wmnu cnektpsl nPCA, wm
pasHooOpa3Hble X KOMOMHALINY, KaK OMHMCAHO B JAHHOM AOKyMeHTe. B HEeKOTOpBbIX BapHaHTax
OCYILECTBJICHUS 3HAYEHUs] TEMIIEPATYPbl WU AABJICHUS, WM BPEMEHH, WIN UX JUANA30Hbl, U
KOMOMHAIMU JFOOOTr0 U3 BBIIENEPEYHCICHHOTO, KaK OMMCAHO B JAHHOM JOKYMEHTE JUJIsl CYLIKH
BBIZIEJIEHHOTO OCAJIKa, MOTYT ObITh OOBEIUHEHBI, HATIPUMEP, C JIFOOBIM KOJHYECTBOM OCAIKa,
WIN BBIIEJIEHHOTO 0CaaKa, MU GOpMBbI CBOOOJHOTO OCHOBAHMS COSUHEHUS |, UCTIOIB3YEMBIX B
ONMUCAHHOM TIPOLIeCCe, WM C OAHOM wiu Oojiee IOMOJHUTENbHBIX CTaIWi, TaKUX Kak
NEePEKPUCTANIN3AMA WIM TPOMBIBKA;, WIA C JIOOBIM M3 JPYrHX YCJIOBHUI WM 3TAroB,

OMUCAHHBIX B JTAHHOM JIOKyMEHTE.
C. Koauvecmso

[0090] B HekoTOpPBIX BapHAHTAaX OCYLIECTBICHHS KOJIUYECTBO BPEMEHH, HEOOXOIUMOE JIJIsI
CYLIKHU BBIIEJIEHHOTO OCaJiKa JJIsl MOJIy4YeHUsI COeIMHEHUs 1, CBA3aHO C KOJUYECTBOM
MOJIy4a€MOT0 COSTUHEHUS |, HITH KOJTMUYECTBOM HCIIOJIb3YeMOT0 CBOOOTHOTO OCHOBAHUS, UITH
KOJIMYECTBOM BbIIEJIEHHOTO OCaJIKa, UJIM KOJUYECTBOM BBIJIEJIEHHOI'O 0CajKa, KOTOPbBIN CyLIaT.
B HekoTOpBIX BapHaHTax OCYLIECTBICHHS MO MeHbIIei Mepe okoso 100 kr cBoboaHOTO
ocHoBaHus (35, 4R, 3'R)-6-[4-(4-aMuHO-5-XJ10p-2-METOKCHOEH30UIIAMHHO)-3 -
METOKCHITUITEPUINH- | -1 |-reKCaHOBOH KUCIOTHI 1-a3adunmkiio[2.2.2]okr-3'-unosoro 3¢upa
OOBEIUHSIIOT C OPTaHUYECKUM PACTBOPHUTENEM, TI0 MEeHbIIeH Mepe okoio 150 kr cBobonHOTO

OCHOBaHUS OOBEUHSIOT C OPraHMYECKUM PAaCTBOPHTENIEM, 110 MEHbLIEH Mepe OKoio 175 kr
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CBOOOHOT'O OCHOBAHUS OOBEIUHSIOT C OPraHUUECKUM PAaCTBOPUTENEM, 110 MEHBIIEH Mepe
ok0J10 200 Kr CBOOOTHOTO OCHOBAaHHS OOBEIUHSIFOT C OPTaHUYECKUM PACTBOPUTENIEM, TIO
MeHbIIeH Mepe 0koJI0 250 Kr cBOOOIHOTO OCHOBaHMSI OOBENNHSIOT C OPTraHUIECKUM
pacTBopuTENieM, O MeHbIel Mepe okosio 300 Kr cBOOOTHOTO OCHOBAHUS OOBEIUHSIIOT C
OpPTaHUYECKUM PAaCTBOPHUTENEM, TI0 MEHbIIEH Mepe OKoIo 350 Kr CBOOOIHOTO OCHOBAHHMS
OOBEIUHSIOT C OPTaHUYECKUM PACTBOPHUTENEM, IO MeHbLIeH Mepe okoio 400 kr cBOOOIHOTO
OCHOBaHUs OOBEUHSIOT C OPraHMYECKUM PACTBOPHTENEM, 110 MEHbILIEH Mepe OKoiIo 450 Kr
CBOOOJTHOT'O OCHOBAHUS OOBEAUHSAIOT C OPraHMYECKUM PACTBOPUTENIEM HIIU 110 MEHBLIEH Mepe
ok0J10 500 Kr CBOOOTHOTO OCHOBAaHHS OOBEIUHSIIOT C OPraHUYECKUM pacTBOpUTEieM. B
HEKOTOPBIX BAPHAHTAX OCYILECTBJICHUS, HAIIPUMED, IPU HCIIOIb30BAaHUU peakTopa OONbIIONH
€MKOCTH, IO MeHbIIEeH Mepe, OKOJIO 1 MeTpruecKoi TOHHBI CBOOOIHOTO OCHOBAHUS OOBEANHSIIOT
C OPraHU4YeCKUM pacTBOpUTEIEM. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHUs OT 0kojo 100 kr go
0k0J10 2000 Kr CBOOOJHOTO OCHOBaHUSI OOBEAUHSIOT C OPTAaHMYECKHM PACTBOPUTENIEM, OT OKOJIO
100 kr 1o oxosio 1000 Kr ¢cBOOOIHOTO OCHOBaHHMS OOBEIUHSIIOT C OPraHUYECKUM PACTBOPHUTEIIEM,
ot okoJio 100 kr 10 okoso 800 Kr cBOOOIHOTO OCHOBAHMS OOBEAMHSIIOT C OPTAHUYECKUM
pactBopuTesnem, ot okojio 100 kr 10 okosio 600 Kr cBOOOAHOTO OCHOBAHUS OOBEAMHSIIOT C
OpPraHMYeCKUM pacTBopHTeneM, ot okoso 100 kr 1o okono 400 Kr cBOOOAHOTO OCHOBAHUS
OOBEMHSIIOT C OPraHUYECKUM pacTBOpHTEIeM, OT okoo 150 kr go okono 2000 kr cBOOOAHOTO
OCHOBAHUSI OOBENUHSIOT C OPraHUYECKUM PAacTBOpUTENIEM, OT 0KOJio 150 kr 10 okono 1000 kr
cBOOOTHOT'O OCHOBaHUS OOBEAUHSIOT C OPraHIMYECKUM PacTBOPUTENEM, OT 0KoJio 150 kr 1o
ok0J10 800 Kr cCBOOOIHOTO OCHOBAaHMSI OOBEIUHSIIOT C OPraHUYECKUM PACTBOPUTENIEM, OT OKOJIO
150 kr 10 okosio 600 Kr CBOOOIHOTO OCHOBAHUS OOBEUHSIIOT C OPTAHUYECKUM PACTBOPUTETIEM,
ot okoo 150 xr 10 okos10 400 KT cBOOOTHOTO OCHOBAHHSI OOBEIUHSIIOT C OPTraHUYECKUM
pactBopuresieM, oT okojio 150 kr no okosio 300 Kkr CBOOOTHOTO OCHOBAHUS OOBENUHSIIOT C
OpPTaHUYECKUM pacTBOpHTENEM, OT OK0JIo 150 kT 10 0KkoJio 250 KT CBOOOIHOTO OCHOBAHUS
OOBEIUHSIOT C OPTaHUYECKUM pacTBOpHTEIeM, OT 0kosto 200 kr no okoo 350 kr cBoOOIHOTO
OCHOBAHUS OOBENUHSIOT C OPrAHMYECKUM pacTBOpUTeNieM mwiu ot 0kosio 200 kr 10 okojio 300 kr
cBOOOTHOT'O OCHOBAHUS OOBEIUHSIOT C OPraHMYECKUM pacTBopuTesieM. Kak onmucano B JaHHOM
JIOKYMEHTE, B HEKOTOPBIX BAPUAHTAX OCYLIECTBIEHHS CBOOOHOE OCHOBAHHE OOBEIUHSIOT C
OPTaHUYECKUM PACTBOPHUTENIEM U BOAOH IS MONyUeHHst cMecH. Takum oOpas3om, st ToOoro
KOJINYECTBA CBOOOTHOTO OCHOBAHUS, KOTOPOE OOBEAMHSIIOT C OPraHMYECKUM PACTBOPUTEIIEM,
KaK OMMCAHO B JAHHOM JOKYMEHTE, B HEKOTOPBIX BAPUAHTAX OCYILECTBJICHUS 3TO KOJUYECTBO
cBOOOTHOT'O OCHOBAHUS OOBEIUHSIOT C OPraHMUECKUM PAaCTBOPUTENIEM U BOOH ¢ 00pa3oBaHUEM

CMECH.
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[0091] B HexkOTOpPBIX BapMaHTAaX OCYLIECTBIEHUS BBIACISAIOT MO MeHbLIEH mepe okono 100 kr
0CajJKa, BBIAESAIOT MO MeEHbIIEe Mepe okojio 150 Kr ocaaka, BBIAEISIOT MO MEHBIIEH Mepe
okono 175 kxr ocagka, BBIOEISIOT IO MeHbUIeH mepe okono 200 kr ocanka, BBIAEISIOT IO
MeHbIIEH Mepe Okojo 250 Kr ocanaka, BBIAENAKT MO MeHblled Mepe okono 300 xr ocanka,
BBIAEJISIOT MO MEHbLIEH Mepe OK0J0 350 Kr ocaaka, BBIAEISIOT IO MeHbLIeH Mepe okoi0 400 kr
0CaJKa, BBIACISAIOT M0 MEHbIIEH Mepe OKOJo 450 Kr ocajgka WM BBIAEISIOT [0 MEHBbLIEH Mepe
okono 500 kr ocagka. B onpeneneHHbIX BapuaHTax OCYINECTBJICHMs, HAIpUMep, IpHU
UCTIOJIb30BAaHUM PEAKTOpa OOJBINON €MKOCTH, BBIAENSAIOT MO MEeHbIIeH Mepe 1 MeTpuveckyro
TOHHY OCanka. B HEKOTOPBIX BapUAHTAaX OCYIUECTBJIEHUS BbIICISAIOT OT Okojo 100 kxr 1o okoso
2000 kr ocazaka, BbIIESIOT OT 0koJio 100 kr no okono 1000 kr ocagka, BeIAEISIIOT OT 0kos1o 100
kr g0 okoso 800 kr ocaaka, BbIAETAIOT OT 0koyio 100 kr g0 okono 600 kr ocagka, BbIIEISIOT OT
okoJsio 100 xr go okosio 400 kr ocagka, BeIAENSIOT OT 0KoJio 150 kr no okono 2000 kr ocanka,
BBIIEJSIOT OT 0K0Ji0 150 kr mo okojio 1000 kr ocagka, BeIAEISIOT OT 0KoJio 150 xr mo okosno 800
KI' 0CaJika, BBIIENSIIOT OT 0Koyio 150 kr mo okoso 600 kr ocanka, BBIIEISIOT OT okoyio 150 kr 1o
okoJ10 400 Kr ocanka, BeIIENAIOT OT 0koJjio 150 kr g0 okoso 300 kr ocanka, BBIAEISIOT OT OKOJIO
150 no okomo 250 kxr ocaaka, BeIASIAIOT OT 0ko0 200 1o okojio 350 Kr ocagka HIIH BBIACIISIOT

ot okou10 200 mo oxoso 300 xr ocaaka.

[0092] B HEKOTOpPBIX BapUAHTaX OCYIUECTBJICHHUs CyLIAT MO MeHblIel Mepe okojo 100 kr
BBIZIEJIEHHOTO OCajKa, CyLIAT MO MEeHbIIell Mepe okoyio 150 Kr BBIAEIEHHOro OCaaKa, CylaT 1o
MeHbLIEH Mepe OKOJO 175 Kr BBIAENEHHOIO OCaAKa, CyllaT IO MeHbIed Mepe okojo 200 kr
BBIZIEJIEHHOTO OCajKa, CyLIAT MO MEHbIIel Mepe OkoJio 250 Kr BBIAEIEHHOIO OCaaKa, CylaT 1o
MeHblIeld Mepe 0Kojo 300 Kr BBIAENEHHOIO OCaAKa, CyllaT IO MEHbIIeW Mepe okojo 350 kr
BBIJIEJIEHHOTO OCajKa, CyLIAT MO MeHblueil mepe okoyio 400 Kr BBIAEIEHHOIO OCaaKa, CylaT 1o
MeHbLIeH Mepe Okono 450 Kr BBIAENEHHOrO OCajKa, WiIu MO MeHbled mepe okono 500 kr
BBIICJICHHOTO OCa/ika. B MPOMBIIIIEHHBIX YCIOBUSIX, HAIIPUMED, C UCHOJb30BAHUEM CYLIMJIKU
OONBLION €MKOCTH, CYIIaT MO MEHbIIeld Mepe 1 MEeTpHYEeCKyl TOHHY BBIJEIEHHOrO ocanka. B
HEKOTOPBIX BAPUAHTaX OCYLIEeCTBICHUs cywat oT okoyo 100 kr 1o okosio 2000 Kr BBIAEIEHHOTO
ocanka, cymat ot okojo 100 kr o oxono 1000 kr BeigeneHHOro ocajka, cymar ot okono 100 kr
10 okoJio 800 Kr BBIAENIEHHOrO 0canka, cymar oT okono 100 kr 1o okojo 600 Kr BeIAEIEHHOTO
ocazika, cymar oT okoJyio 100 kr 1o okosno 400 kr BBIAENEHHOrO OCajKa, CylaT OT OkoJo 150 kr
no okoyso 2000 Kr BBIOEJEHHOrO oOcafka, cywar oT okoyno 150 kr mo oxomno 1000 kr
BBIIJICHHOIO 0CaAKa, cywmaT oT okoso 150 kr 1o okoso 800 Kr BeIAENEHHOrO OCajKa, CylaT OT
okoso 150 kr no oxono 600 Kr BeIIENEHHOrO OCaaka, cywmar oT okosno 150 kr no okxono 400 kxr

BBIICJICHHOTO 0CaAKa, cywaT oT okoso 150 kr 1o okoso 300 Kr BeIAENEHHOrO OCajKa, CylaT OT
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okoso 150 kr 1o oxono 250 Kr BeIIENEHHOrO Ocanka, cymar oT okoso 200 kr go okono 350 kr

BBIIEJICHHOIO OCaaKa Uiy cywmat ot okoso 200 kr 10 0kono 300 Kr BBIAENIEHHOIO OCaAKa.

[0093] B apyrux BapuaHTax OCYILUECTBJICHHs MOJIYy4arOT MO MeHbIIEeH Mmepe okonao 100 kr
coenlMHEeHMs1 1, Moay4aroT mo MeHblen Mmepe okono 150 kr coeguHeHus 1, mony4arT o
MEHbILIEH Mepe OKoJo 175 kr coenunenus 1, momy4aroT mo MeHpliern mepe okono 200 xr
CoelMHEHMs! 1, MOay4aroT MmO MeHblen Mepe Okono 250 Kr coeguHeHus 1, mony4arT Mo
MeHblen Mepe okoso 300 kr coenuHeHus 1, mony4arOT Mo MeHbLIed mepe Okoino 350 kr
coenuHeHust 1, momy4arorT nmo meHblend mepe okono 400 kr coeguHeHus 1, Mmony4arT MO
MeHbLIelH Mepe OKoJo 450 Kr coenquHeHust | MM monyd4aroT 1Mo MeHbluel Mepe okono 500 kr
coenuHeHust 1. B omnpeneneHHBIX BapuUaHTax OCYLIECTBJICHUs, HAIPUMED, C UCIOJb30BAHUEM
NPOMBIIIJIEHHOTO TIPOM3BOJCTBEHHOTO OOOPYAOBaHUs, NOJY4alOT IO MeHbined Mepe 1
METPUYECKYI0O TOHHY COeAuHEeHMs! 1. B HEKOTOpBIX BapuaHTaxX OCYLIECTBJICHMs MOIYyYarOT OT
okoiio 100 kxr go oxono 2000 kr coegunenus 1, noay4arot ot okono 100 kr no oxono 1000 kr
coenuHenus 1, nomyyarot ot okoJio 100 xr 1o okono 800 kr coeauHeHUs 1, MONy4arOT OT OKOJIO
100 xr go oxomo 600 xr coenuHeHus 1, momydaror ot okoino 100 kr no okono 400 kr
coequHenus 1, momy4aroT oT okosno 150 kr go okono 2000 kr coeauHeHus 1, MoOay4arOT OT
okoji0 150 kr no okono 1000 kr coeguuenus 1, monaydaroT ot okojio 150 kr nqo okojo 800 kr
coeauHeHus 1, mony4aroT oT okoJio 150 kr g0 okoso 600 kr coenuHeHus 1, moy4arT OT OKOJIO
150 xr nmo okono 400 kr coemunenusi 1, momy4daroT ot okojio 150 kr mo okono 300 kr
coeauHeHus 1, momy4aroT oT okojio 150 no okono 250 kr coenuiHeHus 1, MoNy4aroT OT OKOJIO
200 no oxono 350 kr coequHeHus 1 umm noay4yaroT ot okoso 200 1o okono 300 Kr coeAMHEHUsT

1.
D. Jlononnumensnsie smanoi

[0094] CrocoObl  TONy4YeHUsT  KOMIIO3WIMH,  YBEJIMYMBAKOINEH OOBEM  KHINEYHOTO
COZIEPIKUMOTO, COAEpKallel CoeJuHeHue 1, MpeaoKeHHbIE B JAHHOM JOKYMEHTE, B HEKOTOPBIX

BapHaHTax OCYIIECTBJICHUA MOTYT BKIIFOYATh OAWH UJIA Oonee JOIIOJIHUTCJIbHBIX 3TAaIlOB.

[0095] Hampumep, B HEKOTOpPBIX BapuUaHTaX OCYLIECTBJIEHUs IIOCJIE€ WIM BO BpeMs
nepeMelnBaHusg cMecu 10 oOpa3oBaHusl ocagka Ha drtane (C) K CcMecH A00aBISIOT
JOTOJHUTENbHBIM PACTBOPUTENb IMEpEN BBbIIEJIEHHEM OCagka. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHUS] AONOJHUTENbHBIA PACTBOPUTEND COAEPKUT OPraHUYECKUH pacTBOpUTENb. B
ONpeEIeHHBbIX BAPUAHTaX OCYILLECTBJIEHUS OPraHUYECKHI PaCTBOPUTENb COAEPKUT OAUH WU

Oomnee cnupTroB. B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHsS OPraHMYECKHUH pPacTBOPUTEND
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copepxxut oguH min 6onee C1-Cg mmu C1-Ce, nmm C1-C4 cimpToB. B onpeneneHHbIX BapHaHTax
OCYILECTBJIEHUs] OpPraHUYEeCKUN pacTBOPUTENb COAEP>KUT HM3OMPONAHOJ, H-MPOMAHOJ, 3TaHOJ
WIM METaHOJN WM JHoOble WX KOMOMHAUMU. B HEKOTOpBIX BapuUaHTaX OCYIIECTBIICHHUS
OpPTaHUYECKUH PAaCTBOPUTENb COAEPKUT OTAHOJN M H-TIPOMaHoJ. B npyrux BapuaHTax
OCYILIECTBIICHUs] OPTaHUYECKHH pPAaCTBOPUTENb COAEPIKUT H3OMPOINAHON. B HEKOTOpBIX
BApUAHTAaX OCYLIECTBIEHHUs Ha dTame (C) PeryJupyroT COAEp’KaHHE BOABI M OPraHUYECKOTO
PacTBOPUTEJISL B CMECH, NPU 3TOM BOJA MPUCYTCTBYET B KonuecTse oT 5% 10 15% macc. unu ot
okoio 8% no oxono 12% macc. B HEKOTOpPBIX BapHaHTaxX OCYINECTBJIEHUs Ha srtame (C)
PETyJIHMPYIOT COAEPKaHUE BOJbI M OPTaHUUECKOTO PACTBOPHUTENSI B CMECH TakK, YTOOBI OOBEMHOE
COOTHOILIEHHUE COCTABJISUIO MeHee 4eM 3.7. B HeKOTOpBIX BapUAaHTAaX OCYLIECTBJICHMsI Ha HTarle
(c) perynupyrooT conepskaHHe BOJAbI M OPraHMYECKOrO PACTBOPUTENS B CMECH Tak, 4TOOBI
00BEMHOE COOTHOIIEHHE COCTaB/sUI0 MeHee dYeM 1:4. B omnpeneneHHbIX BapHaHTax
OCYLIECTBIIEHHs Ha dTare (C) peryJupyroT COAep KaHHue BOIbI 1 OPraHUYECKOTrO PACTBOPHUTENS B
CMeCH Tak, YTOObI 0OBEMHOE COOTHOIIEHHUE COCTABIISIO MeHee yeM 1:3, meHee yem 1:4, mMeHee
yeM 1:5, meHee yem 1:6, menee uem 1:7, menee uem 1:8 unu meHee yem 1:9 mo obbemy. B
OTNpENeNIeHHBbIX BAPUAHTAX OCYIIECTBIEHUSI COOTHOLICHUE COCTaBisieT OKoo 1:9. B HekoTOphIX
BAPUAHTAX OCYILIECTBJICHHUs OPTaHUYECKHH PACTBOPUTENb CONEPXKUT OAMH WK OoJjiee CIIMPTOB.
B 1000M U3 3THX BapHaHTOB OCYIIECTBJIEHUS OPraHUYECKUI PaCTBOPHUTENb MOXKET CONEPIKATh
omu win Oonee C1-Cs mmm C1-Cs, wnmm C1-Cs; cnuproB. B HEKoTOpBIX BapuaHTax
OCYLIECTBJICHHS] OPTaHMYECKWI pACTBOPHUTENb CONEPKUT STAaHOJA M H-TIPOmaHoji. B
OMpPENENEHHbIX  BApUAHTAX  OCYINECTBJIEHHs] OPTaHUYECKUH  PaCTBOPUTENb  COIACPIKHUT
U30MPOMAHOJ. B ompeneneHHbIX BapHaHTaX OCYINECTBJICHUS OPTaHHMYECKUN pPacTBOPUTEIH

IpenCTaBIsieT cOO0I N30MPONAaHO.
a. Ilepexpucmannusayus

[0096] B HekOTOpBIX BapuUaHTaX OCYLIECTBIEHHs, KOTOPbIE MOTYT ObITh OOBEOMHEHBI C
MOObIM M3 JIPYTHX BapUAHTOB OCYINECTBJICHUS, OMHCAHHBIX B JAHHOM JOKYMEHTE, CIOCO0
NOJIYYEHUS] COCNUHEHHs | BKIIIOYAET OAMH WM OoJiee 3TamoB MepeKpUCTauM3alun. Takum
oOpazom, HampuMep, B HEKOTOPBIX BapHAHTaX OCYLIECTBJICHHUS, TNOCiHe OOpa30BaHUs
BBIJIEJICHHOTO Ocanka Ha stane (d) U mepen CYyHIKOW BBIIEIEHHOrO Ocaaka Ha srtare (e), mo
MeHbIlIeH Mepe, YacTb BBIAENEHHOIO OCajJKa pacTBOPSIIOT B pacTBOpUTeNe s
NEePEKPHUCTALIN3AMHA ¢ 00pa30BaHUEM IMEPEKPUCTAIUITM3YEMONH CMECH, MEPEeKPUCTAIIIU3YEMYIO
NePEMEIINBAIOT ¢ 00Pa30BaHUEM MEPEKPUCTAILNTN30BAHHOTO OCAKa, U MEPEKPUCTAITH30BAHHBIN

OCaJ0K BBIACIIAIOT C O6pa30BaHI/IeM BBIACJICHHOTO OCajJKa. 9toTr BBIZEJIEHHBIIT OCaTOK MOKET,

51



HampuMep, ObITh MEpPeHeCeH Ha dTam (€) U BBICYIIEeH C Oo0pa3oBaHHWEM COequHeHus 1, Wi, B
HEKOTOPBIX BApHWAHTAX OCYLIECTBJICHHS, MOXET ObITh TOABEPrHYT OAHOH wiu Oosee
JOTIOTHATEIPHBIM 3TariaM, TAKUM KakK JIpyrasi MepeKpUCTaUTU3ALMs WA CTaHs TIPOMBIBKY, WIIN

WX KOMOUHALUSL.

[0097] Moryr wuCHOAB30BaTh JIFOOBIE TMOAXOASINUE YCJIOBUS TMepeKpuctaum3anuu. B
OTpenesIEeHHbIX BapHaHTax OCYILeCTBIIECHUS UCIIOJIB3YIOT pacTBOpUTEIND pil) &2
NEPEKPUCTAIUIN3ALMY, COAEPXKAIUMIA BOAY M OPraHUYECKUM pacTBOPUTENb. B HEKOTOPBIX
BapUAHTAX OCYLIECTBJIEHHUsS OPTraHMYECKHH PacTBOPUTENb COAEPXKHUT OIMH WK Oojee CIHUPTOB,
HApUMep HM3OIPOIAHOJ, H-TPOIMAHOJ, STAHOJ WJIM METAHOJ, WM JIEoOble MX komOuHaumu. B
HEKOTOPBIX BAapHUAHTaX OCYLIECTBJIEHUS pPAaCTBOPUTENb AJsl NEPEKPUCTAIIU3ALUU COAEPIKUT
BOJly U OPraHMYECKMH PacTBOPUTENb, NPU 3TOM BOAA MPHUCYTCTBYET B Konu4ecTse OT 5% a0
15% macc. wnn ot okono 8% 1o okono 12% macc. B HEKOTOPBIX BapHaHTaxX OCYLIECTBICHUS
pacTBOpPUTENb IJIs1 MEPEKPUCTANIN3ALUN COAEPXKUT BOAY U OpPraHUYECKHH pacTBOPUTENIbL B
00bEMHOM COOTHOLIEHWH MeHee 4eM 3:7. B ompemeneHHbIX BapHaHTaX OCYLIECTBICHUS
pacTBOpPUTENb IJIs1 MEPEKPUCTAUIN3ALUN COAEPKUT BOAY U OPraHUYECKHH pacTBOPUTENIbL B
00bEMHOM COOTHOLIEHHH MeHee 4eM 1:4. B ompemeneHHBIX BapHaHTaX OCYLIECTBICHUS
pPacTBOPUTENb IJIs1 MEPEKPUCTAUIN3ALUN COAEPKUT BOJAY U OPraHUYECKUH pPacTBOPUTENIbL B
00BEMHOM COOTHOILIEHHH MeHee YeM 1:3, meHee ueM 1:4, meHee yeM 1.5, meHee yem 1:6, meHee
yeM 1:7, menee uem 1:8 mmum menee yem 1.9 mo obwvemy. B ompeneneHHbIX BapHaHTax
OCYLIECTBJIEHHsT COOTHOLIEHHE COCTaBsieT okoyso 1:9. B moOoM H3 3TUX BapuUaHTOB
OCYIIECTBJICHHS] OPTaHUYECKUI PaCTBOPUTENb MOXKET comepkath onuH wiu 6onee C1-Cs wmm Ci-
Cs, unu C1-C4 cipToB. B HEKOTOPBIX BapuaHTax OCYLIECTBJICHUS OPraHUYECKHI paCTBOPUTEND
COZEP>KUT 3TAHOJ U H-TIPOTAHOJ. B omnpeneneHHbIX BapuaHTaX OCYLIECTBJIEHMs] OpraHUYecKuil
pacTBOpPUTENb COMAEPKUT H3OMpPOINaHON. B  omnpeneneHHbIX BapuaHTax OCYLIECTBIIEHUS
OpPTaHUYECKUH PACTBOPUTENH MPENCTABJSIET COOOW W30MPOMaHOJ. B HEKOTOPBIX BapUaHTAX
OCYLIECTBIICHHsT HW300pETEeHUs] HCIOJb30BAHUE PACTBOPUTENS ISl TEPEKPHCTALTU3ALNH,
COIepIKaLIero BOAY M OPTaHUYECKHH PACTBOPUTENb B OOBEMHOM COOTHOIIEHHH MeHee 4eM 3:7
no oobpeMy (Hampumep, MeHee 4eM 1:4, Harpumep, okojo 1:9), maer KpucTauTndeckyro Gopmy
coennHeHus1 1 ¢ Oojee BBICOKMM BBIXOJOM, HY€M IPH HCIOJIb30BAHHU Oo0Jjiee BBICOKOTO
COOTHOIIEHHUs] BOABl K OPraHHYECKOMY pAacTBOPUTENO (HAampuMep, HW30MpomnaHony). B
OTIpEIeNIEHHBIX BAPHAHTAX OCYLIECTBICHHS CMECh ISl MEPEKPUCTAIUTN3ALNN (QUIBTPYIOT Mepen
nepeMerInBaHieM 10 00pa30BaHMs MEPEKPHUCTAILTM30BAHHOTO OCaika. B HEKOTOPBIX BapHaHTax
OCYLIECTBIICHUS  MEPEKPUCTAIUIM30BAHHBIA  OCAJOK  BBIIEJSAIOT  LEHTPUYTHPOBAHHEM,

bunbTpanueit nian ApyrumMu crocodamu ¢ 00pa3oBaHUEM BBIIEJICHHOTO OCAIKa.
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[0098] B HexkOTOpPBIX BapUaHTaxX OCYIUECTBJIECHHsS NPU MNEPEKPUCTAIN3ALMMU O MEHbIIEH
Mepe 4YacTH BBbIJEJIEHHOIO OCajJKka MEePEeKpUCTAIIIM3YEMYI0 CMeCh IepeMEIlNBAOT IpHU
temnepaTtype MeHee 50 °C. B HEKOTOpPBIX BapHaHTAaX OCYLIECTBJIEHUS MEPEKPUCTAILIUZYEMYIO
cMmech nepeMeminBaroT npu temmeparype 45 °C unu menee, 40 °C unu menee, 35 °C unu MeHee,
30 °C umu menee, 25 °C umm menee, win 20 °C unu MeHee. B ompeneneHHbIX BapHaHTax
OCYILECTBJIEHUs IEPEKPUCTAININ3YEMYIO CMeCh NepeMelnnBaoT npu temmneparype ot 20 °C no
45 °C, ot 20 °C mo 40 °C, ot 20 °C no 35 °C, ot 25 °C nmo 45 °C, ot 25 °C mo 40 °C unu ot 25
°C mo 35 °C. B HeKOTOpBIX BapHaHTaX OCYINECTBJIEHHUS MEPEKPUCTANIU3YEMYIO CMECh
nepememuBaroT npu Ttemmneparype 30 °C unu MmeHee. B ompeneneHHBIX BapUaHTax
OCYILECTBJIEHUsS] MEPEKPUCTAIIM3ALMS 10 MEHbLIEH Mepe 4acTH BBbIIEJIEHHOIO OCajka IpHU
temneparype Menee deM 50 °C (taxoii kak, Hanpumep, oT 20 °C no 40 °C, nm ot 25 °C go 35
°C, wmn okojo 30 °C) maer kpucrauundeckyr (opmy coemuHenuss 1 ¢ Ooyiee BBICOKUM

BBIXOJIOM, Y€M MPH UCTIONB30BAHUHU O0Jiee BBICOKOH TeMITEPATYPhl MePEKPUCTATH3ALHH.

[0099] B omnpeneneHHBIX BapUaHTAX OCYLIECTBJIEHUS NMEPEKPUCTAIIN3ALMS IO MEHbLIEH Mepe
YacTH BBIAEJIEHHOro ocajka npu Temneparype MeHee yeM 50 °C (Takoii kak, Hanpumep, ot 20
°C 10 40 °C, umu ot 25 °C no 35 °C, umu okono 30 °C), 1 UCNoNIb30BaHUE PACTBOPUTENS IS
NEePEeKPUCTAIM3ALMK, COAEPXKALIer0 BOAY W OPraHWYeCKUH pacTBOPUTENb B OOBEMHOM
COOTHOILIEHUH MeHee 4eM 3.7 mo oObeMy (Hampumep, MeHee deM 1:4, Hampumep, okosio 1:9),
JaeT Kpuctauimdeckyro ¢opmy coenuHenus 1 ¢ Ooyiee BBICOKMM BBIXOOM, Ye€M IMPH
UCTIOJIb30BAaHUK 0OJiee BBICOKOW TeMIepaTypbl MEePeKPUCTAIUIM3ALUN HJIM OoJiee BBICOKOTO
COTHOUIEHHUSI BOJBI K OPTraHUYECKOMY PACTBOPHUTENIO. B HEKOTOPBIX BapHaHTAX OCYIIECTBIICHHUS
UCMIOJIb30BAHME  M3OMPOMAHONa B KAa4eCTBE  OPraHUYECKOTO  PacTBOPUTENS  TPHU
NEePEKPUCTALIM3AIMHA TaKXKe CIOCOOCTBYeT OoJiee BBICOKOMY BBIXOAY IO CPAaBHEHHIO C

HCIIOJIB30OBAHUEM APYTI'Oro OPraHuvIC€CKOro paCTBOPUTEIIA B TOM K€ IMTPOLECCE.

[0100] Takum oOpa3oM, B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHHUS CIIOCOO MONYYESHHUS
coequHeHus 1 (Hampumep, CHOCOOBI TMOJYYEHHs KOMIIO3WIIMH, YBEIHYUBAKOIEH O0BEM
KUIIEYHOTO COAEPIKUMOro, Coepskaliell coennHeHne 1) BKIrOUaeT oObenquHEHHe CBOOOTHOTO
OCHOBAHUS (35,4R ;3'R)-6-[4-(4-aMHuHO-5-XJI0p-2-METOKCHOCH30MIIAMHHO)-3 -
METOKCHITUITEPUINH- | -1 |[reKCaHOBOM KHCIOTHI 1-a3abunmkino[2.2.2]okr-3'-unosoro sdupa c
OpPraHWYECKUM pacTBOpHUTENieM ¢ oOpa3oBaHueM cmecH, aoseneHue pH cmecu ot 3,5 nmo 4.5
nobaBleHNEM COJITHOW KHUCJIOTHI, NMEPEeMEIINBAaHUEe CMECH 10 OOpa3OBaHUs OCAJIKa; BBIICICHHE
0CaJiKa, pacTBOPEHHE MO MeEHbIIEH Mepe HYacTH BBIACICHHOTO OCa/Ka B PACTBOPUTENE IS

NEePEeKpPUCTALIN3AMA ¢ O0pa3OBaHHEM MEPEKPUCTAIN3YEMOH CMECH, IepeMeLINBaHNe
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NEePEKPHUCTAININ3YEMON CMECH A0 O00pa3OBaHUs MEPEKPUCTAIUIN30BAHHOTO OCA/KA; BBIIEICHUE
NEePEKPHUCTANIM30BAHHOTO  Ocafka ¢ o0pa3oBaHMEM BBIACIEHHOTO OCagKa, M CyIIKa
BBIZICIEHHOTO OC3JKa NPU MOHIKEHHOM [aBJIEHUM C TOJIYYEHHEM TPUTHAPATHOH (HOpPMBI
(35,4R 3'R)-6-[4-(4-amMnHO-5-XJI0p-2-METOKCHOESH30MIIAMHHO )-3 -METOKCUTTUTIEPUAH- | -

WI|TeKCAaHOBON KUCIOTHI 1-a3a0uiukiio[2.2.2]okT-3'-mioBoro s¢upa AUTUAPOXIOPUIHON COITU

(coenunenue 1).
b. Oman npomuviexu

[0101] B npyrux BapuaHTax OCYLIECTBJIEHHUs IO MEHbLIEH MEpE YacTb BBIIECJIEHHOIO OCaaKa
NPOMBIBAIOT ONWH MM Oonee pa3 mepes CYIIKON NMPH MOHM)KEHHOM JaBleHMU. B HEKOTOpBIX
BAPMAHTaX OCYLIECTBJIEHUs IO MEHbIIEH Mepe 4acTb BBIIEJICHHOIO OCaAKa MPOMBIBAIOT OJUH
wnu Oonee pa3 BOAHON NMPOMBIBKON Iepen CYLIKOW MPHU MOHMKEHHOM JIaBJIEHUH. B HEKOTOpbIX
BApUAHTAX OCYLIECTBIICHHS BBIACICHHBIH OCaI0OK, IPOMBITBIH OUH Wiu OoJiee pas3, BBIACISUTH U3
NEePEeKPUCTANIN3YeMON cMecu. B npyrux BapuaHTax OCYLIECTBJIEHUS BBIIEIECHHBIH OCAIOK,
NPOMBITHIH OMUH WM Oojiee pa3, He TMOABEprajid NEepeKpUCTALIM3aUMU. B onpeneneHHbIX
BAPMAHTaX OCYIIECTBJIECHUS BOAHAs MPOMBIBKA COAEPKUT OPraHUYECKUH pacTBOpUTENb. B
HEKOTOPBIX BAPHUAHTaX OCYLIECTBJIICHUsS OPTaHUYECKUH pacTBOPUTENb COAEPKUT OAWH WIIU
Gonee crnupToB. B HEKOTOPBIX BapMaHTax OCYLIECTBJIEHUs OPraHWYEeCKUH pPacTBOPUTENb
copepxxut oauH win 6onee C1-Cg wmu C1-Ce, nm C1-C4 cipToB. B onpeneneHHbIX BapHaHTax
OCYLIECTBJIEHUs] OPraHUYECKUH PacTBOPUTENb COAEP>KUT H3O0IMPONAHOJ, H-MPONAHON, 3TAHOJ
WIM METaHOJN WK JoOble WX KOMOMHAUMU. B HEKOTOpBIX BapuUaHTAaX OCYIIECTBIICHHUS
OpraHUYeCKUH pacTBOPUTENb CONEPKUT 3TAaHON U H-mpomaHoil. B ngpyrux BapuaHTax
OCYILECTBJIEHUs] OPraHUYEeCKUN pPacTBOPUTENb COMAEPKUT u3omponaHoid. B HekoTopsix
BapHaHTaX OCYLIECTBIEHUs IO MEHbIIeH Mepe 4acTh BBIIEJICHHOIO OCaJKa MPOMBIBAIOT OJUH
win Oojiee pa3 BOAHOH MPOMBIBKOH MepeA CYLIKOW NMPU MOHW)KEHHOM NAaBJICHWUH, TPU 3TOM
BOJIHAsl MPOMBIBKA COJEP)KUT OpraHUYECKUN pacTBOPUTENb U BOAY. B HEKOTOpBIX BapuaHTax
OCYILIECTBJICHHsI BOJHASI IPOMBIBKA COEPKUT BOAY U OJUH HJIH OOJiee CIIUPTOB, HAIPHMEDP BOAY
U U30MPOIIAHOJ, H-IIPOMAHOJ, 3TAHOJ WJIM METaHOJ, WJIH JIFOObIe NX KOMOMHALMU. B HEKOTOpPBIX
BapHaHTaX OCYILECTBJIEHMs] BOJIHAs MPOMbIBKA COAEPXKUT BOAY B KOJHUYECTBE OT OKoso 5% 1o
okosio 15% mno macce unu ot okono 8% po okono 12% no macce. B HekoTOpbIX BapuaHTax
OCYILIECTBIICHHsI BOJHASI MPOMBIBKA COAEPIKUT BOY M OPTAaHMYECKHH PACTBOPHUTENb B OOBEMHOM
COOTHOLIEHUU MeHee 4eMm 3:7 unu meHee 4eM 1:4, Hampumep okxosno 1:9. B HekoTOphIX
BAPUAHTAX OCYINECTBJICHUS BbIIEJIEHHBIH OCAJOK MPOMBIBAIOT OIUH WM OoJjiee pa3 BOIHBIM

MPOMBIBOYHBIM PacTBOPOM, COJAEPXKAIMMM HW3O0MNPOMAHOA U BOAY, Nepel CYyLKOH Ipu
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NOHM)KEHHOM JIaBJICHUH C MOTyuyeHueM coenuaeHus 1. Takum 00pa3oM, B HEKOTOPBIX BapUaHTax
OCYLIECTBIIEHUs CHOCOO TONydeHus coequHeHHs 1| (Hampumep, CHOCOOBI TONYYEHHUs
KOMITO3ULINH, YBEIHMUNBAIOIIEH 00BbEM KUIIEYHOTO COAEPIKUMOTO, coaeprKameii coenuHenne 1)
BKIIOYaeT oOwbenuHeHne cBobomHoro ocHoBaHus  (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIAMHHO )-3-METOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-
a3zabunmkio[2.2.2]okT-3'-uaoBoro 3¢upa C OPraHUYECKUM PACTBOPHUTENIEM C 00pa3oBaHHEM
cmecw; noseaenue pH cmecu ot 3,5 no 4,5 noOaBieHHEM COJSIHONW KHUCJIOTHI, MTEPEMEITHBAHUE
cMecH 10 00pa3oBaHUs OCAJIKa; BBIIEJICHNE OCA/IKa; IIPOMbIBAHNE BBIENIEHHOTO OCAKa; a IOCIe
NPOMBIBKM CYLIKa BBIIEJEHHOINO OCajKa IpU MOHWKEHHOM JaBJI€HUM C TIOJy4EHUEM
TPUTUAPATHON b opmbl (35,4R,3'R)-6-[4-(4-aMuHO-5-XJ10p-2-METOKCUOEH30MIIAMHUHO)-3 -
METOKCHUITUITePUANH- | -1 |reKCaHOBOM  KUCIOTHI  1-a3abunmkio[2.2.2]okr-3'-mnoBoro  s¢upa
IUTUAPOXJIOPUAHON conmu  (coenuHeHue 1). B HEKOTOPBIX BapHaHTax OCYLIECTBICHMS
BBIJI€JICHHBIN OCaJ0K MPOMBIBAIOT BOJHONW IIPOMBIBKOH, ITPU 3TOM BOJHAsl IPOMBIBKA COAEPKUT

OpraHUYeCKUi pacTBOPUTENDb U OKOJIO OT 5% 110 15% macc. BOnbI.

[0102] B HeKOTOpBIX BapUaHTaX OCYLIECTBIEHUs 3HAYEHUS TEMIIEPATyphbl WIH PACTBOPUTENH
(BKJIIOYAsi COOTHOIUEHWsS] WM 3HA4YeHUs] TMPOLEHTHOTO COAEpKAHUS  OPTaHUYECKOTO
pacTBOpUTENsT W BONbI), WJIM UX JHANA30Hb, WIM KOMOWHammu Jroboro  u3
BBILIENIEPEYHCIIEHHOrO, KaK OMHCAHO B JAHHOM JOKYMEHTE JJii IMPOMBIBKH BBIIEIEHHOIO
ocanKa, WM IJisl TEPeKPUCTA/UM3ALNK, WM WX KOMOWHAIUH, MOTYT OBbITh OOBEIUHEHHBI,
HampuMep, ¢ JIOOBIM KOJMYECTBOM OCaJKa WJIM BBIIEJIEHHOTO OCaaKa, WM CBOOOIHOIO
OCHOBAHUS, WJIM COENUHEHHUs |, WCMOJB3yeMOro B OIMHCAHHOM MPOIECCe; WIH JTIOOBIM W3
3HAYE€HUN TeMrepaTypbl, NaBJIEHUS WA BPEMEHH, WIM WX IUANA30HOB, WM KOMOWHALIMU
JF000r0 U3 HUX HA JTare CYIIKH, ONMMCAHHOM B JAHHOM JIOKYMEHTE, WJIU JIIOObIM U3 IPYTrHUX
YCIOBUM WJM 93TaroB, OMNHCAHHBIX B JAaHHOM JOKYMEHTe. B HEKOTOpbIX BapUaHTax
OCYINECTBJICHHUS] BKJIFOYEHHUE OJHOTO WK OOjiee 3TarnoB MEePEeKPUCTAITU3AIUN WU MPOMBIBKH,
KaK OIUCAHO B JaHHOM JOKYMEHTe, WM HUX KOMOWHAIMI B TIPOLECCe U3TOTOBJICHUS
KOMIIO3UIMH, YBEIMYUBAIOIIEH OOBEM KHIIEYHOTO CONEPKUMOTO, KaK OMHCAHO B JTaHHOM
JOKYMEHTE, MPUBOAUT K KOMIIO3UIHMH, YBEJIUYHBAKOIIEH OOBEM KHIIEUHOTO CONEPKIMOTO,
comepskamei coequHeHne 1, KOTOpOe MMeeT OMpeNeNIeHHYH CTaOWMJIbHOCTb WJTH COJEpKaHUe
OpPTaHUYECKOTO PACTBOPUTEJIS, WU COIEP’KaHUE BOIbI, WM COOTHOIICHHE TPUTHUAPATHOU K
oe3BonHoOl dopme, wiu criekTpel MPCA, wim ux pa3HooOpa3Hbie KOMOWHALIMH, KaK OMHCAHO B

AaHHOM JOKYMECHTE.
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[0103] B mpensoskeHHOM ONMUCAHWU M3JIATAIOTCS MHOTOYHCIIEHHBIE TPUMEPbl KOH(PUTYpaLUii,
cocoboB, mapaMerpoB u T. I. OOHAKO clefyeT MOHMUMATh, YTO TAaKOE OIHCAHHE He
NpefAHAa3HAYeHO /Ui OrpaHHYeHHs O0O0BeMa HACTOALIETO pPACKPBITHA, a BMECTO 3TOTO

npezJaraercs Kak ONUCaHue IPUMEPOB BAPHAHTOB OCYIECTBIEHUS H300pEeTeHNUS.
IEPEUYMCJIEHHBIE BAPUAHTBI OCYINECTBJIEHWA M30bPETEHHA

[0104] Bapuant ocymectsinenus uzoOperenus I-1. Komnoswmws, yeenuuuparomas o0béM
KUIIEYHOTO COAEPIKUMOTo, coiepskamas TpuruapatHyio ¢opmy (3S,4R,3'R)-6-[4-(4-amuH0-5-
XJIOP-2-METOKCUOEH30MIIAMUHO )-3 -METOKCUITHITE PUANH- | -1JT |-reKCaHOBOM KHCJIOTBI 1-

a3a0nnukiIo[2.2.2]okr-3'-unoBoro 3dupa TUTHIPOXJIOPUIHON COJH, HUMEIOIIYIO CIEAYIOIIYIO

o)
o)

H,N (|) ~ 2HC1.3H,0

dopmyny:

U 10 MEHbLIEH Mepe OAUH KOHTEHHep.

[0105] Bapuant ocymectBiaenus u3oOperenus [-2. Komnoswnws, yBemuuuBaromas oO0bEéM
KUIIEYHOTO CONEP’KUMOro, MO BAapPHAHTY OCYyINECTBIeHHs uzoOperenus -1, comepskamasi mo
menblieit mepe 75% wmacc. TpuruapatHoit ¢opmsl  (3S,4R,3'R)-6-[4-(4-amuHO-5-X710p-2-
METOKCHOEH30MIAMHUHO )-3-MeTOKCUTTUITEPUINH- | -1J1|-reKCaHOBOH KHCJIOTBI 1-
a3a0uuKI0[2.2.2]okT-3'-1I0BOro 3 upa TUTHAPOXJIOPUIHON COH, TPUYEM Macca He BKJIFOYAET

MaccCy MO MEHbIIEH Mepe OHOrO KOHTEHHepa.

[0106] Bapuant ocymectBiaenuss n3oOperenus [-3. Komnoswmms, yBemuuuBaromas 00bEM
KUIIEYHOTO CONEP’KUMOro, TO BapHAaHTy ocymecTtBieHuss wu3ooperenuss [-1 wm [-2,
NOTONIHUTENBHO — comepkamas  Oe3somHyro  opmy  (3S,4R,3'R)-6-[4-(4-amuHO-5-x510p-2-
METOKCHOEH30MIAMHHO )-3-MeTOKCUTTUITEPUINH- | -1JT|-reKCaHOBOH KHCJIOTBI 1-
azabunmkio[2.2.2]okT-3'-unoBoro 3¢upa AUTHAPOXJIOPUAHON CONH, TMPHYEM COOTHOLICHHE

TPUTHAPATHOH (HOPMBI K OE3BOJHON COCTABJISIET 110 MEHBIIEH Mepe OKouo 4:1.

[0107] Bapuant ocymectBiaenus u3oOperenns [-4. Kommnoswmwms, yBenuuuBaromas oO0bEM
KUIIEYHOTO COAEPIKUMOTO, TIO BAPHAHTY OCYIIECTBiIeHUs n3o0perenus I-1 wm I-2, coneprxamas
1o MeHbIel Mepe okoJo 6,5% macc. BoIbI Mo oTHOLIeHHIO K o0meit macce (3S,4R,3'R)-6-[4-(4-

AMHHO-5-XJIOp-2-MeTOKCUOEH30MIAMIHO)-3-METOKCHITUTIEPUANH- | -] TeKCAHOBOH KHCIIOTHI |-
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azabunmkiol[2.2.2]okT-3'-unoBoro  3pupa IUTUAPOXJOPUAHOH COJH, MPHCYTCTBYIOIEH B

0e3BOHON M TPUTHUAPATHOH popme.

[0108] Bapuant ocymectsiaenus usoOperenus [-5. Komnoswmms, yeemuuuparomasi o0bEéM
KHIIEYHOTO COAEPYKUMOTO, TI0 BAPHAHTY OCYINECTBIEeHUs n3obperenus [-3, ornuyaromasics tem,
YTO COOTHOILIEHHE TPUTHAPATHOH (HOPMBIK O€3BOIHON (hOpMe COCTaBIIAET MO MEHbIIEH Mepe

okoiyo 11:1.

[0109] Bapuant ocymectBiaenus uzoOpererus 1-6. Komnoswmmws, yeenuuuparomas o0béM
KULIEYHOTO COAEPKUMOrO, MO JIOOMY U3 BapHAHTOB OcyllecTBieHus u3oOperenus [-1-1-4,
colepskamiasi Mo MeHblneld Mepe okono 7,5% wmacc. BOABI MO OTHOLICHHIO K OOIIel Mmacce
(35,4R ,3'R)-6-[4-(4-aMnuHO-5-XJ10p-2-METOKCUOEH30MIIAMHUHO )-3 -METOKCUTTUTIEpUANH- 1 -

W |TeKCAaHOBOM KUCNOTHI 1-a3a0uiiukiio[2.2.2]okT-3'-unoBoro s3¢upa TUrHAPOXIOPUIHON COJIH,

NPUCYTCTBYIOLIEH B OE3BOJHON HIIH TPUTUAPATHOHN popme.

[0110] BapumanTt ocymectBienust usodperenust 1-7. Kommosuums, yBenuumparomas 00beéM
KHIIEYHOrO COAEPIKUMOro, 1O JIIOOOMy W3 BapHaHTOB OCyLiecTBieHHs u3oOperenus I-1-1-6,
OTJIMYAIOIIASCS TEM, YTO TpUrHApaTHas (GopMa HAXOAUTCA B KPUCTAJUIMUYECKOH (opme, U mpH

TOM, 4TO Kpuctajuindeckas popma nmeet nuku nPCA npu 7,74 + 0,5° u 20,95 + 0,5°.

[0111] Bapuant ocymectBieHuss usoOperenust [-8. ®@apmaneBTHyecKass KOMITO3ULIHS,
cofepskarias TPUTHIAPATHYIO bopmy (3S,4R,3'R)-6-[4-(4-amuHO-5-xJ10p-2-
METOKCHOEH30MIAMUHO )-3-METOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBO KHCJIOTBI 1-

a3a0uuK0[2.2.2]okt-3'-unoBoro 3¢upa AUTHAPOXJOPUAHON COJIH, HMEKOINas CIEAYIOUIYIO

o)
o)

HN (|) ~ 2HCI.3H,0

dopmyny:

U (hapMareBTHYECKU MPUEMJIIEMbIH SKCITUITHEHT.

[0112] Bapuant ocymectieHus mnzodpereruss [-9. PapmaneBTudeckas KOMIIO3HLHS 1O
BAPUAHTY OCYIIECTBJIeHUsI n300pereHus -8, momomHurensHO copepskamasi 0e3BoaHyO (popmy
(35,4R 3'R)-6-[4-(4-amMnHO-5-XJI0p-2-METOKCHOESH30MIIAMHHO )-3 -METOKCUTTUTIEPUANH- | -

WI|TeKCAaHOBOW KHUCIOTHI 1-a3a0uiukiio[2.2.2]okT-3'-mioBoro 3dupa AUTHAPOXIOPUIHOU COJIH,
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NpUYeM COOTHOIIEHUE TPUTHAPATHOHN (POPMBI K OE3BOJHON COCTABIISIET 110 MEHBLIEH Mepe OKOJIO

4:1.

[0113] Bapuant ocymectienust usodperenuss [-10. PapmaneBrudeckass KOMIO3HLHUS IO
BapUAHTy OCylIecTBIeHHUs n3o0perenus 1-8, comepskamas ot okono 6,5% mo okono 10% wmacc.
BOIbI MO  OTHOmeHHMO Kk  obmeir  macce  (3S,4R,3'R)-6-[4-(4-amuHO-5-X710p-2-
METOKCHOEH30MIAMHUHO )-3-MEeTOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-
azabunmkio[2.2.2]okT-3'-unoBoro  3pupa IUTHAPOXJOPUAHON COJH, MPHCYTCTBYIOIEH B

0e3BOHON MM TPUTUAPATHOH popme.

[0114] Bapuant ocymectBienust usodperenuss [-11. Papmanesrudeckas KOMIO3HLHUSA IO
BapUAHTy OCyLIeCTBIeHUs u3o0pereHus [-9, oTnnyaromasics TeM, 4YTO COOTHOLICHHE

TPUrUAPATHOH (HOpPMBIK OE3BOTHOM (POpME COCTABIsIET IO MeHbInel Mepe okoso 11:1.

[0115] Bapuant ocymectBnenuss usoOperenust [-12. ®apmaneBruueckass KOMIIO3ULHS IO
Jr000My M3 BapHAHTOB OCylecTBieHus u3odperenus [-8—I-11, cogeprkamas ot okono 7,5% no
okoj1i0 9% Mmacc. Boabl Mo oTHOWEHHI0 k obuieir macce (3S,4R,3'R)-6-[4-(4-amuH0-5-x510p-2-
METOKCHOEH30MIIAMUHO)-3-MeTOKCUITUIIEPUINH- | 1T |reKCaHOBOH KHUCJIOTBI 1-
a3abuumkio[2.2.2]okT-3'-unoBoro  3pupa IUTHAPOXJOPUAHON COJHM, MPHCYTCTBYIOIEH B

0e3BOHON W TPUTHAPATHOH (opme.

[0116] Bapuant ocymectienus u3odperenuss [-13. DapmaneBTudeckas KOMIIO3HLHUS IO
a000My M3 BapHaHTOB ocyecTBieHust nzobperenus [-8—1-12, comepxkamas menee 1% wmacc.
Oe3BOHON (dopmbl (3S,4R,3'R)-6-[4-(4-aMHuHO-5-XJIOpP-2-METOKCUOEH30MIIAMHHO)-3 -
METOKCHITUITEPUANH- | -UJI|[FeKCAaHOBOM  KUCIOTHI  1-a3abunukiio[2.2.2]okr-3'-unosoro  s¢upa

JUTHAPOXJIOPUIHON COJIH.

[0117] Bapuant ocymectBieHus u3odperenus [-14. DapmaneBTudeckas KOMIIO3HLHUS IO
Jr000My M3 BapUAHTOB oOcymiecTBieHuss u3obperenus: [-8—I-13, oTnauyaromasics TeMm, 4TO
TpuruapatHas ¢opmMa HaXOIUTCS B KPHUCTAIMYECKOW (opMe, M MPHU 3TOM KPUCTAIUTHYECKAs

dbopma umeet nuku nPCA npu 7,74 £ 0,5° u 20,95 + 0,5°.

[0118] Bapuant ocymectsienus usobperenusi [-15. JlosupoBannas (opma, comep:kammas
(hapMaLleBTHYECKY0 KOMITO3UIUIO IO JTF0OOMY M3 BAPUAHTOB OCYIIECTBICHUs u3o0perenus [-8—

I-14.
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[0119] Bapuant ocymectBienuss uzobperenuss 1-16. JlosmpoBanHas gopma MO BapHAHTY
ocymecTBieHns n3oo0perenus [-15, ornuyaromasicst TeMm, 4TO O3UpOBaHHAsA (popMa COREPIKUT

onHy win Oosiee TabJIETOK WM OHY WJIH OoJiee KarcyJI.

[0120] Bapuant ocymecteienuss u3obperennst [-17. Habop, comepkamuii JO3UPOBAHHYIO

¢dbopMy 1o BapuaHTy ocyuecTBieHus uzodperenus I-15 wm [-16 u ynmakosky.

[0121] Bapumant ocymectBienus: uzodOperenust 1-18. HaGop mo BapmaHTy OCyLIeCTBIEHHUS
usoOperenust [-17, ornuuarommiics TeMm, YTO yHAaKOBKa NPEACTaBIseT COOOH OMUCTEpPHYIO

YIIaKOBKY.

[0122] Bapuantr ocymectBieHust wuzobpererus [-19. Cnoco0 yiydmieHHss MOTOPUKH
KEJYAOYHO-KUIIEYHOTO TPAKTa y CyOBeKTa, HYXJAIOLIErocs B 3TOM, BKJIKOYAIOLIUI BBEICHHE
cyOBeKTy, HyXIOAOLEMycsi B  3TOM, TepaneBTHYeCKH OS(PQPEKTUBHOIO  KOJIUYECTBA
(apmareBTHYECKOI KOMITIO3ULIMY IO JIIOOOMY M3 BapUaHTOB OCYLIECTBICHUS n3o0perenus [-8—

I-14 unu no3upoBaHHON (GPOPMBI IO BApUAHTY OcyluecTBieHus nzooperenust [-15 wmm [-16.

[0123] BapuanT ocymectienust u3obperenus 1-20. Crnoco® mo BapuaHTy OCYINECTBIECHUS
u3o0perenust [-19, oTnuuaroUMiics TeM, YTO HYXIAIOLIMHUCS B 3TOM CYOBEKT CTpaaaer

JKETYAOYHO-KHUIIEYHBIM PACCTPONCTBOM.

[0124] Bapuant ocymectsiaeHus: uzobperenus [-21. Criocol nedeHus skeTy JOYHO-KUIIEYHOTO
paccTpoiicTBa y CyObEKTa, HYXXAAIOLErocs B 3TOM, BKJIIOYAKOLIMI BBEIEHHE CYyOBEKTY,
HYKIAIOLIEMyCsl B 3TOM, TepamneBTUYeCKH 3(PQPEKTHBHOrO KOJMYeCTBa (hapMarieBTHYECKON
KOMITIO3ULMK 1O JI0OOMy U3 BapHaHTOB oOcCyliecTBieHHs wu3o0perenus [-8—1-14 wm

JO3UPOBAHHOM ()OPMBI IO BAPUAHTY OCYIIeCTBIeHUs n3ooperenus [-15 umu I-16.

[0125] Bapuant ocymectBiaenuss nzobpererus 1-22. Crnocod mo BapHaHTy OCYIIECTBIICHHUS
m3o0perennst [-20 wim [-21, oTIMYArOIUACS TEM, YTO JKENyJOYHO-KUIIEYHOE PacCTPOHCTBO
BBIOPAaHO W3 TPYMIbIL, COCTOSIIEH W3 ractpod3odareanpHoil pedirokcHol Oonesnu (I'OPB),
(YHKUMOHATBHON ITUCTIETICUU WM (PYHKIIMOHAJIBHOTO HApPYLIEHHUs] MOTOPUKH, Mape3a KeNyaKa,
MapajJUTHYECKON HEMPOXOAUMOCTHU  KHUIIEYHHKA, I[OCJIEONEpPALMOHHON  HEempOXOAUMOCTU
KUIIEYHUKA, PBOTHL, TOIIHOTHI, M3XOTH, [CEBIOOOCTPYKUIMM KHUINEYHHUKA, CHHAPOMA
pazmpakeHHoro kumeyHnka (IBS), 3anopa, HenmepeHocumocTH sHTepanbHoro nuranus (EFI) u

a30darura.
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[0126] Bapuant ocymecrBienuss u3o0Operenust 1-23. IlpumeHeHHe TIO  BapHaHTY
ocyIecTBieHus: u3ooperenus [-22, ornnyaromeecs Tem, uro [ OPb mpencrasisier codoit [ OPB,

PE3UCTEHTHYIO K HHTHOUTOpaM NpoToHHOH nomriel (PPI).

[0127] Bapuant ocymectBienuss u3oOperenust 1-24. IlpumeHeHme 1O  BapHUaHTY
OCyIIeCTBIIeHHs] u300pereHus [-22, oTinyaromeecst TeM, 4TO 3arop MpeacTaBisier Co0oi 3arop,
BbiBaHHbI ommartamMu (OIC), xponmueckuii wuguomarwdeckuin 3amop (CIC) wmm 3amop,

CBSI3aHHBIH C TUIIOM 3a10opa ¢ CHHAPOMOM pa3apakeHHoro kumedynnka (IBSc).

[0128] Bapumant ocymectBienuss u3ooOperenust 1-25. IlpumeHeHme 1O  BapuUaHTY
ocyuiecTBieHns u3odperenus [-22, ornuuaromieecs TeM, YTO 330(aruT SIBJISETCS 3PO3HUBHBIM

a3o¢arurom (EE) unu s03un0GumbHEIM 330¢arutom (EoE).

[0129] Bapuwanr ocymecrBienus u3oOperenust [-26. IlpumeHeHuMe 1O  BapHAHTY
ocyuiectBieHuss uzoOperenus: [-22, ornuuarormeecss Tem, uto IBS mpencrasnser coboit Tumn

CUHIpOMa pa3pakeHHOro KuieyHuka ¢ 3anopom (IBSc).

[0130] Bapumant ocymecrBnenus usoOperenust [-27. IlpumeHeHuMe 1O  BapHaHTY
ocyuiecTBlieHHs n3o0pereHus [-22, oTauuaroieecss TeM, 4TO racTpornapes mpeacTaBisieT coOoi

nuadeTuyecKuii racTpornapes Wi WAHONMATHYECKUN, WA (DyHKIIHOHAJBHBIN racTponapes.

[0131] Bapuant ocymectBienuss u3obOperenust [-28. IlpumeHeHme 1O  BapHaHTY
ocymectBieHus: n3ooperenus [-20 unm [-21, oTnuuaroineecss TeM, YTO KETyAOYHO-KUIIEYHOE
pPaccTpONCTBO BBIOPAHO W3 TIpymmbl, coctosmedi u3 ['OPB, pe3ncreHTHONW K HHrHOUTOpaM
nporoHHoii mnommnel (PPI), pBOTh, ractpomapesa, 3amopa, BbzBaHHOro omnuaramu (OIC),
xponudeckoro uauonarudeckoro 3anopa (CIC), sposusnoro 330paruta (EE), 303uHOGUIBHOTO
s3odaruta (EoE), ¢ynkumonanshoit nucnencuu (FD) wmnu QyHKUIMOHAIBHOTO HAapYLICHUS
moTtopuku (FMD), kuieyHoH nceBAoOOCTPYKINH, TUIIA CHHIPOMA Pa3APaskeHHOrO KUIIEYHHUKA
¢ 3anmopom (IBSc), Henmepenocumoctu sHrepanbHoro nutanus (EFI) u mocneoneparmoHHON

KHMIIEYHON HENPOXOJUMOCTH.

[0132] Bapuant ocymecrBieHuss u3ooOperenust 1-29. IlpumeHeHHe 1O  BapHaHTY
ocymectsienus: n3ooperenns [-20 umm [-21, oTnmuarommeecst TeM, YTO KeTyAOYHO-KUIIEYHOE
paccTpONCTBO BBIOPAaHO W3 TPYNMbL, COCTOSIIEH W3 MOCIEONEPAMOHHON  KHUIIEYHOU
HETPOXOANMOCTH, XPOHUYECKOH MacTOMITHON TETaHHUH, 3aropa, MErakoJOHa, raCTPHUTa, 3acTOs

KEITYAOUHO-KHUIIEYHOI'O TpaKTa U I[G(I)GKTa OMOPOKHEHUA CbhIUyTa.
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[0133] Bapuant ocymecrBienuss u3ooperenust [-30. IlpumeHeHme 1O  BapHaHTY
ocymiecTBiieHnss n3o0pereHust 1-29, oTnuyaromeecss TeM, YTO TAaCTPHUT TPENCTAaBISET COOOU

aTpopUIeCKHil TaCTPHT.

[0134] Bapuant ocymectBnenust usodperenust [-31. IlpumeHeHune TpUrHIpPaTHOW (HOPMBI
(35,4R 3'R)-6-[4-(4-amMnHO-5-XJI0p-2-METOKCUOESH30MIIAMHHO )-3 -METOKCUTTUTIEPUAH- | -

WI|TeKCAaHOBOW KHUCIOTHI 1-a3a0uiukiio[2.2.2]okT-3'-mioBoro s¢upa AUTUAPOXIOPUIHON COJTU
IpU TPOM3BOACTBE JIEKAPCTBEHHOIO CPENCTBA I YJYYIIEHHS MOTOPUKH KeJyO4HO-

KUIIEYHOTO TPAKTa y CYOBEKTa, HY>KAAIOIIETroCs B TOM.

[0135] Bapuantr ocymectBienuss u3oOperenust 1-32.  IlpumeHeHue 1O  BapuUaHTy
ocyuiecTBieHuss n3obperenus 1-31, ornuuaroineecs TeM, YTO HYSKAAIOIIUICS B 3TOM CyOBEKT

CTPAaAacT KEJIYy JOUHO-KUIICIYHbIM paCCTpOﬁCTBOM.

[0136] Bapuant ocymecrnenuss usobperenust [-33. IlpumeHeHue TpurHapatHO (HOpMBI
(3S,4R,3'R)-6-[4-(4-aMnHO-5-XJI0pP-2-METOKCUOEH30MIIAMUHO )-3 -METOKCUITUTIEPHIUH- | -

W |TeKCaHOBOM KHCIOTHI 1-a3abuiukiio[2.2.2]okT-3'-unoBoro 3¢gupa JUrHAPOXJIOPUIHON COJTU
IpU  TPOU3BOJACTBE JIEKAPCTBEHHOTO CPEACTBA Ul JIEUEHUS  HKeJyJOYHO-KUIIEYHOTro

pacCcTpoiiCcTBA y CyOBbEKTa, HY KIAOIIErOCs B STOM.

[0137] Bapuant ocymectBienusi u3obOperenust [-34. IlpumeHeHne TIO  BapHaHTY
ocymectBieHus: n3ooperenus [-32 wnm [-33, oTnmuaroineecss TeM, YTO KETyAOYHO-KUIIEYHOE
pPaccTpONCTBO BIOPAHO U3 TPYIIIBI, COCTOSIIEH U3 racTpod3odarealibHOl pedIIOKCHON O0Ie3HU
(I'9PB), GyHKIMOHANBHOW IUCHETNICUU WIH (DYHKIIMOHAJIBHOTO HAPYILIEHUsT MOTOPHKH, Mapes3a
KeNyaKa, AP TUYECKOH HETPOXOANMOCTH KUIIEYHHKA, MOCJIeOnepalOHHON
HEMPOXOAUMOCTH KHIIEYHUKA, PBOTBHL, TOLIHOTHI, HM3)KOTH, TCEBIOOOCTPYKIUH KHUIIEYHUKA,
cMHApoMa pasapaxeHHoro kumiednuka (IBS), 3amopa, HenmepeHOCHMOCTH 3SHTEPAIBHOTIO

nutanust (EFI) u 330daruTa.

[0138] Bapuant ocymecrBienuss u3odOperenust [-35. IlpumeHeHme 1O  BapHaHTY
ocymecTBieHus: u3ooperenus [-34, otnuyaromeecst Tem, uro [ OPb mpencrasisier codoit [ OPB,

PE3UCTEHTHYIO K HHTHOUTOpaM MpoToHHOM nomriel (PPI).

[0139] Bapuant ocymecrBienuss u3o0Operenust 1-36. IlpumeHeHWe 1O  BapHaHTY
ocyIecTBIieHUs: u3o0perenus [-34, oTinyaromeecst TeM, 4TO 3amop MpeacTaBisieT coOoit 3arop,
BbiBaHHbI ommatamu (OIC), xponmueckuii wumuomartwdeckuii 3amop (CIC) wmm 3amop,
CBSI3aHHBIN C TUIIOM 3a10pa ¢ CHHAPOMOM pasapakeHHoro kumednuka (IBSc).
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[0140] Bapuant ocymecrBienuss u3ooOperenust [-37. IlpumeHeHme 1O  BapHUaHTY
ocymectsierns n3odpererns [-34, ornuuaromeecs TeM, YTO 330(aruT SIBISIETCS 3PO3HUBHBIM

s3odarutom (EE) nnu s03unodpuneasM 330¢harutom (EoE).

[0141] Bapuant ocymectBienuss u3ooOperenust 1-38. IlpumeneHme 1O  BapuaHTy
ocymectsienus: m3ooperennst [-34, ornmyaromeecs teM, uto IBS mpencraensier coboi Tumn

CHHIpPOMa pa3ApakeHHOro KUIIeyHKa ¢ 3anopom (IBSc).

[0142] Bapuant ocymectBienuss u3ooOperenust 1-39. IlpumeneHme 1O  BapHUaHTy
ocyuiecTBleHus n3o0perenus [-34, ornuuaroineecs TeM, 4TO racTponapes NpeacTaBisieT coOoi

nuadeTudyeckuil racTponapes Wi UAHONMATHYECKUH, Wi (PyHKIIMOHAIBHBIN racTporapes.

[0143] Bapuant ocymectBienuss usooOperenust 1-40. IlpumeHeHume 1O  BapuUaHTY
ocymiecTiieHus: n3ooperenus 1-32 umm 1-33, orTnuyarorneecst TeM, YTO JKEJyJOYHO-KHLIEYHOE
paccTpoiicTBO BBIOpaHO M3 Tpymmbl, coctosueii u3 ['DPB, pesucreHTHONH K HHrHOMUTOpaM
nporonHoli momnbl (PPI), pBoTel, ractpomapesa, 3amopa, Bbi3BaHHOro omuaramu (OIC),
xpoHuyeckoro uauonaruueckoro 3amnopa (CIC), sposusHoro 330¢arura (EE), 303uH0pUIBHOTO
a3odaruta (EoE), ¢ynkumonanshoit nucnencuu (FD) wimu QyHKUMOHAIBHOTO HApYLICHHUS
motopuku (FMD), kuieuHol nceBIoOOCTPYKIMH, TUIIA CHHAPOMA Pa3APaskeHHOrO KUIIEUHUKA
¢ 3anmopom (IBSc), HenepeHocumocTu sHTepanbHoro nutanus (EFI) u mocneonepaiinoHHOMN

KHMIIEYHON HENPOXOJUMOCTH.

[0144] Bapuant ocymectBienuss u3obOperenust [-41. IlpumeHeHme 1O  BapHaHTY
ocymectBieHus: n3ooperenus [-32 unum [-33, oTnmuarorneecss TeM, YTO KENyAOYHO-KUIIEYHOE
paccTpONCTBO BBIOPAHO W3 TPYNMbL, COCTOSIIEH W3 MOCIEONEPALMOHHON  KHUIIEYHOU
HEMPOXOAUMOCTH, XPOHUYECKOH MacTOMITHON TETaHHUH, 3a10pa, MErakoJOHa, racTPHTa, 3acTOs

KEITYAOUHO-KHUIIEYHOI'O TpaKTa U I[G(I)GKTa OMOPOKHEHUA CbhIUyTa.

[0145] Bapuant ocymecrtBieHuss u3oOperenust [-42. IlpumMeHeHHe TIO  BapHaHTY
ocymecTBiieHnss n3o0perenust 1-41, oTnuyaromeecss TeM, YTO TaCTPHUT TPENCTABISET COOOU

arpopUIeCcKHil raCTPHT.

[0146] Bapuant ocymectBinenus uzoOperenus [-43. CoenuHeHue UIi TPUMEHEHHUS JUIS
YIAYYIIEHNUST MOTOPHKH JKETyJAOYHO-KHIIEYHOTO TPaKTa y CyOBEKTa, HY)KTAIOIIErocsi B 3TOM,
MpUYeM COeIMHEHUE MpencTapisieT codoit Tpuruaparayo gopmy (3S,4R,3'R)-6-[4-(4-amuu0-5-
XJIOP-2-MeTOKCUOSH30MIIAMUHO )-3 -METOKCUITHIIE PUANH- | -HJT |TeKCaHOBOM KHCJIOTBI 1-
a3a0nnuKI0[2.2.2]okT-3'-1IoBoro 3¢upa TUrHIAPOXJIOPUIHON COJH.
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[0147] Bapuant ocymectBienuss uzodOperenust 1-44. CoenuHeHue nAMs TPUMEHEHHS IO
BapUAHTY OCYIIECTBJIEHUs N300peTeHus [-43, oTnnyaromeecs: TeM, 4TO CyOBeKT, HY KIAFOIUNCS

B OTOM, CTPAAACT KEJITY JOUHO-KUIICYHbBIM paCCTpOﬁCTBOM.

[0148] Bapuant ocymecrenenus uzodperenus [-45. CoenuHeHne I JIEUEHUS SKETYIOYHO-
KUIIEYHOTO pacCTPOHCTBA Yy CyObeKTa, HYXXAAOIETrocs B OSTOM, IPUYEM COEJUHEHHE
npeacrasisier  coboit  Tpurmapatayro  ¢opmy  (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIAMUHO )-3-MEeTOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-

a3a0nukiI0[2.2.2]okt-3'-unoBoro 3¢upa TUrHIpOXJIOPUIHON COJIH.

[0149] Bapuant ocymectBienuss uzoOperenust 1-46. CoenuHeHue Ans TPUMEHEHUS IO
BapUaHTy ocyliecTsieHus usodperenus [-44 wnu 1-45, ornuuaromeecs: TeM, YTO KEJyIOYHO-
KUIIEYHOE pPACCTPOHCTBO BBIOPAHO M3 TPYMIbL, COCTOSIIEH W3 racTpodsodareabHOM
pedmokcHoit  Oonesnun (I'OPB), ¢yHKkIMOHATBPHOW aAucrencuu WM (YHKIHOHAJIBHOTO
HApyIIE€HUsT MOTOPHUKHM, Mape3a >XKelyaka, MNapaJuTHUYeCKON HEeNpPOXOAUMOCTH KHULICYHUKA,
MOCJEONEPALMOHHON ~ HENPOXOAMMOCTH  KHUIIEYHUKA,  PBOTHL,  TOLIHOTBL,  H3KOIH,
NICEBAOOOCTPYKIMM KHUINEYHHKA, CHHApPOMa pasapaxxeHHoro kumeuynuka (IBS), 3amopa,

HenepeHocuMocTy sHTepaiabHoro nuranus (EFI) u s3odarura.

[0150] Bapuant ocymectBienusi usobOperenust [-47. CoenuHeHue ANl TPUMEHEHHS TIO
BapUAHTy OCYyIUeCTBJIeHUs n3o0perenus 1-46, ornuuaromeecs teMm, yro [DOPb mpencrasmiser

coboii 'OPB, pe3ucTeHTHYIO0 K MHHTHOUTOpPaM mpoToHHON nomisl (PPI).

[0151] Bapuant ocymectBienusi usodOperenust 1-48. CoenuHeHue A TPUMEHEHHS IO
BApUAHTy OCYIIECTBJECHUs H300peTeHus [-46, oTimyaromieecs TeM, YTO 3amOp MPEACTaBISIET
coboii 3amop, BeizBaHHbI onuaramu (OIC), xponnueckuit uanonarndeckuii 3anop (CIC) wmm

3amop, CBSI3aHHBIN C THIIOM 3a1opa ¢ CHHIPOMOM pa3apaskeHHOro kumnedHuka (IBSc).

[0152] Bapuant ocymecteinenuss uszobperenus: [-49. CoenuHeHue miss NPUMEHEHHUs TIO
BApPHAHTy OCYIIECTBIIEHUs m300pereHus: [-46, oTnudaromieecss TeM, 4TO 330(aruT SBISETCS

spo3uBHbIM 330¢arurom (EE) nnu s03unopunbEbM 330¢arutom (EoE).

[0153] Bapuant ocymectBienuss uzodperenust 1-50. CoenuHeHue nAMs TPUMEHEHHS I1O
BapUAHTy OCyLIeCTBIeHHs n3odperenus 1-46, otnnyaromeecs tem, uto IBS npencrasnser coboit

TUI CHHAPOMA Pa3IpaXEHHOTO KHIIevyHnKa ¢ 3armopom (IBSc).
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[0154] Bapuant ocymectBienuss uzodperenust 1-51. CoenuHeHue nans TPUMEHEHHS IO
BApUAHTy OCYLIECTBIeHUs wu3o0pereHus [-46, oTinyaromeecs TeM, 9YTO TacTpPOrMapes
npencrasisier  coboif  nuabeTwueckuii  racTpomape3  WIM - MAWONMATHYECKUH,  WIH

(yHKUNOHATIBHBIN racTporapes.

[0155] Bapuant ocymectBienuss uzoOperenust [-52. CoenuHeHue nAns TPUMEHEHHS IIO
BapUaHTy ocyliecTsieHus usoOpereHus [-44 wnu [-45, oTnmuaromeecs: TeM, YTO JKEJyI0YHO-
KUIIEYHOE pPacCTpOicTBO BbIOpaHO U3 rpymmbl, cocrosimeil u3 I'OPb, pesucrentHol k
uHruburopam npororHoit momne! (PPI), pBoThl, racrpomnapesa, 3amnopa, BI3BAHHOTO OMUATAMHU
(OIC), xponumueckoro wumumonarudeckoro 3amopa (CIC), sposuBnoro s3odarura (EE),
so3uHOmbHOTO 330¢arura (EoE), pynknuonansHoii aucnerncuu (FD) win GyHKIHMOHATBHOTO
HapyuieHuss Mmotopuku (FMD), kuineuHol 1nceBaooOCTPYKIMH, TUIIA CHHIPOMA Pa3ipaskeHHOTO
kumeyHnka c¢ 3anopom (IBSc), HemepeHocumocTu oHrepanbHoro mnuranus (EFI) wu

HIOCJIEOTIEPAIIMOHHON KUIIEYHOH HEMPOXOAMMOCTH.

[0156] Bapuant ocymectBienus usodperenust 1-53. CoenuHeHue 1y TPUMEHEHHS IO
BApUAHTY ocyluecTBieHus m3obperenus 1-44 wnm [-45, ornuuaromeecss TeM, YTO JKeJyIOYHO-
KHIIEYHOE PACCTPOMCTBO BBHIOPAHO M3 TPYIIIBI, COCTOSIICH W3 MOCICONEPALHOHHON KUILIEYHON
HETIPOXOJUMOCTH, XPOHUYECKOHW MacTOMIIHON TeTaHWHM, 3aI0pa, MErakoJIOHA, racTPUTA, 3aCTOs

KEITYyAOUYHO-KHUIONCYHOI'O TpaKkTa U L[e(beKTa OIOPOXKHEHUA CbhIYyTa.

[0157] Bapuant ocymectBienusi usodOperenust 1-54. CoenuHeHue Al TPUMEHEHHS IO
BapUAHTY OCYyINeCTBiIeHUs1 n3obperenus [-53, oTnmyaromeecs TeM, YTO TacTPUT MPEACTABISAET

co0oii aTpouUeCcKuil TacTpHT.

[0158] Bapuant ocymectBienusi uzobperenus: [-55. dapmaueBrudeckas KOMIO3UIMUS IS
NPUMEHEHUsT JUIA  VJIYYLICHUS MOTOPUKH JKEJyJIOYHO-KUIIEYHOTO TPaKTa Y CyOBEKTa,
HYKIAIOLIEroCsl B TOM, MpH4YeM (apMaLeBTHUECKAs KOMITO3ULHS COIEPIKHUT TPUTHAPATHYIO
dopmy (3S,4R,3'R)-6-[4-(4-aMHHO-5-XJI0pP-2-METOKCUOEH30MIAMUHO )-3-METOKCHITUTIEPUIHH- | -

W |TeKCAaHOBOW KUCIIOTHI 1-a3abunmkiio[2.2.2]okr-3"-uaoBoro 3¢gupa AUruapOXIOPUIHON COJTH.

[0159] Bapuant ocymectBienusi nzobperenus: [-56. dapmaueBTudeckass KOMIO3UIHUS IS
NPUMEHEHUs 10 BapHAHTY OCYINECTBJICHUS H300pereHust [-55, ornmuaromascs TeMm, 4YTO

CyOBEKT, HY)KIAIOIIHUNCS B 3TOM, CTPAIaeT JKEJTyIOUHO-KHIIEUHBIM PACCTPONCTBOM.

[0160] Bapuant ocymectBieHusi nzobperenus: [-57. dapmaueBTudeckas KOMIO3ULHUS IS
NPUMEHEHHUS TP JIEYEHUH JKEJTyTOYHO-KHIIIEYHOTO PACCTPONCTBA Y CYOBEKTA, HY KIAIOIIErocs B
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STOM, OTJHYAOINASCS TeM, 4TO (papMaleBTHYECKash KOMIIO3HIMUS CONEPIKUT TPUTHIPATHYIO
dopmy (3S,4R,3'R)-6-[4-(4-aMUHO-5-XJI0P-2-METOKCHOEH30MIAMHHO )-3-MEeTOKCUTTUTIEPU TN H- | -

WI|TeKCAaHOBOW KUCIIOTHI 1-a3adunmkiio[2.2.2]okT-3"-uaoBoro 3¢gupa AUruapOXJIOPUIHON COJTH.

[0161] Bapuant ocymectBienus nzobperenuss [-58. dapmauesrudeckas KOMIO3HLIHUS IS
NPUMEHEHHUS IO BAPUAHTY OCYLIeCTBIeHHs n3o0perenus 1-56 wnu [-57, otnuyaromasicst Tem, 4to
JKETYAOYHO-KUIIEYHOE  PacCTPOMCTBO BBIOpaHO u3 TPYIIIBL, cocrosien u3
ractpos3odareanbHoit  pedurokcHoit  Oonesnn (I'OPB), (yHKUIMOHANBHONW AHCMIENICUU  HUTH
(YHKLNOHATIBHOIO HAPYyIIEHHUs] MOTOPHKH, Tape3a JKeIyaKa, MapaIuTHIEeCKON HEPOXOAUMOCTH
KUILIEYHHUKA, MOCJIEONEepPAlMOHHON HENPOXOAUMOCTH KHIIEYHHKA, PBOTHI, TOLIHOTHI, W3KOTH,
NCEeBIOOOCTPYKLMN KHUIIEYHUKA, CHHApPOMa pasapaxkeHHoro kumeuHuka (IBS), 3amopa,

HerepeHocuMocTH 3HTepanbHoro nuranus (EFI) u s3odarura.

[0162] Bapuant ocymectBienus uzobperenus [-59. ®DapmaneBThueckass KOMIIO3ULMS IS
NPUMEHEHHs] IO BapUAHTy OCyIuecTBiIeHus nzodperenus 1-58, ornmuaromascs tem, uyro I'OPb

npexacrasJsier coboii 'OPB, pesucteHTHYIO K MHHTHOUTOpPaM MpoToHHOU nomibl (PPI).

[0163] Bapuant ocymectBienus nuzobperenus [-60. DapmaneBThueckass KOMIO3ULMS IS
NPUMEHEHUs TI0 BapUAHTy OCYIIECTBIIEHHs H300peTeHus 1-58, oTinyaromascs Tem, 4To 3amnop
npexacrasisier coboi 3amop, BbizBaHHBIN onmaramu (OIC), XpOHWYECKUH HIUOMATUYECKUIN

3anop (CIC) unu 3amop, CBA3aHHBIM C THIIOM 3aropa ¢ CHHIPOMOM Pa3pa*KeHHOTO KUIIEYHHKA

(IBSc).

[0164] Bapuant ocymectBienusi uzobperenus [-61. dapmaueBTudeckas KOMIO3ULMUS IS
NPUMEHEHUsI 10 BapHAHTY OCYINECTBJICHUS Hu300pereHust [-58, ornmuaromascs Tem, dYTO

s30(¢aruT sByseTCs 3po3uBHbIM 330(arutom (EE) mn s03unodunbabM 330¢arutom (EoE).

[0165] Bapuant ocymectBienusi nzobperenus: [-62. dapmaueBTudeckas KOMIO3ULMUS IS
NPUMEHEHUsI 110 BapUAHTy OCYLIeCTBIIEHHs m3o0perenus [-58, ormmuaromasicst tem, uyro IBS

npeACcTaBJsieT COOOH THIT CHHAPOMA pa3apaskeHHOro KuIneyHuka ¢ 3arnopom (IBSc).

[0166] Bapuant ocymectBienusi nzobperenus: [-63. dapmaueBTudeckas KOMIO3ULHUS IS
NPUMEHEHUs MO0 BapHAHTY OCYINECTBJICHUS u300pereHust [-58, ornmuaromascs Tem, dYTO
racTpornapes MpeAaCcTaBisieT coOOW MuadeTHUeCKUH TracTpomape3 WM HIUONATHYECKUH, WIN

(YHKUNOHATIBHBIN racTpornapes.
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[0167] Bapuant ocymectBieHuss nzobperenus: [-64. dapmaueBTudeckas KOMIO3ULHUS IS
NPUMEHEHHUS IO BAPUAHTY OCYILIeCTBIeHHs n3o0perenus 1-56 wnu [-57, otnuyaromasicst Tem, 4To
JKEJTyTOYHO-KUIIIEUHOE PACCTPONUCTBO BBIOPAHO W3 IpymIibl, coctosimen u3 [ OPh, pesucreHTHON
K uHruouropam nporoxuoii nommel (PPI), pBoTsl, racrponapesa, 3amopa, BEI3BAHHOTO OITUATAMHU
(OIC), xponmueckoro wuamonarudeckoro 3amopa (CIC), sposmBHOro s3odarura (EE),
so3uHOmbHOTO 330¢arura (EoE), pynknuonansHoi aucnerncuu (FD) win GyHKIHMOHATBHOTO
HapyuieHuss Mmotopuku (FMD), kumneyHol rnceBaooOCTPYKIMH, TUIIA CHHAPOMA Pa3ipaskeHHOTO
kumeyHnka ¢ 3anopoMm (IBSc), HemepeHocumoctu sHrepanbHoro murtaHus (EFI) wu

MOCJIEONEPALIMOHHON KUIIEYHONH HENPOXOAUMOCTH.

[0168] Bapuant ocymectBieHus uzobperenus [-65. dapmaueBTuyeckas KOMIO3ULMUS IS
NPUMEHEHHUs IO BAPUAHTY OCYLIeCTBIeHHs u300perenus 1-56 wnu I-57, otnuyarommasics Tem, 4To
JKEJTYIOUHO-KHUIIEUHOe PACCTPONCTBO BBIOPAHO W3 TPYIIIIBI, COCTOSIIEH U3 MOCIEONepaAMOHHOM
KUIIEYHOW HEMPOXOAMMOCTH, XPOHMYECKOH NAacTOWINHOW TETaHWH, 3amopa, MerakoJioHa,

racTpura, 3aCTos KEJIyAOIHO-KHUIIEYHOTO TpaKTa 1 ,ue(beKTa OMOPOXKHEHMS ChIYyTa.

[0169] Bapuant ocymectBienus uzobperenus [-66. DapmaneBTHueckass KOMIO3ULMS IS
NPUMEHEHHsI 110 BAPHAHTY OCYIUECTBIeHUs n3o0perenus [-65, oTnnyaromascst TemM, 4To raCTpuT

npeacTasisier co0oi arpoduueckuii racTpuT.

[0170] Bapuant ocymectsiaeHuss usobdperenusi 1-67. Crnocod mo moOoMy K3 BapHAHTOB
ocymectBienust u3o0perenuss [-19-1-26, mnpumeHeHne mno JOOOMy M3  BapUAHTOB
ocymectBienust u3odperenusi [-31-1-40, coenuHeHMe sl TPUMEHEHHs TO JIEOOOMY U3
BAapPHAHTOB OCyllecTBiIeHus u3obperenus [-43—1-52, wnu papmaneBTHdYecKass KOMIIO3ULIUS JIJIs
NpUMEHEHHUsT 1O JIo00OMy M3 BAapUAHTOB  OCYINECTBJICHUs u3o0pereHust [-55-1-64,

OTJIIMYAKOIIUECA TEM, YUTO HYX(HaIOLHHfICH B 3TOM CY6"beKT ABJISACTCA YCJIOBEKOM.

[0171] Bapuant ocymectsiaenuss usobperenuss [-68. Crnocod mo mobomMy H3 BapHaHTOB
ocymectsiernst u3odperenust [-19-1-21 umn [-26-1-28, npumeHerne no Jr0O0My U3 BapHAHTOB
ocymecteienus: uzobperenus: [-31-1-33 wmu [-40-1-42, coenwiHeHMe IJIsi TPUMEHEHHUsS IO
ar000OMy W3 BapHaHTOB ocymiecTBieHus wuszodperenus [-43-1-45 wmm  [-52-1-54, wmm
apmMareBTHUECKass KOMIIO3UIUS Uil IPUMEHEHUs! 0 JIIOOOMY M3 BAPHUAHTOB OCYIIECTBIICHUS
uzo0perenust 1-55-1-57 nnn [-64-1-66, oTnuyaromuecst TeM, 4TO HY>KAAOIUNCS B 3TOM CyOBEKT

NpeaCTaBJIACT coboit JKHUBOTHOE, HE ABJIAIOIICECA YCIIOBCKOM.
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[0172] Bapuant ocymectsienus n3odpererus 1-69. Cnocol, mpuMeHeHHne, COeqUHEHNE IS
NpUMeHeHHusT WM (papMmaneBTHUECKass KOMIIO3MLHUS Uil TNPUMEHEHHs [0 BapUaHTy
ocymecTBiieHus: u3oOpereHust [-68, oTnMuaromuecss TeM, 4YTO >KUBOTHOE, HE SIBISIOLICECS
YeJIOBEKOM, TPENCTaBIsAeT COOOH >KBAUHOE >KUBOTHOE, JKUBOTHOE CEMEHCTBa JIOLIAJUHBIX,

KOIIKY, cO0aKy, KPOJIMKA MM MOPCKYIO CBHHKY.

[0173] Bapuanr ocymectsienus nzodpererus 1-70. CnocoO, mpuMeHeHHe, COeqUHEHNE IS
NpUMeHeHHusT Wid  (papmaneBTHUECKass KOMIIO3MLUS Ui TNPUMEHEHHUs [0 BapUaHTy
OCyIIeCTBJIeHHs] u300perenus [-69, oTnnyaromuecs TeM, 4TO KBAYHOE JKUBOTHOE MPEACTABIISET

co0oii OBILy, KOPOBY, sika, OU30Ha wiK OyiiBoa.

[0174] Bapuanr ocymectsienus uzodperenus 1-71. CnocoO, mpuMeHeHHue, COeqUHEHNE IS
NpUMEeHeHUsT Wid  (papmaneBTHUECKass KOMIIO3MLUS Uil TNPUMEHEHUs [0 BapUaHTy
oCyLIeCTBIIeHHs H300peTeHus 1-69, OTIMYaroImuecs: TeM, YTO JKUBOTHOE CEeMENCTBA JIOIIAMHbIX

HpezcTaBIsieT cOOOH JIOMmaab UK OCJa.

[0175] Bapuant ocymectienusi u3odperenuss [-72. Cnoco® mno moOoMy H3 BapHaHTOB
ocymectsieHns n3ooperenus 1-19-1-28 nmm 1-67-1-71, npumeHerue no moOOMy M3 BapUAHTOB
ocymectBinenust uzobperenus [-31-1-42 wnmu [-67-1-71, coenuHeHwe i NPUMEHEHHs IO
ar0OMy W3 BapHaHTOB oOcCyuiecTBieHus u3zo0perenus [-43-1-54 wmm [-67-1-71, wnu
(dapMarieBTHYECKass KOMIIO3UIUS Uil PUMEHEHUs! 1O JIIOOOMY U3 BAPUAHTOB OCYINECTBIICHUS
u3o0perenus [-55-1-71, oTauyaromuecs: TeM, YTO HYXKAAOIUMCS B 3TOM CYOBEKTOM SIBJISIETCS

HOBOPOKIEHHBIM.

[0176] Bapuant ocymectsiaenuss usobdperenusi 1-73. Cnocod mo moOoMy H3 BapHaHTOB
ocymectsiennst uzodperenusi 1-19-1-28 unm [-67-1-72; npuMmeHneHue o JmoOOMy U3 BapUAHTOB
ocymectsienus: uzobperenus: [-31-1-42 wumu [-67-1-72; coenuHeHwWe Ijisi TPUMEHEHUS IO
Jr000OMy W3 BapHAHTOB OCyllecTBieHuss wu3o0Operenuss [-43-1-54 wmu [-67-1-72; wumu
bapmareBTHUeCKass KOMIIO3UIUS Uil PUMEHEHUs! 10 JIIOOOMY U3 BAPHUAHTOB OCYIIECTBIICHUS
m3o0perenust [-55-1-72, ornuuarouiyecs TeMm, 4TO (hapMaLEBTHUECKYIO KOMITO3HLHUI BBOJST

NMapeHTECPAJIBbHO.

[0177] Bapuant ocymectsiaenuss usobperenust [-74. Cnocod mo moOomMy H3 BapHAHTOB
ocymectsiernst u3odperenust [-19-1-28 unmn [-67-1-72; npuMmeHneHue nmo JOOOMy U3 BapUAHTOB
ocymecteienus: uzobperenust [-31-1-42 wumu [-67-1-72; coenwHeHwWe Il TPUMEHEHHUS IO

ar000OMy W3 BapHAHTOB oOCyllecTBieHuss wu3o0perenuss [-43-1-54 wmm [-67-1-72; wnmu
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bapmaneBTHUeCKass KOMIIO3ULUS Uil IPUMEHEHUs! 10 JIIOOOMY M3 BAPHUAHTOB OCYIIECTBIICHUS
u3o0perenust [-55-1-72, ornuyaromimecs TeM, 4TO (PapMaLEBTHUECKYIO KOMITO3HLUIO BBOJST

HIEPOPAIIBHO.

[0178] Bapuant ocymectsiaenus usobperenust [-75. Cnocod mo mobomMy H3 BapHaHTOB
ocymectsienust uzodperenus [-19-1-28 unm [-67-1-72; npuMmeneHue mo moOOMy M3 BapUAHTOB
ocymectsienus: uzobperenust [-31-1-42 wumu [-67-1-72; coepmHeHwWe sl NPUMEHEHHUS I10
ar000My W3  BapHAHTOB oOcyulecTBieHuss wu3oOperenuss [-43-1-54 wmu [-67-1-72; wumm
bapmareBTHUeCKass KOMIIO3UIUS Uil IPUMEHEHUs! 0 JIFOOOMY M3 BapHUAHTOB OCYIIECTBJICHUS
uso0perenust [-55-1-72, ornuyaromimecs TeM, 4TO (PapMaLEBTHUECKYIO KOMITO3HLUIO BBOJST

yepes JKely JOYHBIN 30H.

[0179] Bapuant ocymectienus usodperenust [-76. Crnocob® mno moOoMy H3 BapHaHTOB
ocymectsyienns n3odperenus I-19-1-30 wm [-67-1-75; npumeneHue no moOOMy M3 BapUAHTOB
ocymectBienust uzobperenus [-31-1-42 wnu [-67-1-75; coenuHeHWe UIsi TMPUMEHEHHs IO
ao00My W3 BapUaHTOB ocyuecTBieHuss u3ooperenuss [-43-1-54 wmm  [-67-1-75; wm
(apmarieBTHUECKas KOMIO3UIMS Ul MPUMEHEHUs 1O JF0OOMY M3 BapUAHTOB OCYIIECTBIICHUS
mobperenust 1-55-1-75, omnmyaromumecss TeM, 4YTO TpUrHapatHas ¢opmMa HAXOOUTCS B
KPHUCTAJUTHUECKOH (opMe, U TIPU STOM KpucTammyeckast popma umeer nuku nPCA 2-teta (26)

npu 7,74 + 0,5° 1 20,95 + 0,5°.

[0180] Bapuant ocymectBinenus n3odOperenus 1-77. Kommosuuusi, yBequuuBaromas o0béM
KUIIEYHOTO CONEP’KUMOro, Mo JIOOOMY M3 BapHUaHTOB OCyluecTBieHus nzobperenus [-1-1-7;
Wiy papMarieBTUIeCcKast KOMIO3HULUS 1O JTIF0OOMY M3 BAPUAHTOB OCYLIECTBIIEHHs U300peTenus I-
8-1-14; nnm nosupoBaHHas (opMa MO BapUAHTy OCyIIeCTBiIeHUs n3oOperenus 1-15 wmm 1-16;
WM Ha0Op MO BapuaHTy ocyuiecTsieHus uzodperenus 1-17 umm 1-18; umm cnocod mo modomy
U3 BapuaHTOB ocyuiectieHus uzodperenust [-19-1-30 wmm [-67-1-76; unm npumeHeHune 1O
JTF0OOMY M3 BapuaHTOB ocyinecTBiaeHus uzodperenus [-31-1-42 unu [-67-1-76; wnu coennHeHue
IUTS IPUMEHEHMSI 110 JTI0OOMY M3 BapHAHTOB OcyInecTBiieHus: n3odperenus 1-43—1-54 v [-67-1-
76, wnu (QapmaneBTUYECKas KOMITO3UIMSA JJIsi TNMPUMEHEHHs 10 JI0O0OMy W3 BapHAHTOB
ocymectBienns u3o0perenus [-55-1-76, ornuuaromuecst TeM, 4YTO TpUruaparHas (opma
HAXOIUTCS B KPUCTAJUIMYECKOH (hopMe, U MpH 3TOM KpucTajuindeckas Gopma umeer dojee uem
50% oTHOCUTENPHYI0 HHTEHCHUBHOCTh muka 2-teta (20) mPCA mpu 7,74° £ 0,5°, u 100%

OTHOCHTENIbHYIO HHTEHCUBHOCTD nHKa 2-teta (20) nPCA npu 20,95° + 0,5°.
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[0181] Bapuant ocymectBienust uzodperenust [-78. Kommnosumus, yesenuduBaromas o0béM
KUIIEYHOTO COAEPIKIMOTO, 10 JIIOOOMY M3 BAPUAHTOB OCYINECTBIeHUs n3ooperenus I-1-1-7
I-77, wnmn QapmaneBTudeckass KOMIIO3ULMS IO JIOOOMY M3 BAapHUAHTOB OCYIIECTBIICHHUS
uso0perenns 1-8—1-14 nnm 1-77; wnu no3uposanHas popmaast popma no J0OOMYy U3 BApUAHTOB
ocymecteinerans nsooperenust 1-15, I-16 nmm 1-77; unm HaOop mo moOOMy W3 BapHUaHTOB
ocymecteienans nuzobperenus 1-17, 1-18 wmum I-77, wnm cnoco0d mo moOoMy M3 BapHUaHTOB
ocymecteieans uzobperenus 1-19-1-30 umm 1-67-1-77, unu npumeHenune mo moOomy u3
BapHaHTOB ocymecTsiaeHus: m3ooperenuss [-31-1-42 wmu [-67-1-77, wnm coenuHeHue st
MPUMEHEHUs 110 JII0OOMY U3 BapUaHTOB ocyinectsieHus uzodperenns [-43-1-54 umm [-67-1-77;
win  (papmaneBTuyeckas KOMIIO3ULUS Ui TNpPUMeHeHus no Jjrobomy u3 mm. [-55-1-77,
OTJIMYAIOINUECS TEM, YTO TPUTHIpaTHas (opMa HAXOMUTCA B KpHUCTaUTHMUeCKoW (opme, U mpu
STOM KpHCTajuindeckas Gopma mmeer nsa wiu Oojee muka 2-teta (20) nPCA, BriOpaHHBIX W3
rpynnel, cocrosmen uz 10,3° £ 0,2°, 13,6° + 0,2°, 14,8° + 0,2°, 15,0° £ 0,2°, 15,4° £ 0,2°, 17,5°
+0,2°, 18,3° £ 0,2°, 18,6° £ 0,2°, 19,2° £ 0,2°, 21,3° £ 0,2°, 22,0° £ 0,2°, 23,6° £ 0,2°, 24,3° +
0,2°, 25,2° £ 0,2°, 26,0° + 0,2°, 27,2° £ 0,2°, 30,1° £ 0,2°, 32,4° +£ 0,2°, 33,4° £ 0,2°, 38,2° +
0,2° n 39,4° + 0,2°.

[0182] Bapuant ocyuectienus usodperenus 1-79. Kommosuuusi, yBequuuBaromas o0béM
KHIIEYHOTO COAEPIKUMOTO, MO JI0OOMY U3 BapUAHTOB OCylnecTBieHus: n3odperenus [-1-1-7, I-
77 wim 1-78; nmm papmaueBTHYeCKas KOMIO3HMLMS MO JFOOOMY M3 BapUAHTOB OCYINECTBIICHUS
m3obperenust 1-8-1-14, 1-77 wnu 1[-78; unu nosupoBanHas ¢opma Mo JOOOMY M3 BapHUAHTOB
ocymectBienns n3odpererns 1-15, 1-16, [-77 umu 1-78; win HaGop mo nr0OOMY M3 BapUAHTOB
ocymectsienus nzooperenus 1-17, 1-18, 1-77 unm [-78; wnu cocob mo nrobomMy U3 BapUAHTOB
ocymectsienns uzobperenuss [-19-1-30 wmmm 1-67-1-78; wnm npumeHenne mo groOomy u3
BAapHAHTOB ocyinecTBiaeHus: n3ooperenus [-31-1-42 wmu [-67-1-78; wnm coenuHeHue st
NMPUMEHEHUs 110 JII0OOMY U3 BapUAHTOB ocyiiecTBieHus uzodperenus [-43-1-54 umn [-67-1-78;
win  (apmaneBTuyeckas KOMIIO3ULUS Uil TpPUMEeHeHuss mno Jrobomy u3 mm  [-55-1-78,
OTJIIMYAIOINNECS] TEM, YTO TPHUTHIApaTHas (popMa HAXOMUTCA B KPHCTAJUTMUECKOW (opme, U mpu
3TOM KpHCTajutnueckas ¢popma uMeer asa mwin Oonee nuka 2-teta (20) mPCA npu 7,6°+0,2° u

20,7°+0,2°.

[0183] Bapuant ocymectnenuss n3odperenus 1-80. Kommosunusi, yBenuuuBaromas o0ObéM
KUIIEYHOTO COZAEPKUMOro, (hapmaneBTHYecKass KOMIIO3WLMS, AO3UpOoBaHHas ¢opma, Hadop,
Croco0, MPUMEHEHUe, COSANHEHNE ISl IPUMEHEHHUs I (papMarieBTUYeCcKast KOMITO3HLHUS ISt

NPUMEHEHHUS TI0 BApUAHTy OCYIIECTBJICHUs n3o0pereHus [-79, oTnnyaromuecst TeM, 4TO MUK 2-
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teta (20) nPCA 7,6° + 0,2° uMeeT OTHOCUTENIbHYIO MHTEHCHBHOCTb Ooyiee 50%, a muk 2-Tera

(20) nPCA 20,7° + 0,2° nMeeT OTHOCUTENbHYIO HHTEHCUBHOCTE 100%.

[0184] Bapuant ocymectnerus n3odperenus 1-81. Kommosunus, ysenuuuBaromas o0ObéM
KUIIEYHOTO COZEP’KUMOro, (hapmaneBTHYeCKass KOMIIO3WLMS, AO3UpOoBaHHast ¢opma, Hadop,
Croco0, MPUMEHEHUe, COSANHEHNE ISl IPUMEHEHHUs WK (papMarieBTUIecKasi KOMIIO3HIUS ISt
NPUMEHEHUs] TI0 BapUaHTy ocyliecTBiaeHus nzodperenus 1-79 mmm 1-80, ornuuarommecs Tew,
YTO KpUCTALUTNUECKass (popMa IOMONHUTENBbHO MMeeT Ba uiu Oonee nuka 2-tera (20) nPCA,
BbIOpaHHBIX U3 rpynmbl, cocrosimen u3 10,3° £ 0,2°, 13,6° + 0,2°, 14,8° + 0,2°, 15,0° + 0,2°,
15,4° + 0,2°, 17,5° + 0,2°, 18,3° + 0,2°, 18,6° £ 0,2°, 19,2° £ 0,2°, 21,3° £ 0,2°, 22,0° + 0,2°
23,6° £ 0,2°, 24,3° £ 0,2°, 25,2° + 0,2°, 26,0° £ 0,2°, 27,2° + 0,2°, 30,1° + 0,2°, 32.4° £ 0,2°,
33,4°+0,2°,38,2° £ 0,2° u 39,4° + 0,2°.

[0185] Bapuant ocymectBienust usodperenust 1-82. Kommnosunus, ysenmuuuBaromas o0beémM
KUIIEYHOTO COAEPIKUMOTO, 10 JIF0OOMY M3 BAPHAHTOB OcyLiecTBiIeHus n3o0perenus [-1-1-7 wmn
[-77-1-81; unu ¢apmaueBTHUECKass KOMIO3ULMS MO JIOOOMY M3 BapHaHTOB OCYILIECTBICHUS
m3obperenust 1-8-1-14 wmmm 1-77-1-81; wnm nosupoBanHast ¢gopma nmo moOOMy U3 BapHUAHTOB
ocyuectBienus n3ooperenus 1-15, 1-16 wnu 1-77-1-81; unu Habop no mr0OOMYy M3 BapUAHTOB
ocymectBienus: uoodperenust [-17, 1-18 wmm [-77-1-81; cnoco® mo n0OOMy M3 BapUAHTOB
ocymectBienns uzobperenus [-19-1-30 wumm [-67-1-81; mnm npumeHenwe mo groOomy u3
BapUAHTOB ocyuecTsieHus uzoOperenus [-31-1-42 wmu [-67-1-81;, umm coepmHeHue aust
NPUMEHEHHUs 10 JF0OOMY M3 BaAPHAHTOB OcylecTBieHus: nzobperenus [-43—1-54 wnu [-67-1-81;
win  ¢dapMaleBTHYECKass KOMIIO3ULUS JJisl TPUMEHEHUsT 1o JIoOOMy W3 BapUaHTOB

ocymectBieHus  uzobperenust [-55-1-81, ornuyaromumecs TeM, YTO  KOMITO3HIIUS,

2
YBCIIMYHUBAKOIIAA O6’béM KHUIIESYHOTI' O COOCPIKUMOTO, (bapMaL[eBTI/ILIeCKa}I KOMITIO3UI1s,
no3upoBaHHasi hopma, HAOOp HITH JIEKAPCTBEHHOE CPEACTBO COMIEpPKAT MeHee ueM okoyio 6000

Y./MJIH. OPTaHUYECKOTO PACTBOPUTEIS.

[0186] Bapuant ocymectBnenus m3odperenus 1-83. Kommosunus, yBenuuuBaromas o0b&éM
KUIIEYHOTO COIEPIKMMOT0, WJIU (papMarneBTH4YecKasi KOMITO3HMIMS, WM JAO3UPOBaHHas (opma,
Wi Ha0oOp, WM Crnocod, WIM COEAMHEHWE Uil TPUMEHEHUs, WiIH (papMaLeBTHUECKas
KOMITO3ULIVSI IJIs1 TPUMEHEHHSI 110 BAPUAHTY OCYINECTBIeHUs n3obperenus [-82, ornmuarommecs
TEM, YTO KOMITO3ULIUS, YBEIUINBAOIIAS O0BbEM KHUILIEUHOTO COAEP’KUMOro, (papMarneBTuiecKast
KOMITO3ULMSI, TO3UpOBaHHas (popma, HAOOp MITH JIEKAPCTBEHHOE CPENCTBO COAEPIKUT MEHEE UeM
okosio 5000 u./mnH., MmeHee yeM okoio 4000 u./miH., MmeHee YeM okoio 3000 4./MJIH. WK MeHee

yeM 0k0J10 2000 4./MJTH. OpraHU4eCKOr0 PaCTBOPHTEIS.
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[0187] Bapuant ocymectnenus nsodperenus 1-84. Kommosunus, yBenuuuBaromas o0ObéM
KUIIEYHOTO COAEPIKMMOT0, WJIM (papManeBTU4ecKasi KOMITO3UIMS, WM AO3UPOBaHHas (Gopma,
Wi Ha0oOp, WM CrIoco0, WM COeAMHEHWE Uil TPUMEHEHUs, WiH (dapMaleBTHUECKas
KOMITO3ULIMS Uil TIPUMEHEHHUS] 10 BapHaHTy oOcylecTBieHus: nzobperenus 1-82 wmmm I-83,
OTJIMYAIOIINECS] TeM, YTO OPTaHWYECKUH pacTBOpHUTENb comepkuT omawH wuiu Oomnee C1-Cg

CIIUPTOB.

[0188] Bapuanr ocymectBinenus usodperenus 1-85. Kommosunus, ysenuuuparomas o0ObéM
KUIIEYHOTO COAEPKUMOTro, WM (papManeBTUdeckas KOMIIO3HMIMS, WM AO3UPOBaHHas (Gopma,
Wi Halop, WM CIOco0, WM COeAMHEHWE Uil TNPUMEHEHHUs, WM (apMaLeBTHUECKas
KOMITO3ULIMSL JUIsl IPUMEHEHUS 110 JII0OOMY M3 BapUaHTOB OCylIecTBIeHUs n3ooperenus [-82-I-
84, oTnuyaroLuecs: TeM, 4TO OPraHUYECKUNM PACTBOPUTEINb COAECPIKUT 3TAHOJI, H-TIPONAHOJN HUIIN

U30IIPOIIAHOJI, HIIN UX KOM6I/IHaI_II/IIO.

[0189] Bapuant ocymectBienust usodperenust 1-86. Kommnosunus, ysenmuuuBaromas o0béM
KUIIEYHOTO COAEP’KUMOro, WM (papMaleBTHYECKass KOMIIO3MLMS, WM IO3UpOBaHHAs (opma,
win HaOop, Winm cnocod, WIM COeAMHEHHWEe Uil TNPHMEHEHHus, Win (apMareBTHIecKast
KOMITIO3HMLIMSL JUIsl TPUMEHEHHsI 1O JII0OOMy M3 BapHAaHTOB OCyLIeCTBIeHHs n3o0perenus [-82—1-

85, OTIMYAroLINECs TEM, UTO OPraHUYECKUN PACTBOPUTEIb COAEPIKUT U3OMPOIAHOI.

[0190] Bapuant ocymecteinenusi uzodperenusi II-1. Crnoco® M3rOTOBIEHHUS TPUTHAPATHOM
dopmb (3S,4R,3'R)-6-[4-(4-aMHHO-5-XJI0DP-2-METOKCUOESH30MIAMUHO )-3-METOKCHITUTIEPUHH- | -
WI|TeKCAaHOBOU KHUCIOTHI 1-a3a0uiukiio[2.2.2]okT-3'-unoBoro 3dupa AUrHAPOXJIOPUTHON COJH,

UMEOLIeH Ceny oy Gopmyiy:

@)
0

HN (|) ~ 2HCI.3H,0

BKJTFOUQOII MM

(a) oobenuaenne cobomHoro ocHoBaHus (3S,4R,3'R)-60-[4-(4-amuHO-5-x510p-2-
METOKCHOEH30MIAMHHO )-3-METOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCIIOTBI 1-
azabunmkio[2.2. 2]okr-3'-unoBoro  3pupa €  OPraHUYECKUM  PACTBOPUTENEM  C

o0pa3oBaHHEM CMECH,
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(b) noBenenmne pH cmecu no 3HaueHus ot 3,5 10 4,5 myTem n00aBICHHS COJISTHOM

KUCJIOTHI,
(c) nepemermBaHNe cMecH 10 OOPa30BAHUS OCAIKA,
(d) BeimeneHue ocagka ¢ 0Opa30BaHUEM BBIIEIEHHOTO OCAIKA;, a TAKIKe

(e) cymika BBIIEJICHHOTO OCaJKa IMOJ TMOHMKEHHOM JAaBJICHUU IO TEX TOp, MOKa
cozep;kaHue BoAbpl He pocturHer ot 6,5% wmacc. no 10% wmacc., ¢ mnoaydeHHEM
tpuruapataoit gopmsel (3S,4R,3'R)-6-[4-(4-amMuHO-5-X110p-2-METOKCUOEH30UIIAMUHO)-3 -
METOKCHUITUITEPUANH- | -UJT|[FTeKCAHOBOM  KUCJIOTHI  1-a3a0umukJiof2.2.2]okT-3'-1iIoBoro

s¢upa TUrUIPOXIOPUIHON COJH.

[0191] Bapuanr ocymecrenenus nzobpereHus II-2. Croco®d mo BapuaHTy OCYIIECTBIIEHHUS
nuso0perenus II-1, oTnmyarouuiics TeMm, 4TO BBIAENEHHBIH OCAJOK CyIIAT MPU TOHMKEHHOM
JABJIEHUU 110 TEX IOD, MOKa COAEPIKaHME OPTaHUYECKOrO PAaCTBOPUTENS HE CTAHET MEHEE 4YeM

0k0J10 6000 u./MuTH.

[0192] Bapuant ocymectBienust usobperenuss II-3. Croco0 BapuaHTa OCYIIECTBIECHUS
m3oOperenust 1I-1 wmm II-2, oTnuuaromuiics TeM, 4TO OPraHUYECKUIl PaCTBOPUTENb COIEPIKUT

OIWH UK OOJiee CITUPTOB.

[0193] Bapuant ocymecrBienusi uzobperenus [I-4. Crnocod mo noOoMy u3 BapHaHTOB
ocymectBienust nzodperenusi 1I-1-11-3, oTnuyaromuiicss TemM, YTO OPraHMYECKHI PacTBOPUTEIDb

COOEPNKUT STAHOJI, H-TIIPONAHOJ UJIM U30IIPOITIaHOJ UJTU UX KOM6I/IHaL[I/HO.

[0194] Bapuant ocymectBienusi uzodperenus 1I-5. Crnocod mo nmoOoMmy M3 BapHaHTOB
ocymectBiennst nzodperenus 1I-1-11-4, oTnuyaromuiicss TemM, YTO OPraHMYECKHI PacTBOPUTEID

COZIEPIKHUT U3OMPOMAHOJ.

[0195] Bapuant ocymecteienusi m3odperenuss 1I-6. Crnocod mo mroOoMy U3 BapHaHTOB
ocymectBienus: usodperenus: II-1-11-5, ornuyarommiics TeM, 4YTO CBOOOAHOE OCHOBaHUE

O0BEANHSIOT C BOAOH U OPraHUYECKUM PACTBOPUTENIEM ¢ 0Opa3oBaHHEM CMECH.

[0196] Bapuant ocymecteienuss m3odperenuss 1I-7. Cmocod mo moOoMy U3 BapHaHTOB
ocymecteinennst mnzobperenus II-1-11-6, oTnmyaromuiics TeMm, 4YTO CBOOOJHOE OCHOBAaHHE
OOBEIUHSIOT C BOIOH U OPraHUYECKUM PAaCTBOPHUTENIEM C OOpa3OBaHHEM CMECH, IIPU 3TOM BOAA
NPUCYTCTBYET B CMECH B KOJM4YecTBE OT okoio 5% 1o okono 15% macc. OTHOCHUTENbHO

OpPraHUYeCKOrO PaCTBOPUTEIS.
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[0197] Bapuant ocymectBienusi m3odperenuss 1I-8. Cmocod mo moOoMmy u3 BapHaHTOB
ocymectsierns nsooperenns 1I-1-11-7, oTnugaromuiics: TeM, YTO OPraHUYECKH PACTBOPUTENb,

0OBEIMHEHHBIN CO CBOOOIHBIM OCHOBAHHEM, COIEPKUT ONIUH WA OOJiee CITUPTOB.

[0198] Bapuantr ocymecteienuss m3odperenuss 1I-9. Cmocod mo smoOoMmy u3 BapHaHTOB
ocymectsierns nsooperenus 1I-1-11-8, oTnugaromuiicss TeM, YTO OPraHUYECKH PACTBOPUTENb,

O00BEIMHEHHBIH CO CBOOOIHBIM OCHOBAaHUEM, COAEPKUT onuH miu donee C1-Cg criupTos.

[0199] Bapuantr ocywmecrienus uzobperenus 1I-10. Crmoco6 mo mobOomy u3 BapHaHTOB
ocymectsierns nsooperenus 1I-1-11-9, otnugaromuiicss TeM, YTO OPraHUYECKHH PaCTBOPUTEND,

OOBETUHEHHBIH CO CBOOOIHBIM OCHOBAHHEM, COIEPKUT U30MPOIAHOI.

[0200] Bapuantr ocyuectBienuss uszobperenust II-11. Crmoco6 mo moOomy U3 BapHaHTOB
ocyuectBienus uzodperenust [I-1-11-10, oTaMyarOUIACS TE€M, YTO BbIIEJIECHHBIN OCAOK CyIIaT

IpU TIOHM>KEHHOM JIaBJIeHUU U Temneparype ot okojio 20 °C no okono 60 °C.

[0201] Bapuant ocymecteineHus usodperenus: [I-12. Crnoco® mo moOoMy M3 BapHaHTOB
ocyuectBienus uzodperenust [I-1-11-11, oTauyaromuiicss TeM, YTO BBIIEJICHHBIH OCAIOK CyIIaT

IIPY OHUKEHHOM JIaBJIEHUH B TEUEHHE OT OKOJIO 3 4acoB 10 OKOJIO 12 4acos.

[0202] Bapuant ocyuiectBienuss uszobperenusi [I-13. Crnocob6 mo moOomy U3 BapHaHTOB
ocyectBiieHus: uzooperenus 11-1-11-12, oTnUYarOIIUICS TEM, YTO BbIIEJIEHHBIA OCAJOK CyIIaT
NpU MOHMKEHHOM JaBJIEHUU NpU Temnepatype oT okoso 25 °C mo okono 35 °C, 3arem mnpu
temmnepatype ot okojio 30 °C mo okono 45 °C, 3arem npu Temmnepatype oT okojo 30 °C mo

okouio 50 °C, a 3aTteM mpu Temneparype ot okoso 30 °C go okono 55 °C.

[0203] Bapuant ocyuiectBienuss uszobperenusi [I-14. Crnocobd mo moOomy U3 BapHaHTOB
ocymectBieHus: uzooperenus I1-1-11-13, oTnuyarOIMiiCs TeM, YTO BbIIEJISHHBIA OCAJOK CyIIaT
IpU MOHMKEHHOM JaBJIEHUU IpU TemnepaType oT okono 25 °C nmo okono 35 °C, 3arem npu
temmnepatype ot okojio 35 °C mo okono 45 °C, 3arem mpu Temmnepatype oT okojo 40 °C mo

okouio 50 °C, a 3aTeM mipu Temneparype ot okoso 45 °C go okono 55 °C.

[0204] Bapuant ocyumectBienuss uszobperenusi II-15. Crmocobd mo mobomy U3 BapHaHTOB
ocymectsieHus: uzooperenus 11-1-11-14, oTnuyaromuiicss TeM, YTO BbIIEJICHHBIA OCAJOK CyIIaT
IpU NOHMKEHHOM JIaBJIEHUHU U TemnepaTtype oT okojio 25 °C no okono 35 °C B TeueHue okoJjo
0,5 mo okono 2,5 yacos; 3aTem npu temnepatype ot okoso 35 °C no okono 45 °C B TeueHue or

okosno 0,5 no oxono 2,5 yvacos; 3arem npu Temreparype ot okojo 40 °C go okono 50 °C B
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TeueHue ot okojio 0,5 10 okoo 2,5 4acoB; a 3aTeM Mpu TemrepaTrype ot okosio 45 °C 1o okoso

55°C.

[0205] Bapuant ocymectienuss uszobperenusi 1I-16. Crmoco6 mo mobomy u3 BapHaHTOB
ocymectsieHus: uzooperenus 11-1-11-15, oTnuyaromuiicss TeM, 4TO BbIIEJICHHBIA OCAJOK CyIIaT
NpU NOHMKEHHOM JIaBJIEHUHU 10 TeX IOp, NOKa CONEp>KaHUue BOAbI HE TOCTUTHET OT 7,5% Macc.
no 9,0% wmacc. ¢ momydeHueM TtpuruapatHoil ¢opmsl (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIAMUHO )-3-MEeTOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-

a3a0nukiI0[2.2.2]okt-3'-unoBoro 3¢upa TUrHIpOXJIOPUIHON COJIH.

[0206] Bapuantr ocymectBienus uszodbperenusi II-17. Crmoco6 mo mobomy u3 BapHaHTOB
ocymectsienus: nzooperenus II-1-II-16, ornuuaromuiics TeMm, YTO MOHIWKEHHOE IaBJIEHUE

COCTABJISIET OT OKOJIO 20 MM PT. CT. A0 OKOJIO 60 MM PT. CT.

[0207] Bapuant ocyuiectiaenus usobOperenusi 11-18. Crmoco® mo mo0oMy W3 BapHaHTOB
ocymectBienusi uzodperenus: [I-1-1I-17, ornuuarommiicss TeM, YTO TMOHWKEHHOE JaBJIEHUE

COCTABJISIET OT OKOJIO 30 MM PT. CT. A0 OKOJIO 55 MM PT. CT.

[0208] Bapuant ocyuiectBiaenus usodOperenust I11-19. Cnocob mo noOOMy W3 BapHaHTOB
ocymectBienust uszodperenust II-1-11-18, ornuuarommiics TeM, 4YTO TpUTHUApaTHas ¢dopma
HAXOIUTCS B KPUCTAJUTMYECKOH (popme, U mpu 3TOM Kpuctaunueckas ¢popma nmeet nuku nPCA

npu 7,74 + 0,5° 1 20,95 + 0,5°.

[0209] Bapuant ocymectBienus uszodperenus [[-20. Crmoco6 mo moOomMy U3 BapHAHTOB
ocymectBieHus: u3ooperenus I1-1-11-19, otnuyarommuiicss Tem, 4To Mo MeHbIue mepe 100 kr

cBOOOIHOIO OCHOBaHUS OOBENUHSIOT C OPrAHMYECKUM PACTBOPHUTENIEM ¢ 0Opa30BAHUEM CMECH.

[0210] Bapuant ocymectBienus uszobperenus 1[-21. Cmoco6 mno moOomMy U3 BapHAHTOB
ocymecteieHus: uzodperenusi 1I-1-11-20, oTnuyarOmUiicss TeM, YTO BBIAENSIOT MO MEHbINEH

mepe 100 kr ocaaxa.

[0211] Bapuant ocymectBienuss uszobperenus 1[-22. Crmoco6 mo mobomMy U3 BapHAHTOB
ocymectsiernst nzodperenus 1I-1-11-21, oTnugaromuiicss Tem, 4TO CyIIaT MO MEHBIIEH Mepe

100 Kr BBIIEIEHHOTO OCaKa.

[0212] Bapuant ocymectBienuss uszobperenusi 1[-23. Cmoco6 mo mobomy u3 BapHaHTOB
ocymectsiernst nzooperenus 11-1-11-22, oTnryaromuiics TeM, 4TO MOMYYaroT 110 MEHbLIEH Mepe

100 kr TpuruapaTHoi Gopmsl.
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[0213] Bapuant ocymectBienuss uszobperenusi 1[-24. Crmoco6 mo mobomy U3 BapHAHTOB
ocymectsienus: n3ooperenus 1I-1-11-23, oTnnyarommiicss Tem, 4To o MeHbIne mepe 200 kr

CcBOOOIHOTO OCHOBaHUSI OOBEHHSIOT C OPTAHMYECKUM PACTBOPHUTENIEM ¢ 00pa30BaHUEM CMECH.

[0214] Bapuantr ocymectBienuss usobperenusi 1[-25. Crmoco6 mo mobomy U3 BapHaHTOB
ocymectsienus: n3odperenust 1I-1-11-24, oTnuuaromuiicss TeM, YTO BBIACNSIOT O MEHbINEH

mepe 200 kr ocaaxka.

[0215] Bapuantr ocymectBienuss usobperenusi [[-26. Crmoco0 mo mobomy U3 BapHaHTOB
ocymectsienns nzodperenus II-1-1I-25, ornugaromuiicss Tem, 4TO CyllaT MO MEHbLIEH Mepe

200 KT BBIOEJIEHHOI'O OcaaKa.

[0216] Bapuantr ocymectBienuss uszodperenus: [[-27. Crnoco0 mo mobOomMy U3 BapHaHTOB
ocymectsierns: nzooperenus [1-1-11-26, oTiuyaroIUIACs TEM, YTO HOIYYAIOT [0 MEHbLIECH Mepe

200 Kr TpUruApaTHON (GOPMBIL

[0217] Bapuant ocyuiectBiaenus usodOperenusi 11-28. Crnoco® mo no0OMy W3 BapHaHTOB
ocyuectBienus nzodperenus 1I-1-11-27, otnuvarommiics Tem, uto mocie stana (b) U 10 3Tana
(c) conmep:kaHMe BOABI M M3OMPOIAHOJIA B CMECU IOBOAST N0 OOBEMHOIrO COOTHOIIECHHUS MEHee

yem 3:7.

[0218] Bapuant ocyuiectBienus uszobperenus [1-29. Crnocob6 mo moOoMy U3 BapHAHTOB
ocymectBienus nzodperenus 1I-1-11-28, ornuyarommiics Tem, uro mocie stana (b) U 10 3Tana
(¢) comep:kaHKe BOIbI M U30OMPOIMAHOJA B CMECU MOBOISAT IO OOBEMHOI'O COOTHOIIEHHS MEHEee

yem 1:4.

[0219] Bapuant ocymectBienus uszobperenus 1[-30. Crmoco6 mo moOomy U3 BapHAHTOB
ocymectsierns nzodperenus 1I-1-11-28, ornuyarommiics Tem, uro mocie stana (b) U 10 3Tana
(c) cMech IOBOIAT IO CONEpIKAHUSI BOABI M M3OMPOMAHOJA, MPU 3TOM BOAA MPHUCYTCTBYET B

koJmmuecTse oT 5% no 15% macc.

[0220] Bapuant ocymectBienuss uszobperenus 1[-31. Cmoco6 mo mobomy U3 BapHaHTOB
ocymectsienns uzo0perenus II-1-11-30, ornmyaromuiics Tem, 4TOo CMech Ha J3tame (c)

nepememnBaroT pu Temneparype 40 °C wim Mmeree ¢ 00pa3oBaHHUEM OCAIKA.

[0221] Bapuant ocymectBienuss uszobperenusi 1[-32. Cmoco6 mo mobomy U3 BapHAHTOB
ocymecteinennss mn3odperenus II-1-11-31, ornmyaromuiics Tem, 4Tto cMech Ha J3tame (C)

nepememnBaroT pu Temneparype 30 °C wim meree ¢ 00pa3oBaHHEM OCAIKa.
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[0222] Bapuant ocymectienuss uszobperenusi 1[-33. Cmoco0 mo mobomy U3 BapHAHTOB
ocymectsienus: nzobperenus 1I-1-11-32, ornuuaromuiicss Tem, uto mnocie stana (d) u mepen
STarnoM (e) Mo MeHbLIeH Mepe YacTh BBIIEJIEHHOrO OCaJKa PAacTBOPSIOT B PACTBOPHUTENE AJIS
NepeKpUCTAIM3alul ¢  oOpa3oBaHMEM  MEPEeKPUCTALIM3YeMOH  CMeCH, TMpU  3TOM
NEePeKPUCTAIH3YEMYI0O CMECh MEPEMEIIUBAIOT ¢ OOpa30BaHUEM MEPEKPUCTATITU30BAHHOIO

oCajgka, u HeperI/ICTaJ'IJ'II/ISOBaHHHﬁ OCaaOK BBIACIIAKOT C O6p2130BaHI/IeM BBIACJIICHHOT'O OCaaKa.

[0223] Bapuanrt ocymectieHust n3odperenus 1I-34. Cnocob mo BapuaHTy OCYIIECTBIECHHUS
usoOperenus 11-33, ornuuaromuiicss TeM, 4TO NMEPEeKPUCTAIIIN3yeMasi CMEChb CONEPIKUT BOAY U

U30MPONAHOJ B 0OOBEMHOM COOTHOLICHUH MeHee ueM 3:7.

[0224] Bapuant ocymecrnenust nzodpererus I1I-35. Crnocob mo BapuaHTy OCYILIECTBIEHHUS
usoOperenus 11-33, ornuuaromuiicss TeM, 4TO NMEpEeKpUCTAIUIN3yeMasi CMECh COIEP’KUT BOAY U

U30MPONAHOJ B 00BEMHOM COOTHOIIEHUU MeHee ueM 1:4.

[0225] BapuanT ocymecrienus usodperenust [1-36. Croco0 mo BapuaHTy OCYINECTBIEHUS
m3oOperenus 11-33, ornuuaromuiics TeM, 4TO MEPEKPUCTAIIM3YyeMasi CMECh COIEPKUT BOAY B

kosuecTse oT 5% no 10% macc.

[0226] Bapuant ocymectienusi n3odpererus 11-37. Cnocob mo BapuaHTy OCYLIECTBJICHHUS
m3o0perenust [1-33, oTNMYAIOLIMIICS TeM, YTO MEPEeKPHUCTAUIM3yeMass CMeChb CONEPIKUT

U30IIPOMAHOJ ¥ BOAY, IPU TOM BOIIa MPUCYTCTBYET B KonyecTse OT 5% no 10% macc.
2

[0227] Bapuant ocyuectBienus uszodperenus [I-38. Crmoco06 mo moOomMy U3 BapHAHTOB
ocymectsienns n3ooperenus 11-33 mmm 11-37, oTIUYAIOIIMIACS TEM, YTO MEPEKPUCTAIUTUZYEMY IO
cMech mepememuBaroT npu  Temmeparype 40 °C  unm MeHee ¢ oOpa3oBaHHEM

NEPEKPUCTAIIIU30BAHHOTO OCaaKa.

[0228] Bapuant ocymectBienus uszobperenus 11-39. Crmoco6 mo mobomy U3 BapHAHTOB
ocymectsierns n3oopererus 11-33 nmm 11-37, oTnuyaromuiics Tem, 4TO MePEeKPUCTAIUTUZYEMY IO
cMech mepememuBaroT npu  Temmneparype 30 °C  unm MeHee ¢ oOpa3oBaHHEM

NEPEKPUCTAIIIU30BAHHOTO OCaaKa.

[0229] Bapuant ocymectBienus uszobperenus 1[-40. Crmoco6 mno mobomy U3 BapHAHTOB
ocymecteienus: uszobpereHus: II-1-11-39, oTnmyarommiics TeMm, YTO BBIOEJIEHHBIH OCaIOK

MIPOMBIBAIOT NEPEA CYLIKOM.
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[0230] Bapuant ocymectieHust n3odpererus [1-41. Crocod mo BapuaHTy OCYLIECTBICHHUS
u3o0perenns 11-40, OTAMYAOIIUICS TEM, YTO BBIIEICHHBIA OCAIOK MPOMBIBAIOT MPOMBIBOYHBIM

pacTBOpPUTEINIEM, COAEPIKAIUM BOAY M U30IIPONAHON B OOBEMHOM COOTHOIIEHUHU MeHee ueM 3:7.

[0231] Bapuant ocymectnenust n3odpererus [1-42. Crocobd mo BapuaHTy OCYLIECTBICHHUS
usooperenust 11-40 wmmu 11-41, oTnuyaromuiicss TeM, YTO BbIIENEHHBIH OCAJOK IMPOMBIBAIOT
NPOMBIBOYHBIM PACTBOPUTENIEM, COAEPIKAIINM BOAY U U30MPOIMAHOJ B OOBEMHOM COOTHOLIEHUH

MeHee ueM 1:4.

[0232] Bapuantr ocyuectBienuss uszodperenus: 1[-43. Crmoco0 mo mobomy U3 BapHaHTOB
ocymectsienus: uszobpereHust II-1-1I-39, oTnmmyarommiics TeMm, YTO BBIAEICHHBIH OCaIOK
MPOMBIBAIOT BOAHOM MPOMBIBKOM Mepes] CYyIKON MPU MOHMKEHHOM JIaBJICHUH, TIPU 5TOM BOJHAs

IPOMBIBKA COAEPIKUT OPTaHUUECKUN pacCTBOPUTENb U OT OKoJo 5% 1o okono 15% macc. BogbL

[0233] Bapuant ocyuiectiaenuss usobOperenusi 11-44. Crnoco® mo n00OMy W3 BapHaHTOB
ocymectBienus uzodperenust [I-1-11-43, oTaMyarOUNACS Te€M, YTO BBIIEJICHHBIH OCATOK CyIIaT
IPYU MOHUKEHHOM JaBJIEHUU 10 TE€X MOp, MOKAa COAEpPKaHUE OPraHUYECKOIrO PaCTBOPUTEINs HE
craHeT MeHee yeM 0Kkoyio 5000 u./miH., MmeHee yeM 0ko0j10 4000 u./miH., MeHee yeMm okosio 3000

Y./MJIH. WA MeHee yeM 0koJio 2000 u./MiH.

[0234] Bapuant ocymectienus: n3odperenus 11-45. Cnocobd mo BapuaHTy OCYLIECTBIICHHUS
u3o0perenus 11-44, oTIUYAIOIIMIACS TE€M, YTO OPTAaHMYECKUI PACTBOPHUTENb COACPIKUT OIUH WU

Oonee CriUpTOB.

[0235] Bapuant ocyuiectBienuss uszodperenus [[-46. Crmoco6 mo moOomMy U3 BapHAHTOB
ocymectsienus: uzobperenus: I11-2, 11-44 wnu 11-45, oTnMYarOIIUIICS TeM, YTO OpPraHUYECKUI

pactBopuTeNb coaep:kuT oauH wiu 6onee Ci1-Cg ciupToB.

[0236] Bapuant ocymecrBienus uszodperenus 11-47. Crnoco6 mno moOomMy U3 BapHaHTOB

ocymecteieHus: u3obperenus 11-44-11-46, oTnMYarOIIMICS TEM, 4YTO OPTaHUYECKUU

2

pPacTBOPUTEND COAEPKUT U3OMPONAHON.

[0237] Bapuant ocymectBienus uszobperenus 1[-48. Crmoco0 mo mobomy U3 BapHaHTOB
ocymectsieHus: uzooperenus I1-1-11-47, oTnuyarOIMiics: TeM, YTO BbIIEJICHHBIA OCAJOK CyIIaT
MPY OHWKEHHOM JABJIEHUH 10 TEX TOP, MOKa COAEPKaHNUE U30MPOINAHOA HE CTAHET MEHEE YeM

okoJ10 6000 u./MuIH.
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[0238] Bapuant ocymectBienuss uszobperenusi 1[-49. Crmoco6 mo mobomy U3 BapHAHTOB
ocymectsieHus: uzooperenus 11-1-11-48, oTnuyaromuiicss TeM, 4TO BbIIEJICHHBIA OCAJOK CyIIaT
MIPU TTOHIKEHHOM JIABJICHUH JI0 TE€X TOp, MOKa CONep KaHNUe U30MPOIaHOoJa He CTAHET MEHee YeM
okouio 5000 u./mnH., MmeHee yeM okosio 4000 u./miH., MmeHee YeM okoio 3000 u./MJTH. WK MeHee

yeM okos10 2000 u./MiH.

[0239] Bapuantr ocymectienuss uszobperenusi 1[-50. Crmoco6 mo mobomy U3 BapHAHTOB
ocymecteieans uszodOperenust II-1-11-49, ornuuarommiics TeM, 4YTO TpUrHUApaTHas ¢opma
HAXOJUTCS B KPUCTAJUIMYECKOHN (popMe, U MpH 3TOM KpucTajuindeckas Gopma nmeer dosee uem
50% oTHOCUTENPHYI0 HHTEHCHUBHOCTh muka 2-tera (20) mPCA mpu 7,74° £ 0,5°, u 100%

OTHOCHUTEINIbHYIO0 HHTEHCUBHOCTD MHka 2-teta (20) nPCA npu 20,95° + 0,5°.

[0240] Bapuant ocyuiectiaenus usobperenusi 1I-51. Crmoco® mo moOoMy W3 BapHaHTOB
ocymectsiennuss u3odperenus II-1-1I-50, ornmuarommiics Tem, 4ro TpuruaparHas ¢opma
HAXOAMTCS B KPUCTAIMYECKOH (popMe, M MpH 3TOM KpuUCTajutnueckas Gopma MMeeT aABa HIIH
Oonee nmka 2-teta (20) nPCA, BbIOpaHHBIX U3 TPYIIbL, cocTosimei u3 10,3° + 0,2°, 13,6° + 0,2°,
14,8° + 0,2°, 15,0° £ 0,2°, 15,4° + 0,2°, 17,5° £ 0,2°, 18,3° + 0,2°, 18,6° + 0,2°, 19,2° £+ 0,2°,
21,3° +£0,2°, 22,0° £ 0,2°, 23,6° + 0,2°, 24,3° £ 0,2°, 25,2° + 0,2°, 26,0° + 0,2°, 27,2° £ 0,2°,
30,1°+ 0,2°,32,4° £ 0,2°, 33,4° + 0,2°, 38,2° £ 0,2° u 39,4° + 0,2°.

[0241] Bapuant ocyuiectBienus uszobperenus [I-52. Crmoco6 mo moOomMy U3 BapHAHTOB
ocymectBinenns uszodperenust II-1-1I-51, ornuuarommiics TeM, 4YTO TpUTHUApaTHas ¢dopma
HAXOIUTCS B KPUCTAJUTMYECKOH (popme, U mMpu 3TOM KpuUCTaJuTH4YecKas popMa UMEeT MHKH 2-

teta (20) nPCA npu 7,6° = 0,2° u 20,7° + 0,2°.

[0242] Bapuant ocymectBiaenus u3odperenus [I-53. Cnocod mo BapuaHTy OCYIIECTBIICHUS
uzo0perenus 11-52, ornuuarommiicss Tem, yro muk 2-tera (20) nPCA 7,6° + 0,2° umeer Oonee
yeM 50% OTHOCHUTENBbHYIO MHTEHCHBHOCTb, a MUK 2-teta (26) mPCA 20,7° £+ 0,2° umeer 100%

OTHOCUTECJIbHYHO HHTCHCHBHOCTD.

[0243] Bapuant ocymectsienus: m3odpererus 11-54. Cnocob mo BapuaHTy OCYLIECTBICHHUS
uzobperennst II-52 wmm [I-53, ornauuaromuiics TeM, dYro Kpucraindeckas Qopma
JOTOJHATENBHO HMeeT naBa win Oonee muka 2-tera (20) mPCA, BbIOpaHHBIX W3 TPYIIIIBI
cocrosimedt u3 10,3° +£ 0,2°, 13,6° £ 0,2°, 14,8° + 0,2°, 15,0° £ 0,2°, 15,4° £ 0,2°, 17,5° £ 0,2°,
18,3° £ 0,2°, 18,6° + 0,2°, 19,2° + 0,2°, 21,3° £ 0,2°, 22,0° + 0,2°, 23,6° + 0,2°, 24,3° + 0,2°,
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25,2° + 0,2°, 26,0° + 0,2°, 27,2° + 0,2°, 30,1° & 0,2°, 32,4° & 0,2°, 33,4° + 0,2°, 38,2° + 0,2° u
39,4° 4 0,2°.

[0244] Bapuantr ocymecrBienuss uzodperenuss II-55. Cmoco® nedeHust keaymao4HO-
KUIIEYHOTO pacCTpoiCTBa y CyOBEKTa, HY)KOAIOIIEroCs B 3TOM, BKIIOYAKOLINA BBEICHUE
CyOBEKTY, HYKIAIOIIEMYCsl B TOM, TE€paneBTHUECKU 3((EKTUBHOIO KOJMUECTBA TPUTUAPATHON
dopmer (3S,4R,3'R)-6-[4-(4-aMHHO-5-XJI0P-2-METOKCUOEH30MIAMUHO )-3-METOKCHITUTIEPUANH- | -
WI|TeKCAaHOBOW KHCIOTHI 1-a3a0uiukiio]2.2.2]okT-3'-mioBoro 3¢upa AUrHAPOXIOPUIHOU COJIH,

UMEIOIIeH Caeny oy Gopmyay:

0)
o

HoN CI) ~ 2HCI.3H,0

[0245] BapuanT ocymecrsienus usodperenus [1-56. Crnoco6 mo BapuaHTy OCYINECTBIEHUS
m3oOperenust 11-55, oTnUYArOIIMICS TeM, YTO JKeNlyAOYHO-KHUIIEYHOE PAaCCTPOUCTBO BHIOPAHO U3
rpynmnsl, cocrosuei u3 ['OPB, pesuctenTHoi k nHrnOuTopam npororHoi nomsl (PPI), pBoTsl,
racTpornapesa, 3anopa, BbiBaHHOro onuaramu (OIC), XpOHHYECKOrO0 MIUOMATUYECKOTO 3a1opa
(CIC), sposuBnoro 33o¢arura (EE), so3unodpunbHOoro s3odarura (EoE), ¢yHkumoHampHOH
mucnienicun (FD) wnm yHkumonanmpHOro Hapyumenus Mmotopuku (FMD), kumeuHow
NICeBNOOOCTPYKLIMY, THUMA CHHIpPOMA pa3ipakeHHOro kummeynuka ¢ 3amopom (IBSc),
HerepeHocuMocTH  SHTepanbHoro nuranusi (EFI) wu  mocneonepaunoHHON — KUIIEYHOH

HEMPOXOAUMOCTH.

[0246] Bapuant ocymectsienus: n3odpererus 11-57. Cnocod mo BapuaHTy OCYLIECTBICHHUS
u3o0perenus 11-55, oTnnyaromuiicst TeM, 9TO KeJyqOYHO-KUIIEYHOe PACCTPOICTBO BHIOPAHO U3
TPYIIbL, COCTOAIIEH M3 TMOCIEONEPALMOHHON KHIIEUYHOW HEMPOXOAUMOCTH, XPOHHUYECKOMN
NacTOMIHON TETaHWH, 3aM0pa, MEraKoJIOHA, TACTPUTA, 3aCTOS KEIYIOYHO-KUIIEYHOTO TPAKTa U

nedexTa OrmOpOKHEHHSI ChIuyTa.

[0247] Bapuant ocymectBienus: nzobperenus IlI-1. Kommosunus, ysenmnuuBaromas o0béM
KHIIEYHOTO COAEPIKUMOTO, conepskamas TpuruapatHyo ¢opmy (3S,4R,3'R)-6-[4-(4-amuH0-5-
XJIOP-2-MeTOKCUOEH30MIIAMUHO )-3 -METOKCUITHITe PUANH- | -HJT |-reKCaHOBOMU KHCJIOTBI 1-

a3a0unuki0[2.2.2]okt-3'-1noBoro 3dupa TUTHIPOXJIOPUIHOW COJH, MUMEHIIYIO CIEAYIOIIYIO

dopmyny:
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@)
0

HaN (l) ~ 2HCI.3H,0

Y IO MEHbLIEH Mepe ONUH KOHTEHHED.

[0248] Bapuant ocymectBienuss nzobperenus III-2. Kommosunus, ysenmuuuBaromas o0béM
KUIIEYHOTO COAEP>KUMOro, 10 BapHaHTy ocyiuecTsieHus u3odperenus III-1, comepskamas mo
meHblieil mepe 75% wmacc. TpuruzapatHoit ¢opmsl  (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIAMHUHO )-3-MEeTOKCUITUIIePUINH- | -1JT|-reKCaHOBOH KHCJIOTBI 1-
a3a0nuKiI0[2.2.2]okt-3'-1noBoro 3¢upa IUTHAPOXIOPUIHON CONH, TPHUEM Macca He BKJIIOYAET

MaccCy MO MEHbIIEH Mepe OJHOrO KOHTEHHEepa.

[0249] Bapuant ocymecrBienus uzobperenus III-3. Kommosumms, yeennumparomas o0béM
KHIIEYHOTO COAEP’KHMMOTro, MO BapUaHTy ocyuiecTBieHus: uzobperenus III-1, nononHuUTENbHO
copepakaiasi 6e3Boauyo popmy (3S,4R,3'R)-6-[4-(4-aMuHO-5-XJ10p-2-METOKCHOEH30MIAMHHO )-
3-MEeTOKCUNUIePUINH- | -UJT|-reKCaHOBOH KUCIOTHI 1-a3abuumkiio[2.2.2]okT-3'-unosoro s¢upa
OUTHAPOXJIOPUAHON COJIM, TPUYEM COOTHOIIEHHE TPUTHApPATHOH (opMbl K Oe3BOIHOMN

COCTAaBJISIET MO MEHbIIENH Mepe Okouo 4:1.

[0250] Bapuant ocymecrsienus uzodperenusi [1-4. Kommosunus, yBenuuuBaromas o0beéM
KUIIEYHOTO COAEPKUMOro, N0 BapuaHTy ocyuiectBieHust uzobperenus III-1, comepxamasi ot
okoJ10 6,5% no okoino 10% wmacc. Bonbl o oTHoeHuto k odmeit macce (3S,4R,3'R)-6-[4-(4-
AMHHO-5-XJIOp-2-MeTOKCUOEH30MIAMIHO )-3-METOKCHITUIIEPUANH- | -UJT|TeKCAHOBOH KHUCIIOTHI |-
azabunmkio[2.2.2]okT-3'-unoBoro  3pupa IUTHAPOXJOPUAHOH COJH, MPHCYTCTBYIOIIEH B

0e3BOHOMN WU TPUTHAPATHOH popme.

[0251] Bapuant ocymectBienus: nzobperenus: 11I-5. Kommosunus, yBenmuuuBaromas o0béM
KUIIEYHOTO COMEP’KUMOro, MO BapHaHTy ocyuecTeieHus u3ooperenus III-2, ormnmmyaromasics
TEM, YTO TpUTHApaTHas (opMa HAXOOUTCSA B KPUCTAJUIMYECKOH (opme, W MpH TOM, HYTO

kpucraunaeckas popma nmeer nuku nPCA mpu 7,74 + 0,5° u 20,95 + 0,5°.

[0252] Bapuant ocymectBnenust uszobperenus III-6. dapmaueBTuueckas KOMITO3ULHS,
cofiepskalias TPUTHIPATHYIO dopmy (3S,4R,3'R)-6-[4-(4-amuHO-5-x710D-2-

METOKCHOEH30MIAMHHO )-3-METOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-
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a3a0nnukio[2.2.2]okt-3'-unoBoro 3¢upa AUTHAPOXJIOPUAHON COJIH, HMEIOINas CIEAYIOLIYIO

O,
_ o @/\/\/\[O]/ \@
¢}

HyN (l) ~ 2HCI.3H,0

dopmyny:

U (papMaLeBTUIECKU MPUEMIIEMBbIH SKCITUITHEHT.

[0253] Bapuant ocymecrsinenuss uzobperenus III-7. dapmaneBTHUECKass KOMIIO3ULHSA IO
BapuaHTy ocyuiectieHus: n3odperenus 11I-6, nonomHuTEeNnbHO conmepskariasi 0e3BOAHYI0 hopMy
(35,4R 3'R)-6-[4-(4-aMHuHO-5-XJI0p-2-METOKCUOEH30MIIAMHUHO)-3 -METOKCUITUTIEpUANH- 1 -

WI|TeKCAaHOBOM KUCIOTHI 1-a3a0uiiukiio[2.2.2]okT-3'-unoBoro 3¢upa JTUrHAPOXIOPUIHON COJIH,
IpUYeM COOTHOLIEHNE TPUTHAPATHOHN (OpPMBI K OE3BOAHOI COCTABIISET IO MEHBILEI Mepe OKOJIO

4:1.

[0254] Bapuant ocymecrBienus: nszodperenus III-8. DapmaueBTHdeckas KOMIO3ZULIHSA IO
BapUaHTy ocyuiecTBieHus uooperenus I11-6, coneprxamas ot okojo 6,5% no okosno 9% macc.
BOIbI MO  OTHOWIeHMO K  obmeir  macce  (3S,4R,3'R)-6-[4-(4-amuHO-5-X710p-2-
METOKCHOEH30MIAMUHO )-3-METOKCHUITUTIEPU U H- | -1JT | FeKCaHOBOT KHCJIOTBI 1-
a3abuumkio[2.2.2]okT-3'-unoBoro  3pupa IUTHAPOXJOPUAHONH COJH, MPHCYTCTBYIOIIEH B

0e3BOHON W TPUTHUAPATHOH (popme.

[0255] Bapuant ocywmecrBienuss uszobperenus: I1-9. dapmaneBTHUECKas KOMITO3ULHSA IO
BapHAaHTy ocyuiecTBieHus: n3ooperenus I1-6, conepskamas meHee 1% macc. 6e3BogHON HopmbI
(35,4R 3'R)-6-[4-(4-amMHuHO-5-XJIOp-2-METOKCHOCH30MIIAMHHO )-3 -METOKCUTTUTIEPUAHH- | -

W |TeKCAaHOBOW KUCJIOTHI 1-a3abunmkiio[2.2.2]okr-3"-uaoBoro 3¢gupa AUruapoXIOPUIHON COJTH.

[0256] Bapuant ocymectenenust nzobperenus III-10. DapmaneBTryecKass KOMIO3ULHS IO
BapUaHTy ocyuectsieHus usodperenus 11I-6, ornuuaromasics Tem, uTo TpuruaparHas ¢opma
HAXOIUTCS B KPHUCTAJIMUYECKON (OpMe, W MPHU TOM, YTO KPUCTALUINYECKask GopMa UMeEeT MUKU

nPCA npu 7,74 + 0,5° 1 20,95 + 0,5°.

[0257] Bapuantr ocymectaenus wusodperenust III-11. Cnoco0 nedeHHs KeIyIO4HO-

KUIIEYHOTO pacCTpoiCTBa y CyOBEeKTa, HYKOAIOIIEroCs B 3TOM, BKIIOYAKOLINA BBEICHUE
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CYOBEKTy, HYXKIAIOLIeMyCs B O3TOM, TepameBTHYecKd 3(P(EKTHBHOIO  KOJHUYECTBA

(apmareBTHIECKON KOMITO3UIIUH IO BAPHAHTY OCyILIecTBIeHHs n3ooperenus I11-6.

[0258] Bapuant ocymectsienus nzodpererus 11-12. Crnocod mo BapHaHTy OCYLIECTBICHHUS
uzo0perenus [1I-11, ornuyaronuiicss Tem, 9TO JKeTyI0YHO-KHIIEYHOE PACCTPOICTBO BBIOPAHO U3
TPYIIIBI, COCTOSIIEH U3 racrposszodareansuoit pedirokcHo 6onesnu (I'OPB), pyHkuronanpHON
IVCTIENICUH WM (PYHKIIMOHAJIBHOTO HAPYIIEHUS MOTOPHUKH, Mape3a SKeNyaKa, MapauTHIECKON
HEMPOXOAUMOCTH KHUIIEYHUKA, IOCJIEONEPALMOHHON HENPOXOAMMOCTH KHIIEYHUKA, PBOTBHI,
TOLITHOTBI, W3KOTH, TICEBAOOOCTPYKILUHM KHIIEYHHKA, CUHAPOMA Pa3Apa)KEHHOTO KHIIEYHHMKA

(IBS), 3anopa, HenepeHocumocTu 3HTepanbHoro nuranus (EFI) u 330¢daruTa.

[0259] Bapuant ocymecrsnenus uzodperenus I1-13. Crnocod mo BapuaHTy OCYLIECTBIEHHUS
m3obperenus [11-12, ornuyaromuticst Tem, uro I'OPb npencrasnsier coboit 'OPB, pesucreHTHYIO

K MHrHOUTOpaM npotoHHor noms! (PPI).

[0260] BapuanT ocymectsienus nsodperenus I11-14. Cnocod mo BapuaHTy OCYINECTBIECHUS
m3oOperenust 111-12, oTnu9arOmuiicss TeM, YTO 3amOp HPEeACTaBisieT cOOOW 3amop, BbI3BAHHBIM
ormuaramu (OIC), xpoundeckuii unnonarudeckuii 3anop (CIC) mim 3amnop, CBS3aHHBIN C TUIIOM

3amopa ¢ CHHAPOMOM paszapaxeHHoro kumedHnka (IBSc).

[0261] Bapuant ocymectsienus nzodperenus I1-15. Crnocod mo BapHaHTy OCYLIECTBJICHHUS
u3o0perenwus 111-12, ornuyaromuiics: Tem, 4to 330darut siBisiercst 5po3uBHbIM 330¢arutom (EE)

wn 303uHOGuIBHBIM 330¢arutom (EoE).

[0262] Bapuant ocymectsienuss n3odpererus 111-16. Crocod mo BapHaHTy OCYLIECTBICHHUS
m3o0perenust 111-12, ornmuarommiicss tem, uro IBS mnpexncraBmser coOolf Tunm CUHApPOMA

pazapakeHHOro kumedHuka ¢ 3amopom (IBSc).

[0263] Bapuant ocymectsienus n3odpererus 111-17. Crnocod mo BapHaHTy OCYLIECTBICHHUS

uzobperennst III-12, ornauyaromuiics TeM, 4YTO racTpomape3 MpeAcCTaBiseT coOou

2

nuadeTudecKkuil racTponapes Wi WIHONATHYECKUHN, WA (DYHKIIUOHAIBHBIN racTpomnapes.

[0264] Bapuant ocymecrsienus n3odpererus 111-18. Crocod mo BapHaHTy OCYLIECTBICHHUS
u3o0perennst 11I-12, ornuuaromuicss TeM, YTO HYKOAOIIUMCS B 3TOM CYOBEKTOM SIBIISIETCS

HOBOPOXKIECHHBIM.
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[0265] Bapuant ocymectsienus nzodpererus 111-19. Crnocod mo BapHaHTy OCYLIECTBICHHUS
u3o0perenust 1lI-11, ornuyarommiics Tem, 910 (PapMaleBTUYECKYIO KOMIIO3HMIIMIO BBOISAT

NapCHTCPAJIbHO.

[0266] Bapuant ocymectsnenus nzodpererus 111-20. Crocod mo BapHaHTy OCYLIECTBIECHHUS
usooperennst IlI-11, ornuyarommiics Tem, 9T0 (PapMaleBTUYECKYI) KOMIIO3HMIIMIO BBOJISAT

HIEPOPAJIBHO.

[0267] Bapuanr ocymectsienus nzodpererus I1-21. Crnocod mo BapHaHTy OCYIIECTBIECHHUS
usoOperenus II1-11, ornuuarommiicss TeM, 4To (PapMaLeBTHUECKYI0 KOMITO3ULIMIO BBOJISAT 4Yepe3

JKEJTYAOYHbIN 30H].

[0268] Bapuanr ocymecrsinenus nzodperenus I1-22. Crnoco0d mo BapuaHTy OCYLIECTBJIEHUS
m3oOperenust I11-11, oTnuyaroIuics TEM, YTO XKeJTyIOYHO-KHIIEUHOE PaCCTPOHCTBO BBIOPAHO M3
IPyHONbl, COCTOSLIEH M3 MOCIEONEePALUMOHHON KHUIIEYHONH HENPOXOAUMOCTH, XPOHUYECKON
NacTOUIIHON TETAaHHMHM, 3aM0Pa, METaKOJIOHA, FACTPUTA, 3aCTOS JKEIyAOYHO-KUIIEYHOTO TPAKTa U

nedekTa OrnopoKHEHHSI ChIYyTa.

[0269] Bapuant ocymectsienus u3odperenus 111-23. Crocod mo BapHaHTy OCYLIECTBJICHHUS
u3o0perenust 111-22, OTIMYAIOIIMIACS TEM, YTO HYXKIAIOIIUMCS B 3TOM CYOBEKTOM SIBJISIETCS

JKHBOTHOEC, HE ABJIAIOIIEECCA YCJIIOBEKOM.

[0270] Bapuant ocymectsienus: n3odpererus 111-24. Croco® mo BapHaHTy OCYLIECTBJICHHUS
mo0perenust III-11, ornuyaromuiicss TeM, 4To (hapMaleBTUYECKAs KOMIIO3ULIUS COAEPIKUT
menee 4em 1%  wmacc.  OesBomgHOW  ¢dopmbl  (3S,4R,3'R)-6-[4-(4-amuHO-5-X710p-2-
METOKCHOEH30MIAMHHO )-3-METOKCHUTTUTIEPUIUH- | -1JT|reKCaHOBOH KHCJIOTBI 1-

a3a0uuK0[2.2.2]okT-3'-Ua0Boro 3¢upa TUrHIpOXJIOPUIHON COJTH.

[0271] Bapuant ocymectsienust n3odperenns I11-25. Crnocod ynydineHus mepectanbTUKU
KEJTYAOYHO-KUIIEYHOTO TPAKTa Y CyOBeKTa, HYKJAIOLIErocs B 3TOM, BKJIFOYAIOIIUIN BBEICHHE
CYOBEKTy, HYXKIAKOLIEMyCs B O3TOM, TepameBTHUecKu 3(P(GEKTHBHOIO  KOJHYECTBA

(apmMareBTHIECKON KOMITO3UIUH IO BAPHAHTY OCyILIecTBIeHHs n3ooperenus I11-6.

[0272] Bapuant ocymectsienus n3odpererus 111-26. Crocod mo BapHaHTy OCYLIECTBICHHUS
u3o0perenust I-25, oTnUyarOIMACS TEM, YTO HYKIOAOIIUMCS B 3TOM CYOBEKTOM SIBIISIETCS

HOBOPOKIECHHBIM.
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[0273] Bapuant ocymectsienus nzodpererus 111-27. Crnocod mo BapHaHTy OCYILIECTBICHHUS
u3oOperenust 1I1-25, ornuyarommiics Tem, 9t0 (PapMaleBTUYECKYIO KOMIIO3HMIIUIO BBOIST

NapCHTCPAJIbHO.

[0274] Bapuant ocymectsienus n3odpererus 111-28. Crocod mo BapHaHTy OCYLIECTBICHHUS
usooperenust 1II-25, ornuuyarommiics Tem, 9T0 (PapMaleBTUYECKYI) KOMIIO3HMIIMIO BBOJISAT

HIEPOPAJIBHO.

[0275] Bapuant ocymectsienus nzodperenus 111-29. Crnocod mo BapHaHTy OCYIIECTBIECHHUS
usoOperenus II1-25, ornuuarommiicss TeM, 4TO (papMaLleBTHUECKYI0 KOMITO3ULMIO BBOJSAT 4Yepe3

JKEJTYAOYHbIN 30H].

[0276] Bapuanr ocymectsienus uzodperenus I1-30. Croco® mo BapuaHTy OCYLIECTBIEHUS
m3obperenust II1-25, oTnmuaromumiicst Tem, 4to (apMaleBTUUECKass KOMIIO3ULMS COAEPKUT
menee 4yem 1%  wmacc.  OesBomgHoi  ¢dopmbl  (3S,4R,3'R)-6-[4-(4-amuHO-5-X710p-2-
METOKCHOEH30MIAMHHO)-3-METOKCUTTUTIEPUANUH- | -1JT |rFeKCaHOBOI KHUCJIOTBI 1-

a3aburmkio[2.2.2]okT-3'-n10Boro 3¢upa IUruAPOXJIOPUIHOH COJIH.
I[TPUMEPBI

[0277] Crenyromue HiKe TPUMEPHI SBJSIFOTCS MPOCTO HILTFOCTPATUBHBIMU U HUKOUM 00pa3oM

HE NNp€AHa3HAYCHbI JId OrpaHUYCHUA KaKUX-JIU00 aCleKkTOB HaCTOALICTO PACKPBITHUSA.

HOpumep 1: Cunres (3S,4R,3'R)-6-[4-(4-amMuHO-5-X/10p-2-MeTOKCHOCH30HJIAMHHO)-3-
MeTOKCUNHMIIePUANH-1-1jI|rekcaHoBOMH KHCJIOTHI 1-a3a0uumnK10[2.2.2]oKT-3'-H10BOT0

3¢upa, AMTHAPOXJIOPUAHOIN COJIM, TPUTHAPATA

[0278] B peaktop emkocTrro 4000 11 3arpyskaiu MpuONIU3HTENBHO 250 KT HEOUHIIIEHHOTO
(3S,4R ;3'R)-6-[4-(4-aMHHO-5-XJIOp-2-METOKCUOCH30MIAMUHO )-3-METOKCHITUTIEPUANH- | -1 |-
reKCaHOBOM KUCIOTHI 1-a3abunmkiio[2.2.2]okT-3"-uaoBoro 3¢gupa B U30MPOMUIOBOM CITHPTE
(300 kr) u Bozme (80 ;). 3aTem B aTMOc(epe a30Ta PU NEPEMEITUBAHIH CO CKOPOCTHIO 80
00./muH MeanenHo Bommn 80 kr 32% HCI, mognep:kuas remneparypy cmecu Huxe 45 °C
u pH oxouno 4,0. Korna nobasieHue ObLIO 3aBEPIICHO, TEMITEPATY Py PACTBOPA MOHUKAIU 10
25 °C u nepeMelBaHNie MPOAOJIKAIN B TEUEHHE HE MEHee 2 4acOB J0 OCAKIEHUs MPOAYKTa.
3areMm B peakTop 3arpyxanu 800 Kr H30MpONMUIOBOro CIUPTa B T€UEHHUE Neprosa ot 2 10 4
4acoB, U CMeCh NepeMeInnBain B TeueHue eme 90 munyt. HeounmenHnslit ocanok (283 kr)

BBIIEISIIN HeHTpUyrupoBanreM. HeounImeHHbIi NpOIyKT OUHINAIN KPUCTAIUIN3ALUEH
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CNEAYIOHUM 00pa30oM: K HEOUHIIEHHOMY NpOonykTy nodasisum Bony (100 ). [Ipumensn
YaCTUYHBIN BaKyyM, a 3aTeM peakTop MpoayBajiu a3otoM. IlepemelnnBanne ycTaHaBIMBaIU
npu 80 06./MuH, a TemMniepaTypy BonHOM cmecu gosoauin 10 55 °C. Cmech nepeMermnBaim
npu 55 °C 10 pacTBOpPEHHUS TBEPAOIO BELIECTBA, 3aTEM PACTBOP (PUIIbTPOBAIIN JIS YAAJICHUS
Tr0OBIX TOCTOPOHHUX TBEPABIX BemecTB. K pactBopy nobasisiiu 330 Kr H30MPONUIIOBOTO
criupra (B pesyibrare noaydain okono 100 m:420 i1 Bogsl m3onpomnanona). Temmeparypy

o
pactBopa nosonuiu 10 25 °C, a 3atem nepememnbainu npu 80 00./MUH B TeUEHHUE 11O

MeHbIIel Mepe 2 4acoB 10 ocaxaeHus Matepuana. Ocasiok OTAEN N HEHTPU(PYTrUPOBAHUEM.

[0279] 3arem BIaXXHYIO TUTHAPOXJIOPUAHYIO COJb (252 Kr) 3arpy’Kajiu B KOHYCHYIO CYLIWJIKY,
U Temreparypy pyOamiku cyurmiku ycranasiausaiu Ha 30 °C u co3naBany BakyyM (naBiieHHE =
35 mm pT. cT.) B Teuenue 1 yaca 20 MuHyT. 3ateM TemmepaTypy pyoOamku mosonuiau 1o 40 °C
npu AaBieHHUH 35 MM pT.CT. B TeueHue | vaca 10 muHyT. 3aTem TemmnepaTypy pyOaiiku
nosonuiu 10 45 °C B reyenue 1 yaca. Hakonen, Temneparypy pyOauku gosoauiu 10 50 °C no
TeX Top, noka nporuentHoe (%) comeprkaHue BOABI B NMPOAYKTe, U3MepeHHoe aHanu3zoMm Kapina
Oumepa, He coctaBuio ot 8,0 mo 8,4%, a conmepkaHue H3OMpPOMaHoja He crano Huke 5000
uy/miH. Yepes 2 uaca mpu 50 °C comepkaHue BOABI COCTaBisio 8,46%, a comeprkaHue
usomnponanona cocrasisuio 50 238 u./muH. Uepes 5 wacos npu 50 °C conmeprkaHue COCTABIISIIO

8,40% u 1994 4./MJTH., COOTBETCTBEHHO, U CYLIKY MPEKPAIIATIH.
IIpumep 2: llpopuan aernapaTanum no TepmorpagpuueckoMy aHAJIH3Y

[0280] Kpusslie Tepmorpaduueckoro ananusa (TI'A) monyyanu as 6e3BogHOH Gopmbl 1
Tpuruapara ¢ ucnonszoBanueM Perkin Elmer TGA-7. O6pa3upb! oT Tpex 10 MSITH
MUJITUTPAMMOB B3BEIIHBAJIN B AJIFOMUHUEBBIX KIOBETAX JJIsi 00pa31oB U 0OpadaThiBay B
atmocepe cyxoro azota npu S°C/muH nipu Temrieparype ot 25 °C no 250 °C. JlanHble ObuTH
skcrioptupoBansl B Excel st mocrpoenus rpadukos. O6pasen (3S,4R,3'R)-6-[4-(4-amuno-5-
XJIOP-2-MeTOKCHOEH30MIAMUHO )-3 -METOKCUTUIIE pUIUH- | -FJT |TeKCAHOBOI KUCIIOTHI 1-
a3a0uiuko[2.2.2]okT-3"-mioBoro 3¢upa, TUrHIAPOXJIOPUIHON COJTU, TPUTHIPAT
MpoJIeMOHCTpHUpoBa notepro 8,2% mpu 63 °C, 4TO COOTBETCTBYET MOTEPE 3 MOJIEKYJT BOJIBI

Ha MOJIEKYJIy COEUHEHMSL.

[0281] Tunuunbie m3obpakenuss TT'A nnst 6e3BonHON GopMbI U TpUTHApPATA U300pasKEHBI HA
@Gur. 5. OHM OTIMYAKOTCS [0 BHENIHEMY BHIYy I[OTEPU MAcChl MPU OOE3BOKHUBAHHH,
HaOJIFOTaeMol IIsT TpUTHApaTa W OTCYTCTBYIOIIEH, KaK OKUOANIOCh, Wit Oe3BOmHON (opmbia.

Herunpatauusi TpUruapaTa HAYMHAETCS Cpa3y MOC/E Hadajla HarpeBaHUs U 3aBEepIIAETCS OKOJIO
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k 50 °C. IlonHoe oOe3BokuBaHue npu Temreparype Huke 100 °C coOTBETCTBYET ONpeneneHnIo

TPUrHApATA KaK THApaTa KaHAJIBHOIO TUIMA.
IIpumep 3: U3oTepma copOunu BOASIHOIO napa

[0282] HM3orepMy BOASHOIO MNapa MOJAy4Yadd C MCHOJB30BAHUEM CHCTEMBl H3MEPEHUs
nosepxHoctu DVS-1, ypasHoBemennoit no 25°C. IlpubnusurensHo 7 Mr TpUrHIpaTa
COEMHEHUs] HAHOCHWJI TOHKUM CJIOEM Ha CTEKJISTHHBIN Jiepskaresb oOpasla U MpenBapUTeIbHO
cymmiau npu ortHocurenbHOH BrnaxkHoctu (RH) 0% mnepexn Hauanmom sKkcriepuMeHTa. 3aTteM
U30TEPMY MOJIyYalu MyTeM ckaHupoBaHus obpasua ot 0% RH no 90% RH u obparno no 0%

RH co ckopocteio 2% RH B uac. Pe3ynbrarsl npouyurocTpupoBanbl Ha Pur. 4.

[0283] Kax nmpowmmrocTpupoBaHo Ha Qurype, o0e3BOKMBAHUE U pEruapaTalys NPOHCXOIUT
ObICTPO uepe3 TOHKUN cioN coenuHeHus. PakTOpbl, BIMSIOIME HA CKOPOCTb IOBTOPHOTO
paBHOBeCHs, BKJIIOYAIOT TIyOUHY CJIOS W/MIM Maccy oOpasia, a Takke BeIHYHHY U3MEHEHUsI
BJIQXKHOCTH OT KPHUTHUYECKOH BIaXHOCTH. Hampumep, yBenumuenue rinyOuHbl cios ¢ 1
MHJUITUMETpa 10 7 MWJUIMMETPOB IPHBEIO K H3MEHEHHIO CKOPOCTH OOE€3BOXKMBAHUS HIIH
perunpataiun. IToBTopHOE paBHOBECHE OBUIO YCTAHOBJIEHO B TEUEHHE HECKOJBKUX MHMHYT IS
cnost 1 MM, HO moTpeboBamuCh Yachl s cjiosi 7 mm, koraa 0% RH u 55% RH ucnosnb3oBanu B
Ka4yecTBe ApaiBepoB BiaxxkHOCTU. Ecnu Obl oTHOcuTenbHas BnaxHocTh (RH) Obuia BRIOpaHa
ommwke k kputudeckoit (15-20% RH), oxwunmaercs, 4To BpeMsi IOBTOPHOTO YPaBHOBEIINBAHUS

ObUIO OBl OOJIBLIE B LIEJIOM.

[0284] Kpuruueckass OTHOCHUTENbHAasl  BIAXXHOCTb  YBEIMYMBAJIACh €  MOBBILIEHUEM
TeMreparypbl. MUHMMaJIbHAS OTHOCUTENbHAS BJIAXKHOCTb, HEOOXOmWUMAsl Ui TOAAEPKaHUs
Tpuruapara, coctaBmsa; 20% (25 °C), 25% (40 °C), 30% (50 °C) u 50% (60 °C).
Hcnonp3oBanue O4YeHb BBICOKOM BJIAXXHOCTHM NPU MOBBIUIEHHBIX TeMIepaTypax A
NOAIePKAHHS THAPATa MOKET OBbITh HELeIeCOO0Pa3HBIM, IIOCKOJBKY TEKYUeCTh HAOI0aN IPU

oTHOcUTenbHOM BraxHocTu 100% nist remnepatyp 40 °C u BriLe.
IIpumep 4: NOPOMIKOBBIN PEHTIeHOCTPYKTYPHBIH aHAIH3

[0285] TIlopowkoBeii peHTreHOCTPYKTYypHBbIH aHanmu3 (MPCA) mnpoBomuiam Ha obpasmax
6e3BoAHON (POPMBI U TPUTHAPATA C MCIOJNB30BAHHEM PEHTI€HOBCKOro nudpakromerpa Bruker
D5000. D5000 Ob11 OCcHaIIEH PEHTI€HOBCKOHW TPYOKOH ¢ MEIHBIM aHOAOM MOLIHOCTBIO 2,2 KBT,
HU3KOoTemIepaTypHbiM ctogukoM Anton Parr TTK-1 M BBICOKOCKOPOCTHBIM MO3HULIMOHHO-
qyBCTBUTEIbHBIM sieTekTopoM (PSD). Jlns monydeHuss BceX AMarpaMM  HCIIOJb30BAH
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msnydenne Cu Koo (A = 1,5418 A). Ha mpueMHOM TpakTe PEHTT€HOBCKUX Jydeil MOMeIIann
HUKeJeBbl (uibTp ¢ 7OBOWHOW (ombroit miasi  ynaneHuss Kp-msnydenws. Marepuan
YCTAHABIMBAJIM W AaHAJM3MPOBAIM Ha Jepkareine oOpasua ¢ (POHTAIBHOH 3arpy3Koil.
CkanunpoBaHue NMPOBOAWIN B AMANa3oHe HInke yeM oT 4° no 40° 2-tera (260) mpu 0,02° pasmep

mara 0,2 u 0,5 cexyHapl Ha 11ar.

[0286] Tunuunbie guarpammel TPCA niist 6e3BOIHON U TpUTrHAPATHOU (HOopM M300pakeHbl HA
@ur. 3. Kaxxnas ¢opma npezacrasiisieT coO0M YHUKAIBHYIO KPHCTAJUIMYECKYIO (pa3y, 4TO BHIHO
Mo  OTAeNbHbIM  JudpakTorpaMmam. AHruapatHas (Qopma  TOKa3blBae€T  OCHOBHBIC
cnieunduyeckre nuku npu 4,55° + 0,5° (> 50% otHOCHUTENbHAS HHTEHCUBHOCTB ) U 1pH 13,50° +
0,5°, mpuyem mnocnenHuil MUK siBisiercs HaubOojee HMHTEHCUBHBIM (100% oTHOCHUTETBHAS

UHTEHCUBHOCTB).

[0287] TpurunpatHas ¢popma MokaspiBaeT OCHOBHBIE crienuduieckue nuku npu 7,74° + 0,5°
(> 50% oTHOCUTENBHAS UHTEHCUBHOCTH ) U TipH 20,95° £ 0,5°, mpuyem nociaeqHui MUK SBISIETCSI
HanOonee MHTEHCUBHBIM (100% OTHOCHTENbHAsT WHTEHCUBHOCTH). bojee monpoOHbBIN CHHCOK
NUKOB i Tpuruapara u3 ananu3oB nPCA Bkmrodaer B cebsi (B rpagycax 2-tera (260))
npubnusuTensHo 7,6° + 0,2°, 10,3° + 0,2°, 13,6° + 0,2°, 14,8° £ 0,2°, 15,0° + 0,2°, 15,4° + 0,2°,
17,5° + 0,2°, 18,3° £ 0,2°, 18,6° + 0,2°, 19,.2° + 0,2°, 20,7° + 0,2°, 21,3° + 0,2°, 22,0° £+ 0,2°,
23,6° £ 0,2°, 24,3° £ 0,2°, 25,2° + 0,2°, 26,0° + 0,2°, 27,2° + 0,2°, 30,1° + 0,2°, 32.4° £+ 0,2°,
33,4°+0,2°,38,2° £ 0,2°, 39,4° + 0,2°.

[0288] Bo Bpems neruzapatalMu M peruapaTalid TPUTHApaTa MEPEXOJHOTO COCTOSHUS HE
HaOJIOIaJIM, CKOpee Marephal CyllecTByeT OO0 B OAHOH, ymbo B apyroi ¢opme, B
3aBHCHUMOCTH OT KOJIMYECTBA BOABI, YACPKUBAEMOH B KQXKIOM OTZIEIBHOM KpHcTasuie. Bo Bpems
JeTUApATALN U PErHapaTalud Ha MecTe o0e (opMbl HAOIIOAAITH TTO TOU K€ CXeMe, Ha Pa3HBbIX

YPOBHSIX.
IIpumep S: AMP-xapakTepHCTHKA TPUTHAPATA

[0289] Crexmpockonusa'H-aoepnozo maznummnozo peszonanca ('H-AIMP) : TIpubausureibHo 6
MI' TPUTHApaTa PacTBOPsIM B 1 I AEHTEPUPOBAHHOTO PACTBOPUTENS (AMMETHIICYJIB(POKCHI
(AMCO) -C45 99,9% d, ¢ 0,05% 06./06. Terpameruncunana (TMS)). [lnst mony4eHus CriekTpa
'"H-IMP ucnons3osanu cnektpomerp Varian Gemini 300 MI'i FT-SIMP. Crnucox NHUKOB

npencrasied B Tabnuue 1 nusxe. Tunuunbiii cnextp 'H-SIMP npencrasnen na ®ur. 6.
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Ta6auna 1. Criucok nuxos 'H-SIMP nns Tpuruapata

Xumuueckuii caur (M. a.) | Tun nuka HuTerpan
10,76 LTUPOKHUI CUHTJIET 1,14
9,44 HIMPOKHUI CUHIJIET 0,89
811,851 [upoxkuii nydnet 1,01
7,72 CUHIJIET 0,93
6,53 CHUHIJIET 1,00
6,06 LIMPOKHUI CUHIJIET 2,00
4,97, 4,96, 4,94 LITUPOKHUI MYJIbTUIJIET 0,91
~4.20-~4,10 LITUPOKHUI MYJIbTUIJIET 0,96
3,86 CUHIJIET 21,53
3,79, 3,75 LIIMPOKUI MYJIbTUIJIET
3,69 LIMPOKUM MUK
3,65, 3,62, 3,60, 3,57 nyoner, nyoner
3,46 CHUHIJIET
~ 3,38 LIMPOKUM MUK
3,34 CHUHIJIET
~ 3,24~ 3,08 NEePEKPBIBAKOLINECS
MY JIETUTLJIEThI
~3,08-~2,96 HIUPOKUI MUK
2,42, 2739, 2,37 TPUILJIET 2,15
~224-~218 HIUPOKUI MYJIBTUILIIET 1,21
~2,02-~1,64 NEPEKPBIBAKOLIUECS 10,44
MY JIETUTLJIEThI
1,63, 1,61, 1,58, 1,56, 1,53 TPUILIET, TPUILJIET
1,35, 1,33, 1,30, 1,28, ~ 1,25 | Tpumner, TpuIier 2,11
1,05, 1,03 nyoner 0,13
0,00 CHUHIJIET Her JaHHBIX
(TMS)

[0290] Crexmpockonusa *>C-aoepnozo maznumnozo pesonanca (> C-SIMP): TIpubnusuTeabHo

46 Mr Tpuruapara pacTBOpsUIM B 1 MJI JIEHTEpUPOBAHHOTO PacTBOpUTENs (OKCHI IedTepus,

Aldrich, 99,9% D, TPAS 0,75%). Cnektp PC-SIMP mony4aqu ¢ HCIONb30BaHHEM

cnektpomerpa Varian Gemini 300 MI'n FT-NMR. Crnucok nmukoB mpezncrasyieH B Tabnuie 2

nuske. Tunuanbii cnextp PC-SIMP npencrasnen Ha @ur. 7.
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Ta6auua 2. Criucok mukos “C-SIMP qns Tpuruapara

Xumuueckuii caABUr (M. a.) OTHocCHTeIbHAS BHICOTA MHKA
188,305 Hert nanusix (TPAS)
178,368 81

68,659 82

160,787 85

151,267 84

134,247 59

113,575 88

112,604 82

101,171 55

76,757 63

70,297 77

60,322 75

59,350 52

58,834 72

55,736 73

54,355 45

54,051 36

49,845 53

49,473 76

48,638 79

36,241 69

28,179 67

26,965 45

26,411 70

26,168 74

25,978 66

22,395 64

19,168 67

0,000 Hert nannbix (TPAS)

IIpumep 6: 12-mecauHasi cTAOMIBHOCTDL 0e3BOAHONH (GOpPMbI AUTHAPOXJIOPUAHONH COJTH MPH

KOHTPOJINPYeMOoii TeMnepaType U BJIA’KHOCTH

[0291] JurunpoxnopunHas conb, 6e3Boauyto Gopmy (3, 4R, 3'R)-6-[4-(4-amuHO-5-x710p-2-

METOKCHOEH30UJIAMIHO )-3-MEeTOKCUTTHITIEPUIUH- | -1JT|-reKCAaHOBOM KUCIIOTHI 1-

a3a0u1uKo[2.2.2]0okT-3'-110oBoro 3¢upa moMeInaiu B KaMepbl Il CTAOUIIBHOCTH C
KOHTPOJIUPYEMOM TEMITEPATypPOH U BIAXHOCTBIO HA CPOK 10 12 MecsueB. Y CTaHOBIUBAIN
temrieparypy 25 °C u OTHOCUTENbHAS BIAXKHOCTD. Ha 60%. O0pasipl aHATU3HUPOBAIIH B

HYJIEBOU MOMEHT BPEMEHH, 3aTeM depes 3, 6, 9 u 12 mecsues ¢ UCnonb30BaHUEM METOA

B2XX. Venosus BOXKX Obutn crieayromuMu:

Kononka: Inertsil C8-3, nimmna 250 MM, nuameTp 3 MM, pa3Mep 4acTUI] S MKM.
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INoneuxHas ¢aza A: 2000 mu Bozbl + 3 M MypaBbUHOM KHUCIIOTHI.

INoneuxnas ¢aza B: 1000 ma meTaHoa + 3 MJI MypaBbUHOM KHUCIIOTHI.

Ckopoctb noroka: 0,6 mur/MuH

JlnnHa BOJTHBI OOHApYsKeHUs: 275 HM

OO0mvem Bripbicka: 20 MK

Bpewmsi: 50 munyT
[0292] PesynbraTs! u3oOpaskeHsl B Tadnuue 3 Huske. XOTsS YUCTOTA COEMHEHHsI OCTABAJIach B
npenenax crenu@ukanuii, NEpBOHAYAIBHO YCTAHOBJIIEHHBIX JJIi AKTUBHOIO MaTepuana
(uucrora, Tiomans BOXX,%), cuna axtuBHOro gapmauesrudeckoro uHrpeauenra (API) co
BPEMEHEM CHIDKAlaCh W3-3a yBeNHUYeHusi coxepxanus Boabl (¢ 0,45% B HyJeBOW MOMEHT
BpemeHu 110 8,47% uepe3 6 mecsLes, a 3aTeM crabuibHa 10 12 mecsnes). Ito okono 8% -Hoe
CHIDKEHHUE CHJIbl AaKTUBHOIO WHIPEAMEHTAa, YTO BBIBOAMT NPOAYKT 3a Mpenesbl JOIMyCTUMOTrO

auanasoHa TpeOoBaHUI HamIekamedl mnpousBoacTBeHHON mnpakTuku (GMP), wu3HaYambHO

YCTAaHOBJICHHBIX HJIs1 3TOr'0 MaTre€puala.

Taoauua 3. CtabuabHOCTD G€3BOHON (POPMBI TUTHAPOXJIOpHAHON comu mpu 25°C/60% RH

Bpewmst (mecsiiibl) 0 3 6 9 12
Uucrora BOXX | 99,3 99,2 99,3 99,2 99,3
(rumomane %)

Conep>xaHue BOJbI 0,45% 6,47% 8,47% 8,20% 8,43%

IIpumep 7: 36-mecssuHAs1 CTAOUJIBHOCTD TPUTHAPATHON (OPMBI TUTHAPOXJIOPUAHOI COJIU B

CTPOro KOHTPOJIMPYEMbIX YCJIOBUAX TEMIIEPATYPLI U BJIAZKHOCTH

[0293] TpuruapatHyto ¢opmy aurunpoxsuopunnoi comu (3S, 4R, 3'R)-6-[4-(4-amuno0-5-x110p-2-
METOKCHOEH30UJIAMIHO )-3-MEeTOKCUTTHITEPUIUH- | -1JT|-reKCaHOBOW KUCIIOTHI 1-
a3a0u1uKo[2.2.2]okT-3'-11oBoro 3¢upa MoOMeINaiu B KaMepbl ISl CTA0OUIIBHOCTH C
KOHTPOJIEM TEMIIEPaTypbl U BIAXXHOCTU Ha CPOK 710 36 MecsLeB. Y CTaHOBINBAJIH
temrieparypy 25 °C u OTHOCUTENbHAS BIAXKHOCTD. Ha 60%. OOpasipl aHATU3UPOBAIIH B
HYJIEBOM MOMEHT BPEMEHH, 3aTeM depes 3, 6, 9, 12, 18, 24 u 36 mMecsLeB ¢ UCMOIb30BaHUEM
merona BOXKX, kak ornucano B mpumepe Bbiie. Pe3ynbsraTsel n3oOpaskeHsl B Tabnure 4

HIUXKE.
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Taoauna 4. CtaObuabHOCTD TPUTHIPATHON (POPMBI AUTHIpOXIOopUaHOH comu B 25 °C / 60% RH

Bpewmst (mecsiipr) 0 3 6 9 12 18 24 36
Uucrora BOXX | 99,8 100,2 | 100 99,9 99,1 100 99,6 99,5
(rutomanp %)

CopeprxkaHue BOJbI 85% |[8,6% |86% |[84% |[84% |86% |38,6% |86%

[0294] PesynbTaThl NMOKAa3bIBAIOT, YTO TPUTHIApATHAs (opMa CTaOMIbHA B TEUEHHUE HE MEHee
36 MecsleB KaKk B OTHOLIEHHMH YHCTOTHI, Tak U mpouHoctu. Conepskanue Boabl B API He
MEHSUIOCh B TeueHue 36 MmecsieB. JTa mapTusi Matepuaia npoiner cepruduxanmo GMP ns

NPUMEHEHUs Ha JII0JAX uepe3 36 mecsaues nociue cuaresa APL

IIpumep 8: CrabmibHOCTL TPUrHAPATHOH (POPMBI AUTHAPOXJOPHAHON COJH TPH

XpaHeHHH HaBaJoM B Xxpanuaume GMP

[0295] Tpurungpatayro ¢opMmy OLEHHMBaNIM Ha CTAaOWIBHOCTH B OTHOIIEHMH YHCTOTHI U

NPOYHOCTH B TedyeHUe mnepuona BpemeHu no 11 ner, xpansa ee B nomemeHun GMP B

I

KOHTPOJIMPYEMBIX YCJIOBUSAX TEMIIEPaTypbl U OTHOCHUTENIBbHON BIIAXKHOCTU (TeMIiepaTypa
KOMHATHAasl TEMIlepaTypa U OTHOCHUTENbHAs BJIAXHOCTb > 30%). Pe3ynbraThl npencraBieHbl B

Tabmuue 5 Huxe.

Taoauua S. CtaOuiabHOCTb TPUTHAPATHOW (HOPMBI TUTHIPOXJOPHIHOW COJH MpU
XpaHeHHH 0e3 yIaKoBKH MPpU KOMHATHOU Temmneparype u RH > 30%

I'on TectupoBanus 2007 2018 2018
(bapaban Nel) | (bapaban Ne2)

Yucrora B2XX | 99,6 99,6 99,6

(momane %)

ConepskaHue BOJIbI 8.8% 8,4% 8,7%

[0296] DOtu pesyabTraThl OEMOHCTPUPYIOT, 4YTO TpuruapatHas ¢opma API crabunbhHa mpu
xpaHeHnd o GMP npu XpaHEHUH B YCJIOBHUSIX TEMIIEPATYPhl U BIAKHOCTH, KOTOPbIE OOBIYHO

NpUMEHsI0TCs B XpaHunuinax GMP.
IIpumep 9: CkpunuHr nontumopda

[0297] CxpunuHr nonumMopda npoBoauian Ha 0e3BoAHON quruapoxiIopunHoi conu (35, 4R,
3'R)-6-[4-(4-amMuHO-5-XJ10p-2-METOKCHOEH30MIIAMHHO )-3 -METOKCUITUTIIEPUINH- | -1 ] -
reKCaHOBON KUCIOTHI 1-a3abuimkino[2.2.2]okr-3"-mnoBoro 3¢gupa myrem

NepeKpUCTaIN3aluyd MaTepuaia B 0koso 90 pa3iuyHbIX YCIOBUSAX POCTa KPUCTAJIIOB U
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aHaJIN3a U3BJICYCHHBIX TBEP/BIX BEIIECTB C NCTIOIb30BAHUEM ITOPOIIKOBOH PEHTI€HOBCKON
mudpakunu (mMPCA). BTopu4HbIi CKDUHHHT BBIOJIHSUIN C UCTIOJIb30BAHUEM
HEKOHKYPEHTHBIX SKCIIEPUMEHTOB C CyCIIeH3UeH ¢ mocienyomei nudpakunei
PEHTTeHOBCKUX JIyuel Ha TBepAbIX yacThuax. Ha 3ToM ckpuHuHre ObUTH HIEHTH()UIIUPOBAHBI
TPH pa3IU4HbIE TBEPbIe KpUcTaTnueckue Gpopmsl 6e3poanoi comu (popma I, popma Il u
¢dopma III), u 6pUTa UIEHTUPUIMPOBAHA TBEPAOTENbHAS KPUCTAJUINYECKAS TPUTHPATHAS
dopma (popma IV). Taxxke Obuta BeisiBiieHa amopdHas popma. Kpome Toro, 6110
oOHapy>keHo, uTo popMa I moxeT ObITE IpeoOpazoBana B popmy IV npu onpeneneHHbIX

YCJIOBHUSX.

[0298] VYcnoBus pocTa KpUCTAUIOB WIM JecaTypalud sl NEPEKPUCTAIU3ALUOHHBIX
na”esell cymmupoBanbl B Tabnune 6 Hike. Kaxxnas maHenp nepekpuCTaUIM3aliU COAepIKaa
22-32 nyHKH, KaxAas M3 KOTOPBIX COAEprkaja pas3jMyHble KOMIIO3ULIUU PaCTBOPUTENEH.
MartpuLbl pacTBOpUTENEH, HCIIOIb3YEeMble JJIS TPEX MaHeNel CKPUHUHTA MOIUMOpda, 1 yCIOBUS
CKPUHHHIOB IpeacTasyieHsl B Tabauuax 7, 8 1 9, B KOTOPBIX TaKKe MEPEUNCIICHbI Oy YeHHbIE
KpUCTAJUTNYECKHE (POPMBI KAXKIOTO JKCIIEPUMEHTA 1O KPUCTAJUIM3AIMHM HAa OCHOBE IAHHBIX

au(pakuuy PEHTT€HOBCKUX JIy4eH.
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Tabauua 6. CBonka naHenei nepeKpUCTAUIN3ALNNA PACTBOPUTEIIEH.

IHanenan No O6vem | Temmepatypa Pocr Ckopoctb
JKCIEPHMEHTOB (ma1) caTypauHMH | TeMIEpPATYphI | MOTOKA
(Ne 1yHOK) ‘O ‘O a3ora
(¢pyHnToOB
HA KB.
AK0HM)
I 22 5-10 40 40 5
11 32 10 30 30 7
11 32 10 50 50 10

Tabsauua 7. ITanens I Marpuna (catypauus / poct Temneparypsl = 40 °C). B Bepxneit

MOJIOBUHE MAaHEIN YKa3aHbl COOTHOLIEHUS] PACTBOPUTENIEN KaK PaCTBOPUTENb. COBMECTHBIN

PpaCTBOPUTEIIb. PGSYJ'IBTaTbI MaHEeJIM HaXOASTCS B HUKHEH MMOJIOBUHE.

HAueiixa Cucrema Oo0bem Macca PerenepupoBaHHbIe ®opma
pacTBOpHTEJIeH | pacTBOPHTE/IsI | PACTBOPEHHOI'0 | TBEpAbIe BEIeCTBA
(mJ1) BewecTBa (Mr)

1 METAHOJT 5 250 0eI10¢/KOPUIHEBOC amopdHast

2 STaHOJI 10 100 KpacHo-kopuaneBoe ®dopwma |

3 1-mpomanon 10 50 KpacHo-kopraaeBOE ®dopma IV

4 D TUICHIIATOJTb 10 100 amopdHast

5 Bonxa 10 150 Kopuunesoe amopdHast

6 MEK 10 50 KpacHo-kopraHeBOE | HEpacTBOpHUMAS
7 MeTtuneHxiaopug 10 50 HEPACTBOPUMAs
8 Xnopohopm 10 50 KpacHo-kopraHeBOE | HEpacTBOpHUMAS
9 ALeTOH 10 50 HEPACTBOPHMAS
10 2-TIpOTaHoI 10 50 ®Popma I

11 1-OyraHon 10 50 ®Popwma [

12 JAM®DA 10 50 KpacHo-kopmiaaeBOC ®opma [

13 JIMA 10 50 Kenaroe

14 Byrunamun 10 150 Kopuunesoe I'ens / uronku
15 MTBE 10 50 HEpacTBOpUMAas
16 Mzonpormmnanerar 10 50 HEpacTBOpUMAas
17 HUTPOMETAH 10 50 Kpacno-kopmiaaeBoe ®Popwma [

18 Hzonponmnoserit 10 50 HEpacTBOpUMAs

abup

19 EtOAc 10 25 HCPaACTBOPUMA
20 AULCTOHUTPHIT 10 25 Benoe ®Dopwma I

21 Tomyon 10 25 HEpacTBOpUMAasd
22 renTad 10 25 HEpacTBOpUMasd

Taoauna 8. Marpuna nanenu 11 (carypauus / Temnepatypa pocra = 30 °C). B BepxHei

IIOJIOBUHE

IaHeJIn

yKa3aHbl

COOTHOILICHHA
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PacTBOPUTEIb.COBMECTHBIN PaCTBOPUTEID.

PGSYJILTaTbI IIaHEJIu HaxXOoOATCsA B HIDKHEH

MOJIOBUHE.
PacTBOopuTenn 1 2 3 4 CoBmecTHBIIH
PACTBOPHTEJIb
EtOH A 9:1 73 3:7 1:9 BOIA
MeOH B 9:1 7:3 3.7 1:9 l-mpomanon
Boaa C 9:1 7:3 3.7 1:9 2-pomaHoa
OyTHIAMUH D 9:1 7:3 3:7 1:9 1-Oyranon
I-nponanon E 9:1 7:3 3:7 1:9 ACN
EtOH F 9:1 7:3 3.7 1:9 l-poanon
IM®DA G 9:1 7:3 3.7 1:9 TOIYOII
IMA H 9:1 7:3 3.7 1:9 HUTPOMETaH
EtOH A ®opma Il | amopduas | amopduas | amopdHas BOJA
MeOH B ®opmall | ®opmall | Dopma II + | Dopma IV 1-npomnanon
v
Bona C amopdnas | amopdHas | amoppuas | Popma IV 2-npomnaHoa
OyTHIaMuH D reib reib relib reib 1-6yTanon
I-nponanon E ®opmalV | ®opmall | PopmalV | Gopma IV ACN
EtOH F dopma IV | ®opma IV | dopma IV | dopma IV 1 -nponanon
IMOA G ®opma IV | ®opma | relb HEPACTBOPUMAS | TOIYOI
IAMA H ®opma IV | opmalV | Dopma IV HUTPOMETaH

Taoauua 9. ITanens I Marpuna (carypanus / temneparypa pocra = 50 °C). B BepxHeii

IIOJIOBUHE

IMaHeJInu

yKa3aHbl

COOTHOLICHUA

pacTBoOpUTENEH

KakK

PacCTBOPUTEJIb: COBMECTHBIN pAaCTBOPUTENb. Pe3ynbpTaThl MaHeNIU HaXOMATCS B HHKHEH

MOJIOBUHE.

PacrBopuresn 1 2 3 4 CoBmecTHBIIH
PACTBOPHTEJIb

EtOH A |91 73 3:7 1:9 BOJA
MeOH B | 9:1 73 3:7 1:9 1-mpomanoa
Boaa C |91 73 3:7 1:9 2-poTaHoI
MDA D | 9:1 73 3:7 1:9 METAHOJ
I-nponranon E |91 7:3 3:7 1:9 ACN
EtOH F | 9:1 73 3:7 1:9 l-mmpomaroa
MDA G |91 73 3:7 1:9 TOIYOI
JAMA H | 9:1 73 3:7 1:9 HATPOMCTAH
EtOH A | Il + amopdHas | amopdHas | amopdaas amopHas BOJAA
MecOH B | amopdnas I II I I-nmpomnanomn
Bona C | amopdHas amopduas | amopdHas I 2-nponaHon
IMDA D | Il + amopduas | 1T I I METaHOT
1-npomanon E |1 I I+amopdHuas I ACN
EtOH F | amopdnas m+1 I I I-nponanon
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IMDA G | IV I HCPACTBOpPUMAsS | HCPACTBOPHUMAS | TOIYOI

IMA H | amskas v I I HATPOMCTAH
PaCTBOPHUMOCTb

[0299] Hekouxypenmmsie sKchepumenmsl ¢ CycneH3ueil Onsi CKPUHUHSA NOMUMOPPha

HekoHKypeHTHbIE  SKCIIEPUMEHTBI C  CyCleH3Wed OBl BBIIOJHEHBI B KauecTBE

JOTMOJHUTENBHOTO MeTozna CKpuHMHra mnonumopda. Ilpum mnpuroroBneHuM CyCHeH3HH

noJuMOpP(HOTO MaTepuaia MOKeT o0pa3oBarbes JiroOast momumopdHasi popma ¢ Oosiee HUIKOU
pacTBOPpUMOCTBEIO (Doee TepMOAMHAMUYECKH cTabmibHas ¢(opma). 3apoablmeBbie (HOpMbI
MOTyT HpeO6pa30BbIBaTb BC€ OCTAaTOYHBIC TBEPABIC BCIICCTBA B 3apOAbIIICBBLIC q)OprI
nocpencTBoM (pa3oBOro nepexosa, ornocpenoBaHHOro pacrsopureneM. CyCleH3UH BbIIENEHHON
¢dopmbr I monywann noOaBiaeHMeM H30BITKA TBEPAOrO BELIECTBA K HECKOJIBKHUM Pa3IHYHBIM
cucteMam pactBoputeneil. CyCHeH3MHM WHTEHCHBHO NepEMEIlNBAIN IPU TEMIepaType
OKpyKaromiel cpeabl B TedeHue 3 Hepmenb. OcTaBiinecss TBEpAble BeIECTBA COOHMpAH
BAKYYMHOW (ribTpanyeil U aHaJIM3MPOBAIN ITOPOLIKOBBIM PEHTTEHOCTPYKTYPHBIM aHAIH30M,
4TOOBl ONpPEAENNUTh, MPOM3OLLIM JIK KaKHe-TUOO H3MEHEHUs B KpUCTaJUTMueckod (opme

TBEPIBIX BelIEeCTB. Pe3ysibTaThl HEKOHKYPEHTOCTIOCOOHOH padoThl ¢ CycreH3uel n300pakeHbl B

Tabmune 10 amxe.

Tab6auuna 10. [lepeueHb HEKOHKYPEHTHBIX 3KCIIEPUMEHTOB C CyCIeH3uel

PacTtBopurtens | AnTupacrBopurenb | Temnepartypa PesyabTHpyomas

¢opma
®opma 1

1-ITponanon Bona Temnepatypa
OKpYKaroIen
cpensl
Temneparypa
OKpYKaroIen
cpensl
Temnepatypa
OKpYKaroIen
cpenbl
Temnepatypa
OKpY>KaroLen
cpenbl
Temnepatypa
OKpY>KaroLen
cpenbl

OrtaHon Bona ®opma 1

MeraHon Bona ®opwma 1

Bona Bona ®opwma 1

ALeToHUTpUI Bona ®opma 1

[0300] Ha ocHOBaHWHM pe3yJNBTATOB SKCIEPUMEHTOB C CYCIEH3HSIMH OBLIO OMpPEIENeHO, YTO

dopma I siBnsieTcst Hanbosee TepMOAMHAMIYECKH CTAOMIIbHON O€3BOIHON (hOPMOIA.
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[0301] [Hansble nepekpuctaummsanvu B Tadmune 8 (manens I1) mokaseBaroT, uto popma IV
TPUTHIPATA MOXKET OBITh TMOJy4YeHa MEepeKpHCTa/UIM3alNe U3 CMECH PacTBOpUTENIeH Boxa: 2-
NPOTIAHOJ IPU COOTHOIIEHUHN MeHee 3:7 00. (menee yem 30% Boxbl u 70% n3omnponanona 00.) u
npu Temmneparype He Bbimie 40 °C. OmnpeneneHHble pacTBOPUTENH, HCIOJIb3yEMblE B
skcnepuMenTtax, Takue kak JAMA u JIM®A, moxer ObITh TPYIHO YAQJIUTh U3 KOMIIO3HIIUHI
(TakMX KaK KOMIO3ULIUH, YBEINYUBAIOLINE OOBbEM KHUIIEYHOTO COAEPKIMOr0) U3-3a UX BBICOKOH
TEMIIEpPAaTypbl KUIEHUs. B HEKOTOpBIX CHUTyalUsX MOMNBITKA YAAIUTb 3TH BBICOKOKHUIISIINE
pacTBOPUTENN W3 KOMIIO3UIMU TpeOyeT VCIOBHH, KOTOpble MOIYT AecTaOuIM3HUpOBATH
JKeJIaeMOe COeIMHEHHUE, TaKUX KaK HeOOXOOMMOCTb HArpeBaHHs B COYETAHUHU C OYEHb HU3KHM

JIABJICHUEM.
IIpumep 10: CtaduabHOCTL B 00beMe TPHTHAPATHOH (GOPMbI AUTHAPOXJIOPHIAHOH COJTH.

[0302] Cmabursnocms 6 ooweme 6 cmpeccossix ycnosusix: Oxono 20-30 Mr TpUruApaTHON
(bopMbI TUTHAPOXJIOPUIAHON COJIH B3BeInBaiu BO (akonax mist BOXX u noxgsepranu crpeccy
npu 25 °C u 60% ortHocutenbHON BiaxHocTu (OTkpbIThie), 40 °C u 75% oTHOCUTENbHOMN
BIAXXHOCTH (OTKpBITEIE), 1 60 °C (3aKpbIThle) B TEYEHHE OAHON HENeNH U B TEUEHHE IBYX
Henenb. Kak mokasaHo B Tabmuue 11 w Ha @Dur. 8-10, TpuruapatHas ¢opma Obuia Kak
(du3nUecKku, TaK U XUMHYECKH CTaOMJIbHOW MPH BCEX TEMIIEPATypaxX M BJIAKHOCTSIX B TEYCHUE

OZIHOM WJIM JIBYX HENElb.

Taoauua 11: @usuyeckas u XuMudeckasi CTabUIIbHOCTh B TEYEHHUE OJHOM UJTH JIBYX HENesb

Hoaumopd Tpuruaparuas ¢gopma

HavanbHass 4wmcrora (HyJeBo#
MOMEHT BpeMeHH)
TBepnoe cocrosinue, 25°C / 60% OTHOCHUTEIBbHOI BJIAKHOCTH

99,75%

OTKpbITasi
Hucrora uepes 1 Henemnto 99,74%
Hucrora uepes 2 Henenu 99,79%

HPCA uepes 1 Hezeo Tpurunpatsas ¢opma (Dur.

8)
nPCA uepes 2 Henenu g)p MruzpaTHas popwma (Pur.
Bremnuii Bun yepes 1 Hegenro benblii nopomok
Bremnuli Bug uepes 2 Hepenu benblii nopomok
TBepnoe cocrosinue, 40 °C / 75% OTHOCHTEJILHOH BJIAYKHOCTH
OTKpbITAast
Hucrora uepes 1 Henento 99,75%
Hucrora uepes 2 Henenu 99,79%
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TpurugpatHas popma
nPCA uepe3 1 Henento
(®ur. 9)

TpurunpatHas popma

nPCA uepe3s 2 Henenu

(®ur. 9)
Bremnuii Bun yepes 1 Hegemnro benblii nopomok
Bremnuii Bug uepes 2 Hepenu Arnomepar
Tsepaoe cocTtosinue, 60 °C 3akpbiTas
Yucrora uepes 1 Henemnto 99,75%
Hucrora uepes 2 Henenu 99,75%

TpurunpatHas popma
nPCA uepe3 1 Henemnto
(®ur. 10)

Tpurunpatsas popma

nPCA uepe3s 2 Henenu

(®ur. 10)
Bremnuii Bug uepes 1 Hepento benbii nopomok
Bremnuii Bug uepes 2 Henenu benblii nopomok

[0303] Cmabursnocms 6 obveme npu OveHv 6bICOKOU GIANCHOCMU: TPUTHUAPATHYIO (GOpMy
OUTUAPOXJIOPUAHON CcOoM mojaBseprainu crpeccy mpu 25 °C u oTHOCUTENbHOH BiaxkHocTH 97%
(otkperTas), 40 °C u oTHOCcHTENbHOH BiaxHOCTH 96% (oTKpbITast) U 60 °C 1 OTHOCUTETHHOMN
BiaakHOCTH 96%. (OTKpbITasi) B TeueHue oxHoi Hemenu. Kak mnokaszano B Tabmume 12,
TpuruapatHas ¢popma Obuta kKak Gu3HUecKHu, Tak U XUMUYeckH crabuibHON npu 25 °C u 97%
OTHOCUTENIbHOW BJIAKHOCTH (OTKpBITasi) B TEUEHHE OJHOW Henelw, HO IpeTeprenaia
pa3KIbKeHHe Mpu nosbiieHny TemmepaTtypsl 10 40 °C unu 60 °C, yTo nenano ee KUAKoi MeHee

XUMUYECKHU CTAOUJIBHOM.

Tabomua 12: @usndeckas 1 XUMHYECKast CTAOMIBHOCTh B TEYEHUE OTHOM HEIEeNN MPU BBICOKOH

BJIAXKHOCTU

Hoaumopd Tpuruaparnas ¢popma

HavanbHass 4uuncrora (HyJieBOH

99,75%
MOMEHT BpeMeHH )

Teepnoe cocrosinme, 25 °C / 97% 0THOCHTEIbHOH BJIAKHOCTH

Yucrora yepes3 1 Henemnro 99,63% ArJIoMepar, Oesviit
MIOPOILIOK

Teepaoe cocrosinne, 40 °C / 96% 0THOCHTEIbHOH BJIAKHOCTH

UYucrora uepes 1 Henemnro 99,25% PacnnbiBanue

Teepaoe cocrosinne, 60 °C / 96% oTHOCHTEIbHOH BJIAKHOCTH

UYucrora yepes 1 Henemro 95,42% PacnnbiBanue
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POPMYVYJIA U3OBPETEHUA

1. Kommosumusi, yBenuuuBaOImas OOBEM  KHUIIEYHOTO COAEPKUMOTrO,  COIepsKarias
TPUTUAPATHYIO dopmy (3S,4R,3'R)-6-[4-(4-aMuHO-5-XJIOp-2-METOKCUOEH30MIIAMHUHO)-3 -
METOKCHITUITEPUANH- | -1 |-reKCaHOBOH KHUCIIOTH  1-a3abunmkino[2.2.2]okt-3'-mnoBoro s¢upa

IUTUAPOXJIOPUIHON COJIH, UMEIOINYIO CIEeNYIOIY0 GpopMyy:

o)
o)

HoN O| ~ 2HCI.3H,0

U 110 MEHbLIEH Mepe OANH KOHTEHHep.

2. KoMmno3umusi, yBequunBaroiiasi 00béM KHIIEYHOTO COAEPIKUMOro, Mo 1. 1, comepkamiasi mo
MeHbineli mepe 75% wmacc. tpurunpatHod ¢opmel  (3S,4R,3'R)-6-[4-(4-amuHO-5-x110p-2-
METOKCHOEH30MIIAMUHO)-3-MeTOKCUITUIIEPUINH- | 1T |reKCaHOBOH KHUCJIOTBI 1-
a3abunmkio[2.2.2]okT-3'-uaoBoro 3¢gupa AUTHAPOXJIOPUIAHON COJH, OTJIUYAKOLIASICS TEM, YTO

Macca He BKJIFOYAeT MacCy MO MEHbIIEH Mepe OAHOI0 KOHTEeHHepa.

3. Kommosuiusi, yBenu4MBaKOINas OObEM KHIIEYHOrO CONEpPKUMOro, mo m. 1 wmum 2,
JOTOJIHUTENBHO — comepkamas  Oe3somHyro  (opmy  (3S,4R,3'R)-6-[4-(4-amuHO-5-x510p-2-
METOKCHOEH30MIAMUHO )-3-METOKCUTTUTIEPUIUH- | -1JT|reKCaHOBO KHCJIOTBI 1-
a3abunmkio[2.2.2]okT-3'-unoBoro 3¢pupa AUTHAPOXJIOPUAHON CONHU, TMPHYEM COOTHOLICHHE

TPUTHAPATHOH (HOPMBI K OE3BOTHON COCTABJISIET IO MEHBIIEH Mepe OKoJo 4:1.

4. KoMno3uiusi, yBeIMIUBAOLIasi 00bEM KUIIEYHOTO COAEPIKUMOTrO, 1o 1. 1 mitu 2, copeprkarast
1o MeHbIIel Mepe okouto 6,5% Macc. Boabl IO OTHOIIEHUO K o0mel macce (3S,4R,3'R)-6-[4-(4-
AMHHO-5-XJIOp-2-MEeTOKCUOEH30MIAMIHO)-3-METOKCHITUTIEPUAHH- | -] TeKCAHOBOH KHCIIOTHI |-
azabunmkio[2.2.2]okT-3'-unoBoro  3pupa IUTHAPOXJOPUAHOH COJH, MPHCYTCTBYIOIIEH B

0e3BOHON M TPUTHAPATHOH (opme.

5. Kommo3uiusi, yBennduBaromas o0béM KHUIIEYHOTO COMEPIKUMOTrO, MO M. 3, OTIMYArOIIasiCSI
TE€M, YTO COOTHOIIECHUE TPUTHAPATHONU (OpMbI K Oe3BOIHOU (POpMe COCTaBISIET MO MEHBIIEH

mepe okogio 11:1.
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6. Komnosunus, yBennuuBaromas o0bEM KHUIIEYHOTO CONEP’KUMOro, 1Mo Jrobdomy u3 mm. 1-4,
colepskamiasi 1Mo MeHbIIel Mepe OKoJNio 7,5% wmacc. BOIBI OTHOCHUTENBHO OOINeld MacChl
(35,4R 3'R)-6-[4-(4-amMnHO-5-XJI0p-2-METOKCUOEH30MIIAMHUHO )-3 -METOKCUTTUTIEPUANH- | -

WI|TeKCAaHOBOW KHUCIOTHI 1-a3a0uiukio2.2.2]okT-3'-mioBoro 3¢upa AUrHAPOXIOPUIHOU COJIH,

MPUCYTCTBYIOLIEH B O€3BOIHON UIN TPUTHIAPATHOMN popme.

7. Kommnosunus, yBennuuBaroImas o0ObEM KHIIEYHOTO COAEP’KUMOro, 1o Jrbdomy u3 mm. 1-6,
OTJIMYAIOINASACSA TEM, UTO TPUTHApaTHas (popMa HAXOAMTCSA B KPHUCTAIIMYECKOH (opme, U mpu

TOM, 4TO Kpuctajundeckas ¢popma nmeet nuku nPCA npu 7,74 + 0,5° u 20,95 + 0,5°.

8. ®apmareBTHUECKas] KOMIIO3UIMS, copepskamas TpuruapatHyo ¢opmy (3S,4R,3'R)-6-[4-(4-
aAMHMHO-5-XJIOp-2-MeTOKCUOEH30MIAMUHO)-3-MEeTOKCUITUIIEPUANH- | -UIT|TeKCAHOBON KHCIIOTBI 1-

a3a0nnukiIo[2.2.2]okr-3'-unoBoro s¢gupa AUTHAPOXJOPUAHON COJH, HMEIOIas CIEAYIOLIYIO

O
NS
H =

o<

Gopmyny:

HaN 0 2HCI.3H,0

U (papManeBTHYECKH PUEMIIEMbIH SKCITUITHEHT.

9. @apmarieBTHYECKass KOMITO3ULHS TIO I 8, JOMOJHUTENBHO conepskamas 0e3BomHy (Gopmy
(35,4R 3'R)-6-[4-(4-amMHuHO-5-XJIOp-2-METOKCHOCH30MIIAMHHO )-3 -METOKCUTTUTIEPUAH- | -

WI|TeKCAHOBOU KHUCIOTHI 1-a3a0uiukiio[2.2.2]okT-3'-uioBoro 3dupa AUrHAPOXIOPUTHON COJH,
NpUYeM COOTHOIIEHUE TPUTHAPATHOH (HOPMBI K OE3BOTHOM COCTABJISIET 110 MEHBLIEH Mepe OKOJIO

4:1.

10. dapmaneBTHUecKasi KOMIO3UIMSA 1O 1. 8, comepskaias ot okojo 6,5% mo okono 10% macc.
BOIbBI MO  OTHOmeHMO Kk  obmeir  macce  (3S,4R,3'R)-6-[4-(4-amuHO-5-X710p-2-
METOKCHOEH30MIAMHHO )-3-MeTOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-
azabunmkio[2.2.2]okT-3'-unoBoro  3pupa IUTHAPOXJOPUAHOH COJH, MPHCYTCTBYIOIIEH B

0e3BOIHON M TPUTHAPATHOH (opme.

11. dapmaneBTHuecKass KOMIO3UMLUS NO M. 9, OTIHYAKOLIAsACSA TEM, YTO COOTHOLIEHUE

TPUTHAPATHOH (HOPMBIK OE3BOIHOM (POpME COCTABIISIET MO MeHbIIeH Mepe okono 11:1.
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12. dapmanepTryueckass KOMIIO3ULMs 110 Jr0domMy u3 . 8—11, comepskamast ot okojio 7,5% no
okoio 9% wmacc. Boael Mo oTHOWEHHIO kK obmeit macce (3S,4R,3'R)-6-[4-(4-amun0-5-x110p-2-
METOKCHOEH30MIAMHHO )-3-METOKCUTTUTIEPUIUH- | -1JT|FeKCaHOBOH KHCJIOTBI 1-
azabunmkio[2.2.2]okT-3'-unoBoro  3pupa IUTUAPOXJOPUAHONH COJH, MPHCYTCTBYIOIEH B

0e3BOHON MM TPUTHAPATHOH (popme.

13. dapmaneBTHdeckass KOMIO3ULMS 1O JroboMy 3 mm. 8—12, comeprkamas meHee 1% macc.
0e3BOAHOM dopmbl (3S,4R,3'R)-6-[4-(4-amMHuHO-5-XJI0p-2-METOKCHOEH30MIIAMHUHO)-3 -
METOKCHITUITEPUANH- | -UJI|[reKCaHOBOM  KUCIOTHI  1-a3abunmkio[2.2.2]okr-3'-mioBoro  s¢upa

JUTUAPOXJIOPUIHON COJIH.

14. ®apmaneBTHueckass KOMIIO3ULMA IO JroOomy u3 nm. 8-13, oTinyaromasicss TeM, 4TO
TpuruzapatHas ¢opma HaXOIUTCS B KPUCTAIIMYECKON (opMe, M MpPHU 3TOM KPUCTAJUIUYECKas

dopma nmeer nuku nPCA npu 7,74 £ 0,5° u 20,95 + 0,5°.

15. Jo3upoBanHasi ¢popma, conepskamas HapMaleBTHUECKYI0 KOMITO3ULHIO O JI000MY M3 Tl

8-14.

16. NosuposanHast ¢popma 1o 1. 15, oTnuuaromasicss TeM, 4To J03UpOBaHHast (opMa COAEPIKUT

onHy uiau Oosiee TaOJIETOK WIIK OHY WK OoJiee KarcyJI.
17. Habop, cogep:xauii 1o3upoBaHHyto Gopmy 1o 1. 15 wim 16 1 yrmakoBky.

18. HaGop mo m. 17, OTIHUYArOIIMICA TeM, YTO YIAKOBKa MPENCTaBjsieT COOOM ONUCTEPHYIO

YIIaKOBKY.

19. Crioco® ynydimeHus MOTOPHKH KeJTyTOYHO-KUIIIEUHOTO TPAKTA Y CyOBbeKTa, HY KIAroIIerocs
B OTOM, BKJIIOYAIOIIUN BBEIEHUE CYOBEKTYy, HYKIAIOLIEMyCs B O5TOM, TepPaneBTUYECKU
3¢(HeKTUBHOrO KOJMYeCTBa (hapMaLEeBTHUECKON KOMIO3WIMK IO JIoOoMmy u3 mm. 8—14 wiu

NO3UpPOBaHHOM (Gopmbl o 1. 15 wn 16.

20. Cnocob mo m. 19, OTIMHArOIIMIACA TEeM, YTO HYXXIAIOLIMHICA B 3TOM CYOBEKT CTpagaet

JKEJTYAOYHO-KUIIEYHBIM PACCTPONCTBOM.

21. Crnoco0 JeueHHs >KeJyIOYHO-KUILIEYHOTO PAaCCTPOiCTBAa y CyObBeKTa, HYKOAOINErocs B
5TOM, BKJIOUAIOLIMHA BBEOCHHE CYOBEKTY, HYXTAIOIIEMYyCsl B OTOM, TEpPaleBTUYECKH
3¢(eKTUBHOrO KOJMYecTBa (hapMaleBTHUECKON KOMIO3WIHMH MO JIoOomy u3 mm. 8—14 wiu

NO3UPOBaHHOM (opmbl o 1. 15 wn 16.
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22. Crnocob no m. 20 wu 21, OTIMYAIOLINICS TeM, YTO JKEJIyIOYHO-KUILIEYHOE PACCTPONCTBO
BBIOPAaHO W3 TPYMIbBIL, COCTOSIEH W3 ractpod3odareanbHoi pedirokcHol Oonesnu (I'OPB),
(YHKUNOHATBHON TUCTIETICHU UM (PYHKIIMOHAJIBHOTO HApPYLIEHUs] MOTOPUKH, Mape3a KeNyaKa,
MAPAIUTHYECKON  HEMPOXOAMMOCTH KHUILIEYHHKA, IIOCJIEONEPALIMOHHON  HETPOXOIUMOCTH
KUIIEYHUKA, PBOTHL, TOIIHOTHI, M3XOTH, I[CEBIOOOCTPYKUIMU KHUINEYHHUKA, CHHAPOMA
pazapaxenHoro kumneunuka (IBS), 3amopa, HenmepenocumocTu sHTepanbHoro nutanusi (EFI) u

a30darura.

23. Ilpumenenue mo m. 22, oriauuaromeecs teMm, 4ro [ OPb mpencrasmsier coboii ['OPB,

PE3UCTEHTHYIO K HHrHOUTOpaM npoToHHOH nomrel (PPI).

24. TlpumeHeHue mo M. 22, OTIMYAIOLIEeCs TEM, YTO 3amop Mpencrasisier coboi 3amop,
BbiBaHHbI ommatamu (OIC), xponmueckuit wupguomarudeckuin 3amop (CIC) wnm 3amop,

CBSI3aHHBII C TUTIOM 3a10pa ¢ CHHAPOMOM pa3apakeHHoro kumedHuka (IBSc).

25. IlpumeHeHue 1o 1. 22, OTIUYAKOLIEeCs TeM, YTO 330()aruT SBJISIETCS 3PO3UBHBIM 330(aruToM

(EE) nnn s03uno¢punbHbM 330¢arurom (EoE).

26. Ilpumenenue no m. 22, ornuyaromeecss teM, uro IBS npeacrasisier coboit Tin cuHapoma

pa3apakeHHOro kuiedHuka ¢ 3anopom (IBSc).

27. TlpumeHeHue To 1. 22, OTJMYAIOLIEECS] TEM, YTO TacTponape3 MPEACTaBisieT CoOOk

nuadeTuyecKuil racTpornapes Wi WIHONMATHYECKUN, WA (DYHKIIUOHAJIBHBIN racTpomnapes.

28. Ilpumenenne no n. 20 wunm 21, oTauyaromeecss TeM, 4YTO SKENyJAOYHO-KHULIEYHOE
pacCcTpONCTBO BBIOPAHO W3 Tpymmbl, coctosmedl u3 ['OPB, pe3ncreHTHONW K HHrHOUTOpaM
nporoHHoii nomnel (PPI), pBoTh, ractpomapesa, 3amopa, Bb3BaHHOro omnuaramu (OIC),
xponudeckoro uauonarudeckoro 3anopa (CIC), sposusnoro 330daruta (EE), 303uHOGUIBHOTO
s3odaruta (EoE), ¢ynkumonanshoit nucnencun (FD) wmimn QyHKIMOHATBHOTO HApPYLICHHUS
motopuku (FMD), kuieyHol nceBIo0OCTPYKIMH, TUIIA CHHIPOMA Pa3APaskeHHOrO KUIIEYHHUKA
¢ 3anmopom (IBSc), Henmepenocumoctu sHrepanbHoro nutanus (EFI) u mocneonepannoHHOMN

KHMIIEYHON HENPOXOJUMOCTH.

29. Ilpumenenne no n. 20 wuam 21, oTauyaromeecss TeM, 4YTO SKEJyJAOYHO-KHULIEYHOE
paccTpONCTBO BBIOPAaHO W3 TPYNMbL, COCTOSIIEH W3 MOCIEONEPAMOHHON  KHIIEYHOU
HETPOXOAMMOCTH, XPOHUYECKOH MacTOMITHON TETaHHUH, 3aropa, MErakoJOHa, racTPHUTa, 3acTOs

KEITYAOUHO-KHUIIECYHOr'O TpaKTa U I[G(I)GKTa OMOPOKHEHUA CbhIUyTa.
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30. Ilpumenenne mo 1. 29, oTIHUarOmeEecss TEM, YTO TaCTPUT MPENcTaBisieT CoOok

arpopUIeCKHil TaCTPHT.

31 IIpumenenue TPUTUIPATHOMN dopmbl (3S,4R,3'R)-6-[4-(4-amuHO-5-x110p-2-
METOKCHOEH30MIAMHHO )-3-METOKCUTTUTIEPUIUH- | -1 |FeKCaHOBOH KHCJIOTBI 1-
azabunmkio[2.2.2]okT-3'-unoBoro  3pupa ITUTUAPOXJOPUAHOW CONM TPH  INPOU3BOACTBE
JIEKapCTBEHHOI'O CPEACTBAa AJd YJIY4LIEHHs MOTOPHUKHU SKEIyAOYHO-KUIIEYHOIO TpakTa Yy

cyOBeKTa, Hy KIArOIIerocsi B 5TOM.

32. Ilpumenenue no m. 31, oTau4aromeecs: TeM, YTO HYKTAIOIIUICS B 3TOM CyOBEKT cTpanaer

JKEJTYAOYHO-KUIIEYHBIM PACCTPOUCTBOM.

33. IIpumenenue TPUTUIPATHON bopmbl (3S,4R,3'R)-6-[4-(4-amuHO-5-x110p-2-
METOKCHOEH30MIAMHHO)-3-MEeTOKCUTTUTIEPUANH- | -1 |reKCaHOBOI KHCJIOTBI 1-
a3aburmkio[2.2.2]okr-3'-nnoBoro  3pupa AUTHAPOXJIOPUAHOW COMM TPU  MPOHM3BOACTBE
JIEKapCTBEHHOTO CPENCTBA Ul JIEUEHHs >KEJyJOYHO-KHLIEYHOIO pPAcCTPOHCTBA y CyOBeKTa,

HYXJAOIIETOCA B 5TOM.

34. Ilpumenenne no n. 32 wunu 33, OTIMYAKOIIEECS TEM, YTO JKEJyJOYHO-KULIEYHOE
pPaccTpONCTBO BBIOPAHO U3 TPYIIIBI, COCTOSIIEH U3 racTpodszodareaibHOi pedIIOKCHON OO0Ie3HU
(I'9PB), GyHKIMOHANBHOW IUCTIETICUU WIH (DYHKIIMOHAJIBHOTO HAPYILICHUsS MOTOPHKH, Mapes3a
JKeJTyIKa, napaJuTUIECKOU HEMpPOXOIUMOCTH KHIIEYHHKA, MOCJIEOTEPALIMOHHOM
HEMPOXOAUMOCTH KHINEYHHKA, PBOTBHI, TOLIHOTBI, W3)KOTH, ICEBIOOOCTPYKIIUH KHUIIEYHUKA,
cuHApoMa pasapaxeHHoro kuineynuka (IBS), 3amopa, HenmepeHOCHMOCTH 3SHTEPATbHOTO

nmutanust (EFI) u 530daruTa.

35. Tlpumenenue mo mn. 34, ommmuaromneecss tem, uro [ OPB mpencrasmser coboii I'OPB,

PE3UCTEHTHYIO K HHTHOUTOpPaM MpoTOoHHOM noMmiiel (PPI).

36. Ilpumenenue mo m. 34, oTMYaKOIIeecs TEM, YTO 3amop NpeacTaBiser coOol 3amop,
Bb3BaHHbI ommatamu (OIC), xponmueckuii wupuomarwdeckuin 3amop (CIC) wnm 3amop,

CBSI3aHHBII C TUIIOM 3a10pa ¢ CHHAPOMOM paszapakeHHoro kumednnka (IBSc).

37. IlpumeHenue 1o 1. 34, OTIMYAKOIIEeeCs TeM, 4TO 330(haruT sSBJSIETCS] SPO3UBHBIM 330(aruToOM

(EE) nnu s03un0dmnpHbIM 330¢arutom (EoE).

38. IIpumenenne o m. 34, ommyaromeecss TeMm, 4ro IBS mpencraenseT cobol THUIT CHHIpOMA

pazapaxkeHHOro kumedHnka ¢ 3amopom (IBSc).
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39. Ilpumenenne no n. 34, OTIMYAKOIIEeCs TEM, YTO TracTpomapes MpencTaBisieT COOOi

nuadeTndecKkuil racTponapes Wi WAHONATHYSCKHH, I (DYHKIIUOHAIBHBIN racTpomapes.

40. Ilpumenenne no n. 32 wuaum 33, OTIMYAOLIEECS TEM, 4YTO >KEJyJOYHO-KULIEYHOE
paccTpolCTBO BBIOPaHO W3 rpymmbl, cocrosimeidl u3 ['OPb, pesncreHTHONW K HHrHOUTOpaM
nporoHHoii momnel (PPI), pBoTel, racrpomapesa, 3amopa, Bb3BaHHOro omnuaramu (OIC),
xponudeckoro uauonaruueckoro 3anopa (CIC), sposusnoro 330¢darura (EE), 303uH0MIBHOTO
a3o¢aruta (EoE), ¢ynkumonanvhoit nucnencuu (FD) wnu (yHKUMOHANIBHOTO HapyIIeHUs
motopuku (FMD), kuieuHol 1nceBaooOCTPYKINH, TUIIA CHHIPOMA Pa3ApaskeHHOrO KUIIEYHHKA
¢ 3anopom (IBSc), menepenocumoctu surepanbHoro nutanus (EFI) u mocneoneparnoHHOMN

KHUIIEYHON HENPOXOAUMOCTH.

41. Ilpumenenune mno n. 32 wuum 33, OTJIMYAKOLIEECS TEM, YTO SKEIyJOYHO-KHIIEYHOE
pacCTpOICTBO BBIOPAHO M3 TPYMIMbL, COCTOSIIEH W3 MOCIEONEPALMOHHON KHIIEYHOM
HETIPOXOJUMOCTH, XPOHUYECKOW MACTOMIIHOW TeTaHHHM, 3aI0pa, MErakoJIOHA, racTPUTA, 3aCTOs

JKEJTY IOYHO-KHUIIEYHOI'O TPAKTa U ;:[e(beKTa OIIOPOKHCHUS CbIYyTra.

42. TlpumenHenne mno 1. 41, oTaMUarOIIeecss TEM, YTO TaCTPUT MPEACTABISET COOOM

arpouyecKuii racTpur.

43. CoenuHeHue IJisi MPUMEHEHUS ISl YIYYIIEeHUsST MOTOPUKH JKEJTyJOYHO-KUIIEYHOTO TPAKTA Y
CyObeKTa, HYKIAIOIIErOCs B 3TOM, MPHYEM COENUHEHHUE MPEACTABISIET COOOM TPUTHIPATHYIO
dopmy (3S,4R,3'R)-6-[4-(4-aMUHO-5-XJIOP-2-METOKCUOEH30MIAMUHO )-3-METOKCUTTUTIEPUTUH- | -

W |TeKCAaHOBOW KUCJOTHI 1-a3adunmkiio[2.2.2]ok-3"-uaoBoro 3¢gupa AUruapOXJIOPUIHON COJTH.

44. CoequHeHue sl TIPUMEHEHUS 10 T1. 43, OTJIMYAKOIIEeeCcs] TEM, YTO CYOBEKT, HYKIAIOLIHICS B

5TOM, CTPAJAET XKeNyA0UHO-KUIIEUHBIM PACCTPONHCTBOM.

45. CoenuHeHHWe JUIs JIEYEHUS OKEJYJOYHO-KUIIEYHOIO PAacCTPOHCTBA Yy  CyOBEKTa,
HYKIAIOLIErocss B 3TOM, IMPHYEM COCOMHEHHE MPENCTaBJIsIeT COOOW TpUTrHApaTHYK (opmy
(35,4R 3'R)-6-[4-(4-amMHHO-5-XJIOp-2-METOKCHOECH30MIIAMHHO )-3 -METOKCUTTUTIEPUAHH- | -

W |TeKCAaHOBOW KUCIIOTHI 1-a3adunmkiio[2.2.2]okr-3"-uaoBoro 3¢gupa AUruapOXIOPUIHON COJTH.

46. CoeguHeHue Ui TpUMeHEHUs mo M. 44 unu 45, OTIHYaromeecss TeM, YTO SKEJIyA0YHO-
KUIIEYHOE PACCTPOMCTBO BBIOPAHO U3 TPYIIBI, COCTOSIIEH U3 ractpodszodareaibHON
pedurokcHoit  Gomesnn  (I'DOPB), ¢GyHKUMOHANBHON aMCHENCUU WM (PYHKIHOHAJIHHOTO

HapyLICHU MOTOPHUKH, I1ape€3a XKEIyIAKa, HapaHHTquCKOﬁ HEMPOXOAUMOCTH KHIICYHUKA,
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NOCJIEONEPAIIIOHHON ~ HEMPOXOAMMOCTH  KHIIEYHWKA,  PBOTHI,  TOIIHOTBHL,  H3OTH,
NICeBNOOOCTPYKLMU KHUIIEYHHKA, CHHApPOMAa pasapaxkeHHoro kumeunuka (IBS), 3amopa,

HernepeHocuMocTH SHTepanbHoro nutanus (EFT) u 330¢daruTa.

47. CoenuHeHue 1yl npuMeHeHus mno m. 46, ormnmuuaromeecs Tem, yro I'DOPB mpeacrasnser

coboii 'OPB, pe3ucteHTHYIO K HHrHOUTOpPaM npoToHHON nomrisl (PPI).

48. CoenuHeHune sl MPUMEHEHUs NO M. 46, oTiMYarolieecss TE€M, YTO 3aMop MPEeACTaBIIsET
coboii 3anop, BeizBaHHb onuaramu (OIC), xponnueckuit uanonarndeckuii 3anop (CIC) mnu

3a110p, CBSI3aHHBII C THIIOM 3a1opa ¢ CHHAPOMOM pasapaxkeHHoro kuineyHuka (IBSc).

49. CoenuHeHHe ISl TPUMEHEHUs Mo 1. 40, OTIMYaroIieecs TeM, 4TO 330(aruT SBISETCS

spo3uBHbIM 330¢arurom (EE) nnu s03unopunbabmM 330¢arutom (EoE).

50. CoenuHenune anst mpuMeHeHus 1o 1. 46, ommuaroieecs Tem, uro IBS npencrasnsier coboii

THUII CHHAPOMA Pa3paKeHHOT o KHIeyHuka ¢ 3arnopom (IBSc).

51. CoenuHenue 151 IPUMEHEHHUSI 110 1. 46, OTJIMYAOINEecs] TEM, YTO racTporape3 MpeCTaBisieT

coboii nuabeTnveckuii racTponapes Wik HAUONATHYECKUH, WK (PYHKLIMOHAJIBHBIN racTpornapes.

52. Coenunenue mjisi mpuMeHeHUst 1o 1. 44 win 45, OTIUYaroLeecss TeM, YTO KeJyIJOYHO-
KUIIEYHOE pPacCTPOMCTBO BbIOpaHO u3 rpymmbl, cocrosimmed u3 ['OPb, pesuctentHON K
uHruburopam npororHoit momnsl (PPI), pBOTHI, racrponapesa, 3amnopa, BbI3BAHHOTO OMUATAMHU
(OIC), xponmueckoro wuamonarudeckoro 3amopa (CIC), »sposuBHOoro s3odarura (EE),
s03uHodubHOTO 330¢arura (EoE), pynkuuonansHoi aucnerncuu (FD) win GyHKIIMOHATIBHOTO
Hapyuenuss MoTopuku (FMD), kumieyHol nceBIooOCTPYKIMH, TUIIA CHHAPOMA Pa3IpaskeHHOTO
kumeyHnka ¢ 3amopoMm (IBSc), HemepeHocumocTu sHrepanbHoro mwurtanus (EFI) wu

MOCTIEONEPALIMOHHON KUIIEYHON HENMPOXOAUMOCTH.

53. Coenunenne ajisi mpuMeHeHust 1o m. 44 win 45, OTIUYaroLIeecss TeM, YTO KEJTyJOYHO-
KUIIEYHOE PACCTPOMCTBO BBIOPAHO M3 TPYIIIBI, COCTOSIICH W3 MOCIEONEPAHOHHON KUIIEYHON
HETPOXOANMOCTH, XPOHUYECKOW MACTOUINHON TeTaHWH, 3aMopa, MErakoJIOHa, TacTPUTA, 3aCTOs

KEITYAOUHO-KHUIIEYHOI'O TpaKTa U I[G(I)GKTa OMOPOKHEHUA CbhIUyTa.

54. CoenuHeHUe OJisi MPUMEHEHUs MO M. 53, OTIMYAroIeecs TeM, YTO TacTPUT MPEACTaBJISET

co0oii aTpouuecKuil TacTpHT.
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55. ®@apmaneBTUUeCcKass KOMIO3ULMS [JIs1 IPUMEHEHMs! [Tl YIIyULIEeHNs] MOTOPUKH JKEJTy10YHO-
KUIIEYHOTO TPaKTa y CyOBeKTa, HYKOAOIIErocss B OSTOM, MpH4YeM (dapManeBTHUECKas
KOMITO3ULIMST  comepkutr  Tpuruapatayro  ¢opmy  (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIAMHHO )-3-METOKCUTTUTIEPUIUH- | -1T|FeKCaHOBOH KHCJIOTBI 1-

a3a0nnuKI0[2.2.2]okT-3'-1oBoro 3¢upa TUrHIPOXJIOPUIHON COJIH.

56. ®apmaneBTUYECKasi KOMOO3ULMSA i1 NPUMEHEHHS MO M. 55, OTIHYAKLIAsACid TEM, 4TO

CyOBEKT, Hy)KIAIOIIUNCS B 3TOM, CTPAIaeT JKENyIOUHO-KHUIIEUHBIM PACCTPONCTBOM.

57. ®apmaneBTUYECKass KOMIIO3ULMS AJIs1 NPUMEHEHUs] MPU JICYEHUU >KEJIyAOYHO-KHUIIEYHOTO
paccTpoiicTBa y CyOBeKTa, HYKAAIOLIETrocs B ’TOM, OTJIMYAIOLIASCS TeM, 4TO (papMalieBTHYeCKast
KOMITO3ULIMST  conepkuT  TpuruzapatHyro  ¢opmy  (3S,4R,3'R)-6-[4-(4-amuHO-5-x710p-2-
METOKCHOEH30MIaMUHO )-3-MEeTOKCUTIUTIEPUIUH- | -1JT|FeKCaHOBOH KUCJIOTHI 1-

a3abuumkio[2.2.2]okT-3'-uaoBoro 3¢upa AUTHIAPOXJIOPHUIHOM COJTH.

58. dapmaneBTHUdecKasi KOMIO3ULUSA ISl IPUMEHEHUs MO M. 56 uiau 57, OTINYaroIascsa TeM,
YTO  JKeJNYJOYHO-KHMLIEYHOE  PACCTPOMCTBO  BBIOPAHO M3  TPYNIBL,  COCTOSIIIEH U3
racTpossodareanbHoii  pedurokchoit Oonesnu (I'OPB), (yHKUMOHATBHON UCTIENICHHM WK
(PYHKLMOHATBHOTO HApPYIIEHHsI MOTOPHUKH, Tape3a JKeayaKa, MapauTHIECKON HeMPOXOAUMOCTH
KUIIEYHHKA, TOCIEONEPALIMOHHON HEMPOXOAMMOCTH KHIIEYHUKA, PBOTHI, TOLIHOTBI, H3)KOTH,
NCeBNOOOCTPYKIMKM KHUINEYHWKA, CHHOpOMAa pasapaxkeHHoro kwuineunuka (IBS), 3amopa,

HeriepeHocuMocTH dHTepanbHoro nutanus (EFT) u 330¢daruTa.

59. ®apmaneBTUYECKass KOMITO3HUIMS IJIs1 TPUMEHEHUs 1o 1. 58, ornuvaromiascs tem, uto [ OPb

npexacrasisier coboli 'OPh, pesuctenTHYIO K HHTHOUTOpPaM MpoToHHOW oMbl (PPI).

60. ®apmaneBTUYECKasi KOMIIO3ULMSA [JIs1 IPUMEHEHHUS 1O M. 58, OTINYAIOLIAsCs TEM, YTO 3aI1op
npexacrasisier coboi 3amop, BbzBaHHBIN onmaramu (OIC), XpOHWYECKHUH HIMOMATHYECKUN
3anop (CIC) nnu 3amop, CBS3aHHBIN C THIIOM 3aropa ¢ CHHAPOMOM Pa3pa’KeHHOTO KUIIEYHHKA

(IBSc).

61. dapmaneBTHYECKAas] KOMIIO3ULMA AJiI NPUMEHEHUs MO M. 58, OTIMYarIascs TEM, 4TO

330¢aruT sByseTcst 3po3uBHbIM 330(parutom (EE) mn s303unodunbabM 330¢arutom (EoE).

62. @apManeBTHYECKasi KOMIO3ULMS Al MpUMEHeHus 1o . 58, ornuyaromasicsa teMm, uyro IBS

NpeACcTaBsieT COOOH THIT CHHAPOMA pa3apaskeHHOro KuIeyHuka ¢ 3arnopom (IBSc).
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63. dapmaneBTHYECKAas] KOMIIO3ULMA AJiI NPUMEHEHUs MO M. 58, OTIMYarIIascs TeM, 4TO
racTpornapes MpeactasiisieT cobod nuabeTHuecKwil racTpornape’ WM HIHONATHYECKHH, WU

(yHKUNOHATIBHBIN racTpornapes.

64. dapmManeBTHYECKass KOMIIO3ULUS [UIsi IPUMEHEHHs IO M. 56 unu 57, OTIIMYAKOLIAsACS TEM,
YTO JKEIYyAOYHO-KHIIEYHOE pAcCTPOHCTBO BbIOpaHO U3 rpymmbl, cocrosme u3 [OPB,
pe3ucTeHTHON k wuHruouropam mnpotoHHod mnomnbel (PPI), pBoThl, ractpomapesa, 3amopa,
BbiBaHHOrO onmaramu (OIC), xponmueckoro mpuomnarudeckoro 3amopa (CIC), spo3uBHOTO
a3odaruta (EE), so3unodunbHoro 33odaruta (EoE), ¢ynkunonansroit nucnencuu (FD) unm
¢yHkunoHanpHOro Hapyumenus wmortopuku (FMD), xumednoii nceBmooOCTpyKLuH, THIIA
CHUHIpOMa pa3apakeHHOro kuueuHuka c 3amopoM (IBSc), HemepeHocuMocTH 3HTEpaIbHOTO

nutanus (EFI) un nocneonepainoHHON KUIIEUHONW HETPOX OAMMOCTH.

65. ®apmaneBTUYECKass KOMIIO3ULUA AJsl IPUMEHEHHs 1o M. 56 uiau 57, OTIIMYAOLIAsCs TeM,
YTO  JKeJNYJOYHO-KHMLIEYHOE  PACcCTPOMCTBO  BBIOPAHO M3  TPYNIbL,  COCTOSIIEH U3
MOCJIEONEePAIIMOHHON  KHIIEYHOH HENMPOXOIUMOCTH, XPOHMYECKOW MAaCTOMIIHONW TETaHHH,
3a1opa, MerakoJjoHa, TaCTPHUTA, 3aCTOS JKEJIyJOYHO-KHIIEYHOrO TPAKTa U AeeKTa OMOPOKHEHUS

ChIYyTa.

66. dapmaleBTHYECKasi KOMITO3ULMA AJiI NMPUMEHEHHUs MO M. 65, OTIMYaKLIAscs TeM, 4TO

racTPUT MPENCTaBIsAeT COO0H aTpohUIECKHid TaCTPUT.

67. Cnioco0b mo mrobomy u3 mmn. 19-26, npumeHenue o jgrodomy u3 mm. 31-40, coenuHeHue st
NpUMEHEHUs1 1o Jo0oMy u3 min. 43—52 win (papMarieBTHYeckass KOMIO3HULUS AJIsi IPUMEHEHUS
no Jgrodomy u3 mm. 55-64, oTIMYaoIuecs TeM, YTO HYKAAIOIIUICS B 3TOM CyOBEKT SIBISIETCS

YEJIOBCKOM.

68. Cnocob mo mobomy u3 mm. 19-21 unm 26-28, npumeHerne no modomy u3 mm. 31-33 wim
40-42, coenuHeHHWe s TNPUMEHEHHs o Jodomy m3 . 4345 wm 52-54, wm
dapmarieBTHUeCKass KOMIIO3MLUS Ui TPUMEHEHUs 1o jJobomy 3 mm. S55-57 wmmm 6466,
OTJIMYAIOINUECS TEM, YTO HYKIAOIIMICS B 3TOM CYOBEKT MPEACTaBIsieT COOOH JKMBOTHOE, HE

ABJIAKOIICCCA YCJITOBCKOM.

69. Cniocol, mpuMeHeHHe, COeANHEHNE U IPUMEHEHHsI WK (papManeBTH4YecKast KOMIIO3HLINS
JUIsl IPUMEHEHHs] MO M. 68, OTINYArIIUecs TeM, YTO >KMUBOTHOE, HE SIBJIIIOLIEECS YEIOBEKOM,
npeacTaBisieT coOoi KBaYHOE JKUBOTHOE, KUBOTHOE CEMEICTBA JIOIIAJNHBIX, KOIIKY, COOaKy,
KPOJIMKA UJIU MOPCKYIO CBUHKY.
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70. Crioco0, mpuMeHeHHe, COeANHEHNE U MPUMEHEHHs Wi (papManeBTH4YecKast KOMIIO3HLINS
IUI IPUMEHEHHUS 110 T1. 69, OTIIMYAOLINeCs TEM, YTO JKBaYHOE JKUBOTHOE MPEACTABIAECT COOOH

OBIIy, KOPOBY, siKa, OM30Ha U OyiBOJIA.

71. Cnioco0, mpuMeHeHHe, COeANHEHNE U MPUMEHEHHs Wi (papManeBTHYecKass KOMIIO3HLINS
IUIsl TMPUMEHEHus mno M. 69, oTIM4aroluecs TeM, 4YTO JKUBOTHOE CEMENWCTBAa JIOLIAAWUHBIX

HpeCcTaBisieT coOO0H JTomaab WiIN OCa.

72. Cnioco6 mo mobomy u3 nm. 19-28 unm 67-71, npumeHerne no modomy u3 mm. 31-42 wnm
67-71, coemuHeHMe IUISI TpPUMEHeHMs N0 Jrobomy w3 nm. 43-54 wm 67-71, wm
bapmareBTHUeCKass KOMIIO3MLIUSA [JIsI IPUMEHEHUs 10 Jo0oMy w3 mm. 55-71, orinuuaromuecs

TEM, YTO HYXKAAIOLUMCS B 5TOM CY6”beKTOM ABJSIETCA HOBOpO)KHeHHbIﬁ.

73. Cnocob no mobomy u3 mm. 19-28 wnu 67-72; npumeHenue modoro u3 mm. 31-42 nnm 67—
72; coequHeHNe ISl MPUMEHEHUs 1o Jirobomy u3 mi. 43—54 uimm 67-72; wim papmarieBTuuecKast
KOMIIO3MLIMSL Ul TNPUMEHeHHs 1o mobOoMy wu3 mnm. 55-72, omiuuaromuecs TeM, YTO

(apMareBTHYECKYI0 KOMIIO3HULIUIO BBOIST MAPEHTEPATHHO.

74. Cnocob no mobomy u3 nn. 19-28 unm 67-72; npumeHerue 1o aodomy u3 m. 31-42 wiu
67-72; coenuHeHWe NS TNPUMEHeHHss no Jrbomy u3 nm. 43-54 wmm 67-72; wim
(apMarieBTHYECKass KOMIIO3HMLIUS ISl TIPUMEHEHUS 10 JII00OMY U3 T, 55-72, OTIHyaroIuecs

TeM, YTO (hapMaLIeBTUIECKYIO KOMITO3UIUIO BBOSIT MEPOPATHHO.

75. Cnocob no mobomy u3 mm. 19-28 wnm 67-72; npumeHerne no aodomy u3 m. 31-42 wum
67-72; coenuHeHWe NS TNPUMEHeHHst mo Jrobomy u3 nm. 43-54 wmm 67-72; wim
(apmarieBTHYECKass KOMIIO3HMLIUS ISl TIPUMEHEHUS 0 JII00OMY U3 M. 55-72, OTIHYaroIuecs

TEM, UYTO (I)apMaLIeBTI/ILIeCKy}O KOMITO3UIIUIO BBOIAT YEPE3 )Ke.]'ly,I[O‘-IHbII\/‘I 30HA.

76. Cniocob mo mobomy u3 nm. 19-30 unm 67-75; npumeHerne no aodomy u3 m. 31-42 wmum
67-75; coenuHeHWe NS TNPUMEHeHHs mno Jrobomy u3 mm. 43-54 wmm 67-75; wm
(apmarieBTHUeCKas KOMIIO3MLIUS TSI IPUMEHEHUS 10 JII000My U3 mm. 55-75, oTiuuaromuecs
TEM, 4YTO TpPUTHApPATHas (opMa HAXOOUTCS B KPUCTAUIMYECKOH QopMe, U TPU 3TOM

kpucraunueckas popma nmeer nuku nPCA 2-rera (26) npu 7,74 + 0,5° n 20,95 + 0,5°.

77. KoMmno3unusi, yBequunBaroas o0bEM KHIIEYHOTO COAEPKUMOTO, 1Mo JrodoMy u3 mm. 1-7;
Wi (papMaLeBTHUECKass KOMIIO3ULIUSA 110 JiroOoMy u3 . 8—14; wnm no3uposanHas ¢popma 1o II.

15 wm 16; v HaGop mo m. 17 unm 18; wim cocod mo mrodomy w3 mm. 19-30 winu 67-76; unu
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npuMeHeHrne no Jrobdomy u3 mm. 31-42 unm 67-76; unM COenMHEHWE AT TPUMEHEHUsS I10
modomy u3 nm. 43-54 wnu 67-76; wm ¢dapManeBTHUECKas KOMIIO3ULUSA Uil IPUMEHEHUs! 110
moboMmy wu3 mm. 55-76, oTiMyYarommecs TEeM, YTO TPUTHUApaTHas ¢opMa HAXOAWUTCS B
KPUCTAJUINYECKON (opMe, M IpU 3TOM KpHCTaudeckas ¢opma umeer Oonee dyem 50%
OTHOCUTENIbHYI0 HMHTEHCHBHOCTh mmka 2-tera (20) mPCA mpu 7,74° + 0,5°, u 100%

OTHOCHUTEINIbHYI0 HHTEHCUBHOCTD HKa 2-teta (20) nPCA npu 20,95° + 0,5°.

78. Komnozuiys, yBenu4yuBammas o0bEM KHUILIEYHOTO COAEPIKUMOro, 1o Jodomy u3 mm. 1-7
wii 77, uwm QpapManeBTHYecKash KOMIO3UOHsS 1o jobomy w3 nm. 8-14 wmm 77, wim
no3upoBaHHasi Gopma mo yrodomy u3 nm. 15, 16 wim 77; wnu Habop o yodomy u3 mm. 17, 18
wiu 77; wnu cnocod no modomy u3 nm. 19-30 wnu 67-77; win npuMeHeHHe 1o JIF000MY M3 IIIL.
31-42 umu 67-77; unu coenuHeHNe U IPUMEHEHUs 1o JroooMy u3 1. 43-54 wnu 67-77; nnu
(apmaneBTHYECKasT KOMIO3ULMSI JJIsl TIPUMEHEHHUs 1Mo JioOoMy u3 mi. 55-77, oTnnyaromuecs
TEM, YTO TPUTHApaTHas (opMa HAXOAUTCS B KPHUCTAUINYECKOH (opMe, M TPU STOM
KpHcTajinueckas popma umeer asa wiu Oosnee nuka 2-teta (26) nPCA, BbIOpaHHBIX U3 TPYIIIIbI,
cocrosamen u3 10,3° £ 0,2°, 13,6° £ 0,2°, 14,8° + 0,2°, 15,0° £ 0,2°, 15,4° £ 0,2°, 17,5° £ 0,2°,
18,3° £ 0,2°, 18,6° + 0,2°, 19,2° &+ 0,2°, 21,3° £ 0,2°, 22,0° + 0,2°, 23,6° £ 0,2°, 24,3° + 0,2°,
252° +0,2°, 26,0° £ 0,2°, 27,2° + 0,2°, 30,1° + 0,2°, 32,4° £ 0,2°, 33,4° + 0,2°, 38,2° £ 0,2° u
39,4° £ 0,2°.

79. KoMmno3unusi, yBeJUUMBarOas 00bEM KUIIEYHOTO COAEPKUMOTO, 1Mo Jrodomy u3 mm. 1-7,
77 v 78; wiu dapmaneBTHYecKas KOMIO3ULMsS Mo Jirobomy u3 mm. 8—14, 77 wmm 78; wiu
no3upoBaHHas Gopma mo grodomy u3 mm. 15, 16, 77 wau 78; wiu Habop mo modomy u3 mi. 17,
18, 77 vnu 78; wnu crnocob no odomy u3 . 19-30 umm 67-—78; uau npuMeHeHue 1o JIFI0oMy
u3 mm. 31-42 v 67-78; uiau coenMHEeHue Al MPUMEHEHHsI 1o JiroOoMy u3 mir. 4354 wiu 67—
78, wmu (apmaueBTHYECKas KOMIIO3WIUS Ui TMpPHUMEHeHHs mno Jobdomy u3 mm 55-78,
OTJIMYAIOINNECS] TEM, YTO TPHUTHIApaTHAs (popMa HAXOMUTCA B KPHCTAJUTMYECKOW (opme, U mpu

3TOM KpHcTautnueckas popma umeer nuku 2-tera (20) nPCA npu 7,6° + 0,2° u 20,7° + 0,2°.

80. Kommosunus, yBenmW4HUBArOmas OOBEM KHUIIEYHOTO COAEPKUMOro, (apMaleBTHIeCKasI
KOMITO3ULIMSI, TO3MpOBaHHas ¢opma, HaOop, crmocod, TMpUMEHEHHe, COECAMHEHUE IS
NMpUMEHEHUs WK (papManeBTUYecKas KOMITO3UIMS Uil IPUMEHEHHs TI0 T1. 79, OTJIMYaroNuecs
TeM, yto muk 2-teta (26) nPCA 7,6° + 0,2° nuMeeT OTHOCUTENbHYIO HHTEHCUBHOCTD Ooee 50%,

a muk 2-teta (26) nPCA 20,7° + 0,2° uMeeT OTHOCUTENBbHYIO HHTEHCUBHOCTD 100%.
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81. Kommosunus, yBenmW4uBArOmiasi OOBEM KHUIIEYHOTO COAEPKUMOro, (apMaleBTHIECKasI
KOMMO3UIMSI, JO3upoBaHHass ¢opma, Habop, cmocod, mNpuUMEHeHHWe, COSAMHEHHE st
NpUMeHeHHs1 Wiu (papmaneBTHUECKass KOMITO3ULMS Ui npuMeHeHus mo m. 79 wm 80,
OTJIMYAIOINNECS] TEM, YTO KPUCTAJUTHYECKast popMa AOMOJHUTEIBHO UMEET JIBa MM OoJiee KA
2-teta (26) nPCA, BbIOpaHHBIX U3 Tpymmbl, coctosimed uz 10,3° + 0,2°, 13,6° £ 0,2°, 14,8° +
0,2°, 15,0° +£ 0,2°, 15,4° £ 0,2°, 17,5° £ 0,2°, 18,3° + 0,2°, 18,6° £ 0,2°, 19,2° + 0,2°, 21,3° £
0,2°, 22,0° £ 0,2° 23,6° + 0,2°, 24,3° £ 0,2°, 25,2° £ 0,2°, 26,0° + 0,2°, 27,2° £ 0,2°, 30,1° +
0,2°,32,4°+0,2°,33,4°+0,2°,38,2°+ 0,2° 1 39,4° £ 0,2°.

82. Kommnosunus, ysennuuparomas 00bEM KUIIEYHOrO COAEP’KUMOro, Mo JirodoMy u3 mm. 1-7
win 77-81; umn ¢apmaueBTHUecKkass KOMIIO3ULUS 1o jodomy u3 mmn. 8—14 wnm 77-81; wiu
no3upoBaHHas popma mo mrodomy u3 mm. 15, 16 wmm 77-81; wiu Habop no modomy u3 mm. 17,
18 wnn 77-81; crocob mo mobomy u3 . 19-30 wnu 67-81; wiu npuMeHeHue 1o JrdoMy U3
nm. 31-42 wnm 67-81; nnu coepuHeHNe A MPUMEHeHHs 1o Jirodomy u3 nn. 43-54 wmn 67-81;
win  papmaneBTUYeCKas KOMIIO3MLUS JJIsl TNpHMEHeHus mo Jrobomy wu3 nm  55-81,
OTJIMYAIOIINECS TEM, YTO KOMIIO3MLHS, YBEJIHMYUBANONIA OOBEM KHUIIEYHOrO COAEPIKUMOTO,
(apmarieBTHUECKAs KOMIO3ULIMS, TO3HpPOBaHHAs (popma, HAOOp MM JIEKAPCTBEHHOE CPEACTBO

cozepkat MeHee 4yeM okos10 6000 4./MITH. OpraHU4eCKOro pacTBOPUTEIISL.

83. Kommno3uius, yBeau4nBaroInas 00bEM KUIIEYHOIO COAEPIKUMOro, Wiu (apMaleBTHIECKas]
KOMITO3UIIMSI, WM HO3MpOBaHHast (opma, Wiau HAOOp, WIM CHOCOO, WM COETUHEHHE IS
MPUMCHCHUA, WU q)apMaL[eBTI/ILIeCKaSI KOMITO3UIHA OJIA NPUMECHCHUS 110 I1. 82, OTJIMHAKOITUECH
TEM, YTO KOMIIO3HIIHA, YBCIUYHBarOIIas O6”béM KHIIEYHOr0 COACPKUMOTrO, (I)apMaLIeBTI/ILIeCKaﬂ
KOMITO3HUIIHsI, TO3UpOBaHHAs (popma, HAOOP WITH JIEKAPCTBEHHOE CPENCTBO COMEPIKUT MEHEE YEM
okoJio 5000 u./mnH., MmeHee yeM okoio 4000 u./miH., MmeHee YeM okoio 3000 4./MJIH. WK MEHee

yeM 0k0J10 2000 4./MJTH. OpraHU4eCKOTr0 PaCTBOPHTEIIS.

84. KoMmno3unmsi, yBeqTU4UBaOLIasi 00bEM KHIIEYHOTO COAEPIKUMOTO, WU (hapMaleBTHUECKas
KOMITO3ULIWSI, WM AO3UpOBaHHast (opma, MM HaOOp, WM CHOCOO, MM COEJUHEHHUE ISt
NpUMEHEHUs], WM (papMareBTUYecKass KOMIIO3ULUS Uil NMpUMeHeHus mo m. 82 wimm 83,
OTJIMYAIOIIUECST TeM, YTO OPraHWYECKUH pPacTBOpHUTENb comepkuT omuH wiu Oonee C1-Cg

CIIUPTOB.

85. Kommno3nnms, yBenuuuBaroniasi 00béM KHIIEYHOTO COAEPIKUMOTO, WU (hapMaleBTHUECKas
KOMITO3ULIVSI, WM AO3UpOBaHHast (opma, uiau HaOOp, WM CHOCOO, WM COEJUHEHHUE IS

NpUMEHEHHUs1, WK (papmManeBTHYeCKas KOMIIO3UIMS JIsl IPUMEHEHUs 110 JI'oOoMy U3 . 82—84,
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OTIIMYAOIUECA TCEM, UYUTO OpFaHI/ILIeCKI/Iﬁ pPaCcTBOPUTEIIb COACPKUT 3TAHOJI, H-MPOMAHOJ HIIN

HU30IIPOIIAHOJI, UJIN UX KOM6I/IHaLII/II-O.

86. Kommno3nnust, yBenuuuBaromasi 00bEM KHIIEYHOTO COAEPIKUMOTO, MU (hapMaleBTHUECKas
KOMIO3MLIMSI, WM JO3UpoBaHHas (opma, mnm HaOOp, WM CHOCOD, WM COEAHHEHHE IS
NpUMEHEHHUs1, WM (papmManeBTHYeCKas KOMIO3UIMSA JIsl IPUMEHEHUs 110 JIFoOoMy U3 il 82—85,

OTJIMYAKOLIUECS TE€M, YTO OPTaHUYECKUM PACTBOPUTEIb COAECPKUT U3OMPOMIAHOI.
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