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TETPAT'UAPOIINPAH (THP)-3AMEINEHHBIE BULTUK/IMYECKHE
COEJMHEHHUA NUPUMHUIUHIANOHA

IMEPEKPECTHBIE CCBUIKHU HA POACTBEHHBIE 3A ABKU

Hactosimmas 3asBka ucnpamuBaer npuopurer Ha ocHoanuu 35 U.S.C. § 119(e) cormacho
npensapuresbHOi 3asBke Ha mareHT CIIIA, U.S.S.N. 62/752278, nogannoi 29 okts0ps 2018 r.,
ozarnmaBinenHoit  “Terparuppornmpan  (THP)-3amemieHHble  OWIUKINYECKHE  COCOUHEHUS
NUPUMHIUHANOHA , CONEp’)KaHHE KOTOPOH ITOJIHOCTHIO BKJIIOUEHO B HACTOSIIYIO 3asBKY

NnocpeaACcTBOM CCBUIKH.

YPOBEHb TEXHUKU

I'enernueckas (HacnencTBeHHas) runeprpoduueckas kapauomuornatuss (HCM) Bxurouaer
IPYIIY BBICOKONIEHETPAHTHBIX MOHOT€HHBIX ayTOCOMHO-IOMUHAHTHBIX 3a00J1€BaHII MUOKAPIA.
HCM BbI3bIBaeTCS OJHON MIIM HECKOJIBKUMHU U3 Oosiee yeM 1000 M3BECTHBIX TOYKOBBIX MyTaLlUil
B JIIOOOM M3 CTPYKTYPHBIX T'€HOB OEJKOB, BHOCSAIIMX BKJIAA B (DYHKLHMOHAIBHYIO €IUHHIYY
MHOKapia - capkoMmep. YCTaHOBJIEHO, uTo mpumMepHo 1 u3 500 WHOUBUAYYMOB B OOIIeH
HONYJIALUN MMEET THIEPTPO(HIO JIEBOrO JKEIyI0uKa, HEOOBSICHUMYIO JAPYTMMH H3BECTHBIMU
NpUYUHAMY (HalpuMep, TUIEPTOHNEH NN IIOPOKOM KJIAIIAHOB), U Y MHOTHX M3 HUX MOXXET OBITh
BoIsiBJIeHO Hajgmuue HCM, ecnu ecTh Japyrue HaclenCTBEHHble 3a00JieBaHusl (HAmpuMep,
JM30COMHBbIE OOJIE3HU HAKOIUICHHs), HCKJIIOYUB METa0OJUYeCKUe WM WHQUIBTPATUBHBIC
MPUYUHBL

Myranuu reHa capkomepa, BbbBaromme HCM, o0namar0T BBICOKOW MEHETPAHTHOCTBHIO, HO
KJIMHAYECKass TSDKECTh M KIMHUYECKOe Te4YeHHEe OOJIe3HH CUIIBHO BapbUpyroTcs. HekoTtopswie
T€HOTHUITBI CBsI3aHBI C 0OJiee 3JI0KAYeCTBEHHBIM TEUYEHUEM, HO CYLIECTBYET 3HAYUTENIbHAs
BapuabebHOCTh MEXKIYy CEMBbSIMH M JaKe BHYTPH CE€MeH, HeCyIIMX OAHY U Ty K€ MYTALHIO.
Taxoke ObUTH OTMEUEHBI TOJOBBIC PA3IMUMUS: MALUEHTB MY>KCKOTO TMOJIa, KaK MPaBHIIO, OONEI0T
Oonee TsDKENO, YEM TMALMEHTHI KEHCKOro monia. B To Bpems kak MHorume marueHtel ¢ HCM
COOOIIAIOT O MHUHUMAJIBHBIX CHMIITOMax WJIH OTCYTCTBUH CHMIITOMOB B TEYCHHE
NPOIOJDKUTENBHBIX NepronoB BpeMeHH, HCM sBisieTcss mporpeccupyomum 3a00IeBaHueM CO
3HAYUTEIBHBIM KYMYJSITHBHBIM OpemeHeMm 3abosneBaemoctu. IIpeobnmamaroT CHMITOMBI
HETePEHOCUMOCTH (PU3MYECKON HArpy3KH, KOTOPBIE MOTYT YCYIyOJSTBCS YIpPaXHEHUSMH MU
OPYTUMH JIBIDKEHUSIMH, KOTOpPBIE YBEIMYHBAIOT YACTOTY CEPAEYHBIX COKPALICHUHA W/ WIH
YMEHBILIAOT mpenHarpy3ky. Kak u mpu MHOrmX Apyrux 3a00NeBaHHsIX, CHMITOMBI HMEIOT

TEHICHLHUIO K MPOrPeCCHPOBAHUIO C Bo3pacToM. HecomHeHHO, Hambosiee pacmpoCTpaHEHHOM
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KIIMHIYECKON KapThHOH 1uist mauueHToB ¢ HCM siBisiercst onpimka npu (pr3udeckol Harpyske,
KOTOpasi OTPAaHUYMBAET UX IMOBCEIHEBHYIO aKTUBHOCTD M MOKET OBITh MHBAJTUIU3UPYIOIIEH.

Y naumentoB ¢ HCM 4acTo mposBASIOTCA CUMIOTOMBI IPU OTCYTCTBHUHM ITOATBEPIKIEHHBIX
pe3yJibTaTaMu HCCJIENOBAHUH TeMOIWHAMHMYECKUX HApPYIIEHWH, TaKuX Kak OOCTpyKUHUs
BBIXOJJHOT'O TPAKTA JIEBOT'O JKEyA0UKa (C MUTPAJIbHON peryprurtauneii i 6e3 Hee). Y MalnueHTOB
CHMIITOMBI OZBIIIKH TPHU (PU3UUECKON Harpy3Kke MOTyT OBICTPO NMPOrPEeCCHpPOBATH C HAYaJIOM
¢ubpmsiunn - npeacepanii, pacnpocTtpaHeHHoro ocioxHenus HCM, koropoe MokeT
CIIPOBOLIMPOBATb OCTPBI OTEK JIETKMX W YBEJIWYMBAET PHUCK CUCTEMHOW apTepHUAbHOU
TpOMOOSMOOINY, BKJIFOYAst WHCYJBT. [[pyrue HexenaTenbHble siBIeHUs, CBsizaHHble ¢ HCM,
BKJIFOYAIOT CHIKEHHE TOJEPAHTHOCTH K THIIOBOJEMHMM WJIM THIIEPBOJIEMUU H OOMOpOK.
ConytcrByromas umeMudeckass OOJI€3Hb Cepllia MOXKET NMPENCTaBNIATh Oojiee BBICOKMHM PHUCK
Pa3BUTHSI OCTPBIX KOPOHAPHBIX CUHAPOMOB, YeM y nmauueHtoB 6e3 HCM. BHesanHast cepaeuHast
cmepth (SCD) y narmenToB ¢ HCM u BcTpedaercst peako, ¥ TPYAHO MpeacKasyeMa, HO SIBISIeTCS
OCHOBHOI MPUYMHON HETPaBMAaTUYECKOH CMEPTH Y MOJIOABIX Jiroael. Iyt BbpkuBLINX nocie SCD
nauueHToB ycraHoBka ICD (ummimantupyemoro kapauoseprep-aeuOpuisTopa) sBIsSETCS
CTaHIAPTHON MpPAKTUKOH, 1 Ajst Apyrux nauuentoB ¢ HCM nmpodunu pucka, XOTs U HETOUHbIE,
UCIIONB3YIOTCS JUIS BBISIBJIEHHS TeX, A Koro ycraHoBka ICD st mepBHYHON NpOQUIIAaKTHKH
CUUTAETCS 11eJIeCO00pasHOM.

Menukamento3Hast Teparnuss HCM orpaHuunBaercss Jie4eHHEM CHMIITOMOB U HE YCTpPaHsET
OCHOBHYIO TEPBONMPUYHHY 3a00JieBaHHsS - HApPYLIEHHs HOPMAJIbHOW (PYHKLIUHU capkomepa.
JlocTynHble B HACTOSIIIEe BpPEMsl METOABI JICYEHHs] B Pa3HOW CTemeHdu >PQPEeKTUBHBI IJis
o0JieryeHus1 CAMIITOMOB, HO OOBIYHO JIEMOHCTPUPYIOT CHIKEHUE 3P PEKTUBHOCTH C YBEIUICHUEM
NPONOJDKUTENBHOCTH 3aboseBaHusi. TakuM 00pa3oM, NALMEHTHI MOJYYAKOT SMITUPHYECKOE
aeyeHne Oera-OyoKaTOpaMH, HEOUTHAPONMPHIUHOBBIMU OJIOKATOPAMU KaJbIIHEBBIX KAaHAJIOB
W/ vy fuzonupaMuioM. Hu oiiH U3 3THX areHTOB He UMEeT YKa3aHHBIX B MHCTPYKLIUH MTOKa3aHUH
s nedennss HCM, u, o cyTH, HET HUKaKUX TOYHBIX J0Ka3aTeNIbCTB KINHUYECKUX HCIIBITAHUH,
9TOOBI pYKOBOZICTBOBATHCS UX PUMEHEHHEM. DTy MPOOJIEMHYIO CUTYAIHIO YCYT'YOJISeT TOT (akKT,
YTO B T€UEHHE MHOTHUX JIeT He ObLJIO HAlIEeHO HUKAKUX HOBBIX MEAHLIMHCKUX CITOCOOOB JICUCHHUS
HCM. [ins naumeHTOB C TeMOOWHAMHYECKH 3HAYMMOH OOCTPYKIMEH BBIXOAHOTO TPAaKTa
(rpamueHT B mokoe >30 MM PT. CT.) Y COOTBETCTBYIOIIMM O0Opa3oM OTOOPAaHHBIX MAIIMEHTOB
00bpr4HO TpedyeTcss XUpypruveckass MUSKTOMUS WJIM 3TAHOJIOBAs aOJsALUs MEKKETyIOYKOBON
NEPErOPONKH IS OOJIerdeHuss TeMOJMHAMUYECKOH OOCTpykimu. B HacTosmem onmncaHuu
NPEJIOKEHBl HOBBIE TEPANEBTHYECKHE AareHTbl U CIIOCOOBI, KOTOpPBIE YCTPAHSIOT JaBHO
HA3PEBIIYIO MOTPEOHOCTD B yiaydineHHOM jiedeHnn HCM u CBsI3aHHBIX ¢ HEl HapyIIeHUN W/ WH

3a00J1eBaHHIT CO CTOPOHBI CEepLIa.



KPATKOE U3JIOXKEHUE CYITHOCTU U30BPETEHUA

B ogHOM acniexTe npemioxkeHo coequHenune, nmeromee @opmyy (1):

win ero ¢papMaeBTHYECKH MTPHeMIIeMasi COJIb, TIe

HIDKHUH MHIEKC N UMeeT 3HaueHue 1 umu 2;

kaxpii R! npencrasnser coboil unen, BLIOpaHHBIH U3 rPyMIbIL, cocTosmel u3 gropa, xnopa, Ci-
C4 ankuna, C1-Cs ranoankuna, Ci1-Cs4 ankokcu, Ci1-C4 ramoankokcu u C2-Cy4 ankuHUIA, TAE, MO
MeHbluei Mepe, onun R! npencrasnser coboii hrop; u

omuH 13 R?* u R?® npencrasnser coboii hprop, u apyroii us R* u R* npexncrasnser coboit H.

B ogHOoM acniekre npemioxeHo coequHenne, nmeromee @opmyy (1):

WK ero (papMaLeBTHUECKH PUeMIIeMast COJTb, IIe

HIDKHHH MHIEKC N UMeeT 3HaueHue 1 umu 2;

kaxelii R! npencrasnser coboii unen, BLIOpPAHHBIN U3 IPYMIBL, COCTOsIIEH U3 GTOpa, XJI0pa,
HeoOs3aTenpHo 3aMelenHoro Ci-Cy ankuina, HeoOsi3aTenbHO 3amernenHoro Ci-Cs ranoankunia,
HeoOs3aTenpHo 3amereHHoro C1-Cs ankokcu, HeoOsi3aTeapHOo 3amereHHoro C1-Cy rajoankokcu
1 HeoOs3aTenbHO 3aMernenHoro Co-Cy ankuHuna, re, o MeHbiueil mepe, onud R! npencrasnser
coboii ¢rop; u

omun u3 R?? u R? npencrasnsier coboii ¢prop, u apyroit uz R* u R¥® npexcrasnser coboit H.

B npyrom acnexre npemoskeH nomumopd @opmer 1 (6S,7S)-6-pTop-7-(2-¢pTop-5-metundenun)-
3-(rerparunpo-2H-nupan-4-nn)-5,6,7,8-rerparuaponupuno| 2,3-d jrupumunun-2,4(1H,3H)-
muoHa (“nomumop¢ Popwmer 17). B npyrom acnekre monumopd Popmer 1 xapakrepusyercs, 1o
MEHBIIEH Mepe, ONHUM U3:

a. MOPOIIKOBOH PEHTTEHOBCKON MU(PAKTOrpaMMON, UMEIOIIel aBa WM OoJiee IMHKOB,
BBIPAKEHHBIX B rpaaycax 2-tera + 0.2° u BeiOpanHbix u3 11.3, 12.4, 13.3, 16.5, 17.3, 19.3, 20 .4,
21.2,22.5,23.2,25.5,264,282,295,31.5,32.9,34.3,35.5 u38.8 rpanycos,

b. tepmorpammoiri DSC, mokasbiBaromeit sHI0TEpMBI pU OKojio 226.05°C, mpu OKoJIo

302.47°C u npu okomno 310.13°C; unu
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C. PEHTT€HOBCKOM KPUCTAIIINYECKON CTPYKTYPOH, MO CYINECTBY, TAKOU ke, Kak Ha Pur. 4.
B npyrom acnekTe B pacKphITUH NpemJio’keHa (apMarieBTHYECKass KOMIIO3HIMS, COZep Kariast
coennnenue @opmyisl (1) nim ero papmManeBTUIECKH TPUEMIIEMYIO COJIb, KaK OMTHUCAHO B JAHHOM
JIOKYMEHTE, U HeoOs13aTeNIbHO (hapMalleBTHUECKH MPUEMIIEMOE BCIIOMOTaTeIbHOE BELIECTBO.

B HekoTOphIX acmekTax B HACTOSINEM PACKPBITHM MPEIJIOKEH Crocod  JieueHus
KapIuOJIOTHUecKoro 3a00eBaHusl WM PAcCTPOHCTBA y CYOBEKTa, HYXKAAIOLIETOCS B 3TOM,
BKJIFOYAIOLTNI BBefeHHE CYyOBeKTY 3((EKTHBHOrO KONIWYECTBA COENUHEHMs, OMHCAHHOTO B
JAHHOM JIOKyMeHTe. B HEKOTOPBIX acneKkTax AMACTOIMUYecKast JUCHYHKIUS SBISAETCS MPU3HAKOM
WU  CBA3aHAa C KapAMOJOTMYecKUM 3alboneBaHHMeM WM HapyuieHueM. Hampumep,
KapuoJIoruueckoe 3a00eBaHue WK HapyLIEHHE MOXKET MPECTABIATh COO0H KapIHOMUOMATHIO
(Harmpumep, TUNEPTPOPUIECKYIO0 KapIUOMHOIIATHIO ), CEPICYHYI0 HEOCTATOYHOCTh (HAMpUMep,
CepleuHYI0 HeJOCTATOYHOCTb C COXPAHEHHOH (pakuueil BBIOpoca, CepACYHYI0 HENOCTATOUHOCTb
Co cpenHell (pakumeil BbIOpoca), MOPOK KJamaHa cepAua (Hampumep, CTEHO3 aO0pPTaJbHOTO
KJIanaHa), BpOsKIeHHOe 3a0oJieBanue cepaua (Hanpumep, terpany Pamno), runeprpoduro jgeBoro
JKeNyAO0UKa, CTEHOKapAuIo (Harpumep, pedpakTepHyro cTeHOKapauio) wiu Oonesns [laraca.

B HekOTOpBIX acmekTax B HACTOSALIEM PACKPbITUM IPEAJIOKEHbI CIOCOObI  JIeYeHUs
KapIuOJOTHUECKOro 3a00NieBaHMs WJIM HApPyIIEHWs, BKIIOYAKOIIHE BBEIEHHE CyOBEKTY,
HYKIAroLeMycst B 3ToM, 3()(EeKTUBHOTO KOJMYECTBA COENMHEHHs, KaK OMHMCAHO B JAHHOM
JOKYMEHTE, WIH ero (apMaLeBTHUECKH MPUEMJIEMOI COJH, (papMaleBTHYECKOW KOMITO3ULIHH,
KaK OMHMCAHO B JAHHOM JOKYMEHTE, MJIM MoJuMop(da, Kak OMUCAHO B JAHHOM JOKYMEHTE, Ilie
KapauoJorHueckoe 3aboJieBaHHWEe WM HapylleHWe BbIOPAHO W3 TPYMIbL, COCTOSALICH U3
IMACTONMYUECKON auchyHkumu, runeprpoduueckoin kapauomuonatun, nHCM, oHCM,
cepaeunoil HenocrarouHocTu, HFpEF, HFmREF, nopoka knanaHa cepana, aOpTajibHOTO CTEHO3a,
TUNepTpoUu  JIGBOTO  KENyAO4YKAa, PECTPUKTUBHOW KApAHOMHOIATHH, BOCHAIUTEIBbHON
KapJIUOMUOIATHUH, SHAOKAPIUTA Jéddrepa, SHIOMHOKAPAHATILHOTO ¢$ubposa,
UH(QUIBTPATUBHON KapAMOMHONATHH, TeMOXpoMaTo3a, OonesHn Padpu, O0Ne3HH HAKOIUICHUS
IJIMKOT€Ha, BPOJKACHHOTO MOpOKa cepaua, Terpanbl Damio, cTeHOKapauu, pedpakTepHOH
creHokapanu u 6one3nu Illaraca. B HEKOTOPBIX acmekTax KapIuOJOrHYecKoe 3a00yeBaHIe M
HapyIieHue BpiOpano u3 rpynimsl, cocroseit uz nHCM, oHCM, HFpEF, HFmREF, aopransuaoro
creHosa, sHmokapauta Jlédhdnepa, sHmomMuokapauanpHOro ¢Gudposa, HHPUIBTPATUBHON
KapIUOMHUOIIATHH, TeMOXpoMarTo3a, Oose3nn Padpu, OONe3HN HAKOIUICHUS TIIMKOTeHa, TETPaIbl
®anyo, creHokapanu, pedpakrepHoii creHOoKapaun u Oonesnu [laraca.

B HeKOTOpBIX acmekTax B HACTOSIIEM PACKPBITHH TMPEIJIOKEHBI CHOCOOBI  JICUSHHSI
KapIUOJOTHUECKOro 3a00NIeBaHUs WM HApyIIEHWs, BKIIOYANOIIHE BBENEHHE CyOBEKTY,

HYXXKAAROIMEMYC B 3TOM, 3(1)(1)6KTI/IBHOFO KOJIM4YEeCTBa COCIUHCHHs, KaK OIIMCAaHO B JaHHOM
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JIOKYMEHTe, WK ero (apMaleBTHYECKH MPUEMIIEMOH CONHU, (papMalleBTHUECKOH KOMITO3HULIUH,
KaK OMHCAHO B JJAHHOM JOKYMEHTe, HJIH MoiuMop(a, Kak OMUCAHO B JAHHOM JOKYMEHTE, TIe
COeMHEHUE WM ero (papMaleBTUYECKH MTpUEeMJIeEMasi COJib, MONUMOpd WiH papMaLeBTHIECKas
KOMITO3HLIMSI BBOZSITCS B BHJI€ MOHOTEPAITHH.

B HEKOTOpBIX acmekTax B HACTOSALIEM PACKPbITUM MPEAJIONKEHbI CIOCOObI  JICYSHUSs
KapIUOJOTHUECKOro 3a00NieBaHMs WM HApyIIEHWs, BKIIOYANOIHE BBEIEHHE CyOBEeKTy,
HY’KIAIOIEeMycss B 3TOM, 3((EeKTHBHOTO KOJIUYECTBA COCAMHEHHs, KaK OIMHMCAHO B JAaHHOM
JIOKYMEHTe, WK ero (apMaleBTUYECKH MPUEMIIEMOH CONHU, (papMalleBTHYECKOH KOMITO3HULINH,
KaK OMHCAHO B JAHHOM JOKYMEHTE, HJIHM MoiuMop(a, Kak OMUCAHO B JAHHOM JOKYMEHTE, T
COeIMHEHUE WM ero papMaleBTUYECKH ITpUeMJIeMasi CoJib, MONUMOpd UK papMaLeBTHIECKas
KOMITO3HMLIUSI BBOJSITCSI B BUZIE KOMOWHHPOBAHHOM TEPAUH, IIPU STOM BBOJST JOTIOJHHUTENIbHBIHI
TepaneBTUUECKHI areHT. B HEeKOTOpBIX acreKTaX NOMOJHUTENbHbIH TEepareBTUYECKUH areHT
BBIOpAaH M3 TPYIIbI, CocTosimedl u3 OeTa-aApeHepruueckoro OJoKHpyrolero areHra (Oera-
6nokaTopa), MHrHONTOpa PeHUH-aHTMOTEH3HH-AIBI0CTepOHOBOI cuctembl (RAAS) (Hanpumep,
uHruburopa aHruorensuHnpespamawinero ¢epmenta (ACE), aHTaroHucra peLentopoB
AHT'MOTEH3MHA, TaKOro Kak Osokarop penenTtopa aHruorensuHa ), mHruOurtopa peuentopos
aHrnorensuHa-HenpuiamsuHa (ARNI)  (Hanpumep, cakyOutpui/BajncapTaH), aHTArOHHUCTA
MHHEpPAJTOKOPTUKOUAHBIX penentopoB (MRA) (Hanpumep, HHrHONTOpPA aJIbJOCTEPOHA, TAKOTO
KaK KajnuhcOeperaromui ITUYPETUK, TaKOW KaK SIUIEPEHOH, CIHPOHOJAKTOH HJIM KaHPEHOH),
JIEKAPCTBEHHOTO CPEACTBA, CHIDKAIOIIETO YPOBEHb XOJIECTEPUHA (HAmpUMep, CTaTHHA),
uHruouropa HewtpanbHOi sHAonenTunasbl (NEPi), MOJOXHTENBHOrO HHOTPOIHOTO areHTa
(Hampumep, OUTOKCHUHA, MUMOOEHIaHa, aroHUCTa OeTa-aJipEHEPTrHYeCKUX PELenTOPOB, TaKOTO
kak noOyramus, uaruouropa ¢ochoamscrepassl (PDE)-3, Takoro kak MUJIPHHOH, WM areHTa,
TMOBBIIIAOIIEr0 YYBCTBUTENBHOCTh K KaJbLIMIO, TAKOrO KakK JICBOCUMEHJAH), Kajus, MarHusi,
UHruoHUTOpa IPONPOTENHKOHBEPTA3bI CyOTHIIM3UH-KEKCUH THTIA 9 (PCSKO9),
COCYZIOPACIIMPSIIOLIEr0 CpencTBa (Hampumep, OJIOKaTopa KaJbLMEBBIX KaHAJIOB, WHIHOHWTOpA
bochonuscTepaspl, AHTATOHUCTA PELIENTOPOB SHAOTENINHA, HHTHOUTOPA PEHUHA WIIA MOAYJIATOpA
MHO3MHA TJIaJKUX MBIIII), TUypeTuka (Hanpumep, GypoceMuna), JeKapCTBEHHOTO CPENCTBA OT
ApUTMHH, AaHTHKOAryJsiHTa (Hampumep, BapdapuHa), AHTUTPOMOOTHYECKOTO  AareHra,
AHTUTPOMOOIIMTAPHOIO areHTa, MHruOWTOpa HATPUN-TIFOKO3HOrO KoTpaHncnoprepa 2 (SGLT2)
(Hampumep, sMnarandIo3nHa, qanariugao3uHa, COTarTugI03UHA) WIN 000 NX KOMOWHAIIH.
B HEKOTOpBIX acmeKkTax IOMOJIHUTENIbHOE TEPareBTUYECKOe CPEACTBO TPENCTAaBISAET COOOU
6nokarop peuentopos anrunoten3una Il (ARB), kotopblii BEIOpaH U3 IpymIbl, cocTosmeld n3 A-
81988, A-81282, BIBR-363, BIBS39, BIBS-222, BMS-180560, BMS-184698, kannecapraHa,
kaHnecaptana mmiekcermna, CGP-38560A, CGP-48369, CGP-49870, CGP-63170, CI-996, CV-
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11194, DA-2079, DE-3489, DMP-811, DuP-167, DuP-532, E-4177, snucaprana, EMD-66397,
EMD-73495, smpocaprana, EXP-063, EXP-929, EXP-3174, EXP-6155, EXP-6803, EXP-7711,
EXP-9270, FK-739, GA-0056, HN-65021, HR-720, ICI-D6888, ICI-D7155, ICI-D8731,
upOecaprana, nzoreonnna, KRI-1177, KT3-671, KW-3433, no3zaprana, LR-B/057, L-158809, L-
158978, L-159282, 1.-159874, L-161177, L-162154, L-163017, L-159689, L-162234, L.-162441,
L-163007, LR-B/081, LR B087, LY-285434, LY-302289, LY-315995, LY-235656, LY-301875,
ME-3221, onmecaprana, PD-150304, PD-123177, PD-123319, RG-13647, RWJ-38970, RW]J-
46458, capanasuHa auerata, S-8307, S-8308, SC-52458, campucaprana, capaja3uHa, CapMe3nHa,
SL-91.0102, Tasocaprana, Tenmucaprana, UP-269-6, U-96849, U-97018, UP-275-22, WAY-
126227, WK-1492 2K, YM-31472, WK-1360, X-6803, Bancaprana, XH-148, XR-510, YM-358,
ZD-6888, ZD-7155, ZD-8731 wu 3onacapraHa. B HEKOTOPBIX acmekTax AgONOJHUTEIbHOE
TepaneBTUUECKOe CPEACTBO npeactasiisier codoit ARNI, koTopslii BBIOpaH U3 rPpyMIibl, COCTOSIIEH
u3  cakyOuTpwia, BajcapraHa WIM  KOMOMHAUMM  cakyOuTpwia ¥ BajcapraHa
(cakyOurpui/Bancaprad). B HEKOTOpBIX acrekTax JOMOJHUTENIBHOE TEPaeBTHYECKOE CPEACTBO
npencrasisier codoir SGLT2, xoropeiii BBIOpaH M3 TPYHIbL, COCTOSIIEH M3 dSMmaraudo3uHa,
nanarmugiaosuHa  u - cotaruduosnmHa. B HEKOTOpBIX  acmekTax  JOMOJHHTENbHBIH
TepaNeBTUUECKHH areHT yJy4IIaeT CepAeYHO-COCYIUCThIE COCTOSIHUA y CyOBbekTa. B HekoTophIx
acTeKTax JOMOJHHUTENbHbIA TepPaneBTUYEeCKUN areHT BbIOpaH M3 TPYIIIBI, cocTosieil u3 Oera-
OnokaTopa, IMypeTuka, THruOuTopa anruoTeHsuHnpepainaromero gpepmenta (ACE), 6nokartopa
KaJbLIMEBBIX  KaHAJIOB,  Oyjiokatopa  peuentopa  aHruoreHsuHa II,  aHTaroHucra
MHHEPaAJOKOPTHKOUAHBIX perentopoB, ARNI, naruduropa RAAS, nekapcTBEHHOrO CpencTBa OT
aputMmun 1 uHruouTopa SGLT2.

B npyrom acnexre B ONMUCaHUU MPEAJIOKEH CIIOCOO MPENOTBPALIEHUS WITH JICYSHUsT 3a00JIeBaHUS
WIN HAapyLWIEeHHs, MPU KOTOPOM JHACTONMYECKasi MUCPYHKIMS MPUCYTCTBYET HIIU SIBISIETCS
BAXHBIM TNPU3HAKOM, BKJIIOYAs, HO HE OrPAaHUYMBASCH HUMH, TUIEPTPOPHUUECKYIO
KapAHOMHOIIATHIO (HC™M) WIH KapAHOJIOTHYECKOe HapylIeHHE, uMeroliee
narodusuonornyeckuii npusHak HCM nm ee cumntom. Crioco0 BKIIFOYAET BBEIEHUE CYOBEKTY,
HyXparomemycst B 3ToM, 3¢ dexktuBHOro kommuectsa coenuHerus Popmynsl (I) wimm ero
(bapmareBTHUECKH TpHeMIIEMOi conn. B emme ogHom acniekte 3aboneBaHue BEIOPAHO U3 TPYIIIIHI,
cocrositer u3 odcrpykrusaoii HCM, neobctpykrusHOi HCM, cepaedHoi HEIOCTATOYHOCTH C
coxpanenHout (¢pakuueii BoiOpoca (HFpEF) (Bkirouas, HO He OrpaHUYUBASICH OSTHUM,
nuabernyeckyro HFpEF) u rumepronuto. 3a0oyieBaHHE MOXKET OBITh OCTPBIM, XPOHHYECKHUM
w/unu cTaduIbHBIM. B eme ogHOM acrekTe 3a0ojieBaHUE BBIOPAHO W3 TPYIIIBI, COCTOSIIEH M3

HCM knacca I, nHCM knacca II, nHCM knacca 111, oHCM knacca I 1 oHCM knacca I11.
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B npyrom acniexre B ONMUCaHNUHU MPEAJIOKEH CIIOCOO MPENOTBPALIECHNS WIH JICUSHUsT 3a00JIeBaHUS
WIN HapyLIeHUs, BBIOPAHHOTO M3 TPYIIbL, COCTOALIEH W3 CepAeYHONW HENOCTATOYHOCTH C
COXpaHeHHOW (pakuueli BbIOpOCa, WIIEMUYECKOW OOJE3HU cepaua, CTCHOKApANH U
PECTPUKTUBHON KapIUOMHUOIATHH, BKIIOYAIOIINN BBEIEHHE CYOBEKTY, HY)KJAIOLIEMYyCsl B 3TOM,
s¢dexTuBHOrO KonmmuecTsa coennHeHust @opmynsl (1) nam ero gpapmaneBTHUECKH TPUEMIIEMON
COJH.

B npyrom acnexte B ONUCAHUU MPEAJIOKEH CIIOCOO MPENOTBPALIEHNS WM JISUeHUsT 3a00IeBaHUs
WM HApYIIEHUs], IPU KOTOPOM TUIEPTPOGUs JIEBOTO JKEJTyI0UKa H3-3a MTePEerpy3Kku 00beMOM HIIN
JaBIEHUEM SIBJIIETCS NPU3HAKOM 3a00JieBaHMsA, IPH 3TOM YKa3aHHOe 3a00JeBaHUE WU
HapylLIeHue BbIOPAHO W3 TPYMIbL, COCTOALIEH M3 XPOHMYECKOW MHUTPAJbHOM pPErypruTaluy,
XPOHUYECKOIO A0PTAJIBHOIO CTEHO3a U XPOHUUECKOH CHUCTEMHOH r'MNepTeH3UH; B KOMOHMHALIH C
BU/IAMU Tepanuii, HAMpPaBJICHHbIX HAa KOPPEKLHIO WM YMEHBIIEHWE OCHOBHOH IPUYHHBI
neperpy3ku oObeMOM WIHM AaBJICHUEM, BKJIIOYAs TUIACTUKY/3aMeHy KJarnaHa Win 3(QEeKTHBHYIO
AHTUTUIEPTEH3UBHYIO TEPAIUIO, BKIIOYAIOIUI BBEEHHE CYOBEKTY, HYKIAIOMIEMYCS B 3TOM,
s¢pdexruBHOrO KOnmuecrsa coenuueHust @opmynsl (I) wm ero gpapmaneBTHIECKH TPUEMIIEMOI
COJIHU.

B npyrom acmekte B ONUCAHWUM TPENJIOKEH CHOCOO NPENOTBPALICHUS WM JICYEHUS
runepTpodudeckoit kapauomuonatiu (HCM) wiu kapauoJ0oru4eckoro HapymeHus, UMEIOIIEro
naTo M3UOJIOTHYECK U MPU3HaK, cBsizaHHbIi ¢ HCM, uiiu ee CUMITTOMBI, BKJIFOYAIOIIUI BBEIEHUE
CyOBeKTY, Hy:KOaromemycs B 3ToM, 3 dexkTuBHOro konudectsa coenurenus @opmynsl (I) umu
ero (¢apMaleBTHYECKH MPHEMJIEMOH COJMM, B KOMOHMHALMH C BHIAMH Teparuii, KOTOPBIE
3aMEIUIIIOT  MPOTPECCHPOBAHME  CEPAEYHON  HEJNOCTATOYHOCTH  IMyTE€M  IOJNABJICHHUS
HEHPOTOPMOHAJIBHOW CTUMYJBSILIMHM CEPJLA W MBITAOTCS MPEJOTBPATHTh PEMOACIHPOBAHHE
cepaua (Hampumep, uHruouropsl ACE, Onokaropwl peuentopoB anruoreHsuHa (ARB), B-
OJIOKAaTOpPbI, AHTArOHUCTBI PELENTOPOB AJBJOCTEPOHA WM HMHTHOUTOPBl HEWTPaTbHON
SH/IOMENTHAA3bI), BUAAMU TEPANUH, KOTOPbIE VIYYIIAIOT CEPACYHYI (QYHKIHIO MyTeM
CTHMYJISILIUH CEPACYHON COKPATUMOCTH (HAIPUMep, MOJIOKHUTEIbHbIE HHOTPOITHBIC AT€HTDI, TAKHE
KaK aroHHCT -aIpeHOpeLenTopoB 100yTaMUH MM HHIHOUTOp dochoanscrepasbl MIIIPHHOH); U
BUJIAMH TEPAINui, CHIKAIOIINMU TMPEeIHArpy3Ky cepaua (Hampumep, AUYPETUKH, TaKHe Kak
dypocemMunr) WM MOCTHArpy3Ky (Ba3OoOWIaTaTOpbl JIEOOOrO KJlacca, BKJKOYAsi, HO He
OrpaHUYMBASICh WMH, OJIOKATOPHl KaJbLUEBBIX KaHAJIOB, WHTUOMTOPBI (ochonuscrepassl,
AHTArOHUCTHI PELIENTOPOB YHAOTEINHA, HHTHOUTOPBI PEHUHA WIIH MOAYJIATOPbI MHO3UHA TIAIKUX
mbimn). HCM moxer Obite obctpykruBHoit HCM (oHCM) wmmm HeoGctpyktuBHoit HCM
(nHCM).
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B nppyrom acmekrte mpemioxkeHa (apmaneBTHYECKas KOMITO3ULMS, COAepsKaiuas MmoiauMopd
@opwmsl 1 1 papMareBTHUECKN TPUEMIIEMOE BCTIOMOTaTEIbHOE BEIECTBO.

B npyrom acmekre mpensioxkeH criocod sedenus runeptrpodudecko kapauomuonarun (HCM)
WIA KapIUOJIOTUYECKOTO HApyILIeHUs, UMerInero mnarodpusunojorndecknii npusaak HCM,
BKJIFOYAIOLINI BBENEHHE CYOBEKTy, HYXOAIOIIEeMycs B 35TOM, 3(PQEeKTHBHOrO KOJIUYECTBA
nojiumopda @opwmel 1 win papmManeBTUYECKON KOMITO3ULINY, conepaxkaineii moaumopd @opmet 1.
B ngpyrom acmekre mpemnoxkeH crnoco0 siedeHus 3a00neBaHUS MM HapyLIEHUs,
XapaKTepU3YIOIIErocss TunepTpodueil JeBoro >enyaouka H3-3a Meperpy3kd oObeMOM WU
JaBJIeHHEM, TIPH STOM YKa3aHHOE 3a00JIeBaHNe WITH HapyLIEHHe BBIOPAHO U3 IPYIIIBL, COCTOSIIEH
U3 XPOHMYECKOW MMHTpPAJbHON pErypruTanyy, XPOHUYECKOrO aopTaJbHOTO CTEHO3a U
XPOHUYECKONW CUCTEMHOW TMIEePTeH3MU; B KOMOMHAILMHU C BHJAMH TEparuii, HaNpPaBIEHHBbIX Ha
KOPPEKLHUIO WM YMEHbLIEHHE OCHOBHOW TNPUYHMHBI NEPerpy3ku OObEMOM WIIH IaBJICHUEM,
BKJIIOYAsl IUIACTUKY/3aMeHy KiamaHa WM 3(PQEKTHBHYI aHTHTHIIEPTEH3UBHYIO TEPAIHIO,
BKJIIOYAIOLINI BBEACHHE CYOBEKTy, HY)XAALEMycs B 3TOM, 3()(EeKTUBHOrO KOJIMYECTBA
nosumopda @opmel 1 mu GapmaneBTHIECKONH KOMIIO3ULIMH, coaepkaieii monumopd @opmer 1.
B nmpyrom acmekrte npensioxkeH crnocod jeudeHus runeptpoduueckoit kapaunomuonaruu (HCM)
WIN KapIUOJIOTHUECKOTO 3a00JIeBaHHS, UMEIOIIEro MaTo(pU3NOJOTHUECKUH PU3HAK, CBSI3aHHBIN
¢ HCM, Bximrouaromuii BBeIeHHE CYOBEKTY, HYKAAOIEMYCS B 3TOM, 3((EKTUBHOTO KOJIMYECTBA
nojiumopda @opmel 1 wnu papmalieBTUYECKON KOMITO3ULIUH, conepskateit moaumopd @opmsi 1,
B KOMOWHAIIMM C BHJIAMH TEpanui, KOTOpBIE 3aMENJISIFOT TMPOTPECCUPOBAHUE CEPACYHOMN
HEJIOCTATOYHOCTH IMyTEM IOAABJIEHHUs] HEHPOrOPMOHAIBHON CTUMYJISILIMU CEeplLia U TbITAIOTCS
NpeNoTBpaTUTh pemMoneupoBanue cepaua (Hampumep, wuHruOutopel ACE, Onokatopsl
peuentopoB anruorensuHa (ARB), B-OmokaTopbl, aHTArOHKUCTBI PELIENITOPOB ANTBIOCTEPOHA MU
UHTUOUTOPBI HEHTPAILHONW SHAONENTHAA3B), BUIAMH TEPAIHii, KOTOPbIE YIIYUIIAOT CEPIEUHYIO
(YHKLUMIO MyTeM CTUMYJSIIUUA CEPAEYHOM COKPATUMOCTH (HAmpHUMep, MOJIOKUTENbHBIE
UHOTPOIIHBIE Ar€HTHI, TAKHE KaK aroHUCT [-aJpeHOPenenTopoB NOOYTAMHH WJIH HWHTHOHTOP
dochonuscTepaspl MHJIPUHOH), W/WIH BUAAMHU TEPANUi, CHIDKAIOIIMMU MPEIHATPY3KY cepala
(HampuMep, TUYPETHKH, TaKue Kak (ypoceMup) MM MOCTHArpy3Ky (Ba3ommiaTtaTopsl JEOOOTO
KJacca, BKJFOYAs, HO HE OTPAaHUYMBASICh UMH, OJIOKATOPBI KAJBLUEBBIX KAHAJIOB, HHTHOUTOPBI
dochonuscrepaspl, AHTATOHUCTBI PELENTOPOB SHOOTENMHA, HMHTHOUTOPBI pPEHUWHA WK
MOZYJISITOPbI MUO3MHA TIAIKUX MBIIIN). J[aHHOE ONrcaHue MpeaHa3HAYEeHO s BKIFOYSHHUS BCEX
MEUEHHBIX H30TOnamMH aHaioro coenuHeHnid Popmynbl (I). M30TOmBI BKIIOYAIOT aTOMBI,
UMEIOIUE OAMHAKOBBIA AaTOMHBIH HOMEpP, HO pasHyw Mmaccy. Hampumep, m3oromsl Bogopona
skmouaroT “H(D) u *H(T), u usorons! yriaepoaa skmouaroT PC u “C. Medensle usoronamu

coequHeHus: @opmyinbl (I) MoryT ObITH MONydeHBI Croco0amu, OOIIEHU3BECTHBIMU B JTaHHOH
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obmactu. Takue COETMHEHUST HAXOAAT Pa3IMYHbIe OOJIACTH MPUMEHEHHUS B KaUeCTBE CTAHIaPTOB
U PEareHTOB INpH ONpeAeNieHHH OHOJIOrHYecKOi/(papMaKkoNIOrHIecKOil aKTUBHOCTH, HO He
OTPaHUYMBAIOTCS UIMU. DTH CTa0MJIbHBIE MEUEHHbIE H30TOnamMu coequHerns @opmyinsl (1) Takke
MoryT  3(¢exkTMBHO  MOAYJIHPOBATH OuoJornueckue, (bapmakomoruyeckme WUIn

(hapMaKOKUHETHYECKHE CBOICTBA.

KPATKOE OIIUCAHUE T PAOUNYECKHUX MATEPHAJIOB

Ha ®wur. 1A-1C noka3aHbl TaHHbIE TOPOIIKOBON peHTTeHOBCKOM audpakrorpammel (XRPD) ns
nosumopda @opmer 1 coenunenus [Ipumepa 1-3 (Takke Ha3pIBAEMOTO KaK COSIMHEHUE 3 ).

Ha ®ur. 2 nokasan rpaduk auddepeniuansaoii ckanupyromei kanopumerpuu (DSC) mns
nosumopda @opmer 1 coenunenus [Ipumepa 1-3 (Takke Ha3pIBAEMOT0 KaK COSIMHEHUE 3 ).

Ha ®wur. 3 noka3ansl faHHbIe TepMOrpaBuMeTpudeckoro aHanusa (TGA) ans nonumopda PopMmsl
1 coenunenus IIpumepa 1-3 (Takke Ha3pIBAEMOrO Kak COEHMHEHHE 3).

Ha ®wur. 4 nokaszaHna kpuctajuinueckas cTpykrypa noaumopda ®@opmsl 1 coennnenus [Ipumepa
1-3 (Taxke Ha3bIBAEMOTO KaK COEAMHEHHE 3), TMOJIyYeHHAss C TMOMOLIbK) MOHOKPHCTAJbHOM

PEHTTeHOBCKOH TU(paKTOMETPHH.

I[MOAPOBHOE OITMCAHUE U30BPETEHU A

Bbbu1o obHapykeHo, uto psa Terparuaponupa (THP)-3amMene HHbIX OUIMKINYECKUX COSTHHEHUI
NUPUMHIUHAMOHA  CHIKAeT  HM30BITOYHYIO  COKPATHTEJIbHYKD  CIIOCOOHOCTH  TIpH
TUMEPKOHTPAKTHIIBHBIX COCTOSTHHSIX W/WJIM CIIOCOOCTBYET PacCialiieHuro cepiaua B cepiauax ¢
nuacronnueckoi auchyskiuei. He orpaHUYMBasiCh TEOpHEH, CYUTAETCS, YTO OTU COEIUHEHUS
CTa0MIM3MPYIOT KOHpopManuio Oera cepaedyHoro MuosuHa mnocie rupponusa ATP, HO 1o
NPOYHOTO CBSI3BIBAHMS AKTHHOBOH HUTH M BbICBOOOXKIEHHs (ocdara, TeM cambIM yMeHbIIas
JOJI0O MOJIEKYJ MHO3WHA, KOTOPbIE AOCTYIHBI JUIsl y4acTHsi B pabodeM miare («powerstrokey)
YacTH IUKJIA COKpameHus MbIOl. TakuMm o0pa3oMm, 3TH COEAMHEHUS MOTYT YJy4IIaTh
3ACTUYHOCTD CEPASHHON MBIIILBI, yMEHBIIATh TUHAMHYECKYIO U/ UJIH CTATHYECKYI0 OOCTPYKLIHIO
BBIXOJJHOTO TpPAaKTa JIEBOTO JKENyJOYKa, YJIy4IIaThb AHACTOJIMYECKOE pacciabieHHne JeBOro
JKEJYAO0UKa, CHIKATh THACTOINYECKOE AaBlieHHe (HAMIOJHEHHE) JIEBOTO JKEJTyI0UKa, YMEHbIIATh
(YHKLNOHATBHYI0 MUTPAJIBHYIO PETYPIHTALMIO W/WJIM CHUXKATD JIABJICHHUE B JIEBOM NPEACEPIUU
U J1aBJICHHE 3aKJIMHUBAHUS B JIETOUYHBIX Kanmwursapax y nanuerToB ¢ HCM, nmomoras npeononers
U3HYPSIIOINYIO OABIIIKY MPH (PU3NUECKON HArpy3Ke W/HUJIH CUMITOMBI, CBS3aHHbIE C OOCTPYKIHEH
BBIXOIHOT'O TPAKTa JIEBOTO JKeNlyJouka (TpeqoOMOpOYHOE COCTOSIHUE MM OOMOpPOK), KOTOpBIE
4acTO COMPOBOXIAIOT 3a0oneBanue. llpeamodruTenvHbIE COEOUHEHHS 110 HACTOALIEMY

OIMHCAHMIO ObLIU ONTHMAJIbLHO CO31aHbl TAKHUM o6pa30M, 4TOOBI UMETh OTHOCUTEJIBHO KOpOTKI/IfI
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NepUOJ OJYBbIBEEHHSI B OpraHu3Me 4yeioBeka. Hanpumep, mpeamnonaraercs, 4To onpeaeieHHbIe
COEIMHEHUs 10 U300pEeTeHNI0 OYAYT UMETh NEPUO MOJYBBIBEICHNSI MeHee 7 nHel (Hampumep,
MeHee 5 mgHel, MeHee 4 mHei) y mmoned. OnucaHHbIe B JAHHOM JOKYMEHTE COeIUHEHUs ObLTH
paspaboTaHbl 1yl YMEHbIIEHHs] 00pa30BaHUsl PEAKTUBHBIX METaOOJIUTOB INPH TECTUPOBAHUH,
yYMEHbIIeHUs1 3aBUCUMOCTU OT nonuMopdHbix pepmertoB CYP (takux kak CYP 2C19) w/unn
OTCYTCTBHSI MJIH CHIbKeHUs pucka naaykuuu CYP (manpumep, naaykunu CYP3A4). Hekoropeie
ApyTue NPeuMYINecTBa COEMHEHUH 110 OMMCAHUIO OTHOCSTCS K CEJIEKTMBHOCTH WHIMOMPOBAHUS
CEepAEYHOr0 MMO3MHA TI0 CPABHEHHIO CO CKEJIETHBIM MHMO3WHOM W/HIIN JKEJIAeMOH 3aBHCUMOCTHU
CTENEeH! BBIPAXKEHHOCTH 3((eKkTa OT BPEMEHH B OTBET Ha BBEACHHUE 03Bl JIEKAPCTBEHHOT'O
cpeactBa. Kpome TOro, coeauHeHMss 10 HACTOSINEMY OIMCAaHMIO OOJamaroT Xopoluei
pacTBOpUMOCTBIO, Hampumep, npu pH 7,4, mMuxpomoisipHON pacTBOpHMOCThIO Oojee 50,
Harpumep, 6onee 70. B HEKOTOPBIX CiyydasiX COEAMHEHUs 110 OMMCAHUIO HUMEIOT MUKPOMOJISPHYIO
pactBopumocTh Oosiee 80, Hampumep, Oonee 90. CoenuHeHHs TaK:ke€ MOTYT MPUMEHSTHCS s
JIeYeHUs] APYTUX KapAUOJOTHUECKUX HAPYIIEHHH.

TepMuH «OKOJIO» B KOHTEKCTE JAHHOTO JOKYMEHTa IpPUMEHSIeTCs JJIsl ONHCAHMs Juana3oHa
(HanmpuMep, TeMIepaTypbl, MacChl, BeCa) U UMeeT CBOe OOBIYHOE 3HAUEHHE B JAHHOH oOnacTu
TEXHUKH, B OCHOBHOM, OTHOCSIIEECs] K OIIUOKeE, CBSI3aHHOH ¢ mpuOopoMm it cOopa pe3ysibTaTOB
usMepeHus: WM ureHus. Kak npaBuiio, TEpMUH «OKOJIO», OTHOCSILIUICS K TeMIeparype, AaeT
OTKJIOHeHHe B nipenenax + 0-2°C.

B KOHTEKCTE JAHHOTO TOKYMEHTA TEPMHH KAJIKMID» OTHOCHTCS K HACBILIEHHOMY aTH()aTHIECKOMY
pagukany C JIMHEHHON WM Pa3BETBJICHHOW LIEMbIO, COAEPKAIIEeMYy YKa3aHHOE YHCIO aTOMOB
yriaepoaa. AJIKUI MOXKeT BKJIIFOYATh JIF0O0E YUCIO aTOMOB yriiepona, Takoe kak Cia, Ci3, Cra,
C23, C24 1 Cs.4. Hanmpumep, Ci4 ankun BKIIOYAET, HO HE OTPAHUYUBAETCS MMH, METHUJI, STHII,
NPOTHJI, M3OMPOIWII, OyTwi, M300yTHI, BTOP-OyTWI U TpeT-OyTwi. B HEKOTOpBIX ciydasx
ATKUJTbHBIE TPYIIITBI SIBJISTFOTCST HEOOS3aTENIbHO 3aMEIEHHBIMH. B HEKOTOPBIX CITydasix aJIKHJIbHbIE
IPYIIBI SBJISIOTCS HE3aMEINEHHbIMU. B HEKOTOPBIX acreKTax aJKWJIbHbIE TPYIIIBI SIBISIOTCS
3aMEIICHHbIMHA. 3aMECTUTENN AJKWIBHON TIPYMIbI BKJIIOYAIOT, HO HE OTPAHHYUBAIOTCS HMH,
r00bIe U3 3aMECTHTENICH, ONMMCAHHBIX B JAHHOM JJOKYMEHTE, KOTOpPbIE MPUBOAST K 0OPa30BaHUIO
cTa0MIIbHOTO (pparMeHTa. B HEKOTOPBIX acrekTax 3aMeCTUTENb MOXKET MPECTABISTE COOOH OIHY
win Ooyee TUAPOKCHTPyMIy. B HEKOTOPBIX TakUX CiydasX aJKWJIbHAs TPYMIa TaKXKe MOMKET
Ha3bIBATbCSl THAPOKCHAJKIJIBHOW Tpynmod. B KOHTEKCTe [MaHHOrO JOKYMEHTa TEePMHUH
«TUIPOKCHAIKIII OTHOCHUTCS K AJIKHJIBHOH TPYIIE, KaK YKa3aHO BBILIE, B KOTOPOH, IO MEHbLIEH
Mepe, OAMH aTOM BOJAOPONA YIJIEBOIOPONHON dYacTh 3aMeHeH ruapokcurpymmnoii (-OH).
COOTBETCTBEHHO, «THIPOKCHAJNKIID)  OTHOCHTCS, HAlpUMeEp, K THIPOKCUMETHIY, 2-

TUAPOKCUSTUIY U 2-TUAPOKCUIIPOIIUITY.
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B kOHTEKCTEe TaHHOTO JOKYMEHTa TEPMUH «AJKHHIID OTHOCHTCS K aJIKHWJIBHOM TpyIIe, KOTopas
COIEpPKUT OAHy Win Oojiee TPOMHBIX CBs3ell B anu(aTUdecKoM panuKaie ¢ JHHEHHOW WU
pasBerBieHHON wLenbro. OpHa wim Oonee TPOMHBIX CBsI3€H YIIIEPOA-yIIepOn MOXKET ObITh
BHYTpEHHeH (Hampumep, B 2-OyTHHMIE) UM KOHLIEBOH (Hampumep, B 1-Oyturmne). ITpumepst
ATKMHWIBHBIX TPYII BKJIIOYAIOT, 0€3 OrpaHWYeHusi, 3THHWJ, |-TPONMHWI, 2-IPONUHMI, |-
OyTuHNI, 2-OyTHHUI ¥ TOMY NOJO0HOE. AJIKUHUJIbHBIE TPYIIIBI MOTYT OBITh 3aMEIEHHBIMU HITH
HE3aMEeLIeHHbIMH.

B kOHTEKCTE AaHHOrO AOKYMEHTAa TEPMHH «IMKIJIOAJKWI» OTHOCHUTCA K HACHIIEHHOMY WU
YaCTUYHO HEHACHIIIEHHOMY MOHOLIMKJIMYECKOMY KOJIbILY, COAEpKaIneMy OT 3 10 4 KOJbLEBbIX
aTOMOB WJIM YKa3aHHOE 4YUCJIO aTOMOB. HachlleHHBbIE MOHOLMKJINYECKHE IUKJIOANKHIIbHBIE
KOJIbLIA BKJIFOYAIOT, HAIIPUMEP, LIUKJIOMPOITHII MIIA HUKJIOOYyTHIL. LMKII0aNKMIIbHBIE TPYIIBI TAKKE
MOTyT OBITb YaCTMYHO HEHACBHILICHHBIMHU, UMesi OJHY WM OoJjiee JBOMHBIX CBS3€H B KOJBLIE.
Tunu4sble UKIOANKUIbHBIE TPYIIBI, KOTOpbIE SBJISAIOTCS YaCTUYHO HEHACBIIIEHHBIMH,
BKJIIOYAIOT LUKJIOOyTeH. Ecim He yka3aHO WHOe, LUKJIOAJIKMIBHBIE TPYIIIBI SIBJISIOTCS
He3aMeLIeHHbIMU.

B koOHTekcTe MaHHOrO JOKYMEHTa TEPMUH «aJIKOKCH» OTHOCHUTCSI K AQJKWJIBHOW TpYIIIe,
cofepikalleil aToM KHUCJIOPOJAa, KOTOPBIM COEQUHSAET QIKWIbHYIO TIpPyINIy C TOYKOH
NPUCOENHEHUs: TO ecThb, ankuia-O-. UTro kacaercs alKUJIbHBIX 4HacTel, aJKOKCUTPYIIbI MOTYT
comep:kaTh J000OE MOAXOIsINee YHCIO aTOMOB yriepona, kak Hampumep, Cio wim Ciag.
AJNIKOKCHUTPYTITTbI BKJIFOYAKOT, HATPUMEP, METOKCH, STOKCH, MPOMOKCH, H30MPOIIOKCH, OYTOKCH, 2-
OyTOKCH, U300yTOKCH, BTOP-OYTOKCH, TPET-OYTOKCH U TaK Aayiee. AJKOKCUTPYIIBI MOTYT ObITh
HeoOs13aTeNTbHO 3aMeIeHHBIMH (HE3aMEIEHHBIMH UJTH 3aMEIIICHHBIMU).

B koHTekcTe MaHHOrO JOKYMEHTa TEPMHHBI «Tajio» M «TaJIOT€H» OTHOCATCS K (TOpy, XJIOpY,
Opomy u Hony.

B KOHTEKCTe MAHHOTO IOKYMEHTa TEPMHUHBI «TAJIOATKUI» M «TaJOAJKOKCH» OTHOCITCA K
ATKMJIBHON M aJIKOKCUTPYIIAM, KaK YKa3aHO BbIIIE, B KOTOPBIX, [0 MEHbIIEH Mepe, OAMH aToM
BOJIOPOZA YIJIEBOJOPOJHON YaCTH 3aMEHEH aTOMOM rajioreHa. Kpome Toro, 3T TepMHUHBI TaK:Ke
MOTYT OTHOCHUTBCSI K TNEPrajoreHupoBaHHOW ¢opme ankmina U ankokcu. COOTBETCTBEHHO,
«TaJIOAJIKUID» OTHOCHUTCS, Hampumep, K ¢propMmerminy, nupTopmerwiy, TpupTopmermiy, 2,2,2-
TPUQTOPITHIY H XJIOPMETHIY. AHAJIOTUYHO, «TaJIOAJKOKCH» OTHOCUTCS, HampuMmep, K
g ropMeTokcH, TpUPTOPMETOKCH, 2,2, 2-TpU(PTOPITOKCH U XJIOPMETOKCH.

Korpa ykasan nuama3oH 3HAa4YeHHWH, OH MpPENHA3HAuYeH /Ui OXBaTa KaXKJOro 3HAUEHHs |
noAaMana3oHa B npenenax nuamnasoHa. Hanpumep, «Ci.¢ ankmm» npenHasHaueH st oxsara Ci,
C2, Cs, Cs, Cs, Cs, Ci6, Cis, Ci, Ci3, Cr2, Caus, Cas, Ca4, Caa3, Csu6, Cs.s, C3.4, Cau6, Csa5 1 Cso6

AJIKWJIA.
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Crnenyer nmpuHMMaTh BO BHHMAHHUE, YTO yKAa3aHHBIE BbIIE TPYNNbl W/ COCOUHEHHUS, Kak
ONMMCAaHO B JAaHHOM JOKYMEHTE, MOIYT ObITh HEOOs3aTEeNbHO 3aMEINEHBbl JFOOBIM YHCIOM
3aMecTHTeNed Uil PyHKUHNOHAIBHBIX rpymnil. To ecTh, Mobast U3 BhIIIEYKA3aHHBIX TPYIIT MOXKET
ObITh HEeOOs3aTeNbHO 3aMelneHa. [Ipennonaraercs, 4To B KOHTEKCTE TAHHOTO TOKYMEHTa TEPMUH
«HEOOS3aTeNIbHO 3aMELIEHHBII» BKIFOUYAET HE3aMEILICHHbIE BAapPHAHTBl W/WIM 3aMEIICHHbIE
BapUaHThl (T.€., «HEOOSA3aTeNbHO 3aMELICHHBI» MOXET NPUMEHSTHCS B3aHMO3AMEHSEMO C
«3aMELIeHHBbIN WM He3aMelleHHbIH»). [Ipenmnonaraercs, 4To B KOHTEKCTE TaHHOTO JOKYMEHTa
TEPMHUH «3aMEIIEHHBII» BKIIOYAET BCE JOMYCTUMbIE 3aMECTUTEIN OPTraHMYECKUX COEIHMHEHUH,
IIPU 5TOM «IONYCTUMBIID HAXOAUTCS B KOHTEKCTE XUMHUUECKUX MPABUI BAJIEHTHOCTH, U3BECTHBIX
CrieLMaNucTaM B AaHHOHN obmactu. B o0mem, TepMHUH «3aMeIleHHbIH», HE3aBUCHMO OT TOrO,
NPEeALIECTBYET JU €My TEPMUH «HEOOs3aTeNbHOY» WM HET, U 3aMECTHTENH, COAepKalliuecs B
(dopMyIax 3TOro pacKpbITHsL, OTHOCATCS K 3aMeHE BOAOPOAHBIX PAIUKaJIOB B JAHHOHN CTPYKType
panMkanoM ykasaHHOro 3amectutens. Korma Oosnee omHOro mosiokeHus: B JF0OOH JNaHHOM
CTPYKTYpe MOKeT ObITh 3aMeIleHO OoJiee ueM OHUM 3aMeCTHTENeM, BbIOPAHHBIM U3 YKa3aHHOM
IPYNIbI, 3aMECTHTENIb MOXKET OBITh OJMHAKOBBIM HIIM PA3JIUYHBIM B KaXIOM ITOJIOKEHUHU.
Cnenyer MOHMMATD, YTO «3aMEIIEHHBII» TaKk)Ke BKJIIOYAET B ce0s TO, YTO 3aMeIeHHe TPUBOIUT
K 00pa3oBaHuIO CTaOMJIBHOTO COEAMHEHHS, HAIpuMep, KOTOpOe He IOABEPraeTcsi CIIOHTAHHO
NPEeBPAILEHNUIO, HATIPUMEp, IyTeM MeperpyniupoBKY, LUKIN3ALMH, SJIUMUHUPOBAHUS U T.4. B
HEKOTOPBIX CIIy4asiX «3aMeIleHHbII» B OOLIeM Cllydae MOXKET OTHOCHTBHCS K 3aMEHE BOIOpoIa
3aMeCTHTEeJIeM, KaK OMHCAHO B JaHHOM AOKyMeHTe. OHAKO, B KOHTEKCTE JAHHOTO JOKYMEHTA
TEPMHUH «3aMELIECHHbII» HE OXBATHIBAET 3aMEHY H/WJIM U3MEHEHHE KJIF0OUeBOH (PyHKLIMOHATIBHOM
IPYIIBL, MO KOTOPOH HIACHTHU(OULUPYETCS MOJIEKYyJla, HANpPUMEp, TaK, YTO «3aMeIleHHas»
(yHKUMOHATbHAS TPyHIa CTAHOBUTCS IPYyroil (YHKIMOHAJBHOH TPYNIIOH MOCPEICTBOM
3amerienus. Hampumep, «3amenieHHass (GeHWIbHAs TPyNa» JOJDKHA MO-TPEKHEMY BKJIIOYATh
(beHnpHBIA (parMeHT W He MOXKeT ObITh MOAMU(UIMPOBAHA IMyTEM 3aMELICHUS B 3TOM
ONpeNeNIeHuH, YTOObI CTaTh, HANpPUMEp, MUPUAMHOBBIM KOJBIOM. B IIMPOKOM acrekTte
JOMYCTUMBIE 3aMECTHTEHM BKJIOYAIOT AIMKJINYECKHE W LUKJIMYECKUe, Pa3BETBJIICHHBbIE U
HEPAa3BETBJIICHHBbIC,  KapOOLMKIMYECKHE W  TEeTePOLUKIMYECKHe,  apoOMaTHYeCKHe U
HEapOMAaTHUECKHE 3aMECTUTENI OPTraHHMYeCKUX COequHEeHHMH. MIUToCTpaTUBHBIE 3aMECTUTENN
BKJIFOYAIOT, HAIIPUMEp, ONMHUCAHHBIE B HACTOSIIEM JOKYMeHTe. [loMmyCcTUMBbIE 3aMECTUTEIN MOTYT
ObITb OHUM WM OoJiee M OAMHAKOBBIMHU HUIM PA3JIMYHBIMU JUISl TIOAXOSIINAX OPTaHMYECKHX
coeMHEHUi. B 1ensix 3Toro pacKpeITHs reTepOaToOMbl, TAKHE KaK a30T, MOTYT UMETh BOJOPOIHBIE
3aMECTHUTEIH W/WIIH JIFOOBIE JOMYCTUMBIE 3aMECTUTENIN OPTaHUYECKUX COSIUHEHNH, OMMCAHHBIX
371€Ch, KOTOpPbIE YAOBJIETBOPSIOT BAJEHTHOCTSM reTepoaToMoB. Kpome TOro, 3To packpbiThe

HHUKOUM o6pa30M HE OIrpaHUYUBACTCA JONYCTUMBIMH 3aMCCTUTCIIIMU  OPraHUYCCKHUX
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coenuHeHUl. TepMHUH «CTaOWJIbHBIIN» B KOHTEKCT€ NAHHOTO JOKYMEHTa MPENIOYTHTEIBHO
OTHOCHUTCSI K COEJUHEHUSIM, KOTOPBIE 00J1aat0T CTaOMIIBHOCTBIO, JOCTATOUHOM IS 0OecreueH s
MPOU3BOJCTBA, U KOTOPbIE MOAAEPKUBAIOT LIEJIOCTHOCTb COEJUHEHHUS] B T€UEHHUE JOCTATOYHOIO
nepuoaa BpEMEHH Uil OOHAPYXKEHHsI U MPEANIOYTUTENbHO B TEUEHHE AOCTATOYHOrO IMEPHOa
BpEeMeHH, YTOOBI OBITh MOJE3HBIMH IS L[€JIeH, OMMCAHHBIX B HACTOSIIEM JIOKYMEHTE.

IIpumeps! 3amecTuTeNell BKIIOYAIOT, HO HE OrPAaHUYMBAIOTCS HMMH, TaJOTeH, asuf, aJKui,
apaJIKWI, AKEHWI, aJIKHHWI, [IUKJIOAJIKNJ, TUIPOKCUI, aJIKOKCHII, aMUHO, HUTPO, CYJIb(Qruapm,
UMUHO, amuzo, pocdonar, pochunar, kapOOHUI, KapOOKCHII, CUITIIL, POCTOH 3P up, aKUITHO,
cynbpoHmn, cynbhOHAMUIO, KETOH, abIAETHA, CIOKHBINA 3(Up, TeTePOLMKINI, apOMAaTHIECKHE
win rerepoapomarnueckue ¢parmentel, -CF3, -CN, apun, apuiokcu, MeprajoajkoKCH,
apaJIKOKCH, IeTepoapuil, reTepoapuiIoKCH, reTepoapuiIalIKiil, TeTepOapalkoKCH, a3ua0, aMHHO,
TaJlOreHN ], AJKWITHO, HHUTPHUIO, ALWIAIKII, CIOXHBbIE KapOokcmd(puphl, -kapOoKcamumo,
AllMJIOKCH, AaMMHOAQJKW, AaJKWJIAMUHOAPWI, AalKWIApWi, AaJKWIAMUHOAJIKWI, AaJIKOKCHApHII,
APHIIAMHHO, aPATKUJIAMHHO, aJIKWICYJIb(OHII, -KapOOKCaMHUIOAIKHIIAPHIL, ~-KapOOKCAMUIOAPHII,
T'UAPOKCHANIKII, TAJIOAJKII, ATKIJIAMAHOAIKUIKApOOKCH-, aMUHOKapOOKCAMHUIOAIKHII-, [UAHO,
ATKOKCHAJIKHJI, TIEPTAIOAIIKIII, aPUIIATKIIOKCHAIKII U TOMY OAOOHOE.

B xoHTEKCTe TaHHOTO TOKYMEHTa TEPMHUH «(HapMaleBTUYECKH MPUEMIIEMBINY» OTHOCUTCS K TEM
COEMHEHUSIM, BEINeCTBAM, KOMIIO3ULUSIM W/WIM JIeKapCTBEHHBIM (opMaM, KOTOpbIE C
MEIULIUHCKONH TOYKMU 3PEHHUS TMOAXOMAT Uil NMPUMEHEHHs] B KOHTAKTe€ C TKAaHSIMH JIIOJeH U
JKHUBOTHBIX 0€3 Ype3MepHON TOKCHYHOCTH, Pa3paKEeHUs], aJUIEPTHUECKON PEaKIHK WK JAPYrof
npoOJeMbl MM OCJIOKHEHHsI, COU3MEPHUMBIX C pPa3yMHBIM COOTHOLIEHHEM TOJIb3a/PUCK.
dapmaLeBTHYECKH MPUEMIIEMOE BEIECTBO MOXKET OBITh COBMECTHMO C COeNMHEHuEeM PopMyIibl
(D), a Takke ¢ TFOOBIMH APYTUMHU UHIPEAUEHTAMH, C KOTOPBIMHU 3TO COSMHEHUE COCTABJICHO.

B KOHTEKCTE€ HAaHHOrO JOKYMEHTa TEPMHH «COJIb» OTHOCHUTCS K KUCJIOW WJIM OCHOBHOH COJH
coenunenust @opmynsl (I). PapmaneBTHYECKH NpHEMIIEMbIE COJIH MOTYT OBITH IOJIyYE€HBI,
HAampuUMep, W3 MHHEPAIbHBIX  KHUCJIOT (HampuMep, XJOPHCTOBOAOPOAHON  KHCIOTHI,
OpPOMHUCTOBOIOPOAHOM KUCIOTHI, POcHOPHOIH KUCIOTHI U TOMY TTOJOOHOE ), OPraHUIECKUX KUCIIOT
(Hampumep, YKCYCHOUM KHCJIOTBI, MPOMMOHOBONW KUCJIOTBI, TJYTAMUHOBOUW KHCIIOTHI, IUMOHHOH
KUCJIOTBI U TOMY IONOOHOE) M HOHOB YETBEPTUYHOrO amMMmoHus. Crenyer MOHMMATh, YTO
(apMareBTHIECKH MPUEMIIEMbIE COJIU SIBJISTFOTCS HETOKCHYHBIMU.

Hekotopble acnekThl HACTOSIIMX COEAMHEHHI MOTYT COIEpkKaTh OAHY MM OOJieeé OCHOBHBIX
(YHKUMOHANBHBIX TPYNN M, TakUM o00pa3oM, crnocoOHbI 0Opa3oBbIBATH (HapMaLEeBTHUECKH
npuemMsieMble CoMu ¢ (apMaLEeBTHUECKH TNPUEMIIEMBIMH KHCJIOTaMH. B Takux ciydasx
(dapMareBTHYECKH TPHUEMJIEMBIE COJM MOTYT OBITh OTHOCHUTENIBHO HETOKCHYHBIMH COJIIMH

NPUCOCAUHECHUA HCOPraHUYCCKHUX W OPraHuvYCCKHUX KHUCIIOT COGI[I/IHGHI/II\/'I o HaCTOoALIEMY
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M300peTeHHI0. DTH COJIM MOTYT OBbITh MOJIy4Y€HbI /71 Sifit B HOCUTEIE 1Jisl BBEICHHSI, WU B ITPOLIECCe
NPOU3BOJICTBA JIEKAPCTBEHHO!H ()OPMBI, MJIH MYTEM OTEJIbHON PEaKL[H OUHIIEHHOTO COSTMHEHHSI
10 HACTOSILIEMY OIMHUCAHUIO B (popMe ero CBOOOIHOTO OCHOBAHUS C MOAXOMSINEH OpraHMYeCKOi
WIM HEOPTaHWYECKOH KHCJIOTOH W BBIAENIEHUsS] COJIM, OOpa30BaHHON TaKMM OOpa3oM, BO BpeMsi
NOCNIeAYIoNel O4YMCTKUA. HeorpaHW4MBaroImiyue NPUMEPbl COJIeH BKIIOYAIOT THAPOOPOMHI,
rugpoxyiopun, cyiabdar, Oucynbdat, docdar, HUTpaT, aLeTaT, Bajepar, oJiear, MaJIbMUTAT,
creapat, Jaypar, OeHszoar, jakTar, ¢ocdar, TO3WIAT, LUTPAT, MajeaTr, pymapar, CyKILHHAT,
TapTpar, Ha(TUIAT, ME3WNAT, [JIFOKOTENTOHAT, JIAKTOOMOHAT U JIAypWJICYJb(QOHAT U TOMY
nogodnoe. (Cm., Hanpumep, Berge et al., «Pharmaceutical Saltsy, J. Pharm. Sci. 1977, 66, 1-19).
dapmMarieBTHUECKH TPUEMIIEMbIE COJIM COETMHEHUH, OMMMCAHHBIX 37€Ch, BKIIFOUAIOT HETOKCHYHbIE
CONMM WM 4YEeTBEPTUYHbIE AMMOHHEBBIE COJM COEAMHEHHUH, HampuMep, H3 HETOKCUYHBIX
OpPraHUYECKUX WJIM HEOPTaHWYEeCKUX KUCIOT. Hampumep, Takue HETOKCHYHBIE COJU BKJFOYAIOT
COJIM, TIOJNlyYeHHble M3 HEOPTaHMYECKHX KHCJIOT, TaKHMX KakKk XJOPHUCTOBOAOPOMAHAS,
OpOMHUCTOBOOPOIHAS, CepHasi, CyJbamuHOBast, pochopHasi, a30THASI K TOMY TIOAOOHOE; U COJH,
NOJIYYeHHbIE M3 OPraHWYEeCKUX KHCJIOT, TaKUX KaK YKCYCHasi, MPOMHOHOBAs, SIHTApHAas,
IJIMKOJIEBAs, CTEapUHOBAs, MOJIOYHAs, s0JIOYHAs, BUHHAS, JIMMOHHAs, acCKOPOWHOBAs,
NAJbMUTHHOBAS, MAJIEMHOBAsi, TUAPOKCHUMAJICMHOBAs, (DEHWIYKCYCHAs, TJIyTAMHUHOBAS,
OeH30iiHas, CaJTMLIUJIOBAS, cyJib(haHUIIOBASI, 2-a1eToKCUOeH30MHAas, ¢dbymaposasi,
TOJIyOJICY Ib()OHOBAsI, METAHCYJIb(OHOBAs, STAHAKMCYJIb(POHOBAS, INABENEBas, HM30THOHOBAas M
TOMY MOAOOHOE.

B HEKOTOpBIX Ciy4asix COeIMHEHHsI M0 HACTOSILIEMY H300PETEHHIO MOTYT COEpKaTh OMHY HIIH
0ojiee KUCJIOTHBIX (DYHKLIHMOHAJIBHBIX TPYMI M, TaKKUM OOpa3oM, CIOCOOHBI OOpa3OBBIBATH
bapMarieBTHYECKH MPHEMJIEMbIE CONU ¢ (apMalEeBTHUECKH MPUEMIIEMBIMH OCHOBaHHUSIMH. B
TaKUX Clydasx papMarieBTHYECKH TPUEMJIEMbIE COJI MOTYT OBITh OTHOCHTEILHO HETOKCUYHBIMH
COJNSIMA TIPUCOEIUHEHUST HEOPraHHYECKWX W OPTraHHYECKHX OCHOBAHWN COEIUHEHHH 110
HACTOSILIIEMY HM300pPETEHHI0. DTH COJIM TAK)KE MOTYT ObITh MOJY4YE€HbI i1 Sit B HOCUTEJE IS
BBEIEHHs, WM B MPOLECCe MPOU3BOACTBA JIEKAPCTBEHHOH (OPMBI, HJIM MyTE€M OTAEIbHOM
peakiy O4YHMINEHHOTO COeAMHEHHs B ero (opMe CBOOOAHON KHUCIOTHI C MOAXOSIIUM
OCHOBAHUEM, TAKUM KaK THIPOKCHUJ, KapOoHAT min OukapOoHAT papMaleBTUIECKH MPHEMIIEMOTO
KaTHOHa MeTaJyla C aMMHAaKOM WIH ¢ (apMaLeBTHYECKH TMPHEMJIEMbIM OpPraHUYECKHM
NEPBUYHBIM, BTOPHYHBIM WK TPETHYHBIM aMHHOM. HeorpaHu4uBaroIue TPUMEPBI COJei
IIEJIOYHBIX WK LIEJOYHO3EMENbHBIX METAJIOB BKJIFOYAIOT COJIU JIUTHS, HATPHSI, KaJIUsI, KaJIbLIUs,
MarHusi ¥ aIFOMUHUST U TOMy 1onoOHoe. HeorpaHu4MBaroie mpuMepbl OpraHuYeCKX aMHHOB,
NPUMEHSIEMbIX Ui OOpa3oBaHUs COJIel MPUCOETWHEHHsT OCHOBAHHM, BKIJIIOYAIOT 3THUJIAMUH,

AUSTUIIAMUH, STUJICHAUWAMUH, 3TaAHOJIAMHWH, AUSTAHOJIAMHWH, MUNIEPA3UH U TOMY HOI[O6HO€.
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HononaurenbHas UHGOPMALHS O MOAXOMIINX (PapMaLeBTUYECKH MPUEMIIEMBIX COJISIX MOMKET
ObiTh HalinmeHa B Remington's Pharmaceutical Sciences, 17th ed., Mack Publishing Company,
Easton, Pa., 1985 u Berge et al., “Pharmaceutical Salts,” J. Pharm. Sci. 1977, 66, 1-19, koTopsbie
BKJIFOUEHBI B JAHHBIN TOKyMEHT [TOCPECTBOM CCHUIKH.

HeiirpanbHas opmMa coeqHEHNST MOKET OBITh BOCCTAHOBJIEHA ITyTEM KOHTAKTHPOBAHUS COJIH C
OCHOBAaHHEM WJIM KHCJIOTOH M BBIAENEHHs] HCXOJHOTO COCIUHEHHs OOLIENPUHSTHIM CIIOCOOOM.
Hcxonnas ¢popmMa coennHEHUs] MOXKET OTJIMYAThCSA OT PA3JIMYHBIX COJIEBBIX (POPM HEKOTOPBIMH
¢$u3nuecKUMU CBONCTBAMHU, TAKIMHU KaK PACTBOPUMOCTD B MOJIIPHBIX PACTBOPUTEIIAX.
Hekoropble coenuHeHHs IO HACTOSIIEMY PACKPBITHIO COAEpPKaT aCUMMETPHUYHBbIE aTOMBbI
yriepoaa (XupajbHble LEHTPbI) WIM JBOMHBIE CBSA3H, IMPENIONAraeTcsi, YTO BCE paLleMarThl,
IUacTepeoMephl, Fe€OMETPUYECKHEe H30MEphbl, PErMOM30MEpPbl U OTHENbHO B3SIThIE H30MEpPbI
(HanpuMep, OTHeNbHbIE JHAHTHOMEPbI) HAXOATCS B Ipenenax o0beMa HACTOSIIEro pacKpbITHS.
Korma mnoka3aHo CTEpeOXMMHUYECKOe H300pa)KeHHe, 3TO O3HA4YaeT, YTO OHO OTHOCHUTCS K
COEMHEHHIO, B KOTOPOM IIPUCYTCTBYET OAUH U3 U30MEPOB U, MO CYLIECTBY, HE COACPIKUT APYTUX
n3omepoB. «lIpakTHuecku HE COAEPXKUT» JPYrUX H30MEPOB O3HAYAET, 4YTO MAOJIKHO
NPUCYTCTBOBAaTh, 110 MeHblIeH Mepe, okojo 80% omucaHHOro U30Mepa, UCXOAs U3 MOJIIPHOTO
KOJIMYECTBA BCEX MPUCYTCTBYIOUIMX M30MEPHBIX (OPM OIHUCAHHOTO H30Mepa, Oosee
NPEANOYTUTENbHO, O MeHbIIel Mepe, okojgo 90%, Hampumep, okojo 95% wunu Oornee.
H3o0paskeHHBIN U30Mep MOXKET MPUCYTCTBOBATH B KOJIMYECTBE, IO MEHbINEH Mepe, OKoJIo 99%.
Hanpumep, korna packpbITblii M30MEp TPEACTaBICH B (HhapMaLEBTHYECKOW KOMITO3UIIMHU, 3T
KOMIIO3HUILIMSI MOKET COZIePIKaTh, [0 MEHbIIIEH Mepe, 0koJio 99% yka3aHHOTO PacKpbITOro U30Mepa
B (papManieBTH4ECKON KOMITO3UIIMHU, HCXOs U3 00IIEero MOJISIPHOTO KOJIMYECTBA BCEX M30MEPHBIX
(bopM pacKpbITOrO COSTUHEHHUS, MPUCYTCTBYIOIUX B (hapMalleBTHYECKOW KOMITO3ULIMH (BKIIFOUast
ONMCAHHYIO H30MEPHYIO (OpPMY H BCe Ipyrue u3oMepHbIe GOpPMBI).

B KOHTEKCTe MAaHHOTrO NOKYMEHTa TEPMHH «(apMaleBTUYeCKas KOMIIO3HMLHUS» OTHOCHTCS K
NPOAYKTY, comep:kameMy cmechb coemuHeHuss @opmynsl (I) u omHoro wiu Oonee Apyrux
XUMHUYECKMX  KOMIIOHEHTOB.  (PapmaueBTHuecKass  KOMIIO3MLIMS ~ MOXKET  COIEepKaThb
BCIIOMOTaTEJIbHOE BEIIECTBO, KaK ONpEeAeNeHO B JaHHOM JOKYMEHTe, W/WIH Jpyrue
HeoOsI3aTeNbHble MHIPEANEHThI B YKA3aHHBIX KOJHUYECTBAX, & TAKXKE JIOOOH MPOAYKT, KOTOPBIH
NpSIMO MJTM KOCBEHHO TIOJIYYaeTCsl B pe3yJIbTaTeé KOMOMHALMU YKa3aHHBIX WHTPEIUEHTOB B
YKa3aHHBIX KOJMYECTBaxX.

B xoHTeKCTE JaHHOTO TOKYMEHTa TEPMUH «BCIIOMOTaTeIbHOE BEIECTBO» OTHOCUTCS K BEILECTBY,
KOTOpOE€ CIOCOOCTBYET BBENEHHIO AaKTHBHOTO areHta CcyObekTy. PapmaneBTHUECKHe
BCIIOMOTaTe/ibHble BELIECTBAa, MPUMEHSEMble B HACTOSIIEM pAaCKPBITUH, BKJIIOYAIOT, HO HeE

OrpaHUYnBarOTCsA HUMUH, CBA3YHOLIUE, HAITOJIHUTEIIN, ACSUHTCTPUPYHOLIIUE BCIICCTBA,
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CMa3bIBAIOIIME BEINECTBA, IOKPBITUS, IOACIACTHTENH, AapOMAaTH3aTOPbl M KPACHTEINH.
Crneunanuct B JaHHOW 00JIACTH MPUMET BO BHUMAHHE, YTO B HACTOSILIIEM PACKPBITUH MOTYT OBITh
TIOJIE3HBI IPYTHe BCIIOMOTATENIbHbIE BEIECTBA.

B KOHTEKCTe NAaHHOTO JIOKYMEHTa TEPMHUHBI «JIEYUTBY, «JICUEHHE» U «Tepamus» OTHOCSITCS K
M0ObIM IIPU3HAKAM YCIeXa B JIEUEHHM WM OOJIETYEHUH MATOJIOTHH, TPaBMbI, COCTOSHHS WU
CHMIITOMA, CBSI3aHHOTO C 3a00JieBaHMEM WM HapylleHHeM (Hampumep, KapIuOJOTHYECKUM
3a0oneBaHNeM NpU Hanmuuuu mnartodusnonoruueckoro mnpusHaka HCM), Bximouas moOoi
OOBEKTUBHBIM WM CYOBEKTHUBHBI IapaMeTp, TakOi Kak ocjaljeHue OOnH, peMHCCus,
YMEHbIIEHHE BBIPAKEHHOCTH CUMIITOMOB; C/I€JIaTh NATOJIOTHIO, TPABMY, COCTOSTHHE MJIH CUMITTOM
Oonee MepeHOCUMBbIMM Ui TALMEHTa; WJIH YMEHBLIEHHE YaCTOThl WIH IMPOAOJLKUTENBHOCTH
NIATOJIOTMHU, TPABMBI, COCTOSIHUSI HJTH CUMITOMA. Tepamnusi uitH yJIy4IleHHe COCTOSIHUSI MOTYT OBITh
OCHOBaHbl Ha JIOOOM OOBEKTHBHOM WM CYOBEKTHBHOM IapameTpe;, BKIIKOYAs, HampuMep,
pe3ysbTaT PU3UUEecKOro OCMOTpa.

B KOHTeKCTe HAaHHOrO JOKYMEHTa TEPMHUHBI «IIPENOTBPALIATHY, «IPEAOTBPAILCHHUEY WIN
«IpOHIAKTHKA» OTHOCATCS K MPOPUIAKTHYECKOMY JICUEHHIO CYObeKTa, y KOTOPOro HET U He
ObUIO MATOJOTWH, TPABMbl, COCTOSHUSI WJIM CHMIITOMA, CBS3aHHBIX C 3a00JI€BaAHUEM HJIH
HapylleHneM (Hampumep, CepiedHbIM 3a00eBaHHEeM IPHU HAIMYUU MAaTO(PU3NOJOTHYECKOrO
npusHaka HCM), HO moaBep:keHHOMY PUCKY Pa3BUTHS MATOJIOTHH, TPABMBbI, COCTOSHHS HIIH
CHMIITOMa, WIH CyOBEeKTa, MMEBINEro MaTOJOTHI0, TPABMY, COCTOSIHHE MJIM CHMIITOM, HE
UMEIOLIETO NMAaTOJIOTHIO, TPABMY, COCTOSTHHE HJTH CHMIITOM, HO TIOJIBEPXKEHHOMY PHCKY perpecca
MaTOJIOTHHU, TPABMBbI, COCTOSIHHSI WJIM CHUMITOMA. B HEKOTOpBIX acrmekrax CyOBeKT MOABEpKEH
Oosiee BBICOKOMY PUCKY Pa3BUTHs MATOJIOTHH, TPABMbI, COCTOSIHHMS WJIM CHMIITOMAa WM OoJjee
BBICOKOMY PHCKY perpecca MaTOJOTMH, TPAaBMBbIL, COCTOSIHUSI WJIM CHMIITOMA, YeM CpEeIHUHN
3MOPOBBIA  WJIEH TOMYyJSIMMM. B  HEKOTOpBIX acmekTrax NpOQHIaKTHKAa OTHOCUTCS K
NPEIOTBPALICHHUIO MOSIBIICHHS TIATOJOTUH, TPABMbI, COCTOSIHUS UJIM CHMITTOMA.

®paza «>pdexkruBHOE KoOMMUeCTBO» WK «(papmanesrudeckn 3(dekTHBHOE KOTUUECTBOY
OTHOCUTCSI K KOJIMYECTBY, JOCTATOYHOMY JUIsl JOCTHIKEHUS 3asBJICHHOH Henu (Hampumep,
IOCTIDKEHUIO 3(@QexTa, Uit KOTOPOro OHO BBOAMTCS, JICUCHUIO 3a00JIEBaHUS, CHUKEHHUIO
aKTUBHOCTH (pepMEHTa, YMEHBIIEHHIO OIHOro MM Ooyiee CHMITOMOB 3a00JNEBaHUS WU
COCTOSIHUS, YMEHBLICHUIO BUPYCHOH perumkaimu B kietke). Ilpumepom «3ddexTuBHOrO
KOJINYECTBAY SIBJIIETCSI KOJIMYECTBO, TOCTATOYHOE ISl TOrO, YTOOBI CIIOCOOCTBOBATH JICUEHHIO
WIN YMEHBIIEHUIO CHMIITTOMA I CHMITTOMOB 3a00JIeBaHUs, KOTOPOE TaKKe MOXKHO Ha3BaTh
«TepaneBTH4ecK 3 (HEKTUBHBIM KOJMUECTBOMY. «Y MEHBLICHHE» CHMIITOMA UM CUMIITOMOB (U
rpaMMaTH4eCKHUEe SKBHBAJIEHThI STOH (ppa3bl) O3HAUAET YMEHbIIEHHE CTEMEeHU TSDKECTU HIIH

94aCTOThl CUMNTOMA(OB) MJIH YCTPAaHEHUE CUMITOMA(OB).
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«CyOBeKT», KOTOPOMY MPEANOoJaraeTcsi BBEACHHE, OTHOCHTCS K YEJIOBEKY (TO €CTh, MY>KUHHE HITH
JKEHIIMHE JI000H BO3PACTHOW TPYMIbI, HAMPUMEpP, MEeAUATPUYECKOMY MAalMeHTy (Hampumep,
peOeHKY paHHEro BO3pacTa, peOeHKY WM MOAPOCTKY) HJIM B3POCIOMY CYOBEKTY (Hampumep,
MOJIOIOMY COBEPIIEHHOJETHEMY, B3POCJIOMY 4YeJIOBEKY CPEIHEro BO3pacTa WK MOXKHIOMY
YeJIOBEKY)) WJIH KUBOTHOMY, HE SIBJISIOINEMYCs 4eJOBeKOM. «[lalimeHT» OTHOCUTCS K YeIOBEKY,
HY’>KIAIOIIEeMYCsl B JIeueHHH 3a00IeBaHHUS.

I'uneprpopuueckas kapauomuonatust (HCM) knumHHMYECKH ompenensercss Kak runeprpodus
aeBoro xenynouka (LV) HesCHOW 3THOJIOrMU MPU OTCYTCTBUH M3BECTHBIX MPHYMH, TAKUX Kak
neperpysKa JaBjlIeHUeM, CHCTEeMHbIe 3a00IeBaHMsl WM WHPHUIBTPATUBHBIE porecchl. OIHIM U3
¢penorunmueckux nmpuzHakoB HCM siBisieTcst runepcokpalieHne MHOKapAa, COMpOBOXKIAI0IIEeCs
CHI)KEHUEM NMOAATIMBOCTH LV, U4TO KIMHUYECKH OTpPa’kaeTcsi B YMEHBIIEHHH pa3Mepa KaMmephbl
KETYyIOUKa, YacTo U30BITOUHOW (ppakuuu BbIOPOCA, YBEIMYEHHM TOJINUHBI CTEHKH |
auacronuueckor mucynkuuu. HekoTopble M3 CHMITOMOB M NIPU3HAKOB, KOTOPbIE HMEIOT
nauuentel ¢ HCM, Bkiro4aroT, 6e3 orpaHu4eHusi, OAbIIKy (OCOOEHHO BO BpeMsl YIPaKHEHHIH),
Oonb B rpyau (0COOEHHO BO BpeMsl yIpakHEeHHUH), 0OMOpoku (0COOEHHO BO BpeMsl HIIH Cpasy
HIOCJIe YIIPa’KHEHUIT), OIMYIIIEHNE YYAIEHHOTO, TPETeINyLIero cepaueOneH s M TaXUKapAHIo 1
IIYM B CEpALE.

O6c¢tpykruBHass HCM (oHCM), Takske wu3BecTHas Kak rumneprpoduueckas oOCTpyKTHBHAS
kapauomuonatusi (HOCM), otHocutest k HCM npu Hanmuuuu OOCTPYKIIMM BBIXOJAHOTO TPaKTa
aeBoro xkenynouka (LVOT).

Heob6crpykrusras HCM (nHCM) otHocutest k HCM 6e3 0oOCTpyKLMH BBIXOIHOTO TPAaKTa B
COCTOSIHMH TIOKOSI HJTH [TOCJI€ TIPOBOKALIUH.

CepneyHasi HEIOCTATOYHOCTb OTHOCUTCS K KIMHMYECKOMY CHHIPOMY, TPH KOTOPOM CepILe
MalKeHTa He MOXKET 00eCeunTh aIeKBaTHOE KPOBOCHAOKEHHE OpraHn3Ma. Y HEKOTOPBIX JIFoIei
C CepaeyHON HEIOCTAaTOYHOCTHIO CEp/le HUCMBITBIBAET TPYAHOCTH C TEPEKaYKol KpOBH,
JIOCTATOYHOM Uil MOAJMEPIKKH APYTHX OpraHoB Tejia. J[pyrue MOryT UMeThb YIUIOTHEHHE U
’KECTKOCTh CaMOM CepIe4HON MBILILbI, YTO OJIOKMPYET WM CHIIKAET MPUTOK KPOBH K CEPILY.
CepneyHasi HEIOCTATOYHOCTh MOJKET MOpPakaTh MPABYIO WM JIEBYK 4YacTh CepAld Win obe
OJHOBPEMEHHO. JTO MOXeT ObITh JIMOO ocTpoe (KpaTKOBPEMEHHOE), JHOO XPOHUYECKOe
(mponomkarorneecsi) cocrosiHue. CUMNTOMBI CepAEYHONH HENOCTATOYHOCTH BKIIIOHAKOT, 0e3
OrpaHUYEHHUs], YpE3MEPHYIO YCTANIOCTD, PE3KOE YBEINYEHHE BeCa, MOTEPIO alMeTUTa, MOCTOSHHBIH
Kalleyib, HEPeryJsApHbIA MyJbC, Y4YalleHHOe cepAueOHeHue, B3IyTHE JKHUBOTA, OBIIIKY,
NPUIYXJIOCTb HUKHEH KOHEUHOCTH M TOJISHOCTOITHOTO CYCTaBa, BBICTYMAIOIUE BEHbI LIEH H OTEK.
CepnedHast HEIOCTATOUHOCTD ¢ coxpaHeHHOW ¢pakuueii BoiOpoca (HFpEF), Takke Ha3zpiBaeMast

IAACTOJNYECKON CEpACYHON HENOCTATOYHOCTBIO WM JHACTOJIMYECKONM HEIOCTATOYHOCTHIO,
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OTHOCHTCSI K CEpJCUHOIN HeJOCTATOYHOCTH, Koraa ppakius BRIOpoca cepia B HopMe (Hanmpumep,
paBHa iy npepbimaer S0 nmpoueHToB). YacTo cepaedHas MbIILA COKPALIAeTCss HOPMAJIbHO, HO
KEJYAOUYKH He PacciaalisiFoTCs, KaK JOJDKHBI BO BPEMs HAIIOJIHEHUS JKEJTy10YKOB, YTO MPHUBOAHT
K YMEHBIIEHUIO CHCTOJIMYECKOTO 00BEMa.

CrabunpHass [AMACTONHMYECKas CepAedHas HENOCTAaTOYHOCTb OTHOCHUTCS K MalMeHTaM C
IMACTOJIMUECKON CEpIeYHON HENOCTATOYHOCTBIO, y KOTOPbIX HE HAOIONaeTcs pe3Koro
YXYIUIEHNUS CUMOTOMOB. Y 3THX MAalMEHTOB HapyIIE€HA AMACTONUYEcKass (QYHKIUS, CUMIITOMBI
KOTOPOIl MOXXHO KOHTPOJHMPOBATh WM CTAOMIM3HPOBATH C MOMOINBIO IOCTYITHBIX METOAOB
JICYESHMS.

Huactonuueckass AUCPYHKIUS OTHOCUTCS K aOHOPMaibHON JOUACTONUYECKOH (YHKIMHU.
AOHOpMasbHasl AMacToNM4ecKkass (PyHKLMs BKIIOYAET HApYLIEHHWE pPeaKCallud, HaIrOJHEHMS,
IMACTOJINYECKON PACTSIKIMOCTH MIIH YKECTKOCTH JIEBOTO XKEJyA0UKa. DTHU NPU3HAKH MOTYT OBITh
U3MEpPEeHbl C TIOMOINBID 3xOoKapauorpaduu. JlomonHUTeNbHbIE (HAKTOPBI, ONpPEAEISIOLIIe
AMArHOCTUKY AMACTOJINYECKON AMCHYHKIUH C TIOMOIIBIO 3XOKapauorpaduu, onucansl B J Am
Soc Echocardiogr. 29(4):277-314 (2016), comep»kaHue KOTOPOrO BKJIIOUEHO IOCPEICTBOM
ccbUIKU. JKeCTKOCTh JIEBOrO XKeNyA0UKa MOXKHO MU3MEPUThH C MOMOINBI0 MAarHUTHO-PE30HAHCHOMN
ToMorpaduu cepaua. MarHUTHO-pe3OHAaHCHas ToMorpadust CcepAana HCHONb3YeTCs IS
OIIpeeIeHNs] MAKCUMAJIbHOW CKOPOCTH HAIIOJHEHUS, BPEMEHU 10 MAaKCHMAJIbHOTO HAMOTHEHUS
U MaKCUMAJIbHOW JHAaCTONUUYeCKOi ckopoctH nedopmarmu. CyObeKTbl C IUACTOIMYECKON
aucYHKIMEH Takke MOTYT UMETh MOBBILICHHBIH YpOBEeHb OMOMapKepoB B kpoBu. Hampumep,
Mo3roBoi Harpuitypernueckuii nentun (BNP) mmm N-TepMuHaIBHBIA (QparMeHT MO3rOBOTO
Hatpuityperrueckoro nentuaa (NT-pro BNP) nmprcyTCTBYIOT B MOBBIIIEHHBIX YPOBHSX B KPOBHU
UHIUBUAYYMOB C AHACTOJUYECKON TUCHYHKIIUEH.

Juactonanueckass AUC(HYHKIUS TNPHUCYTCTBYET WM SIBJISIETCS BAXKHBIM IPHU3HAKOM  psia
3a00NieBaHMi, BKJFOYas, HO HE OrPAaHUYMBASCH HUMH, THIEPTPOYUUECKYIO KapAUOMHOIATHIO
(HCM), cepneunyro HEIOCTaTOYHOCTh ¢ coxpaHeHHOH ¢pakuneii BeiOpoca (HFpEF), Brimrouas
KaK HapyLIEHUS aKTHBHOTO paccialiieHus, TaK U HapyIIEHUs KECTKOCTH KaMephl (Hampumep,
mnabernueckast HFpEF), wumemudeckyr0 KapAHOMHOIATHIO, BACKYJIOMATHIO CEPAECYHOTO
AJUTOTPAHCIIAHTATA, PECTPUKTUBHYIO KapAHOMHUOINATHIO (HAIPUMEp, FeHETUYECKUE MyTaluu B
omHOM wuiHM Ooyee CapKOMEpHOM OeJiKe), BOCHAJHTEIbHYI) KapIAMOMHONATHIO (Hampumep,
Loefllers 1 EMF), uHQUIbTpaTUBHYIO KapAHOMHONATHIO (HAMPUMEpP, OTIIOKEHUE aMHJIOHWIA,
capkonna u XRT), Oone3nm HakoruieHHs (Hampumep, reMoxpomaros, Oone3Hp Pabpu u
HAKOIUIEHHE TINKOT€HA), BpPOXKIEHHBIN MOPOK cepana (Harmpumep, RV ¢ neperpyskoii nasneHuem,
teTpana Pamio (Hampumep, AWACTONMYECKas AUCOYHKIHMS 1O ONepalud W B pPaHHEM

TMIOCJICONEPAIIIOHHOM MEPUOJIE)) U TIOPOK KJIalaHa cepaia (HampuMep, aOpTaIbHBII CTEHO3).
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HCM, knacc I, orHocurcs k HCM, xotopast oTHOCUTCS K Kiaccy | cornmacHo (pyHKIIMOHAIBHOM
knaccudukarmn Horo-Hopkekoii kapauonormdeckoii acconuarmn (NYHA).

nHCM, knacc II-1II, orHocutcs k nHCM, koropast otHocutcst k kmaccy Il wnu Il cormacHo
NYHA.

oHCM, knacc II-III, otHocurca k oHCM, xotopast otHocutcs k knaccy II unum III cormacho
NYHA.

Knacc I mo NYHA orHOocuTCs K KiaccupuKaluy, TA€ NAMEHT WIH CYyObEeKT He HMEIOT
OrpaHUYEHUIl (PU3NUECKON AKTHUBHOCTH, M OOBbIYHAs (hU3HUecKass aKTUBHOCTb HE BbI3BIBAET
Ype3MEPHON yTOMIIIEMOCTH, MaJIbIIUTALINH, OJBIIIKH (HEXBATKH BO31yXa).

Knacc II mo NYHA oTtHOCHTCS K Ki1acCU(pUKALIY, TAe MALUEHT WA CYOBEKT NMEIOT HEOOIIbIIoe
orpaHuueHue (PpU3NUECKON aKTHBHOCTH, YYBCTBYIOT ce0s1 KOM(OPTHO B COCTOSIHUU IOKOS, U
oObIYHas (pU3NUECKasi AKTUBHOCTb MIPUBOIAUT K YTOMIIIEMOCTH, MaJIbIIUTALINH, OJbIIIKE (HEXBATKE
BO3/yXa).

Knacc III mo NYHA otHOCHTCS K KiIacCU(pUKALWHU, TA€ MAlUEeHT WIH CYOBEKT HMEIT
BBIPQ)KEHHOE OrpaHu4YeHne (U3HMYeCKON aKTUBHOCTH, YYBCTBYIOT ce€0st KOM(POPTHO B COCTOSIHUH
IIOKOsI, ¥ MEHbIIAs, YeM OOBIYHAsI AKTUBHOCTb, BBI3bIBAET YTOMIISIEMOCTb, HMAJIBIUTALUIO HIIH
OJIBILIKY.

Knacc IV mo NYHA otHocutcss kK KinaccuuKamyu, re MAlHeHT WM CYOBEKT He MOTYT
BBITIOJTHATh KaKyl0-THOO (PHU3HUECKyI0 aKTHBHOCTh 0e3 qrucKkoM(popTa ¢ CUMIITOMAMH CepAeYHON
HEJIOCTATOYHOCTH B COCTOSIHMU TIOKOSI, M, €CJIH TMPEANPUHHMAIOTCS KaKHe-THOOo (u3nueckue
HArpy3Ku, TUCKOM(OPT YBETUUHBAETCS.

B kxoHTekcTe NaHHOTrO JOKyMEHTa TEPMUH «TpaJueHT BanbcanabBb» OTHOCUTCS K T'PAJUEHTY
nasneHus uepes LVOT y wunnusBuayyma, Koraa S5TOT HHAMBUIAYYM BBIMIOJIHSET MAaHEBP

BanbcanbBol

II1. COEAUHEHUSA

B onHOM acriekTe B HACTOSIIEM TOKYMEHTE MPEIUIOKEeHO coenquHenne, nMeroree @opmyiy (I):

WK ero (papMaLeBTHUECKH PUEMIIEMast COJTb, TIe

HIDKHHH HHIEKC N UMeeT 3HaueHue 1 umu 2;
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kaxnbiil R! siBsieTcs uneHom, He3aBHMCHMO BHIOPAHHBIM U3 FPYIIIbI, COCTOSIIIEN U3 (TOpa, XJI0pa,
C1-C4 ankuna, C1-C4 ranoankmna, C1-Cs ankokcu, C1-C4 ranoankokcu, u C»-C4 ankuHUIA, TAE, 110
MeHbIneil Mepe, onun R! npencrasnsier coboii hrop; u

omuH 13 R?* u R?® npencrasnsier coboii prop, u apyroii us R* u R* npexncrasnser coboii H.

R? moxeT mpencTaBisaTh coboit grop. R¥® moxker mpencrasmaTh coboit drop. R*® moxker
TMpencTaBsaTh coboil GTop, Koraa n umeer 3Hadenue 1. R* MoxeT mpenctaBnsTh coboii Gprop,
KOTraa n uMeeT 3Hadenue 2. R?® MoskeT npencrasasTh coboii GTop, koraa n umeeT 3Hauenue 1. R?
MOKET MPEACTABIATE cO00i Prop, KOraa n uMeeT 3Ha4YeHue 2.

B onHOM acnekTe B HACTOSIIEM HOKYMEHTE MPEAJIOKEHO coenrnHenne, umeroiiee @opmyany (I):

@

WIH ero (papMaleBTHYeCKH NpuemMieMast Cojlb, TAe

HIDKHUAM MHIEKC N UMeeT 3HadueHue 1 v 2;

Kkakblii R sBisieTcst ueHoM, He3aBUCHMO BHIOPAHHBIM U3 TPYTIIbL, COCTOsIIel u3 GTopa, Xaopa,
HeoOsi3aTenpHo 3aMeeHHoro Ci-Cs ankuia, HeoOs3aTenbHO 3amernenHoro Ci-Cy ranoankunia,
HeoOs3aTenpHO 3amerneHHoro C1-Cy ankokcu, HeoOsi3aTenbHO 3aMeleHHOro C1-C4 rajoankokc,
1 HeoOs3aTeMbHO 3amernerHoro Co-Cy ankuHuMa, Te, o MeHblueil mepe, onud R! nmpencrasnser
coboii ¢rop; u

omun u3 R? u R? npencrasnsier coboii prop, u apyroii u3 R* u R¥® npexcrasnser coboit H.

R? moxer mpencTaBisaTh coboit grop. R?® moxxer mpencraBnath coboit drop. R* moxer
TpencTaBsaTh coboil GTop, koraa n umeer 3Hadenue 1. R* MoxeT mpencTaBiaTh coboii ¢prop,
Koraa n uMeeT 3Hadenue 2. R¥ Mosxer npencrasaaTs coboii Grop, korma n umeer 3Hauenne 1. R?
MOJKET MPEACTaBIATh cO00H Prop, KOraa n uMeer 3HaYCHHE 2.

Taxoke mpeasioskeHa (papMaeBTHYECKH pUeMIIeMasi CoJlb Takux coenuaeHuii @opmyst (I).

B Hexoropbix acniekrax coenuHerne @opmyisl (I) MoskeT umets Gopmydy:

(RDn

(la),

Wi ero q)apMaL[eBTI/ILIeCKI/I npuemiieMas COJib, rae HIDKHHAN HUHACKC N UMEET 3HAUCHUEC l, )41

R! sBnsercs uneHoM, HE3aBUCHMO BLIOPAHHBIM U3 TPYIIIEL, cocTosmmel 13 (propa, xaopa, Ci-Cs
ankwmia, C1-C4 ranoankuna, C1-Cs ankokcu, C1-C4 ranoankokcn, u C2-Cs ankuHWIA, U

omuH 13 R?* u R?® npencrasnser coboii hprop, u apyroii us R* u R* npencrasnser coboii H.
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B Hekoropbix acniektax coennaenne @opmyisl (I) MmokeT umers Gopmyy:

(RDn

(Ia),

Win ero papMaeBTHYECKU MTpHeMIIeMasi COJIb, 1€ HIDKHUN HHIIEKC N IMeeT 3HaueHue 1; u

R! spnsercss unmeHoM, HE3aBHCHMO BBLIOPAaHHBIM M3 TPYIIbI, COCToslell u3 (Topa, XJI0pa,
HeoOs3aTepHO 3aMelneHHoro Ci-Cy4 ankuna, HeoOs3aTenbHO 3amernenHoro Ci-Cy ranoankunia,
HeoOs13aTepHO 3amenieHHOro C1-Cy ankokcu, HeoOsi3aTenbHO 3aMeleHHOro Ci-C4 raioanKoKCH,
U HeoOs13aTebHO 3amelieHHOro Cr-Cs aNKuHuIa, u

omun u3 R? u R? npencrasnster coboii ¢prop, u apyroit uz R* u R*® npexncrasnser coboit H.

B Hekortopbix cnyuasx n coenuneHust @opmyinsl (I) numeer 3nauenue 1. Coennnenne @opmyibl

(I) moxxeT umeThb popmyJy:

(Ib).

Onun u3 R* u R?® npencrasnser coboii grop, u apyroii u3 R* u R® npencrasnser coboii H.
Taxoke npennoxkena papMaLeBTHUECKU PUEMIIeMast COJIb TaKUX coenunennii @opmyusl (Ib).

B Hekotopbix ciyuasx n coenuneHust @opmyiibl (1) nmeer 3HaueHne 2. B HEKOTOPBIX Ciiyyasix
KOTJla N uMeeT 3Hadenue 2, oqud R! npencrasnser co6oit GTop, U APYroit MOKET ObITh BHIOPAH
u3 rpynmbl, cocrosimedd u3 ¢ropa, Ci1-Cs ankwmma, Ci-Cs amkokcu, u Cr-Cs anmkuHumia;
HeoOs13arenbHO (ropa, Metnia, Merokcu u dTuHIIA (-C=CH), HeoOs3aTenbHO METHIIa, METOKCH
u stunuia (-C=CH).

B Hekotopbix ciyuasix n coenuneHust @opmyisl (1) nmeer 3HaueHne 2. B HEKOTOPBIX Cirydasix
KOTJla N MMeeT 3Hadenue 2, onqud R! npencrapnser co6oit GTop, U APYroit MOKET ObITh BHIOpPaH
U3 TpyHIsl, cocrosimeil u3 ¢ropa, HeoOs3aTenbHO 3amereHHoro C1-Cy ankuia, HeoOs3aTeTbHO
3amerneHHoro C1-Cs ankokcu, v HeoOs3aTeabHO 3aMeleHHOro C2-Cy ankuHmIa; HeoOsi3aTeIbHO
¢dTopa, mermna, merokcu u stuHmIa (-C=CH), HeoOs3aTenbHO MeTHIIa, METOKCH M STUHMIA (-
C=CH).

Coenunenne @opmyuel (I) MoxkeT UMeTh hopmyIy:

(Ic).
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Onun u3 R* u R?® npencrasmnser coboii grop, u apyroii u3 R u R* npencrasnser coboii H; u
kaxnbiil R! siBsieTcs uneHom, He3aBHMCHMO BHIOPAHHBIM U3 FPYIIIbI, COCTOSIIEN U3 (TOpa, XJI0pa,
C1-C4 ankmna, C1-C4 ranoankmna, C1-Cy4 ankokcu, C1-Cy4 ramoankokcu, u C2-Cy ankuHUmA.

Coenunenne @opmyiel (I) MoxxeT nMeTh hopmyIy:

(Ic).

Omun u3 R? u R?® npencrasnsier coboii prop, u apyroit us R* u R® npencrasnser coboit H; u
KaxabIi R! siBsieTcs uneHoMm, He3aBMCHMO BHIOPAHHBIM U3 TPYIIIbI, COCTOSIIIEN U3 (TOpa, XJI0pa,
HeoOs3aTeapHO 3aMelneHHoro Ci-C4 ankuna, HeoOs3aTenbHO 3amerneHHoro Ci-Cy ranoankuna,
HeoOs3aTenbHO 3amereHHOro C1-Cy ankokcu, HeoOs3aTenbHO 3amerneHHOro C1-Cyq raioanskokcu,
1 HeoOs13aTenbHO 3aMereHHoro Cy-Cyq ankuHmua.

B HekoTopbix cayuasx ajs @opmynsl (I) onun R! npencrasnser coboit hrop, u apyroi Moxker
ObITh BBIOpaH U3 rpymibl, cocrosimei u3 gropa, C1-Cs ankuna, Ci1-Cy ankokcu, u C2-Cy ankunmna,
HeoOsi3atenbHO (ropa, MeTtnia, Merokcu u dTuHIIa (-C=CH), HeoOs3aTeNnbHO METHIIa, METOKCH
u stunuia (-C=CH).

B nekoTopbix cayudasx anst @opmyiel (I) onun R! npexcrasnser coboii ¢prop, u apyroit MoxeT
ObITh BBIOpAH M3 TPYMIbI, COCTOALICH U3 (PTopa, HeobOs3arenpbHO 3amerieHHoro Ci-Cy anmkuna,
HeoOs13aTebHO 3aMeleHHOro Ci1-Cy ankokcu, u HeoOs13aTenbHO 3aMeleHHOro Cr-Cy anKkuHmuIA.
B HekoTopbix cayuasx anst @opmyisl (I) onun R! npexncrasaser coboii ¢prop, u apyroit MoxeT
ObITh BBIOpAH M3 TPYIIIbI, HEOOS3aTENIbHO COCTOsIIEH M3 (TOpa, METWUIA, METOKCH M STHHWIIA
(-C=CH), neobs3arenpHo Metwia, Metokcu u 3tuHWIA (-C=CH). B HEKOTOpBIX Ciy4asx ajist
®opmyner (I) omun R! mpencranser coboit ¢Top, u Apyroii mpencTaBiaseT coboil
TUAPOKCH3AMEIEHHbIH ankun. B HexoTopex ciaydasx ans @opmyist (I) onuna R! npencrasuser
coboii prop, u npyroit npencrasisieT cOOON THIAPOKCHMETHUIL.

Taxoke npennoxkeHa papMaleBTHUECKH PUEMIIEMast COJIb TAKUX coennHeHnit @opmyusl (Ic).

Coenunenne @opmyiel (I) MoxkeT UMeTh popmyIy:

(1d).
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R! mMoxeT 6bITh BHIOpaH M3 rpymnmbl, cocrosieii us ¢propa, Ci-Cs ankuna, C1-Cs ankokcu, u Cs-
C4 ankunmia, Heobs3aTeNbHO (Topa, Mermia, mMetokcn u dtuHmwia (-C=CH), Heobsi3aTeNbHO
mermia, MeTokcu 1 stuanna (-C=CH); u

omuH 13 R?* u R?® npencrasnsier coboii prop, u apyroii us R* u R* npexncrasnser coboii H.

Coenunenne @opmyisl (I) Mmoxer umers Gopmyiy:

(Id).

R! MoskeT GBITH BHIOpaH M3 IPYIIbI, COCTOsANIEH U3 BTopa, Heobs3aTenbHO 3amemmeHHoro C1-Cy
ankuia, HeoOs3aTenbHO 3amerneHHOro Ci-Cs ankokcu, U HeoOs3aTenpbHO 3amerneHHOro Cr-Cy
AKWHMIIA; HeoOs3aTeNbHO GTopa, MeTuia, Metokcu u stunmia (-C=CH), HeoOs13aTenpHO MeTHa,
merokcH u stuHuIa (-C=CH); u

omus u3 R u R® npencrasnser coboit grop, n apyroii u3 R* u R npencrasnser coboit H. B
HEKOTOpBIX acrekTax R! mpencrasnsier coboit ruapokcuMeTHI.

Taxoke npennoxkeHa GpapmMaLeBTHIECKH IIPUEMIIEMast COJIb TakuXx coenuHeHnit @opmyisl (Id).

Coenunenne @opmys! (I) MoxxeT umers popmyy:

(Te).

B HekoTophIX acmekTax oamH u3 R* u R¥ npencrasnser coboit drop, u apyroit u3 R* u R?
npencTassier codoit H.

Taxoke npennoxkeHa papMaleBTHUECKH PUeMIIeMast COJIb TaKUX coennHeHnit @opmyusl (Ie).

Coenunenne @opmyuel (I) MokeT UMeTh hopmyIy:

B HexoTophIX acrekTax onuH 3 R* u R? mpencrasaser coboii ¢prop, u apyroit u3 R* u R?
npencrasisier coboii H. Takke mnpennoskeHa (apMaleBTHUECKH NpUeMiIeMast COJb TaKUX
COEIMHEHU.

Coenunenne @opmyuel (I) MoxkeT UMeTh popmyIy:
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CoenvHeHHEe MOKET MPEACTABIISATh COOOM:

BrlleykasaHHoe coenuHeHHE WM ero (apMaleBTHYEeCKH MpUeMiieMasi COJib MOJKET OBIThb
npeaocTaByieHo (HanpuMep, B (hapMalieBTUIECKONH KOMITO3HUIIUH), TIO CYIIECTBY, HE COMEP KALIIM
APYTUX HM30MEPOB MpPHU aTOME YIiepona, HecymeM (DeHUIbHOE KOJBLO (TO €CTh, UMEIOIIEro
abCOMIOTHYIO KOH(UTYPALIHIO, OTJUYHYEO OT PACKPBITON U N300paKEHHOW B JAHHOM JJOKYMEHTE).
B kawecTBe anbTepHATHUBBI WJIM JOIMOJHUTEIBHO COEAMHEHHE WIN ero (hapMarleBTHUECKU
npueMIIEMast COJIb MOXKET OBbITh MPEIOCTABIICHO, 110 CYLIECTBY, HE CONEPIKAIUM APYTUX H30MEPOB
IpU aToMe yriepona, HecymeM (QTop, CMEKHOTO ¢ aTOMOM YIJIepona, HeCyuuM (peHuIbHOe
Koiblo. Hampumep, mpu BKIIIOYEHHH B (HapMAIEBTHUECKYK) KOMITO3UIIUIO 3Ta KOMIIO3UIIHS
MOXET, IO CYIIECTBY, HE€ COAepKaTb APYTUX H30MEPOB MpPH aTOME YIJepona, HECyleM
¢denunpHOe KOMbHO. Takum ke 00pa3oM KOMITO3ULIUS MOKET, aJbTePHATHBHO HJU
JOTOJHUTENBHO, 110 CYIIECTBY, HE COAEPkKATh APYTUX H30MEPOB MPU aTOME YIJIEPO/A, HECYIIEM
¢dTOp, cocenHEM ¢ aTOMOM YIJIepoAa, HeCYINM (PeHMIIbHOE KOJBIIO. B HEKOTOPBIX acmekTax, 1mo

CYIIECTBY, HE COIEP KAIUN OTHOCUTCSI K YHAHTHOMEPHOMY M30BITKY (e€) > 95%, > 98%, > 99%
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win 100% mo aromy yriaepona, Hecymemy (peHHIBHOE KOJBIO. B HEKOTOpPBIX acmekTax, Io
CYLIECTBY, HE COEPIKAIUN OTHOCUTCSI K SHAHTHOMEPHOMY U30BITKY > 95%, > 98%, > 99% wnm
100% mo aroMy yriepona, Hecyumemy (Top, COCegHEMy ¢ aTOMOM yIJiepona, HECYLINM
(deHmpHOE KONMBLO. B HEKOTOPBIX acmeKTax, MO CYIIECTBY, HE COAEp KaI[uil OTHOCUTCA K
nuacrepeoMepHoMy U30BITKY (de) > 95%, > 98%, > 99% umm 100%.

B npyrom acnekre B HacTOsIIEM TOKyMeHTe npeniioskeH noaumopd Dopwmsi 1 (6S,7S)-6-drop-7-
(2-¢prop-5-merundenun)-3-(rerparunpo-2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-
d]mupumunun-2,4(1H,3H)-anona. ITomumopd @opmer 1 xapakrepusyercs, o MeHbIIEH Mepe,
OJITHUM H3:

a. TIOPOIIKOBOW PEHTI€HOBCKOW MU(PPAKTOrpaMMOM, coieprkalledl nBa wiM Oojee IHKa,
BBIPAXKEHHBIX B rpagycax 2-tera + 0,2° u BoiOpannbix u3 11,3, 12,4, 13,3, 16,5, 17,3, 19,3, 20,4,
21,2,22)5,23,2, 25,5, 26,4, 28,2, 29,5, 31,5, 32,9, 34,3, 35,5 u 38,8 rpaaycos,

b. Tepmorpammoii DSC, nokasbiBaromeii 3H10TepMbI Tipu okoJio 226,05°C, okono 302,47°C u
okouo 310,13°C; unmn

C. PEHTI€HOBCKON KPHUCTAIIIMYECKON CTPYKTYpPOH, MO CYILIECTBY, Takou ke, kak Ha Pdur. 4. B
apyrom acmnekte mnonumopd Popmbl 1 XapakTepu3yercsi IMOpOLIKOBOW PEHTT€HOBCKOM
audpakTorpaMMon, coaepakaliei Tpu win 0oJiee MuKa, BIPAXKEHHBIX B rpagycax 2-teta + 0,2° u
BeIOpanHbIX U3 11,3, 12,4, 13,3, 16,5, 17,3, 19,3, 20,4, 21,2, 22,5, 23,2, 25,5, 26,4, 28,2, 29,5,
31,5, 32,9, 343, 35,5 u 38,8 rpaamycoB. B Hekoropeix acmektax mnoaumopd Dopmber 1
XapaKTepU3yeTCsi MOPOLIKOBOH PEHTIeHOBCKOH NU(PAKTOrPaMMOM, COmepsKalled udeTbipe WU
OoJiee muKa, BhIpaXKeHHBIX B rpanaycax 2-tera = 0,2° u BeiOpannbix u3 11,3, 12,4, 13,3, 16,5, 17,3,
19.3,20,4, 21,2, 22,5, 23,2, 25,5, 26,4, 28,2, 29,5, 31,5, 32,9, 34,3, 35,5 u 38,8 rpaagycos.

B Hekotopex acmekrax moiaumopd Popmbl 1 XapakTepu3yeTcsl MOPOIIKOBOH PEHTTEHOBCKOU
nudpakTorpaMMON, comepskaliell MUKH, BhIpaKEHHbIE B Tpanycax 2-teta + 0,2°, Ha KaXIOM U3
11,3, 124 wu 13,3 rpanycoB. B npyrom acnekre momumopd Dopmbl 1 xapakTepuszyercs
MIOPOIIKOBOH PEHTI€HOBCKON NHU(PAKTOrPaMMOH, COAepIKaLIei MUKH, BbIPAKEHHBIE B Ipajycax
2-tera + 0,2°, Ha xaxxnom u3 11,3, 12,4, 13,3, 16,5, 17,3, 19,3, 20,4 u 29,5 rpaagycos. B npyrom
acriekte momumopd Popmbr 1 XapakTepu3yeTcsi TeMIIepaTypol Hadaja TUIABJIEHUS OKOJIO
221,51°C, okoi10 299,53°C u okouno 308,81°C. B HekoTopbix acniekTax nojumopd @opmel 1 nmeer
TIOPOIIKOBYK) PEHTTEHOBCKYIO TU(PPAKTOTPaMMy, MO CYILIECTBY, TaKyIO ke, kak Ha dur. 1A. B
HEKOTOPBIX acrnekTax noauMopd @opmsl 1, 1o cymecTBy, He COAepKUT Apyrux dopm (6S,7S)-6-
¢bTop-7-(2-pTop-S-meTundennn)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
teTparuaporupuno|2,3-djmupumunun-2,4(1H,3H)-1nona.

Coenunenns @opmyiibl (I) MOTyT OBITH OTYYEHBI JIFOOBIM MOAXOAAIINM criocoboM. CoenuHeHust

MOTYT OBITh MOJIyY€HBI, HAPUMEpP, CIIOcO0OM, onucaHHbIM B Ilpumepax Hioke. Cnenuanuct B
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JaHHOM 00JacTH MPUMET BO BHUMAaHHUE, 4TO coenuHeHnss Popmyiel (I) MOTYT OBITH MONTy4eHBI €
NPUMEHEHUEM JPYTUX METOAMK CHUHTE3a, BKJIIOUas MPEBPALICHUs, KaK OMHCAHO, HAaIpUMep, B
Larock (Comprehensive Organic Transformations: A Guide to Functional Group Preparations,
Wiley, 1999), conepskaHue KOTOPOrO BKIIOUEHO B TAHHBINA TOKYMEHT ITOCPEACTBOM CCHUIKH.

B npyrom acmekre B HACTOAILIEM JOKYMEHTE MNpemioxkeHa (papmameBTHUecKass KOMITO3ULIHS,
comepxkamasi coequHenne @opmyisl (I) wim ero (dapManeBTHYECKH NPUEMIIEMYIO COJIb.
dapmaneBTuyeckass KOMIIO3UIMS ~MOXET COnIepkaTb  (papMaleBTUYECKH IPUEMIIEMOE
BCIIOMOTATeNIbHOE BeIecTBO. KOMMO3MIMHU SBISIFOTCSA TOJIE3HBIMU I JIEUEHHs] COCTOSTHHA,
TAKUX KakK runeprpodpudeckas KapJUOMUONATHUS, V JIIOAEH U APYTrUX CyOBEKTOB. B HEKOTOPBIX
acmekTax (papmaneBTHUecKass KOMIIO3ULHS JOTIOJHUTENIBHO COAEPIKUT JOTIOJHUTENbHBINA areHT.
HnmocTpaTuBHBIE HEOTPAHUUYUBAIOIINE JAONOJHUTENIbHbBIE ar€HThl BKJIKOYAIOT areHThI, KOTOPbIE
3aMEIUISIIOT  TPOTPECCUPOBAHHE  CEPAEYHONM  HENOCTATOYHOCTH  IyTeM  MOAABIIEHHS
HEMPOropMOHANBHON CTUMYJISILIMM CEPALIA U TBITAIOTCS IPEJOTBPATUTh PEMOAETHPOBAHNE
cepaua (Harmpumep, uarudbutopsl ACE, Gnokatopel aHrnoteH3nHoOBbIX perentopoB (ARB), B-
OJIOKAaTOPBI, AHTATOHHMCTHI AJBJAOCTEPOHOBBIX PELENTOPOB WIM HMHIHOUTOPBI HEHTPabHOM
SHJIONENTHA3bl), AreHThI, KOTOpbIe YJIYYLIAIOT CEPACYHYI0 (YHKIMIO NyTeM CTHMYJBILIUN
CEepAEYHON COKPATUMOCTH (HaIIpUMep, OJIOKUTEIbHbIE HHOTPOITHbIE ar€HTHI, TAKUE KaK arOHUCT
B-ampeHopenenTopoB 10OyTaMUH WK HHTHOUTOP (HochOoaudCTeEpasbl MUIPHUHOH); W/WIIA areHThI,
CHI)KAIOIKME TIPEOHATPY3Ky cepaua (Hampumep, OUYPETHKU, Takue Kak (ypOCeMHI) WU
MOCTHArPY3Ky (Ba30OMJIATATOPBI JIFOOOrO KJjacca, BKJIKOYAs, HO HE OrPAaHUYUBASICh HUMH,
OJIOKaTOPBI KaJbIIMEBBIX KAHAJIOB, HHIHOUTOPBI (pochonuscTepasbl, AHTArOHUCTHI PELENTOPOB
SHAOTENINHA, MHTUOUTOPBl PEHUHA WJIM MOAYJIATOPbI MHO3WHA TJIAJAKUX MBIIII). B HEKOTOPBIX
aCTeKTax MOTMOJHUTEIBHBI areHT B (papMaleBTHUECKOW KOMITO3UIMU MPEACTABISET COOOH
CepAEeYHO-COCYIUCTOE JIEKAPCTBEHHOE CPENICTBO. B TOMOIHUTENBHBIX aCTIEKTaX IOTIOJTHUTEIbHBIE
WUIFOCTPATHBHBIE ~ TEPANeBTHMYECKHE AareHThl BKIIIOYAIOT OJIOKUPYIOIMUH areHT Oera-
aAPEHEPTUYECKUX  PELEeNTOPOB (Geta-Onokarop), UHTHOUTOp  PEHWH-aHTHOTEH3UH-
anbaoctepoHoBoil cuctembl (RAAS) (Hampumep, MHrHOMTOpP AHTMOTEH3WHIPEBPALIAFOIIErO
depmenta (ACE), aHTaroHucT penentopa aHTUOTEH3WHA, TAKOW Kak OJIOKATOpP PerenTopoB
anrnorensuHa II), warnOuTop penentopoB aHruoteH3uHa/Henpuinsnaa (ARNI) (Hampumep,
caKyOuTpHII/BajJiIcCapTaH), aHTArOHUCT MHUHEPAJIIOKOPTUKOUIHBIX pernentopoB (MRA) (Hanpumep,
WHTHOUTOP ajbJOCTEPOHA, TAKOW KaK KaIMHCOEperaroIinii TUYPeTHK, TaKOW KakK JIUIEPEHOH,
CIMPOHOJIAKTOH MJIM KaHPEHOH), JIEKAPCTBEHHOE CPEACTBO, CHIKANOINEE YPOBEHb XOJIECTEPHHA
(HarpuMep, CTaTUH), WHTUOWTOpP HeHTpanbHOW sHponentHaasbl (NEPi), monoxuTenbHbINH
WHOTPOMHBIA areHT (HampuMep, IWUTOKCHH, NUMOOEHIAH, aroHUCT OeTa-aJpeHeprHuIeCKUX

peuenTopoB, TaKo# kKak 1o0yTamMuH, HHrHOuTOp ochonmycrepasel PDE-3, Takoii kak MUJIPHUHOH,
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WIH KaJIbIUH-CEHCHOWIM3UPYIOIINI areHT, TaKOoW KakK JICBOCUMEHNAH), KaJWid WU MarHui,
UHTHOUTOP MPONPOTENHOBOM KOHBEpTa3bl cyOTunm3nH-kekcuH tuna 9 (PCSK9), Basoxmnararop
(Harmpumep, OJOKATOpP KaJBLUEBBIX KAaHAJIOB, WHIUOMTOpP (Qochonuscrepaspl, aHTArOHUCT
peLenTopa SHAOTENNHA, HHTHOUTOP PEHUHA FITH MOAYJISITOP MHO3WHA TJIAIKUX MBIIII), AUYPETUK
(Harmpumep, (ypoceMun), JEKapCTBEHHOE CPEACTBO OT APUTMHUH, aHTUKOATYJSIHT (Hampumep,
Bap(dapuH), AHTUTPOMOOTHUECKHUH areHT, AHTHUTPOMOOLIMTAPHBIA areHT wWinm Jrodas ux
xoMmOuHaus. Tlogxonsmue 6mokaropsl penentopos anruorensusa Il (ARB) moryT Bkiro4aTs,
Harpumep, A-81988, A-81282, BIBR-363, BIBS39, BIBS-222, BMS-180560, BMS-184698,
KaHnecapTaH, kanaecapran muiekcerus, CGP-38560A, CGP-48369, CGP-49870, CGP-63170,
CI-996, CV-11194, DA-2079, DE-3489, DMP-811, DuP-167, DuP-532, E-4177, snucapras,
EMD-66397, EMD-73495, snpocaptan, EXP-063, EXP-929, EXP-3174, EXP-6155, EXP-6803,
EXP-7711, EXP-9270, FK-739, GA-0056, HN-65021, HR-720, ICI-D6888, ICI-D7155, ICI-
D8731, upbecaptan, uzoreonun, KRI-1177, KT3-671, KW-3433, nozapran, LR-B/057, L-
158809, L-158978, L-159282, L-159874, L-161177, L-162154, L-163017, L-159689, L-162234,
L-162441, L-163007, LR-B/081, LR B087, LY-285434, LY-302289, LY-315995, LY-235656,
LY-301875, ME-3221, onmecapran, PD-150304, PD-123177, PD-123319, RG-13647, RWIJ-
38970, RWJ-46458, capanasuna anertar, S-8307, S-8308, SC-52458, canpucapraH, capajas3uH,
capme3uH, SL-91.0102, Tazocaptan, tenmucaptan, UP-269-6, U-96849, U-97018, UP-275-22,
WAY-126227, WK-1492 2K, YM-31472,WK-1360, X-6803, Bancapran, XH-148, XR-510, YM-
358, ZD-6888, ZD-7155, ZD-8731 u 3onacaptaH. B KOHKPETHBIX acneKkTax JIOMOJHUTENIbHBIN
TEpareBTHUECKUN areHT MOKeT mpenctaBisTh coboii ARNI, Takoi kak cakyOuWTpu/BaicapTaH
(Entresto®), wiu MHrHOMTOp HATPHH-TIIOKO3HOrO KoTpaHncmoprepa 2 (SGLT2), takoi kak
smnarmudnosna  (Hanpumep, Jardiance®), npamarnmuduosun (Hampumep, Forxiga®) wnmm
cotarmuduo3nH. B HEKOTOPBIX acmeKkTax CyOBEKTY BBOIST IOIOJHUTEIBHOE JIEKAPCTBEHHOE
CPEACTBO Il YJAYYIIEHHsS] CEPAEYHO-COCYIUCTOrO COCTOSHUSI CyOBekTa. JlomonHuTenpHOoe
JIEKaPCTBEHHOE CPEINCTBO MOKET NMPENCTaBJIATh COOOH, Hampumep, Oera-OJoKaTop, TUYPETHK,
uHruOuTOp aHruoreHsuHnpenpamaromero pepmenra (ACE), Giokatop KalbLHEeBBIX KaHAJOB,
OJoKaTop penenTopoB aHrHOTeH3WHa I, aHTarOHUCT MHHEPAJOKOPTUKOHIHBIX PELENTOPOB,
ARNI, uaruburop RAAS unm nexapcTBEHHOE CPEACTBO OT aPUTMUU. B KOHKPETHBIX acreKTax
NOTIOJTHUTEIPHOE  JIKAPCTBEHHOE CpeAcTBO mpexacraeisier coboit  ANRI, Takoe kak
cakyOuTpwi/BancapraH, wiu uaruoutop SGLT2.

B nppyrom acmekte B HacTOSIIEM IOKYMEHTE MpeiokeHa (papmaneBTHYEeCKass KOMITO3ULIMS,
conepskamasi noaumopd Popmer 1. B HekoTOphIx acmektax (apmaneBTUYecKass KOMITO3UIHS
COIEePKUT (hapMaLleBTHUECKH MPUEMIIEMOE BCIIOMOTaTEIbHOE BEIECTBO. B HEKOTOPBIX acmeKkTax

B HACTOAIIEM OOKYMECHTC TMPEATIONKCHA Q)apMaueBaneCKaﬂ KOMIIO3MIMA, Irac OTHOIICHHE
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konndecTBa nonmmmopda @opmel 1 kK cyMMe KOIMYECTB APYrux (GopM paBHO MM OOJbIIE, YeM
80:20. B nmpyrom ciydae oTHowmeHHne koiguuectBa nomumopda Popmsel 1 kK CymMMe KOJHUYECTB
apyrux ¢opm paBHO i Oonbire, yeM 90:10. B HEKOTOpPBIX acmeKkTaXx OTHOIIEHHE KOJIMYEeCTBA
nomumoppa Popmel 1 kK cymme koamuecTB npyrux ¢opm paBHO mwiu Oojbine, yem 95:5. B
HEKOTOPBIX CIIy4asix OTHOIIEHHE KoJudecTBa nonumMopda @opmel 1 k cymMme KOJIMYECTB IPYTHX
¢dopm pasHO miu Oosnblire, ueM 97:3. B HEKOTOPBIX Cllydasix OTHOLIEHHWE KOJIMYECTBa rosumMopda
@®opwmsl 1 kK cymMmMe KOTM4ecTB Apyrux ¢GopM paBHO Uitk Oosblie, ueM 98:2. B HEeKOTOpPBIX ciydasix
OTHOLIeHHEe KojuuecTBa nojumoppa Popmer 1 Kk CyMMe KOJIMYECTB APYrHX (POpM paBHO HIIK
Ooubiie, yem 99:1.

B HexoTopbIx acrekrax ¢apmareBTHUECKas KOMIO3HMLMsA, cozxepskainas noaumopd Popwmsr 1,
JOTOJTHUTENBHO CONEPKUT IOTOJHUTENbHBIM areHT. MIumocTpaTuBHbIE HEOrpaHHMUYMBAIOIINE
JOTIOJTHUTENIbHBIE AareHThl BKJIOYAIOT AareHThl, KOTOpbIE 3aMEJIIIOT IPOrpecCUpOBaHHE
CepAE€YHON HEAOCTATOYHOCTHU IyTEM IOJABJIEHUs HEHPOrOpMOHAJIBHONW CTUMYJIALIMU Cepiua u
IBITAIOTCSI IPEAOTBPATUTh peMoAeIrpoBaHue cepana (Hanpumep, nHruouropsl ACE, O1okaTopsr
AHT'MOTEH3MHOBBIX  perentopoB (ARB), [B-OGnokaropsl, aHTAarOHHUCTBI AJBAOCTEPOHOBBIX
peLenTopoOB MM MHTMOMTOPBI HEHTPAIBPHON SHIONMENTHUAA3bI), areHThl, KOTOPBIE YIIYYINAIOT
cepeuHyr0  (YHKLMIO IyTeM CTUMYJSILUM ~ CEpPAEeYHOM  COKpPaTUMOCTH  (Hampumep,
TIOJIO’KUTEIIbHbIE HHOTPOIIHbBIE ar€HThI, TAKHE KaK arOHKCT B-aApeHOpeLenTopoB 10Oy TaMUH HIIH
uHruouTop (ochoanscTepasbl MHJIPUHOH), W/WIM ar€HTHI, CHIDKAIOLINE MPEIHATPY3Ky cepaua
(HampuMep, TUYPETHKH, Takue Kak (ypoceMua) WM MOCTHArpy3Ky (Ba3omuiIaTaTopsbl JIEOOOTrO
KJIacca, BKJFOYAs, HO HE OTPAaHUYMBASICh UMH, OJIOKATOPBI KAJBLUEBBIX KAHAJIOB, HHTHOUTOPBI
dochonuscrepaspl, AHTATOHUCTBI PELENTOPOB SHAOTENIMHA, HMHTHOUTOPBI pPEHUWHA WU
MOZYJISITOPbl MHUO3WHA TJIAJKHX MBIML). B HEKOTOPBIX acmeKkTax IOMOJIHUTENbHBIN areHT B
(apmarieBTHIECKOIl KOMITO3MLIMU MPEACTAaBIsAeT COO0H CeplredHO-COCYANCTOE JEKAPCTBEHHOE
CpeAcTBO. B NOMOMHUTENBHBIX aCMEKTaX JOMOJHUTEIbHBIE HIUTIOCTPATUBHBIE TEPAIEBTUICCKHE
areHThbI BKJIFOYAIOT OJIOKMPYIOIIHNA areHT OeTa-aApeHepruYecKux perentopos (Oera-0yokaTop),
UHTHOUTOpP PEHHMH-aHTHOTEH3WH-aIbI0CTepOHOBOM cuctembl (RAAS) (mampumep, MHruOUTOp
arruoreHsuHnpenpamaromero gepmenra (ACE), aHTaroHucT penentopa aHrMOTEH3MHA, TaKOH

KaK onmokarop peLenTopoB AHTHOTEH3WHA D) WHTHOUTOP PELEenTOpOB

)
anruoreHsuHa/HenpumsuHa  (ARNI)  (Hampumep, cakyOuTpui/BancapTaH), aHTarOHHCT
MHHEPAJIOKOPTHKOUAHBIX peuentopoB (MRA) (Hanpumep, HHMHOUTOD alnbIOCTEPOHA, TAKOH Kak
KanuicOeperarolinii TUYpPETUK, TAaKOH KaK »JIUIEPEHOH, CIIMPOHOJIAKTOH WJIM KaHPEHOH),
JIEKapCTBEHHOE CPEICTBO, CHIIKAIOIEE YPOBEHb XOJIECTepHHA (HAPUMEp, CTaTUH), UHTHOUTOP

HeliTpanmpHOH sHponenTuaasbl (NEP1), monoxuTenbHbII HMHOTPONHBIA areHT (Hampumep,

IOUTOKCUH, MUMOOEHIaH, arOHUCT OeTa-aJpeHepPrHuecKUX PEIenTOpOB, TaAKOW Kak M00yTaMUH,
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uaruourop  ¢ocpommscrepasel  PDE-3,  Takoii kKak =~ MWIPHHOH, WM  KaJIbIHH-
CEeHCHOMITM3UPYIOIINH areHT, TAKOH Kak JIeBOCUMEHIAaH), KaJWi WM MAarHui, WHTUOUTOp
NPONPOTENHOBOM KOHBepTa3bl cyoTnnn3nH-kekcuH tuna 9 (PCSK9), Basopunararop (Hanpumep,
O5oKaTop KaNbLMEBBIX KAaHAJIOB, MHTHOUTOp (Qocdomuscrepassl, AHTArOHUCT peLENTopa
SH/IOTENNHA, WHTHOUTOP pPEHHWHA WM MOAYJIATOP MHMO3MHA TJAJKUX MBIIIL), IUYPETHK
(marmpumep, (ypoceMun), JeKapCTBEHHOE CPEACTBO OT APUTMHUH, AHTUKOATYJSIHT (Hampumep,
Bap(papyuH), AHTUTPOMOOTHUECKUH areHT, AHTHUTPOMOOLIMTApHBIA areHT wWinm Jrodas ux
xoMmOuHanus. Tlogxonsamue 6mokaropsl penentopos anruorensusa Il (ARB) moryT Bkiro4aTs,
Haripumep, A-81988, A-81282, BIBR-363, BIBS39, BIBS-222, BMS-180560, BMS-184698,
KaHnecapTaH, kanaecapran muiekcerus, CGP-38560A, CGP-48369, CGP-49870, CGP-63170,
CI-996, CV-11194, DA-2079, DE-3489, DMP-811, DuP-167, DuP-532, E-4177, snucapras,
EMD-66397, EMD-73495, snpocaptan, EXP-063, EXP-929, EXP-3174, EXP-6155, EXP-6803,
EXP-7711, EXP-9270, FK-739, GA-0056, HN-65021, HR-720, ICI-D6888, ICI-D7155, ICI-
D8731, upbecapran, uzoreonun, KRI-1177, KT3-671, KW-3433, nozapran, LR-B/057, L-
158809, L-158978, L-159282, L-159874, L-161177, L-162154, L-163017, L-159689, L-162234,
L-162441, L-163007, LR-B/081, LR B087, LY-285434, LY-302289, LY-315995, LY-235656,
LY-301875, ME-3221, onmecaptran, PD-150304, PD-123177, PD-123319, RG-13647, RWIJ-
38970, RWJ-46458, capanasuna anerar, S-8307, S-8308, SC-52458, canpucapraH, capana3uH,
capme3un, SL-91.0102, Tazocaptan, tenmucaptan, UP-269-6, U-96849, U-97018, UP-275-22,
WAY-126227, WK-1492 2K, YM-31472,WK-1360, X-6803, Bancapran, XH-148, XR-510, YM-
358, ZD-6888, ZD-7155, ZD-8731 u 3onacaptaH. B KOHKpETHBIX acneKkTax IOMOJHUTEJIbHBIN
TEepareBTHUECKUN areHT MOKeT mpencTaBisTh coboii ARNI, Takoi kak cakyOuTpu/BaicapTaH
(Entresto®), wium MHrHOMTOp HATPHUH-TIIOKO3HOrO KoTpancmoprepa 2 (SGLT2), takoi kak
smnarmudaosnH (Hanpumep, Jardiance®), npamarnuduosun (Hampumep, Forxiga®) wnmm
cotarmuduo3nH. B HEKOTOPBIX acmeKkTax CyOBEKTY BBOIST IOIOJHHUTEIBHOE JIEKAPCTBEHHOE
CPEACTBO Il YJAYYIIEHHsS] CEPAEYHO-COCYIUCTOrO COCTOSIHUSI CyOBekTa. JlomomHuTenpHOoe
JIEKaPCTBEHHOE CPEICTBO MOKET IMPENCTaBNIATh COOOH, Hampumep, Oera-0JoKaTop, TUYPETHK,
uHruOuTOp anruoreHsuHnpenpamaromero pepmenta (ACE), Giokatop KalbLHEBBIX KaHAJOB,
OyokaTop penenTopoB aHrHOTeH3WHa I, aHTAarOHUCT MHHEPAJOKOPTUKOHIHBIX PELENTOPOB,
ARNI, uaruburop RAAS unm nexapcTBEHHOE CPEACTBO OT aPUTMUU. B KOHKPETHBIX acreKkTax
NOTIOTHATEIPHOE  JIEKAPCTBEHHOE CpeAcTBO mpexacraeisier coboit  ANRI, Takoe kak
cakyOuTpw/BancapraH, win uaruoutop SGLT2.

dapmainieBTHUYECKHE KOMIIO3MIMM [JJIs1 BBeAeHUss coeauHeHnit @Popmyner (1) wmm  ux
(apMareBTHYECKH TNPHEMJIEMbIX COJIeH WM MOJUMOP(OB, NPEMIOKEHHBIX B HACTOSIIEM

JIOKYMEHTE, MOTYT OBITh JIJIs y1O0OCTBA MPENCTaBIICHbI B JO3UPOBAHHOMN JIEKAPCTBEHHOW (popMe U
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MOTYT OBITh IPUTOTOBIIEHBI JTFOOBIM U3 CIIOCOOOB, U3BECTHBIX B 00ACTH (hapMallii U JOCTABKU
JIEKapCTBEHHOTO cpeacTa. Bce cmocoObl BKIHOYAOT CTAAMIO OOBEIUHEHUS COETUHEHHUS
@opmyast (I) unn ero papmareBTHYecKu MpUEMJIEMON COJIM C HOCUTENEM, COIEPKALIIM OIUH
win Ooyiee BCIIOMOTATENbHBIX MHIpeaneHToB. Kak mpaBmio, dapManeBTHUECKHE KOMIO3HIIUU
NOJIYYarT MyTEM OAHOPOAHOTO U PAaBHOMEPHOro o0benuHeHus coenuHeHus: @opmynel (1) mmum
ero (papmManeBTHUECKH MPUEMIIEMOM COJM C JKHIKMM HOCHUTENIEM HIH TOHKOM3MEIbUE€HHBIM
TBEPBbIM HOCHUTEJIEM HIJIM UMH BMECTE, U 3aTe€M, €CJIU He0OX0auMo, (OpMUPOBAHUS MPOAYKTA C
xKenmaeMbIM coctaBoM. B papmanestudeckyro komnosuiuro coenunenne @opmyosl (I) umm ero
(bapMareBTHUECKH IpUEMIIEMAst COJTb, KaK PABUIIO, BKJIIOUAETCS B KOJIMUECTBE, TOCTATOYHOM JUJIS
NOJIY4€HUS LIeJIEBOrO BO3AEHCTBHSI HA COKPATUTENBHYIO CIOCOOHOCTh MUOKapa (HanpuMmep, s
CHIDKEHMsI YacTO CBEPXHOPMAJIbHOM cucronmueckoil cokparumoctu npu HCM) w/mmm nns
YIAYYIIEHHs] pacciabieHus JeBOTo XKeTyI0uKa Py Auactose. Takoe yiydineHHoe paccnabieHue
MOKET OOJIerduTh CHUMIOTOMBI THUNEPTPOPUUECKONH KapAMOMHUONATHU /MM AHUACTOIMYECKOU
IUCHYHKLUH APYTUX 3THONOrHH. PapMaleBTHYeCKue KOMIIO3UIIMN MOTYT, JIbTEPHATUBHO HIIH
JONOJHUTENBHO, YIy4IIaTh 3(QGeKThl AUACTOTNUECKOH AUCHYHKIMH, BbI3bIBAIOLIECH HAPYLICHUE
KOPOHApHOI0 KPOBOTOKA, TEM CaMbIM YJIy4lllasi TOCAEIHUN B KaueCTBE AONOJHUTEIBHOIO areHTa
NpU CTEHOKApIWUU W/WIK WIIeMU4eckoil OonesHu cepaua. dapmaneBTHYECKHE KOMIO3HLIMU
MOTYT, aJbTEPHATUBHO WJIM JOMOJHHUTEIBHO, OKa3bIBaTh OJIATONMPUSATHBIE BO3ACHCTBUS HA
peMonerpoBaHue JIeBoro kenynouka npu HCM w/wnu Apyrux npuduHaX runepTpoduu JIEBOro
JKEJYAOUYKa U3-3a XPOHUYECKOH Meperpy3ku 00beMOM WM AaBJIEHHEM, HalpuMep, U3-3a MOpoKa
cepALa W/ CHCTEMHON THIIEPTEH3HH.

dapManeBTHYECKHE KOMITO3UIMK, conepkamue coenuHenue @opmynbl (I) wim  ero
(apMarieBTHYECKH MPUEMIIEMYIO COJIb MITH MOJUMOpP(], MOTYT OBITh B (hOpMe, OAXOASIIIEH AJIst
NEePOPAJIbHOTO TPUMEHEHUs, Hampumep, B BHAE TaONETOK, MACTHJIOK, TaONeToK st
paccachlBaHUsI, BOIHBIX WJIM MACJSIHBIX CYCIIEH3WH, AMCIEPTUPYEMbIX MOPOIIKOB MJIM TPaHYIL,
SMYJIbCHH, TBEPABIX WM MSTKUX KaIlCyJ, CHPOIIOB, 3JIMKCUPOB, PACTBOPOB, TPAHCOYKKAIBHOTO
nar4ya, OPajIbHOTO IeJisl, KEBATENbHON PE3HHKH, JKEBATEIbHBIX TAOJIETOK, IUIMYYero MOpoIIKa U
muny4ynx tabserok. KoMmmosunmu, npenHasHaueHHbIE Ui MEPOPATBHOTO MPUMEHEHHs], MOTYT
OBITb TPUTOTOBJIEHBI JIFOOBIM CITOCOOOM, HW3BECTHBIM B JAHHOW OOJACTH TEXHUKH IS
NPOM3BOACTBA (PapMAaLIEBTUUYECKUX KOMIO3HLMH, U TaKHEe KOMIO3ULIUU MOTYT COAEpPKaTh OJUH
iy OoJlee areHTOB, BBIOPAHHBIX U3 TPYIIIBI, COCTOSINEH M3 MONCIACTUTENEH, apOMaTH3aTOPOB,
KpacuTenel, aHTHOKCHIAHTOB M KOHCEPBAaHTOB, 4YTOOBI obecneunTh (apMaLeBTHUECKH
NIEPBOKJIACCHBIE U IIPUSTHBIE HAa BKYC npenapatsl. Tadnetku conep:kar coenunenne @opmysl (1)
Wi ero (papManeBTUYECKH MPUEMIIEMYIO COJIb B CMECH C HETOKCHYHBIMH (hapMaLeBTHUECKH

NPpUEMJICMbIMU  BCIIOMOTATCJIbHBIMU  BC€LICCTBAMU, KOTOPBIC TMMOAXOOAT HOJid TIPOU3BOACTBA
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TabNeTOK. DTH BCIIOMOTATENbHBIE BEIECTBA MOTYT MPEACTABIATh COOOH, HApUMep, HHEPTHBIE
pazbaBuTENH, TaKMe KaK LEJUTIOJI03a, TUOKCHI KPEMHHSI, OKCHJ aFOMHHMS, KapOOHAT KaJIbIIHs,
KapOOHAT HaTpus, TJIFOKO3a, MAHHUT, COpOUT, JakTo3a, ¢ocdar kampius wiu dochar HATPuUS,
TPaHyJUPYIOIINE M JE3UHTETPUPYIOIIME AareHThl, HampuMep, KYKYPY3HBIH Kpaxmall WIu
aNbI'MHOBYK) KHUCJIOTY, CBsi3ylouque areHThbl, Hampumep, PVP, unemmonosy, PEG, kpaxman,
JKEJIATUH UM TYMMHApaOuK, U CMa3bIBAIOIME ar€HThl, HAPUMED, CTeapaT MarHus, CTEapUHOBYIO
KUCJIOTY WM TajbkK. TabneTku Moryt ObITb 0Oe3 MOKPBITHS, WM OHM MOTYT OBITH IOKPBITHI
SHTEPOCONIIOOMIBHBIM WM JPYTUM CIOCOOOM C MOMOIIBI0 M3BECTHBIX METOAMK JJIS 3aA€PIKKH
pacrianaeMocTy U abCcOpOIMHM B JKEIYyA0YHO-KHIIEUHOM TPAaKTe M, TAKUM 00pa3oM, oOecriedeHus
NPOJIOHTMPOBAHHOTO NEWCTBUS B TeueHue Oojiee AnMUTENbHOro nepuoaa. Hampumep, MOXHO
NPUMEHATh BELIECTBO MAJI 3aMENJICHHOTO JAEWCTBUS, TaKOe Kak TIIIMLEPUIMOHOCTEapaT WU
rauuepwiarcreapar. Ha HUX Takke MOXET OBITh HAHECEHO MOKPBITHE Mt 00pa3oBaHUs
OCMOTHYECKHX TE€PANeBTUYECKUX TAOIETOK JIJIsi KOHTPOJIUPYEMOTO BBICBOOOKICHNS.
dapmMarieBTHYECKHE KOMIIO3MLIMU Ui TEPOPAIBHOTO MPHUMEHEHHs TakKe MOTYT OBbITh
NPE/ICTABJIEHbl B BUJIE JKEJATUHOBBIX KaICyJl, TAKUX KaK TBEPIble >KETaTUHOBBIE KAICyJIbl, 7€
coenuHenne Popmynel (I) wim ero dapmanesTnyecku npuemieMas COlb WIM HOIUMOpPQ
CMELIaHbl ¢ MHEPTHBIM TBEPIbIM pa3daBHTeeM, Hanmpumep, kapOoHaToM Kaiblus, (pocdarom
KaJIbLVsI MJTH KAOJIMHOM, WJIM B BUZIE MATKHX JKEJATHHOBBIX KarcyJ, rae coequHeHne @opmybl
(I) umu ero dapmareBTHYECKH MTpUEMIIEMAsi COJIb CMEIIAHbI C BOAHOW WJIH MACJISTHOW CPEIOH,
HanpuMep, apaxUCOBBIM MAaCJIOM, JKUAKUM MapaguHOM WK OJIMBKOBBIM MacyioM. Kpome Toro,
SMYJIBCHU MOTYT OBbITh IPUTOTOBJICHBI C HHIPEAHNEHTAMH, HE CMEIIMBAIOLINMHICS C BOJAOH, TAKUMH
KaK Maclla, U CTaOWIM3HPOBAHHBIMH TOBEPXHOCTHO-AKTHBHBIMH BELIECTBAMH, TaKUMH Kak
MOHOAMTIULEPUABL, clioskHbie 3¢upsl PEG 1 ToMy nonobHoe.

Bonnble cycnensum copepxkar coenuHeHne Popmyner (I) wim ero ¢dapmanerudecku
NPUEMJIEMYIO COJIb FUIH TTOJIUMOP(Q B CMECH C BCIIOMOTATEJIbHBIMH BEIECTBAMH, TOAXOIAIINMHU
IS IPOM3BOJICTBA BOJIHBIX CyCIeH3UH. Takue BCIIoMOoraTebHbIe BEIECTBA MPEACTABIISIFOT COOOH
CYCHEHIUPYIOIHE areHThl, HalpuMep, KapOOKCHMETWILEIUTIONI03Y HATPHS, METHIILEIUIIONO03Y,
TUAPOKCUIIPOITAIMETHIILIEIUTFOIO3Y, alIbIMHAT HATPUS, TIOJIHBHHUJIIUPPOIUIOH, TPATaKaHTOBYIO
KaMeZb U KaMellb aKalWu, AUCTEPrHPYIOLINe WM CMAYHUBAOLINE areHThl MOTYT MPEICTABISTh
coboii BcTpeuaromuiicst B mpupone gocdaTtun, Hanpumep, JEMUTHH, WIN MPOAYKTHI KOHIEHCALUN
ATKMJICHOKCUAA C JKUPHBIMH KHUCIOTAMH, HAmpUMep, MOJUOKCHAITHIEHCTEAPAT, WIH MPOTYKTHI
KOHJIEHCALIMU JTHJIEHOKCHAA C ainupaTHYECKUMH CIHPTaMU C JUIMHHOW LETbI0, HAmpuMep,
renTaleKa3THIIEHOKCULIETAHOJ, WM TMPOAYKThl KOHAEHCALWH 3THJICHOKCHUAA C HEMOJHBIMU
sdupaMy,  TOJIYYEHHBIMH W3  JKHPHBIX  KHCIOT M TeKCUTa,  Takue  Kak

l'IOJ'II/IOKCI/IBTI/IJ'IGHCOp6I/ITOJ'IMOHOOJ'IeaT, UJIM TOPOAYKTBI KOHACHCALIMK  OTUJICHOKCHZAA C
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HETIOJIHBIMU 3(UpaMH, MOJNYYEHHBIMH U3 JKUPHBIX KHCIOT M aHTHAPHUIOB I'€KCHTA, HAIpUMep,
NOJIMA THIIEHCOPOUTAaHMOHOOIeaT. BOIHbIE CYyCIIEH3MN TaKKe MOTYT COZIEPIKaTh OJUH N OoJee
KOHCEPBAHTOB, HANMpUMep, 3THJ WM H-TIPOIIJ, N-THAPOKCHOEH30aT, ONMH MiIu Oosee
KpacuTenel, onuH Ui Oosee BKYCOBBIX ar€HTOB, OAUH WM OoJiee MONCIACTUTENEH, TaKIX Kak
caxapo3a W CaXapHuH.

MacnsiHble CyCIIeH3UN MOTYT OBITh IOJTy4€HbI CyCIIeHANpOBaHnueM coenrHeHuss @opmynsl (1) nmm
ero (hapMaLeBTUYECKN NPUEMIIEMON COJIM MJIH MOJuMopda B paCTUTEIBHOM Maclie, HalpuMmep,
apaxUCOBOM Macjie, OJIMBKOBOM Macijle, KOHOIUISHOM Macjie MJIM KOKOCOBOM Macie, WIH B
MHUHEPAJIbHOM Macje, TaKOM Kak >KUAKuH napaduH. MacnsiHble CYyCIEH3MH MOTYT COZIEpKaTh
3aryLaroIuil areHT, HarpuMep, MUeTUHbIH BOCK, TBEpAbIi napaduH WM HeTUIOBbIN cniupt. [l
NOJY4YEeHUs TPUATHOIO HAa BKYC IIEPOPAJbHOTO IIpernapara MOIryT ObITh J00aBlIeHbI
MOJCIACTUTENN, TaKHe, KaK OINUCAHO BbIIIE€, U BKYCOBBIE AreHTbl. JTH KOMIIO3ULIMH MOTYT
COXPAHATHCS MyTeM 100aBJIEHUs TAKOTO AaHTHOKCHIAHTA, KaK aCKOPOMHOBAs KUCIIOTA.
JucneprupyemMble OPOLIKH U IPaHYJIbl, MOAXOAALINE [JIs1 MOJy4YeHHs BOJHOM CyCIIEH3UH IyTEM
nobaBieHust BOAbL, conepkat coenunerne @opmyusl (1) mum ero hapManeBTHIECKH NPUEMIIEMYIO
colb WM monuMopd B CMECH C JUCTIEPTUPYIOIIMM WIM  YBIQXKHSIOIIMM  areHTOM,
CYCIIEHAMPYIOIIUM areHTOM M OJHUM WiIM Oojee KOHcepBaHTamu. lloaxomsiue
AUCTIEPTUPYIOIINE WIH YBIAXKHSIIOIINE ar€HThl U CYCIEHAUPYIOIINUE ar€HThl IPEICTaBICHbI TEMH,
KOTOpBbIE YK€ yKazaHbl Bblle. Takke MOryT TMPHUCYTCTBOBATh  JIOIMOJIHUTENbHbIE
BCIIOMOTaTeIbHbIE BEIIECTBA, TAKUE KaK MOJCIACTUTENH, BKYCOBbIE ar€HThl U KPACUTEIIH.
dapmarieBTHYEeCKHE KOMIO3HLIUY, TIPEACTABICHHbIE B TAHHOM JJOKYMEHTE, TaKXKe MOTYT OBbITh B
BHUJIE YMYJILCUI MAcyI0 B Bogie. MaciisiHast paza MOKET MPENCTABISTh COOOH paCTUTENIbHOE MaCIo,
HanpuMep, OJIMBKOBOE MACiO WJIM apaxMCOBOE MAcjo, WJIM MHUHEPAJIbHOE MAClO, HalpUMep,
xuakud napaduH, WM ux cMecH. [logxonsiue sMyJIbIUPYIOIIHE areHThl MOTYT MPENCTaBIsATD
coOOH TPUPONHBIE CMOJBI, HANpPUMEp, APABUICKYIO KaMelb WIH TParakaHT, NPHPOIHBIE
docarunpl, Hampumep, coeble O0OBIL, JEMUTUH U CIOXKHbIE 3PUPBl WIK HENOJHbIE 3(UpBHI,
NOJIYYEeHHBIE W3 KUPHBIX KUCIOT U AHTHAPHIOB I€KCUTA, HAmpuUMep, COPOMTAHMOHOOJEAT, U
NPONYKTBl KOHACHCAIIMM VKa3aHHBIX HEMOJHbIX 3(QUPOB C JSTUICHOKCHIOM, HAIpPUMED,
NOJTHOKCUATHIICHCOPOUTAHMOHOOIEAT. DMYJIbCHH TAK)KE€ MOTYT COAEPIKATh IMOJACIACTUTENTH U
BKYCOBBIE areHThL.

Cuponsl ¥ 3JIUKCHUPBI MOTYT OBITh MPUTOTOBJICHBI C MOACIACTUTEISIME, HATIPUMED, TITHLEPUHOM,
NPOTMJICHIJIUKOJIEM, COPOUTONIOM WM caxapo3oil. Takme cocTaBbl MOTYT TaKKe COIEPIKATh
CPEICTBO, YMEHBINAKOINEE pa3Apak€HHUe, KOHCEPBAHT, AapOMAaTU3aTOPbl U KPACHUTEIU.
IlepopanbpHble  pacTBOpPBl  MOTYT OBITH TNPUTOTOBJIEHBI B COUYETAHHWM, HANpUMEp, C

HUKITOACKCTPUHOM, PEG u MOBEPXHOCTHO-AKTUBHBIMHA BCIICCTBAMU.
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dapmareBTHYECKHE KOMITO3ULUH MOTYT OBITh B (pOPME CTEPUIIBHBIX BOIHBIX HMJIM MACJISTHBIX
CYCHEeH3UH /NIl WHBEKIMHA. OJTHU CYCIIEH3UH MOTYT OBbIThb COCTaBII€Hbl B COOTBETCTBUH C
METOIMKAaMH, U3BECTHBIMH B JAHHOI OOJNACTH, C MPUMEHEHHEM MOAXOSAIINX AUCTIEPTHPYIOLIHX
WIM CMAYMBAIOIINX ar€HTOB M CYCIIEHANPYIOIINX areHTOB, KOTOPbIE YKa3aHbl Belle. CTepHIIbHbIE
JIEKapCTBEHHbIE (POPMBI JJIsI UHBEKLIUH TaK)Ke MOTYT IPENCTaBIATh COOOH CTEpUIIbHBIE PACTBOPHI
WIN CYCHIEH3UH Uil UHbEKLUUH B HETOKCHYHOM MapEHTEPaIbHO MPUEMIIEMOM pa30aBUTENE MU
pactBopuTene, Hampumep, B pactBope 1,3-Oyranmguona. Cpemu npuemiieMbIXx HOCHTENIEH U
pacTBOpUTENEH, KOTOPbIE MOTYT NPUMEHATHCS, MOKHO OTMETHTb BOAY, pacTBop PuHrepa u
M30TOHMYECKHH pacTBOp xXjopuna Harpus. Kpome TOro, B Ka4decTBe pPacTBOPUTENS WU
CYCHEHIUPYIOLEl Cpeapl MOTYT MPUMEHSThCS CTepUIIbHbIE HeleTyune Macna. [t aToil nenu
MOXET TPUMEHSTHCS JI0OOE JIerkoe HeleTydee Macio, BKJIIOYas CHHTETHYECKHE MOHO- HIIU
aurnuuepunsl. Kpome toro, nist nonydeHus GpopM st HHBEKIUHA MOTYT IPUMEHSTHCS JKUPHBIE
KUCJIOTBI, TAKHE KaK OJIEMHOBAsI KHCIIOTA.

Coenunenuss @opmynel (I) mnm ux ¢papManeBTHUECKH MpPUEMIIEMbIe COJH MM MOJUMOP(]BIL,
NPE/ICTaBJIEHHbIE B JAHHOM JOKYMEHTE, Tak)kK€ MOTYT BBOAUTHLCS B BUIE CYINIIO3UTOPHUEB AJIS
PEKTaJIbHOTO BBEJEHMS JIEKAPCTBEHHOIO CPEACTBA. Takue KOMITO3MLIUM MOTYT OBITh IOJyYEHBI
IyTeM CMEIIMBAHUS JIEKAPCTBEHHOTO CPEACTBA C MOAXONAIIMM HE  Pa3ApakaroIuM
BCIIOMOTATEIbHBIM BELIECTBOM, KOTOPOE SIBIISIETCS TBEPABIM IPU OOBIYHBIX TEMIIEpaTypax, HO
JKUJIKUM MTPU PEKTATbHON TEMIIEPATYpe U, CIEAOBATENbHO, OYIET IIIABUTHCS B MPSIMON KUILITKE IS
BBICBOOOXKICHHSI JIEKAPCTBEHHOT'O CPENCTBAa. Takue BeLIeCTBa BKIFOYAIOT KOKOCOBOE MAaclio U
NOJMA THIIEHTIKONM. Kpome Toro, coequHeHns: MOTyT ObITh BBEACHBI IyTEM JOCTABKH B IJ1a3 €
NOMOIIBIO PacTBOpOB miu Mased. Kpome Toro, TpaHcmepmalbHas JOCTaBKA 3asBJICHHBIX
COEIMHEHUII MOXKET OCYILIECTBIISITBCS C MOMOINBI) HOHTO(POPETHYECKHX TUIACTBIpEH U TOMY
nogoOHoro. Jlyii MECTHOrO NMPUMEHEHUs] HCIOJNB3YIOTCSl KPEMbl, Masu, JKeJie, PacTBOPBI HIIU
CYCIIEH3UH U TOMY MOI0OHOE, COIeprKaIllie COSNMHEHMS! WIH UX (papMalleBTUYECKH IPUEMIIEMbIE
COJIM, TIPENCTABJICHHBIE B TAHHOM JOKYMEHTe. B KOHTEKCTE€ HACTOSIIEro OMHUCAHHS TEPMUH
«MECTHOE NMPUMEHEHHUE» TAaK)Ke BKIIFOYAET MPUMEHEHHE )KUIKOCTEH 1UIs TIOJIOCKAHHS PTa U ropJia.
Coenunenuss @opmynsl (I) mnm ux ¢apManeBTHUECKH MPUEMIIEMbIE COJIM WIH TOJIUMOPQ,
NPEICTABJICHHBIC B HACTOSIIEM JTOKYMEHTE, TAK)KE€ MOTYT OBITh CBSI3aHBI C HOCUTEJIEM, KOTOPBIH
SBJISIETCS TOAXOMSIIAM TIOJMMEPOM JUJIsl HALIEJIMBAEMBIX HOCHTENEH JIEKAPCTBEHHBIX CPEACTB.
Takue momuMepbl MOTYyT  BKJIIOYaTh  NOJMBHHWINHMPPOJIUAOH, COMOIMMED IHPAaHA,
MOJIUTUIPOKCUTIPONIIIIMETAKPHITAMUA]EHOJI, NOJIUTUAPOKCHI THIIACTIAPTAMU AP EHO WITH
NOJIMA THJICHOKCUATIONMITN3UH, 3aMeIleHHbIH MaJbMHUTOMIOBBIMH OcTaTkamMu. Kpome Toro,
coennHeHust @opmynsl (I) wim ux (apMaueBTHUECKH NPUEMIIEMBIE COJIM, TPEICTABJICHHBIC B

HACTOSIIEM JOKYMEHTE, MOTYT OBITb CBsI3aHbl C HOCHTEJNEM, KOTOPBIH MPEACTaBIsiET COOOH
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OuopasnaraeMplii TIOUMEp, TMOJE3HBIH IS JTOCTHIXKEHUST KOHTPOJHPYEMOTO BBICBOOOXKIEHUS
JIEKapCTBEHHOTO CPEICTBA, TAKOM KaK TMOJMMOJIOYHAsl KHUCIIOTA, TOJHITIMKOJNEBas KHCIIOTa,
COMOJIMMEPBI  MOJIMMOJIOYHOH ¥ TIOJMIVIMKOJIEBOM KHUCIOTBI, ITOJU3IICUIIOH-KAIPOJIAKTOH,
NOJMTHIPOKCUMACIISIHASL  KHCJIOTA, TOJHOPTO3(UPHI, IOJHALETATIH, MOJUAUTHIPOIHPAHBI,
NOJMLMAHOAKPUJIATEl M CIOUTBIE WM aM(pUIATUYECKHE OJIOK-COMONMMEPhl THAPOTeJIeH.
ITomumepsl ¥ MONYNPOHUIIAEMBIE MOJUMEPHBIE MATPHUIBI MOTYT OBbITh NMPHUTOTOBJIEHBI B BUAE
(OpMOBaHHBIX U3MIENINHN, TAKUX KaK KJIAMaHbl, CTEHTHI, TPYOKH, MPOTE3bl M TOMY IMOAOOHOE.
MyTtanuu, koropele npuBogaT K HCM, BBI3BIBAIOT 3HAYUTENbHbIE HAPYLICHHS B MEXAaHUKE
MHO3MHA. DTH MyTaLIH IPOSIBJISIIOT CBOH 3P PEKThI depe3 pa3IMuHble MEXaHU3MbI B 3aBHCUMOCTH
OT UX MECTOIOJIOKEHUS B reHe Muo3uHa. Xopouo usydeHssie myrauuu HCM, R403Q u R453C
PAacCIIONIOKEHBI B Pa3HBIX YACTSIX MOTOPHOIO JIOMEHA U BBI3BIBAIOT PA3IMYHbIE MEXAHHUCTUYECKHE
HapYyIIEHHsl, KOTOPbIE MPUBOISAT K 00LIeMy pe3ysbTaTy YBEIUYEHUs POAYLMpOBaHUs Criibl. He
’KeJasi ObITb CBSI3AHHBIMH COOTBETCTBHEM KaKOH-THOO KOHKPETHOW TEOPHH, aBTOPHI MOJATAIOT,
yro coenuHernss @opmyinsl (I) nnm ux GapmaneBTHYECKH IPHEMIIEMbIE COJIH, IPEICTABICHHBIC B
HACTOSIILEM JIOKYMEHTE, MOTYT CBS3BIBATbCS HEMOCPEICTBEHHO C MyTAaHTHBIMU CapKOMEPHBIMU
OenkaMu M KOPPEKTHUPOBaTh MX abeppaHTHYK (QYHKIMIO JHOO B yuc- (BIUSS Ha Ty XKe
KOHKpPeTHYI0 (QYHKIHIO), TuO0 B mpanc- (myTeM U3MeHeHHs] KoMIuieMeHTapHoi Gynkuun). Kak
TaKOBblE, OHH MOryT olecrne4ynTh TepaneBThHueckuii 3¢dekt mnsa nanuentroB ¢ HCM,
NPOTUBOACHCTBYSl THUIEPCOKPATHTEIBHONH CHOCOOHOCTH W/WIM HAPYLUICHHOW pelaKCaluy,
CBSI3aHHOM C 3THM 3200JICBAHUEM.

B cBsi3u ¢ 5TUM, B paCKPBITUU MPEJIOKEH CIIOCO0 JICYSHUS TUIIEPTPOPUUECKON KapJHOMUOTIATHH
(HCM) wmum  KapAuoNOTMYecKOro — HApyLIeHHs, HUMEIINero OAWMH  wid  Oonee
narou3noJOrHYeckuil mpusHak, cBsizaHHblE ¢ HCM. 3ToT cmoco0 BKIIIOYAaeT BBEICHUE
CyOBEKTY, Hy KA EeMycsi B 3TOM, 3PP EeKTHBHOTO KOJIMYECTBA COSNMHEHUSI, TIPEACTABICHHOTO B
HACTOSIIEM JIOKYMEHTe, WiIH (HapMaleBTUYEeCKOH KOMITO3UIIMHM, COAepKalled COCTMHEHHE
@opmyner (I) wm ero Qapmanerudeckn nmpuemieMyro cosib. Crioco® BKIFOYAaeT BBEACHUE
CyOBEKTY, Hy KA EeMyCsi B 3TOM, 3PP EeKTHBHOTO KOJIMYECTBA COSNUHEHUSI, TIPEACTABICHHOTO B
HACTOSIIIEM TOKYMEHTe, WK (hapMaleBTHUECKOH KOMIO3HLINY, conepskaiieii noaumopd Popmsl
1 (6S,7S)-6-prop-7-(2-pTop-S-meTundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
teTparuaponupuno|2,3-d jmupumunun-2,4(1H,3H)-1nona.

B packpeITin Tak:ke mpensioskeH crnocod jeueHus runeptpodudeckoi kapauomuonarun (HCM)
WK Kapauojorudeckoro Hapyuerns. Crocod BKIIOUAET BBEEHHE CYOBEKTY, HYKAAOIEMYCS B
3TOM, 3 (PEKTHBHOTO KOJIMYECTBA COCTUHEHHUS, TIPEICTABIEHHOTO B HACTOSIIEM TIOKYMEHTE, UITH
dapmarieBTHUECKOW KOMITO3UIMH, conepkamell coenuHerne @opmynsl (I) wmimm  ero

(bapmanesTHIecKH pueMiIeMyt0 coilb. Crioco0 BKIIFOUAET BBEACHUE CYOBEKTY, HY KAAIOLIEMYCsl
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B 3TOM, 3(dexkruBHoro xomuuecrsa mnoiumoppa Dopmser 1 (6S,7S)-6-¢pTop-7-(2-¢pTop-5-
metundennn)-3-(rerparunpo-2H-mupan-4-mun)-5,6,7,8-rerparuapormpuno| 2,3-d jnupumuaus-
2,4(1H,3H)-nuona nmu ¢apmManeBTUIeCKOH KOMIIO3MLINY, copepskamed momumopd Popmsr 1
(6S,75)-6-¢prop-7-(2-prop-S-metundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
teTparuaponupuno|2,3-djmupumunun-2,4(1H,3H)-1nona.

Juactonnueckass AUC(PYHKIUS TPHUCYTCTBYET WJIM SIBISETCS BAXKHBIM IPU3HAKOM  psia
3a005eBaHM, BKJIIOYas, HO HE OrPAHUYMBASCH HMH, THIEPTPOYUUECKYIO KapAHOMHONATHIO
(HCM), cepneunyro HEmOCTaTOYHOCTD ¢ coxpaHeHHOH ¢pakuueii BeiOpoca (HFpEF), Bximouas
KaK HapyLIeHUs aKTHBHOTO paccialiieHus, TaKk U HapyIIEHUs KECTKOCTH KaMmephl (Hampumep,
nnaderndyeckyto HFpEF), wumemuuyeckyro KapIHMOMHOIATHIO, BaCKYJIOMATHIO CEPAEYHOrO
AJUTOTPAHCIIAHTATA, PECTPUKTHUBHYIO KapAHOMHOIATHIO (HAaIlpUMep, FeHeTH4YeCKue MyTalud B
OmHOM wiu Ooyiee CapKOMEpHBIX OeJKax), BOCHAIUTENbHYIO KapAUOMHOMNATHIO (Hampumep,
Jépdnepa u EMF), nHQUIBTPaTUBHYIO KapAHOMHONATHIO (HApUMEp, aMIJIOWA, CapKOHI H
XRT), Gone3nu HaKoOIJIeHUs (HAIPUMEp, FeMOXpomMaro3, 6oesHp @adpu u 60Ie3Hb HAKOTIJICHUS
TJIMKOTeHAa), BPOXKIEHHBIN MOpPOK cepaua (Hampumep, RV ¢ meperpy3koil naBieHHeM, TeTpaay
Qamno  (HampuMmep, AMACTONMYECKYIO TUCHYHKIMIO O Omepalud W B PaHHEM
IIOCJIEOTIEPAIIMOHHOM TIEPHO/Ie) U TIOPOKH KJIANAaHOB cepAla (HarpuMmep, aOpTajbHbINA CTEHO3)).
B HacTosiieM pacKpbITHH MPEACTABIEHBI CIIOCOOBI JIEYEHUs] KapAHOJIOTHYECKOro 3a00IeBaHuUs
WIN HapyUieHus y CyObeKTa, HYXXAAIOLErocsi B 5TOM, BKJIOYAOLINE BBEICHHE CYOBEKTY
3¢} EKTUBHOrO KOJUYECTBA COCAUHEHUs WU ero conu win noimmmopda Popmer 1 (6S,75)-6-
bTop-7-(2-pTop-S-metundennn)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
terparuapornupuno|2,3-d Jmupumunun-2,4(1H,3H)-quoHa, onucaHHOro B JAaHHOM JAOKyMeHTe. B
HEKOTOPBIX aCTIEKTAX JUACTONNYECKast UC(HYHKLUS MpeacTaBisieT coO0i MpU3HAK W/ K CBS3aHA
¢ cepaeuHbIM 3a00yIeBaHNEM WK HapyiueHneM. Hanpumep, kapauonornyeckoe 3a001eBaHIe T
HApyIIeHWE MOKET MPENCTaBJsITh COOOW KapIUOMHOIATHIO (HAmpUMep, TUNnepTpOGUUECKYIO
KapIUOMHUOIIATHIO), CEPIECYHYI0 HEAOCTATOUHOCTh (HANpUMeEp, CEPAEUHYI0 HEIOCTATOYHOCTh C
COXpaHEHHOH (ppakimed BbIOpOCa, CEPAEUYHYI0 HENOCTATOYHOCTh C MPOMEXYTOUHON (pakimeit
BBIOPOCA), KJIAIMAHHBIA TOPOK (HAampuMep, KIJAMaHHBI AOPTAJNBHBIA CTEHO3), BPOXKIEHHOE
3aboneBanne cepaua (Hampumep, Terpany <Damno), runepTpodur0 JIEBOTO KENyI0uKa,
cTeHoKapauio (Hampumep, pedpakTepHyr cTeHOKapauio) win 6omnesns Illaraca. B HekoTOpBIX
acTieKTaX HOpMalibHAsl WM COXpaHeHHas ¢pakiusi BeiOpoca (Hampumep, (pakumsi BeIOpoOca
Oonbire nan paBHa OokojJo 50%) sBISETCS MPU3HAKOM KapAHOJIOrWYecKoro 3aboseBaHusl WU
HapylieHus. B HEKOTOPBIX TaKUX CIy4asx MPU3HAKH KapAHOJIOTUYECKOTO 3a0O0JIeBaHUS WU
HApYLIEHUs BKJIIOYAIOT HOPMAJIbHYIO WJIM COXPAHEHHYIO (PpakLuio BEIOPOCA U AUACTOIUYECKYIO

muchyukuo. Hampumep, cyObekT, Hy KIAIOIIUICS B JICUEHUN KapIUOJIOTHIECKOT0 3a00IeBaHuUs
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wiu Hapymenns (Hanpumep, HCM, HFpEF, knanaHHOro aopTajbHOrO CTEHO3a), MOKET UMETh
OUACTONMYECKYI0 AUCHYHKIMIO U (pakiuio BbiOpoca Oosbine wiu paBHYrO okoyno 50%. B
HEKOTOPBIX AaCHEeKTax NPOMEXYTO4Has (pakuus BeiOpoca (Hampumep, ¢pakuus BbIOpOca OT
okosio 40% no okono 50%) sBIsSETCS TPHU3HAKOM KapAHOJIOTHYECKOro 3a0O0JIeBaHUS WU
HapylieHus. B HEKOTOpBIX Takux cCiydasx CyOBeKT, HYXJAIOLUMHCS B  JIEYEHUHU
KapIUOJIOTHUECKOro 3a00IeBaHUsl WM HAPYLIEHHs, MOXXET HUMETh NMPOMEKYTOYHYIO (DPaKIHIO
BBIOpOCAa M JUACTONMYeCKyl nucyHkumoo. Hampumep, cyOBeKT, HYXIAIOIIHMICA B JIEYEHUU
KapIUOJIOTHUECKOro 3a00J€BaHNs WM HapyIIeHHs (HampuMmep, CepAedHON HeJOCTATOYHOCTH C
NPOMEKYTOUHOH (ppakiiueit BBIOpoca), MOKET UMETh AUACTOIHMUECKYI0 TUCHYHKIMIO U (PpaKLiuio
BeIOpOCa oT okoJi0 40% 1o okono 50%.

B HeKOTOpBIX acmeKkTax MpPEeAJIOKEHbl CHOCOOBI JIEUEHHs] JUACTONNYECKON MUCPYHKLUU Y
cyOBeKTa, HyKIArIEerocsi B 3ToM. B HEKOTOpPBIX acrnekTax crnocod BKIIFOUAET BBEIEHHE CYOBEKTY
s¢pdexruBHOrO Konmuecrsa coenrHeHust @opmynsl (I) umu ero comu wu nonumopda Popmsr 1
(6S,7S)-6-dprop-7-(2-pTop-S-metundenun)-3-(terparunpo-2H-nupan-4-mn)-5,6,7,8-
tetparuaponupuno|2,3-dmupumunun-2,4(1H,3H)-nunoHa. B HEKOTOPBIX CIIyvasx
AMACTONINYECKast AUCHYHKUUS TPEACTaBiIsAeT COOOH MUACTOIMYECKYI0 MIHC(HYHKLHUIO JIEBOTO
KEJTYyIOUKa, IUACTOJNMYECKYI0 AUCPYHKLHUIO IPaBOrO SKEIyJOoYKa WJIH U TO, U HAPYroe.
Huacronuyeckass IUCOYHKLIUS MOXKET OBbITh XPOHHUYECKOW, CTaOWIBHON WM OCTpoil. B
HEKOTOPBIX aCTMEKTaX CYObEKT, HY KIAIOIIUICS B JICYCHUN TUACTOIHMIECKON TUCPYHKLIUU, MOKET
CTpajaTh OT OOHOrO WM Oojee 3a00NeBaHMH WM HAPYLUICHWH, BBIOPAHHBIX W3 TPYIIIHI,
cocrosimie w3  runeprpopudeckoil  kapauommonartuu  (Hampumep, oHCM, nHCM),
PECTPUKTHBHOM  KapJUOMHUONATHH, CepAeyHOW HemoctarouHoctd (Hampumep, HFpEF,
mnabernueckast HFpEF, HFmrEF), undunprpaTiBHON KapauomuonaTtuu (Hampumep, H3-3a
AMHJIOWZIO3a, CApPKOWIO03a W/WIM PEHTTeHOTEpalnHu), BOCMIAIUTEIbHON KapAHOMHONATHH
(manpumep, s3Hn0KapauT JI€bdnepa, sSHTOMHOKapAHAIBHBIN (GUOPO3), reMoXpomMaTosa, OOIe3HU
®abpu, OoNe3HN HAKOIUIEHUS TIIMKOT€HA, BPOJKIEHHOTO MOpOKa cepAna (Hampumep, TeTpana
dano), KIanaHHOTO TMOPOKa cepaua (HampuMep, aopTajbHBI CTEHO3), TUIEPTPOPHUH JIEBOTO
KeJyaouka (HampuMep, M3-3a MUTPAJIBbHOH PEerypruTalyy, aOpTaJbHOTO CTEHO3a, a0PTAJbHOU
peryprutanuyd WWIM XPOHUYECKOW CHCTEMHOH THIEPTOHMH), TUNEPTOHHU (HAmpUMep,
XPOHUYECKOU, cuctemHoi), Oomesnm Illaraca u creHokapauu (Hampumep, pedpakrtepHas
CTeHOKapausi). B HEKOTOpBIX acmekTax CyOBEKT, HYKOAIOIIUICS B JICUEHUH TUACTOJNYECKON
IUCHYHKIIMH, MOXET CTPaaTh OT OJHOTO MK OoJiee 3a00eBaHN MITH HAPYLIEHUH, BHIOPAHHBIX
U3 TPYIIIbI, COCTOSIIER u3 runeprpodudeckoil kapauomuonatun (Hanpumep, oHCM, nHCM),
cepaeuHoii Hemocrarounoctn (Hampumep, HFpEF, nuabernueckas HFpEF, HFmrEF),

KJIAMAHHOTO TMOPOKa cepiaua (Hampumep, aopTalbHbIA CTEHO3), BPOKACHHOrO MOpOKa cepaua
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(marpumep, Tetpana Pamo) u runepTpod U JEBOTO XKeIyAoUKa (HAIPUMeEp, H3-3a MUTPAJIbHON
perypruTanmuy, aopTalbHOTO CTEHO3a, AaOPTaJbHOH pPEerypruTalvy WM  XPOHHYECKOU
CHCTEMHOH TUNepTOHUH). B HEKOTOpBIX acmekTax CyObeKT, HYKOAIOIUHCS B JIEYEHUU
IMACTOIMYECKON AUCHYHKIMK, MOXET MOABEPTHYTHCS OJHOMY WM OOjiee XHPYpruuecKomy
BMemarenbcTBy. Hanpumep, cyOpekTy MoxeT ObITH CHeNlaHa Omepamysi Mo 3aMeHe KiaraHa
(HampuMep, XMUpypruueckas OIepanus M0 3aMEeHE aopTaJbHOIO KIalaHa, TPaHCKAaTeTepHas
3aMeHa aOpTAJIbHOTO KJIalaHa) W/MIM PEKOHCTPYKTHBHAS OINEpALlUs IO TOBOAY BPOXKIEHHOTO
NOPOKa CepLa, TAaKOro kak terpana @asmno. B HEKOTOPBIX acekTax y CyObeKTa, Hy KIaroIerocs
B JIEYEHUU JUACTONNYECKON ITUCPYHKIUH, MOXKET OBITh HMCKYCCTBEHHBIH KJamaH cepiaua
(HampuMep, HWCKYCCTBEHHBIH aopTajbHBI KiamaH). B HEKOTOpBIX ciydasx CyOBekT,
HYKIAIOLIMNICA B JICUEHUH JUACTOJNMYECKON AUCPYHKIMH, HMEET IOCIEONepaluoOHHYIO
auactoiauueckyro auchynkuuro. Hanpumep, y cyObekrta MOKeT ObITh MOCIEOMNepaluoOHHAs
auactronndeckast AUCyHKIms (HarmpumMep, AUacTOMHYecKass TUCHYHKIUS MPaBOrO JKeTyI0uKa)
I0CJI€ PEKOHCTPYKTUBHOM OIepariuy 1o MOBOY BPOKAEHHOIO HapyllIeHus (HarpuMep, TeTpaabl
@anno). B HEKOTOpPBIX Ciydasx y MAalHeHTa, HYXKAAIOIIErocss B JICYEHUH JUACTOJIHYECKOMH
aucyHKIMH, HAOJIFO JaeTCsl HOpMaJTbHAsI HUTH COXpaHeHHas (pakiusi BeiOpoca. B apyrux ciyvasx
CyOBEKT, HY>KNAIOMMUICS B JIEYCHUH AUACTOJIMYECKON ANCOHYHKIHMH, UMEET IMPOMEXKYTOUHYIO
dpaxiuro BIOpOCa.

B HekoTOphIX acmekTax TMPemokKeHbl CIOCOObl JIEYeHHs KapAMOMHOMNATHU (Hampumep,
TUNepTPOPUIECKOil) y CyObeKTa, HYXAAMIErocss B 3TOM. B HEKOTOPBIX acmeKkTax Crocod
BKJIFOYAET BBeAeHUE CyOBeKTy 3¢ ¢dexkTuBHOro kojuuecrsa coenuHenus @opmyiel (I) wim ero
conu wm noumopda Dopmert 1 (6S,7S)-6-dprop-7-(2-prop-S-merundenwn)-3-(rerparuapo-2H-
npaH-4-un)-5,6,7,8-rerparunponupunol2,3-d mupumuann-2,4(1H,3H)-nuoHa.
Heorpannuuparonmyie nmpuMepbl KapAUOMHOIATHH, KOTOPbIE MOXKHO JIEYUTh C NPUMEHEHHEM
OMHUCAHHBIX 3[1€Ch COENMHEHUH, BKIIIOYAIOT THIEPTPOPHUUECKYIO0 KapAHOMHOMATHIO (HApUMep,
OOCTPYKTHBHYIO KapIHOMHONATHIO, HEOOCTPYKTHBHYIO KapAMOMHOIATHIO), PECTPUKTUBHYIO
KapJUOMHUONATHIO, WH()HIBTPATUBHYIO KapAMOMHOINATHIO (HAMpUMEp, C IUACTOIMYECKON
ICcHYHKIMEH) W BOCHAJIMUTENBHY) KApAHMOMHOINATHIO (Hampumep, C JIHACTOIMYECKOH
micyHKIMer). B HEKOTOphIX — acmekTax  KapAUOMHOMNATHs — NPEACTaBIsieT  CoOOH
TUNEPTPOPUUECKYI0  KapJUOMHUOMATHIO. B HEKOTOpBIX  ciydasx  runeprpoduueckast
kapauomuonatust npeacrasisier codoi nHCM. Criocob MoXeT BKIIIOYAaTh BBENEHHE CyOBEKTY,
Hyxnaromemycst B jedeHnn nHCM, s dextrBHOro konmmuectsa coennneHust @opmynsl (1) mmum
ero conu miu nojaumopda Popmst 1 (6S,75)-6-¢prop-7-(2-prop-S-merundenun)-3-(terparuapo-
2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-d|mupumunun-2,4(1H,3H)-nnona.  CyOwbekr,

Hy>kparomuiica B gedeHud nHCM, moxer umers cepaeuHyro HenocrarodHocts I I umn IV
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kjacca o NYHA. B npyrux ciydasx runeprpodudeckast Kap JHOMHONATHS IPEICTaBIISIET COOO0M
oHCM. Cnocob MoxeT BKJIIOYaTh BBEAEHHE CyOBeKTy, Hykparomemycs B jedeHnn oHCM,
s¢dexTuBHOrO KomuecTa coenuHeHnst @opmyel (I) mu ero conmu wm nonmumopda Popmsr 1
(6S,75)-6-¢prop-7-(2-prop-S-metundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
teTparuaporupuno|2,3-dmupumunun-2,4(1H,3H)-nrona. CyObekT, HyKOaOIUIACS B JICUEHUH
oHCM, moxxeT numeth cepaeunyro HepoctatroqHocTs 11, T umu IV knacca mo NYHA.

B  HekoTOpBIX  acmekTax ~ KapAMOMHONATHUS  MPENCTABISET COOOH  PEeCTPUKTUBHYIO
kapauoMuonaturo. Crocod MOXKeT BKJIIOYATh BBEIEHHE CYOBEKTY, HYKIAIOIIEMYCs B JIEYEHUU
PECTPUKTUBHON Kapauomuonatud, dpdexkruBHoro xonudectsa coenuHenus Popmynst (I) mmum
ero conu uiu noiaumopga Popmst 1 (6S,75)-6-¢prop-7-(2-prop-5-merundenun)-3-(terparuapo-
2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-d | nupumuans-2,4(1H,3H)-nuoHa. B
HEKOTOPBIX aCMEKTaX PECTPUKTHBHAS KApANOMHUOIIATHS MOXKET OBbITh BbI3BaHA, HATIPUMEP, OHOM
win Oonee MyTauusiMu (HampuMmep, TeHHOH MyTalueil) B capkoMepHOM Oejike. B HekOTOpbIX
acreKTax KapAHOMHONATHs TpeAacTaBisieT co00il HMHQWIBTPATUBHYK KapAHOMHOMATHUIO.
WHdunerpaTnBHas KapAHOMHOINATHSI MOXET OBITh BbI3BaHA aAMHJIOUAO30M, CAPKOUI030M H/HIN
peHTreHorepanueii. B HEKOTOpBIX Cilydyasix NPU3HAKOM WH(DUIBTPATUBHON KapIuOMHONATHH
MOXET SBJIATbCS —aAuactonmueckas guchynkims. Crnocod nedeHuss WHPHUIBTPATUBHOM
KapAMOMHOIIATHH MOKET BKJIIOYATh BBEACHUE CYOBEKTY, HYKIAIOIIEMYCsI B 3TOM, 3((HEeKTUBHOTO
konunuectBa coenunenust @opmyiel (I) unu ero conu wnu nonumopda @opmser 1 (6S,7S)-6-bTop-
7-(2-drop-S-metundenwn)-3-(rerparunpo-2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-
d]mupumunun-2,4(1H,3H)-nrona. B HEKOTOpBIX acmeKkTax KapAUOMHOIATHUS TPEICTaBIISET
coOOH BOCTANIUTENbHYIO KapAHMOMHOMNATHIO. HeorpaHWYuBaromue MpUMepbl BOCTIATUTEIbHON
KapAMOMHUONATUH BKIIOYAKOT SHIokapautT Jlépdnepa u sumomuokapmuanpHbii (Gudpos. B
HEKOTOPBIX ~ CIIy4asix TMPU3HAKOM BOCHAIUTENIbHOW KAapAMOMHONATUHA MOXKET  SIBJIATHCS
auacronuueckas nuc@yHkuus. Croco0 JieueHUss BOCHAIUTEIbHONH KapAMOMHONATHH MOMKET
BKJIFOYATb CYOBEKTY, HYKIAKOLIEMYCsI B 3TOM, 3P PEKTUBHOTO KOIMYECTBA COSTUHEHUsT POPMYITbI
() mwmm ero comu wim nomumopda Dopmer 1 (6S,7S)-6-¢prop-7-(2-¢prop-5-merundenn)-3-
(terparunpo-2H-nupan-4-un)-5,6,7,8-rerparuaporupuno| 2,3-dmupumunns-2,4(1H,3H)-aroHa.
B HEKOTOpBIX acmeKTax MpPemJIoKEeHbl CHOCOOBI JIEYEHUS CEpAEYHOH HEeNOCTaTOYHOCTH
(manmpumep, HFpEF, HFmrEF) y naunenToBs, Hyknaromuxcst B 3ToM. Criocod BKIIFOYAET BBEACHNE
cyobekTy 3¢ dexTrBHOrO Konmudectna coenuHernss @opmyiel (I) wmm ero conmu nim nonumopda
@opmbr 1 (68S,7S)-6-pTop-7-(2-PpTop-S-meTundenunn)-3-(terparugpo-2H-nupan-4-un)-5,6,7,8-
terparuaponupuno|2,3-dJmupumunun-2,4(1H,3H)-nuona. CepaedHasi HEIOCTATOYHOCTh MOKET
NPEACTaBIATh COOOHM  JIEBOCTOPOHHIOK CEPIAEYHYI0 HENOCTAaTOYHOCTh, MPABOCTOPOHHIOKO

CepIEeYHYI0 HEOCTaTOUYHOCTh WM U TO, U Apyroe. CepnedHas HEAOCTATOYHOCTb MOXKET OBITh
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XPOHUYECKOH, CcTaOminbHOW uiu ocTpoil. CyObeKT, HYXAAIOLIMICA B JICYCHUU CEpAeYHOU
HEJI0CTaTOYHOCTH, MOKET UMETh cepaeuHyro HegoctatouHocTs 11, 1T mnu IV knacca mo NYHA.
HeorpannuuBaronyie nmpuMepsl CEpAEYHON HETOCTATOYHOCTH, KOTOPYKD MOXHO JIEYHTh C
NPUMEHEHUEM OIHMCAaHHBIX 371ech coennHeHuil, BkimodaroT HFpEF, nuabdernmueckyro HFpEF u
HFmrEF. B HEeKOTOpBIX acneKkTax cepledHasl HeOoCTaTOYHOCTh npenacTasisier coooit HFpEF. B
HEKOTOPBIX Ciiyuasx cyObekT, Hyknarouuiics B tedennn HFpEF, MoxeT mMeTh HOpMasbHYIO HITH
MOBBIIIEHHYI) COKPATUTENIbHYI0 CHOCOOHOCTh (HAIpHUMep, MO JAaHHBIM 3XOKapAuorpaMmsl). B
HEKOTOPBIX Ciydasx CyObekT, Hyxxparomuiics B nedeHun HFpEF, Moxxer nMeTs aHOMaNbHYIO
ro0abHYIO MPOAOJBHYIO nedopmammio (Hampumep, meHee -15%). B HekOTOphIX acrekrax
cyowexT, Hyxnatomuiics B geueHnn HFpEF, moxer crpagars quaberom (tun I, tun II) w/mnun
KJIallaHHBIM TIOPOKOM cepAua (HampuMep, aopTajbHBIM CTEHO30M). B HEKOTOpPBIX Cciydasx
cyobexT, Hykparouuiics B neueHnn HFpEF, moxer nmeTs nCKyccTBEHHBIH KiianaH (Hanpumep,
AOpTaJIbHBIN KJIaNaH) H3-3a KJIAMAHHOTO IMOpOKa cepiaua (Hampumep, aopTaJbHOTO CTEHO3a).
Cnoco6 neuenuss HFpEF (nanpumep, nuaberudeckoii HFpEF) y cyObekTa, HyXknmarouierocs B
5TOM, MOXKET BKJIIOYATh BBEACHUE CYOBEKTY 3 (PEKTHBHOTO KOJIMYECTBA coenuHeHnsT PopMyJibl
(I) vmu ero comu mmm nomumopda Popmer 1 (6S,7S)-6-drop-7-(2-prop-5-merundennn)-3-
(rerparunpo-2H-nupan-4-un)-5,6,7,8-rerparuaponupuno| 2,3-dmupumuann-2,4(1H,3H)-auoHa.
B HeEKOTOpBIX cly4asix cepievHas HEeIOCTaTOYHOCTh mpenctaByisaTh coboii HFmrEF. Crocob
MOJKET BKJIIOYATh BBeAeHHE 3 (HeKTUBHOrO Kou4ecTBa coequuenus @opmysl (I) umm ero comu
win  nonmumoppa D@opmer 1 (6S,7S5)-6-dprop-7-(2-prop-S-merundenwn)-3-(rerparunpo-2H-
npaH-4-un)-5,6,7,8-rerparunponupuno| 2,3-d jmupumunun-2,4(1H,3H)-nuona CyOBeKTy,
Hyxnatomemycst B jeueHun HFmrEF. CyOwext, Hyxnaromuiics B nedenndn HFmrEF, moxer
umeTh cepaeuHyro HenoctarouHocts 11, 11T nnm IV knacca mo NYHA.

B HekoTOpBIX acmekTax MpeIoKEeHbI CIOCOOBI JICYeHUs] THIEePTPO(UU JIEBOTO JKEMyAovKa Y
cyObekTa, Hyxkparomerocss B 3ToM. Crnoco0 BkirOuUaeT BBeAeHHE CYOBEKTY 3(QeKTHBHOrO
konmuectBa coenuHerust @opmyiiet (I) umu ero conu wu nonumopda @opmer 1 (6S,7S)-6-bpTop-
7-(2-¢rop-S-metundenmn)-3-(rerparunpo-2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-
d]mupumunune-2,4(1H,3H)-nroHa. B HEKOTOpBIX acmekTax CyOBEeKT, HYKOAFOIIUNCS B JICYCHUU
TUNEPTPOPUHU JIEBOTO JKENTYJO0UKA, UMEET aHOMAJBHYIO TOJNIIUHY CTEHKH JIEBOTO JKEJyJOYKa.
TonmmuHa CTEHKH JIEBOTO KENyOYKa y CyOBheKTa MOKET ObITh OOJbIle HOPMBI, HO MEHBIIE
IMAarHOCTHYECKOTO KPHUTEpUsl TUIepTpoduueckoi kapauomuonatuu. Hampumep, y cyObekra,
HYKJAIOLIErocs B JICUEHUH TUNEPTPOPHUH JIEBOTO JKENYJOYKa, TOJIIUHA CTEHKU JIEBOTO
KETyA0UKa MOKET ObITh Oonblie, yeM okoso 10 MM (Hanmpumep, Oosbine, yem okojio 11 Mm) u
MEHbIIIE, YeM OKOJIO 15 MM (Hampumep, MEHbLIE WM paBHA OKOJIO 14 MM, MEHbIIE WJIU paBHA

okojo 13 MM). B HekoTOpBIX acmekTax y CyOBEKTa, HY>KAAIOLIErocs B JICYEHUH THIepTpodun
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JEBOrO OKEeNy[nouka, Habmomaercst rumepTpodus JIeBOTO JKEIyAOYKa TPU OTCYTCTBUHU
rHNePTPOPUIECKON KapIUOMHOMATHH. B HEKOTOPBIX acleKTax CyOBeKT, HYKHAOIIMNICS B
JEYeHNH THUNepTpohuu JIEBOTO SJKENyAOYKa, MOXKET CTpajgaTh TUIMEPTOHHEH (Harmpumep,
XPOHUYECKOW W/WIH CUCTeMHOMN). B HEKOTOpBIX acmekTax runepTpodusi JIEBOrO SKEIyA0YKa
MOXeT OBITh BBI3BAHA, HANPUMEP, XPOHHUYECKOW MHUTPAJbHOW peryprutrauuei, XpOHUYEeCKON
AOPTAJIbHON perypruTamnueil, XPOHHYECKUM aOPTAJIbHbIM CTEHO30M W/ WA XPOHHYECKOU
CUCTEMHOH TMIIEPTOHUEH.

JononauTtenbHble (HaKTOPBI, ONPENEISIOINE JUATHOCTHKY IHACTOIMYECKOW IUCPYHKLUU C
oMo sxokapauorpaduu, omnucansl B J Am Soc Echocardiogr. 29(4):277-314 (2016),
coziep kaHre KOTOPOrO BKJIFOYEHO B HACTOSIIMH JOKYMEHT BO BCEX OTHOIIEHHSIX.

CyOBexTsl, Hy>KAAIOLIUECS B JIEYEHUN TUACTOINYECKON AUCHYHKINH, BKIIOYAIOT CYyOBEKTOB U3
HONYJISALUH MALHEHTOB, CTPAJAIOIINX HEOOCTPYKTUBHON THIIEPTPOYHUIECKON KapAuOMHUOIaTHEH
(nHCM), wnu cyOBEKTOB, CTPagaloOIIMX CEpAeYHOH HEAOCTATOYHOCTBI0 C COXPaHEHHOM
¢pakuueti BbiOpoca (HFpEF). CyObexkThl, HyKOaroIuecss B JICYEHHHU JUACTOIMYECKOMN
AUC(HYHKIUH, BKIFOYAIOT CyOBEKTOB, Y KOTOPBIX HAOMIONAETCS XKECTKOCTh JIEBOTO JKENyI0YKa,
U3MEPEHHAasi C MOMOIIBIO 3XOKapauorpaduu, Wi KeCTKOCTh JIEBOTO JKeNy04Ka, U3MEpeHHas ¢
MOMOIIIBIO MATHUTHOTO PE30HAHCA CepLa.

B HEKOTOpBIX acmeKkTax HY>KAAOLIUICS B 3TOM CyOBEKT OTHOCUTCS K MOMYJISIUH MALUEHTOB C
HFpEF.

B packpbiTiu Takke npenioxkeH crnoco0 eueHus 3a00eBaHus WJIH HapyIIEHHsI, BHIOPaHHOTO U3
TPYIIbI, COCTOSIIEN M3 MUACTOJUYECKONW CEPAEeYHON HENOCTATOYHOCTU (HANPUMEp, CepASUHOM
HEOCTATOYHOCTH C COXPAaHEHHOW (ppakiueil BbIOpOca), HWINEMHUYECKOW OOJie3Hu cepua,
CTCHOKApANM M PECTPUKTHBHON KapAUOMHONATHH, BKJIIOYAIOIIUN BBEICHHE NALMEHTY,
HyXHaromemycst B 3ToM, 3¢ dexkruBHoro konmdectsa coepwHeHus: Popmyner (1), wmm ero
(apMarieBTHYECKH NPHEMJIEMOI coyiv, WM (papMaleBTUYECKOH KOMIO3HMILWH, COnepsKaiei
coequHenne @opmyusl (1) unu ero papmaneBTUYECKH TPUEMIIEMYIO COJIb.

Coenunenns @opmyisl (I) MOryT ObITh BBEIEHBI B BHI€ MOHOTEPAIUU WU KOMOUHUPOBAHHOMN
teparmuu. B komOuHnpoBaHHOH Tepanuu coenuneHne @opmysl (1) mpuMeHseTcst B KOMOUHALIUH
C IONOJTHUTEIBHOMN CXEMOM JIeUeHUs!, Hanpumep, ctanaapTHeM JeueHneM (SOC) nist cepredHoro
COCTOsTHUSI CyOBeKTa WM JAPYrodl Tepanuel, MOJEe3HOW Ui JIEYeHHUS COOTBETCTBYIOIIETO
3aboneBaHus TN HapyleHus. J[OMOTHUTEbHBIN TePaeBTUYECKUH areHT MOXKET ObITh BBEIECH
CIIOCOOOM H B KOJIMYECTBE, OOBIMHO MPUMEHSIEMOM T YKa3aHHOTO areHTa, WA B YMEHBIIEHHOM
KOJINYECTBE, M MOXET ObITh BBEOEH OJHOBPEMEHHO, IMOCIENOBATEIbHO WIHM MapaUIeIbHHO C

coenuneHueM @opmysl (I).
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B nekoropeix acnektax coenuHeHne @opmynbl (I) BBOmAT Ha ¢done SOC mpu cOCTOSHUH
IMACTOIMYECKON MUC)YHKLUMM, TAKOH Kak IHACTOJNMYECKas CepAedHasl HEeJOCTaTOYHOCTh. B
JOTIOJTHATENBHBIX ACMIEKTaX CyOBEKTY BBOAST B OTIOJIHEHHE K coequHeHmo @opmyiel (I) npyroi
TEpaneBTHUECKUI areHT, Takol kak Oera-Onokarop, naruourop RAAS (sampumep, uHruouTop
arruoreHsuHnpenpamaromero gepmenra (ACE), aHTaroHucT pernenropa aHrMOTEH3MHA, TaKOH

KaK omokarop pEeLEnTOpPOB AHTUOTEH3UHA 1)) WHTHOUTOP PELEnTOpOB

anruorensuHa/HenpuimsuHa  (ARNI)  (mampumep, cakyOutpui/BancapTaH), aHTarOHHCT
MHUHEPAJOKOPTHKOUIHBIX PELENTOpPOB (HAmpuMep, HHTUOUTOp albAOCTEPOHA, TAKOH Kak
KanuiicOeperarolinii IUYpPeTUK, TaKOH KakK »JIUIEPEHOH, CIIMPOHOJIAKTOH WM KaHPEHOH),
JIEKapCTBEHHOE CPENCTBO, CHIXKAIOIEE YPOBEHb XOJIECTepHHA (HAalpUMep, CTaTUH), UHTHOUTOP
HeliTpanpHON sHponenTuaasbl (NEP1), mojoxurenbHbI HMHOTPONHBIA areHT (Hampumep,
JAMTOKCUH, MUMOOEHAAH, aroHuCT OeTa-apeHepruYecKuxX pPerenTopoB, TAKOH Kak J0OyTaMuH,
uHruourop  gocommscrepasst PDE-3,  Takoil  kak  MWIPHUHOH, HJIM  KaJbLUH-
CEeHCUOMITM3UPYIOIIMH areHT, TAaKOH Kak JIeBOCUMEHIAH), KaJuil WM MAarHui, WHTHOUTOP
IPOIIPOTENHOBON KOHBepTa3bl cyOTrnm3nH-kekcuH trmna 9 (PCSK9), Basoaunaratop (Hanpumep,
OJOKaTOp KalNbLIMEBBIX KaHAJIOB, MHruoOutop Qocdoamnscrepasbl, aHTArOHHCT peELENTOPa
SHIOTEJINHA, WHIUOUTOpP pEHMHA WIM MOAYJSATOP MHO3MHA IJIQAKUX MBIII), JUYPETUK
(mampumep, QypoceMun), JEKAPCTBEHHOE CPEACTBO OT ApPUTMUU, AHTHUKOATYJSHT (HampuMep,
Bap(dapuH), AHTUTPOMOOTHUECKUH areHT, AHTHUTPOMOOLIMTAPHBIA areHT Wik Jirodas ux
KOMOWHALIS.

IMoaxonsaumue ARB MoryT Britodars, Hanpumep, A-81988, A-81282, BIBR-363, BIBS39, BIBS-
222, BMS-180560, BMS-184698, kannecaprasn, kangecaptas uunekcerms, CGP-38560A, CGP-
48369, CGP-49870, CGP-63170, CI-996, CV-11194, DA-2079, DE-3489, DMP-811, DuP-167,
DuP-532, E-4177, smucapran, EMD-66397, EMD-73495, snpocapran, EXP-063, EXP-929, EXP-
3174, EXP-6155, EXP-6803, EXP-7711, EXP-9270, FK-739, GA-0056, HN-65021, HR-720, ICI-
D6888, ICI-D7155, ICI-D8731, upbecapran, mszoreonmn, KRI-1177, KT3-671, KW-3433,
nozaprad, LR-B/057, L-158809, L-158978, L-159282, L-159874, L-161177, L-162154, L-
163017, L-159689, L-162234, L-162441, L-163007, LR-B/081, LR B087, LY-285434, LY-
302289, LY-315995, LY-235656, LY-301875, ME-3221, onmecapran, PD-150304, PD-123177,
PD-123319, RG-13647, RWJ-38970, RWJ-46458, capanasuna anerar, S-8307, S-8308, SC-
52458, canpucapran, capanasut, capme3uH, SL-91.0102, tazocapraHn, Tenmucapran, UP-269-6,
U-96849, U-97018, UP-275-22, WAY-126227, WK-1492.2K, YM-31472,WK-1360, X-6803,
Basncaprad, XH-148, XR-510, YM-358, ZD-6888, ZD-7155, ZD-8731 u 3onacapran. B
KOHKPETHBIX aCIEeKTaX JOTOJIHUTENbHBIA TEPAaNeBTUYECKHI areHT MOXKET MPEACTaBISTh COOOH

ARNI, Takoii kak cakyoutpmy/Bancaptan (Entresto®), min MHrHOWTOpP HATPHH-TIFOKO3HOTO
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korpancrioprepa 2 (SGLT2), Takoii kak osmnarmmdnosud (Hampumep, Jardiance®),
nanarnugiosun (Hanpumep, Forxiga®) wiu corarnudio3ud. B HEKOTOPBIX acnekTax cyObeKTy
BBOJSIT JIOTIOJIHUTENIbHOE JIEKAPCTBEHHOE CPENCTBO IUIA YIYYIIEHHs! CepAEdHO-COCYIUCTOrO
COCTOSIHUS CyOBbeKTa. J[OMONHUTENbHOE JIEKAPCTBEHHOE CPENCTBO MOKET MPEACTABIATh COOOH,
Harpumep, OeTa-0oKaTop, AUYPETHUK, MHTMOUTOP aHrMOTEH3HMHIIPEBpallaroIiero (epMeHra
(ACE), GmokaTtop KaJbIIEBbIX KaHAJIOB, OJIOKaTOp peLenTopoB aHrnoTeHsuHa I, aHTaronucr
MHHEPaJIOKOPTHKOUAHBIX perentopoB, ARNI, marndutop RAAS wmnu nekapcTBeHHOE CPEnCTBO
OT apUTMHH. B KOHKPETHBIX aCMeKTax JOMOJHUTENbHOE JIEKAPCTBEHHOE CPEICTBO MPENCTABIISET
coboit ANRI, Takoe kak cakyOutpui/Bancaptas, uinu uaruourop SGLT2. B eme onHom acrekre
cyOBeKTa, KOTOPOro JieyaT OT CepAEYHON HEOCTATOUHOCTHU C MOMOIIBIO CoeuHEeHUsT PopMyIIbl
(I), Taxoxe neuar ¢ nomompto ARNI, 6era-OnokaTopa u MRA.

B packpbITun Takxke npenioxkeH crnocod neueHus 3a00eBaHus WM HAPYIIEHUsI, BBIOPAHHOTO U3
IPYIIBI, COCTOALIEH U3 JUACTOJINYECKON CepAeYHON HEeNOCTaTOYHOCTH (HANpuMep, CepAedHOMN
HEJIOCTATOYHOCTH C COXPAHEHHOW (Qpakuueil BbIOpOCa), HIIEMHYECKOW OONE3HH Ccepala,
CTEHOKapAMH M PECTPUKTHUBHON KAapAMOMHONATHH, BKJIIOYAIOIIMHA BBEIEHUE CYOBEKTY,
HyKIaroemycst B 5ToM, 3¢ dexkruBHoro konudectsa noaumopda @opmer 1 (6S,7S)-6-¢rop-7-(2-
¢dTop-S-metundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-rerparunponupunol 2,3-
dJmupumunun-2,4(1H,3H)-nuona. B packpbiTu  Takke TNPEMJIOKEH CIMOCOO  JIeUeHHs
3a00NeBaHMsI WM HAPYLICHUs, BBIOPAHHOTO W3 TPYIIIBL, COCTOSINEH M3 IHACTOJHYECKOM
CepAeYHOH HENOCTaTOYHOCTH (HAmNpUMep, CEepAeYHOH HENOCTATOYHOCTH C COXPAaHEHHOH
¢dpakuueli BbIOpOCA), HIIEMHYECKOW OONE3HM cepaua, CTEHOKApOUH U PECTPUKTHUBHON
KapIUOMHUOIIATHY, BKIIOYAIOINUI BBeIEHHE CyOBEKTY, HyKIArMmeMycsi B 3ToM, 3 dekTruBHOrO
KOJIM4ecTBa (hapMaleBTHUECKOW KOMITO3UIMH, conepxameii nomumopd Popmer 1 (6S,7S)-6-
¢dTop-7-(2-pTop-S-metundennn)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
teTparuaponupuno|2,3-dmupumunun-2,4(1H,3H)-nrnoHa.

Momumopd Popmer 1 (6S,75)-6-¢prop-7-(2-prop-5-merundennn)-3-(rerparunpo-2H-nmupan-4-
un)-5,6,7,8-rerparuapornupuno| 2,3-dJnupumuann-2,4(1H,3H)-nnora moker ObITh BBENEH B
KAa4eCTBE MOHOTEpanuy WM KOMOWHHPOBAHHOW Tepanmuu. B KOMOMHHMPOBAaHHOH Tepamuu
nomumopd Dopmer 1 (6S,7S)-6-pTop-7-(2-dpTop-5-merundennn)-3-(terparunpo-2H-nupan-4-
un)-5,6,7,8-rerparuaponupuno| 2,3-dmupumuann-2,4(1H,3H)-nnona MIPUMEHSIETCS B
KOMOWHAIUY C JAOTIOJNHUTEIBHBIM KYPCOM TEPANuy, Hanpumep, craHnapTHeiM jederneM (SOC)
IUIE  CEepPIEeYHOrO COCTOSIHUS CyObeKTa WM APYroil Tepamuel, TONe3HOW IUisi JIeUeHUs
COOTBETCTBYIOLIErO 3a00JIeBaHUS WU HapylIeHus. JIOTONHUTEIbHBIA TePANeBTHUECKHIA areHT
MOXET OBITh BBEIEH CIOCOOOM U B KOJIMUECTBE, OOBIYHO MPUMEHSIEMOM /ISl YKa3aHHOTO areHTa,

WK B YMEHBIICHHOM KOJIMYECTBEC, U MOKET OBITh BBCACH OAHOBPEMECHHO, MOCIEAOBATEIbHO U
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napamenbHo ¢ monumoppom  Dopmer 1 (6S,7S)-6-¢pTop-7-(2-¢pTop-5-merundennn)-3-
(terparunpo-2H-nupan-4-un)-5,6,7,8-rerparuapormpuno| 2,3-djmupumunns-2,4(1H,3H)-aroHa.
B nexoropeix acmekrax momumopd Dopmer 1 (6S,7S)-6-rop-7-(2-pTop-S-meTrndenmn)-3-
(rerparunpo-2H-mupan-4-un)-5,6,7,8-rerparuaponupuno| 2,3-djmupumuaun-2,4(1H,3H)-arona
BBoguTcst Ha QoHe SOC mnpu COCTOSSHMM JMACTOJIMYECKOW AMCHYHKIHMM, TaKOH Kak
IMAaCTOJIMYECKasl CepAeYHas HEeAOCTaTOYHOCTb. B JOMONHUTENBHBIX —acrekTax OOBEKT
npexacrasieH, nomumo mnonumopda Popmer 1 (6S,7S)-6-¢pTop-7-(2-¢pTop-5-mernndennn)-3-
(rerparunpo-2H-nupan-4-un)-5,6,7,8-rerparuapormupuno| 2,3-dmupumuans-2,4(1H,3H)-1noHa,
APYTUM TEpareBTUYECKUM areHTOM, TaKUM Kak Oeta-Omokarop, nHruourop RAAS (Hanpumep,
uHruOuTOp  aHruoreHsuHmnpespamaromero (¢epmenra (ACE), anraronucr penenropa
AQHTMOTEH3MHA, TaKOH Kak OyiokaTop peunentopoB aHruoTeHsuHa II), mHruOuTop penenTopos
anrnorensuHa/HenpwmsnHa  (ARNI)  (manpumep, cakyOuTpumi/BancapTaH), aHTarOHUCT
MHHEPAJIOKOPTUKOUIHBIX PELeNnTOpOB (HampuMep, WHTHOMTOP albIOCTEPOHA, TaKOH Kak
Kanuiicoeperaromuii AUYpeTHUK, TAaKOH Kak OSIUIEPEHOH, CHHMPOHOJAKTOH WM KAaHPEHOH),
JIEKapPCTBEHHOE CPE/ICTBO, CHIDKAIOIIEE YPOBEHb XOJieCTepruHa (HampuMep, CTaTHH), HHIUOUTOP
HeliTpanbHON sHponenTuaasbl (NEPi), mojoXuTeNnbHBI MHOTPOIHBIA areHT (Hampumep,
JAUTOKCUH, MUMOOEHAAH, aroHuCT OeTa-aipeHepruYecKuX PerenTopoB, TAKOH Kak J0OyTaMuH,
unrubutop  ¢Qocdomuscrepassi  PDE-3,  Takoii  kak =~ MWJIPUHOH, WJH  KaJIbLUK-
CEeHCUOWITM3UPYIOIINH areHT, TAKOH Kak JIeBOCUMEHIAH), KaJWi WM MAarHui, WHTHOMTOP
NPONPOTENHOBOM KOHBepTa3bl CyoTHn3nH-kekcuH tuna 9 (PCSK9), Basoaunararop (Hampumep,
OOKaTOp KaJNbIUEBBIX KAHAJIOB, HMHTHOUTOP (Qocomuscrepasbl, AHTATOHUCT peLenTopa
SH/IOTEJIMHA, HMHTHOWUTOP pPEHHWHA WM MOAYJATOP MHMO3WHA TJAJKHX MBIIIL), JTUYPETHK
(Hampumep, (ypoceMun), JEKapCTBEHHOE CPEACTBO OT APUTMHUH, aHTUKOATYJISIHT (Hampumep,
Bap(dapuH), AHTUTPOMOOTHHUECKHUH areHT, AaHTHUTPOMOOLIMTAPHBIA areHT WM Jirodas ux
koMOuHatms. IMomxomsimue ARB mpencraBieHbl B HacTosiieM NOKyMeHTe (CM. Bbime). B
KOHKPETHBIX aCIEKTaX JOMOJIHUTEIbHBIA TEPANeBTUYECKUI areHT MOXKET MPEACTaBISITh COOOH
ARNI, Takoii kak cakyoutpmy/Bancaptan (Entresto®), win MHrHOUTOpP HATPHH-TIFOKO3HOTO
korpancroprepa 2 (SGLT2), Takoii kak osmnarmmdnosuH (Hampumep, Jardiance®),
nanarnugnos3ud (Hanpumep, Forxiga®) mmn cotarnmudno3nd. B HEKOTOPBIX acmekTax Hapsiay ¢
BBeieHneM nonumopda Popmer 1 (6S,7S5)-6-dprop-7-(2-prop-S-merundenmn)-3-(Terparuapo-
2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-d|mupumunun-2,4(1H,3H)-nnona,  cyobekty
BBOJST JONOJHHUTENBHOE JIEKAPCTBEHHOE CPEACTBO ISl YIYYIIEHHS CEpIeYHO-COCYAMCTHIX
COCTOSTHUM y cyOBekTa. JIOMONHUTEIBHOE JIEKAPCTBEHHOE CPEICTBO MOXKET MPENICTABIISTh COOOH,
Harpumep, OeTa-0oKaTop, OUYPETUK, WHTHOMTOP aHrMOTEH3HMHIIpEBpaljaroimero (epMeHra

(ACE), GnokaTtop KaJIbIIEBBIX KaHAJIOB, OJIOKaTOp peLenTopoB aHrnoTeHsuHa I, aHTaronucr
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MHHEPaAJIOKOPTHKOUAHBIX perentopoB, ARNI marndutop RAAS wmmn nekapcTBeHHOE CPEnCcTBO
OT apUTMHH. B KOHKPETHBIX aCMeKTaxX JOMOJHUTENBHOE JIEKAPCTBEHHOE CPEICTBO MPENCTABIISET
coboit ANRI, Takoe kak cakyOoutpui/Bancaptas, uinu uaruourop SGLT2. B eme onHoM acmekTe
cyOBeKTa, KOTOPOTO JIeYaT OT CEPIEYHON HEAOCTATOYHOCTH C MOMOLIBI0 rnonumopda Popmsr 1
(6S,75)-6-¢prop-7-(2-prop-5-metundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
teTparugponupuno|2,3-djmupumunun-2,4(1H,3H)-1nona, Takske nedar ¢ momousio ARNI, Oera-
omokaropa u MRA.

B packpeitum Takke mpemIOKeH Ccrnocod JiedeHus 3a00Je€BaHUS MM HApyLIEHUs,
XapakTepusyolerocss runeprpoduell JeBoro keinyaodka (HampuMmep, H3-3a Ieperpy3ku
00BEMOM WJIM JJaBJIEHUEM), TA€ yKa3aHHOe 3a00yeBaHue WM HapylleHHe BBIOPAHO M3 TPYIIIbI,
COCTOSILIIEN U3 XPOHUYECKON MUTPAIBHON PErypruTally, XPOHUYECKOTO a0PTAJIbHOIO CTEHO3a U
XPOHUYECKOW CHUCTEMHON T'MIIEPTOHHM, B KOMOMHAIIMM C BHIAMHU TEpPAIHii, HAIPABJICHHbIX HA
KOPPeKLMI0O WM OOJeryeHne OCHOBHOW NPUYUHBI MEPerpy3kKd OOBEeMOM WM JaBIICHHUEM,
BKJIIOYAsl IUIACTUKY/3aMeHy KianmaHa WM 3(QQEKTHBHYI aHTHTHIIEPTEH3UBHYIO TEPAIHIO,
BKJIIOYAIOLINI BBEACHHE CYOBEKTy, HY)XAAMmeMycs B 3TOM, 3()(EeKTUBHOrO KOJIMYECTBA
coenunenusi @opmynsl (I) wnm ero papmaneBTHUECKH MPUEMIIEMON Cou. B packpbITuu Takke
npemyiockeH  croco0  jiedeHuss 3a00NeBaHMsl WJIM  HAPYLICHHs, XapaKTEPHU3YHOIIErocs
runepTpodueii 1eBOro keayao4uka (HarmpumMep, u3-3a neperpy3ku 00beMOM UJIH aBJICHUEM), TIe
yKa3aHHOe 3a00JieBaHME WJIM HApYLIEHWE BbIOPAHO W3 TPYIIbI, COCTOSIIEH M3 XPOHHYECKOM
MHUTPAJILHOW PErypruTaliy, XPOHHUYECKOTO AOPTAIBHOIO CTEHO3a M XPOHUYECKOW CHCTEMHOMN
TUMEPTOHUH, B KOMOMHALIMY C BUJAMH TEPAITHii, HATIPABJICHHBIX Ha KOPPEKIHIO HIH 00JIerieHne
OCHOBHOH MPUYHHBI TEPETPY3KH OOBEMOM WM AABJICHHEM, BKIIFOYAs IJIACTUKY/3aMEeHY KJIarmaHa
win  3QPEKTUBHYIO AHTHUTUIEPTEH3MBHYIO TEPAINUI0, BKJIOYAIOLINA BBEOEHHE CYOBEKTY,
HYXKIAIOLEeMycst B 3TOM, 3((EKTUBHOrO KOIUYecTBa (HapMaleBTUYECKOH KOMITO3HIIHY,
conepskamient coenunenne @opmyisr (1) wim ero papmManeBTHYECKU TPUEMIIEMYIO COJb.

B packpeitum  Take TpeUIOKEH Crmocod siedeHHss 3a00JeBaHUS MM HApYLIEHUs,
XapakTepusyrIerocss runeprpodueli JeBoro keayaodka (HampuMmep, H3-3a Meperpy3ku
00BEMOM WJIHM JJABJICHUEM), TA€ YKa3aHHOe 3a00JieBaHUE MM HapyllIeHHe BBIOPAHO M3 TPYIIIIHI,
COCTOALLEH U3 XPOHUYECKON MUTPAJIBHON PEryPruTaliy, XPOHUUECKOrO a0PTAJIbHOIO CTEHO3a U
XPOHUYECKOW CHCTEMHOH THIEPTOHHH, B KOMOWHAIIMM C BUIAAMH TEPANHi, HAMPABICHHBIX Ha
KOPPEKLMIO WM OOJIerdeHne OCHOBHOW IPHYMHBI MEPErpy3Kd OOBEMOM WIIM JIaBICHHUEM,
BKJIFOYAsl IUIACTUKY/3aMeHy KiamaHa Wi 3(QQeKTHBHYIO aHTHTUIEPTEH3UBHYIO TEPAITHIo,
BKJIFOUAIOLINI BBENEHHE CYOBEKTYy, HYXKTAIOMEMycs B 35TOM, 3(PQEeKTHBHOrO KOJINYECTBA
nomumoppa Popmer 1 (6S,7S)-6-bpTop-7-(2-dpTop-5-merundennn)-3-(terparunpo-2H-nupan-4-

un)-5,6,7,8-rerparuapornupuno| 2,3-dmupumuann-2,4(1H,3H)-nnora. B packpeitum  Takke
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NpemsIockeH  croco0  JedeHus 3a00NeBaHMsl WIJIM  HApPYLUICHHs, XapaKTEePHU3YIOIIErocs
runepTpoduei JeBoro keayaouka (Hampumep, u3-3a Neperpy3ku 00beMoM WIIH AaBIIEHUEM), Iie
yKa3zaHHOe 3a00JieBaHME WJIM HAapYLIEHWE BbIOPAHO W3 TPYIIIbL, COCTOSIIEH M3 XPOHHYECKOH
MHUTPAJIbHONW PErypruTaliy, XPOHHYECKOr0 aOPTAIBHOIO CTEHO3a M XPOHUYECKOH CHCTEMHOMN
TUNEPTOHNH, B KOMOMHALIMY C BUJAMH TEPAIHii, HAPaBJICHHBIX HA KOPPEKLHIO WIH 00JerdyeHre
OCHOBHOI MPUYMHBI NTEPETPY3KH OOBEMOM WM AABJICHUEM, BKIIFOYAs IJIACTUKY/3aMEHy KJlaraHa
win  3QPEKTUBHYI0 AHTHUTUNEPTEH3UBHYIO TEPANUI0, BKJIOYAIOLINH BBEAEHHE CyOBEKTY,
Hy>KHalomeMycsi B 3ToM, 3(¢eKTUBHOro KoindecTBa (papManeBTUYECKOW KOMITO3ULIUH,
copepaxxauieit nmonumopd Popmer 1 (6S,75)-6-prop-7-(2-prop-S-meTundenun)-3-(Terparuapo-
2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-d | nupumuans-2,4(1H,3H)-nuoHa.

B packpbiTin Takke npensyioskeH crnocod seueHus runeprpodudeckoit kapauomuonarun (HMC)
WIN HapylIEHUs CepAEeYHON NeATeNbHOCTU (HarpuMep, HapyLIEHUs CEepPAEYHON AesTeIbHOCTH,
UMEIOLIEr0 NaTo(pU3NOJOTHUECKUI Npu3HaK, cBs3aHHblii ¢ HCM), BkIrOYarOIuii BBEAEHUE
cyOBeKTy, Hyxparomemycst B 3ToM, 3¢ dextuBHoro konuvecrsa coenuneruss @opmymnst (1) wmn
ero (papMaLeBTHYECKH MpHeMJIeMOil conu, B coderaHuu ¢ (1) BUAaMu Tepamnwuii, KOTOpBIE
3aMeUIAIOT  NPOrPEeCCUPOBAHME  CEPJAEYHON  HEJNOCTaTOYHOCTH  IMyTE€M  IOJABJIEHUs
HEMPOTOPMOHANBHON CTUMYJISILUK CEPALlAa U TMBITAIOTCS MPENOTBPATUTH PEMONEIHPOBAHUE
cepaua (Hampumep, uHruOutopbl ACE, Onokaropbl peuentopoB aHruorensuHa (ARB), PB-
OJIOKATOPBI, AHTATOHUCTBI AJIBIOCTEPOHOBBIX PELENTOPOB WM HHIHOUTOPBI HEUTPATbHON
SHAOMNeNTUAA3bl), (2) BHOAMH TEpamuii, KOTOpbIe YJIYYIIAIOT CEPACYHYI0 (YHKIHIO myTeM
CTHMYJISILIUH CEPACYHON COKPATUMOCTH (HAIPUMep, MOJIOKHUTEIbHbIE HHOTPOITHBIE AT€HTDI, TAKHE
KaK aroHUCT B-agpeHopenentopoB NOOyTaMHH WM HHIHOUTOpP (ocdoauscTepasbl MUIPHUHOH),
w/wnu (3) BUAAMU Tepanuii, KOTOPbIE CHIDKAIOT MPEeIHArpy3Ky cepaua (Harmpumep, JUypPeTHKH,
Takue Kak (pypoceMun) WM NMOCTHArpy3Ky (Ba3OAMJIATATOPBI JIFOOOTO KJlacca, BKIFOYAs, HO HE
OTPaHUYMBASICh WMH, OJIOKATOPBI KaJbLUEBBIX KaHAJIOB, WHrUOMTOPBI (ochonuscrepassl,
AHTArOHUCTHI PELIENTOPOB YHAOTEINHA, HHTHOUTOPBI PEHUHA WIIH MOAYJIATOPbI MHO3UHA TJIAJIKHX
MBIIIIIT).

B packpeITin Takke mpenyioskeH crnocod eueHus runeprpodudeckoi kapauomuonaruu (HMC)
WIN HapyIIEHUs] CEePACUHON NEATeNbHOCTH (HapuMep, HaPYLICHUS CEPIEeYHON AESTEIbHOCTH,
UMEIoNIero naTo(QU3NOJIOTHYEeCKH Tpr3HAK, cBs3aHHb ¢ HCM), BKIIOYArOIIMIA BBEICHHE
CYyOBEKTy, HyXKAameMycss B 3ToM, 3(P(EeKTHBHOrO KOJMWYecTBa (hpapMareBTHUECKOH
KOMITO3ULINH, conepskameii coenraenne @opmyisl (1) wmm ero ¢papManeBTHUECKH TPUEMIIEMYIO
conb, B couetannu ¢ (1) BumaMu Tepanuii, KOTOpbIE 3aMEIUISIIOT MPOTPECCUPOBAHNIE CEPACIHON
HEJOCTATOYHOCTH IyTEM ITOAABJIEHHUs] HEHPOrOPMOHAIBHON CTUMYISILIMK CEPALA U IbITAIOTCS

NpPEeNOTBPAaTUTh peMopenupoBanne cepaua (Hanpumep, wuHruoOuropel ACE, OnokaTopsr
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peuentopoB aHrnoteHsnHa (ARB), B-OmokaTopbl, aHTArOHUCTBI ABOCTEPOHOBBIX PELEITOPOB
WIN WHTUOWTOPBI HEWTpaJbHON 3>HAOMENTHNA3bl);, (2) BHOAMH Tepanuid, KOTOPbIE YIYYIIAIOT
cepAcyHyr0 (QYHKIHIO TyTeM CTUMYJSIIUHA  CEPAEYHOW COKPAaTUMOCTH (Hampumep,
NOJIOXKHUTEJIbHbIE HHOTPOIHBIE Ar€HTHI, TAKHE KaK arOHUCT [3-aApeHOPELeNnTOPOB 100yTAMUH HITH
uHrnouTop ¢ochonuscrepassl MIIPHHOH), W/wnu (3) BHIAMHU Tepanuil, KOTOPbIE CHIDKAIOT
NpefHarpy3Ky cepana (Hampumep, OUYPETHUKH, Takue Kak (ypoCeMHI) WIM IHOCTHArpy3Ky
(BazopmnaTaTopsl JT0OOT0 Kiacca, BKJIKOYAst, HO HE OTPAaHHUYNBAsICh UMH, OJIOKaTOPBI KaJIbIIUEBbIX
KaHaJIOB, HHTUOUTOPBI (pochoanscTepaspl, AHTATOHUCTHI PELIETITOPOB SHAOTEIHMHA, HHTHOUTOPBI
PEHUHA MM MOIYJIITOPBl MHO3WHA IJIaJKUX MBILIILT).

B packpbiTin Takke npenyioskeH crnocod seueHus runeprpodudeckoit kapauomuonarun (HMC)
WIN HapylIEHUsl CEepAEeYHON NeATeNbHOCTH (HarnpuMep, HapyLICHUs CEepPAEYHON AesTeIbHOCTH,
UMEIOLIEro natopu3noJOrHueckuil nmpusHak, ceasaHHbli ¢ HCM), Bkimovaromuili BBeneHUE
cyOBeKTy, HyKOAIEeMyCsl B 9TOM, 3¢ dekTuBHOro konnuectsa nonumopda @opwmst 1 (6S,7S)-6-
drop-7-(2-pTop-S-metundenun)-3-(rerparunpo-2H-nupan-4-mn)-5,6,7,8-
tetparuaponupuno|2,3-dmupumunun-2,4(1H,3H)-nrona, B coueranunu ¢ (1) Bugamu Tepamnuii,
KOTOpbIE 3aMe[JIIIOT NPOTrPEeCCUPOBAHME CEPAEYHON HENOCTaTOYHOCTH IyTeM IOAaBJICHUS
HEeHPOrOpMOHAIBHON CTUMYJISILMK CEpALlAa M TBITAIOTCA MPENOTBPATHTh PEMOJETHPOBAHUE
cepaua (Hampumep, uHruOutopbl ACE, Onokaropbl peuentopoB aHruorensuHa (ARB), PB-
OJIOKATOPBI, AHTATOHUCTBI AJIBIOCTEPOHOBBIX PELENTOPOB WM HHIHOUTOPBI HEUTPATbHON
SHAOMNeNTUAA3bl), (2) BHOAMH TEpamuii, KOTOpbIe YJIYYIIAIOT CEPACYHYI0 (YHKIHIO myTeM
CTHMYJISILIUH CEPACYHON COKPATUMOCTH (HAIPUMep, MOJIOKHUTEIbHbIE HHOTPOITHBIE AT€HTDI, TAKHE
KaK aroHUCT B-agpeHopenentopoB NOOyTaMHH WM HHIHOUTOpP (ocdoauscTepasbl MUIPHUHOH),
w/wnu (3) BUAAMU Tepanuii, KOTOPbIE CHIDKAIOT MPEeIHArpy3Ky cepaua (Harmpumep, JUypPeTHKH,
Takue Kak (pypoceMun) WM NMOCTHArpy3Ky (Ba3OAMJIATATOPBI JIFOOOTO KJlacca, BKIFOYAs, HO HE
OTPaHUYMBASICh WMH, OJIOKATOPBI KaJbLUEBBIX KaHAJIOB, WHrUOMTOPBI (ochonuscrepassl,
AHTArOHUCTHI PELIENTOPOB YHAOTEINHA, HHTHOUTOPBI PEHUHA WIIH MOAYJIATOPbI MHO3UHA TJIAJIKHX
MBIIIIIT).

B packpeITin Takke mpenyioskeH crnocod eueHus runeprpodudeckoi kapauomuonaruu (HMC)
WIN HapyIIEHUs] CEePACUHON NEATeNbHOCTH (HapuMep, HaPYLICHUS CEPIEeYHON AESTEIbHOCTH,
UMEIoNIero naTo(QU3NOJIOTHYEeCKH Tpr3HAK, cBs3aHHb ¢ HCM), BKIIOYArOIIMIA BBEICHHE
CYyOBEKTy, HyXKAameMycss B 3ToM, 3(P(EeKTHBHOrO KOJMWYecTBa (hpapMareBTHUECKOH
KOMITO3ULIH, conepxateil monumopd Popmel 1 (6S,7S)-6-¢pTop-7-(2-¢prop-5-mernndennn)-3-
(terparunpo-2H-nupan-4-un)-5,6,7,8-rerparuapormnpuno| 2,3-dmupumuana-2,4(1H,3H)-1moHa,
B couerannu ¢ (1) BuUmamum Tepamuii, KOTOpbIE 3aMEUISIIOT MPOTPECCHPOBAHHME CEPACUHON

HEAOCTATOUYHOCTH MyTEM IOAABJICHUSA HeﬁpOFOpMOHaHbHOﬁ CTUMYJIALIUU CEpALIA U TMBITAKOTCA
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NPENOTBPAaTUTh peMonenupoBanue cepana (Hampumep, wuHruOutopel ACE, OnokaTopsl
peuentopoB anrnotensnHa (ARB), B-OmokaTopbl, aHTArOHUCTBI ATBIOCTEPOHOBBIX PEIEITOPOB
WIN WHTUOMTOPBI HEWTpaJbHON 3>HAOMENTHNA3bl); (2) BHOAMH Tepanuii, KOTOPbIE YIyYIIAIOT
cepAeyHyl0 (QYHKIHMIO TyTeM CTUMYJSIIUHA  CEPAEYHOW  COKPAaTUMOCTH  (Hampumep,
NOJIOXKHUTEJIbHbIE HHOTPOIHBIE AT€HTHI, TAKHE KaK arOHUCT [3-aApEeHOPELeNnTOPOB 100y TAMUH HITH
uHruouTop ¢ochonuscrepassl MIIPHHOH), W/wnu (3) BHUIAMHU Tepanuil, KOTOPblE CHIDKAIOT
NpefHarpy3Ky cepauna (Hampumep, OUYPETHUKH, Takue Kak (ypoceMH]) WM IHOCTHArpy3Ky
(BazogmnaTaTopsbl JT0OOr0 Kilacca, BKJIKOYAst, HO He OTPAaHHUYUBAsICh UMH, OJIOKaTOPBI KaJIbIIUEBbIX
KaHaJIOB, HHTUOUTOPBI pochoanscTepaspl, AHTATOHUCTHI PELITITOPOB SHAOTEIHMHA, HHTHOUTOPbI
PEHUHA UM MOJYJIITOPBl MHO3MHA IJIaKUX MBILIIILT).

B packpeitun Takke mnpemioxkeHo coenunenue Popmyinel () wnm ero ¢apmareBTruecku
npuemiemMast Cojb AJisl IPUMEHEHUs B KaUueCTBe JIEKAPCTBEHHOI'O CpeACTBa. B packpbIThH Takke
npenioxkeHa gpapmaneBTHYeCKass KOMIIO3ULMs, cofepkammas coenraenre @opmynel (I) wmm ero
(dapmareBTHYECKH TPUEMIIEMYIO COJIb, ISl IPUMEHEHHSI B KaUeCTBE JIEKAPCTBEHHOT'O CPE/ICTBA.
B packpbitun  Takke mpemnoxkeH mnomumopd Popmer 1 (6S,7S)-6-drop-7-(2-prop-5-
metuiadenun)-3-(rerparunpo-2H-nmupan-4-un)-5,6,7,8-rerparuaponupuno| 2,3-d jnupumuaus-
2,4(1H,3H)-nnoHa ai1st IpUMEHEHHUs! B KaueCTBE JIGKAPCTBEHHOTO CPEACTBA. B packpsITun Takke
npeayioxkeHa (papMaleBTUYecKas KOMITO3ULUs, coaepxkaimasi monumopd Popmer 1 (6S,75)-6-
bTop-7-(2-pTop-5-metundennn)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
terparuaponupuno|2,3-d|mupumunun-2,4(1H,3H)-quona, 1isi TOpUMEHEHUST B Ka4ecTBe
JIEKaPCTBEHHOTO CPEJCTBA.

B packpeitun Takke mnpemsokeHo coenuHenue Popmynel (I) wim ero dapmanerudecku
npuemsieMasi Coiib Ul TMPUMEHEHHUS B JICYCHUU TUNePTPOPHUUECKON KapAHOMHONATHH TN
HAPYLIEHUs CEPAEYHON MAesTeIbHOCTH (HANpUMep, HApYIIEHUs CEepACYHOW MAesATENbHOCTH,
UMEOLEero narogpu3noJorHyeckuil mnpusHak, ces3aHabli ¢ HCM). B packpeituu Takske
npemsiockeHa ero  (papmaueBTHUECKH TMpUeMJeMas COJb Ui TNPUMEHEHHUs B JICYCHUHU
TUNEPTPOPUIECKON KapAHMOMHUONATHH WM HAPYIICHUS CEPACYHON AESTEIbHOCTH (HAampumep,
HApYLIEHUs] CEPIIEYHON AeATeNbHOCTH, UMEIOINEro MaTo(GU3NONIOrnIeCKU MPU3HAK, CBSI3aHHBIN
¢ HCM). B packpseitin Takke npemioxeH nonmumopd Popmser 1 (6S,7S)-6-¢prop-7-(2-¢prop-5-
metmndennn)-3-(terparunpo-2H-nupan-4-un)-5,6,7,8-rerparunponupuno| 2,3-d [mupumuuH-
2,4(1H,3H)-nuona ansi TMPUMEHEHUS B JIEYEHUH THNEePTPOPUUECKON KapAUOMHUONATUH WU
HApYLIEHUs CEePAEYHON MAesTeIbHOCTH (HAmpUMep, HapyIIEHUs CEepPAEYHON MAeATENbHOCTH,
UMeroImero narogpu3noJorndeckuil mpusHak, ces3aHHbli ¢ HCM). B packpeitum Takke
npeasiokeHa (papmaneBTUdecKkasi KOMITO3UIMsA, conepkamas nonumopd Popmer 1 (6S,7S5)-6-

¢bTop-7-(2-pTop-5S-meTundennn)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
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teTparugporupuno|2,3-djmupumunun-2,4(1H,3H)-ariona, st npuMeHeHHs B JICUEHHUH
TUNEPTPOPUIECKON KapAHMOMHUONATHH WM HAPYIICHUS CEPACYHON AESTEIbHOCTH (HAampumep,
HApYLIEHUs] CePIIEYHON AeATENbHOCTH, UMEIOINEro MaTo(GU3NONIOrnIeCKU MPU3HAK, CBS3aHHBIN
c HCM).

B packpeitun Taxke mnpemnokeHo coenuHeHune Popmynel (I) wnm ero ¢dapmanerudecku
npuemieMast CoJlb, JUIsl IPUMEHEHHs B JIEYeHUN 3a00JIeBaHUsI WM HapyLIEHHs], BBIOPAHHOTO U3
TPYIIBI, COCTOSIIEN M3 TUACTOJUYECKONW CepIeYHOM HEAOCTATOYHOCTH (HAIpUMeEp, CepAeUHOM
HEIOCTATOYHOCTH C COXPaHEHHOW (ppakmueil BbIOpoOca), HWIIEMHUYECKOW OOJie3Hu cepaua,
CTEHOKApANM W PECTPUKTHUBHON KapAMOMHOMATUH. B packpelTUM Takke MpemioskeHa
dapmanieBTHUeCcKass KOMIO3WLMA, coaepxkamass coenuHenne Popmynsr () wmm  ero
bapMarieBTUYECKH TNPUEMJIEMYIO COJb, JJIi TNPUMEHEHHs B JIedeHUH 3a00JIeBaHUs WU
HapYLIeHUs, BBIOPAHHOTO W3 TPYNIbL, COCTOALIEH M3 JUACTOJNUYECKOM CepAedHOMN
HEJIOCTATOYHOCTH (HATmpUMep, CEepAEYHON HEAOCTATOYHOCTH C COXPAaHEHHOW (pakuuei
BBIOpOCA), UIIEMHUYECKON OOJIE3HU Ccep/ilia, CTEHOKAPAUU U PECTPUKTUBHON KapauoMuonatuu. B
packpbITHH Takke npeaoxer nomumopd @opmer 1 (6S,7S)-6-drop-7-(2-pTop-5-meTundenn)-
3-(terparunpo-2H-nupan-4-mn)-5,6,7,8-rerparuaponupuno| 2,3-d jmupumunun-2,4(1H,3H)-
IVOHA JJIsl IPUMEHEHHUs] B JieueHUH 3a00JIeBaHUs WJIM HAPYLICHHs, BBIOPAHHOTO W3 TPYIIIIHL,
COCTOAIIEH W3 JUACTOJIMYECKOW CepAeYHOM HEAOCTATOYHOCTU (HAmpumep, CeplaedyHOi
HEIOCTATOYHOCTH C COXPaHEHHOW (ppakiueil BbIOpOca), HINEMHUYECKOW OOJe3Hu cepaua,
CTCHOKApAWNH ¥ PECTPUKTHUBHOH KapIUOMHOMATHU. B packpbITHM Takke MpeIioKeHa
(apmareBTHYECKast KOMITO3ULMSA, coaepakaiiasi monumopd Dopmsr 1 (6S,7S)-6-drop-7-(2-drop-
S5-merundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-rerparuaponupuno| 2,3-d mupumuauH-
2,4(1H,3H)-nuona, 1isi MPUMEHEHHsI B JIEYCHUHU 3a00JIeBaHUS MJIH HAPYIICHUS, BLIOPAHHOTO U3
TPYIIIbI, COCTOSIIIEN M3 MUACTOJUYECKOU CEpPIEeYHON HENOCTATOYHOCTU (HATPUMEp, CepASUHOM
HEIOCTATOYHOCTH C COXPAaHEHHOW (hpakiueil BbIOpOca), HWIIEMHUYECKOW OOJie3Hu cepnua,
CTEHOKAPANH U PECTPUKTUBHON KapIHOMHUOIIATHH.

B packpeitun Taxke mnpemsokeHo coenuHenne Popmynel (I) wim ero dapmaneTudecku
npuemsieMasl  Colb  JUISI  TIPUMEHEHUsT B JICYeHMH 3a0O0JieBaHHMS WM HAPYIICHUS,
XapakTepu3yIoIerocss rumneprpodueli JeBoro keayaodyka (HampuMep, H3-3a Meperpy3ku
00BEMOM WJIHM JABJICHUEM), TA€ YKa3aHHOe 3a00JIeBaHUE MM HapyIlIeHUe BBIOPAHO M3 TPYIIIHI,
COCTOALLEH U3 XPOHUYECKON MUTPAJIBHON PErypPruTalvy, XPOHUYECKOrO a0PTAJIbHOIO CTEHO3a U
XPOHUYECKOW CHCTEMHOH THIEPTOHHH; T7le€ COCIUHEHHE NPENHA3HAUYCHO Ui NMPUMEHEHUs B
KOMOMHAIIMY C BUIAMH TEPaInii, HANPaBIEHHBIX HA KOPPEKLHUIO WM OOJerdieHne OCHOBHOH
NPUYHMHBI TIEPErpy3KH OOBEMOM WJIM JABJICHHEM, BKJIOYAs IUIACTHUKY/3aMEHY KJalaHa WIN

5pEeKTUBHYIO  AHTUTHIEPTEH3MBHYIO TEpamuio. B packpbITHM TakXke MPEAIoKeHa
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dapmaneBTHUeCKass KOMIIO3WLMA, coaepykamas coenuHenne Popmynsl () wmm  ero
dapmManeBTHYECKH TNPHEMJIEMYIO COJb, JJII TNPUMEHEHHs B JIEYeHHH 3a00JIeBaHUS WU
HApYLIEHUs, XapaKTepPHU3YIOLerocs rumneprpoduell JeBoro >xemyaodka (Hampumep, H3-3a
neperpys3ku 00beMOM HIIH JABJICHUEM), TTIe YKa3aHHOE 3a00JIeBaHIE HITH HAPYIIEHHE BBIOPAHO M3
IPYIIIBL, COCTOSIIEH U3 XPOHUYECKOH MUTPAJIBHON PErypruTaluy, XpOHUYECKOrO aopTajJIbHOrO
CTEHO3a M XPOHUYECKOM CHCTEMHOH TUNEPTOHMH, TINl€ COEANHEHHE NPEAHA3HAYEHO IS
NPUMEHEHUs] B KOMOWHAIIMY C BUIAMU TEPAIHii, HAIPaBIEHHBIX HA KOPPEKIHMIO UM 00JIerdeHne
OCHOBHOI NPUYMHBI NTEPErPy3KN 0OBEMOM WM AABJICHUEM, BKIIFOYAs IJIACTUKY/3aMEHy KJlaraHa
i 5pPEeKTUBHYI0 aHTUTUNIEPTEH3UBHYIO TEPANHIO. B pacKprITHH TakKe NMPeIoskeH MoauMopg
®opmbr 1 (68S,7S)-6-pTop-7-(2-pTop-5-meTundenun)-3-(rerparunpo-2H-nupan-4-un)-5,6,7,8-
terparuaporupuno[2,3-djmupumunun-2,4(1H,3H)-nmona 11 npuMeHeHUss B JICUEHHUH
3a005€BaHMsI WM HApPYLIEHMs, XapaKTePU3YIOLIErocs runeprpoduell JeBOro >Kenynouka
(HanpuMep, HW3-3a TMEPEerpy3KH OOBEMOM MIIM AABJICHHEM), TIe yKa3aHHOe 3a00JeBaHHe HIIH
HapylleHHe BBIOPAHO M3 TPYIIBI, COCTOSIIEH M3 XPOHUYECKOW MHTpPAJIbHOW perypruTauuy,
XPOHUYECKOIO a0pTaJbHOTO CTEHO3a U XPOHMUYECKONW CHUCTEMHOMN TMIIEPTOHUY, I7le COeNUHEHHUE
NpenHasHaYeHO JJIsI NMPUMEHEeHHS B KOMOMHAIMM C BUJAMH TEPAIHil, HANpaBJIEHHBIX Ha
KOPPeKLMI0O WM OOJerdeHne OCHOBHOH NPUYMHBI MEPerpy3Kd OOBEeMOM WM JaBIICHHUEM,
BKJIIOYAs IJIACTHKY/3aMeHy KiamaHa Wik 3((GeKTUBHYI0 aHTHTHIIEPTEH3HBHYIO Tepamioo. B
PAaCKpBITUM TaKXe MpeayiokeHa (apMareBTHYeckasi KOMIIO3ULUS, COAeprKalias MmoauMopd
@®opmbr 1 (68S,7S)-6-pTop-7-(2-pTop-S-metundennn)-3-(terparunpo-2H-nupan-4-un)-5,6,7,8-
tetparugponupuno|2,3-djmupumunun-2,4(1H,3H)-nvona, fanst  npuMeHeHHs B JICUEHHUH
3a00NeBaHMsI WM HApPYLIEHHs, XapaKTePU3YIOIIErocsi TunepTpodueli JIeBOro KelIynoukKa
(HampuMep, H3-3a Meperpy3kd OoOBbEMOM WM JIaBJICHHEM), TA€ YKa3aHHOE 3a00JieBaHHE WU
HapyLIEHWe BBIOPAHO W3 TPYMIIbI, COCTOSALIEH M3 XPOHHMYECKOW MHUTPAJIbHOW PErypruTaluy,
XPOHMYECKOTO a0pTaJbHOTO CTEHO3a U XPOHMYECKOW CHCTEMHON TMIIEPTOHUU, I7ie COSIHHEHUE
NpeAHAa3HAYeHO Ui TMPUMEHEHWs] B KOMOMHAIIMM C BHIAMH Tepanuii, HANpaBJICHHbIX Ha
KOPPEKIMIO HJIM OOJIErdeHHe OCHOBHOW IPHYMHBI MEPErpy3KH OOBEMOM HIIM JIaBJICHHUEM,
BKJIFOYAsl TUIACTHKY/3aMeHy KJlanaHa win 3(p(eKTUBHYIO aHTUTUIIEPTEH3UBHYIO TEPAITHIO.

B packpeitun Taxke mnpemnokeHo coenuHenne Popmyner (I) wim ero ¢dapmanerudecku
npueMIIeMast CoJb JJIsl IPUMEHEHHUS B JIeUeHUH rurepTpodudeckoit kapauomuonarun (HCM) wm
HAPYLIEHUs CEePAEYHON MAesITeIbHOCTH (HAmpuMep, HapyIIEHUs CEepAEYHOH MAeATENbHOCTH,
uMmeroniero natousnonorudeckuii npusHak, cBs3aHHbl ¢ HCM), rme coenuHeHue
NpeAHa3HAYeHO AUl IPUMEHeHHUs B KoMOuHauuu ¢ (1) BUzaMu Tepamnuii, KOTOpbIE 3aMEeIISTIOT
NPOTPECCUPOBAHNE CEPACYHOM HENOCTATOYHOCTH IyT€M IOJABJIEHUs] HEWPOrOpMOHAIBHON

CTUMYJSIIMM CepALla M TBITAIOTCS TMPEAOTBPATHTh PEMOISIHPOBaHUE cepamna (Hampumep,
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uaruduropel ACE, Gnokarops! perientopos anrnorensnHa (ARB), B-OmokaTopbl, aHTaroHUCTHI
ATbOCTEPOHOBBIX PELENTOPOB HIJIM MHTHOUTOPBI HEWTPabHON 3HIONENnTHAas3bl); (2) BumaMu
TEpanuii, KOTOpble VJIYYIIAIOT CEepAeYHY0 (YHKIMIO TyTEM CTHUMYJSILUU CepAeYHOU
COKpPaTHUMOCTH (HAmpuMep, NOJOXKHUTEIbHbIE HHOTPOIHBbIE AareHThl, TaKHe KaK aroHUCT [3-
apeHOPELEeNTOPOB A00YyTaMUH WM HMHrHOMTOp (ocdommscrepassl MWIPHHOH);, w/uma (3)
BUJIAMHU TEPaNuii, KOTOPbIE CHIKAIOT MPEAHArPY3Ky cepAauna (Hanmpumep, TUYPETUKU, TaKue Kak
dypocemun) WM MOCTHArpy3Ky (Ba3oOWiIaTaTOpbl JEOOOro KJjlacca, BKJFOYAsi, HO He
OrpaHUYMBAsCh WMH, OJIOKATOpPHl KaJbLMEBBIX KaHAJIOB, HHrUOMTOPHI (ochonuscrepassl,
AHTArOHUCTHI PELIENTOPOB HHAOTENNHA, HTHTHOUTOPBI PEHUHA WIM MOAYJIATOPbI MUO3UHA TIAJIKIX
MbIL). B packpeitum Taxke mnpemiokeHa QpapMareBTHUYecKas KOMITO3ULMA, COAeprKalast
coequHenne Popmyisl (I) wim ero gpapmaneBTUYECKU MPUEMIIEMYIO COJIb, JIJISi TPUMEHEHUS B
nedyenun runeprpoduueckoi  kapauomumonatnu (HCM) wnum  HapyumeHuss cepAedHOMN
AeATeNbHOCTH  (Harmpumep, HapyLUIeHUs  CEepAeYHOW  JIeATEeNbHOCTH, MMEIOLIEro
naTo(hU3NONOrNYeCKUi npusHak, cesi3anHbli ¢ HCM), rae coennHeHHe NpenHa3HAYEeHO s
npuMeHeHuss B komMOuHaimu ¢ (1) BUOaMu Tepamnuii, KOTOpbIE 3aMEUIIOT MPOTrPeCCHPOBAHIE
CepAE€YHON HEAOCTATOUYHOCTHU IyTEM IOJABJIEHUs HEHPOrOpMOHAJIBHONW CTUMYJIILIMU cepiLa U
IBITAIOTCSI IPEAOTBPATUTH PeMOAeIrpoBaHue cepana (Hanpumep, uHruouropsl ACE, 61okaTopsr
peuentopoB anruoteHsuHa (ARB), B-OmokaTopbl, aHTArOHUCTBI ANTBJOCTEPOHOBBIX PELIENITOPOB
WIN UHTUOUTOpPBI HEWTpaJbHON 3>HIOMENnTHAAa3bl); (2) BHOAMH Tepamuii, KOTOPbIE YJIyYIIArT
cepAeyHyr0  (QYHKIHIO TyTeM CTUMYJSILUHA  CepAEYHOM COKPAaTUMOCTH (Hampumep,
TNIOJIOKHUTEJIbHbIE HHOTPOIHBIE AT€HTHI, TAKHE KaK arOHUCT [3-aIpeHOpeLenTOpOB 100y TAMUH HITH
uHruouTop ochoauscrepaspl MIIPHHOH), W/win (3) BHUIAMHU Tepanuil, KOTOPbIE CHUKAIOT
NpeAHArpy3Ky cepana (Hampumep, OUYPETUKH, TaKue Kak (ypOCeMHI) WIH TOCTHArPY3Ky
(BazommyaTaTophI JTFOOOTO KI1acca, BKIIKOYAst, HO HE OTPAaHHUYHBAsICh UMH, OJIOKATOPBI KaJIbIIUEBbIX
KaHaJIOB, HHTUOUTOPBI (PochoansCcTepasbl, AHTATOHUCTHI PELIENITOPOB SHAOTEIMHA, HHTHOUTOPBI
PEHUHA W MOIYJIITOPBl MHO3WHA TJIaKUX MBILIIT).

B packpeituum  Takke mpemiokeH mnomumopd Dopmer 1 (6S,7S)-6-dprop-7-(2-drop-5-
metuiadennn)-3-(rerparunpo-2H-mupan-4-mn)-5,6,7,8-rerparugponupuno| 2,3-d jnupumuaus-
2,4(1H,3H)-nuona nnsi MpUMEHEHUs B JiedeHUH runeptpoduueckoin kapauomuonatun (HCM)
WIN HapyIIEHUs] CEePACUHON NEATeNbHOCTH (HampuMep, HAPYLICHUS CEPIEeYHON AESTEIbHOCTH,
uMmeroero natodusnonorudeckuii npusHak, cBszaHHbi ¢ HCM), rme coenuHeHue
NpefAHa3HAYeHO AUl NPUMEHEHHUs B KOMOWHAIMM C BHIOAMH TEpPAIuii, KOTOPbIE 3aMEIJISIOT
NPOTPECCUPOBAHNE CEPACYHOM HENOCTATOYHOCTH IyT€M MOJABJIEHUS] HEWPOrOpMOHAIBHON
CTUMYJISILMM CepALla M TMBITAIOTCS TMPENOTBPATHTb PEMONEIMPOBAaHUE cepaua (Hampumep,

uaruduropel ACE, Gnokarops! perientopos anruorensnHa (ARB), B-OmokaTopbl, aHTaroHUCTHI
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ATbOCTEPOHOBBIX  PELENITOPOB HMJIM HMHIHOUTOPBI HEHUTPAJIbHON SHAONENTHAA3bl), BUAAMHU
TEpanuii, KOTOpble VJIYYIIAIOT CEepAeYHY0 (YHKUMIO TyTEM CTHUMYJSILUU CepAeYHOU
COKpPaTHUMOCTH (HAmpuMep, NOJOXKHUTEIbHbIE HHOTPOIHBbIE AareHThl, TaKHe KaK aroHUCT [3-
aIpeHOPEeLEenTOPOB JOOYTAMUH WM UHTHOUTOp (ocoamscrepasbl MUIPHUHOH), W/HIIH BUAAMHU
Tepanuii, KOTOpble CHWXAIOT TPENHArpy3Ky cepaua (Hampumep, AWYPETUKH, TaKue Kak
dypocemun) wuIM MOCTHArPy3Ky (Ba30oOWIaTaTOpbl JEOOOro KJjlacca, BKJKOYAsi, HO HeE
OrpaHUYMBASCh WMH, OJIOKaTOpPHl KaJbLMEBBIX KaHAJIOB, WHIUOMTOPBI (ochonuscrepassl,
AHTArOHUCTHI PELIENTOPOB HHAOTEINHA, MHTHOUTOPBI PEHUHA WIIM MOAYJIATOPbI MHO3UHA TIAIKUX
MbIL). B packpeitum Taxke mnpemiokeHa QapManeBTUYecKas KOMITO3ULMA, COAeprKalast
nomumopd Popmer 1 (6S,7S)-6-pTop-7-(2-¢pTop-5-merundennn)-3-(rerparuapo-2H-nupan-4-
wn)-5,6,7,8-rerparunporupuno|2,3-dmupumunnn-2,4(1H,3H)-nnona, s npuMeHeHuss B
nedyenun runeprpoduueckoi  kapauomumonatnu (HCM) wnum  HapyumeHuss cepAedHOMN
AeATeNbHOCTH  (Harmpumep, HapyLUIeHUs  CEepAEYHOW  JIeATEeNIbHOCTH, MMEIOLIEro
naroU3NOJOrHYeCKuil npusHak, ceszaHHbii ¢ HCM), roe coequHeHue NpenHa3HAuEHO MAJist
NPUMEHEHHsT B KOMOWHALMM C BUJAMH Teparnui, KOTOpbIe 3aMeUIIOT INPOTrpecCHpPOBAHHE
CepAE€YHON HEAOCTATOUYHOCTH IyTEM IOJABJIEHUs HEHPOrOpMOHAJIBHONW CTUMYJIILIMU Ccepiua u
NBITAIOTCS TPEAOTBPATUTh peMoenupoBanue cepaua (Hanpumep, nHruoutopsl ACE, Gnokatopsl
peuentopoB anruoteHsuHa (ARB), B-OmokaTopbl, aHTArOHUCTBI ANTBJOCTEPOHOBBIX PELIENITOPOB
WIN WHTUOUTOPBI HEUTPaNbHOW SHAOMENTHIA3bl), BHIAMH TEPaNud, KOTOPBIC YJIyYIIAIOT
cepAeyHyr0  (QYHKIHIO TyTeM CTUMYJSILUHA  CepAEYHOM COKPAaTUMOCTH (Hampumep,
TNIOJIOKHUTEJIbHbIE HHOTPOIHBIE AT€HTHI, TAKHE KaK arOHUCT [3-aIpeHOpeLenTOpOB 100y TAMUH HITH
uHruouTop (Qocdomuscrepasbl MUIPUHOH), W/WIM BUJAMH TEpanuid, KOTOPbIE CHIDKAIOT
NpeAHArpy3Ky cepana (Hampumep, OUYPETUKH, TaKue Kak (ypOCeMHI) WIH TOCTHArPY3Ky
(BazommyaTaTophI JTFOOOTO KI1acca, BKIIKOYAst, HO HE OTPAaHHUYHBAsICh UMH, OJIOKATOPBI KaJIbIIUEBbIX
KaHaJIOB, HHTUOUTOPBI (PochoansCcTepasbl, AHTATOHUCTHI PELIENITOPOB SHAOTEIMHA, HHTHOUTOPBI
PEHUHA W MOIYJIITOPBl MHO3WHA TJIaKUX MBILIIT).

B packpeiTum Takke mpemsiokeHO mnpuMeHeHue coenuHeHus Popmyner (I) wam  ero
(apMarieBTHYECKH TPUEMIIEMON COJHM ISl HM3TOTOBJICHUS JIEKAPCTBEHHOrO cpenctea. B
PACKPBITHH TaKXKe MPENJIOKEHO NMpUMEHeHHe (PapMaleBTUYECKON KOMITO3ULMH, COAEpIKaliei
coennnenue Popmyibl (1) mmm ero papmManeBTUYECKH TMPUEMIIEMYIO COJIb, JJISI U3TOTOBJICHUS
JIEKapCTBEHHOTO CPeACTBA. B packphITHH Takke MPeayioKeHO NMpUMeHeHHe nomuMopda Popmel
1 (6S,7S)-6-prop-7-(2-pTop-S-meTundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
terparuaponupuno|2,3-dmupumunun-2,4(1H,3H)-quona 1uisi U3roTOBNIEHUST JIEKAPCTBEHHOTO
cpeactBa. B packpbITuu Takke MPENJIOKEHO MpHMEHEHHe (PapMaleBTHYECKONW KOMITO3ULIHH,

copepskamieit monmumopd Popmer 1 (6S,75)-6-dprop-7-(2-prop-S-meTundenun)-3-(Terparuapo-
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2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-d |mupumunun-2,4(1H,3H)-nmoHa, ISt
W3TOTOBJIEHUs] JIEKAPCTBEHHOI'O CPEJICTBA.

B packpeiTum Takke mpemsiokeHO mnpuMeHeHue coenuHeHns Popmyner (I) wmam  ero
bapmMareBTHIECKH TPUEMIIEMOH COJIH AJISl I3TOTOBJICHUS JIEKAPCTBEHHOT'O CPECTBA AJIS JIEUEHUS
TUNepTPOPUIECKON KapAHOMHUONATHH WM HAPYIICHUS CEPACYHON AESTEIbHOCTH (Hampumep,
HapYLIEHUs] CEPIIEYHON AeATENbHOCTH, UMEIOINEro MaTo(QU3NONIOrnIeCKU MPU3HAK, CBS3aHHBIN
¢ HCM). B packpeiTuu Takxke NPeIIOKEHO NpUMeHeHHe (papMaleBTUYECKOW KOMITO3ULINH,
conepxkammeit coequaenre Popmynbl (I) umu ero (apmaneBTHUECKH TPUEMIIEMYIO COJb, IJIS
U3TOTOBJIEHUS JIEKAPCTBEHHOTO CPEACTBA JIsI JIEYEHUS THIepTPOPUIECKOI KapIHOMUOIIATHH UITH
HApYLIEHUs] CEepAEYHOM MAesITeNbHOCTH (HAmpuMep, HapyIIEHUs CEepAEYHOH MAeATENbHOCTH,
uMerouero narodusuosoruyeckuil npusHak, cessaHHbiii ¢ HCM). B packpeitum Taxoke
npeasioskeHo npumeHeHue nonumopda Popmer 1 (6S,7S)-6-¢pTop-7-(2-prop-5-meTundennn)-3-
(Terparunpo-2H-nupan-4-un)-5,6,7,8-rerparuaponupuno| 2,3-dmupumunun-2,4(1H,3H)-nuona
IJIS1 U3TOTOBJICHHS JIEKAPCTBEHHOT'O CPEICTBA [JIs1 JISUEHHsI TUIePTPOPUUECKON KapIHOMHONIATUH
WIN HapylIEHUsl CepAEeYHON NeATeNbHOCTH (HalpuMep, HapyLIeHUs CEepAEYHON AesTeIbHOCTH,
uMeromero narogu3nojoruyeckuii mpusHak, ceszaHHbii ¢ HCM). B packpeituu Takske
NPEIOKEHO MPUMEHeHHe (papMaLeBTHYeCKOi KOMIO3UINH, conepskaeii noaumopd Popmer 1
(6S,7S)-6-prop-7-(2-prop-5-merundenun)-3-(rerparuapo-2H-nupan-4-un)-5,6,7,8-
terparuaponupuno|2,3-d|mupumunus-2,4(1H,3H)-quona, misi M3roTOBJIEHUS JIEKAPCTBEHHOTO
CpeAcTBa Ui JIEUEHHUs] THNEepPTPOPUYECKON KapIAMOMHMONATHU WJIM HApPyIIEHHs CepaeYHON
JesITeIbHOCTH (Hammpumep, HapyIIeHUs  CEepPAEYHOM  NeATeNbHOCTH, HUMEIOLIEro
natoM3NOJOTHYECKU TpU3HAK, cBs3aHHbli ¢ HCM).

B packpeiTum Takke mpemsiokeHO mnpuMeHeHue coenuHenus DPopmyner (I) wim  ero
(bapMarieBTHYECKH MPUEMJIIEMOH COJIH AJISl H3TOTOBJICHUS JIEKAPCTBEHHOT'O CPEICTBA 1JIS JIEUEHUS
3a00NieBaHMsl WJIM HAPYLICHUs, BBIOPAHHOTO W3 TPYIIIBL, COCTOSIIEH M3 IHACTOJHYECKOM
CepACYHOH HENOCTaTOYHOCTH (HAmNpUMep, CEepACYHOH HENOCTATOYHOCTH C COXPAaHEHHOH
¢bpakuueli BbIOpOCa), HIIEMHUYECKOW OONE3HHM cepaua, CTEHOKApOUH U PECTPUKTHUBHON
KapIUOMHUONATHH. B packpeITUM Takke MPEIIOKEHO TNpPUMEHEHUe (papMareBTHIeCKON
KOMITO3ULINH, conepskameii coenraenne @opmyisl (1) wm ero ¢papManeBTHUECKH TPHEMIIEMYHO
COJIb, JUTSl I3TOTOBJICHUS JIEKAPCTBEHHOTO CPEICTBA IS JICUeHUs 3a00JIeBaHUS UJIH HAPYIICHUS,
BBIOPAHHOTO W3 TPYIIIbL, COCTOSIIEH W3 IHACTOJNMYECKOW CEpAEYHON HEeIOCTaTOUYHOCTH
(Hampumep, CepleYHON HEeIOCTATOYHOCTH C COXPAaHEHHOH (pakiuei BbIOpOCa), UIIEeMHYECKOM
Oone3HM cepAla, CTEHOKapIuW M PECTPUKTHBHON KapAUOMHONATHH. B pacKpeITUH Takke
npeanokeHo npumeHenne nonmumopda @opwmer 1 (6S,7S)-6-¢pTop-7-(2-¢prop-5-mernndennn)-3-

(terparunpo-2H-mupan-4-un)-5,6,7,8-rerparuaponupuno| 2,3-djmupumuann-2,4(1H,3H)-arona
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IUIl M3TOTOBJICHUS JIEKAPCTBEHHOT'O CPENCTBA IUIA JIeYeHUs 3a00JeBaHUS WIM HAapYLICHHS,
BBIOPAHHOIO W3 TPYIIBL, COCTOSIIEH W3 IHACTOJNMYECKOW CEepAEYHON HEeIOCTaTOUYHOCTH
(Hampumep, CepIeYHON HEeIOCTATOYHOCTH C COXPAaHEHHOH (pakiuei BbIOpOCa), UIIEMHYECKOM
Oone3HM cepAla, CTEHOKapOuM M PECTPUKTHBHON KapAUOMHONATHH. B packpeITUH Takke
NPEIOKEHO MPUMEHEHNe (papManeBTHIeCKOi KOMITO3UINH, conepskaeii noaumopd Popmer 1
(6S,75)-6-¢prop-7-(2-prop-S-metundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
terparuaponupuno|2,3-d|mupumunun-2,4(1H,3H)-quona, mis M3roTOBJICHUS JIEKAPCTBEHHOTO
cpeacTBa 1uisl JeueHus 3a00JIeBaHus WINM HapyIIEHUs], BHIOPAHHOTO M3 IPYIIIbL, COCTOSIIIEH U3
IMACTOJIMYECKON CepAeYHON HEAOCTaTOYHOCTH (HAIpUMeEp, CepAEYHONW HEeNOCTATOYHOCTH C
COXPaHEHHOW (pakuueil BBIOpOCA), HIIEMUYECKONW OOJIe3HM CepAla, CTEeHOKapAuu U
PECTPUKTUBHOM KapANOMUOIIATHH.

B packpeiTum Takke mNpensiokeHo mnpumeHeHue coenuHeHus Popmynsl (I) wam  ero
(bapMareBTUYECKH TPUEMIIEMOH COJIM AJIsl U3TOTOBJICHUS JIEKAPCTBEHHOT'O CPEJICTBA IS JIEUEHUS
runepTpoduu JEBOro Keayaodka (HarmpuMep, 13-3a neperpy3ku 00beMOM WK JaBJICHUEM), TIe
yKa3aHHOe 3a00JieBaHHe WJIM HapyLIeHHEe BBIOPAHO W3 TPYIMIbL, COCTOSIIEH W3 XPOHHUYECKOH
MHUTPAJIBHONW PErypruTaliy, XpOHHYECKOr0 aOpPTaJIbHOIO CTEHO3a U XPOHUYECKON CHCTEMHOMN
TUNIEPTOHNH, B KOMOMHALIMY C BUJJAMH TEPAIUii, HANPABJICHHBIX HA KOPPEKIHIO WK O0Jier4yeHue
OCHOBHOM MPUYUHBI IEPErPY3KH OOBEMOM WM JAaBJICHHEM, BKIIFOYAs IJIACTUKY/3aMEeHy KJlarmaHa
win  3QPEeKTUBHYI0 AHTHTUIEPTEH3UBHYIO Tepamuio. B packphITHM TakkKe NPENsIOKEHO
NpUMEHEeHHEe ero (papMaleBTHYECKH MPUEMJIEMON COJIM JJIi W3TOTOBJICHHS JIEKAPCTBEHHOT'O
CpeACTBa ISl JISUSHHsI TUIepTPO(UH JIEBOTO KeTyA0UKa (Hampumep, u3-3a neperpy3ku 00beMom
WIN AaBJIEHUEM), T/Ie yKa3aHHOe 3a00JIeBaHNe W HaPYLIEHUEe BEIOPAHO M3 TPYIIIBI, COCTOSIIEH
U3 XPOHMYECKOW MHTPAJbHONH pPErypruTalyy, XPOHMYECKOrO aopTaJbHOTO CTEHO3a U
XPOHUYECKOW CHCTEMHOH TMIIEPTOHHM; B KOMOHMHAIIMU C BHIAMH TEpPAIHil, HAIIPABJICHHBIX HA
KOPPEKIMIO HJIM OOJIerdeHHe OCHOBHOW IPHYUHBI NEPErpy3kKd OOBEMOM WIIM JIaBJICHHUEM,
BKJIFOYAsl IJIACTUKY/3aMEHy KianaHa Wid 3(QPEeKTUBHYI AaHTHTHUIEPTEH3UBHYIO Tepanmuio. B
PACKPBITUH TaKXKe MPEJIokeHO nmpuMeneHne noaumopda @opmel 1 (6S,7S)-6-prop-7-(2-rop-
S5-merundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-rerparunponupuno| 2,3 -d mupumuamuH-
2,4(1H,3H)-nuoHa sl M3TOTOBJICHHUS JIEKAPCTBEHHOTO CPEACTBA JAJISL JICUEHHUs] rUneprpoduu
JIEBOTO KEeNyA0YKa (HampuMmep, u3-3a Mmeperpy3ku oObeMOM WM JaBJIEHUEM), TJie YKa3aHHOe
3a0o0sieBaHNE MM HApyLICHHE BBIOPAHO M3 TPYIIIBI, COCTOSIIEH M3 XPOHUYECKOH MHUTPAJIBHOM
perypruTanuy, XpOHUIECKOrO a0PTABHOIO CTEHO3a M XPOHUYECKOH CHCTEMHON THIIEPTOHHUM, B
KOMOMHAIIMY C BUIAMH TEPaInii, HANPaBIEHHBIX HA KOPPEKLHUIO WM OOJerdieHne OCHOBHOH
NPUYHMHBI TIEPErpy3KH OOBEMOM WJIM JABJICHHEM, BKJIOYAs IUIACTHUKY/3aMEHY KJalaHa WIN

3¢ EKTUBHYIO aHTUTHIIEPTEH3UBHYIO TEPANHi0. B pacKphITHH Takke MPEAIoKEHO MPUMEHEHNE
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bapmaneBTHUECKON KOMITO3UINY, coneprkaeii noanmopd Popwmer 1 (6S,7S)-6-¢prop-7-(2-drop-
5-merundennn)-3-(rerparunpo-2H-nmupan-4-mun)-5,6,7,8-rerparugpormpuno| 2,3-d jnupumunus-
2,4(1H,3H)-nuonHa, 1y U3rOTOBJIEHUS JIEKAPCTBEHHOTO CPENCTBA IS JICYEHUs TUrneprpodun
JIEBOTO JKEeNyAOoYKa (HampuMmep, u3-3a meperpy3ku oObeMOM WM JaBJICHHEM), TZie YKa3aHHOe
3a0o0sieBaHNE MM HAapyLIeHHE BBIOPAHO W3 TPYIIIBI, COCTOSIIEH M3 XPOHUYECKOH MHUTPAJIBHOM
perypruTanuy, XpOHUIECKOrO a0PTAJIbHOIO CTEHO3a M XPOHUYECKOH CHCTEMHON TMIEPTOHHUH, B
KOMOMHAIIMK C BUIAMM TEpaIuii, HANpaBIEHHBIX HA KOPPEKLHUIO WM OOJerdeHne OCHOBHOMN
NPUYMHBI TIEPErpy3ku OOBEMOM WJIM [ABJIEHHEM, BKJIOYAs IUIACTHUKY/3aMEHy KJamaHa WIN
3¢ EKTUBHYIO aHTUTUIIEPTEH3UBHYIO TEPAITHIO.

B packpeiTum Takke mpemsiokeHo mnpumeHeHue coenuHeHus Popmynel (I) wam  ero
(bapMareBTUIECKH IPUEMIIEMOH COJIH AJIsl H3TOTOBJICHUS JIEKAPCTBEHHOT'O CPECTBA AJIS JIEUEHUS
runeprpodpudeckoit kapauomuonatun (HCM) wunu HapylieHus cepaedHOM AesTeNbHOCTH
(HanpuMep, HApPYLICHUs CePASYHON AeATETbHOCTH, HMEIOINEro NaTOPU3HONIOTHUECKHH MPU3HAK,
csizaHHbIli ¢ HCM) B KOMOMHALIMK C BUJAMH TEPAIUii, KOTOPbIE 3aMEJISIFOT MPOTPEeCCHPOBAHNE
CepAE€YHON HEAOCTATOUYHOCTHU IyTEM IOJABJIEHUs HEHPOrOpMOHAJIBHONW CTUMYJIALIMU CcepiLa U
IBITAIOTCSI IPEAOTBPATUTH peMOAeIrpoBanue cepana (Hanpumep, nHruouropsl ACE, 61okaTopsI
peuenTopoB anruoreHsuHa (ARB), B-010kaTopbl, aHTATOHUCTBI ATBIOCTEPOHOBBIX PELIENTOPOB
WIN MHTUOUTOPBI HENTPaJbHOM SHIONENTHAA3bl), BUAAMU TEPAIUi, KOTOpBIE YIYYINAIOT
cepAeyHyr0  (QYHKIHIO TyTeM CTUMYJSIIUHA  CepACYHOM COKPAaTUMOCTH (Hampumep,
TMIOJIOXKHUTEIbHbIE HHOTPOIHBIE AT€HTBI, TAKHE KaK arOHUCT [3-aApeHOpeLenTOpOB 100y TAMUH HITH
uHruouTop (Qocdomuscrepasbl MUIPUHOH), W/WIM BUJAMH TEpanuid, KOTOPbIE CHIDKAIOT
NpeAHarpy3Ky cepana (Hampumep, OUYPETUKH, TaKue Kak (PypOCeMHI) WM TMOCTHArPy3Ky
(BazogmyaTaToOphbl JTIOOOTO KIacca, BKJIKOYAst, HO HE OTPAaHHUYHBAsICh UMH, OJIOKATOPBI KaJIbILIUEBbIX
KaHaJIOB, HHTUOUTOPBI (pochoanscTepasbl, AHTATOHUCTHI PELIEITOPOB SHAOTEIMHA, HHTHOUTOPbI
pEeHHHA WJIM MOAYJSATOPbl MHO3MHA TJIAJKUX MBbIII). B packpbITHH TakXke MPEasIOKEeHO
npuMeHeHne papMaleBTHUECKOH KOMIIO3HLNY, conepskameii coenuaenue @opmyier (I) mmm ero
(apMareBTHYECKH TMPHEMJIEMYIO COJIb, JUIsI W3TOTOBJIEHHs JIGKAPCTBEHHOTO CpPEACTBA IS
nedeHuss runeprpodpudeckort  kapauommonatun  (HCM) wmm  HapymeHHs CepAaedyHOU
AeATeNbHOCTH  (Hampumep, HApyLUIeHUsT  CEepACYHOW  JIeATENIbHOCTH, HUMEIOIIEro
narou3noJornyeckuil npusHak, ceszaHHbli ¢ HCM) B koMOMHAImM C BUAAMH TEpamHi,
KOTOpbIE 3aMEIJIIIOT TNPOTPECCHPOBAHHME CEPACYHOH HENOCTATOYHOCTH MYyTEM TMOIAaBJICHUS
HEHPOTrOPMOHAJIBHOW CTUMYJSIIMHM CEPJALA W TBITAOTCS MPEJOTBPATHTh PEMOACITHPOBAHNE
cepaua (Hampumep, uHruouropsl ACE, Onokaropsl peuentopoB aHruoreHsuHa (ARB), B-
OJIOKaTOPbI, AHTATOHUCTBI AJIBAOCTEPOHOBBIX PELENTOPOB WM HHIHOUTOPBl HEUTPAIbHON

SH/IOMENTHAA3bI), BUAAMU TEPaNUd, KOTOpPblE VIYYIIAIOT CEepACUHYI (QYHKIHIO MyTeM
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CTHMYJISILIUH CEPACYHON COKPATUMOCTH (HAIPUMep, MOJIOKHUTEIbHbIE HHOTPOITHBIE AT€HTHI, TAKHE
KaK aroHUCT B-agpeHopenentopoB NOOyTaMHH WM MHIHOUTOpP (ocdoauscrepazbl MUIPHHOH),
W/ WM BUZAMH TE€PAIHiA, KOTOPBIE CHIKAIOT MPEIHATPY3KY cepALa (Hanpumep, TUyPETUKH, TAKHEe
Kak (ypoceMHn) WIM TOCTHArpy3Ky (Ba3ouyIaTaTopbl JIOOOro Kjacca, BKIIOYAs, HO HeE
OrpaHUYMBASICh WMH, OJIOKATOpPHl KaJbLMEBBIX KaHAJIOB, HHrUOMTOPHI (ochonuscrepassl,
AHTArOHUCTHI PELIENTOPOB HHAOTEINHA, HHTHOUTOPBI PEHUHA WIIM MOAYJIATOPbI MHO3UHA TIAIKHX
MBILIILT).

B packpsITin Takke npeanoxkeHo npuMeHeHue nonumopda @opmer 1 (6S,7S)-6-prop-7-(2-prop-
S-merundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-rerparunponupuno| 2,3 -d mupumuaun-
2,4(1H,3H)-nrona  nyisi  W3TOTOBJICHHSI  JIEKAPCTBEHHOIO  CpPENCTBAa I JICUEHUs
runeprpodpudeckoit kapauomuonatun (HCM) wunm HapylieHus cepaedyHOM AesTeNbHOCTH
(HarpuMep, HapYLIEHHsI CePIIeUYHON NeATeNbHOCTH, UMEIOLIEero NaToQU3NOIOrHUeCKUil IPU3HaK,
csizaHHbIli ¢ HCM) B KOMOMHALIMK C BUAMH TE€PAIUii, KOTOPbIE 3aMEJISIFOT MPOTrPEeCCHPOBAHNE
CepAE€YHON HEAOCTATOYHOCTH IyTEM IOJABJIEHUs HEHPOrOpMOHAJIBHONW CTUMYJIALIMU Ccepiua U
IBITAIOTCSI IPEAOTBPATUTh peMOAeIrpoBaHue cepana (Hanpumep, uHruouropsl ACE, 610kaTopsr
peuentopoB anruorensnHa (ARB), B-O10kaTopbl, aHTAarOHUCTBI ATBAOCTEPOHOBBIX PELIENTOPOB
WIN MHTUOUTOPBI HENTPaJbHOM SHIONENTHAA3bl), BUAAMU TEPAIUil, KOTOPBIE YIYYINAIOT
cepieuHyr0  (YHKLMIO IyTeM CTUMYJSILUM ~ CEpPAEYHOM  COKpPAaTUMOCTH  (Hampumep,
TIOJIOKHUTEJIbHbIE HHOTPOIHBIE AT€HTDI, TAKHE KaK arOHUCT [3-aApeHOpeenTopoB 100y TAMUH HITH
uHruouTop (Qocomuscrepasbl MUIPUHOH), W/WIM BUJAMH TEPaNud, KOTOPbIE CHIDKAIOT
NpeaHarpy3Ky cepaua (Hampumep, OUYPETUKH, TaKue Kak (PypOCEeMHI) WJIH TMOCTHArPy3Ky
(BazogmyaTaTophbl JTIOOOTO KIacca, BKJIKOYAst, HO He OTPAaHHUYHBAsICh UMH, OJIOKATOPBI KaJIbIIUEBbIX
KaHAJIOB, HHTUOUTOPBI (PochoansCTepasbl, AHTATOHUCTHI PELIEITOPOB SHAOTEIMHA, HHTHOUTOPbI
peHHHA WJIM MOAYJSTOPbl MHO3MHA TJIAJKHUX MBbIII). B packpbITUH Takke MpPEaIOKEeHO
npuMeHeHne (papManeBTUYeCKOl KOMITO3ULIMH, conepskamed nomumopd Popmer 1 (6S,7S)-6-
¢bTop-7-(2-pTop-S-meTundennn)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
terparuaponupuno|2,3-d|mupumunun-2,4(1H,3H)-quona, 1isi M3rOTOBJIEHUS JIEKAPCTBEHHOTO
cpeacTsa 1uis ieueHus runeprpoduyeckoit kapaunomuonaruu (HCM) wmu HapymeHust cepaedHon
AeATeNbHOCTH  (Hampumep, HApyLUIeHUsT  CEepACYHOW  JIeATENIbHOCTH, HUMEIOIIEro
narou3noJornyeckuil npusHak, ceszaHHbli ¢ HCM) B koMOMHAImM C BUAAMH TEpamHi,
KOTOpbIE 3aMEIJIIIOT TNPOTPECCHPOBAHHME CEPACYHOH HENOCTATOYHOCTH MYyTEM TMOIAaBJICHUS
HEHPOTrOPMOHAJIBHOW CTUMYJSIIMHM CEPJALA W TBITAOTCS MPEJOTBPATHTh PEMOACITHPOBAHNE
cepaua (Hampumep, uHruouropsl ACE, Onokaropsl peuentopoB aHruoreHsuHa (ARB), B-
OJIOKaTOPbI, AHTATOHUCTBI AJIBAOCTEPOHOBBIX PELENTOPOB WM HHIHOUTOPBl HEUTPAIbHON

SH/IOMENTHAA3bI), BUAAMU TEPaNUd, KOTOpPblE VIYYIIAIOT CEepACUHYI (QYHKIHIO MyTeM
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CTHMYJISILIUH CEPACYHON COKPATUMOCTH (HAIPUMep, MOJIOKHUTEIbHbIE HHOTPOITHBIE AT€HTHI, TAKHE
KaK aroHUCT B-agpeHopenentopoB NOOyTaMHH WM MHIHOUTOpP (ocdoauscrepazbl MUIPHHOH),
W/ WM BUZAMH TE€PAIHiA, KOTOPBIE CHIKAIOT MPEIHATPY3KY cepALa (Hanpumep, TUyPETUKH, TAKHEe
Kak (ypoceMHn) WIM TOCTHArpy3Ky (Ba3ouyIaTaTopbl JIOOOro Kjacca, BKIIOYAs, HO HeE
OrpaHUYMBASICh WMH, OJIOKATOpPHl KaJbLMEBBIX KaHAJIOB, HHrUOMTOPHI (ochonuscrepassl,
AHTArOHUCTHI PELIENTOPOB HHAOTEINHA, HHTHOUTOPBI PEHUHA WIIM MOAYJIATOPbI MHO3UHA TIAIKHX
MBILIILT).

Coenunenuss @opmynsl (I) unm ux ¢dapManeBTHUECKH NPUEMIIEMBIE COJIM MOTYT HU3MEHSTh
ecrectBeHHOe pasButne HCM u npyrux 3a0oneBaHHi, a HE MPOCTO OOJNErdaTb CUMITOMBL
Iomumopd Popmer 1 (6S,75)-6-prop-7-(2-prop-5-merundenun)-3-(rerparunpo-2H-nupan-4-
wn)-5,6,7,8-rerparunponupuno|2,3-dmupumunnn-2,4(1H,3H)-nnona MOKET U3MEHUTH
ecrectBeHHOoe passutue HCM wu npyrux 3a0oneBaHuil, a He MPOCTO OOJErdUTh CHMIITOMBI.
MexaHu3Mbl, o0ecneunBarIe KJINHUYECKY0 monpdy mnauumeHtram ¢ HCM, wmoryt
pPacnpOCTPaHITLCS HA MALMEHTOB C APYTUMH (opMamH cepleyHbIX 3a00JIeBaHHM, MMEOLIHNX
CXOIHYI0O NAaTO(QH3HOJNIOTHIO, C OYEBUIHBIM I'€HETHMYECKMM BO3JEHCTBHEM HIH 0€3 TaKOBOTO.
Hanpumep, sppextusnoe neuenne HCM 3a cuer yaydineHus pesakcaluy SKeTy104KOB BO BpeMsI
IMACTONbl  TaKke MOKeT ObiTh  3(pQexTuBHBIM B Oojiee  LIMPOKOW  MOMYJISILIHH,
xXapakTepusyoleiics auacrojuueckoit nuchynkuued. Coemunenuss ®@opmynber (I) wim ux
(dapMarieBTHYECKH TpHEeMJIEMble COJM  MOTYT HEMOCPEACTBEHHO BO3NEHCTBOBaTh HA
NIEPBONPUYNHBI COCTOSTHUN MJIM I€HCTBOBATh Ha Apyrue Hucxopsimue nyt. [Tomumopd @opmbl
1 (6S,7S)-6-prop-7-(2-pTop-S-meTundenmn)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
teTparuaponupuno|2,3-dmpumunun-2,4(1H,3H)-nrnona MOJKET MIPUMEHSIThCS IUTSt
HEMOCPEICTBEHHOIO BO3JEHCTBUS HA TMEPBONPHUYUHBI COCTOSIHHHA WJIM AEHCTBUS HA Ipyrue
Hucxonsmue nyTH. CoorBercTBeHHO, coenwHeHus: @opmynel (I) wim ux dapmaneBTHUECKH
NpUEMJIEMbIE COJM MOTYT TaK)K€ NPUHECTH TMOJIb3y MAlMEHTaM, CTPAJAIOLIIM CepAeYHON
HEIOCTATOYHOCTBIO C COXpPaHEeHHOW (pakuuel BbIOpPOCA, HWINEMUYECKOW OOJIE3HBIO Ceplua,
CTEHOKapAWeH WU PEeCTPUKTHBHON Kapauomuonatueid. CooTBeTcTBEHHO, onumMopd Popmer 1
(6S,75)-6-¢rop-7-(2-prop-S-merundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
teTparugponupuno|2,3-dmupumunun-2,4(1H,3H)-nroHa  MOXKET TakKe TMNPUHECTH MOJb3Y
MAaLUEHTaM, CTPAJAIIUM CEPAeYHONH HENOCTaTOYHOCTBIO C COXPAaHEHHOH (ppakuueii BrIOpoca,
UIIeMHYECKON OOJIe3HBIO Cepalia, CTEeHOKApAWeH WM PECTPUKTHBHON KapAHMOMUOMATHEH.
Coemunennss Popmyner (I) mmm ux QapmaueBTHHYECKH NpUEMIIEMBbIE COJH MOTYT TaKKe
CIIOCOOCTBOBATh OJIATONMPUATHOMY PEMOJACIHPOBAHUIO JKEIYAOYKOB NMPU TUNEPTPOPHUH JIEBOTO
KEyAOUKa U3-3a TIeperpy3ku 0OBEeMOM WJIH JAABICHUEM, HAIIPUMEP, XPOHUUECKOH MHUTPAIbHON

perypruTanmu, XpOHUYECKOro a0PTaJIbHOIO CTEHO3a UM XPOHUYECKONW CUCTEMHOMN TMIIEPTOHUH,
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B KOMOMHALMM C BUAAMU TEPaNui, HANPABJIEHHBIX Ha KOPPEKTHPOBAHWE WM YCTPAHEHHE
OCHOBHOH TpPHYUHBI TeEperpy3ku OOBEMOM MJIM JaBieHHeM (IJIaCTHUKA/3aMeHa KJalaHa,
s¢dexTruBHas anTurunepreH3nsHas tepanus). [lomumopd Popmer 1 (6S,7S)-6-prop-7-(2-prop-
S-merundenun)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-rerparunponupuno| 2,3 -d mupumuauH-
2,4(1H,3H)-nnoHa MOKEeT TaKXke CIIOCOOCTBOBATh OJIATONMPUATHOMY  PEMOIEITHPOBAHUIO
JKEIYAOUYKOB NP TUNepTPOPHH JIEBOTO KEIyA0UKa U3-3a EPErPy3KU 00BEMOM HITH JIaBJIEHHEM,
HarpuMep, XPOHUIECKOH MUTPAIbHON PErypruTaliy, XpOHHIECKOTO a0PTAIBHOIO CTEHO3a HITN
XPOHUYECKONW CHCTEMHOH T'MIIEPTOHHM; B KOMOHMHAIMU C BUAMH TEpPAINHil, HAIIPABJICHHBIX Ha
KOPPEKTUPOBAHUE MM YCTPAaHEHHE OCHOBHON NPUYMHBI MEPErpy3Ku 00bEMOM MIIH J1aBJICHUEM
(nnactuka/3ameHa kianaHa, 3Q¢eKTUBHAs aHTUTUNEepTeH3uBHas Tepanus). CHUXKas NaBJjeHUE
3aII0JIHEHHSI JIEBOTO JKEJTy104Ka, COEAMHEHUSI MOTYT CHU3UTD PUCK OTEKA JIETKHUX U JAbIXaTeIbHOM
HEJTOCTATOYHOCTH. Y MEHBLICHNUE WIIN YCTpaHeHHe PYHKIIMOHAIBHON MUTPAJIbHON peryprurannu
WM CHWXKEHHE aBJICHUs B JIEBOM IPEACEPIUN MOXET CHU3UTh PUCK MapOKCU3MAaJIbHON HIIN
HIOCTOSIHHOM (hopMBbI GUOPHILIALIM TPEACEPANIL, U BMECTE C 3TUM CHU3UTh COMYTCTBYIOLIHHA PHCK
apTepHaIbHBIX TPOMOOIMOONMYECKHX OCJIOXKHEHHH, BKJIIOYAs, HO HE OrPAHMYHMBASICH UM,
apTepUaNbHBIA SMOOJUYECKUI WHCYJIBT MO3ra. Y MEHbLICHHE WM YCTPAHEHUE TUHAMUYECKOH
W/WIN CTaTHYECKOW OOCTPYKIMH OTTOKAa JIEBOTO JKEIYJO4YKa MOXKET CHH3UTh BEPOSTHOCTH
HEOOXOOUMOCTH JUOO XHUPYPruveckoi, JuUOO0 YPEeCKOKHOW Tepamud IO YMEHBIICHHIO
NIEPErOPONIKH C COMYTCTBYIOIIMM PHCKOM KPATKOCPOYHBIX U JOJTOCPOYHBIX OCJIOKHEHHH.
Coenunenus @opmy.isl (1) mm nx papmaneBTHYECKH MPUEMIIEMbIE COIM MOTYT CHUKATD TSKECTh
XPOHHYECKOTO HIIEMHYECKOTO COCTOsiHMSA, cBsizaHHOro ¢ HCM, M TeM cambIM CHHXKATh PHUCK
BHe3armHol cepaeuHoit cmepTu (SCD) uin ee SKBUBAJIEHTA Y MALMEHTOB ¢ UMITJIAHTUPYEMbIMH
KapauosepTepamMu-aeuopmIaTOpaMu (YacTbIMH W/WIM TIOBTOPHBIMU paspsinamu ICD) w/wmum
NOTPEeOHOCTh B TOTEHIMAJIBHO TOKCHYHBIX MPOTHBOAPHUTMUYECKHMX mpernaparax. [lomumopd
@®opmbr 1 (68S,7S)-6-pTop-7-(2-pTop-S-metundennn)-3-(terparunpo-2H-nupan-4-un)-5,6,7,8-
teTparugponupuno|2,3-djmupumunun-2,4(1H,3H)-nmoHa MOXKET ~ YMEHBIIUTb  TSDKECTh
XPOHMYECKOTO HIIEMHUYECKOTr0 COCTOsIHUS, cBszaHHOro ¢ HCM, u TeM caMbIM CHHM3HTh PHCK
BHe3armHol cepaeuHoit cmepTu (SCD) min ee SKBUBAJIEHTA Y MALMEHTOB ¢ UMITJIAHTUPYEMBIMHU
KapauoBepTepamMu-neudpmuIsITopamMu (4acTbIMU W/WITH MOBTOPHBIME pazpsinamu ICD) w/umu
NOTPEeOHOCTh B TMOTEHLMAIBHO TOKCHYHBIX MPOTHBOAPUTMUYECKHX mpenaparax. CoennmHEeHus
@opmyner (I) wmm ux QapmaneBTHUECKH TPUEMIIEMbIE COJIH MOTYT HMETh LEHHOCTb IS
CHIDKEHHSI MJTH YCTPaHEHUsI HEOOXOIMMOCTH B COMYTCTBYIOIIUX JIEKAPCTBEHHBIX CPEICTBAX C MX
CONMYTCTBYIOLIEH MOTEHIHAIbHONH TOKCHYHOCTBIO, JIEKAPCTBEHHBIMU B3aMMOACHUCTBUSIMH H/HITH
nobounsMi 3¢ dexramu. ITomumopd Popmer 1 (6S,7S)-6-¢pTop-7-(2-¢prop-5-mernndennn)-3-
(terparunpo-2H-mupan-4-un)-5,6,7,8-rerparuaponupuno| 2,3-djmupumuann-2,4(1H,3H)-arona
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MOYET UMETh LIEHHOCTb ISl CHM)KEHHUS WIIM YCTPAHEHHs HEOOXOAWMOCTH B COMYTCTBYIOLIHX
JEeKapcTBax C HX COMYTCTBYIOLIEH MOTEHIHAJbHOH TOKCHYHOCTBIO, JIEKAPCTBEHHBIMU
B3auMozeiicTeusaMu w/mnn nobouneiMu  d3pdexramu. Coenmuaenus Popmynsl () mmm wux
bapmMareBTHIECKHU MPHEMIIEMbIE COJI MOTYT YMEHBIIATh HHTEPCTUIMAIBHBIN (HHOPO3 MHOKapaa
W/WIH 3aMeUISITh IIPOrPECCUPOBAHNE, OCTAHOBKY MIJIM OOpaTHOE pa3BUTHE THIEPTPO(UU JI€BOro
xenynouka. ITomumopd Popmer 1 (6S,75)-6-prop-7-(2-prop-S-meTundenun)-3-(Terparuapo-
2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-d jmupumunun-2,4(1H,3H)-nrona MO3KET
YMEHBIIATh WHTEPCTHIMANbHBIN (PuOpo3 MuOKapAaa W/HMIM 3aMelUIATh IPOrPECCUPOBAHUE,
OCTAHOBKY MJI 0OpaTHOE Pa3BUTUE FHNEPTPOPUHU JIEBOTO Ky A0UKa.

B 3aBucumoctu oT 3a0oneBaHUs, KOTOPOE MOMJIEKUT JIEYEHUIO, U COCTOSIHHUSA CyOBEKTa,
coenuneHust @opmynsl (I) wnn ux ¢apmaneBTHYECKH MPHUEMIIEMbIE COJIM, NMPENJIOKEHHbIE B
HACTOSIIIEM JOKYMEHTE, MOTYT OBITh BBEIEHBI MEPOPAJbHO, MAPEHTEPANbHO (Hampumep,
BHYTPUMBIIIEYHO, BHYTPUOPIOIIMHHO, BHyTpuBeHHO, ICV, myTeM HHTpaMCTepHAIBHOMN
WHBEKIIMY WIN UHQY3UH, TyTeM MOAKOKHOW WHBEKLUH WM C MOMOIIBI UMILIAHTATA), MyTeM
UMIUTAHTaUMH (HarpuMep, KOrZa COEJUHEHHE COEAMHEHO CO CTEHTOM), C MOMOLUIBIO
VHTAJSIIIMOHHOTO  CIIPEes, HAa3aJbHbIM, BarWHAJIbHBIM, PEKTAJbHBIM, CYOJHHIBAJbHBIM HIIH
MECTHBIM INyTSMH BBEIEHHS U MOTYT OBITb COCTABJIEHBI, IO OTAEIBHOCTH WJIM BMECTE, B BUIE
HOAXOMSIINX eIUHUYHBIX JO3UPOBAHHBIX JIEKAPCTBEHHBIX (POPM, COmepsKalux TPaAULOHHbIE
HETOKCUYHbIE (DapMalleBTUYECKH TPUEMJIEMbIE HOCUTENH, aJbIOBAHTBI M CPENbI-HOCUTEIH,
TIOAX ONIALIHE ISl KAXKIOTO MyTH BBEIECHUSI.

B 3aBucumoctu ot 3aboneBaHMS, KOTOPOE MOUIEKUT JIEYEHUIO, M COCTOSIHHSA CyOBEKTa,
noumopd Dopmer 1 (6S,7S)-6-pTop-7-(2-dpTop-5-metundennn)-3-(terparunpo-2H-nupan-4-
un)-5,6,7,8-rerparuaponupuno| 2,3-d jnupumuans-2,4(1H,3H)-nuoHa, MIPeIJIOKEHHBIN B
HACTOSIIEM JIOKYMEHTE, MOXKET OBITh BBENEH NEepOpPAIbHO, MapEeHTepaIbHO (Hampumep,
BHYTPUMBILIEYHO, BHYTPUOPIOMIMHHO, BHyTpuBeHHO, ICV, myTeM HHTpauuCTepHAIBLHON
UHBEKLUWU WIN WHPY3UH, TyTeM MOAKOKHOH MHBEKLUHU WIN C TIOMOIIBI) UMIUIAHTATA), TyTeM
UMIUTIAaHTAUMH (HanmpuMep, KOTJa COeNMHEHHE COEIUHEHO CO CTEHTOM), C IOMOIIBIO
UHTQILMOHHOTO CTIpes, Ha3aJIbHbIM, BardMHAJbHBIM, PEKTAJIbHbIM, CYOJHHIBAJIbHBIM MU
MECTHBIM IyTSIMUA BBEIEHHSI H MOTYT OBbITh COCTABJICHBI, 10 OTAENBHOCTH WJIM BMECTE, B BHJIE
NOAXONALINX €AMHUYHBIX TO3UPOBAHHBIX JICKAPCTBEHHBIX (HOPM, CONEpIKAIIUX TPAJAULHOHHBIE
HETOKCUYHbIE (PapMalleBTUYECKH TNPUEMIIEMbIE HOCHUTENH, aJbIOBAHTBI M CPENbI-HOCHUTEIH,
MOAXONIALIHE IJIS1 KAXKIOTO MyTH BBEIECHUS.

Coenunenus @opmyisl (1) mnm ux ¢papMareBTHUECKH TPUEMIIEMBIE COJTH WK (PapManeBTHIECKHe
KOMITO3ULINH, coneprxamue coenquHerns @opmynsl (I) nimm ux ¢papmaneBTHUECKH TpUEMIIEMbIE

COJIH, MOTYT OBITh BBEICHBI IO cXeMe OT 1 10 4 pa3 B IeHb, MPEANOYTHTEIHHO, OAMH WU JIBa pa3a
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B neHb. [lomumopd Popmer 1 (6S,75)-6-dprop-7-(2-prop-S-merundenmn)-3-(terparunpo-2H-
nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-d mupumunun-2,4(1H,3H)-nrona WIH
dapmaneBTHUECKHE KOMITO3ULINH, coaepskarne nomumopd Popwmer 1 (6S,7S)-6-drop-7-(2-drop-
5-merundennn)-3-(rerparunpo-2H-nmupan-4-mn)-5,6,7,8-rerparunponupuno| 2,3-d jnupumunus-
2,4(1H,3H)-nuona, MOryT OBITH BBEZIEHBI IO CXeMe OT 1 10 4 pa3 B A€Hb, MPEANOYTUTENBHO, OAUH
WK JIBa Pa3a B JACHb.

OnHako cienyer NpUHATh BO BHIMAHUE, YTO KOHKPETHASI BEJIMUMHA 103bI M YaCTOTa JO3UPOBAHUS
Ui JTF000r0 KOHKPETHOrO MAalMeHTa MOTYT BapbHPOBATHCS M OyAYT 3aBHUCETh OT MHOXECTBA
(dakTOpOB,  BKIIOYAas  AKTUBHOCTb  KOHKPETHOIO  COCOWHEHUs  WJIM  IPUMEHsAeMOH
(bapMarieBTUYECKH NPUEMIIEMOI COJIH, META0OIHMUECKYI0 CTAaOMIBHOCTh M MPOAOIKUTENBHOCTD
JEUCTBUS 3TOrO COSANHEHNUS UIH ero (papMaLieBTUIECKU IPUEMIIEMOI COJTH, BO3PACT, Maccy Tela,
HACJIEZICTBEHHbIC XaPAKTEPUCTHKH, 00IIee COCTOSHUE 3OPOBBS, MOJ M JIHETY CYOBEKTa, a TAKKE
cnocod M BpeMsl BBEIECHUS, CKOPOCTb BBbIBEACHUs, KOMOMHALMIO JIEKAPCTBEHHBIX CPEACTB U
TSKECTb KOHKPETHOT'O COCTOSIHUS MALMEHTa, IIPOXOSILEro JIeYeHHUE.

Coenunenuss @opmyinel (I), papmanesrrdeckn npuemiiembie conu coenrHeHuit @opmyisr (1)
wun  (papMaleBTUYECKHUEe KOMIIO3UIMH, TNPEJIOKEHHbIE B HACTOSALIEM IOKYMEHTE, MOTYT
NPUMEHATHCA B KOMOMHALIMY C IPYTUMH JIEKAPCTBEHHBIMH CPEACTBAMH, KOTOPbIE MPUMEHSIOTCSI
IJIsL JIeUeHMs], TPEIOTBPALLEHHs, MOAABICHUS WM OOJerdyeHHus CHMIITOMOB 3a00JIeBaHUN HIIH
COCTOSIHUH, U1 KOTOPBIX COENMHEHHs W KOMIIO3HMLMH, MPEIJIOKEHHBbIE 31eCh, SBJISIOTCS
nosiesHbiMi. [Tonmumopd Dopmer 1 (6S,75)-6-prop-7-(2-rop-S-merundenmn)-3-(Terparuapo-
2H-nupan-4-un)-5,6,7,8-rerparunponupunol 2,3-d jJmupumunun-2,4(1H,3H)-nrona u/unu
(apMarieBTHYECKHE KOMITO3ULUH, MPEIJIOKEHHBIE B HACTOSIIEM JOKYMEHTE, MOTYT IPHUMEHSATHCS
B KOMOMHAIIMH C IPYTUMH JICKAPCTBEHHBIMH CPEICTBAMHE, KOTOPBIE IPUMEHSIFOTCSI IJIs JICUSHHS,
NPEIOTBPALICHNUS, TIOABICHUS WIN OOJIErYeHHsi CHMITTOMOB 3a00JIeBaHMIA WJIM COCTOSTHUM, JJISt
KOTOPBIX COEAMHEHUs] U KOMITO3ULIMH, TPEAJIOKEHHbIE 371€Ch, SIBJSIFOTCS MOJIE3HbIMU. Takue
ApYyTHUE JIEKAPCTBEHHBIE CPEICTBA MOTYT OBbITh BBEEHBI CIOCOOOM M B HX OOBIYHO MPHUMEHUMOM
KOJINYECTBE OJHOBPEMEHHO WJIM TIOCJIENOBATENIbHO C COENMHEHHEM WM KOMITO3ULHEH,
NPEIOKEHHBIM B JTAHHOM JOKyMeHTe. Kornma coennHeHHe WM KOMITO3MLMS, MPEJIOKEHHOEe
311€Ch, IPUMEHSIETCS] ONHOBPEMEHHO C OHHUM U OOJiee APYTUMH JIEKAPCTBEHHBIMU CPEICTBAMH,
dapmarieBTHUECKass KOMIIO3HMLMS, COIAEpiKallash Takue Ipyrue JIeKapCTBEHHBIE CPEICTBA B
IOTOJTHEHNE K  COEAMHEHHIO WM  KOMIIO3MIHH, TMPEUIOKEHHBIM  311€Ch,  SIBJISIETCS
npeanoutuTenbHOoH. COOTBETCTBEHHO, (papMaleBTUYECKHE KOMIIO3UIUH, MPEIJIOKEHHbIE B
HACTOSIIIEM IOKYMEHTE, BKJIIOUAIOT KOMIIO3HMLIMH, KOTOPBIE TaKXKe COIEpKaT OOUH Wi Oosee
APYTUX aKTHUBHBIX HHTPEIUEHTOB WM TEPANIeBTUYECKUX Ar€HTOB B JIOMOJHEHHE K COCTUHEHUIO

WM KOMIIO3ULIUHU, NPEAJIONKEHHBIM B HACTOAIIEM OOKYMCHTE. HOI[XOI[;[H_II/IG JOIIOJIHUTCJIbHBIC
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aKTUBHBIE ar€HTbI BKJIIOYAIOT, HATIPUMEDP: MpenapaThl, KOTOPBIE 3aMEIISIOT MPOrPEeCCHPOBAHNE
CepACYHON HEAOCTATOYHOCTH IMyTEM IONABJIEHUS HEHPOrOPMOHAJIBHONW CTUMYJILIUU CepaLa U
IBITAIOTCS IPEAOTBPATUTH peMoenupoBanue cepana (Hanpumep, nHruouTopsl ACE, 6mokatopsl
peuentopoB aHrnotensnHa (ARB), B-OmokaTopbl, aHTArOHUCTBI ATBIOCTEPOHOBBIX PELEITOPOB
WM MHTUOUTOPBI HEUTPAJIbHON SHIOMENTHAA3bI); PenapaThl, KOTOPbIE YIYYIIAIOT CEPASCUHYIO
(YHKLUMIO TyTeM CTUMYJSILUUA CEPAEYHOM COKPATUMOCTH (HAlpUMep, IOJIOKUTENbHbIE
MHOTPOIHBIE AreHThl, TaKHE KaK aroHUCT [-aJpeHOPenenTOpoB NOOYTAMHH WJIM HHTHOUTOP
dochomusrcrepasbl MUJIPUHOH), W TIpermaparhl, KOTOPbIE CHIDKAIOT TMPETHATPY3KYy Cepaua
(HampuMep, TUYPETUKH, Takue Kak (ypoceMuma) WM MOCTHArpy3Ky (Ba3zomuiaTtaTopsl JEOOOTro
KJlacca, BKJFOYas, HO HE OIPAaHUYMBASCh UMH, OJOKATOPBI KAJBIUEBBIX KAHAJIOB, MHIHOUTOPbI
dochonuscrepaspl, AHTArOHUCTBI PELENTOPOB SHIAOTENMHA, HHTHOUTOPBl pPEHHWHA WU
MOZYJISITOPbl MUO3MHA TNAAKUX MBILIL). MaccoBoe oTHowmeHue coeaunenuss @opmynel (1) wnn
ero (hapMaleBTUUECKU TNPHEMJIEMOH COJH, TNPEIJIOKEHHOTO B HACTOALIEM HOKYMEHTE, KO
BTOPOMY aKTHMBHOMY HHIPEIHUEHTY MOXKET BapbUPOBAThCA M OyAeT 3aBUCETh OT 3((eKTUBHOI
103bI Kaka0ro uHrpenuenta. Kak npasmio, Oyner npumeHsaThes 3G dexkTuBHas 103a KaXxao0ro.
Korma coemmHeHne mo u300peTeHHIO BBOAAT B KOMOHMHAIMM C APYTHM TEPaNeBTUYECKUM
areHTOM, JIPYrod TepaneBTHUECKUI areHT MOXKeT ObITh BBEIEH OTHOBPEMEHHO, OTIENbHO WU
nocnenoBaTenbHO ¢ coeguHeHueM Popmyibl (I). TodHbId pekUM IO3MPOBAHMS 3aBUCHT OT
CBOMCTB TepamneBTHUeckoro areHTta(oB). Korma coemuHeHue mo H300pPETEHHIO BBOAWTCS B
KOMOHWHAIIUY C APYTHUM TePANIeBTHYECKIM ar€HTOM, IPYTOil TepaneBTUYECKHI ar€éHT MOXKET OBbITh
BBEJICH OJTHOBPEMEHHO, OTAEJIbHO WM MocienoBareibHo ¢ noiaumopdom Popmer 1 (6S,7S)-6-
bTop-7-(2-pTop-S-metundennn)-3-(terparuapo-2H-nupan-4-mn)-5,6,7,8-
teTparugponupuno[2,3-djmupumunun-2,4(1H,3H)-nrona.  TouHblid  pexkuM  TO3UPOBAHHUS

3aBUCHUT OT CBOWCTB TEPANEBTUYECKOTO areHTa(oB).

IMPUMEPHI

Ab6peBuatypel: ACN: anerorutpui, aq: BogHbid;, Ar: apron; CH2Cly: nuxnopmeran; CH3CN:
aneronutpmwi;, CH3OH: wmeranon; Cs»COs: kapOonar uesuwsi; DCM: muxnopmeran; DIEA:
mumsonpormTuiaaMud; DMF:  numerundopmamun; DMSO:  numernsncynbGoKCHI; equiv.:
skBuBaeHT(b1); Et2O: nuvTunoseiii 3¢up; EtOAc: stunauerat, EtOH: stanoun; h win hr: gac(br);
HATU: 1-[6uc(mumeTnnamuno)merunieH|-1H-1,2, 3-tpuazono[4,5-b | mupunuuuii 3-okcun
rekcadpropdochar, N-[(mumermnamuno)-1H-1,2 3-tpuazono-[4,5-b|nupuaus-1-unmerunex]-N-
merunmeraHamuani rekcadropdocdar N-oxcua; HCI: xmopucrsiii Bogopox; H2O: Bonma; IPA:
u3onponuioBbiii cnupt; 1Pr0: nquusonpormnoseii 3¢up; KoCOs: xapbonar kammst; LIHMDS:

rekcametmnancuiasan aurust; MeOH: metanon; MgSOy: cynbdar mMaraus; min: MUHYTHL, mL:
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MIULTHIUTPBL, MW i W : MEKPOBOJTHBI (peakiyst MPOBOAMIIACH B MUKPOBOJIHOBOM PEAKTOpE),
NaBH4: 6oporunpun Harpusi; NaBH3CN: mmmanoboporuapun Hatpus; NaCl: xymopun HaTpus;
NaH: ruppun natpus;; NaHCO;3: Oukapbonat watpusi; NaOH: ruppokcun Harpusi, NaOMe:
merokcun HaTpust;, NaxSOq: cynbgar Harpus;, n-BuOH: n-6yranon; NH4Cl: xnopun ammonwst; pH:
-log [H]; RT: xomuarnas temmnepatypa, SOCly: tuonmmxnopun, TFA: tpudropykcycHas
kucnota;, THF: rerparunpodypan; THP, Terparuaponupan wim TeTparugponupasuiI, U Zn: IUHK
nopomkooOpa3Hblii. Bce skcrepuMeHTsl MPOBOAWIIMCH B BBITSDKHBIX MIKadax ¢ cobnoaeHnemM
OTIpENeNIEHHBIX Mep O€30MacHOCTH M NMPUMEHEHHEM HEeOOXOIMMBIX CPEINCTB WHAMBHIYaJIbHON

3aIUTHL

Ilpumep 1: Cunre3
IMpomesxyrounoe coeauucuue 1: momyucuue (S)-3-(((S)-mpem-Oyruncynsdunrn)amMuno)-2,2-audrop-3-

(3-propdennn)nponanosoit kucaoTsl (1-4)

Cxema I-1
9 0
o g
v NH 0
Q ﬁ 7 Q F*F
F\©)LH Cs,CO5;, DCM F X, -S Zn, THF
O
1-1 1-2
O“SJ< O\‘s
/(S) 7 (S)
HN O NaOH, THF HN ™ O
F — " F
B o © OH
F F F F
1-3 1-4

Crapus 1. Cunre3 (8,E)-N-(3-pTopoeH3nnanaeH)-2-meTunponas-2-cyjibpunamuaa (1-2). B
1000 mn xpyrsomoHnyto kondy nodasimsun 3-propbensanbaerun (50 r, 0.40 mons), (5)-2-
Metuinponas-2-cynbpunamun (50 r, 0.41 monb), Cs,CO5 (157 1, 0.48 monb) u quxaopmeras (500
mi) B armocdepe Ar. ITocne mepememnBaHus NpPU KOMHATHOW TeMIepaTtype B TedeHue 4 4
PEaKLHMOHHYIO0 cMech pasdasisiiu Metun mpem-oytumsdupom (MTBE) (1000 mu). 3aTtem cmech
¢unbTpoBaNH, U QUIBTPAT KOHLIEHTPUPOBAIH C MONydeHHeM HeouutneHHoro 1-2 (87 r, 95%) B
BHUJIE HE COBCEM OeJoro TBEPAOro BEIeCTBA, KOTOPOE NMPHMEHSUIN Ha Cileayromeil craauu 6e3
nonojHuTebHoi ounctku. XKX-MC (ES, m/z): 228 [M+H]"; 'H SIMP (300 MI'u, CDCI3): § 8.55
(d, 1H),7.63 — 7.48 (m, 2H), 7.41 -7.48 (td, /=8.0,5.5 'y, 1H), 7.17 — 7.7.26 (m, 1H), 1.26 (d,
J=2.6T'n, OH).

Cragus 2. Cunres 3tua (S)-3-(((S)-mpem-GyTuncyabpuani)amuno)-2,2-audprop-3-(3-
¢propdenna)nponanoara (1-3). K cycrensuu Zn (38 r, 0.58 mmons) B Terparuapodypane (600
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mut) nobasisum pacteop 1-2 (53.5 1, 0.24 monb) u 3Tun 2-6pom-2,2-mudropanerara (120 r, 0.59
MoJib) B Terparuapodypane (250 mu) mpu 70°C ¢ mepememuBaHueM B TeueHne 40 MUH B
armocgepe Ar. ITocne nepememuBanus npu 70°C B Teyernue eme 30 MUH PEaKIMOHHYIO CMECh
¢unbTpoBany, u ¢uneTpar KoHUeHTpupoBanu. OcraTok paszdasimsn EtOAc (1000 mi). 3atem
MOJTYYEHHYIO B Pe3yJibTaTe CMECh MPOMBIBAJIN HACHIIIEHHON BOJHOW JIMMOHHOW KucioToi (500
MJ1) ¥ BbICymmBainu Hayj Oe3BomHbIM NaxSOs. PacTBOpuTeNs yHasiu, W OCTATOK BBICYLIHBAIN
noq BakyyMoMm ¢ nonyudenuem 1-3 (50 r, 60%) B Buze sxenroro macna. XKX-MC (ES, m/z): 352
[M+H]".

Cranus 3. (5)-3-(((S)-mpem-6yTuncyabpuani)amMuno)-2,2-qudprop-3-(3-
¢propdennn)nponanosas kucjora (1-4). K pacrsopy 1-3 (80 r, 0.23 monb) B Terparuapodypane
(1000 m) nobasysmu 1 H. Boxubii NaOH (350 Mur) mpu KOMHATHOH TemrepaType B arMocdepe
Ar. Tlocne nepememnBaHusl PU KOMHATHOHM TemriepaType B TedeHue 30 MuH 3HadyeHue pH
PEaKLMOHHOMN CMECU AOBOAMIIN 10 5 € MOMOLIBIO 1 H. BOAHON JTMMOHHON KUCIOTHI. [lonydeHHyro
B pe3ysbTaTe cMech 3KcrparupoBanu sTunaneratoMm (1000 ma x 3). 3atem oObennHEHHBbIE
OpPraHUYeCKHE HKCTPAKTbI MPOMBIBAIU COJNEBBIM pacTBopoM (500 Mi) M BBICYIIMBAIU HaJ
6e3BomHbIM NaxSO4. PacTBOpHTENb YAAIAIHN, M OCTATOK OYUINAIN C TIOMOIIBIO TPErnapaTUBHOM
¢dmu-xpomarorpaduu BIXKX (kononka: C18 ¢ cunukarenem; noasuxnas ¢pasa; CH;CN/H,O =
10/90 (06./06.), noseimast 1o CH3CN/H20 = 95/5 (06./06.) 3a 60 mus; nerextop: Y@ 254 um) ¢
nonyuyenuem 1-4 (30 r, 41%) B Bune Genoro Teepnoro semecrsa. JKX-MC (ES, m/z): 324 [M+H]";
'H SIMP (400 MTI'u, &°-DMSO): & 14.97 (s, 1H), 7.48 — 7.36 (m, 2H), 7.32 (d, J = 7.8 T, 1H),
7.23 - 7.13 (m, 1H), 6.56 (d, /= 10.1 I'u, 1H), 4.98 (m, 1H), 1.01 (s, 9H).

[IpomeskyTounoe coeauneHue 2: nonyucHue 1-(terparuapo-2H-nupas-4-wn)nunepugus-2,4,6-tpuoHa (2-
3)

Cxema I-2
O O
N Y'Y
—/Si—N:C:O O 0L 0 (o)
DCM @) 0] NaOMe
0] NH, JJ\ N
Cnocob A N NH2 /&
2-1 H (@) N O
2-2 H 2.3
21
Cnocob B DIEA

KOHL. BOAH. NH3
QA==
(@) Cl (@) NH
2-5

2-4

2
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Cragna A-1. Cunre3 1-(terparuapo-2H-nupan-4-un)moueBunnl (2-2) (Cmocod A). K
pactBopy 2-1 (24 1, 0.24 monp) B8 DCM (3000 mut) mobapnsin uzonuaHarrpumermicuian (30 T,
0.26 momp) ipu 0°C B atmocdepe Ar. ITocne nepemernBaHusi MPU KOMHATHOH TeMIiepaTtype Ha
NPOTSDKEHUHM HOYH, peakuuro ocraHaBiuBaiu nodasneHuemM MeOH (20 mur). Pacteopurens
YIAJISUTH, B OCTATOK PacTUPau ¢ pocThiM ddupom (50 mir). 3aTem CyCreH3uro GUIbTPOBAIU, U
TBEPJI0€ BELIECTBO MPOMBIBAIN MPOCTHIM 3¢upom (500 mit X 3) U BBICYLIHUBAIN O] BAKYYMOM C
nonyuenuem 2-2 (34 r, 68%) B Bune Genoro Teepaoro semectsa. 'H AMP (300 MI'n, d°-DMSO):
8596 (d,J=7.8Tn, 1H), 5.37 (s, 2H), 3.79 (m, 2H), 3.63 — 3.43 (m, 1H), 3.32 (m, 2H), 1.70 (m,
2H), 1.29 (m, 2H).

Cragus 2. Cunres 1-(terparmapo-2H-nupan-4-ua)nunepuaus-2,4,6-tpuona (2-3). K
pactBopy NaOMe (20 r, 0.38 monb) B MeOH (3000 mut) nobasnsimn 2-2 (34 1, 0.24 mounb) ¢
nocneayomum nodasnenneM 1,3-mumernnnponanauoara (470 r, 0.36 Monb) mpu KOMHATHOU
temneparype B atmochepe Ar. Ilocie mepememuBanus mpu 80°C Ha MPOTSHKEHUH HOUH,
PEaKIMOHHYIO CMECh KOHLIEHTPHPOBAJH, U OCTATOK pa3dasiisiiu Bopoi (50 mi). 3aTem 3HaueHuHe
pH nosnydeHHO! B pe3yibTare CMECH JOBOAWIM A0 2 MyTeM J00aBIeHUs] KOHIEHTPUPOBAHHON
BonHoit HCI npu 0°C. Cycnensuro (GpuiabTpoBaiu, U TBEPIOE BELIECTBO MPOMBIBAJIH BOAOH U
BBICYIIMBaIU 1o BakyyMoM mipu 45°C B Teuenue 24 4 ¢ nonyyerunem 2-3 (30 r, 60%) B BHuIe
6enoro TBepaoro Bemectsa. 'H AMP (300 MI', &°-DMSO): § 11.25 (s, 1H), 4.69 (m, 1H), 3.91
(m, 2H), 3.60 (s, 2H), 3.33 (m,2H), 2.43 (m, 2H), 1.59 — 1.40 (m, 2H).

Crapua B-1. Cunte3 dennnaxkapbamara (2-5). K cMecu HachIIIEHHOrO BOJHOIO pPacTBOpa
ammuaka (50 mi) u DCM (50 mut) noGasisuu pactop 2-4 (30 r) B DCM (45 mut) mpu 0°C. ITocne
nepemewmnBanus pu 0°C B TeueHue 4 4 peakLIMOHHYIO CMeCh (PHIIBTPOBAIIH, U TBEPOE BEIECTBO
NPOMBIBAJIM BOJOW M BBICYLIMBAIN 1ON BakyymoM mipu 45°C B Teuenue 12 4 ¢ nmonyyeHuem 2-5
(18.3 1, 70%) B Buze 6enoro Teepaoro semectsa. JKX-MC (ES, m/z): 138 [M+H]"; 'H IMP (400
MTI 1, d*-DMSO): 6 7.42 — 7.32 (m, 2H), 7.24 — 7.15 (m, 1H), 7.13 — 7.04 (m, 2H), 6.89 (br, 2H).
Cranus B-2. Cunres 1-(terparuapo-2H-nupan-4-ui)mouesussl (2-2) (Cnocod B). Cmecs 2-
5 (183 1, 0.13 monsw), DIEA (173 1, 0.13 monb) u 2-1 (13.5 1, 0.13 mons) B THF (130 mun)
nepemermuBanu npu 70°C B TedeHue 3 4 B atMocepe Ar. 3aTeM CyCIEeH3HI0 (PHIBTPOBAIH, U
TBEPJOE BEIIECTBO MPOMBIBAIN MPOCThIM 3¢pupoM (100 mMi1) U BRICYIIMBAIH MO BAKYYMOM IIPH
45°C B Teuenue 12 u ¢ nonyuenuem 2-2 (18.3 r, 95%) B Bune Georo Teepaoro semectsa. 'H AMP
(400 MTI', &®-DMSO): § 5.96 (d, J = 7.8 T'u, 1H), 5.37 (s, 2H), 3.78 (m, 2H), 3.51 (m, 1H), 3.32
(m, 2H), 1.69 (m, 2H), 1.28 (m, 2H).

IMpomesxyrounoe coeauucHue 3. monyucHue (2R,3S5)-3-(((R)-mpem-OytuncyasduHuT)aMuHo)-2-prop-3-

(3-propdenun)nponanosoii KUCHOTH (3-3)
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Cragnsa 1. Cunres (R,E)-N-(3-¢pTopéensunuaen)-2-merujmponan-2-cyabpuaamuga (4-1).
Cwmechb 1-1 (5.0 1, 40.3 mmoinb), (R)-2-merunnponas-2-cynbpunamuzaa (5.1 r, 42.2 Mmonb) u
Cs2COs (15.7 1, 48.25 monb) 8 DCM (60 mut) mepeMerunBany npu KOMHaTHOW TeMIIepaType Ha
NPOTSKEHUH HOYM B aTMocdepe Ar. 3aTeM peakLOHHYI0 CMeCh pa30aBIsiii MPOCTBIM 3(HUPOM
(200 M) u 3arem QuabTpoBanU. PUIBTPAT KOHLEHTPUPOBAIHM, M OCTATOK BBICYLIMBAIU MO
BaKyyMOM C ToyueHrneM HeounuieHHoro 3-1 (10 r) B Buxe 0enoro TBepAOro BEIecTsa, KOTOpoe
NPUMEHSUTM Ha clienyromen cranuu 0e3 nomonHutenbHoM ounctku. KX-MC (ES, m/z): 228
[M+H]"; 'H AMP (300 MI'u, &®-DMSO): & 8.58 (s, 1H), 7.88 — 7.73 (m, 2H), 7.60 (m, 1H), 7.45
(m, 1H), 1.19 (s, SH).

Cragusi 2. Cunte3 3tHa  (2R,35)-3-(((R)-mpem-GyTuncyibpunui)aMmuno)-2-prop-3-(3-
¢proppenunn)nponanoara (3-2). K pacreopy neounmennoro 3-1 (3.0 r, 13.2 mmons), TMEDA
(3.6 mu1) u 5Tin 2-propanerara (2.1 r, 19.8 monp) B THF (30 mur) nobasisum no kamwisim LIHMDS
(1M B THF, 19.8 mn) npu -78°C na npotsizkenuu 30 muH B atMmochepe Ar. ITocie nepemernBanus
npu -78°C B Teuenne 1 4 peakuuro octaHaBnuBaiu nodasnennem 2 H. Bogaoi HCI (45 mu) mpwu -
78°C. PeaknMoHHYIO CMeCh KOHLEHTpHpoBanu it ynaieHus usdeitka THF wu 3arem
skcrparupoBain EtOAc (100 mnm x 3). 3arem oObeOWHEHHbIE OpraHUYECKHE SKCTPAKTHI
NPOMBIBAIM COJIEBBIM PACTBOPOM U BbICymmBamu Han OespomHbiM NaxSO4. PactBOpuTEND
yIaJSUTH, ¥ OCTATOK BBICYLITMBAJIH TIOJ] BAKYYMOM C ITOJTy4€HHEM HeOUHIIeHHOTo 3-2 (4.6 T) B BUIE
HE COBCeM OeJoro TBEpAOro BEIIECTBAa, KOTOPOE MPHMEHSUIM Ha CIeAyIoLled cTaguu Oe3
nononaautenbHol ounctku. XKX-MC (ES, m/z): 334 [M+H]".

Cranus 3. Cunres (2R,35)-3-(((R)-mpem-6yTnncyiabpurauir)amuno)-2-prop-3-(3-
¢propdennn)nponanosoii kucaorsl (3-3). K pacrsopy neountmensoro 3-2 (6 r, 18 mmoinb) B
THF (60 min) nobasnsim 1 H. Bonsblii NaOH (36 mu1, 36 MMOIb) Ipy KOMHATHOW TeMIeparype.

Ilocne nepemMeninBaHus NpU KOMHATHON TEMIIEPaType Ha MPOTSKEHUN HOYM PEAKLIUOHHYIO CMECh
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pazbasisiu Bonok (100 mur). TlonyueHHyro B pe3ynbrare cmech skcTparuposain EtOAc (100 mn
x 2). Boxubiii cioii qosoariu 10 pH S ¢ MOMOIIBIO HACKIIEHHOW BOXHON JIMIMOHHOU KHCIIOTHI, U
MOJTYYEHHYIO B pe3yJsibTaTe cMech skcTparuposanu EtOAc (200 mu x 3). 3atrem oObenHMHEHHBIE
OpPraHUYECKHE SKCTPAKTbI MPOMBIBAIN COJNEBBIM pacTBopoM (100 Mi) M BbICyIIMBANIM Haj
6e3BogabM NaxSO4. PacTBOpUTEND YAAISIIN, U OCTATOK OYHINAIN C MOMOIIBIO IpenapaTUBHON
B2XX (xonmonka: XBridge Prep OBD C18, 19 x 250 mm, 5 mkM; noasmxkHas ¢asza: Boga (0.05%
TFA (06./06.)) u ACN (3.0% (06./00.) no 17.0% (06./06.) 3a 8 mun), nerekrop: Y® 220 um) ¢
nonyuenuem 3-3 (1.5 r, 27%) B Buge Oenoro tBepmoro Bemectsa. JKX-MC (ES, m/z): 306
[M+H]"; 'H SIMP (400 MI'n, d®-DMSO): & 12.83 (s, 1H),7.53 — 7.44 (m, 1H), 7.42 — 7.35 (m,
2H), 7.12 (m, 1H), 6.12 (d, /= 10.7 I'y, 1H), 5.33 (m, 1H), 4.86 (m, 1H), 1.14 (s, 9H).

CpaBHutensnbiii npumep 1: monyuenue (S)-6,6-audrop-7-(3-bropdennn)-3-(terparunpo-2H-mupan-4-
mn)-5,6,7,8-rerparuaponupuno|2,3-d | mupumuans-2,4(1H,3H)-guona (C-1)
Cxema C-1
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Cragus 1. Cunre3 (5)-N-((1S)-2,2-mu¢prop-1-(3-¢propdenni)-3-oxco-3-(2,4,6-Tpuokco-1-
(TeTparuapo-2H-nupan-4-ui)rexcaruponupuMHIHH-S-HI)IPONNII)-2-MeTHJINPONaH-2-

cyabpuaamuaa (C-A). K pacrsopy 1-4 (2.69 1, 8.32 mmons), HATU (4.75 1, 12.49 mmonb) u 2-
3(2.65 1, 12.49 mmonw) B DMF (30 M) noGasnsimi DIEA (2.15 1, 16.63 MMOITB) 110 KaruisiM npu
0°C. Ilocne mepeMeInnBaHus IPU KOMHATHOH TEMITEPAType Ha MPOTSDKEHUH HOYH PEAKIIMOHHYIO
cMech pa30aBIsIM HaChIIEHHBIM BOAHBIM pactBopoM NaHCOs (100 mi) u nenstoit Bogoi (100

mit). Cmech sxctparuposann EtOAc (100 mn x 3), u oObeqUHEHHbIE OPTAHUYECKUE SKCTPAKTHI
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NPOMBIBAJIM COJIEBBIM PAcTBOPOM M BbICymMBaimu Haa Oe3BomHeiM NapSO4. PacTBOpuTENns
YIOQIAIN, ¥ OCTaTOK BBICYIIMBAJH TOA BaKyyMOM ¢ mojydeHueM HeoumnmeHHoro C-A (1.23 r,
29%) B BHZE JKENTOrO TBEPAOrO BEINECTBA, KOTOPOE NMPUMEHSUIM Ha CIEAYIOIIeH cTaguu Oe3
nonojHuTenbHoON ounctku. XKX-MC (ES, m/z): 518 [M+H]".

Craaus 2. Cunres ($)-N-((15)-2,2-gudrop-1-(3-propdpenn.n)-3-(2,4,6-rpuokco-1-
(TeTparuapo-2H-nupan-4-uia)rexcaruaponupuMHIHH-S-WJI)IPONNII)-2-MeTHJINPONaH-2-
cyabpunamuaa (C-B). Cvecpy C-A (1 1, 1.93 mmonb) u nuanodoporuapuna Hatpus (606.8 wmr,
9.66 MMonb) B yKCycHOM kucnore (15 mu) mepememnBanu Npu KOMHATHOM TeMIlEpaType B
TedeHne 1 4. 3aTeM peakIMOHHYI0 CMeCh pa30aBJIsuIn JiesTHOM Booi (50 MIT) U SKCTparupoBaIu
EtOAc (50 mx x 3). OObenuHeHHbIE OpraHMYECKHE SKCTPAKThI IPOMBIBAJIN COJIEBBIM PACTBOPOM
U BbICymIMBaidu Haj Oe3BoaHbIM NaxSO4. PacTBOpuTENb yHansau, U OCTATOK BBICYIIHUBAIU IMOJ
BaKyyMOM ¢ mnosydeHueMm HeounmeHHoro C-B (1.28 r) B Bume Oenoro TBEpAOro BeIIECTBA,
KOTOpOE MPUMEHSUIN Ha cienyromel craguu 6e3 pononHurenbHon ounctku. KX-MC (ES, m/z):
504 [M+H]".

Cragusa 3. Cunre3 5-((S)-3-amuno-2,2-au¢rop-3-(3-¢propdpenna)nponun)-1-(rerparuapo-
2H-nupan-4-ua)nupumuaun-2,4,6(1H,3H,5H)-tpuona (C-C). K pacteopy HeouutenHoro C-
B (1.28 r) Batanone (18 mu) nobasnsiu Tuonmxiaopun (2.7 mi) mpu 0°C B reuenne 3 muH. [Tocne
nepeMelNBaHus IpU KOMHATHOM TemmepaType B TedeHMEe | Y pPEaklMOHHYI CMeCh
KOHLIEHTPUPOBAJIM U BBICYIIHMBAJIH O] BAKYyMOM ¢ nosydyeHreM HeountieHHoro C-C (800 mr) B
BUJIE JKENTOrO TBEPAOrO BEIIECTBA, KOTOpOE MPUMEHSIM Ha Cleayouer craauu 0Oe3
nononauTenbHoM ounctku. XKXKX-MC (ES, m/z): 400 [M+H]".

Cragus 4. Cunre3 (5)-6,6-audrop-7-(3-propdennn)-3-(terparuapo-2H-nupan-4-un)-
5,6,7,8-rerparuaponupuno|2,3-djnupumuaun-2,4(1H,3H)-nnona (C-1). Cwmech
HeouneHHoro C-C (800 mr) B CH3CN (10 mut) B repMeTHYHO 3aKpBITOH BHAJIE TIEPEMELITHBAIN
npu 120°C B reyenne 20 MUH B MHUKPOBOJTHOBOM peakTope. 3aTeM cMech paz0aBisuiu Bogoi (50
MJT), ¥ TIOJIYYEHHYIO B pe3ysibTaTe cMech skcTparuposaiu EtOAc (50 ma x 3). OObenuHeHHbBIE
OpPTaHUYECKHE SKCTPAKThI MPOMBIBAIN COJIEBBIM PACTBOPOM M BBICYLIMBAJIU HaA OE3BOIHBIM
Na;SO4. PactBopuTens ynaisuid, U OCTaTOK OYMINAIM C MOMOLIbIO mpenapatuBHoil BIXKX
(xononka: XBridge C18 OBD Prep Column, 19 mm x 250 mMm; noasmkHas ¢asa: Boma (0.05%
(00./06.) NH3-H2O)/CH3CN = 11.0% (06./00.) no 30.0% (06./00.) 3a 8 mun; nerexrop: Y@ 254
HM) ¢ onyuerneM C-1 (197 mr, 27% 3a Tpu ctanuu 3 C-A) B Buze 0€J0ro TBEpIOro BELIeCTBA.
XKX-MC (ES, m/z): 382 [M+H]"; 'H AMP (400 MI'u, ®-DMSO): § 10.67 (s, 1H), 7.51-7.45 (m,
1H), 7.32 — 7.14 (m, 3H), 7.05 (s, 1H), 5.04 — 4.73 (m, 2H), 4.02 — 3.80 (m, 2H), 3.36-3.30 (m,
2H), 2.95 -2.72 (m, 1H), 2.66 —2.52 (m, 3H), 1.51 — 1.33 (m, 2H).
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[Mpumep 1-1: momyuenme (6S,75)-6-dprop-7-(3-dpropdennn)-3-(rerparuapo-2H-nupan-4-mm)-5,6,7,8-
teTparuapormupuo|2,3-d|mupumunun-2,4(1H 3H)-auona (1)
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Craauu c 1 no 4. Cunres (65,75)-6-prop-7-(3-propdennn)-3-(terparnapo-2 H-nupan-4-ui)-
5,6,7,8-Trerparuaponupuno|2,3-dlnupumuaun-2,4(1H,3H)-nuona (1). Crnenys crnocoOy,
AHAJIOTHYHOMY OMUCAaHHOMY JJIsi monyderus (S)-6,6-nudrop-7-(3-pTopdenun)-3-(teTparumpo-
2H-tupan-4-un)-5,6,7,8-rerparunponupunol 2,3-d|mupumunun-2,4(1H,3H)-nmona (C-4) wu
sameHsis  (S)-3-(((S)-rper-OyTuncynbdunmn)amMmuno)-2,2-nudrop-3-(3-gropdhennn)nponaHoByro
KHUCJIOTY (1-4) Ha (2R,3.5)-3-(((R)-mpem-OyTuncynbpuHmI )aMuHo)-2-prop-3-(3-
dbropdenn)nponaHoByro kucioty (3-3), monydanu 1 B Buge Oenoro TBepaoro Bemectna. JKX-
MC (ES, m/z): 364 [M+H]"; '"H AMP (300 MI'u1, d*-DMSO): § 10.18 (s, 1H), 7.61 — 7.37 (m, 1H),
731 -7.11 (m, 3H), 6.52 (s, 1H), 5.08 (m, 1H), 4.88 (m, 1H), 4.72 (d, /=26.8 'y, 1H), 3.93 (m,
2H), 3.34 (m, 2H), 2.74 — 2.53 (m, 4H), 1.46 — 1.31 (m, 2H); ’F SIMP (376 MI', &®-DMSO): § -
113.18, -192.36.

IMpumep 1-2: moayuenue (6R,7S)-6-brop-7-(3-dropdenun)-3-(terparuapo-2H-nupan-4-un)-5,6,7,8-
teTparuaponupuno|2,3-d|nupumuann-2,.4(/ H, 3H)-auoHa (2)
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Craguu ¢ 1 nmo 2. Cunre3 (25,35)-3-(((S)-mpem-GyTuncyabpunni)amuno)-2-prop-3-(3-
¢propdenna)nponanosoii kucjaorsl (2B). Crnenys cnocoOy, aHAJOTHYHOMY OMHCAHHOMY JIJIs
MOy YeHHST (8)-3-(((S)-TpeT-OyTuncynsdpunmmi)amuno)-2,2-nudrop-3-(3-
dTopdennn)nponanoBoit kuciotsl (1-4) u 3amenss 3tun 2-0pom-2,2-nudTopanerat Ha STUT 2-
Opom-2-proparierar, nonyqasnau 2B B Bune He coBceM Oenoro TBepaoro Bemectsa. JKX-MC (ES,
m/z): 306 [M+H]".

Craguu ¢ 3 nmo 6. Cunre3 (6R,7S5)-6-¢prop-7-(3-propdennn)-3-(terparugpo-2 H-nupaun-4-
ui)-5,6,7,8-rerparuaponupuno|2,3-dlnupumuaun-2,4(1H,3H)-nuona (2). Cnenys criocoOy,
aHAJIOTUYHOMY OMHCAaHHOMY st osyueHust (5)-6,6-nudrop-7-(3-¢propdenmn)-3-(terparuapo-
2H-nupan-4-un)-5,6,7,8-rerparunpornupuno| 2,3-d|mupumuann-2,4(1H,3H)-nnona  (C-4) wu
3amensis  (S)-3-(((S)-Tper-OyTmncynpdpunmn)amuno)-2,2-nudrop-3-(3-gropdheHnn)nponaHoByro
KHCIIOTY (1-4) Ha (28,39)-3-(((S)-mpem-GyTuncy nepunmn)amuno)-2-prop-3-(3-
dropdhenun)nponanoByr Kuciaoty (2B), monydanu 2 B Bume Oenoro TBepaoro Bemectsa. JKX-
MC (ES, m/z): 364 [M+H]"; 'H AMP (300 MI', &>-DMSO): § 10.66 (s, 1H), 7.51 — 7.37 (m, 1H),
7.21-7.08 (m, 3H), 6.76 (d, J=4.0 'y, 1H), 529 -5.01 (m, 1H), 4.84 (d, /=10.2T'y, 2H), 3.97
—3.86 (m, 2H), 3.30 (m, 2H), 2.58 (m, 3H), 2.12 — 1.88 (m, 1H), 1.46 — 1.34 (m, 2H); '°F SIMP
(376 MI'lt, d*-DMSO0): 6 -112.59, -175.93.
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[Mpumep 1-3: monyuenue (69,7.5)-6-prop-7-(2-dpTop-5-meTrndennn)-3-(terparuapo-2H-mupas-4-nmi)-
5,6,7,8-tetparuaponupuno| 2,3-d|mupumuaun-2,4-(1H 3 H)-nrona (3)
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Craaus 1. Cunres (R,E)-N-(2-¢pTop-5-MeTH10eH3HINIEH)-2-MeTHJINPONaH-2-

cyabpunamuaa (3B). Cvece 2-pTop-S-merundensanpaeruna (3A) (5 1, 36.2 mmons), Cs2COs3
(17.6 r, 54.0 mmonp) u (R)-2-meTunnponas-2-cyiabpunamuaa (4.6 r, 38.0 mmons) 8 DCM (100
MJI) TIepeMEIIMBaJIN MPH KOMHATHOH TeMmeparype Ha MPOTSHKEHWH HOYM B arMmocdepe Ar.
Peakunonnyro cMmech GUIBTPOBAIH, U GHIBTPAT pa3daBisu mpocThiM ddupom (150 mu). 3atem
NOJIYYEHHYIO B PE3yJIbTaTe CyCNeH3U0 (GuibTpoBain. @UIBTPaT KOHLUEHTPUPOBAIH, U OCTATOK
BBICYILITMBAJIN 1TOZ BaKyyMoM ¢ nony4yerneM 3B (8.7 r, 97%) B Bune xentoro macna. JKX-MC (ES,
m/z): 242 [M+H]"; 'H AMP (400 MT'u, &°-DMSO): & 8.87 (s, 1H), 7.76 (m, 1H), 7.29 (m, 1H),
7.03 (m, 1H), 2.37 (d, J=1.0I'y, 3H), 1.27 (s, SH).

Cragus 2. Cunre3 3tun  (2R,3S5)-3-(((R)-mpem-GyTuncynbpuaunia)amuno)-2-prop-3-(2-
¢prop-5-mernadenna)nponanoara (3C). K pactsopy 3B (4 1, 16.6 mmonb), 3Tun 2-propanerara
(2.6 T, 24.6 mmonb) 1 TMEDA (4.8 mi) B 6e3BogHom THF (40 mir) noGasmsmn LIHMDS (1 M B

THF, 24.6 mn, 24.6 mmodb) o karwisiM nipH -78°C Ha npoTspkennn 30 muH B atmocdepe Ar. [Tocne
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nepemermuBanus pu -78°C B TedeHue | 4 peakuo OCTaHABIMBAIHN Ao0aBieHueM | H. BOIHOH
HCl (50 mu), mognep>xuBasi BHYTPEHHIOIO Temrepatypy cmecu npu t < -20°C. 3arem cmech
KOHLIIGHTPUPOBAIM JUIA  yAAJNeHHs M30bITKA OPraHWYeCKOro pPacTBOPUTENS U 3aTeM
skctparuposann EtOAc (100 mn x 3). OObenuHeHHbIE OPTaHUYECKHUE SKCTPAKTHI IMPOMBIBAIIH
coneBbiM pactBopoM (100 mur) u BeIcymuBanu Hax 6e3BonHbIM NaxSO4. PacTBOpUTENH YOAISAIH,
¥ OCTaTOK BBICYIIMBAJIU IO BAKyyMOM ¢ noiy4derneM HeountneHHoro 3C (6.0 ) B BUzE KeIToro
Maciia, KOTopoe NMPUMEHsUIN Ha clieayromei craauu 6e3 nonoaaurenbHol ounctku. XKX-MC (ES,
m/z): 348 [M+H]".

Cragus 3. Cunre3 (2R,35)-3-(((R)-mpem-GyTunncynbpuHuia)amuHo)-2-prop-3-(2-Pprop-5-
MeTHapeHnT)nponanosoi kucaotel (3D). K pacreopy 3C (6.0 r, 17.3 mmons) B THF (40 mn)
nobasnsnu 1 H. Boasslil pactBop NaOH (34.6 mu, 34.6 MMoub) pu KOMHATHOH TeMmeparype.
Ilocne mepeMernuBaHus MPU KOMHATHOH TemmepaTrype B Te€4eHHE | 4 B PEaKIMOHHYIO CMECh
nobasnsm nensHyo Boay (50 mu). IMonyueHHyr0 B pesynbraTe cMech dkcTparupoBanu EtOAc
(100 mn x 2). Boanslii cioit gosoamau 10 pH 5 ¢ moMompio HaCBIIEHHOH BOIHOW JIMMOHHOM
KUCJIOTBI ¢ mocnenyromei skcrpakuueir EtOAc (100 mm x 3). 3arem oObenrHEHHbBIE
OpPraHUYeCKHe SKCTPAKThl MPOMBIBANIU COJNEBbIM pacTBopoM (100 Mi) M BbICYyIIMBANIM Haj
6e3BogubM NaxSO4. PacTBOpUTEND YAASUIN, U OCTATOK OYHINAIU C MOMOIIBIO MpernapaTUBHON
BOXX (xononka: XBridge Prep OBD C18, 19 x 250 mm, 5 mxm; noaswxHas (asa: Bomxa (0.05%
TFA) u ACN (28.0% ACN no 36.0% 3a 10 mun); nerextop: Y® 220 um) ¢ nonyyernem 3D (2 ,
36%) B Buze 6enoro TBepaoro semectsa. KX-MC (ES, m/z): 320 [M+H]"; 'H AMP (400 MI'1,
d*-DMSO0): § 13.57 (br, 1H), 7.55 (dd, J=7.5,2.2 Ty, 1H), 7.23 — 6.94 (m, 2H), 6.04 (d, /=10.8
I'n, 1H), 5.37 - 4.86 (m, 2H), 2.29 (s, 3H), 1.12 (s, 9H).

Craguss 4. Cunres (R)-N-((15,2R)-2-¢prop-1-(2-prop-S-meTnndennn)-3-oxkco-3-(2,4,6-
TpUOKCco-1-(TeTparuapo-2H-nupaH-4-ui)rekcaruapony pUMHAHH-S-UI)IPONUII)-2-
MeTuanponas-2-cyabpuaamuaa (3E). K pacrsopy 3D (700 mr, 2.19 mmonsb), 2-2 (698 wmr, 3.29
mmonb) 1 HATU (1.25 1, 3.29 mmones) B DMF (10 M) nobasmistiu DIEA (849 wmr, 6.57 mmonb)
npu 0°C B armocdepe Ar. [locne nepeMernnBaHusi Mpu KOMHATHON TEMIIEpaType B TEUEHHE 2 4
PEaKIHMIO OCTAHABJIMBAIM NOOABIEHHEM HACBHIIEHHOIO BOAHOIO pacTBopa OukapOoHaTa HATpHs
(30 mu1), ¥ MOJYYEHHBIA B pe3yJbTaTe PacTBOP SKCTparnpoBaiy sTuianeraroMm (50 mu x 3).
OObenrHEHHBIE OpPraHUYECKHe 3KCTPAKThl MPOMBIBAIHN COJEBBIM pacTBopoM (50 mi X 2) u
BbICyIIMBau Haja Oe3BomHbIM NaxSQ4. PacTBOpUTENh yHANANHM, W OCTATOK BBICYIIHUBAIH TMOJ
BaKyyMoM ¢ nioyueHueM HeounmeHHoro 3E (1.3 r) B Buae 0enoro TBepIoro BemecTsa, KOTopoe
NPUMEHSUTM Ha clenyromei cranuu 0e3 momosHuTenbHO ouuctku. XXX-MC (ES, m/z): 514

[M+H]"; 'H SIMP (400 MT 'Ly, d°-DMSO): & 12.16 (br, 1H), 7.66 — 7.45 (m, 1H), 7.23 — 6.98 (m,
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2H), 6.37 (m, 1H), 6.13 (d, J=10.7 I'y, 1H), 5.22 (m, 1H), 4.79 (m, 1H), 3.94 (m, 2H), 3.35 (t, J
=11.7Tn, 2H), 2.52 - 2.39 (m, 2H), 2.29 (s, 3H), 1.49 (d, /=122 'y, 2H), 1.04 (s, 9H).
Cragus 5. Cunre3 (R)-N-((1S,25)-2-¢prop-1-(2-Pprop-5-mernadenni)-3-(2,4,6-rpuokco-1-
(Terparuapo-2H-nupan-4-ui)rekcaruAponupUMHINH-S-HJI)IPONUI)-2-MeTHINPONAH-2-
cyaspunamuaa (3F). K pactBopy neounmennoro 3E (1.3 r, 2.53 mmons) B AcOH (10 mum)
nobasmsnn NaBH3CN (398 mr, 6.33 mmons) npu 0°C B atmocdepe Ar. Ilocne nepemermnBaHust
IpY KOMHATHOH TeMIiepaType B Te€4eHHe | 4 K peakIMOHHON cMecH 100aBIsUH JIensaHy o Boay (20
MIJI), U TIOJy4YEHHBIH B pe3yibrare pactBop skctparupoBaimn EtOAc (50 mum x 3). 3arem
OOBEeMHEHHbIE OpPraHWYECKHE O3KCTPAKThl MPOMBIBAIM COJEBBIM pacTBopoM (50 M) u
BbICymnBanu Haja Oe3BonHbIM NaxSO4. PacTBOpUTEND yHansanaw, U OCTATOK BHICYIIHUBAIM MOJ
BaKyyMoM ¢ nojydeHuem HeouuineHHoro 3F (1.3 r) B Bune Genoro TBepaoro BEIecTBa, KOTOpoe
NPUMEHSJIM Ha clenyrommel craguu O0e3 pomonuutenbHol ounctku. XKX-MC (ES, m/z): 500
[M+H]"; 'H SIMP (400 MTI'ni, ¢®*-DMSO): § 11.31 (d, J=28.1 ', 1H), 7.41 (d, J = 7.4 T'y, 1H),
7.27—-6.84 (m, 2H), 6.11 — 5.78 (m, 2H), 5.08 — 4.43 (m, 3H), 3.87 (m, 3H), 2.29 (s, 6H), 1.99 (s,
1H), 1.53 - 1.28 (m, 2H), 1.10 (d, J=2.1 T, 10H).

Craguss 6. Cunre3 5-((25,35)-3-amuno-2-gprop-3-(2-prop-S-meTundennn)nponun)-1-
(Terparuapo-2H-nupan-4-un)nupumunun-2,4,6-(1H,3H,5SH)-tpuona (3G). K pacreopy
HeouuntiernHoro 3F (1.3 r, 2.60 mmonb) B 3tanose (10 mi) nobaBnsau TuoHmIXIopua (334 mr)
npu 0°C. Tlocne mepeMernuBaHusl MPU KOMHATHOH TeMIlepaType B TeueHue | 4 peakLHOHHYIO
CMeCh KOHIIEHTPHPOBAJIH, U OCTATOK BBICYLIMBAJIU IO/ BAKYYMOM C TOJTyYEHHUEM HEOUHUIIEHHOTO
3G (1.0 ) B Buge 6esoro TBEpAOro BEIECTBA, KOTOPOE MPUMEHSTH Ha CIeAyIoel craanu 0e3
nononaurenbHo ounctku. XXX-MC (ES, m/z): 396 [M+H]".

Cragus 7. Cunres (6S5,75)-6-prop-7-(2-prop-S-mernndennn)-3-(rerparugpo-2 H-nupaun-4-
ni)-5,6,7,8-rerparuaponupuno|2,3-dlnupumuann-2,4-(1H,3H)-nuona 3). Cwmech
HeouneHHoro 3G (1.0 r, 2.53 mmonp) B CH3CN (15 mi1) moMernany B MUKPOBOJTHOBBIH PEaKTOP
¢ nepemernnanueM npu 120°C B teuenne 30 MuH. 3aTeM CMeCh KOHLIEHTPHUPOBAJIU, U OCTATOK
ounaim ¢ nomourbio npenaparusaoit BOXKX (kxononka: C18 ¢ cunmukarenem; noasukHas ¢asa:
CH3CN:H20 = 20:80 (00./00.), nossimas 1o CH3CN:H,0 = 80:20 (06./00.) 3a 40 MuH; neTekTop:
Y@ 254 am) ¢ nonyuenuem coenurerns 3 (302 mr, 32%) B Bune Oeoro TBEpAOro BEINECTBA,
KOTOpOE onpenelsiiu kak nojaumopd @opmsr 1 (em. ITpumep 2). KX-MC (ES, m/z): 378 [M+H]";
'H AAMP (300 MI', &®-DMSO): § 10.20 (s, 1H), 7.38 — 7.05 (m, 3H), 6.45 (s,1H), 5.11 — 4.81 (m,
3H), 3.89 (dd, /J=10.8,3.9 'y, 2H), 3.34 — 3.27 (m, 3H), 2.76 — 2.48 (m, 4H), 2.28 (s, 3H), 1.39
—1.36 (m, 2H); '°F SIMP (376 MI', &®-DMSO): & -123.51 (t,/=86.5Tn), -191.57 (d, J = 129.34
I'm).
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[Mpumep 1-4: monyuenue (6R,7S5)-6-dprop-7-(2-dpTop-5-meTrndennn)-3-(terparuapo-2H-mupas-4-nmn)-
5,6,7,8-tetparuaponupuno| 2,3-d|nupumuaun-2,4(1H,3H)-auoHa (4)

Cxema 4
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F' o N’go
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NaBH;CN Freniel /OD
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F F o) N’J*o
H
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CH5CN, W

Craguu ¢ 1 no 7. Cunre3 (6R,7S5)-6-prop-7-(2-prop-5-mernndennn)-3-(terparuapo-2H-
nupan-4-ui)-5,6,7,8-rerparuaponupuno|2,3-dlnupumuann-2,4-(1H,3H)-quona (4). Crenys
croco0y, aHAJOTHYHOMY ONUCAHHOMY Ut monydeHus: (6R,75)-6-¢prop-7-(3-propdennn)-3-
(Terparunpo-2H-nupan-4-un)-5,6,7,8-rerparuaporupuno| 2,3-d|mpumunns-2,4-(1H,3H)-
moHa (2) w 3amensst 3-¢propbensampnerun (1-1) Ha 2-¢Top-5S-merunOenzanbrerun (3A),
nonyuanu 4 B Buze Genoro Teepaoro semectsa. JKX-MC (ES, m/z): 378 [M+H]"; 'H AMP (400
MTI 1, d*-DMSO): § 10.69 (s, 1H), 7.19 — 7.09 (m, 2H), 6.98 (d, /= 6.8 T'y, 1H), 6.62 (d, J=3.6
I'n, 1H), 5.08 —4.84 (m, 3H), 3.91 (dd, /=11.2, 3.6 I';, 2H), 3.32 (m, 2H), 2.68 — 2.55 (m, 4H),
2.27 (s, 3H), 2.17 - 2.03 (m, 1H), 1.42 — 1.39 (m, 2H); '°F IMP (376 MTI'u1, &°*-DMSO): § -124.08,
-175.61.
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[Mpumep 1-5: monyuenue (6R,7R)-6-drop-7-(2-dpTop-S-metrndennn)-3-(terparuapo-2H-mupas-4-nmn)-
5,6,7,8-tetparuaponupuno| 2,3-d|mupumuaun-2,4-(1H 3 H)-nrona (5)

Cxema 5

0 O L Opg e
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Cragnu ¢ 1 mo 6. Cunres (6R,7R)-6-¢pTop-7-(2-prop-S-meTundenmn)-3-(terparuapo-2H-
nupaun-4-ui)-5,6,7,8-rerparuaponupuno|2,3-dlnupumuann-2,4-(1H,3H)-guona (5). Crnenys
cnoco0y, AaHAJOTHYHOMY  ONHCAaHHOMY st monydeHust  (65,75)-6-¢prop-7-(2-¢prop-5-
metuiadennn)-3-(rerparunpo-2H-mupan-4-mn)-5,6,7,8-rerparuaponupuno| 2,3-d |nupuMuuH-
2,4-(1H,3H)-nnona (3) u 3amensisi (R,FE)-N-(2-pTop-5-MeTHnOeH3MINIEH )-2-METHIITPOTIaH-2-
cynbpunamun (3B) Ha (S,F)-N-(2-¢pTop-5-MeTUnOeH3MIMACH)-2-MeTUIINPOTaH-2-Cy I UHAMHT
(4B), monyuanu 5 B Buje 6enoro Teepaoro semectsa. XKX-MC (ES, m/z): 378 [M+H]"; 'H AMP
(300 MI'y, d®-DMSO): § 10.72 (s, 1H), 7.85 —7.11 (m, 3H), 6.45 (s,1H), 5.14 — 3.93 (m, 3H), 3.92
(dd, J=10.4, 521w, 2H), 3.52 -3.29 (m, 3H), 2.82 — 2.66 (m, 4H), 2.31 (s, 3H), 1.39 - 1.36 (m,
2H); F SIMP (376 MI', d®-DMSO): § -123.49, -191.34.

[Mpumep 1-6: monyuenue (63,7R)-6-dprop-7-(2-dpTop-S-meTrndennn)-3-(terparuapo-2H-mupas-4-ni)-
5,6,7,8-tetparuaponupuno| 2,3-d|nupumuaun-2,.4-(1H 3 H)-nurona (6)
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Cxema 6
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Craguu ¢ 1 no 6. Cunre3 (65,7R)-6-prop-7-(2-prop-5S-meTundennn)-3-(terparuapo-2H-

nupan-4-ui)-5,6,7,8-rerparuaponupuno|2,3-dlnupumuann-2,4-(1H,3H)-guona (6). Crenys
crnoco0y, aHAJIOTHYHOMY OMUCAaHHOMY Uit monyudeHus: (6R,7S5)-6-¢prop-7-(3-propdennn)-3-
(terparunpo-2H-nupan-4-un)-5,6,7,8-rerparuaponupuno| 2,3-d|mupumunun-2,4-(1H,3 H)-
mvoHa (2) u 3amensist (S,F)-N-(3-¢pTopOensunmnen)-2-merunnponas-2-cynbpunamun (1-2) Ha
(R,E)-N-(2-¢prop-5-metundensununeH)-2-meruinponas-2-cynbpunamun (3B), monydanun 6 B
Buzie Genoro Teepaoro semecTsa. JKX-MC (ES, m/z): 378 [M+H]"; 'H SIMP (300 MI'n, d°-
DMSO): 6 10.69 (s, 1H), 7.21 — 7.09 (m, 2H), 6.98 (d, /= 6.8 'y, 1H), 6.66 (d, J = 3.6 'y, 1H),
5.11 —4.84 (m, 3H), 3.92 (dd, J=11.1, 3.9 I', 2H), 3.35 — 3.29 (m, 2H), 2.69 — 2.52 (m, 4H),
2.27 (s, 3H), 2.14 - 2.00 (m, 1H), 1.43 —1.39 (m, 2H); '°F SIMP (376 MTI'u1, &°*-DMSO): § -124.36,
-175.43.

JIOTIOTHUTEIbHBIE COCAMHEHUS] OBUTM TOJYYEeHbl C MPUMEHEHHEM METOIUK, aHAJOTHYHBIX

NMPUBEACHHBIM BBILIC.
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XapakTepuCTHKH COeINHEHUH

CTPYKTYPA

Hao..
MC
[M+H]*

IIporonnsrii AMP

Croco0(b1)
CHHTE3a

3HaueHue
ICso bcMF
pCa 6

Vi

388

'H AAMP (400 MI'y, d°-
DMSO B ppm): 6 7.68 -
751 (m, 2H), 733 -
729 (m, 1H), 5.14 -
4.83 (m, 3H), 4.20 (s,
1H), 391 - 3.88 (m,
2H), 3.39 - 328 (m,
2H), 2.77 - 258 (m,
4H), 1.39 - 131 (m,
2H)

Cxema 3

0.54

364

'H SIMP (400 MTw, d°-
DMSO B ppm): & 10.73
(s, 1H), 7.43 - 7.36 (m,
1H), 7.27 - 7.18 (m,
3H), 6.65(d,J=4.0Tm,
1H), 5.13 - 497 (m,
2H), 486 (tt,J=12.1n
42T, 1H), 391 (dd,J
=114u45Tn 2 H),
336 - 329 (m, 2H),
269 - 255 (m, 3H),
2.05 (ddd, J = 408,
17.0u3.3 Ty, 1H), 1.45
- 1.37 (m, 2H)

Cxema 2

1.46

364

'H AMP (400 MI'y, d°-
DMSO B ppm): 6 10.24
(s, 1H), 7.45 - 7.38 (m,
IH), 730 - 721 (m,
3H), 6.44 (s, 1H), 5.08
(dm, J = 47.4 T'u, 1H),
498 (d, J =250 I'y,
IH), 487 (tt,J=121wnu
42Ty, 1H), 3.92 (dd, J
=112 u 44 TI'u, 2H),
337 - 3.29 (m, 2H),
278 - 252 (m, 4H),
1.44-1.36 (m, 2H)

Cxema 1

5.59

394

'H SIMP (400 MTw, d°-
DMSO B ppm): 6 10.26
(s,1H), 720 (dd, J =
10.1u9.0 'y, 1H), 6.97
(ddd,J=9.0,40mu25
I'm, 1H), 691 (dd, J =
6.1 u 2.5 I'u, 1H), 6.47
(s, 1H), 5.14 - 4.81 (m,
3H),391(dd, J=114

Cxema 3

1.02
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u 4.6 T, 2H), 3.74 (s,
3H), 336 - 328 (m,
2H), 2.75 - 2.33 (m,
4H), 143 - 1.35 (m,
2H)

11

394

'H AMP (400 MI'n, d°-
DMSO B ppm): 6 10.75
(s,1H), 7.19 (dd, J =
10.0u 9.1 Ty, 1H), 6.94
(dt, J =91 u 35 I'y,
1H), 6.72 (s, 1H), 6.65
(dd, J =61 u 3.5 I,
IH), 512 - 494 (m,
2H), 486 (tt,J=12.1wu
4.0 T, 1H), 3.90 (dd, J
=114 u 42 Ty, 2H),
3.71(s,3H),3.37-3.28
(m, 2H), 2.69 -2.53 (m,
3H), 2.09 (ddd, J =
396, 168 u 3.4 Iwm,
IH), 144 - 137 (m,
2H)

Cxema 4

0.49

378

'H SIMP (300 MIy, d°-
DMSO B ppm): 5 10.69
(s, IH), 7.21 - 7.09 (m,
2H),6.98(d,]=6.8TLy,
1H), 6.66 (d,J=3.6 Ty,
1H), 5.11 — 484 (m,
3H),392(dd,J=11.1,
39Tu, 2H),3.35-3.29
(m, 2H), 2.69 - 2.52
(m, 4H), 2.27 (s, 3H),
2.14 - 200 (m, 1H),
1.43 - 1.39 (m, 2H)

Cxema 6

26.4

378

'H SIMP (300 MI, d°-
DMSO B ppm): 6 10.72
(s, IH), 7.85-7.11 (m,
3H), 6.45 (s, 1H), 5.14
- 393 (m, 3H), 3.92
(dd, J = 104, 5.2 I',
2H), 3.52 - 329 (m,
3H), 2.82 — 2.66 (m,
4H), 2.31 (s, 3H), 1.39
—1.36 (m, 2H)

Cxema 5

20.84

378

'H SIMP (400 MTw, d°-
DMSO B ppm): 6 10.69
(s, 1H), 7.19 - 7.09 (m,
2H),6.98(d,J=6.8T,
1H),6.62(d,J=3.6T,
1H), 5.08 — 4.84 (m,
3H),3.91(dd, J=11.2,
3.6 I'm, 2H), 3.32 (m,

Cxema 4

0.37
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2H), 2.68 — 255 (m,
4H), 2.27 (s, 3H), 2.17
~2.03 (m, 1H), 1.42 -
1.39 (m, 2H)

378

'H SIMP (300 MIu, d°-
DMSO B ppm): 6 10.20
(s, 1H), 7.38 — 7.05 (m,
3H), 6.45 (s, 1H), 5.11
- 481 (m, 3H), 3.89
(dd, J = 108, 3.9 I,
2H), 3.34 - 327 (m,
3H), 2.76 — 248 (m,
4H), 2.28 (s, 3H), 1.39
—1.36 (m, 2H)

Cxema 3

364

'H SIMP (300 MIw, d°-
DMSO B ppm): 6 10.18
(s, 1H), 7.61 — 7.37 (m,
1H), 731 - 7.11 (m,
3H), 6.52 (s, 1H), 5.08
(m, 1H), 4.88 (m, 1H),
472 d, J = 268 T'n,
1H), 3.93 (m, 2H), 3.34
(m, 2H), 2.74 - 2.53
(m, 4H), 1.46 — 131
(m, 2H)

Cxema 1

3.0325

364

'H SIMP (300 MI, d°-
DMSO B ppm): 6 10.13
(s, 1H), 7.57 — 7.37 (m,
1H), 7.18 (m, 3H), 6.47
(s, 1H),5.03(d,J=47.8
I'm, 1H), 4.90 — 4.76
(m,1H), 467 d, J =
26.6 I'y, 1H), 3.88 (m,
2H), 3.33 (m, 1H), 3.25
(m, 1H), 2.76 - 2.48
(m, 4H), 1.37 (m, 2H)

Cxema 5

23.17

364

'H SIMP (300 MT, d°-
DMSO B ppm): 6 10.66
(s, IH), 7.51 — 7.37 (m,
1H), 7.21 - 7.08 (m,
3H),6.76 (d,J=4.0IL,
1H), 529 - 5.01 (m,
1H), 484 (d, J = 10.2
I'm, 2H), 3.97 - 3.86
(m, 2H), 3.30 (m, 2H),
258 (m, 3H), 2.12 -
1.88 (m, 1H), 1.46 —
1.34 (m, 2H)

Cxema 2

2.134
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394 |'H SAMP (400 MIm, | Cxema3 0.78
DMSO-d%): & 10.24 (s,
1H), 7.40 (d,J=7.1Tw,
1H), 733 (s, 1H), 7.25
~7.16 (m, 1H), 6.45 (s,
1H), 530 (t,J= 5.6 T'n,

0 0 1H), 5.16 — 4.86 (m,
F 3H),4.49(d,J=5.1Tw,
| /’\J; 2H),3.92 (dd, J =114,
HO N N0 44 Tu, 2H), 3.36 (s,
H H 2H), 2.63 (s, 4H), 1.40
F (d,J=12.2 Ty, 2H)

IIpumep 2

Penmeenocmpykmypnuiii ananuz monokpucmania - opma 1

Anammu3 SXRD nposonunu Ha audpakromerpe Agilent Technologies (Dual Source) SuperNova ¢
HCTIONb30BaHNeM MoHoxpomarusuposanHoro Cu Ka usnyuenus (A 1,54178 A), renepupyemoro
3anasHHOW TpyOKkoi. [luppakromerp oOOpymOBaIN HU3KOTEMIIEpATypHbIM ycTpoiictBoM Oxford
Cryosystems, 4ToObl 00ecneunuTh BO3MOKHOCTE cOopa manHbix mpu 120(1) K, u kpucramiom,
3aKJIFOUEHHOM B 3aIIUTHBIN cI0i Macia Paratone. CoOpaHHbIe JaHHBIE OBUTH CKOPPEKTHPOBAHBI
¢ yuetoM 3(p(eKTOB TMOTJIOUIEHNUsI HA OCHOBE IayCCOBCKOTO MHTEIPUPOBAHMS 110 MHOTOMEPHOMH
MOZIENTM KPUCTAJUIa, BBINOJHEHHOrO Kak dacTh makera mnporpamm CrysAlisPro (Agilent
Technologies, 2014).

CrpykTypa 66112 pacmudposana npsamMeivMu Metogamu ro nporpamme (SHELXS97)! u yrounena metoaom
HanMeHbIHX KkBaapaTos o /2 (SHELXL97)! o BceM JAHHBIM ¢ TOMOIIBIO TPOrpaMMHOro naketa OLEX2
(cM. @ur. 4). U306paxenus Obltu co3aanbl ¢ nomompbio OLEX2?. JlaHHble cOOHpanu, ONPEACTAAIN U
VTOUHSUTH B OPTOPOMOUICCKOH MPOCTpaHCTBCHHOM rpymme P21212; u moncke 60ee BEICOKOH METPHICCKOH
CHMMETPHUH ¢ HCTIONb30BaHueM noanporpaMvel ADDSYMM? u3 PLATON?, Ho He yaanoch 06HapyXHTh
cuMMeTpHIo HoJiee BRICOKOro nopsiaka. Bee HeBoaopogHbIe aTOMBI OBLITH PacmoIoKEeHbI Ha KapTe Dypee,
U UX MOJIOKCHUS YTOYHCHBI MEPE] ONMMCAHHEM HX TCIUIOBHIX KojeOanui. Bce HEBOAOPOIHBIC aTOMBI
VTOYHCHBI B aHH30TPOITHOM MpHOMmKEHUU. B cTpykType 0aHa nmonHas monekyna 3 (Takke HasbiBacMast
coeauncHueM [Ipumepa 3) Obuta pacmoiokeHa TONBKO B aCHMMETPHYHOM 3BeHE. M3-3a mOMy4eHHBIX
cnabeix gaHHbBIX gudpakauu napametp Dmka moxer ObiTh paccumrtaH A0 -0,0657 ¢ esd 0,7497
(paccunrano mo 1477 mapam Bijvoet ¢ momHOoTON 97,6%). [1OMBITKH YTOYHHUTE CTPYKTYPY C HOMOIIBIO
komana TWIN u BASF wve manu mameueiimux yaydimenuii. Bee atomel Bogopoda Oblii MOMEINCHBI B
paccUUTaHHbIC TO3HLHH C UCTIONb30BAHUEM MOJEIN «Hae3qHUKay ¢ pukcupoBanubiM Uiso = 1,2 qmg Bcex
rpyrmn CH, CH> u NH n 1,5 nas seex rpynn CH;. Beino oOHapy»KEeHO, YTO HAUBBICINHI OCTATOYHBIA ITHK

®ypre cocrapnser 1,34 ¢ A~ mpumepro 0,68 A or C(16), u camas rayGokas aeipa Pypbe COCTaBIIET -

0,89 ¢.A” mpumepro 0,58 A ot O(2).



79

Xapaxkmepucmuxu kpucmania - Popma 1

C19H21F2N303 (M = 377,39 1r/mMonb). opTopoMOUUeckasi, ¢ MPOCTPAHCTBEHHOH rpymnmoi P212124
(Ne 19), a=28,153(2) A, 5=6,6890(3) A, ¢ =9,1390(6) A, V=1721,04(19) A3, Z =4, T =120(1)
K, w(CuKa) = 0,964 mm™, Dpaccuum. = 1,456 r/cm’, usmepeno otpaxenuii 30202 (10,18° <20
< 153,36°), nezaBucumbix 3570 (Rint = 0,1117, Rsigma = 0,0636), KOTOpBIE MPUMEHSIINCH BO BCEX
pacuerax. Koneunsiii R1 coctasun 0,1591 (> 2 sigma(l)), u wR> cocrasun 0,3889 (Bce nanHble).
JlaHHbIE TIOPOIIKOBOW peHTreHoBckoW nudpakromerpun (XRPD), nuddepenunanbhoi
ckanupytromeit kagopumerpuu (DSC) u repmorpasumerpudeckoro ananmusa (TGA) nns @opwmst 1

coenunenus [lpumepa 1-3 nokazansl Ha @ur. 1A-1C, 2 u 3, COOTBETCTBEHHO.

buonoeuueckue Ipumepuor

Coenunennst ObuUM  KJIAaCCU(UPOBAHBI MyTeM OLEHKH WX (U3UKO-XUMHYECKHX CBOWCTB,
OMOXMMHMYECKOH  aKTUBHOCTHM, KJETOYHOH  aKTHBHOCTH, Mpoduiell  CeNeKTUBHOCTH,
dapmaxkokunerndeckux (PK) npoduneii, papmakonnnamudeckux (PD) npoduneit u npoduneit
0€30MacHOCTH B PA3JIMYHBIX aHAIM3AX i VilFO W in Vivo, BKJIOYasi, HO He OTPAaHHYUBASCh MMM,
aHanu3bl MHO3UHOBON AT®a3pr (cuctembl muopubpumn Obrubero cepama (bcMF) c/Ges
CBIBOPOTKM M CHCTE€MbI CKeJeTHbIX MuodguoOpmwn kposiuka (rbskMF)), cokpaTurenbHyro
Croco0OCTh KAPAMOMHUOLIMTOB U UAEHTU(PUKALIUIO PEAKTUBHBIX META0OJIUTOB.

CoenuHeHHs ¢ YMEHbIIEHHBIM MEPUOJOM MOJYBbIBEIEHHs ObLUTH BBIOPAHBI, YTOOBI 00ECTIEUUTD
MOTEHLUAJIBbHO Ooyiee OBICTPYIO KOPPEKLMIO JO3bl, TOCKOJbKY Oo0jiee KOPOTKUN IMepPHOJ
NIOJTYBBIBEIEHHsI MTO3BOJISIET OBICTpee MEPEeiTH K PaBHOBECHOH SKCIO3MIMH. Y CTpAaHEHUE HIIH
MUHUMH3ALUS 3aBUCHMOCTH OT MOJIMMOPGHBIX (hepmeHToB 1ruroxpoma P450 (CYP), Takux kak
CYP2C19, nna wmetaboNM4eCKOro KIUPEHCa TMOTEHIHAJIbHBIX JIEKAPCTBEHHBIX CPENCTB
obecrieunBaeT MOTEHIMAIbHOE TPEUMYIIECTBO AJisi CHIKeHus1 BapuabespHocTH PK y dyenosexka,
KOTOpasi MOKET HMEThb MECTO, HampuMep, MeXAy cladbiMu U ObICTpbIMH (hepMeHTaMHu,
MeTabONMM3UPYIOLMMHU JIEKAPCTBEHHbIE CPEACTBA. Y CTPAHEHHE WM MUHUMHU3ALMS aKTHBHBIX
UHIYKUHOHHBIX CBOHCTB (hepmerTa CYP HOBBIX MOTEHIMANBHBIX JIEKAPCTBEHHBIX CPEICTB JaeT
NPEUMYIIECTBO, MO3BOJISFOLIEE n30exaTh MOTEHLHATBHOTO ME3KJIEKaPCTBEHHOTO
B3aumoyeicTBus. [1oBbIIEHHAS CEJIEKTUBHOCTD MOTEHLHMABHOIO JIEKAPCTBEHHOI'O CPEACTBA ISl
CepAeYHOr0 MHO3MHA IO CPAaBHEHUIO CO CKEJETHbIM MHO3MHOM HMeNla MPEUMYIIECTBO JJIs
KejaeMol (papMaKOKMHETHKH 4YeJIOBeKa, CBSI3AHHOW C pachpesieieHHeM JIeKapCTBEHHOIO
CpeACTBa-MOAyJIATOpa MHUO3MHA. [lpeamonaranoch, 4YTO MOTEHLHUANbHbIE JIEKAPCTBEHHbIE
CPEeACTBA-MOYJIATOPI MUO3HHA CO CHHYKEHHOH 3(P()EeKTHBHOCTBIO 1O OTHOLIEHHUIO K CKEJIETHOMY
MHO3UHY OYIyT MeHbLIE PacHpeneiaThCs B TKAHU CKEJIETHBIX MBILIL] H3-3a Oojiee HU3KOro

CBA3BIBAHUA JICKAPCTBECHHOI'O CPEACTBA CO CKCJICTHBIM MHUO3HWHOM, MPUBOAA K YMCHBIICHHOMY
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00beMy pacIpenesneHus 1, CIe0BaTeIbHO, K YMEHBIIEHUIO NIEPHOAA MOy BbIBEICHHS Y YEIOBEKa.
Hoknuandeckne  dapMakOKWHETHUYECKHe/(papMaKOJUHAMUYECKHE  HCCIENOBaHHUA  ObUIH
BBINOJIHEHbBI /ISl ONTUMH3ALMU BbIOOpA COENMHEHHUH, KOTOPbIe MOTYT JOMYCTHTh MEPOPATIbHOE
J03UPOBAHUE C MMOHM)KEHHBIM PHCKOM JICKApPCTBEHHON TOKCHYHOCTHU AJisi iedeHu. Lammert et al.
(2008) Relationship Between Daily Dose of Oral Medications and Idiosyncratic Drug-induced
Liver Injury: Search for Signals. Hepatology, 47:2003-2009.

Ananus pacmeopumocmu KS

HuskomonexynsipHble areHThl OLEHUBAJIN IO UX KUHETU4YeCKol pactBopumoctu B PBS nmpu pH
7,4 Ipu KOMHATHOH TeMnepaType ¢ UCIOJIb30BAHUEM pe3eprrHa (KHHETHIECKash PACTBOPUMOCTD
<15 mxM B PBS npu 7,4) B kauecTBe OTpULIATEILHOIO KOHTPOJIS U Bepanamuiia (KHHeTH4ecKas
pactBopumocTb > 200 MkM B PBS npu 7,4) B kauecTBe MOJIOKUTETBHOTO KOHTPOIIAL. 2 MK 20 MM
UCXOIHOTO pacTtBopa coemuHenus B DMSO nobGaBnsiu B JyHKY 96-7TyHOYHOTO IUIAHIIETA C
nocneayoumm nodasinenuem 198 mxin PBS npu komuaTHO# Temneparype. [locne BCTpsXxuBaHUs
IpY KOMHATHOW TemrepaType B TedeHue 1,5 4 cMech (uUIbTpOBaNU MOA BaKyyMOM uepes3 96-
JYHOUHBIH (PUIBTPOBAJBHBIA IUIAHIIET, KOTOPBIA IpenBapuTenpHo npomsiBain 100 mxn 70%
STaHONA Ha JyHKY. 3aTteM 70 Mk (puibTpaTa 10OABISUTN B JIYHKY 90-JTYHOYHOTO IUIAHIIETA IS
CUUTBIBAHUS, B KOTOpbI Obuto mpenBaputenbHo aobasieHo 70 mxka DMSO Ha nyHKy.
KoHuenTpauuto oOpasiia B JIyHKE ONpeNeNsyid Ha OCHOBe B3aumopeicTausi myreM KX ¢ VO-
JNETeKTUPOBAHUEM IO CPaBHEHHMIO CO CTaHAAPTHOM KpPUBOM M KaXXAOTO COENUHEHUS,

crabmnmsupoBanHoro B DMSO.

Ananu3z unzubuposanus muosuna (beMF pCa 6 ICs9 (mkM))

HuskoMonekysipHbIe areHThbI OLEHHBAINCH Ha UX CIIOCOOHOCTh HHIMOUPOBAaTh PePMEHTATUBHYIO
AKTUBHOCTH OBIYBETO CEPASUYHOrO MHO3HHA C MPUMEHEHHEM OMOXUMHYECKOTO aHAIN3a, KOTOPBIH
cesi3biBaeT BoiIcBOOOKAeHNe ADP (anenosunandocdara) us cepaeuHoro Muo3nHa ¢ epMEeHTHON
CHCTEMOM CBSI3BIBAHUS, COCTOALIECH M3 MHUpyBaTKWHA3bl U Jjaktataeruaporenassl (PK/LDH), u
MOHUTOpPHHIOM yMeHbleHust noryomennst NADH (npu 340 M) kak ¢yHkummu BpemeHu. PK
npespamaer ADP B ATP  (amenosuntpudocdar) mnyrem mnpeobpazoBanuss PEP
(bochoenonmupysar) B mupysat. [Tupysar 3aTem npeodpasyercs B jaktar nox nevicrsuem LDH
nyreM mpeobpazoBanus NADH (HukotuHamunaneHuHnuHykieotun) B NAD (okucieHHbIH
HUKOTHHAMUIAICHUHIUHYKJIEOTHT). ICTOYHHKOM CepAedyHOro MUO3MHA ObLIO ObIube cepaLe B
BU/ie ounlIeHHbIX MuoguoOpmiul. Ilepen TecTupoBaHHEM HH3KOMOJEKYISIPHBIX areéHTOB ObIYbU
MHOGUOPHILITBI OLIEHUBAJIN HA X YyBCTBUTEIBHOCTD K KAJBIMIO, U KOHIIEHTPALIUS KaJIbLUs, TIPU

KoTopoil mocruraercs 50% axkTmBauusi cucTeMbl MuoGUOpHI, ObUla BbIOpaHa B KadecTBE
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OKOHYATEJIbHOTO YCJOBHS JJIi OLIEHKH HMHTHOUPYIOIIEH AaKTUBHOCTH HU3KOMOJEKYJSIPHBIX
areHToB. BCro (hepMEeHTaTHBHYIO aKTHBHOCTH M3MEPsUH B Oy epHOM pacTBope, conepkamem 12
MM PIPES (nunepasun-N, N'-6uc(2-atancynbdoHoBas kucnora), 2 MM xnopuna marsust npu pH
6,8 (6ydpep PM12). KoHeuHble ycioBHUs aHann3a COCTaBIsUM 1 mMr/ma MuouOpuiut Obrubero
cepaua, 0,4 MM PK/LDH, 50 MmxM ATP, 0,1 mr/mn BSA (Obruuii ceiBOpoTOUHBIH anb0yMuH), 10
ppm nenoracurens, 2 MM BME, 0,5 vM NADH u 1,5 MM PEP npu neneBoii KOHLIEHTpaLuu
CBOOOIHOrO KaJIbLHsi, HEOOXOMUMOH 1y1st mocTrskeHust S0% akTuBauuy MUOGHOPHILI.

beuta cozpmana cepusi paszOamnenuii coenuHeHus B DMSO Ttak, 4ToObl KOHEYHas LeJeBast
KOHLIEHTPALUsI COeMHEHUsT MOIa OBITh JOCTUTHYTa B 00beMe 30 MKJ npu (PUKCHPOBAHHOMN
koHueHrpauu DMSO 3,3% (06./06.). Kak npaswiio, 1 Mk cepuu passenenuii nobassiiu B 384-
JYHOYHBIH MJIAHIIET 11 AOCTIbKeHHs! 10-ToueuHoro oreera Ha 103y. ITocne nodasnenus 14 mxn
pacTBopa, copepkaero Mmuodudpms! Obrubero cepaua, PK/LDH u pactBop kanbuus (KOTOPBIH
nocturan 50% akTuBaimu), (epMEeHTATHBHAs pPeakUuss HayMHajIach ¢ nodaBieHus 15 Mk
pactBopa, conep:xkauero AT®, PEP u NADH. Xox peakuuu OTCJIE€KUBAJIN C TOMOILBIO MJIAHIIET-
punepa PerkinElmer Envision npu TemmepaType OKpy:Karolied cpenbl C HCIOIb30BAHUEM
IUIAHLIETOB C MPO3payHbIM JHOM. CUHTBIBAKOIIEEe YCTPOUCTBO ISl IUIAHIIETOB OBLIO HACTPOEHO
JUIsL CYMTBIBAHUS ONTHUYECKON IUIOTHOCTHU IpU 340 HM B KMHETHMYECKOM pEXUME B TedeHue 15
MHUHYT. JlaHHbIE PErUCTPUPOBAIN KAaK HAKJIOH 3aBUCUMOCTH TOIJIOLIeHHs] OT BpeMeHU. HaxiioHbl
3aBHCUMOCTH TIOTJIOIIEHHsSI KaK (PYHKIMH BpeMEHU ObUIM HOPMAJIHM30BAHbI K HAKJIOHAM B
wiaHmere, copepskamem DM SO. DTa HOpManH30BaHHAsI CKOPOCTH ObLTA MOCTPOEHA KaK (PyHKIHS
KOHLIEHTPALIUM MAaJIbIX MOJIEKYJI, U JaHHbIe ObUTH MOAOOpaHbI C MOMOLIBIO AMMPOKCUMALUN
yeTbIpexnapameTpudeckoil ¢pynkuuei ¢ ucnonb3oBanueM EXCEL XLfit. ICso mpencrasisier
coOOH KOHIIEHTPALMIO, TPU KOTOPOH HMHTHOUPYETCS MSATHAECAT MPOLIGHTOB OOIIEro OTBETa.
JIroOoif areHT, KOTOPBI HE OOCTUT MATHUAECATHUIIPOLIEHTHOIO WHTHOMPOBAHUS TpPU CaMOH
BBICOKOW TECTUPYEMOIl KOHLIeHTparmu, OblT oTMedeH Kak [Cso, mpeBhImaromuii cCaMmyro BEICOKYIO

NPOTECTUPOBAHHYIO KOHLEHTPALHIO (TO ecThb, ICs0 > 50 MkM).

Ananuz unzubuposanus muosuna (ceréopomxa beMF pCa 6 ICsg (mkM))

Wnrubuposanue (pepMEeHTATUBHONW AKTHBHOCTHU OBIYBETO CEPAEUYHOrO MHO3HMHA, CBSI3aHHOW C
BeicBOOOXKIeHHEeM ADP (ameHosmamudocdara) B NPpUCYTCTBUM KaJIbLIMEBOTO KOHIEHTPATA, YTO
npuBomuT K 50% axkTHBauMu cucTteMbl MHOGUOPHILT Obrdbero cepama B mpucyrctsuu 10%
CBIBOPOTKH KPOBH 4YeJIOBEKa. MeTonuka MpeacTaBisuia coOOi Takyro ke, Kak M B aHaJIN3e
uHrHOUpoBaHusl Obrabero cepaeunoro muosnHa (bcMF pCa 6 ICso (MkM)), HO ¢ nmobaBieHHEM

10% CcBhIBOPOTKM KpOBH YeJIOBEKA.
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Ananuz unzubuposanus muosuna (rbskMF pCa 6 1Cso (mkM))

HNurubuposanue pepMeHTaTUBHON aKTUBHOCTH MUO3MHA CKEJIETHBIX MBIIII] KPOJIMKA, CBI3aHHOM
¢ BeicBoOOXieHueM ADP (apenosunnudochara) B pUCYyTCTBUU KaJIbLMEBOTO KOHIIEHTPATA, YTO
npuBomuT K 50% akTuUBaLMKM CHCTEMbl MHO(DUOPUIT CKENETHBIX MBIIIL KPOJIUKA. MeTomuka
npeacTaBisiia coOOH Takyro ke, Kak M B aHAJIN3€ HHTHOUPOBAHUSI OBIYBETO CEPASUHOrO MHO3MHA
(bcMF pCa 6 ICso (MkM)) myTem 3ameHbl ObdbUX MHODHUOPHILT cepala Ha MHOPUOPHILIBI

CKECJICTHBIX MbILIL KPOJIUKA.

Coomnoutenue papmaxoxunemuxu/papmaxoounamuxu (PK/PD)

CriocoOHOCTh MaJIbIX MOJIEKYJI 10303aBUCHMO MOAYJIMPOBATh CHUCTOJMYECKYIO padoTy cepala
OLEHMBAJACh HEWHBA3MBHO C TMOMOINBIO SXOKapauorpadguu Ha kpbicax jauHUH SD,
aHeCTe3UpOBaHHBIX H30(QaypaHoM. Bo-nepBbIx, cepaeuHyro (YHKIHMIO/TEOMETPUI0 H3ydallu
IIOCJIEZIOBATENBHO KaK /10, TAK U BO BpeMs (~ Kaxkable 3 MUH) HenpepbIBHBIX 30-60-MHHYTHBIX
BHYTPUBEHHBIX HHDY3Hii (2,0 MI/Kr/4ac BHYTPUBEHHO, n = 4). 3aTeM OOAPCTBYIOIINX KPbIC TAKKE
oOpabarbiBaiin MO0 KOHTPOJbHBIM HocuTeneM (0 Mr/kr mepopayibHo, n = 3), nubO Tpems
YPOBHSIMH 7103 COeUHEHUs 3 yepe3 xkenyaounbiii 3051 LOW (2 mr/kr PO, n = 4), MID (5 mr/kr
PO, n = 4) unun HIGH (10 mr/kr PO, n = 5). YV 3THUX XKHBOTHBIX cepaevHast QyHKLHs/TeoMeTpust
pPErUCTPUPOBATIACH B JIBYX Pa3HBbIX BPEMEHHBIX TOUKAX/IAHAX MO M30(JIypPaHOBOW aHECTE3HMEH:
OIIMH a3 Mepen BBEAEHHEM J03bI (TO €CTh, HA HCXOIHOM YPOBHE, J€Hb -2) U Yepe3 2 Jaca 1mocje
BBeZleHUsT 103bl (AeHb 0), Bpems, KOrga H3BECTHO, YTO OKCIO3ULUH TPHOJMKATCI K
PaBHOBECHOMY COCTOSIHUIO U OJKHUAAIOTCS [THKOBbIE PeakLUH. B 3THX 3KcrmepuMeHTax (pakiust
cokpareHusi jeBoro skenynodka (FS), cucronudeckuili MHIEKC MPOU3BOAUTEIHHOCTH, a TAKKE
pa3Mepb/o0beMbl LV M 4HacTOTa CepAEeYHBbIX COKPALICHWH W3MEPSUIMCh C  MOMOIIBIO
BBICOKOYACTOTHOTO Tpeodpa3oBaTesisi U TPAHCTOPAKAIbHBIX HUCCIIEIOBAHMI B MapacTePHAIbHBIX
MO3UIHUSIX MO JUIMHHOM ocH JieBoro skenynouka (Vevo2100, VisualSonic). FS onpenensimu kak
yaenbHOe M3MEHEHHe BHYTPEHHHX pa3MepOB/IuaMeTpa JIEBOrO JKeIyA0YKa B KOHIIE JHACTOJbI
mexxny koHeuHow cuctoiiod (LVESd) u xoneunoii nuacronoii (LVEDd) (To ects, FS = 100 x
[LVEDd - LVESd]/LVEDd). O6bembl LV Obutm mONy4YeHBI C HCIOJB30BAHUEM MOIENU
Teiixronbua (LVV = 7 x [2,4 + LVid]! x LVid®). Bo Bcex cmyuasx o6pa3sibl KpoBU Opaiu
(OCpencTBOM  B3SITHSI  MHUKPONPOO M3 XBOCTOBOW  BEHBI) BO  BpeMsl  KaXKIOTO
AXOKapauorpapuIeckoro UCCIIeZIOBAHMS, YTOOBI YCTaHOBUTD

dapmakokuHernueckue/papmakonnaamudeckue (PK/PD) cooTHomeHusI.

Ananus coxpamumeftbuoﬁ cnocoonocmu Kapouomuouumoe
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CoxpaTuTeNnpbHy0 CIOCOOHOCTP MHOLIMTOB JKEJYIOYKa B3POCIOH KPBICHI ONMPENENsUIH MyTeM
BBIZICJIEHUs] TPAHHUI] C TMOMOINBID CHCTEMBI M3MepeHusi cokpatumoctu lonOptix. AMUKBOTHI
muountoB B Oydepe Tupone (137 MM NaCl, 3,7 MM KClI, 0,5 MM MgCl», 1,5 MM CaCl,, 4 MM
HEPES, 11 MM rmoko3bl) nomemmanu B nepdysnonnyro kamepy (Series 20 RC-27NE; Warner
Instruments), ocTaBJisist MPUKPEILISTHCS K IOKPOBHOMY CTEKJTY, M 3aTeM nepdy3uposaiu Oydepom
Tupone npu 37°C. Muonutsl Bo3Oyxmamuch npu 1 I'm m 10 B. JIns skcniepuMeHTOB 1O
OTIPENENIEHUI0 COKPATHTEIbHONH CHOCOOHOCTH HCIIONIb30BAIM TOJIBKO MHOLUTBI € YE€TKHMHU
MOJIOCAMH, HAXOASIIUECS B COCTOSIHUU ITOKOS 10 CTUMYJISILUY, € ATUHON KJ1eTOK 120-180 MUKpOH,
OazanbHON (ppakumel cokpaleHus, paBHOU 3-8% OT AJIMHBI KJIETKH, U CKOPOCTBIO COKPALIEHHS
6onee 100 MukpoH B cekyHny. Jlis onpeneneHns peakiuy Ha COeANHEHUs (TIPU KOHLIEHTPaLUU
0,3 MxM) mMuouuTsl cHauana nepdysuposanu B TeueHue 60 cexyHn Oydepom Tupone, 3atem 5
MUH coenuHeHnneM U 140 cekyHa npombiBain Oydepom Tuponme. [laHHbBIE HENpepbIBHO
3aMUCHIBAIIICH C MMOMOIIBIO ITporpaMMHoro obecneuenus lonOptix. JlaHHbIE O COKPATHTENBHON
CrOCOOHOCTH aHAJTM3HPOBAINCH € TIOMOIIBIO IporpaMMHoro obecneuenus lonwizard (IonOptix).
Jnsa xaxnon knetku ycpenassanu 10-20 nepexogHsIX NpoLecCcOB COKPATUMOCTU U CPAaBHUBAJIU B
6a30BbIx (0e3 coenuHeHus1) U 00paObOTaHHBIX COSTUHEHNUEM YCIIOBUSIX. AKTUBHOCTD COSIMHEHUS
usMmepsiach Bo3aedcTBreM Ha (¢pakumto cokpamenus (FS), rme ¢paxkuus cokparueHus
HpencTaBisieT coOOH OTHOLIEHWE IJIMHBI NMHMKA KJIETKH MPU COKPALEHUH, EJIEeHHOe Ha JIJIMHY
0a3aNbHON KJIETKH, HOPMHPOBAaHHOE MO OTHOIIeHHt0 kK 100% nisi HeoOpaOOTaHHOW KIIETKH.

Uzmepenue % MHrHOMpPOBaHMS PACCYUTHIBAIIN MMyTeM BbiuuTaHus 3Ha4eHust FS u3 100%.

Hoenmupuxayus peaxmuenozo memaboiuma

Omnpenenenue in Vvifro o00pa30BaHUS PEAKTUBHBIX METaOOJUTOB MaJIbIX MOJIEKYJ MyTeM
OOHapy»XeHHs aAIyKTOB TIIyTaTHOHA, OOpa3yIOLIMXCs i1 Vitro mpyu MHKyOALUU C MUKPOCOMaMHU
neyeHH yenoseka, odorameHHbiMd NADPH u riyratuonom.

Mertoanku: Metadonu3M Maibix Mojekyd (30 MkM) mis oOpa3oBaHHsl aaAyKTa TIIyTaTHOHA
oueHnBaICS B MHKyOamusx (ob6vem 200 Mk, n = 3 MHKyOAUMU Ha KaXKIblH aHAJIH3, BPEMs
uHKyOaumu 60 MHUH) ¢ MEUKpOcOMaMu TieueHu denoBeka (1 mr/min Oenka) B kanmuii-pochaTHom
oydepe (0,1 M, pH 7.4) B reuenue 1 1 npu 37°C B 96-n1yHOUHOM MUIaHIIeTe (00BEM JIYHKH 2 MIT)
nposoawu npu orcyTcTBud NADPH (ncnonp30Baiy B Ka4eCTBE OTPULIATEIBHOTO KOHTPOJIS) U B
npucyrctsiur NADPH (1 MM) u rmyrationa (GSH, 10 MM). MakyOanmy ¢ MUKPOCOMaMH MEYEHU
NPOBOAMJIM B HWHKyOarope ¢ BOAJHOW OaHEH-IIeHKepOM M MENJICHHbIM T'OPHU30HTAIBHBIM
BcrpsixuBanueM (30 o6/muH). s monyuenuss 30 MkM WHKYyOAIIMOHHOW KOHLEHTPALUU
COeMHEHUs] Hucnosib3oBad 3 MM wmarouHoro pactBopa cybcrtpara B DMSO. Koneunsie

uHKyOalMoHHbIE cMecu conepskainu 148 ki kanmit-pocdatHoro Oydepa, 10 Mka pactBopa
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mukpocom mnedeHu (20 mr Oemka/mu), 2 mMxan 3 MM pacTBopa CyOCTpata, W WHKYOAIHIO
uHnIMupoBanu nobasneHneM 40 mxin pacrBopa NADPH (5 MM, pacTBOpeHHBIE B KaJIHii-
docharanom Oydepe). K pacrBopam, He comepskamum NADPH, nobasnsmu 40 MK Kaiuid-
docharnoro Oydepa. I[ociae nHKyOAN peaKLMKU OCTAHABIIUBAJIH MyTEM J0OABJICHUS PABHOTO
oObeMa areroHuTpmia, copepxkamero 20 HM kapbamaszenuHa B KadeCTBE BHYTPEHHETO
craHpapTa, U 3% MypaBbHHONH KUCIOTHI. [ ameHsle oOpa3iel 3areM neHtpudyruposanu (4600
00/muH, 4°C, 10 MuH), TIOC/IE Yero CyNepHATAHThI MEPEHOCHIIN B 90-TyHOYHBIN TUIAHIIET AJIS
a"am3a obpasuos ¢ nmomombio XKX-MC, pa30aBisuin OTHUM SKBHBAJICHTOM 11O 00BEMY BOABI CO
CTeNeHbI0 YUCTOTHI «I1s1 BOYKX», 1 3aTem 3ananBain alfOMUHHEBOH ()OJBroi mepes aHaaTu3oM
METOZIOM XUAKOCTHOH xpomarorpadun/macc-criekrpomerpun QKX-MC/MC).

Unentndukanus ananuros: nerektupoBanue XKX-MC/MC (Y @-nerekTHpoBaHUE «B IOTOKE»
npu 280 HM) TeCTUPYEMBIX coennHeHn 1 noteHanbHeIx GSH-annykToB 0b110 chokycupoBaHo
Ha OMNpeIeNieHUH BhIOPAHHBIX HMOHHBIX Xpomarorpaduyeckux mnpopuieil ¢ UCIONb30BAHUEM
IPOTOHUPOBAHHOTO MOJIEKYJISIpHOro uoHa MH™ m/z nns WcxomHOro coenuHeHus 10 4
JECATUYHBIX 3HAKOB M COOTBETCTBYIOLIMX IPOTOHHUPOBAHHBIX MOJEKYJSPHBIX HMOHOB
npeanosaraembix Merabonuros GSH-agnykra (MH" m/z nist ucxomnoro coenunenus + 305,068 1
a.€.M.) C MCIOJIb30BaHUEM IporpamMmuoro odecrieuenust Xcalibur (Bepcust 2.1.0, Thermo Fisher
Scientific, Waltham, MA). OtHocuTenbHOe conepskanue in vitro GSH-anaykToB B 3KCTpaKTax
MHKPOCOM TI€UYE€HHU OIIEHHBAJIOCh ¢ MCIOJIb30BAHHEM COOTHOIIEHHUs IJIomanei mukos KX/Y @-
noryioweHust mpu 280 HM, IOJYYEHHBIX C UCTIOIb30BAHUEM MPOrpaMMHOro odbecneuenus Xcalibur
(Bepcusi 2.1.0), mexny oOHapyxkeHHbiMH GSH-anmyktamu WHKYOAlMOHHBIX 3KCTPAKTOB,
oboramennsix NADPH- u GSH, u coorBercTByroe miomaapio nuka KX/Y® ucxomHoro
COEMHEHUs] M3 WHKYOAI[MOHHBIX OKCTPakToB, conepxamux wMuHyc NADPH. Crenenn
obpazoBanust GSH-agnykra onpenensiu ¢ nomombto aHamusza KX-MC/MC ¢ KX/YO-
JIETEKTUPOBAHUEM «B MOTOKe» mpu 280 HM myTeM aeneHus muomanu nuka XKX/Y® rinyrarnon-
annykta Ha miomane nuka KX/Y® coorBercTByromero ucxomnoro anajora HCM-1 NG,
OTIPEIEIEHHOTO U3 aHAJIN3a SKCTPAKTOB KOHTPOJbHBIX HHKyOauuii (-NAPDH, -GSH).
Marepuanel. 0O0beAMHEHHBIE MHKPOCOMBI TeueHn MyxuuHbl (HLM, 50 nonopoB) Obuin
noiydenbl u3 Bioreclamation IVT (Baltimore, MD). I'myratruon (GSH) u NADPH Obutn
npuobperensl y Sigma Chemical Co. (St. Louis, MO). Bce pacTBopuTen, UCMONBb30BAHHBIE JIJIs
JKUIKOCTHOH Xpomarorpaduu ¢ TaHAeMHOH Macc-cnektpomerpuein (QKX-MC/MC), Obuiu
XpoMaTorpaduaecKkoil YUCTOTHI.

Yenosus XKX-MC: 3KCTpakThl U3 MHKyOALWH ¢ MUKPOCOMaMH TEYeHH M TenaTOLUTaMU ObUIH
npoananm3upoBanbl ¢ nomombo JXKX-MC u XX-MC/MC nHa macc-cnekrpomerpe Thermo

Electron LTQ Orbitrap XL, coenmaennbim ¢ Dionex UltiMate 3000 UHPLC, conepskamum
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NOTOYHBIA JUOMHO-MATPUUHBIA Aerektop u asromo3aTop OAS-3300TXRS (oOwvem BBOOMMOI
nipobs1 40 mki). Monusauus snekrpopacnbsuieHreM (ESI) mpoBoamnace B peskumMe onpeneieHus
MOJIOKUTENBbHBIX HOHOB C HanpsikeHneM Ha urie 5,01 kB, ckopocThio MOTOKa OCyIIAar0IIero rasa
35,02, CKOpPOCTBIO TMOTOKA BCIOMOraTeNbHOro rasa 9,99, tokom 2,6 MKA, TemrepaTypoit
¢doxycupyromero kammwurapa 325°C u HanpsbkeHneM Ha kamwusipe 15,99, Hcenonw3oBanu
YCJIOBHS BAKYyMa: NaBJIeHHE 10 HOHHOMY MaHOMETpY cOcTaBJisino 2,33x10™ Topp u aBneHue mno
KOHBEKLIMOHHOMY BakyyMMmeTpy cocrasisino 0,90 topp. Anamu3 ¢ nonHbeiM OKX-MC
CKAaHUPOBAHHUEM B PEXHME OINpeNeseHus] MOJIOKUTETbHBIX MOHOB (oT m/z 100 mo m/z 1000)
MPOBOAWIICST €O BpemeHeM ckanuposaHus 0,73 ¢ u sHepruen crtojgkHoBeHus 10 B.
Hcnonp3oBanucek ycnosus TanaeMHoir MC/MC: ra3 st coynapeHuii refifi 2 MTopp ¥ HOTEHIHUAT
cronkHoBeHH 35 5B. Jlns cOopa BceX MaHHBIX HCIIOJIB30BAIN MPOrpaMMHOE ObecredeHue

Xcalibur (Bepcus 2.1.0, Thermo Fisher Scientific, Waltham, MA).

Temneparypa kanunipa (°C): 325
Temnepatypa ucrounuka Harpesa (°C): 345
CKOpOCTb MOTOKA 3aIMUTHOTO ra3a (MJ1/MHH): 50
CkopocTb MOTOKA BCIIOMOTAaTEIBHOTO ra3a (MJ1/MHH): 12
CKOpOoCTb MOTOKA OCYLIAIOLIETo ra3a (MJ1/MHUH): 5
Hanpspxenne ucrounuka (kB): 5.01

Tok ucrounuka (MkA): 2.6
Yposenb RF S-nun3: 50

Hcnonp3oBaiiu 3aBUCHMBIE OT TAHHBIX CIIEKTPOrpaMMbl, B KOTOpbIX nonyydain MC/MC cnekTpbl
HauOoJiee PacIpOCTPAHEHHBIX MAacC B MAacCC-CIIEKTPE MOJHOTO CKAHMPOBAHUSI OpOHTAIBHON
noHHoM oByku Orbitrap (paspemaromas ciocodHocTs 15000).

Yenosust BOXKX: nHKyOanmoHHble SKCTpakThl Xxpomarorpaduposanu Ha Phenomenex Kinetex®,
2,6 mxm, C18, 100 A, 100 x 2,1 MM KOOHKa ¢ 06paIneHHo# ($ha3oii ¢ TeMIepaTypoii B TepMOCTaTe
30°C mns xpomatorpaduueckoro pasnenenus coenuHeHnii HCM-1 NG u COOTBETCTBYIOIIUX
aIIyKTOB MIIyTaTHOHA. Xpomarorpaduueckoe pasaesieHHe AOCTUTaIOCh ¢ TIOMOIIBIO 00paTHO-
(ha30BOro rpaJUeHTHOrO 3IFOUPOBAHUS MPHU CKOpOCTH Totoka 0,3 mu/mMuH B ricrounuke ESI B
tedenue 30 MUH, U Tie TPaIueHTHAsI BOAHAS TIOABIDKHAS (pa3a paCTBOPUTENS-A COCTOSIIA U3 BOJIBI
¢ 0,1% mypaBpuHOH KHCIOTHI (00./00.), 1 opranudeckas noasrkHas (asza (pactBopurens-B)
conepskaiia ateToHuTpu ¢ 0,1% MypaBbuHON KHCIOTHI (00./00.). DIIOUpOBaHUE JOCTUTAIOCH C
MOMOIIBI0 HCXOAHOM BOAHOH NOABIKHOW (hasel pactBopuTensi-A mpu 95% ¢ JIMHEHHBIM
yMmeHnbinenneM 10 50% pacteopurens-A 3a 20 MUH ¢ TIOCJIEAYIOUINM JIMHEWHBIM YMEHbBIICHHEM
1o 0% pacrBopurens-A 3a 3,5 MUHYTBI U IOAEPKUBAIOCH MOCTOSIHHBIM Iipu 0% pacTBOpUTEISI-

A B Teuenue 1 munyTel. Hakonen, nmuHeliHOe yBenuyeHue rpaaueHTa 10 95% pacteopurens-A 3a
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0,5 MUHYTBI C IOCJEAYIOLIUM S-MUHYTHBIM ypaBHOBeLIMBaHUEM Nipu 95% pactBopurens-A nepen
JANbHENIINMU aHATU3AMU.

Kononka: Phenomenex Kinetex®, 2,6 mxm, C18, 100A, 100 x 2,1 MM obpamenHodaszosas

KOJIOHKa

Temnepatypa xononku: 30 C

Ckopoctb noroka: 0,3 mu/MuH

IMonemxkHas ¢asza pacreoputenb-A: Boaa ¢ 0,1% mypaBbuHOM KHCIOTHI (00./00.)

IMonsmxkHas ¢dasza pacreoputenb-B: aneronutpu ¢ 0,1% mypaBbuHOM KUCTOTHI (00./00.)

I'panuent snroupoBaHus:

Omua 95% A
Ot 0 1o 20 muH

Ot 20 o 23.5 mun

Ot 23.5 10 24.5 vua 0% A
Ot 24.5 10 25.0 mua 95% A; nuHeHHbIH
Ot 25.0 10 30.0 Mua 95% A

50% A muHEeNHbIH
2

0% A; nuHeWHBII

Ta0auubl 0M0JIOrHYECKON OLEHKH

Ta6auna S
%GSH-aaayxt
OtHoweHue
bccl\;[l; %‘;I;[(i?pog;m cepaeuHoii (%o HHrHOHpOBaHUS (+fé§)}11))H ’
CTPYKTYPA pI C 61 Cp CEJIEKTHBHOCTH FS OTHOCHTENLHO
> * |k rbskMF pCa| npu 0,3 MM
(MxM)| (MxM) 6 IC HCXOJHOTO
% (-NADPH, -GSH)
0 (0}
F N /Q ++ (paHHsIs
. F | 1.57 3.49 548 noctaenospusaius He o6HapyskeHO
H ” o} wiu EAD)
3.11 10.71
o) o)
F N
| 3.03 3.7 7.38 He oGHapyxeHO
F N NAO
H H
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(0] 0]
F N
| P 1.11 1.56 451 N He oGHapy:xeHO
N N O
H H
F

B Tabmuue 1B, B konoHke, o3ariaBieHHOl «% naruouposanus FS mpu 0,3 MkMy, + obo3HadaeT
UHruOuposanue ¢pakuuu cokparneHus MeHee 33%, ++ oOo3Hauaer MHrHOUpoBaHUe (Ppakuuu
cokpatierns ot 33% no 66%, +++ obo3Havyaer nHrHOMPOBaHUE PpaKIIK COKpalneHus domee 66%

(To ecTp, HauboNbLIEE HHTUONPOBaHUE TPHU +++).

Tabauua 6
OO0Hapy:xeHHe aIgyKTa Cpennee CranpaptHoe
rJIyTATHOHA B (Tpoiinbie OTKJIOHEHHE
Coeaunenue HHKYOAILIHOHHBIX PACTBOPAaX | H3MepEeHHsI) (SD)
MHKPOCOM MEYEHH Ye/I0BEeKa (Tpoiinbie
(eaHHYHOE H3MeEpeHHe) H3MEpeHHS1)
7
o) o)
" N 0.3% 04 0.1
% | /g D70 . .
N N 0]
H H
F
He
He oGHapysxeHO N -
He
He oGHapy»xeHO N - -
He
He oGHapy»xeHO N - -
He

3 He oGHapy»xeHO 0OHAPYKEHO )
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He
He obnapy:xeno 0BHAPYKEHO
He
He o6napy:xeHO 0BHAPYKEHO
He
He o6Hapy:xeHO 0BHAPYKEHO
11
L O
F//,,
| N He oGHapysxeHo He
3 0OHAPYKECHO
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H H
F
9
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He
N
| He oGHapysxeHO 0BHAPYKEHO
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10

He
He oGHapy»xeHo N —— -

B Tabnuue 1C npencraBieHpl JaHHbIE OJJHOTO 3KCIIEPUMEHTA.
Kak mpexncraBieHO BbIlIE, 3TH COEAMHEHHUS MMOKAa3aJId MUHUMAJIbHOE 00pa30BaHHE PEaKTHBHBIX

METaOOJIUTOB HJIH HX OTCYTCTBHUE.

Penmezenosckas nopouwikosas ougppaxmomempusn (XRPD)

XRPD-ananu3 nposoaunu Ha npudope PANalytical X’pert pro, ckanupyst o0pasiuel Mexay 3
35° 26. MaTepuan OCTOPOKHO M3MEJIbYAHN IJIsl YAAJIEHHs JIFOOBIX arjioMepaToB U 3arpysKajid Ha
MHOTOJIYHOYHBIH TUIAHIIET ¢ TOJMMEPHOH MieHkoi u3 kantoHa (Kapton) wnu maiinapa (Mylar)
IUIsl OIAEpsKKH oOpasua. MHOTONYHOYHBINM TUIAHIIET 3aTeM MOMEINaiu B AU(PAKTOMETP H
aHAM3UPOBANH C HUcTob30BaHueM mydenns Cu K (o1 A = 1,54060 A; ar = 1,54443 A; B =
1,39225 A; coornomenue a1:02 = 0,5) B pexume nponyckanus (pasmep mara 0,0130° 20) npu

HacTpolikax reaeparopa 40 kB/40 MA.

Tepmozpasumempuueckuit ananus (TGA)

[Tpubnu3uTenbHO 5 Mr MaTepHalia HaBELUTUBAJIN B OTKPBITHIN AJIFOMUHHEBBIN THIEb, 3arPy KaIn
B CHUHXPOHHBIH TepMorpaBuMeTpuuecKuil/anddepeHunanbHblii  TEPMUUECKUH  aHAIU3ATOP
(TG/DTA) u Bbimep:KuBaju NPU KOMHATHOW TemmepaTtype. 3aTteM oOpasel] HarpeBajiu Co
ckopoctrio 10°C/mun ot 20°C no 400°C, B Te4eHHE KOTOPOTrO PerUCTPUPOBAIIN U3MEHEHUE Beca
oOpasua BMecTe ¢ mo0biMU g epeHunanbHbpIMU TerIoBbIMU 3¢ dexkramu (DTA). B xauecTse

TPOIyBOYHOTO Ta3a UCMONb30BaNM a30T MPK CKOPOCTH MoToka 300 cM’/MuH.

Huppepenyuanvnan ckanupyrowan kanopumempusn (DSC)
[Ipubnm3urensbHO S5 Mr Martepuana HaBeIIMBAJIM B aMIOMHHUEBBIH Turenb musi DSC wu
HErepMETHYHO 3aKPBIBAH ATFOMUHHUEBON KPBIIIKOH ¢ oTBepcTUsiMH. Turens ¢ oOpasnom 3arem

3arpyxanu B Seiko DSC6200 (o0opynoBaHHBIN OXJIQAUTEIEM), OXJIAKIAIH U BbIIEPIKUBAITU TIPU
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20°C. Ilocne Toro, Kak MOJNydYajd CTaOMJIbHBIA CUIHAJ TETUIOBOTO MOTOKA, 00pasen M 3TajoH
HarpeBan MakcumMyM a0 330°C co ckopocTero ckaHupoBaHusi 10°C/MHUH M KOHTPOJIHPOBAIN
MOJIyUEHHBIN CUTHAJ TEIUIOBOrO NOTOKA. B kayecTBe NpoAyBOYHOIO ra3a CIOJIb30BaJIH a30T NPU
ckopocTu notoka 50 cm’/MuH. Monynuposannyo DSC nposoauiu ¢ ammautyaoii = 0,32°C u

qactoroi = 0,017 I'y.

PaCKprTI/Ie TAKKE€ BKJIIOYACT CIACAYHOLINE ITYHKTbI:

1. Coenunenue, nmerotnee Gopmyy:

wiu ero ¢papMaleBTHYECKU MPHeMIIeMasi COJIb, TIe

HIDKHUAM MHIEKC N UMeeT 3HaueHue 1 v 2;

kaxnbiil R! npencrapisier coboii unen, BLIOpaHHBIN U3 FPYMILI, cocTosmelH u3 hropa, xaopa, Ci-
C4 ankmna, C1-C4 ranoankuna, C1-C4 ankokcu, C1-Cy ramoankokcu u Cr-C4 ankvHWIA, TAE, 1O
MeHbIIeli Mepe, onun R! npencrasnser coboii hrop; u

omun w3 R?? u R?® npencrasnsier coboit hrop, u apyroit u3 R?? u R?® npencrasnser coboit H; nnm,
HE00s13aTeIbHO,

rae HIKHUE UHAEKC N UMeeT 3HadyeHue 1 wim 2;

kaxapii R! npencrasnser coboii unen, BLIOpaHHBIN U3 IPYMIBL, COCTOsMIEH U3 GTOpa, XJI0pa,
HeoOs3aTenbHO 3aMemeHHoro Ci1-Cy ankuia, HeoOsi3aTrenbHO 3amenneHHoro Ci-Cs ranoankunia,
HeoOs3aTenbHO 3aMeleHHOro C1-Cy ankokcu, HeoOs3aTenbHO 3aMeleHHOro C1-Cy4 rajoankokcu
1 HeoOa3aTenbHO 3amemnennoro Co-Ca aNKuHUIA, THe, o MeHblIeil Mepe, onuH R! npencrasaser
coboit prop; u

omuH 13 R?* 1 R?® npencrasnser coboit Gprop, u apyroii us R? u R* npexncrasnser coboii H.

2. Coenunenne mo m. 1 wam ero QapMmaleBTHUeCKH MpHeMieMas coib, rae R
npencrasisier codboi GpTop.

3. Coemuuenne mo m. | wiom ero (apMaLeBTHYeCKH mpHuemiIeMas coib, rae R
npencrasisier codboi GpTop.

4. Coemunenre mo m. | unum ero (apmaleBTUYECKH MNpHemieMas coib, rae R*
npencrasisier codboi ¢pTop, u n paBHO 1.

5. Coenunenne mo m. 1 wiam ero (QapMmaleBTHUECKM MNpHeMieMas coib, rae R*

npencrasisier codboi GTop, U n paBHO 2.
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6. Coenunenne mo 1. | wumm ero QapmaleBTHYeCKH mnpuemyiemas coib, rae R?
npencTasisier codoit grop, un pasHo 1.
7. Coenunenne mo 1. | wuam ero QapmaueBTHYecKH mnpuemiemas coib, rae R?

npencTassier codoit grop, u n paBHO 2.

8. Coenunenne no mrodomy u3 .11 1 - 3 win ero papmManeBTHIeCK MpreMIieMasi COJib, Te
n paBHO 1.
9. Coenunenue no 1. 1, umerornee Gopmyy:

(Ta),

Wi ero (hapMaleBTHUECKH PUEMIIEMasi COJTb, Tie HUKHUN MHIEKC N UMeeT 3HaueHue 1; u

R! sBnsiercs uneHOM, HE3aBUCUMO BLIOPAHHBIM U3 TPYMILL, cocTosel u3 dpropa, xaopa, Ci-Cs
ankwmia, C1-C4 ranoankuna, C1-Cy4 ankokcu, Ci1-C4 ranoankokcu u Cr-Cy ankuHUIA, U

omun m3 R?* u R® npencrasnser coboii prop, n apyroii u3 R* u R? npencrasnser coboit H; miu
HE00s13aTeIbHO,

r7e n paBHo 1; u

R! sBnsercs umeHOM, HE3aBHCHMO BBIODAHHBIM M3 TPYIIIBIL, COCTosmed u3 (Topa, Xiopa,
HeoOs3aTenbHO 3aMemeHHoro Ci1-Cy ankuna, HeoOsi3aTrenbHO 3amennenHoro Ci1-Cs ranoankunia,
HeoOs3aTenbHO 3aMeleHHOro C1-Cy ankokcu, HeoOs3aTenbHO 3aMeleHHOro C1-Cys rajoankokcu
1 HeoOs13aTenbHO 3amerieHHOro C2-Cy ankuHMIa, U

omuH 13 R?* 1 R? npencrasnser coboit gprop, u apyroii u3 R* u R* npexncrasnser coboii H.

10. Coenunenue 1o . 8, umeroriee GopMyIy:

(Ib),

WK ero (papMaLeBTHUECKU pUeMIIeMasi COJlb.

I1. Coenunenue mo n. 1 wim ero papMaleBTHUECKH MPHEMJIEMasi COJb, TAe N PaBHO 2,
Heobs3aTenbHO, onud R npencrasnser coboit GTop, 1 Apyroii BLIOPaH U3 FPYMIIbI, COCTOSIIEN H3
dropa, C1-Cs anxuna, C2-Cs ankokcu u C;-Cs ankunuia; Heobs3aTenbHo, onud R npencrasnser
co0oit ¢Top, u APyroi BbIOpaH U3 TPYMIbL, COCTOSIIESH U3 PTOpa, METHIIA, METOKCH M STHHHIJIA,
UJIA HEOOSI3aTEIBHO,

rzie n paBHO 2; HeoOs3aTebHO, onuH R! npencTapser coboii Grop, 1 Apyroii BLIGpaH U3 rpymmbl,

cocrositelt u3 gropa, Heobsi3aTenbHO 3amerneHHOro C1-Cy ankuia, HeoOsI3aTeIbHO 3aMEIEHHOTO
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C2-Cs ankxokcu W Heobs3atenbHO 3amemeHHoro Cp-Cs ankuHMIa, HeoOs3aTenbHO, oamH R!
npeacTasisieT co0oi Grop, U Apyroi BEIOPaH U3 TPYIIIEL, COCTOSIIEH U3 (TOpa, TMAPOKCHUMETHIIA,
MCTHJIa, METOKCHU U STUHHJIA.

12. Coenunenne o qrodomy u3 1.1 1 - 3 win ero papmManeBTH4IeCK NpreMIieMasi COJib, TIe

n paBHO 2, HEOOSI3aTENIBHO UMEroIee (OPMYITY:

(o),

WIH ero (papMareBTH4ecKy IpremMiIeMast CoJlb.

13. Coemunenue 1o 1. 12 unu ero apmaleBTHUECKH Tpuemiemas cojb, rae oauH R!
npenacrasjsier coboit Grop, u npyroit BeIOpaH U3 rpymmsl, coctosuieit u3 gropa, C1-Cy ankuna,
C1-Cy4 ankoken u C2-Cy4 ankunmia; HE0OA3aTeIbHO (TOpa, MeTHIa, MeTokcH U 3TuHIIa (-C=CH),
HeoOs3aTebHO MeTha, MeTokcH u dTuHma (-C=CH); unu HeoOs13aTeNbHO,

rae omud R! mpencrasnser coboii grop, u Apyroit BHIOpaH M3 IPyMIbL cocTosmel u3 ¢ropa,
HeoOs3aTenbHO 3amemenHoro Ci-Cy ankmna, HeoOsi3arenbHO 3amerieHHoro C1-Cs ankokcu u
HeoOs3aTenbHO 3amenieHHOro C»-Cs4 anmkuHmia, HeoOsi3aTenbHO (TOpa, THAPOKCUMETHUIIA,
metokcu 1 stuHuia (-C=CH), HeoOsi3aTenbHO MeTuia, MeTokcu U stiHMIa (-C=CH).

14. Coenunenue no grobomy u3 1.1. 1 - 3, umerornee Gopmyy:

Id),

WK ero (papMaLeBTHUECKU pHUeMIeMasi CoJlb.

15. Coenunenue 10 1. 14 unu ero gpapMalieBTHUECKH MpHUemeMasi cofib, rae R! BeiGpan 13
rpynubl, cocrosimed u3 gpropa, C1-Cy ankmna, C1-Cy4 ankoken u C2-Cy4 ankuHmIa, HeOOs3aTEIBHO
¢dTopa, mermna, merokcu U stuHmIa (-C=CH), HeoOs3aTenbHO MEeTHIIA, METOKCH M STUHMIA (-
C=CH); unmu HeoOs13aTeIBHO,

rae R! Beibpan u3 rpynmel, coctosimeii us ¢gropa, Heobs3aTenbHo 3amernenHoro Ci1-Cy ankuna,
HeoOs3aTeapHOo 3amerneHHoro C1-C4 ankokcu u HeoOsi3arenbHOo 3aMelneHHoro Co-Cy alKMHMIIA,
HeoOs3arenpHO (ropa, meruna, merokcn W stuHWIA (-C=CH), HeoOs3aTenpHO MeTwIa,
THIpOKCUMeTHIa, MeTokcH u dTuHmIa (-C=CH).

16. Coenunenue no 1. 1, umerornee Gopmyy:



(Ie),
WK ero (papMaleBTHUECKU pHUeMIIeMasi COJlb.

17. Coenunenue no 1. 1, rae coeAMHEeHNUE MPenCTaBisieT COOOI:

HC P

nnu

I (I)apMaLIeBTI/I‘{eCKI/I npuemiieMast CoJib JH000ro u3 BBIICYKA3aHHbIX.

18. Coenunenue 1o 1. 1, rue coeiMHEHHE MPEACTABISIET COOOM:

A\ LA

F U

HUJIn (I)apMaLIeBTI/ILIeCKI/I npuemiieMas COJib Jr000ro u3 BBIIICYKAa3aHHbIX.

19. Coenunenue o 1. 1, uMmerornee Gopmyy:

WK ero (papMaLeBTHUECKU pUeMIIeMasi COJlb.

20. Coenunenue no 1. 1, uMmeroree Gopmyy:
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WK ero (hpapMaLeBTHUECKU pHUeMIIeMasi COJlb.

21. Coenunenue no 1. 1, umerornee Gopmyy:

D) P

N N~ ~O
H H
F 2
win ero papMaleBTHYECKU MTpreMIieMas COJIb.
22. Coenunenue no 1. 1, umerornee Gopmyy:

WIH ero (papMareBTH4eCKy IpremMieMast CoJlb.

23. Coenunenue no 1. 1, umeroee Gopmyny:
o /@)
Fa, | N
ORRE:

WM ero (papMaLeBTHUECKU pUeMIeMasi CoJlb.

24. Coenunenue 1o 1. 1, umerornee Gopmyy:
1, O
F N

|
N

F /&
N~ ~O
H H
2
WK ero papMaleBTHYECKU TpUeMIieMas COJIb.
25. dapmareBTHYeCKasi KOMIO3UIIMS, COAep Kallas CoeNMHeHne o odbomy u3 m.m. 1-24

Wi ero (papManeBTHUECKH NMPUEMIIEMYIO COJIb, HEOOS3aTeIbHO OMOJIHUTENBHO COMep Kaas
(apMareBTHYECKH MPHUEMIIEMOE BCIIOMOTaTEIbHOE BELIECTBO.

26. ®dapmaneBTH4YeCKass KOMNO3ULUS MO M. 25, rae KOMNO3ULUA MO CYLIECTBY HE CONEPKUT
APYTUX U30MEPOB Y aTOMa YIIIEpOAa, HECYIEro (peHMIIbHOE KOJIBIIO.

27. @apmareBTUYECKAasd KOMIIO3ULUS N0 1. 25 wiK 26, rae KOMIO3ULUSA MO CYyLIECTBY HE
COEPIKUT APYTHX M30MEPOB Y aTOMa yrieposa, Hecyuiero (Top, COCEIHEro ¢ aTOMOM YIJIEpona,

HECYLICTO q)eHI/IJ'IbHOG KOJIBIIO.
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28. Crioco® yedeHus, BKIIOYAKOLINI BBEACHHE CYOBEKTy, HYXKIAIOIIEMyCsl B 3TOM,
3¢ EKTUBHOrO KOJMYECTBA COEAMHEHHUS IO JToOoMy u3 1.I. 1-24 wmmu ero ¢apmaneBTudecku
MpUEeMJIEMON COJTK WK (hapMaleBTUYECKON KOMITIO3ULIUHU 10 JIFOOoMy m3 1. 25 - 27.

29. Crocob JieueHus runepTpopuIeckoil  KapAHOMHOIIATHH (HCM) WIH
KapIUOJIOTHUECKOr0 HapyIIeHUs (HarpuMep, KapAHOJIOTMYECKOro HAapYLIEHHs, HMEIOIEro
narodusnonornyeckuii npusHak HCM), Bkmouaromuii BBeieHHe CyObeKTy, HYKAAOLEMYCsl B
sToM, S(dexTuBHOrO KONMMYECTBA COEOUHEHUs M0 Jirobomy u3 mm.  1-24 wuimu  ero
bapmMarieBTHUECKH IPUEMIIEMON COIM MK (hapMaLeBTUUECKOH KOMITO3ULIMH T10 JIFOOOMY M3 ILII
25-27.

30. Crnioco0 nevenus 3a00neBaHNs WK HAPYIIEHUs], BBIOPAHHOTO U3 IPYIIIbI, COCTOSIIEN U3
IMACTOJIMUECKON CepevYHON HEAOCTaTOYHOCTH (HAIpUMeEp, CepAEeYHONW HEeNOCTATOYHOCTH C
COXpaHEHHOH (pakuueil BbIOpOCa), HIIEMUYECKOH OONe3Hu cepauna, CTEeHOKapAuH |
PECTPUKTHBHON KapANOMHUOIIATHH, BKJIIOYAIOIINH BBEJEHNE CYOBEKTY, HYXKIAIOIIEMYCsl B 3TOM,
3¢ PEeKTHBHOrO KOJINYECTBA COSOUHEHUs! MO JIoOOoMy 3 ILI. 1-24 mnu ero ¢apMaleBTHYECKH
NPUEMIIEMON COJTH WK (apMaLeBTHYECKOW KOMIIO3ULIMH 110 JIFoOoMy u3 .. 25 - 27.

31 Cnocob nedenust 3a00eBaHNs UM HAPYLIEHUS, XapaKTEPU3YIOLIErocs: runepTpodueit
JIEBOTO JKEJIyAOYKa (HampuMmep, TUnepTpodueit JeBoro xeayaodka u3-3a neperpy3ku oobeMomM
W JIaBJIEHUEM), T1e YKa3aHHOE 3a00JIeBaHIe WM HAPYIIEHHEe BBIOPAHO U3 TPYIIIbI, COCTOSIIEH
U3 XPOHMYECKOW MHTpPAJbHONH pErypruTalyy, XpPOHMYECKOrO aOpTaJbHOTO CTEHO3a U
XPOHUYECKOW CHCTEMHOH THIEPTOHHH, B KOMOWHAIIMM C BUIAAMH TEPAIHii, HAMPABICHHBIX Ha
KOPPEKIMIO WM OOJIerdeHHe OCHOBHOW INPHYUHBI MEPErpy3Kd OOBEMOM WIIM JIaBJICHHUEM,
BKJIFOYAsl IUIACTUKY/3aMeHy KiamaHa Wid 3(QQeKTHBHYIO aHTHUTHIEPTEH3UBHYIO TEPAITHIo,
BKJIFOYAIOLINI BBENEHHE CYOBEKTy, HYXKTAIOMEeMycs B S5TOM, 3(QQEeKTHBHOrO KOJUYECTBA
coenuHeHUs: no modomy u3 ma. 1-24 wnm ero ¢papManeBTHYECKH NPUEMIIEMON COJU MU
(bapMaLieBTHYECKON KOMITO3UIIMHU 110 JIFOOOMY u3 1.1 25 - 27.

32. Croco6 JieueHus rUnepTpoUIecKoil  KapAHOMHUOIATHH (HCM) WIH
KapIUOJIOTHUECKOr0 HapyLIeHUs (HanpuMep, HapyLICHUsI CEPACYHON AeSTENbHOCTH, UMEFOIIEro
narogu3noJOrHYecKuil npusHak, ces3aHHbli ¢ HCM), Bkmrowaromuii BBeneHHE CyOBEKTY,
HY>KIA0IIEeMycst B 3TOM, 3(h(HEeKTUBHOTO KOJMYECTBA COSNMHEHUs 10 JtoOomy u3 m.IL. 1 - 24 unmu
ero (papMaleBTHYECKH MTPUEMIIEMOH CONH WK (PapMaleBTHUECKOH KOMITO3ULIMH TI0 JIFOOOMY H3
nmo 25 - 27, B KOMOMHAIMU C BUAAMH Tepamnuii, KOTOPbIE 3aMEIJISIFOT MPOrpeCcCUpOBaHUE
CepACYHON HEAOCTATOYHOCTH MyTEM IONABJIEHUsS HEHPOrOPMOHAJIBHONW CTUMYJILIMU Ceplaua U
IBITAIOTCS PEAOTBPATUTH peMoenupoBanue cepana (Hanpumep, nHruouTopsl ACE, Gmokatopsl
peuentopoB anrnoteHsnHa (ARB), B-OokaTopbl, aHTArOHUCTBI ATBIOCTEPOHOBBIX PEIEITOPOB

WIM WHTHOUTOPBI HEWTPAIbHON SHOOMENTUAA3bl);, BUIAMH Teparui, KOTOPbIE YIY4IIaOT
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cepAcyHyr0 (QYHKIHIO TyTeM CTUMYJSIIUMA  CEPAEYHOW  COKPAaTUMOCTH  (Hampumep,
NOJIOXKHUTEJIbHbIE HHOTPOIHBIE AT€HTHI, TAKHE KaK arOHHUCT [3-aApeHOPeLenTOpOB 100yTAMUH HITH
uHruouTOp (pocommacrepasbl MWIPHUHOH), W/WIM BHUAAMH TEParui, KOTOPbIE CHIDKAIOT
NpefHarpy3Ky cepana (Hampumep, OUYPETHUKH, Takue Kak (ypoCeMHI) WM IOCTHArpy3Ky
(BazoamnaTaTopsbl JT0OOT0 Kilacca, BKJIKOYAst, HO HE OTPAaHHUYUBAsICh UMH, OJIOKaTOPBI KaJIbIIUEBbIX
KaHaJIOB, HHTUOUTOPBI (pochoanscTepaspl, AHTATOHUCTHI PELIEITOPOB SHAOTEIHMHA, HHTHOUTOPBI
PEHUHA MM MOIYJIITOPBI MHO3WHA IJIaJKUX MBILIILT).

33. Coenunenne no modomy u3 1.1 1 - 24 wim ero papmManeBTHUECKH MpueMiieMast COJib
win papMareBTUYecKasi KOMIO3ULUSA 1O JII0OOMy U3 IL.I. 25 - 27 11t IpUMEHEeHHsI B Ka4eCcTBe
JIEKapCTBEHHOT'O CPEJICTBA.

34. Coenunenue no mobdomy u3 m.u. 1 - 24 unu ero papmaneBTHUECKU MpUEMIIeMast COJb
Wi papmaneBTUYeCKass KOMIIO3ULIUS 110 JIFOOOMY M3 IL.1. 25 - 27 [JIsl TPUMEHEHHS IIPU JICYeHUH
runepTpoPUUecKorl  KapJUOMHOMATUH WM KapIUOJOTMYEeCKOro HapyLleHus (Hampumep,
KapAHOJIOTHYECKOT0 HapyLIeHUs, UMeroero narodusnonorunyeckuii npusnak HCM).

35. Coenunenue no grobomy u3 m.a. 1 - 24 unu ero hapmMaLeBTHUECKU TPUEMIIEMAst COJTb
Wi papmaneBTHYeCKass KOMIIO3ULIUS 110 JIFOOOMY M3 IL.1. 25 - 27 1JIsl IPUMEHEHHs ITPU JICYSHUH
3a00JeBaHMsl UM HApYIIEHWs, BBIOPAHHOIO M3 TPYMIbI, COCTOSAIIEH M3 JAWACTOIHMYECKON
CepIEYHON HENOCTATOYHOCTH (HANPUMEp, CEePASYHON HENOCTAaTOYHOCTU C COXPAHEHHOMH
¢dpakuueli BbIOpOCA), HIIEMHUYECKOW OONE3HM cepaua, CTEHOKApOUH U PECTPUKTHUBHOMN
KapIUOMHUOTIATHH.

36. Coenunenue mo nodomy u3 .. 1 - 24 wiu ero GapmMaleBTHYECKH MpUeMIieMast COJTb
Wiy (papMaleBTHYECKasi KOMITO3ULHS 10 JIFOOOMY U3 IL.T1. 25 - 27 1J1si TPUMEHEHHsI TIPH JICYeHU N
3a00NeBaHMsT WM HApPYLIEHHs, XapaKTePU3YIOIIErocs TrunepTpodueli JIeBOro KEeNIyaoukKa
(Hampumep, runepTpoue JIeBOro KeayA04Ka U3-3a MEPErpy3Ku 0ObEMOM WU IaBJICHHEM), Te
yKa3aHHOe 3a00JieBaHME WJIM HApYLIEHWE BBIOPAHO W3 TPYIIIbI, COCTOSIIEH M3 XPOHHUYECKOM
MHUTPAJIHONW PErypruTaliy, XPOHHYECKOTO AOPTAIBHOIO CTEHO3a M XPOHUYECKOW CHCTEMHOHN
TUNIEPTOHNH, B KOMOMHALIMY C BUJAMH TEPAIHi, HAIPABJICHHBIX Ha KOPPEKIHIO HIN 00JierdyeHne
OCHOBHOH NMPUYHHBI NTEPETPY3KH OOBEMOM WM AABJICHHEM, BKIIFOUAs IJIACTUKY/3aMEHY KJIarmaHa
Wiy 3(p(HEeKTUBHYIO aHTUTUIIEPTEH3UBHYIO TEPAITHIO.

37. Coenunenue o modomy u3 .. 1 - 24 wiu ero GapmarneBTHUECKH MpUeMiieMasi COJb
Wiy (papMarieBTHYECKasi KOMITO3ULHS 10 JIF0OOMY U3 IL.11. 25 - 27 1i1si IPUMEHEHHsI TIPH JICYCHUN
runeptpodudeckoit kapauomuonatun (HCM) mnm kapanonoruaeckoro HapyuieHus (Hanpumep,
HapYLIEHUs] CEPIIEYHON AeATENbHOCTH, UMEIOINEro MaTo(GU3HONIOrnIeCKU MPU3HAK, CBSI3aHHBIN
¢ HCM), roe coennHeHne mpeaHa3HaueHo sl IPUMEHeHHsT B KOMOMHALIMK C BUJAMH TEPAITHi,

KOTOpbIE 3aMENJIIOT NPOrPeCcCUpPOBAaHUE CEPAEYHOM HENOCTaTOYHOCTU IyTeM IOJAaBJIEHUS
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HEMPOrOpMOHANbHON CTUMYJIILIUKM CEPALlA U TBITAIOTCS MPENOTBPATUTh PEMOJEINPOBAHUE
cepaua (Hampumep, uHruouropsl ACE, Onokaropwl peuentopoB anruoreHsuHa (ARB), B-
OJIOKAaTOpPbI, AHTATOHUCTBI AJIBAOCTEPOHOBBIX PELENTOPOB WM HMHIHOUTOPBI HEUTPaIbHON
SH/IOMENTHAA3bI), BUAAMU TEpaNui, KOTOpPblE VIYYIIAIOT CEepACUHYI (QYHKIHIO MyTeM
CTUMYJISILIIH CEPACYHON COKPATUMOCTH (HaIpUMep, MOJIOXKHUTEIbHbIE HHOTPOITHBIE AT€HTHI, TAKHE
KaK aroHUCT B-agpeHopenenTopoB OOyTaMHUH WM MHIHOUTOpP (ocdoauscrepazbl MUIPHUHOH),
W/ WM BUJAMHU TE€PAIHii, KOTOPBIE CHIDKAIOT MPENHATPY3KY cepALa (HanpuMmep, JUypPEeTUKH, TAKHEe
Kak (QypoceMun) WIM TOCTHArpy3Ky (Ba3oguyaTaTopbl JIOOOro Kjacca, BKJIOYAs, HO HeE
OrpaHUYMBAsCh HMH, OJIOKATOpPBl KaJbLMEBBIX KaHAJIOB, HHrUOMTOPBI (ochonuscrepassl,
AHTArOHUCTHI PELIENTOPOB HHAOTEINHA, MHTHOUTOPBI PEHUHA WIIM MOAYJIATOPbI MUO3UHA IIAAIKHX
MBILIILY).

38. Coenunenue no modomy u3 m.u. 1 - 24 unu ero papmaneBTHUECKU PUEMIIEMast COJIb
win  (papMaleBTHYECKas KOMIIO3ULHMA MO JrOoMy u3 mm. 25 - 27 i WM3rOTOBJIEHUS
JIEKapCTBEHHOIO CPECTBA.

39. Ilpumenenne coenuHeHust no modOoMy u3 mum. 1 - 24 wimm ero QapmaueBTHYECKH
npUeMIIEMON COJM WK (hapMaLEBTHYECKOW KOMIIO3ULUH 1Mo Jrobomy u3 1. 25 - 27 ans
W3TOTOBJICHHS JIEKAPCTBEHHOT'O CPECTBA IJIsl JICUEHUS THIIePTPOYUIECKON KapIHOMHUOIIATHH HITH
HApYIIEHHUs CEepAECYHON MAeATeNbHOCTH (HAlpuMep, HApYLIEHUs] CEpAeYHOH esTeIbHOCTH,
UMEIOLIEro MaToGpU3NOIOruIecKkuii MprusHakK, cesizanHblii ¢ HCM).

40. [Tpumenenune coeauHeHus mo Jrodomy w3 mn. 1 - 24 wim ero (apMaueBTUYECKU
npueMJIeMON COJTu Wi (apMalleBTHYECKONH KOMIIO3MLIMK MO JioOoMmy u3 m.m. 25 - 27 s
U3TOTOBJICHHUsI JIGKAPCTBEHHOTO CpPEACTBA Ui Jie4eHUs 3a00JeBaHUSl WM HAPYIICHUS,
BBIOPAHHOTO W3 TPYIIbL, COCTOSIIEH W3 JHACTOJUYECKOW CEepAEYHON HEeIOCTaTOUYHOCTH
(Hampumep, CepleYHON HEeIOCTATOYHOCTH C COXPAaHEHHOH (pakiuei BhIOPOCa), UIIEMHYECKOM
Ooe3HM cepAna, CTEHOKapANH U PECTPUKTUBHON KapIUOMHUOIIATHH.

41. [Tpumenenne coenuHeHus: mo Jrodomy w3 mn. 1 - 24 wim ero (apMaueBTUYECKU
npueMJieMOr CoJiu Wi (apMalleBTHYECKONH KOMIIO3MLHMK MO JIoOoMy u3 m.m. 25 - 27 s
U3TOTOBJICHHUsI JIGKAPCTBEHHOTO CPEACTBA Ui JIeYeHUs 3a00JeBaHUSl WM HAPYIICHUS,
XapakTepu3yIoIerocss rumneprpodueli JeBoro keayaodyka (HampuMep, H3-3a Meperpy3ku
00BEMOM WJIHM JABJICHUEM), TA€ YKa3aHHOe 3a00JIeBaHUE MM HapyIlIeHUe BBIOPAHO M3 TPYIIIHI,
COCTOALLEH U3 XPOHUYECKON MUTPAJIBHON PErypPruTalvy, XPOHUYECKOrO a0PTAJIbHOIO CTEHO3a U
XPOHMYECKOW CHCTEMHOH T'MIIEPTOHHM; B KOMOHMHAIIMM C BHIAMH TEpaIHii, HAIIPABJICHHBIX HA
KOPPEKIMI0 WJIM OOJIerdeHne OCHOBHOW IPHYMHBI NEPErpy3KH OOBEMOM HIIM JIaBIICHHUEM,

BKJIFOYasl TUIACTHKY/3aMeHy KJlanaHa Win 3(pQeKTUBHYIO aHTUTUIIEPTEH3UBHYIO TEPAITHIO.
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42. IIpumenenne coenuHeHuss mo modomy w3 mn. 1 - 24 wim ero (apMaueBTHYECKU
npuemMiIieMol conu WM (papMaLeBTHUECKON KOMIIO3UIUHM MO Jro0oMy w3 1. 25 - 27, nns
U3TOTOBJICHUSI JIEKAPCTBEHHOI'O CPENCTBA IS JICUEHHs] TMIepTpOodUIecKOr KapAHMOMHONATHH
(HCM) wnm HapymeHHs CepIeYHOH MeATeNbHOCTH (HApHMep, HapyIIEHUs CepaedHON
IEATeIbHOCTH, UMEIOIIEro NaTopU3NOIOrHueCcKuil pu3Hak, ces3anablii ¢ HCM) B komMOuHanmu
C BUZJaMU Tepanuii, KOTOpbIE 3aMeJISIFOT IPOTrPECCUPOBAHKE CEPAEUHON HEJOCTATOUHOCTH yTEM
MOJABJCHNS] HEHPOrOPMOHAJNBHON CTUMYJSILUMU  CepAlla U MbITAIOTCS  IPENOTBPAaTUTh
peMonenuposanue cepaua (Hanpumep, nHruouTopsl ACE, 6510kaTopbl penienTopoB aHrHOTEH3MHA
(ARB), [p-OmokaTopbl, aHTarOHHUCTBHl AaJbJOCTEPOHOBBIX PELENTOPOB WM HMHIHOUTOPBI
HEWTpaJbHON 3HIONENTH/A3bl); BUAAMU TEpPANHi, KOTOPbIE YJIYUIIAIOT CEPAEUHYI0 (PYHKIHIO
OyTeM CTUMYJLSIIMM CEPIAEYHOM COKPAaTUMOCTH (HampuUMep, MOJOXUTENbHbIE WHOTPOITHBIE
areHThl, TAKUE KaK arOHUCT [-apeHOpeLenTopoB 100yTaMHH Ml HHrHOuTop pocdoanscrepasp
MHJIPUHOH); W/WJIM BUJAMH TEpanuii, KOTOpPbIe CHIDKAIOT INMpPEIHArpy3Ky cepauna (Hampumep,
AMYPETHKH, Takue Kak (ypocemMun) WiIM IMOCTHArpy3Ky (Ba3oAMIaTaTopbl JIOOOro Kiacca,
BKJIIOYAs, HO HE OrPaHWYHMBAsACh HMH, OJIOKATOPBI KAJIBIHEBBIX KAHAJIOB, WHTUOUTOPBI
dochoamscrepassl, AHTATOHHCTHI PELENTOPOB  SHAOTENMHA, HMHIMOWTOPBI pPEHHHA MM
MOAYJIITOPbI MUO3HMHA IIAAKHUX MBIIIIII).

43, Homumopd Popmber 1 (68S,7S)-6-prop-7-(2-pTop-S-metundenun)-3-(terparuapo-2H-
npaH-4-un)-5,6,7,8-rerparunponupunol 2,3-d mupumunun-2,4(1H,3H)-nmoHa,
XapaKTEePU3YIOLIUNCS, 10 MEHBLIEH MEPE OOHUM HU3:

a. MOPOIIKOBOH PEHTTeHOBCKOM A pakTorpaMMoOi, UMEKOIIel aBa UiIu 0ojiee MUKOB,
BBIpPAKEHHBIX B Tpanycax 2-tera + 0.2° u BeiOpannbx u3 11.3, 124, 13.3, 16.5, 17.3, 19.3, 20.4,
21.2,22.5,23.2,25.5,26.4,28.2,29.5,31.5,32.9,34.3,35.5 u38.8 rpanycos,

b. tepmorpammoii DSC, mokasbiBaromeil 3HI0TEpMbI MpU OKojio 226.05°C, mpu OKoJIo
302.47°C u npu oxomno 310.13°C; unu

C. PEHTT€HOBCKOM KPUCTAIIINYECKON CTPYKTYPOH, IO CYINECTBY, TAKOU ke, Kak Ha Pur. 4.

44. I[omumopd mo m. 43, XapakTepU3YIOLIUICS MOPOLIKOBOH  PEHTTCHOBCKOU

mrdpakTorpaMMol, UMErOIIeH TpU WK OoJiee THKOB, BBIPAKEHHBIX B rpaaycax 2-tera + 0.2° u
BeIOpaHHbIX M3 11.3, 12.4, 13.3, 16.5, 17.3, 193, 204, 21.2, 22.5, 23.2, 25.5, 264, 28.2, 29.5,
31.5,32.9,34.3,35.5138.8 rpanycos.

45. [omumopd mo m. 43, XapakTepU3YIOLIUICS TMOPOILIKOBOH  PEHTTCHOBCKOU

nudpakTorpaMMoi, IMEIOLIEH YeThIpe WIN OoJiee MMUKOB, BRIPAJKEHHBIX B rpanycax 2-tera + 0.2°
u BeIOpaHHbIX U3 11.3, 12.4, 13.3, 16.5, 17.3, 19.3, 20.4, 21.2, 22.5, 23.2, 25.5, 26.4, 28.2, 29.5,

31.5,32.9,34.3, 35.5 u 38.8 rpaxycos.
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46. I[Momumopd mo m. 43, XapakTepU3YIOLIUICS MOPOILIKOBOH  PEHTT€HOBCKOU

mudpakTorpaMMoi, UMErOIeH MUKH, BEIpaKEHHBIE B rpaaycax 2-tera + 0.2° mpu kaxapix u3 11.3,
12.4 u 13.3 rpanycax.

47. [omumopd mo m. 43

2

XapaKTEPU3YIOLIUNACA  MOPOLIKOBOM  PEHTIEHOBCKOHN
nudpakTorpaMMoi, UMeroIIel MUKH, BEIpaKEHHBbIE B rpaaycax 2-tera + 0.2° mpu kaxapix u3 11.3,
12.4,13.3,16.5,17.3, 19.3, 20.4 u 29.5 rpagycax.

48. INomumopd 1o 1. 43, XapakTepU3yOLUIics HadaJaMHy IJIaBJIeHus npu okoio 221.51°C,
0k0310 299.53°C u oxono 308.81°C.

49. I[Momumopd mo m. 43, roe monumopd HMeEeT PEHTICHOBCKYIO KPHUCTAJUIMYECKYIO
CTPYKTYpY, IO CYIIECTBY, TAKYIO ke, Kak Ha Pur. 1A.

50. IMonmumopd mo mobomy u3 mm. 43-49, roe monmumopd Popmer 1 Mo cymecTBy He
copepxkut apyrux ¢opm (6S,7S)-6-¢pTop-7-(2-¢pTop-5-merundennn)-3-(rerparunpo-2H-nupan-
4-un)-5,6,7,8-rerparuaporupuno|2,3-dnupumunun-2,4(1H,3H)-nuona.

51. dapmarieBTHUECKasT KOMIO3UIMS, coaepskainas monumopd mo modomy u3 m.m. 43-50 u
(apmarieBTHYECKH IPUEMIIEMOE BCIIOMOTaTEeIbHOE BEIECTBO.

52. Komnosunus mo n. 51, rae orHomenue konudectsa nonumopdpa Popmer 1 k cymme
KOJIM4eCTB Apyrux Gopm paBHo wiu Oosbiie, yem 80:20.

53. Kommnosunus no n. 51, rae oTHouneHue konudectBa nonmumopda @opmer 1 k cymme
KOJIN4ECTB Apyrux Gopm pasHo wiu Oosbiie, yem 90:10.

54. Komnosuuus no n. 51, rae oTHoueHue kojuyectBa noinumopda @opmer 1 k cymme
KOJINYECTB pyrux (popm paBHO wiu Oosbine, yem 95:5.

55. Komnosuuus no n. 51, rae oTHoueHue koiuyectsa noinumopda Popmer 1 k cymme
KOJINYECTB pyrux popm paBHO wiu Oosbine, yem 97:3.

56. Komnosnuus mo n. 51, rae oTHomeHue koimyectsa noinuMopda Popmer 1 k cymme
KOJIMYECTB Ipyrux (popm paBHO wiu Oosbine, yem 98:2.

57. Komnosnuus mo n. 51, rae oTHoueHue koimydectsa noinumopda Popmer 1 k cymme
KOJINYECTB Ipyrux (popm paBHO wiu Oosbine, yem 99:1.

58. Crocob JieueHus runepTpopuIeckoil  KapAHOMHUOIIATHH (HCM) WIH
KapIUOJIOTMUECKOr0  HApyUIeHHs, UMerIero mnarodpusnojornueckuii npusHak HCM,
BKJIFOUAIOLINI BBENEHHE CYOBEKTy, HYXKTAIOMEMycs B S5TOM, 3(PQEeKTHBHOrO KOJIUYECTBA
nojiumopda o modomy u3 .. 43-50 win hapManeBTUIeCKONH KOMITO3UIUH TI0 JIFOOOMY 3 IL.II.
51-57.

59. Crioco6 nedenus 3a0oneBaHys WM HAPYIIEHUS, XapaKTepU3YOIEerocst runeprpodueit
JIEBOTO KENTyJOUKa M3-3a eperpy3ku 00beMOM WITH IaBIICHUEM, T'7Ie YKa3aHHOE 3a00JIeBaHUE HITH

HapyLIeHWe BBIOPAHO W3 TPYIIIbL, COCTOALIEH M3 XPOHHMYECKOW MHUTPAJIBbHOW PErypruTaluy,
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XPOHMYECKOTO a0PTAJIBbHOTO CTEHO3a U XPOHHUYECKOW CUCTEMHOHN TMIIEPTOHHH, B KOMOWHAIMHU C
BU/IAMH Teparnuii, HaNpaBIeHHBIX HAa KOPPEKUMIO WM OOJerdyeHue OCHOBHOW IPHYUHBI
neperpy3ku 0ObeMOM WM AaBJIEHHEM, BKJIIOYAs IUIACTHUKY/3aMeHy KianaHa win 3Q(eKTHBHYO
AHTUTHIIEPTEH3UBHYIO TEPAIUIO, BKJIIOYAIOIINHA BBEACHHE CYOBEKTY, HYKIAIOLIEMYCS B 3TOM,
s¢ddexTuBHOrO KojmuecTBa mojumopda mo modomy u3 ma. 43-50 unm papmaneBTHUECKON
KOMITO3ULIMH 110 Jro00oMy 13 .. 51-57.

60. Criocob JeueHus runepTpopuIecKoi KapAMOMHUONATUH (HCM) WIH
KapIUOJIOTHUECKOr0 HAPyIIEHUs, MMEIOLIEro NnaToQU3NONOTUYeCKUN TMPU3HAK, CBSA3aHHBIA C
HCM, Bxurouaromuii BBeieHHE CYOBEKTY, HYXKIAIOLIEMYCsl B 3TOM, 3(PPEKTHBHOIO KOJMYECTBA
nojiumopda 1o rodomy u3 .. 43-50 wim papManeBTUIeCKONH KOMITO3ULUH TI0 JIFOOOMY U3 IL.II.
51-57, B KOMOWHAIIMK C BUIAMHU TEpPAIUii, KOTOPbIE 3aMEISIFOT MPOrPECCUPOBAHUE CEPACUHOM
HEJTOCTATOYHOCTH IyTEM IIOAABJIEHHUs] HEHPOrOPMOHAIBHON CTUMYJSALIMK CEepALa U IBITAIOTCS
NPEeNOTBPATUTh peMozenupoBanue cepaua (Hampumep, wuHruOuTopel ACE, OnokaTopsr
peuentopoB anruotensuHa (ARB), B-O10kaTopbl, aHTAarOHUCTBI ATBJOCTEPOHOBBIX PELIENTOPOB
WIM MHTUOUTOPBI HEHTPaJbHOM SHIONENTHAA3bl), BUAAMU TEPAIUi, KOTOPBIE YIYYINAIOT
cepieuHyr0  (YHKLHMIO IyTeM CTUMYJSILUM ~ CEpPAEYHOM  COKpPAaTUMOCTH  (Hampumep,
TNIOJIOXKHUTEJIbHbIE HHOTPOIHBIE AT€HTBI, TAKHE KaK arOHUCT [3-aApeHOpeenTopoB 100yTAMUH HITH
uHruburop (Qocdomuscrepasbl MUIPUHOH), W/WIM BUJAMH TEPANui, KOTOPbIE CHIDKAIOT
NpeAHArpy3Ky cepaua (Hampumep, OUYPETUKH, TaKue Kak (PypOCeMHI) WM TOCTHArPy3Ky
(BazoamaTaTophbl JTFOOOTO KIacca, BKJIKOYAst, HO He OTPAaHHUYHBASICh UMH, OJIOKATOPBI KaJIbIIUEBbIX
KaHaJIOB, HHTUOUTOPBI (PochoansCcTepasbl, AHTATOHUCTHI PELIENITOPOB SHAOTEIMHA, HHTHOUTOPbI
PEHUHA W MOIYJIITOPBl MHO3UHA TJIaJKUX MBILIIT).

[lepeuncnenne CnUcKa XUMHYECKHUX TPYNI B JEOOOM OMpEIeNeHHH MEePEeMEHHOW B JaHHOM
JOKYMEHTE BKJIIOUAET ONpPEAENIeHUs] 3TOH NMEePEeMEHHOW Kak JEOOOH OTHAENbHOW TPYIIBl WU
KOMOWHAIIMY TIEPEUHCIICHHBIX TPYIIIL

XOTSl BBILIEH3JIOKEHHOE PACKpbITHE OBUIO OMHCAHO MJOBOJIbHO TOAPOOHO B KavyecTBe
WUTIOCTPALMK M TPUMepa JUIs SICHOCTH MOHHUMAHUs], CIELHAINCT B JTAHHOW OOJIACTH TEXHUKHU
NPpUMET BO BHHUMAaHHE, YTO OINpENeJeHHble M3MEHEHUs W Moau(ukanuuu MOryT OBITh
OCYILIECTBIIEHBI B Mpefenax o0beMa npuiaraeMoi ¢popmyiel nzobperenusi. Kpome toro, xaxmas
CCBUIKA, TPEACTABICHHAS B JAHHOM JIOKYMEHTE, BKIFOYEHA IOCPEACTBOM CCBUIKM BO BCEH ee
NIOJTHOTE B TOMH JK€ CTETIEHH, KaK €l Obl KaXKIasi CChUIKA ObLIa BKIIFOYEHA IMOCPEICTBOM CChUTKH
otaenbHO. Eciu cymecTByeT KOHMIIUKT MEXKTy HACTOSIIEH 3asBKOM U CChUIKOMW, MTPUBENESHHON B

AAHHOM JOKYMCHTE, HACTOAIIAsA 3asiBKa UMECT NMPEUMYILICCTBEHHYO CUITY.
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POPMYVYJIA U3OBPETEHUA

1. Coenunenue, nmerotnee Gopmyy:

rza O /O)
R2blllln N

WM ero (papMaLeBTHUECKU pUeMIIeMast COJIb, TIe

HIDKHUH MHIEKC N UMeeT 3HaueHue 1 umu 2;

kaxabii R! BeIOpaH M3 rpynmbl, coctosimei u3 ¢propa, xjaopa, Heobs3aTenbHO 3amemeHHoro Ci-

C4 ankuna, HeoOs3aTenbHO 3aMeleHHOro Ci1-Cy rajoankuia, HeoOs13aTenbHO 3aMereHHoro Ci-

C4 ankokcy, HeoOs3aTenmbHO 3aMereHHOro C1-Cy ranoajkokcu u HeoOs3aTesIbHO 3aMeIeHHOTO
. ) 1 a .

C»-Cy4 ankunHmna; rae, mo MeHblneii Mepe, onuH R npencrasisier codoii ¢pTop; u

omun n3 R* u R?® npencrasnser coboii ¢prop, u apyroii u3 R u R¥® npencrasnser coboii H.

2. Coenunenue no 1. 1, umeromee Gopmyny:

WK ero (papMaLeBTHUECKH pUeMIIeMast COJIb, Iie

HIKHUM MHIEKC N UMeeT 3HaueHue 1 v 2;

kaxeii R! mpencrasnser coboil uneH, BEIOPAHHBIH U3 TPYIIBL, cocTosAmel u3 gropa, xmopa, Ci-
C4 anxuna, C1-C4 ranoankuna, C1-Cy4 ankokcu, C1-Cs ranoankokcu u C2-Cy4 aNKuMHUIA, TIE, MO
MeHblueit Mepe, onul R! npencrasnsier coboii hrop; u

omuH 13 R?* u R?® npencrasnser coboit Gprop, u apyroii u3 R* u R* npencrasnser coboii H.

3. Coemunenne 1o n. 1 umu 2 uid ero (papMaleBTHYECKH MpuemyeMas cojb, rae R*
npencrasisier coboit grop, u R?® npencrasnser coboit H, nnu rae R? npencrasnsier coboii H, u
R? npencrasnser coboii Grop.

4. Coemunenye 1o n. 1 unu 2 uid ero (papMaleBTHYECKH MpuemyeMas cojb, rae R*
npencrasisier codboi ¢pTop, u n paBHO 1.

S. Coenunenye 1o n. 1 unu 2 uid ero papMaleBTHYECKH MpuemyeMas cojb, rae R*
npencTasisier codoit grop, u n paBHO 2.

6. Coenunenne 1o m. 1 wii 2 umm ero (papManeBTUYeCKH MpUeMieMas cojib, rae R?

npencTasisier codoit grop, un pasHo 1.
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7. Coenunenne 1o m. 1 win 2 umm ero (papManeBTUYeCKH MpHeMieMas cojib, rae R?

npeacTasisier codoit Grop, u n paBHO 2.

8. Coenunenue no . 1 nim 2 nnm ero papMaLeBTHUECKH TPUEMIIEMAasi COJIb, TAE€ N PABHO
1.
9. Coenunenue no 1. 1 win 2, umeromee Gopmyiy:

(RDn

(Ia),

Wi ero q)apMaLIeBTI/ILIeCKI/I npuemijiemMas COoJib, rac HIDKHUN HUHACKC N UMECT 3HAUYCHUEC 1, u

R! spnsercs uneHoM, HE3aBHCHMO BBLIOPAaHHBIM M3 TPYIIbI, COCTosAIed u3 (Topa, XjI0pa,
HeoOsi3atenbHO 3amerneHHoro Ci1-Cy4 ankuina, HeoOs3aTenbHO 3amereHHoro Ci-Cy ramoankuna,
HeoOs3aTenbHo 3amereHHoro C1-Cs ankokcu, HeoOsi3aTenbHo 3amereHHoro Ci1-Cy rajoankokcu
u HeoOs13aTeapHO 3amerneHHOro Cy-Cy ankuHuia;, u

omus u3 R u R? npencrasnster coboit hrop, u apyroii u3 R* u R?® npencrasnser coboii H.

10. Coenunenue no m. 1 wiu 2 wim ero papMaLeBTHUECKH TpUeMIIeMasi COJIb, TI€ N PABHO

1, n umeromee Gpopmyy:

(Ib)

WK ero (papMaLeBTHUECKU pUeMieMasi CoJlb.

11. Coenunenue 1o 1. 1 unmu 2 uimu ero papMareBTHUECKH MPUEMIIeMast COJb, TAE N PABHO
2, omun R! npencrapnser coboit Gprop, u Apyroii MoskeT GbITh BLIOPAH U3 IPYIIbL, COCTOSIIEH U3
¢dTopa, Heobs3aTenbHO 3aMereHHOro C1-C4 ankuna, HeoOs3aTebHO 3aMeIneHHOTo Ci-4 aJTKOKCH
u HeoOs3aTepHO 3amenieHHOro Cr-Cy amkuHmIa.

12. Coenunenue no 1. 1 wim 2, rie n paBHO 2, 1 uMeroinee Gopmyay:

(I0)
WK ero (papMalLeBTHUECKU pHUeMIIeMasi COJlb.

13. Coenunenue no 1. 1 win 2, umeromee Gopmyay:



(1d),

Ui ero (apMaleBTUYeCKd npuemsieMasi conmb, riae R! moxkeT ObiTh BbIOpaH W3 TPy,
cocrositelt u3 gropa, HeoOs13aTenpHO 3amerneHHOro C1-Cy ankmia, HeoOs13aTeIbHO 3aMEIEHHOTO
C1-C4 ankokcu u HeoOs3arenbHO 3amerieHHoro Cr-Cy ankuHmIa.

14. Coemunenue mo mobomy u3 mn. 1-13, rne R! nmpencrasnsier coboit rHapoKCHATKUI

(HarpuMep, TUAPOKCUMETII).

15. Coenunenue o 1. 1 win 2, BBIOpAaHHOE U3 TPYIIIIBI, COCTOSIIIEH U3:
2,
F
| N
F N~ 'N” ~O
H H
O (0]
F
| N
HaC N N0
M H H

F
HUIIn (I)apMaL[eBTI/ILIeCKI/I npuemiieMas COJib Jr000ro u3 BBIIICYKAa3aHHbIX.

16. Coenunenue no 1. 1 wim 2, umeroiee Gopmyay:

WIH
WK ero (papMaLeBTHUECKU pUeMIIeMasi COJlb.

17. Coenunenue no 1. 1 win 2, umeromee Gopmyay:

nin

WK ero (papMaLeBTHUECKU pHUeMIIeMasi COJlb.

18. Coenunenue no 1. 1 win 2, umeromee Gopmyay:
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N N O HO N N @]
H H H H
F WIn F ,
WK ero (papMareBTHYECKHU MTPUeMIIEMast COJb.

19. Coenunenue no 1. 1 win 2, umeromee Gopmyay:

D\ LA

N N- O
H H
F 2>
wiu ero ¢papMaleBTUYECKU MpreMiieMas CoJb.
20. Coenunenue no 1. 1 wim 2, umeroinee Gopmyy:

WM ero (hapMaLeBTHUECKU IpUemMieMasi CoJlb.

21. dapmarieBTHYECKasT KOMITO3ULIMS, COIeprkaliasi COeAMHEeHne 1o Jirodomy u3 i 1-20
WIN He0Os3aTeNbHO ero (hapMaLeBTHIECKH MPUEMIIEMYIO COJTb U (PapMaLieBTUUECKU PUEMIIEMOE
BCIIOMOT'aTeJIbHOE BELIECTBO.

22, dapmareBTHYeCcKasi KOMIO3ULMs 110 1. 21, rae coennHenue umeet Gopmyay la:

(Ta).

23. dapmarneBTHYeCcKast KOMIO3uNus 1o 1. 21, rae coennHenne umeet Gopmyay 1b:

(o).

24, dapmareBTH4eCKasi KOMIO3ULHs 110 1. 21, rae coennHenue umeet Gopmyay 1c:



(Ic).
25.  dapmaueBTHUeCKass KOMITO3ULMs 10 11. 21, rae coenunenue umeer ¢popmyay Id:
RO O)
0
(Id).
26. dapmanieBTHUECKass KOMIIO3MLUS MO 1. 21, rae coeanHeHue BBIOPAHO W3 TPYIIIb,

COCTOSIIIEN U3;

F/l F
. N N
| I
F
F N~ "N” o N/J%O
H H : H ,
S
3 F
F’l. | N | N
HsC N” N7 o , € N"“o
H H H
F F

Iz

O
0]
Q

I=z

| N
HO N N /&O
H H
. F
27. Croco6 JieueHus rUnepTpopuIeckoil  KapAHOMHUOIIATHH (HCM) WIH

KapAUOJIOTMUECKOr0  HApyIIeHHs, UMerIIero mnarodpusnojornueckuii npusHak HCM,
BKJIFOUAIOLTNI BBENEHHE CYOBEKTy, HYXKTAIOMEeMycs B S5TOM, 3(PQEeKTHBHOrO KOJIUYECTBA
COeMHEHUs 10 JIFoOoMy 13 1.1 1-20 1 ero gpapMareBTHYECKH MPUEMIIEMOI COJTH.

28. Crnioco0 nevenus 3a00neBaHMs WM HAPYIIEHUs], BBIOPAHHOTO M3 TPYIIIIbI, COCTOSIIEH 13
CepIevyHON HEeNOCTaTOYHOCTH C COXpPaHEHHOW (Qpakiueil BBIOpOCa, WIIEeMHYECKOH Ooje3Hu
cepAua, CTEHOKApANHN U PECTPUKTHBHON KapAHOMHOIATHH, BKIFOUAKOLINI BBEIEHHE CYyOBEKTY,
HY>KIA0IeMycst B 3TOM, 3((PEKTHBHOTO KOJIMYECTBA COSAUHEHUS MO JItoOoMy m3 m.m. 1-20 uimu

ero (papMaLeBTHYECKH IPUEMIIEMON COJH.
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29. Criocob nedenus 3a0oneBaHysl WM HAPYIIEHUS, XapaKTepU3YyIOIEerocst runeprpodueit
JIEBOTO KENTyJOUKa M3-3a eperpy3ku 00beMOM WITH IaBIICHUEM, T'7Ie YKa3aHHOe 3a00JIeBaHUE HITH
HapyLIeHWe BBIOPAHO W3 TPYMIIbL, COCTOALIEH M3 XPOHHYECKOW MHUTPAJIBbHOW PErypruTaluy,
XPOHUYECKOTO a0PTAJIbHOTO CTEHO3a U XPOHMUYECKOW CUCTEMHOHN TMIIEPTOHHH, B KOMOWHAIMHU C
BU/IAMU Teparnuii, HaNpaBleHHBIX HAa KOPPEKLUMIO WM OOJerdyeHue OCHOBHOW IPHYUHBI
neperpy3k 0ObeMOM WM AaBJIEHHEM, BKJIIOYAs TUIACTUKY/3aMeHy KianaHa win 3Q(eKTHBHYO
AHTUTHUIEPTEH3UBHYIO TEPAIUIO, BKIIOYAIOIINHA BBEACHHE CYOBEKTY, HYKNAIOLIEMYCS B 3TOM,
3¢ EKTUBHOrO KOJMUYECTBA COEAMHEHHUs o JoOoMy u3 m.i. 1-20 wnu ero ¢apmaneBTudecku
MIPUEMIIEMOU COJIH.

30. Criocob JieueHus rUnepTpopuIecKoil KapAHMOMUONATUH (HCM) WIH
KapUOJIOrMUECKOr0 HApyIIEHUs, MMEIOLIero NnaToQU3NONOTHYeCKU IMPU3HAK, CBSA3aHHBIA C
HCM, Brimovaromuii BBeieHHEe CYObEKTY, HYKAAIMEMyCsl B 3TOM, 3((EeKTHBHOTO KOJMYECTBA
coenuHeHus no Jmobomy u3 1. 1-20 mim ero (apmaneBTHYECKHM NPUEMIIEMOW COJH B
KOMOWHAIMM C BUIAMH TEpanuil, KOTOpblE 3aMEUIIOT TNPOrPECCUPOBAHUE CEPAECUHOU
HEJTOCTATOYHOCTH IyTEM IOAABJIEHHUs] HEHPOrOPMOHAIBHON CTUMYJISALIMU CepALa U IBbITAIOTCS
NpPEeNoTBPATUTh peMopenupoBanne cepaua (Hampumep, wuHruOuTopel ACE, OnokaTopsr
peuenTopoB anruoreHsuHa (ARB), B-010kaTopbl, aHTATOHUCTBI ATBIOCTEPOHOBBIX PELIENTOPOB
WIN MHTUOUTOPBI HENTPaJbHOM SHIONENTHAA3bl), BUAAMU TEPAIUi, KOTOpBIE YIYYINAIOT
cepAeyHyr0  (QYHKIHIO TyTeM CTUMYJSIIUHA  CepACYHOM COKPAaTUMOCTH (Hampumep,
TMIOJIOXKHUTEIbHbIE HHOTPOIHBIE AT€HTBI, TAKHE KaK arOHUCT [3-aApeHOpeLenTOpOB 100y TAMUH HITH
uHruouTop (Qocdomuscrepasbl MUIPUHOH), W/WIM BUJAMH TEpanuid, KOTOPbIE CHIDKAIOT
NpeAHarpy3Ky cepana (Hampumep, OUYPETUKH, TaKue Kak (PypOCeMHI) WM TMOCTHArPy3Ky
(BazogmyaTaToOphbl JTIOOOTO KIacca, BKJIKOYAst, HO HE OTPAaHHUYHBAsICh UMH, OJIOKATOPBI KaJIbILIUEBbIX
KaHaJIOB, HHTUOUTOPBI (pochoanscTepasbl, AHTATOHUCTHI PELIEITOPOB SHAOTEIMHA, HHTHOUTOPbI
PEHUHA WM MOIYJIITOPBI MHO3WUHA TJIaJKUX MBILIIT).

31 Homumopd Popmer 1 (68S,75)-6-prop-7-(2-PpTop-S-merundenmn)-3-(terparuapo-2H-
nupaH-4-un)-5,6,7,8-rerparunponupunol 2,3-d mupumunus-2,4(1H,3H)-nuoHa,
XapaKTEePU3YIOIIUNCS, [0 MEHBIIEH MEPE OOHUM U3:

a. MOPOIIKOBON PEHTTeHOBCKOW AM(pakTOrpaMMOil, UMEIOIIel aBa WM 0ojiee MUKOB,
BBIPAKEHHBIX B rpanycax 2-tera = 0.2° u BeiOpanssx u3 11.3, 124, 13.3, 16.5, 17.3, 19.3, 20.4,
21.2,22.5,23.2,255,26.4,282,295,31.5,32.9,34.3,35.5 u38.8 rpanycos;

b. tepmorpammoii DSC, mokasbiBaromeil 3HI0TEpMBbI MpU OKoJio 226.05°C, mpu OKoJIo
302.47°C u npu oxomno 310.13°C; unu

C. PEHTT€HOBCKOM KPUCTAIIIMYECKON CTPYKTYPOH, MO CYINECTBY, TAKOU ke, Kak Ha Pur. 4.
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32. Iomumopd mo m. 31, XapakTepu3YIOLIUICS MOPOILIKOBOH  PEHTT€HOBCKOU
g pakTorpaMMol, HMErOIIeH TPU Wi OoJiee TUKOB, BBIPAKEHHBIX B rpaaycax 2-tera £ 0.2° u
BeIOpaHHbIX M3 11.3, 124, 13.3, 16.5, 17.3, 193, 204, 21.2, 22.5, 23.2, 25.5, 26 4, 28.2, 29.5,
31.5,32.9,34.3,35.5138.8 rpanycos.

33. IMomumopd mo m. 31, XapakTepU3YIOLIMICS MOPOILIKOBOH  PEHTT€HOBCKOU
nudpakTorpaMMoi, IMEIOLIEH YeThIpe MIN OoJiee MMUKOB, BBIPAJKEHHBIX B rpanycax 2-rera + 0.2°
u BeIOpanHbIX U3 11.3, 12.4, 13.3, 16.5, 17.3, 19.3, 20.4, 21.2, 22.5, 23.2, 25.5, 26.4, 28.2, 29.5,
31.5,32.9,34.3,35.5u138.8 rpanycos.

34. INomumopd mo m. 31, XapakTepu3yIOLIMICS MNOPOILIKOBOH  PEHTI€HOBCKON
nudpakTorpaMMoii, UMeroIIel MUKHU, BEIpaKEHHBbIE B rpaaycax 2-rera + 0.2° mpu kaxapix u3 11.3,
12.4 n 13.3 rpanycax.

35. INomumopd mo m. 31, XapakTepu3yIOLIUICS MOPOLIKOBOH  PEHTI€HOBCKON
audpakTorpaMMoi, UMeroIeH MUKH, BEIpakeHHbIE B rpaaycax 2-tera + 0.2° npu kaxapix u3 11.3,
12.4,13.3,16.5, 17.3, 19.3, 20.4 u 29.5 rpagycax.

36. IMomumopd 1o 1. 31, XapakTepU3yOIUICS HadalaMHy IuaBjieHust npu okoio 221.51°C,
okouo 299.53°C u okono 308.81°C.

37. Momumopd mo n. 31, rae moaumopd UMeeT PEHTTEHOBCKYIO KPUCTAJUIMYECKYIO
CTPYKTYPY, MO CYLIECTBY, TaKyIO ke, Kak Ha Dur. 1A.

38. [omumopd mo mobomy u3 mn. 31-37, roe momumopd Dopmbl 1 Mo cymiecTBy He
copepxkut apyrux ¢opm (6S,7S)-6-¢pTop-7-(2-¢prop-5-merundennn)-3-(terparunpo-2H-nupan-
4-un)-5,6,7,8-rerparuaponupuno| 2,3-dmupumunun-2,4(1H,3H)-nroHa.

39. dapmarieBTHUECKAs KOMIIO3HLIMS, COAepKaliasi mouMopd o rodomy u3 m.a. 31-38 u
(apMareBTHYECKH MPUEMIIEMOE BCIIOMOTAaTEIbHOE BELIECTBO.

40. Komnosuuus no n. 39, rae oTHoueHue kojmdectsa noinumopda @opmer 1 k cymme
KOJIMYECTB PYyrux Gopm paBHO wiu Oosbie, yem 80:20.

41. Komnosnuus no n. 39, rae oTHoueHue koimyectsa noinumopda Popmer 1 k cymme
KOJIMYECTB pyrux (Gopm paBHO wiu Oosbie, yem 90:10.

42. Komnosnuus no n. 39, rae oTHoueHue koimdectsa noimuMopda @opmer 1 k cymme
KOJINYECTB Ipyrux (popm paBHO wiu Oosbine, yem 95:5.

43. Komnosnuus mo n. 39, rae oTHoueHue koimdectsa noinuMopda @opmel 1 k cymme
KOJINYECTB pyrux (popm paBHO wiu Oonbine, yem 97:3.

44. Komnosnuus no n. 39, rae oTHoueHue koiudectsa noinuMopda Popmel 1 k cymme
KOJINYECTB pyrux (popm paBHO wiu Oosbine, yem 98:2.

45. Komnosnuus no n. 39, rae oTHoueHue koimdectsa nonuMopda Popmel 1 k cymme

KOJINYECTB Ipyrux (popm paBHO wiu Oosbine, yem 99:1.
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46. Crocob JieueHus runepTpopuIeckoil.  KapAHOMHOIIATHU (HCM) WIH
KapAUOJIOTMUECKOTO  HApyUIeHHs, WMerIero mnarodpusnojornueckuii npusHak HCM,
BKJIFOUAIOLINI BBENEHHE CYOBEKTy, HYXTAIOMEMycs B 35TOM, 3(QQEeKTHBHOrO KOJIUYECTBA
nojiumopda 1o odomy u3 .. 31-38 wim papmManeBTHIECKONH KOMITO3UIIUU TI0 JIFOOOMY 3 IL.II.
39-45.

47. Crioco0 nedenus 3a0oneBaHys WM HAPYIIEHUS, XapaKTepU3yOIerocs runeprpodueit
JIEBOTO ey JOUKa M3-3a Meperpy3ku 00beMOM WM IaBJICHUEM, T'7ie YKa3aHHOe 3a00JIeBaHUE HITH
HapylLIeHWe BBIOPAHO W3 TPYMIIbL, COCTOALIEH M3 XPOHMYECKOW MHUTPAJbHOM PErypruTaluy,
XPOHUYECKOTO a0PTAJIbHOTO CTEHO3a U XPOHMUYECKONW CUCTEMHOH I'MIIEPTOHMM, B KOMOWHAIMHU C
BU/IAMU TEparnuii, HaNpaBleHHbIX HAa KOPPEKLUMIO WM OOJIerdeHHe OCHOBHOM IPHYUHBI
neperpy3ku 0ObeMOM WJIH AaBJIEHHEM, BKJIIOYas IUIACTUKY/3aMeHy kianaHa win 3p(eKTUBHYO
AHTUTUIEPTEH3UBHYIO TEPAIUIO, BKIIOYAIOIIUI BBEIEHHE CYOBEKTY, HYXKIAIOIIEMYCS B 3TOM,
a¢exkTUBHOro KomuuecTBa noaumopda no modomy u3 . 31-38 uam papmaneBTHUECKON
KOMITO3MLIMH IO JIFOOOMY 13 LI 39-45.

48. Cnoco6  newenust  rumeptpodpuueckoir  kapauomumonarun  (HCM) WIIN
KapAHOJIOTHYECKOTO HAPYLIEHMs, MMEIOINero NaTo(pU3NOJIOTUYEeCKUIl MPU3HAK, CBS3aHHBIN C
HCM, Brmovaromyii BBeieHne CyObeKTy, HY>KAAIMEMyCsl B 3TOM, 3((EeKTHBHOTO KOJMYECTBA
nojumopda o modomy u3 .. 31-38 wim papmManeBTHYECKONH KOMITO3UIUH 110 JIFOOOMY U3 IT.I1.
39-45 B kOMOMHAIMK C BUAAMH TepaIuii, KOTOPbIE 3aMENJISIIOT MPOTrPECCUPOBAHKE CEPACUHOM
HEJIOCTATOYHOCTH IyTEM IOAABJIEHHUsS] HEHPOrOPMOHAIBHON CTUMYJISILIMU CEeplLa U TbITAIOTCS
NPENOTBPATUTh peMonenupoBanue cepana (Hampumep, wuHruOutopel ACE, OiokaTopsl
peuentopoB anruoteHsnHa (ARB), B-OmokaTopbl, aHTArOHUCTBI ANBIOCTEPOHOBBIX PELIENTOPOB
WIN WHTUOUTOPBI HEWTPaNbHOW SHAOMENTHIA3bl), BHIAMH TEPaNud, KOTOPBIC YJIyYIIAIOT
cepAeyHyr0 (QYHKIHIO TyTeM CTUMYJSIIUHA  CepACYHOW COKPAaTUMOCTH (Hampumep,
NIOJIOXKHUTEJIbHbIE HHOTPOIHBIE AT€HTHI, TAKHE KaK arOHUCT [3-aApeHOPeLenTOPOB 100y TAMUH T
uHruouTOop (ochomuscrepasbl MUWIPHUHOH), W/WIM BUJAMH TEpanuid, KOTOPbIE CHIDKAKOT
NpeaHarpy3Ky cepana (Hampumep, OUYPETHUKH, TaKue Kak (PypOCeMHI) WM TMOCTHArPy3Ky
(BazopmyaTaTophl JTF0OOTO KIlacca, BKIIKOYAst, HO HE OTPAaHHUYHBAsICh UMH, OJIOKATOPBI KaJIbIIUEBbIX
KaHaJIOB, HHTUOUTOPBI (pochoanscTepaspl, AHTATOHUCTHI PELIEITOPOB SHAOTEIMHA, HHTHOUTOPBI
PEHUHA WM MOIYJIITOPBI MHO3WHA TJIaJKUX MBILIILT).

49. Crioco® nedeHHsT KapaUOJIOTHUECKOro 3a0O0JeBaHWSl WIJIM HAPYIICHHUS, BKIJIFOYAFOIIUN
BBEICHHE CYOBEKTYy, HYXIAIIeMycs B 3TOM, 3(PQEeKTHBHOrO KOJMYECTBA COCOUHEHHUS II0
mobomy u3 mm. 1-20 wnm ero ¢apManeBTHYECKH NPHEMIIEMON CONH, (papMaleBTHYECKON
KOMITO3UIMH 10 Jrobomy u3 mn. 21-26, momumopda mo mrodomy w3 mn. 31-38 wm

(hapMaLieBTHUECKON KOMITO3UIIUH T10 JTE0OOMy U3 1.11. 39-45, re kapauojorudeckoe 3adboieBaHme
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WIN HapylleHHe BbIOPAaHO W3 TPYIBL, COCTOSINEH W3 AHACTONMYECKOW IUCHYHKIHH,
runeprpodpuueckoit kapanomuonaruu, nHCM, oHCM, cepneunoit nenocrarounoctu, HFpEF,
HFmREF, nopoka kianaHoB cepilia, aOpTaJIbHOTO CTEHO3a, TUIEPTPOGHN JIEBOTO JKENyI0UKa,
PECTPUKTUBHON KapAUOMHUOIATHH, BOCHAJIUTENBHON KapAUOMHUOKApAHONATUH, 3SHIOKApIUTA
Jépdnepa, sHOOMHOKapamanbHOro  (GuOpo3a, HHGUIBTPATHBHONH  KapAHOMHOIATHH,
reMoxpomarosa, Oonesnn @Palpu, OONE3HM HAKOIUIEHHWs TJIMKOT€HA, BPOJKAEHHOTO IOPOKa
cepaua, Tterpanbl Damno, runepTpoguM JIEBOTO JKENyNO4YKa, CTEHOKapAuH, pedpakTepHOi
creHokapauu u 6onesnu [laraca.

50.  Cnocob mo m. 49, rae kapauonorudeckoe 3aboneBaHHE WM HAapylLIEHHWE BBIOPAHO M3
rpynnsl, cocrosuieit u3 nHCM, oHCM, HFpEF, HFmREF, aopransHOro creHosa, sHnokapauTa
Jépdnepa, sHmOMHMOKapamanbHOro  (uOpo3a,  UHOWIBTPATUBHONH  KapAHMOMHUOMNATHH,
remoxpomMaro3a, Oone3Hu Pabpu, OoONe3HM HAKOIUIEHUS TJHMKOreHa, TeTpansl Pao,
CTEHOKapauH, peppakTepHOi creHOKapauu u 6one3nu Lllaraca.

51.  Cnocobd mo mobomy u3 mam. 49-50, roe coeauHeHWe WM ero (papManeBTHYeCKH
NPUEMJIEMYIO COJIb, HOJMMMOPd uiaM (apMaLEBTHYECKYI0O KOMIIO3ULMIO BBOAAT B BHIE
MOHOTEpAINH.

52. Cnocob6 mo mobomy m3 mam 49-50, roe coenuMHeHHEe WU €ro (apMaleBTHYSCKH
NPUEMJIEMYIO COJIb, NOXUMOP( uiaM (apMaLEBTHYECKYI0O KOMIIO3UIMIO BBOAAT B BHIE
KOMOWHHUPOBAHHOM TEpaAIuy, I7ie BBOAUTCS AOMOJHUTEIbHbIN TePANeBTHUECKUI areHT.

53. Crnoco6 mo m. 52, rae AONOJHUTENbHBIA TEPANeBTHYECKHH areHT BBIOPAH U3 TPYIIIIbI,
cocrositiel U3 OJIOKUPYIOIIEro areHta OeTa-aApeHepruvyeckux peuentopoB (Oera-OiokaTopa),
UHTHOUTOpA PEHUH-aHTHOTEH3UH-aJIbI0CTEPOHOBON crucTeMbl (RAAS) (Hanpumep, uHrHOUTOpa
anruoreHsuHnpenpamaromero pepmenta (ACE), anTaroHucTa perentopa aHrioTeH3MHA, TAKOTO
KaK OyokaTop peLenTopoB AHTUOTEH3WHA 1), UHTHOUTOpA peLenTopoB
anruoreHsuHa/HenpuwinsnHa  (ARNI)  (mampumep, cakyOWTpmi/BajcapTaH), aHTaroHHCTa
MHHEPAJIOKOPTHKOUAHBIX perentopoB (MRA) (Hanmpumep, HHrHOUTOpa aibJOCTEPOHA, TAKOTO
KaK KanuhcOeperaromuil ITUYPETUK, TaKOHW KaK SIUIEPEHOH, CIHPOHOJAKTOH HJIM KaHPEHOH),
JIEKapCTBEHHOTO CPE/ACTBA, CHIDKAIOIIETO YPOBEHb XOJIECTEPUHA (HAmpuUMep, CTaTHUHA),
uHruouropa HeWtpanpHOH sHponenTtuaasbl (NEP1), moJoXHUTENBHOrO HHOTPOITHOTO areHTa
(Hampumep, OUTOKCHHA, MTUMOOEH/IAaHa, aroHUCTa OeTa-aipeHePrHYeCKUX PelenTOpOB, TaKOTO
kak nobyramuH, uHruouropa docdonuscrepassl PDE-3, Takoro kak MUJIPUHOH, WJIH KaJIbLIUH-
CCHCHOMJIM3UPYIOIEro AareHTa, TaKOro KaK JIEBOCUMEHJAH), Kallks, MarHus, HHruouTopa
NPOTIPOTENHOBOM  KOHBepTa3bl cyOTmnmsuH-kekcuH tunma 9 (PCSK9), Basommmararopa
(Hampumep, ONOKaTOpa KaJbLUEBBIX KaHAJIOB, MHrHOMTOpa (hocdommscrepasbl, aHTArOHUCTA

peLenTopa >HIOTENMHA, MHCHOWTOpPA PEHWHA WM MOIYJSTOpPa MHO3MHA TJIAJKHX MBIIIL),
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auypeTuka (Hanpumep, pypocemMuna), IEKapCTBEHHOTO CPEACTBA OT APUTMUHM, AHTUKOATYJISTHTA
(Harpumep, BapdaprHa), aHTUTPOMOOTHUECKOTO areHTa, aHTHTPOMOOLMTAPHBIN areHTa WIn
1r000# X KOMOMHAIUHL.

54.  Cnocob no n. 53, rne 6nokarop peuentopos anruoreHsuHa Il (ARB) BeiOpan u3 rpynsi,
cocrosiien m3 A-81988, A-81282, BIBR-363, BIBS39, BIBS-222, BMS-180560, BMS-184698,
KaHnecapTaHa, kaHnecapraHa wuuiekcermna, CGP-38560A, CGP-48369, CGP-49870, CGP-
63170, CI-996, CV-11194, DA-2079, DE-3489, DMP-811, DuP-167, DuP-532, E-4177,
anucaprana, EMD-66397, EMD-73495, snpocaptana, EXP-063, EXP-929, EXP-3174, EXP-
6155, EXP-6803, EXP-7711, EXP-9270, FK-739, GA-0056, HN-65021, HR-720, ICI-D6888,
ICI-D7155, ICI-D8731, upbecaprana, nzoreonuna, KRI-1177, KT3-671, KW-3433, no3aprana,
LR-B/057, L-158809, L-158978, L-159282, L-159874, L-161177, L-162154, L-163017, L-
159689, L-162234, 1L-162441, L-163007, LR-B/081, LR B087, LY-285434, LY-302289, LY-
315995, LY-235656, LY-301875, ME-3221, onmecaprana, PD-150304, PD-123177, PD-123319,
RG-13647, RWIJ-38970, RWIJ-46458, capanasuna anerara, S-8307, S-8308, SC-52458,
campucaprasa, capajasuHa, capmesnna, SL-91.0102, tazocaprana, renmucaprana, UP-269-6, U-
96849, U-97018, UP-275-22, WAY-126227, WK-1492.2K, YM-31472,WK-1360, X-6803,
Bancaprana, XH-148, XR-510, YM-358, ZD-6888, ZD-7155, ZD-8731 u 30nacapraHna.

55.  Cnocob no m. 53, rne ARNI BeIOpaH U3 rpymIibl, COCTOSIIEH U3 CaKyOUTpHIIa, BaJICapTaHA
WM KOMOMHAIIMK CaKyOUTpUIIa U BajicapTaHa (cakyOuTpuIl/BasicapTaH).

56. Crocob mo m. 53, rme SGLT2 BeIOpaH W3 TpyImIbl, COCTOSIIEH U3 AMariud)io3nuHa,
nanarnugIo3uHa | COTaraugIo3uHa.

57. Criocob mo m. 52, rie MOTONHUTEIbHBIA TeParieBTHYECKUA areHT YJIydllaeT CepaedHo-
COCYIUCTBIE COCTOSIHUSA Y CYOBEKTa.

58. Crnioco6 o yrobomy u3 m.m. 52, 53 u 57, rie IONONHUTENbHBIA TEPAEeBTUYSCKUI areHT
BbIOpaH W3  TPymbl, cocrosimed w3  Oera-Oynokatopa, AWypeTHKa, HWHrHOUTOpA
anruorensuHnpenpamaromero ¢pepmenta (ACE), OGnokaropa KanblUeBBIX KaHAJIOB, OjokaTtopa
peuentopoB aHruoreHsuHa I, aHTaroHucra MHHEpaJIOKOPTHUKOUIHBIX peuentoposB, ARNI

uaruouropa RAAS, nekapcTBeHHOro cpencTsa otT aputMuu U uHruouropa SGLT2.
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