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2’-3AMEINEHHBIE-N*-3AMEIIEHHBIE MYPUHOBBIE HYKJIEO TUABI JUIS JEYEHUS BI3BAHHBIX
PHK-BUPYCOM 3ABOJIEBAHUH

Omncanne

CchLika HA POACTBCHHLIC 3A9IBKU

CoryiacHO HACTOSIIEH 3asABKE HCIPANIMBACTCS MPHOPHTET B COOTBETCTBHH C NMPEIBAPUTCIBHOM 3aJBKOH HA
Bergauy marenta CIIA c¢ cepumitabiMm Ne 62/384664, nomanno# 7 ceHTa0ps 2016 roma. ITonHOe comepskaHHE NAHHOM

3aBKH TEM CAMBIM BKJIFOYCHO B HACTOSIIUH JOKYMCHT IMOCPCACTBOM CCBIIIKH OJI JIEOOBIX LENCH.

006J1aCTH TEXHUKH, K KOTOPO# 0THOCHTCS HACTOSIIIEE M300PETEHNE

HaCTOHII.[GC I/I306peTCHI/IG OTHOCHUTCA K HYKJICOTHAHBIM COCOWHCHHUAM, KOMITO3UIUAM W UX NPUMCHCHIAM T

neweHms 3a0o0neBanmil, Ber3BaHEEIX PHK-Bupycamu, oTmraasivu ot HCV.

IpeanochLIKH CO3IAHNA HACTOSIIETo H300peTeHns

Kraccupmkanmornas cmctemMa 1o bamrmMopy menmT BHPYCH HAa Ipymmsl, oOo3HaueHmsie [-VII, B
cooTBeTCTBHHE C uX reHoMoM. JIHK-upycer otHOCATCs Kk rpymnam I, IT u VII, a PHK-supychl oTHOCATCA K rpymmam I11-
VI. PHK-BHpPYCH HCHOTB3YIOT PHOOHYJICHHOBYFO KICIOTY B KAYECTBE CBOETO T€HETHHUECKOro Marepuama. PHK-supyc
MoskeT nMeTh AByXHUTEBYIO (ds) PHK mmm ognommteByro PHK, a Taxske MOKET OBITh TOJIOKHTETBHO-HUTEBBIM FLITH
OTPHIATEIFHO-HUTEBRIM. Bupycsr rpymmst 111 mpeactapiaror codoit a1y xeuTesbie PHK-Bupycst. Bupycs rpymmn [V u V
ABIAOTCA ogHOHNTEBbIME PHK-BHpyCcamu, HO BUPYCH Ipymmbl IV HMEIOT NOJI0KHTEIbHO-CMBICIOBY X0 HUTB, 8 BHPYCBI
Tpymmsl V EMEIOT OTPHILATEIBHO-CMBICIOBYI0 HUTH. I'pymnma VI mpeacTtapiseT BHPYCH C HOJOKHTEIbHO-CMBICIOBOH
oxHouuTeBOi PHK, KOTOpHIE pemumimpyoTcs yepes npomexyTounyio JHK.

dsRNA-upycer rpymmsr III Bimouaror B cebsf CICAyrOLME OOMHHAIUATH CeMEHCTB: Amalgaviridae,
Birnaviridae, Chrysoviridae, Cystoviridae, Endornaviridae, Hypoviridae, Megabirnaviridae, Partitiviridae,
Picobirnaviridae, Quadriviridae, Reoviridae u Totiviridae.

Bupych ¢ nonoxxutensHO-CMBICTIOBOI SSRNA rpymmsr IV BrmOUaroT B ce0s TpH MOPAAKA M TPHALATH TPH
cemeticta. ITopsook Nidovirales BkowaeT B ce0s cinemyromue ceMercTsa: Arteviridae, Coronaviridae, Mesoniviridae
u Roniviridae. Tlopsimox Picornavirales BxmrouaeTr B ceOf creayromme cemeiictBa: Dicistroviridae, Ifaviridae,
Marnaviridae, Picornaviridae u Secoviridae. Tlopampox Tymovirales BkmodaeT B cebs CICAyIOmEE CEMEHCTBA:
Alphaflexiviridae, Betaflexiviridae, Gammaflexiviridae mn Tymoviridae. Crnegyromme BHPYCH C TOJOKHTCIBHO-
cmpicioBoH SSRNA Brurouaror B ceOf BHPYCH M3 CIEAYIOMUX HECOOTHECCHHBIX CeMEHCTB: Alphatetraviridae,
Abernaviridae, Astroviridae, Barnaviridae, Benyviridae, Bromoviridae, Caliciviridae, Carmotetraviridae,
Closteroviridae, Flaviviridae, Fusariviridae, Hepeviridae, Leviviridae, Luteoviridae, Narnaviridae, Nodaviridae,
Permutotetraviridae, Potyviridae, Togaviridae, Tombusviridae n Virgaviridae.

Wndexumn Bupycos Coronaviridae BKmO4aroT B ce0f HH(EKIUE BHPYCOB pPoxoB Alphacoronavirus,
Betacoronavirus (KOTOpPHIH BKTIOYAET B CeOs BRI3BIBAOIIMI TSLKEIIBI OCTPHIA PECIHPATOPHBIA CHHAPOM KOPOHABHPYC
(SARS-CoV)), Gammacoronavirus u Deltacoronavirus.

Wndexkunn Bupycos Flaviviridae BKTOUAOT B ce0s MHQESKUME BHPYCOB POJOB Flavivirus m Pestivirus.



Wndexunn supycos Flavivirus BKIFOUAIOT B ceOs MHXOPAIKY ACHTE, 00IE3Hb KbSICAHYyPCKOTO Jeca, 0ome3Hs IToaccan,
0one3up BeccencOpon, mixopaaky 3amagaoro Huma, xKenTyio muxopangky, HHPEKIHIO BHPYCca 3K, HH(EKIHIO BUPYyCa
Puo-bpaso, undekuuro Bupyca Pocuo, mrdexuuro Bupyca Herumm u 3HIE(QATUTH, B TOM YHCIEC KaTHQOPHHICKUH
SHUE(ATHT, LUECHTPATPHOCBPONCHCKII SHUC(AHT, BRI3BAHHBIN BHPYCOM Jmxopaaku Unseyca 3xHuehamt, dHIehamuT
momuHel Myppes, sxuegamut Cenr-Jlymc, samouCkuil dHuedanutr B, BUpyCHBIH 3HIE()ATOMUEIHT OBEL M BECCHHE-
JeTHHH KICmEeBOH MeHMHTOdHUE(ammt. Mudexuun Pestivirus BKIIOYAIOT B C€0s ITABHBIM 00pazoM 3a00JICBAHI
CEJIbCKOXO3AMCTBEHHBIX JKHBOTHBIX, B TOM YHCJIE JHXOpaaKy CBHHEH y cBuHEH, mH(exmmo BVDV (supyca mmapen
KPYIHOTO POTaToro CKOTAa) Y KPYIMHOTO POTATOr0 CKOTA M HMH(EKIMH BHPYCA, BRI3BIBAOLIECTO NMOTPAHMYHYIO OOJIC3HB
OBEII.

WHpexknnyn NHKOPHABHPYCOB BKIIOYAIOT B Ce0A HH()CKUWH BHPYCOB DPOIOB Aphthovirus, Aquamavirus,
Avihepatovirus, Cardiovirus, Cosavirus, Dicipivirus, Enterovirus, Erbovirus, Hepatovirus, Kobuvirus, Megrivirus,
Parechovirus, Salivirus, Sapelovirus, Senecavirus, Teschovirus n Tremovirus.

CemeiictBo Togaviridae BKIFOUAET B ce0s ueThIpe poaa: Alphavirus, Arterivirus, Rubivirus u Pestivirus. Pox
Alphavirus comepaT HeTHIpPE BHPYCa, KOTOPBIE MPHBOIAT K JHIE(HAIHTY: BIPYC BOCTOYHOTO JOIIAIIHOTO JHIE(atnTa
(EEE), Bupyc BeHeCyambckoro dunedamuta nomaaci (VEE), Bupyc 3amagroro 3rnedamTa momaaei (WEE) u Bupyc
Oeeprieiina. Kpome Toro, pox Alphavirus sxmouaet B ce0s1 BUPYC YHKYHTYHbBS, BUpyC Maiapo, Bupyc Okems00, BHPYC
o’Hronr-uvonr, BHpyC Pocc-pusep, Bupyc neca Cemmmku m Bupyc Cmmabuc (SINV). Pox Arferivirus copepiur
€IMHCTBEHHOTO TPEACTABHTEILI - BHPYC aprepmmra nomaneit. Pox Pesfivirus COOEP:KUT TPH BHPYCAa BETCPHHAPHOTO
3HAYCHHS, a IMEHHO BHPYC AMApeH KPyMHOTO poraroro ckora (BVDV), Bupyc xomnepsl CBUHEH M BHPYC NMOTPAHHYHOM
607e3HN 0Bell. EAMHCTBEHHBIM NPEACTABHTEICM POaa Rubivirus IBIISTCS BEPYC KPACHY XH.

Bupycol ¢ orpunarenbHO-CMBICTOBOH SSRNA rpymmet V BkmouaroT B cebs mopsmok Mononegavirales.
TTopsmox Mononegavirales BkiouaeT B ce0s1 0e3 OTpaHUHCHUS ClIe Ay FOIIUE ceMeiCTBA M BUPYCHL: Bornaviridae, BUpYC,
BeI3BIBarOINuit Gone3ns bBopHma;, Filoviridae, Bupyc 2O001a W BHPYC, BBI3HIBAIOIME «MapOyprckyro OOJIE3HBY;
Paramyxoviridae, BUpyC KOPH, BHPYC JMHAECMHYECKOTO MapoTHTa, BHpyCc Humax, Bupyc XeHapa, pecIHpaTOpPHBIH
cuHuuTHAIBHEBI BHpyC (RSV) m BmpyC, BhI3BIBaromimii HpIOKAacICKyto OomnezHe (NDV); Rhabdoviridae, Bupyc
ocmencTBa u Nyamiviridae, uuaBupyc. HeCOOTHECECHHBIC CEMEHCTBA M BHPYCHI BKJIIOYAIOT B CeOs1 O3 OTPAHUHCHIS
Arenaviridae, supyc Jlacca, Bunyaviridae, Hantavirus, BUPYC, BBI3BIBAIOIIMI KOHTO-KPBIMCKYIO I€MOPPATHYECKYIO
nuxopanky; Ophioviridae n Orthomyxoviridae, BUpyC TPHIITIA.

CemeiictBo Bunyaviridae comepxmut 00jice IBYX COTEH H3BECTHBIX BHPYCOB, M CEMEHCTBO ACIHICSA HA ILITh
ponos: Hantavirus, Nairovirus, Orthobunyavirus, Phlebovirus u Tospovirus. Pog Hantavirus BKIIOYMaeT B ce0s BHPYC
Xantaan. Pox Nairovirus BKIIIOUAeT B ce0s1 BHPYC, BRI3BIBAFOINIH KOHTO-KPBHIMCKYIO T€MOPPATHHECKYIO0 THXOPAIKY, H
supycsl [yr0e. Pox Orthobunyaviris cCOCTOUT W3 MPHONM3UTEIBHO CTa CEMHIECATH BHPYCOB, KOTOPHIE PA3ACIIUIN HA
MHOKECTBO CEpOIOTHUEeCKUX Ipymm. CeposormuecKie TPy bl BKIIOUAIOT B CE0s CEPOIOTIHIECKY 0 IpymIy AHo(enec
A, ceponormieckyro rpymmy Anodenec B, cepomormueckyro rpymmy bakay, ceponormueckyio rpymmy ByHbsMBepa,
CepooTHUECKy 0 Ipymmy bsamba, cepomormteckyro rpymmy KammpopHms, ceporormueckyro rpymmy Kamm,
ceposormueckyro rpymmy [amboa, cepomormueckyro rpymmy I[pymma C, ceponormdeckyro rpymmy [yama,
ceporormuecKkyro rpymmy KyHTon, ceposoTmueckyio Ipymmy MammyTTia, CEepoJIOTHHECKYH0 IPyHIy MUHATHIIAH,
ceposormueckyro rpymnmy HesHmo, ceposnormueckyio rpymmy OmumaHTcBieH, CEeponormyeckyro rpymmy Ilaromc,

cepornormueckyro rpymmy CumOy, ceponorHtecky o rpynmy Tete, CepoNoTHYECKY 0 Tpymimy TYPIIOK, CEPOIOTHUIECKY 0



rpymry Breomuiis u HekIaccu(uuuposanuyro rpymmy. Ceposormieckas rpymmna Arodenec A BKIIFOUAET B ce0s BUPYC
anoQenec A, supyc Taxamyma, supyc Bupmxun-Pusep, xommrexkc Tpomberac, Bupyc Apymareya, supyc Kapaiime,
Bupyc Tpomberac u Bupyc Tykypyn. Ceponormieckas rpymma Ano(enec B sxmouaer B Bupyc Anodernec B u Bupyc
Bopaues. Ceponormueckas rpymma bakay Bxmouaer B ce0s Bupyc bakay u Bupyc Homsr. Ceposormdeckas rpymma
ByHnpsamBepa BimouaeT B ce0s Bupyc bupao, supyc bo3o, Bupyc BymbsmBepa, Bupyc momumbl Kamr, Bupyc ¢opra
Illepman, mxepMuUCTOHCKHE BHpYC, Bupyc I'yapoa, supyc Mnenm, Bupyc Kaupu, supyc Mbaiin-/Ipeits, Bupyc HopTeai,
supyc Ilmaiic, Bupyc ITotocu, Bupyc Illokse, Bupyc Crammnza, Bupyc Tencay, Bupyc Ilunry, Bupyc batam, Bupyc
Kanoso, supyc Yuttyp, Bupyc [apucca, supyc KV-141 u Bupyc Hrapu. Ceponormueckas rpynna beam0a Bro4yaer B
ce0s Bupycsl bam6a m Ilorroma. Cepomormueckas rpynmna Kamidoprusa BrrouaeT B ce0s BHPYC Kaau()OPHUHCKOTO
snenetanmra, Bupyc Yatanra, Bupyc Muky, Bupyc kanboHa [reiimctayh, Bupyc Jxeppu Cro, Bupyc KeifictoyH, BupyC
Kxaranra, supyc Jla Kpocc, Bupyc Jlym6o, supyc Menao, Bupyc Moppo-bait, Bupyc Can-Amxkeno, Bupyc Ceeppa-mo-
Haswo, Bupyc zatina-6emsika, supyc Cayc-Pusep, supyc Taxwra u Bupyc Tpusutratyc. Ceponormueckas rpynmna Kamum
BKIFOUYAET B ce0s BHpyC Akapa, Bupyc beresunec u supyc Kamem. Ceponormueckas rpymma ['am0oa BrrouaeT B ceds
BupyCc Anamkyena, supyc 'amboa, upyc [lya0mo-Bmexo m Bupyc Can-Xyan. Ceponormueckas rpymma ['pymma C
BKITIO4acT B ceds Oe3 orpammucHms Bupyc bpykonra, Bupyc Occa, supyc Amey, Bupyc bpykonra, supyc Kapamapy,
Bupyc Bmruec, supyc Manpun, supyc I'ymOo-JImmbo, Bupyc Mapurtyba, Bupyc MypyTyky, Bupyc Hemyiio, Bupyc
pectan, Bupyc Mrtakem u Bupyc Opmboka. Ceponormueckas rpynmna ['vama BxmouaeT B ce0s1 0¢3 OTpaHMUYCHIS BHPYC
Bepruora, supyc bumurn, Bupyc Kamameits, Bupyc I'vama, supyc I'yapatyba, supyc UrmmuprMm u BEpyc Mupmm.
Cepomormueckas rpynmna Kyrron Bkmrouaet B cebs 6e3 orpanmuenus supyc Kyuron n supyc Borran. Ceporormieckas
rpymma ManmyTra BKiIouaeT B ce0s Oe3 orpannyenus Bupyc by pdano-Kpuk, supyc ManmyTra, Bupyc Manpuk, BUpPYC
Mappambumxu u Bupyc Conr-Om. Ceponormieckas rpynna MUHATHTIAH BKIIOYAET B ceOs1 O3 OTpaHHYCHUS BHPYC
Munatutnan u Bupyc Ilanectuna. Cepomormueckas rpynma Hegamo siumouaer B ceOs 6e3 OTpaHHUYECHHS BHPYC
Eretmapodites u supyc Hesumo. Ceponoruueckas rpymna Onm(paHTCBICH BKIFOYACT B Ce0s1 0€3 OTPAHIMCHUS BHPYC
Boram6u u Bupyc Ommdanrceneit. Ceponormueckas rpynna ITatonc Brmouaet B ceOs 6e3 orpanmieHus Bupyc Adpac,
Bupyc babaxoiti, supyc ITaxaiioxu, supyc Iatouc u supyc Illapk-Pusep. Ceponormieckas rpymma CumOy BKIIFOYACT B
cebs 0e3 orpanmucHus BupyC HMxuroc, Bupyc Jatobal, Bupyc Leanyer, Bupyc Maape-ae-Jsoc, Bupyc Opomym, BHPYC
Oya, supyc Tummpu, Bupyc Axabame, Bupyc Tunapy, Bupyc Jyraac, supyc Catymepw, Bupyc AiiHo, Bupyc IllyHm,
supyc ITuton, Bupyc Illamorna, supyc [lImannerbepr u Bupyc CrmOy. Ceponormteckas rpymmna Tere BKIFOHaeT B ceds
0e3 orpanricHms Bupyc batama u supyc Tere. Ceponormdeckas rpynmna Typiaok BKIOHAET B ce0s1 063 OTPAHUICHIS
Bupyc Mmoxo, Bupyc Typrox u Bupyc YMOpe. Ceponormueckas rpynna Beeomuiis BKIIOUaeT B ce0s 0€3 OrpaHmHeHIs
Bupyc AnxemOm, Bupyc Cachoeira Porteira, supyc Hako, Bupyc Makaya, supyc Copopoxa, Bupyc Taiaccyii, BHpYC
Tucunduba u Bupyc Breommuits. Hexmaccu(uumpoBaHHas CEPONOTHHYECKAS TPYIA BKIFOYAECT B CeOs 0€3 OTpaHMUCHI
Bupyc barama, Bupyc benmonT, BHpyCc OJHCeama, Bupyc Jctepo-Pean, Bupyc Jurona, supyc Kaenr Kxo#t m BmpyC
Kosampssma. Pox Phlebovirus Brmrouaer B ceOs1 0e3 OTpaHMUCHHS BHUPYCH HEATIOJIHMTAHCKONH W CHIIFUTHICKOM
(p1eOOTOMHON TMXOpAIKN M BHpPYC JIuxopanku aomuwHel Pudr. Pox Tospovirus BkmouaeTr B ce0s Oe3 OrpaHMUCHI
TUTIMYHBIC BHABI BEPYCA OPOH30BOCTH TOMAaTOB M CICAYIOINFE BHABI, BHPYC HEKPOTHUYECKOH MO3amkm 0000B, BHPYC
XJIOp03a MEpLa, BEPYC HEKPO3a IOYEK apaxuca, BUPYC OKPYTIJTIOW IITHUCTOCTH APAXHCa, BUPYC >KEITOH MATHHCTOCTH
3eMJITHOTO PEXa, BUPYC HEKPOTHUYECCKOH ITHHCTOCTH OaIbh3aMHUHA, BHPYC JKEITOH MATHHCTOCTH HPHUCA, BUPYC KEITOH

ITHICTOCTH ABIHH, BEPYC HEKPO3a HMOYEK apaxHca, BHPYC JKEITOH IITHICTOCTH apaxHca, BHPYC HEKPO3a MPOKIIIOK



COH, BUPYCHI XJIOPO3HOH ILITHHCTOCTH TOMAaTOB, BUPYC KOJBLEBOH IATHHCTOCTH TOMATOB, BHPYC >KEITOH KOJBLEBOM
IATHHCTOCTH TOMATOB, BHPYC OKAMMJICHMSA TOMATOB, BHPYC HEKPO3a Mo4ek apOy3a, BUPYC CEPeOpPHCTOH KpamdaTtoCTH
apOy3a 1 BHPYC JETATBHOTO XJIO0P03a IyKKHHH.

Wntpexunn Picornavirus BIIEOYAlOT B ce01 HHQECKUMM BHPYCOB DPOAOB Aphthovirus, Aquamavirus,
Avihepatovirus, Cardiovirus, Cosavirus, Dicipivirus, Enterovirus, Erbovirus, Hepatovirus, Kobuvirus, Megrivirus,
Parechovirus, Salivirus, Sapelovirus, Senecavirus, Teschovirus n Tremovirus. Undexumn Coronavirus BKIIOYAIOT B
ceOn wmH(pekumu BHPYCOB pomoB Alphacoronavirus, Betacoronavirus (KOTOpPBIH BKIHOYACT B CEOS BBI3BIBAFOLIUIL
TSDKEJIBIH OCTPBIN peCUpaTOPHbIi CHHAPOM KopoHaBHPYC (SARS-CoV)), Gammacoronavirus u Deltacoronavirus.

INarenTrbie noxyMeHTH CoeamneHHEBIX [lITaToM AMepuku u 3a18kn WO, B KOTOPBIX OIICAHBI HY KJICO3H/THbIC
HHTHOUTOPHI TIOJTHMEPA3HI IS JIEYEHHS BEI3BIBAEMBIX BHPYCOM 3a007€BaHUI, BKIIOYAIOT B CEOS MOAAHHBIC KOMIAHHCEH
Idenix Pharmaceuticals (NeNe 6812219; 6914054; 7105493; 7138376; 7148206; 7157441; 7163929; 7169766; 7192936;
7365057; 7384924; 7456155; 7547704; 7582618; 7608597; 7608600; 7625875; 7635689; 7662798; 7824851; 7902202;
7932240; 7951789; 8193372; 8299038; 8343937; 8362068; 8507460; 8637475; 8674085; 8680071; 8691788, 8742101,
8051985; 9109001; 9243025; US2016/0002281; US2013/0064794; WO/2015/095305; WO/2015/081133;
WO0/2015/061683; WO/2013/177219; W0/2013/039920; WO/2014/137930;, WO/2014/052638; W0/2012/154321),
rxommanmeit Merck (NoNe 6777395; 7105499; 7125855; 7202224; 7323449; 7339054; 7534767; 7632821; 7879815;
8071568; 8148349; 8470834; 8481712; 8541434; 8697694; 8715638, 9061041; 9156872 u WO/2013/009737); Emory
University (6348587; 6911424; 7307065; 7495006; 7662938; 7772208; 8114994; 8168583; 8609627; US 2014/0212382
u WO02014/1244430); xommanme#t Gilead Sciences/Pharmasset Inc. (NeNe 7842672; 7973013; 8008264; 8012941,
8012942; 8318682; 8324179; 8415308; 8455451; 8551973; 8563530, 8841275; 8853171; 8871785; 8877733; 8889159;
8906880; 8912321; 8957045; 8957046; 9045520; 9085573; 9090642; 9139604; 9206217; 9284342 n 9394331) u (NeNe
6908924; 6949522; 7094770, 7211570; 7429572; 7601820; 7638502; 7718790; 7772208; RE42015; 7919247; 7964580;
8093380; 8114997; 8173621; 8334270; 8415322; 8481713; 8492539; 8551973; 8580765; 8618076; 8629263; 8633309;
8642756; 8716262; 8716263; 8735345; 8735372; 8735569; 8759510 u §765710); xommnanueit Hoffman La-Roche (Ne
6660721), xommauucit Roche (NeNe 6784166; 7608599, 7608601 u 8071567); xommnanucii Alios BioPharma Inc. (NeNe
8895723; 8877731, 8871737, 8846896, 8772474; 8980865, 9012427; US2015/0105341; US2015/0011497;
US2010/0249068; US2012/0070411; WO2015/054465;, WO02014/209979; W02014/100505; WO2014/100498;
WO02013/142159; WO02013/142157; WO2013/096680;, W02013/088155; WO0O2010/108135), xommarme#t Enanta
Pharmaceuticals (matertsr CIITA NeNe 8575119; 8846638; 9085599; W02013/044030; WO0O2012/125900), xommauuei
Biota (NeNe 7268119; 7285658; 7713941; 8119607, 8415309; 8501699 m 8802840), xommanmeit Biocryst
Pharmaceuticals (NeNe 7388002; 7429571; 7514410; 7560434; 7994139; 8133870; 8163703; 8242085 u 8440813),
xommanmeit Alla Chem, LLC (Ne 8889701 m WO2015/053662), xommarneit Inhibitex (Ne 8759318  W(O/2012/092484),
xommanmei Janssen Products (NeNe 8399429; 8431588, 8481510, 8552021, 8933052; 900629 u 9012428) University of
Georgia Foundation (NelNe 6348587; 7307065; 7662938; 8168583; 8673926, 8816074; 8921384 u 8946244), xommanme
RFS Pharma, LLC (NeNe 8895531; 8859595; 8815829; 8609627; 7560550; US2014/0066395; US2014/0235566;
US2010/0279969; WO02010/091386 m W0O2012/158811) xommarueit University College Cardiff Consultants Limited
(WO0O2014/076490, W0O2010/081082; WO0O2008/062206), xommanueit Achillion Pharmaceuticals, Inc. (W02014/169278
n WO02014/169280), xommanme#r Cocrystal Pharma, Inc. (marent CIIHA No 9173893), kommammei#t Katholieke
Universiteit Leuven (WO02015/158913), kommanme#t Catabasis (W02013/090420), Regents of the University of



Minnesota (W0O2006/004637) n kommnauuei Atea Pharmaceuticals, Inc (W02016/144918).

Homomuutenshsie nateHTsl CoenuueHHBIX [lItatoB AMepuku, 3asBKH HA BBIAAdy maTeHTOB COoeIMHEHHBIX
IMTratop Amepuku u 3asBku cormacHo PCT, B KOTOPBIX ONMHCAHBI HYKJICO3UIHBIC COCIMHCHMS KAK HHTHOHTOPHI
BUPYCHOH MH(EKUMH, BKIIOYAOT B ceOs mateHTHBIe goKyMeHThr CIIIA NoNe 7388002; 7560434; 8415321; 9126971,
9326991; a Tarxe US2004/0229839.

B megummeEe coXpamsfeTcs OCTpas MOTPEOHOCTH B Pa3paboTKe TepameBTHYECKHX cpeacte mporus PHK-
BHPYCOB, KOTOPBIC SBILIIOTCA OC30MACHBIME, J((QEKTHBHBIMI M XOPOIIO HMEPEHOCHMBIMH. [I0TPeOHOCTD YCHITHBACTCS
okugaHueM 1010, yto PHK-BHpPYCHI MPOI0DKAT pacmpoCTpaHAThCA B HEHMH()HUMPOBAHHBIX paiOHAX 36MHOTO IIApa, H
yro PHK-BupyCcH OyIyT MyTHPOBATH MO AABICHIEM JICKAPCTBEHHBIX CPEICTB.

Ilo3ToMy IIETBI0 HACTOSINETO W300pPETCHHSA SBIACTCA O0ECHEUeHHE COCIHHEHHH, (DapMAaUEeBTHYCCKUX
KOMIIO3HIWH, CTOCO00B M MPHMEHEHNH Ui JICUCHHS W/Hw npexynpexacuusd napekuuii PHK-Bupyca, B wactHOCTH,

PHK-Bupycos, oTmaasix o1 HCV.

CYIHOCTE HACTOHAIIET0 N300PEeTCHNA

Brracanm, uro coemmHeHU (hopmyst I, dopmy et I, dopmynst I, dopmy et IV, Gopmy st V u (opay sl
VL B TOM 4BCnE 2’ -3aMemEHEBIC-N®-3aMEICHHBIC Ty PUHOBBIC HYKJICOTH/BL, TIOXOAAT A/ JICUCHHS BR3BAHHBIX PHK-
Bupycamm 3abonesammii, B wactHocTH, PHK-Bmpycamm, ormmumsiMm ot HCV, mpm BBemeHmE B 3(Q(EKTHBHOM
KOJIFYECTBE XO3SHHY IPH HEOOXOIMMOCTH 3TOTO. XO3IHHOM MOYKET OBITH HEJIOBEK MM JIEOO0E >KHBOTHOE, KOTOPOE
HECET BUPYCHY0 HH()EKIIHIO.

PaCI(pLIBaeMLIC HYKICOTHABI BKIHOYAIOT B cebs HYKJICOTHIBI C HO,HXO,H}III.[GfI AKTHUBHOCTBIO, HATIPUMC]P, MPOTUB
BHpYyCa AMAPEH KPyIHOTo poraroro ckora (BVDV), Bupyca muxopaaku acHre 2, Bupyca juxopanku 3amagHoro Hmma
(WNV), Bupyca 3uka m Bmpyca xenaroit nmxopazku (YFV) in vitro. PackpsiBacMble Taioke BKIIOYAIOT B CeOd
HyKICOTHIBI C TMOIXOIAINEH aKTHBHOCTRIO HpoTHB moxatuma 5 Bupyca Kocakum B. CormacHo oxHOMYy BapHaHTY
OCYIIECTBJICHUS NMPEACTABIECH CHOCO0 Je4eHHs 3a00JEBAHIL, BRI3BAHHOTO BHPYCOM C OJHOHMTEBOI IOJIOKHTEIBHO-
cmeicioBoit PHK, ormmumsiM ot Hepacivirus wmmm otmmumeiM ot HCV. CormacHo cieayromemy BapHAHTY
OCYINECTBJICHHUS MPEACTABICH CIIOCO0 JeUEHI 3a00ICBAHNS, BBI3BAHHOTO BHPYCOM JIMXOPAAKE JCHIE 2 WM BHPYCOM
skenroit ymxopagku. COrnacHO aabTEPHATHBHOMY BAPHAHTY OCYINGCTBICHHSA TPEACTABJICH CIOCO0 JIEYECHUA
3a00JI€BAHUS, BBI3BAHHOTO BUPYCOM C OJHOHHTECBOM OTpHuartesbHO-cMbICIOBOH PHK. CormacHo ambTepHATHBHOMY
BAPHAHTY OCYILECTBIICHIS MPEICTABICH CIIOCO0 JeUeHIST 3a00ICBAHIS, BEI3BAHHOTO BUPYCOM C aBy xHHTEBOH PHK.

CocMHEHAS B COOTBETCTBHH C HACTOSINMM H300PCTCHHCM AHAGOIM3HPYIOTCA A0 S-mMoHO(oc(aTta N°-
3AMEIICHHOTO-MY PHHA 6€3 CYIMECTBEHHOTO N°-1e3aMIHAPOBAHNSA, 4 3ATEM TIOCICAOBATCIBHO AHAOOTM3HPYROTCA 1O 6-
TOJIOKCHUIO C O00pa3oBaHHEM AKTHBHBIX TYAHHHTPH(OC(ATHEIX COCTHHEHMI CIOCOO0OM, KOTOPHIH 00ECHEdHBACT
X0pomne akKTUBHOCTE U TCpaHGBTI/I‘IGCKI/IfI HHIOCKC.

B kauectse mpmmepa, MeTtabommsM P-D-2°-3aMemEHHOT0-N°-METHI-2,6- AHAMAHOTY PHHOBOTO HYKJICO3HAA B
BHAe (ocopamumara BKIOUaeT B cebs 0bpasoBanme 5’-MOHO(OC(hATA M HOCHeAyIOmMi anabom3M Ne-meTHn-2,6-
JUAMPIHOTY PHHOBOTO OCHOBAHHSA C 00pa30BaHHEM 2’ -3aMEIICHHOTO TYAHHHOBOTO HYKJICO3HMIA B BHAC 5 -MOHO(OC(aTa.
3atem MoHO(OCHAT Hanee aHAOOM3UPYETCS A0 AKTHBHOTO COSAUHEHM A, KOTOpOe sABrieTcs 5’ -TpuochaTom.

B wacTHOCTH, BBIICHHIH, 4TO 5’-CTaOmin3HpoBaEHOE (JOC(ATHOE NPONEKAPCTBO MM MPOH3BOAHOE 2’-

3aMEIEHHOTO-N°-MeTHI-2,6-THAMHHONY DHHOBOTO ~ HYKIEOTHIA, a4 Takke 2’ -3aMEIeHHOro-2-N°-mumeTnn-2,6-



JAMAMHWHOTYPHHOBOTO HYKJICOTHAd H APYTHX 2’ -3dMCIICHHBIX-NC-3dMCIICHHBIX MyPHHOBBIX  HYKJICOTH/IOB,
OIIHCHIBACMBIX HIDKE, SBILIIOTCS aKTHBHBIMHE IpoTue psga PHK-supycos. Hampumep, obcyxmaemoe B mpumepe 14 u
nokaszanHoe B Tabmmue 5 coeaunenue 205 spmaerca adexTuBHbIM mpoTus muxopanku acure (ECso = 0,8 MxM) u
skenroit muxopaaku (ECso = 1,2 MxM).

Takum 00pa3oM, COIJIACHO OJHOMY BAPHAHTY OCYINSCTBICHMS HACTOSIIEE H300PETEHHE OTHOCHICI K
NMPUMCHCHUIO IPEICTABICHHOTO HIDKE coeamHeHms (opmynsr 1 mma nedyenHmst mH(exumn PHK-Bupyca y xo3smma,
HAIIPHEMEP, V YETI0BEKA MPH HE0OX0AUMOCTH 3TOr0. COTIACHO OAHOMY BAPHAHTY OCYINECTBJICHHS MPEACTABICH CIOCO0
JICUCHIST XO3SMHA, B TOM YHCJE, YCJIOBCKA, HH(HLHPOBAHHOTO BHPYCOM C OJHOHHTEBOH II0JIOKHTEIBHO-CMBICIOBO
PHK, ormmunsmM ot Hepacivirus mwm otmraabiM 0T HCV, 3((pexTHBHBIM KOTHUECTBOM COeTuHEHHSI (hopMysr I
CormacHO anbTEPHATHBHOMY BAPHAHTY OCYIIECTBICHI MPEACTABICH CIOCO0 JICUSHNUS X034HHA, B TOM YHCJIC YEJIOBEKA,
HH()ULEPOBAHHOTO BHPYCOM C OZHOHHTECBOH MOJIOXKHTEIEHO-CMBICTOBOH PHK w3 cemeiictBa Flaviviridae, B TOM 4uCIE
0e3 OTpaHMYCHHS BHPYCOM JHXOPAAKH ACHTE 2 M BHPYCOM JKEITOH IHXOPaakd, 3(P(EKTHBHBIM KOJIHYECTBOM
coenmeeHN (Qopmyysl [. CoriacHO amsTEPHATHBHOMY BAPHAHTY OCYIIEGCTBJICHHS TPEACTABICH CIOCO0 JEUCHHA
XO3SMHA, B TOM YHCJIC HEJIOBEKA, HMH()HIMPOBAHHOTO BHPYCOM C OJHOHHTCBOI OTpHIATETBHO-CMBICTIOBOH PHK,
3(Q(eKTHBHBIM KOTHUECTBOM coeamncHHA (opmyimsl [. Cornaceo anbTepHATHBHOMY BapHAHTY OCYIICCTBICHIL
TPEACTABIEH CHOCO0 JCUEHMS XO3fHMHA, B TOM YHCIE UelI0BEKa, MH()HMIHPOBAHHOTO BHPYyCOM ¢ aByxHmTeBOil PHK,

3(Q(eKTHBHBIM KOIHMYECTBOM COCTHMHEHHUS (popMy bt I:
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rae:

Y mpeactasnsger coboit NR'R?;

R! mpeacrasmser co6oii C;-Csamkun (BKIFOUAS METHI, STHI, H-IPOIEJL, H30MPOIIII, H-OyTHII, H300y THII, BTOP-
Oyt Tpet-OyTen u mentwn), Ci-Csranorenankmn (sxmoyas CHoF, CHF,, CFs, CH,CF3, CF,CHs u CF»2CF3), C-Cs
anmkeHn, Cr-Cs amxunm, —(Co-Cramxum)(Cs-Csunknoankmn), —(Co-Cranxmmy(retepounki), —(Co-Cramkmm)(apm), —(Co-
Cramxum)(reTepoapu),

-OR®, -C(O)R*®  (skmouas —C(O)CHs, -C(O)CH,CH3-C(O)CH(CH3),, -C(O)OCH;  -C(O)OC>Hs,
-C(0)OC;3H7, -C(O)OCHy 1 -C(OYOCsH 1), -C(S)R?P mmm -SO,R™, kaskapiil #3 KOTOPHIX MOJKET OBITh HEOOA3ATENBHO
3aMEIICH;

R? mpeacraemaer coboii Bogopon, Ci-Csamkmn (BKIHOYAS METHN, 3THN, H-TPONHI, HM30NPONHI, H-OyTHI,
m300yTHI, BTOp-OyTIIL, TpeT-Oy T  meHTHn), Ci-Csranorenankmn (Bkmouas CHF», CHF,, CF3;, CH,CF3 u CF,CF3), —
(Co-Cramxum)(C;-ColLIMK T0aTKIIT), -C(O)R3*¢ (BKIFOHAS
—C(O)CH;, —C(O)CH»CH;-C(O)CH(CHs),, -C(O)YOCHs;, -C(O)OC.Hs, -C(O)OCsH7, -C(O)OCsHy u -C(O)OCsHuiy), —

(Co-Cramxmm)(apmn), —(Co-Cramxun)(rereponuki), —(Co-Crankmm)(rerepoapun); u



rae no MeHbiner mepe omun B3 R! u R? mpeacrasnser coboit metrn, CH,F, CHF, nmn CF;;

R
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CBS3AHHYH0 KapOOHHIOM aMEHOKHCIOTY man -C(O)R3C;

R3 mpeacTasnseT coboii BomOpoa, , audocdar, Tpudochar, HEOOI3ATCIPHO 3AMECIICHHYIO

R3* moxer Owmite BEOpaH m3 O, OH, —-O-HeoOA3aTEIBHO 3AMEIICHHOTO apuia, —O-HE0OA3aTEIBHO
3aMEIIECHHOTO TETEPOAPIIIA FIIH HEOOI3aTEIBHO 3aMEINECHHOTO T€TEPOIIMKIIILIA,

R® moxer OwTh BRIOpan 3 O°, OH, Heo0f3aTeIbHO 3aMEIEHHOM N-CBA3aHHOI AMHHOKHCIOTBHI HUITH
HE00A3aTeIbHO 3aMEMEHHOTO N-CBS3aHHOTO CJIOKHOTO (DHPa aAMHHOKHCIIOTHI,

R3¢ mpenctasmser coboit amkun, amkenun, amkeHEI, -(Co-Co)(umkmoanxum), -(Co-Co)(reteponnkio), -(Co-
Co(apmn), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(muxmoankum), -O-(Co-
Cy)(rerepounkio), -O-(Co-Co)(apmm) wm -O-(Co-Co)(TeTepoapiun), Ka>kIplil B3 KOTOPHIX MOXKET OBITH HEOOS3aTEIEHO
3aMEIIeH,

R* nmpexacraemser coboit momodocar, mmpocdar, Tpmpochar mIE CTAOHIH3HPOBaHHOE (ochaTHOE
TPOJIEKAaPCTBO, B TOM uHCie Oe3 orpammuecHms (ocopamugar, TnoochopaMuaaT mwm JEo00H Apyroil (parMeHt,
KOTOPBI MeTabom3upoBaH B MOHO(pochat, audochar wm Tpudochar in vivo B X03IHHE-UCTIOBEKE WM KIBOTHOM,
HITH

R3 m R* BMECTE ¢ atOMaMu KHCIOPOaa, ¢ KOTOPHIME OHHM CBSI3AHBI, MOTYT OOPA30BHIBATE 3,5 -IUKIMYECKOE
MPOJICKAPCTBO, BKIFO4As B ce0s O6e3 orparmueHus 3°,5  -mkandeckoe (poc(haTHOE MPOIEKAPCTRO;

R™ mpeactasaser coboit Bomopox, CHs, CHoF, CHF,, CF; unu 3THHET, B

RB mpeactasaser coboit Bogopoa, (rop, xnop, 6pom, N3, NH, CN umm OR?;

npueM ecu R npeactapiseT coboit MeTu, R mpeactasnser codoit 6pom, xaop, N3, NH,, CN umu OR3.

CornacHoO anbTEPHATHBHOMY BAPUAHTY OCYINECTBICHHS MO MEHbuIcH mepe ommu u3 R! m R? mpeactasmser
€000 IUKJIOTPOTIILL.

CornacHO anbTEPHATHBHOMY BAPUAHTY OCYIIECTBICHHS MO MEHbIICH mepe ommu m3 R! m R? mpenactasmser
€000 IUKJIOTIEHTHIL.

CormacHoO OpyroMy BapHAaHTy OCYIIECTBICHHSI HACTOSINEE M300PETEHHE OTHOCHTICA K TPHMECHEHHIO
TPEACTABIECHHOTO HIDKe coeamHEeHM (opmyinst II mma meuenms mu(exkmmn PHK-Bupyca y xo3immEa, HampmMmep, y
yenoBeka MpH HeoOxoamMmocTH 310r0. COTNIaCHO OJHOMY BAPHAHTY OCYIIECTBICHHA MPEACTABICH CHOCOO JIEYCHI
XO3MHMHA, B TOM YIHCJIE, YEIOBEKA, WH()HUFPOBAHHOTO BHPYCOM C OJHOHHTEBOHM IOJIOKHTEIBHO-CMBICTOBOH PHK,
ortraHEIM 0T Hepacivirus mwm ormeraasiM o1 HCV, addextnBHBIM KOMHUecTBOM coeqmHeHm: (popmy st II. Cormacuo
ATBTEPHATHBHOMY BApHAHTY HPEACTABICH CIOCO0 JICUCHHSI XO3SIHHA, B TOM UHCJIC HENIOBEKa, HH(OHIHNPOBAHHOTO
BHPYCOM C OJHOHHTEBOH moyokuTenbHO-CMBIcoBoH PHK m3 cemetictBa Flaviviridae, B ToM uncie 0e3 OTpaHHHCHHS
BHPYCOM JIXOPAIKH ACHTE 2 M BHPYCOM KEITOH JHXOPankH, 3(QeKTHBHBIM KOTHUECTBOM CoeamHeHIsT (hopmyst 1.
CormacHO anpTEPHATHBHOMY BAPHAHTY OCYIISCTBICHI MPEACTABICH CIIOCO0 JICUSHNUS X034HHA, B TOM YHCIIC YEJIOBEKA,
HH()HINPOBAHHOTO BHPYCOM C OIHOHHTEBOH OTpHIATEIbHO-CMBICIOBOH PHK, 3()(ekTHBHEIM KOIHHECTBOM
coenmreHna (Qopmynsr II. CormacHo anpTEpHATHBHOMY BapHAHTY OCYINGCTBJICHHS IPEACTABICH CIOCO0 JCHUEHHS

XO35MHA, B TOM YHCJIC 4CIOBEKa, MH()UIHMPOBAHHOTO BHpycoM C aByxuureBoii PHK, a((exTuBHBIM KOTHHMECTBOM



coeauueHIA (hopmy sl 1I:
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rae:

Y mpeactaensger coboit NR'R?;

R! npeactasmseT c060ii Ci-Csankm (BKIFOYAS METHIL, 3THJ, H-IPOMII, H30MPOMEI, H-OYyTHI, H300yTHII, BTOP-
oyt tpet-Oytn u mentmwn), Ci-Csranorenankmn (sxmoyas CHoF, CHF,, CFs, CH,CF3, CF,CH3s u CF»2CF3), C-Cs
anmkeHun, Cr-Cs amxunm, —(Co-Cramxum)(Cs-Csunknoankmn), —(Co-Cranxmmy(retepounki), —(Co-Cramkmm)(apm), —(Co-
Cramxum)(reTepoapu),

-OR», -C(O)R*  (sxmouas -C(O)CHs;, -C(O)CH,CH;-C(O)CH(CH3),, -C(O)OCH;, -C(O)OC,Hs,
-C(0)OC;H7, -C(O)OCHy 1 -C(O)OCsH 1), -C(S)R?P mmm -SO,R, kaskapiil #3 KOTOPHIX MOJKET OBITH HEOOA3ATENEHO
3aMEIICH;

R? npeactasnseT co60it Boaopoa, HeoOssaTebHO 3amemerHbii C1-Csaakun (BKIH0Yas METH, STHII, H-IPOTIH,
H30TpOTIL, H-OyThII, H300y TR, BTOP-Oy TR, TpeT-OyTHn M meHTua), C-Csranorenankun (Bkaouas CHF,, CHF», CFs,
CH,CF3 " CF,CF5), HEO00s3aTEIFHO 3aMCINCHHBIH
—(Co-Coranxun)(Cs-Conuknoankun), HeoOa3areapHo 3amemeHHBIH — —(Co-Coankmn)(rerepounki), HEoOsM3aTCIHHO
samemernbii —(Co-Cramkun)(apun), Heobs3atensho 3amemernbiii —(Co-Coankum)(retepoapun), -C(O)RC (Bxmoyas —
C(O)CHs, —-C(0)CH,CH3-C(O)CH(CH3)a,
-C(0)OCH3, -C(0)OC,Hs, -C(O)OC3H7, -C(0)OCsHs 1 -C(O)OCsH 1), -C(SHRP mwmm -SOR%; n

r7ie o MeHbIeH Mepe omuH u3 R u R? mpeacrasisaer coboit metun, CHoF, CHF, mm CFs;

0
Rl __|':§ _ % —

I
R’ mpeacraenseT coGoit BOZOPOT, R4 , au(ocdar, Tpudochar, HEOOI3ATETLHO 3aMEIICHHYFO
CBA3AHHY K KapOOHMIOM aMEHOKHCIOTY EH -C(O)R3C;

R3* wmoxer Obrte BRIOpaH u3 O, OH, -O-HeoOg3aTembHO 3aMEIIEHHOTO apuaa, —O-Heo0A3aTeTBHO
3aMEIICHHOTO TETEPOAPHIIA HJIM HEOON3ATEIHHO 3AMEINECHHOTO TETCPOLIMKIIIIIA;

R® moxer ObTh BIOpaH 3 O°, OH, Heo0g3aTeNIBHO 3aMEIIEHHOH N-CBA3AHHOI AMHHOKHCIOTBHI HUTH
HE00sA3aTeIbHO 3aMEMEHHOTO N-CBSI3aHHOTO CJIOKHOTO 3(DHpa aMHHOKICIIOTHI,

R3¢ mpenctasmser coboit amkun, amkenun, ankeHEI, -(Co-Co)(umkmoankum), -(Co-Co)(reteponmkio), -(Co-
Co)(apun), -(Co-Co)(rerepoapmn), -O-ankmn, -O-amkenmn, -O-amkuamn, —-O-(Co-Co)(muxmoankun), -O-(Co-
Cy(rerepoumkio), -O-(Co-Co)(apmm), -O-(Co-Co)(retepoapmm), -S-amkmn, -S-ankermn, -S-ankmami, —-S-(Co-

Cy(mmrnoankmr), -S-(Co-Co)(rerepommkno), -S-(Co-Co)(apum) mmu -S-(Co-Co)(teTepoapmi), KaKIBIH K3 KOTOPHIX



MO>KET OBITH HEOOS3aTECIFHO 3aMEIICH;

R*® npencrasmier coboit amkmn, amkenwn, amkuuuid, -(Co-Co)(mukmoankum), -(Co-Ca)(retepomukio), -(Co-
Cy)(apun), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankenmn, -O-amkuHmi, —-O-(Co-Co)(mukmoankum), -O-(Co-
Co)(retepouukio), -O-(Co-Co)(apun) mmu -O-(Co-Co)(reTepoapit), KaKablif 13 KOTOPBIX MOKET OBITH HEOOA3ATEIHHO
3aMEIICH;

R* mpeacraBmsier coGoit  Momodoctar, mudocdar, Tpupocdar mim CcTaOMIM3MPOBAaHHOE (ochaTHOE
MPOJIEKAPCTBO, B TOM umcie Oe3 orpammueHmsa (ocopamumar, THodochopaMuaaT mwm JE0O0H APYyroil (pparMeHt,
KOTOpBI MeTabomm3upoBan B MOHO(Gochat, mudochar wm Tpudocdar in vivo B X03IHHE-UCTIOBEKE WM YKHBOTHOM,
HITH

R3 m R* BMECTE C aTOMaMu KHCIOPOa, ¢ KOTOPHIME OHHM CBSI3AHBI, MOTYT OOPA30BHIBATE 3,5 -IHKIHUECKOE
MPOJIEKAPCTBO, BKIFOUAS B ceOs 6e3 orpanmucHus 3°,5  -uKInaeckoe (poc(haTHOE MPOIECKAPCTRO;

R’ npeacTasmseT c060it Ci-Csankm (BKIOYAS METHIL, 3THJ, H-IPOMII, H30MPOMEI, H-OyTHI, H300yTHI, BTOP-
oyt Tpet-OyTen u meutun), Ci-Csranorenankun (Bkmouas CHF», CHF,, CF3;, CH,CF3 u CF»CF3), C,-Cs ankeHm,
Cr-Cs  amkmamn, —(Co-Cramxmm)(Cs-Commxnoankun), —(Co-Cramkmm)(retepouukn), —(Co-Cramum)(apmm), —(Co-
Cramxum)(retepoapun), —-OR?, -C(O)R (sxkmouas —C(O)CH;, -C(O)CH,CH;-C(O)CH(CHs),, -C(O)OCH;, -
C(0O)OC,Hs, -C(O)OCsH7,
-C(0)OC4Hy 1 -C(O)YOCsHyy), -C(S)RP mmm -SO,R™, kaykaplil B3 KOTOPBIX MOKET OBITh HEOOA3ATENBHO 3AMEIICH;,

R® npeacrasnseT co6oit Boaopo, HeoOssaTebHO 3amemerHbii Ci-Csaakum (BKII0Yas METH, STHI, H-IPOTIH,
H30TPOTIL, H-OyThIL, H300y TR, BTOP-Oy TR, TpeT-OyTHn M meHTna), C-Csranorenankun (Bkaouas CHF,, CHF», CFs,
CH,CF3 " CF,CF5), HEO0O053aTEIHHO 3aMCINCHHBIH
—(Co-Coamxmn)(Cs-Conuknoankun), HeoOa3areapHo 3amemeHHBIH — —(Co-Coanxmmn)(rerepounki), HE0OI3aTECIHHO
samemennbii —(Co-Crankum)(apun), Heobs3aTensho 3amemennsiii —(Co-Coankmm)(rerepoapun), -C(O)RC (Bxmouas —
C(O)CH;3, —-C(O)CH,CH3-C(O)CH(CHs)a,
-C(0O)OCHs, -C(O)OC,Hs, -C(0)OCsH7, -C(0)OCsHy u -C(O)OCsH 1), -C(S)RP wm -SO,R?%; wu

R’ u R BMecTE ¢ aTOMOM a30T4, C KOTOPBIM OHH CBSI3AHBL, MOTYT 00Pa30BBIBATh FETEPOLMKIHUECKOE KOIBLO;

R" mpeactasnser coboit Bogopoa, CHs, CHyF, CHF», CF3 uiH 3THHET,

RB mpeacTasaser coboit Bogopo, (rop, xnop, 6pom, N3, NHz, CN mmm OR?;

npuyeM ecar R'? mpeactasnser coboit metun, R npeactasnget coboit 6pom, xnop, N3, NH, CN mmu OR3,

R? npencrasmser coboit Cl, Br, F, CN, N;, C-C¢ amkmn, C-Cs amxenmn, Cr-Cs¢ amxummm,

—(C1-Coranxum)(Cs-CoLHKITOATKIT), —(Co.Cramxmm)(Cs-CsreTe ponmKII), -(Co-Coranxmm)(aprwn), -(Co-
Cranxum)(reTepoapun); -ONHC(=0)ORZ%, -NHOR?*, -OR%, -SR%, -NH(CH,)1.4N(R%),,
-NHNHR?, -N=NR?, -NHC(O)NHNHR?, -NHC(S)NHNHR?’, -C(O)NHNHR?, -NRZ7SO,R%,
)
§ N-R25
-SO,NR?R?, -C(O)NRYR?, -CO,R?, -SO.R%, ! , -P(O)H(OR®),

-P(O)(OR?)(OR*), -P(O)(OR*)(NR¥R*") mmm —NR’R®; manmpumep, BKTO4as B ceOd 03 OrPAHMHEHHS CIIEIyFOINHE
BAPHAHTHI OCYICCTBIICHILL. XJIOP, OpoM, (PTOp, LIMAHO, a3MA0, ITIII, H-MPOTHJI, H30MPOIILI, H-OyTHI, H300yTIII, BTOP-

Oytmi, TpeT-OyTtun m H-meHTHWI, 1,l-guMermanponui, 2,2-AMMETHANPONHT, 3-MeTOyTHa, 1-metmnOytwm, 1-
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ITHINPONI, BHHIJI, aunwi, 1-OyTumn, 2-OyTHHWI, AUETHICHWJ, UMKJIONMPOINJ, IMKIOOYTHI, LUKIOTCHTIIL,
mukorekcun, -(CHy)-muxmompomu, -(CHz)-mukxnoOytun, -(CHo)-muknonmentun, -(CH»)-DuKIOTEKCHII, a3HpPHANH,
OKCHPAH, THHPAH, A3CTHIHH, OKCCTAH, THCTAH, MHPPOJHINH, TCTParupo(ypaH, THOJNAH, MHPA3OIHIUH, MHICPUIIH,
okcas, tHaH, -(CH,)-asupuaus, -(CH,)-oxcupasn, -(CHs)-tumpan, -(CH,)-aserumun, -(CH»)-okcetas, -(CH,)-TreTas, -
(CHa)-nmpponuaus,

-(CHy)-tetparupodypar, -(CH)-tmonawm, -(CHa)-mupaszomumun, -(CH»)-mumepmmns, -(CHz)-okxcan, -(CH))-tmawm,

(herm, TTHPHIEL, -ONHC(=0)OCH3, -ONHC(=0)OCH,CH3, -NHOH, NHOCH:3,
-OCH3, OCHs, -OPh, OCH:Ph, -SCH3, -SC»Hs, -SPh, SCH2Ph, -NH(CH2):NH>,
-NH(CH,),N(CHs),, = -NHNH,, -NHNHCHs;, -N=NH, -N=NCH;, -N=NCH,CHs;, -NHC(O)NHNH,,
-NHC(S)NHNH,, -C(O)NHNH,, -NHSO,CH3, -NHSO,CH,CHs, -SO,NHCH3;, -SO,N(CH3),,

-C(O)NH,, -C(O)NHCH;, -C(O)N(CHs),, -CO,CHs, -CO,CH,CHs, -CO,Ph, -CO,CH,Ph, -SO,CH,

O Q
f—%N—H f—%N—GH 3
-SO,CH,CH;, -SO,Ph, -SO,CH,Ph, , , -P(O)H(OH), -P(O)H(OCHs),

-P(O)(OH)(OH), -P(O)(OH)(OCHs), -P(O)(OCH3)(OCH3), -P(O)(OH)NH,), -P(O)(OH)(NHCHs), -P(O)(OH)N(CHs)a2,
-NHC(O)CHs, -NHC(O)CH,CHs, -NHC(O)CH(CHz),, -NHC(O)OCH3,
-NHC(O)OCH,CHs, -NHC(O)OCH(CHs),, -NHC(O)OCH»>CH,CHs,  -NHC(O)OCH,CH,CH,CH3s  u -
NHC(O)YOCH>CH>CH>CH,>CHj3;

R? mpenctasnser co6oii Ci-Csamxmn, —(Co-Cramxum)(Cs-Counknoankun), -(Co-Crankmm)(retepounk), -(Co-
rankum)(apmn) uin -(Co-Crankmm)(reTepoapiun), KOKIsIH 13 KOTOPEIX MOKET OBITH HEOOS3aTEIBHO 3aMEIICH;

R* mpenctasnser coGoit Bomopoa, Ci-Ce¢ amxum, —(Ci-Cramkmn)(Cs-Commxnoankun), —(C-Cramkmm)(Cs-
Cereteponuki) -(Co-Coankmm)(apun) mmm -(Co-Crankuim)(reTepoapin), mprieM, 3a HCKIIIOUEHHEM BOIOPOAa, KKABIH 13
KOTOPBIX MOKET OBITh HEOOM3ATCIEHO 3AMCIICH;

R* mpeacrasmier coboit Bomopox, Ci-Cs amkmn, Cp-Ce amxemmn, Cp-Ce amxummmn, —(Co-Cramkumm)(Cs-
Ceuxmoankun), —(Co-Cramkmm)(Cs-Csreteponuxi), -(Co-Cramkrum)(apmm) wun -(Co-Corankrm)(TeTepoaprr), mpuyeM, 3a
HCKJTFOYCHHEM BOAOPOIA, KAKIBIH U3 KOTOPBIX MOXKET OBITH HEOOA3aTEIHHO 3aMCIICH,

R HC3aBHCHMO BBIOPaH w3 BOIOPOAA, C,-Ceankmna, —(Co-Coramxum)(Cs-CeLHKITOaTKIIT),
-(Co-Cranxmm)(rerepounkn), -(Co-Coamxmm)(apun) wimm  -(Co-Coankmwm)(reTepoapii), HpPHHYEM, 33 HCKIFOUYCHHEM
BOJI0PO/IA, KKIBIH U3 KOTOPHIX MOJKST OBITh HEOOA3ATC/IPHO 3AMCIICH;

R?” mpeacTaBmsieT co60i BOAOPOA M HEOO3aTembHO 3amMemeHHbri Ci-Co atku,

R%® mpenctasser coboit Ci-Cs anxun, Co-Cs ankermn, Cr-Co amxunmn, —(Co-Cramkmm)(Cs-CoLEKI0ATKHIT), —
(Co-Coamxmm)(Cs-Cererepoumki), -(Co-Coamkmmy(aprn) wm -(Co-Cranmkumn)(TeTepoaprnt), KK M3 KOTOPBIX MOKET
OBITH HEOOS3aTECIHHO 3AMCIICH;

R? mpenctasnger coboit Bomopoa, Ci-Cs amxmn, C-Cs amkenmn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Cemmrnoankmn), —(Co.Coankmm)(Cs-Csretepounkn), ~(Co-Cramkmm)y(apun) win -(Co-Crankmn)(reTepoapui), mpuieM, 3a
HCKIIFOYICHHUCM BOA0OpOAa, I(a}K,HI:IfI U3 KOTOPBIX MOKET 6I>ITI> HGO6}I33TGJ’ILHO 3aMCIICH, HJIN

R? 1 R% BMeCTE C aTOMOM a30T4, C KOTOPHIM OHH CBS3aHBIL, MOTYT 00PA30BBIBATE TETEPOLHKINIECKOE KOIBIIO;

R* nmpeacrabmaer coboit Bogopoa, Ci-Cs amkmn, C,-C¢ amxenmn, C-Cs amxmmmn, —(Co-

Cramxnm)(CsCermrmoankmn), —(Co-Crankmm)(Cs-Csrerepounk), -(Co-Coanxmmy(apun) nm -(Co-Crankmn)(reTepoapun),
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TpUHCM, 3d HCKIIFOYUCHHUEM BOA0POaA, I(a)K,HI:IfI U3 KOTOPBIX MOKCT 6I>ITI> HGO6}I33TGJ'H>H0 3aMCIICH; HJIN

R? u R MOryT OBITH CBA3aHBI BMECTE C 00Pa30BAHUEM IE€TEPOLMKIHYECKOTO KOIBIA;

X IpeJCTaBieT coooii 1, 2 mnm 3.

CornacHoO anbTEPHATHBHOMY BAPUAHTY OCYINECTBICHHS MO MeHburci mepe ommm u3 R! m R? mpeactasmser
CO00# IMKJIOMPOIIILL.

CornacHoO anbTEPHATHBHOMY BAPUAHTY OCYIIECTBICHHS MO MEHbIIcH mepe ommu m3 R! m R? mpeactasmser
COOO¥ LHKJIOTICHTHIL.

CoriacHo aTbTEPHATHBHOMY BAapHAHTY oCymecTeieHm R* mpeacraBmier co60it ~(Co-Crankmm)(reTepomuK)
i -(Cora KT (apIT).

®ocpopamuaar  B-D-2°-ne30kcu-2’ -0~ (rop-2 -B-3THHEN-NC-METH-2,6- TMAMEHOMYPHHOBOTO  HYKJICO3HAA
CHauama MeTabomm3Epyercs 40 S5 -MoHO(ochara, a 3areM NO-MeTHI-2,6-IMAMHHONYPHHOBOE OCHOBAHHE
aHabomm3upyercst ¢ oOpaszoBammeM [-D-2’-me30kcu-2’-0-()Top-2’ -B-3THHIUTYAHHHOBOTO HYKJICO3MIA B BHAEC 5'-

MoHO(oc(arta. 3atem MoHO(Pochar mance aHa60nH3preTc>I 10 aKTHBHOTO coeauHeHus S5’ -Tpudocdara (cxema 1).

) P00 O
0 B : ¢ 1
N"FI‘ -G 0 N NH, . HO-P-0 O N N’P]\NHE
O _ CH
Qh S H =}
HO  F g F
O O
0 N o 0 N NE

—- n - ] 1}
HO-H-0 0 N /l\ HO-P-0-P-0 O N7 N7 NI,
OH — oH CH —

HO F HO
0
N
[ 1()—F:—O—II’—O —f1— ) N
OH OH OH m:H
HO F
Cxema 1

2’-3amemennbIe-N°-3aMe M HABIC -2, 6~ AMAMEHOTIY PHHOBBIC Hy KJICOTHIBI MOTYT OBITh a71€C 3aMCIICHE! IO N2-
TOJIOKCHUIO MyTEM AaJKIUIMPOBAHHA IUIH ANKJIHPOBAHBL OJTO0 MOXET MOAH(HIHPOBATH JIHIO(IIEHOCTE,
(PAPMAKOKMHCTHHICCKHC MAPAMCTPHI H/MTH HAUCTHBAHNC HYKICOTHAA HA TICYCHB. BhacHmm, uTo 2’-3aMemeHHEC-N°-
3aMEIIEHHbIE-2 ,6- THAMHHOITY PHHOBEIE HyKJICOTHIBI, MOIH()IUMPOBAHHEIE MO 2-TIOJOKEHHIO THAMUHOILYPHHA, MOTYT
OBITH JE3AJIKIUIMPOBAHEI HIM JC3ALMIHPOBAHBI IICUCHOYHBIME (DEPMEHTAMH C JAIBHEHIINM IOBBIICHHEM

CICHM(HYHOCTH HYKJICOTHAHBIX TTPOM3BOAHBIX, KAK il Vitro, TaK ¥ in vivo, ecim T016k0 N?-aMHHOTPYTIA TI0THOCTEHIO
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HE 3aMEINCHA IPYTHM ()PaTMEHTOM, OTMHCHIBAEMBIM B HACTOSAILIEM JOKyMEHTE, TakuM Kak (rop. CoriacHo omHOMY
BAPHAHTY OCYWECTBIEHHS N> MOAM(HKALKE OYIyT YCHIMBATH MPOHHUAEMOCTh KIETOK. COTIACHO OJHOMY BAPHAHTY
ocymecTeaeHnst N? Moau(ukanuu Oy Iy T yCHIMBATh HALEIMBAHNE HA MEYCHD,

Ecnm HEe yKa3aHO HWHOE, COCOMHCHWS, ONHCHIBACMBIC B HACTOSINEM JOKYMEHTE, NPEACTABICHH B [-D-
xoH(purypauun. I[TomoOusiM 00pazom, B (ochopamuaaTroil win THO(MOCHOPAMEIATHOH (DOPME HACTH AMHHOKHCIIOT
MOXeT UMeTh L- mum D-kordurypammro. CornacHo ambTepHATHBHOMY BAPHAHTY OCYIICCTBICHHUS COCIHHCHHUS MOTYT
ObITh mpencTasieHH B f-L-koH(urypamwn. [TogoOHBIM 00pazoM, modas 3aMEINAIOAs IPYMa, KOTOpas MPOSBILICT
XHPATBHOCTh, MOKET OBITH IPEICTABICHA B PALEMIYECKOH, JHAHTHOMEPHOH, AHACTEPEOMEPHOH (hopMe IIH B KaKoii-
mbo mx cmecu. Ecmm docdopamumatroe, THO(GOCHOpPAMHUIATHOS WIM APYTOe CTAOHIM3HPOBAHHOE (Doc(opHoe
HPOJEKAPCTBO, B KOTOPOM (hoC()op MPOSABIAET XUPATBHOCTh, HCIONB3YIOT B BuAe R* crabnmmsuposanHOro gocharHoro
TPOJIEKAPCTBA, TO OHO MOXKET OBITH 00ecmedeHo B BHAe R mmm S xmpambHOTO (JOC(OPHOTO MPOM3BOTHOTO WIH HX
CMECH, B TOM HHCJIC PAlEeMHYECKOH cMecn. Bce KOMOMHAINH TaKMX CTEPEOKOH(HIypaumil BKIIOUYEHB B HACTOSINCE
H300peTEHNE, OMICHBAEMOE B HACTOSIIEM JOKYMEHTE.

CoOTBETCTBEHHO, HACTOSINEE M300PETEHIE BKIIFOUACT B ce0s MPIMEHEHNE COeAHHEHIS (opMy sl I, (hopay st
11, ¢popmy st 11, popmy st IV, Gopmymst V wm (opmy sl VI, i ero (papManeBTHHIECKH MPHEMIEMOH KOMITO3HIIFH,
CONM WJIN TPOJCKAPCTBA, OMHCHIBAEMEIX B HACTOAMEM MOOKYMEHTE, B J((EKTHBHOM KOJIMHMECTBE I JICUCHI
3aboneBanms, Ber3BanHOr0 PHK-BHpyCcoM, Hampumep, PHK-Bupycom, otneraasm ot HCV.

CoracHO 0THOMY KOHKPETHOMY BAPHAHTY OCYIIECCTBJICHHUS MCXOIHBIH HYKICO3H, T.€. HyKJICO3HI, B KOTOPOM
R* mpeacrasmsie co60# BOAOPO, U 5°-MOJIOKCHHE, TAKHM 06PA30M, MMCCT THAPOKCIIBHYIO TPYTIY, MPAKTHYCCKH HE
JE3aMUHHPYETCS aJCHO3HHAC3AMHHA30H IIPH YCJIOBHAX, KOTOPHIC HMHTHPYIOT in Vivo OKpY)KEHHE (HAmpHMep,
KOMHATHasg TeMIeparypa u BogHas Quimonormueckas pH), B teuenme mepuoza 7 muHyT, 10 MumyT, 30 MuHYT, 60
MuHyT nin 120 muHyT. ECIM HE yKa3aHO HMHOE, epHoa BpeMeHH cocTassieT 30 MunyT. COIIaCHO JAHHOMY BAPHAHTY
OCYIIECTBICHUS TEPMHUH IIPAKTHYCCKH HE JE3aMHHHUPYETCS» 03HAYAET, UTO HCXOTHOE COEIMHCHUE HE IPEBPAIIACTCS B
COOTBETCTBYIOIIECE TYAHHHOBOE MPOM3BOJHOE MIH 6-OKCOINPOM3BOIHOE B KOJHMUECTBE, JOCTATOYHOM 11 0OECIECUEHHE
TepaneBTHIECKOTO 3 ekTa in vivo.

IIpencTaBneHBl COCOMHEHMS, CHOCOOBI M KOMIIO3MIME A1 JICUCHWS XO03imHA, uH(rumposarHoro PHK-
BHPYCOM, ITyTEM BBEICHHUSA d(P(EKTHBHOTO KOJIMIECTBA COSIMHEHIS IUTH €T0 (DapMALCBTHICCKY IPHEMICMOF COTH.

CoenpHEHNE WM COCTABHL, KOTOPHIC BIJIFOHAIOT B CE0S COCOMHEHMS, TAKKE MOTYT OBITH HCIONB30BAHBI B
3(Q(QeKTHBHOM KOTHYECTBE NPO(QIIAKTHYECCKH [OI1 NPEAYNPEKACHUS IJIH OTPAHHYEHHI HPOTPECCHPOBAHMS
KIIMHIYECKOTO 3a00JIEBAaHM y WHAWBHIYYMOB, KOTOPHIC SBILTIOTCS IOJOKHTEIBHBIME 10 aHTHTeNy mpotms PHK-
BHPYCA HJIH AHTHICHY .

CormacHO JOpyroMy BapHAaHTY OCYIIECTBICHHS HACTOSIIEE M300PETCHIE OTHOCHICA K TPHMEHEHHIO
3(Q(peKTHBHOTO KONHYECTBA MPEACTABICHHOTO HIDKE COeaMHEHNA (popmynsl la amsa newenns mupexkunn PHK-supyca y
XO3SMHA, HATPHMED, UEIOBEKa, HPH HE0O0XoamMmocTH 3T0T0. COTIacHO HEKOTOPHIM BAPHAHTAM OCYIICCTBICHIA
TPEACTABJICH CHOCO0 JIEYCHUS X03HHA, HH()HIHPOBAHHOTO BUPYCOM C OJHOHHTEBOH TIOJIOKHUTEIBHO-CMBICTOBOI PHK,
ormraeeiM 0T Hepacivirus mmm ormraasiME 01 HCV. CormacHO aneTepHATHBHOMY BAPHAHTY OCYIIECTBICHHS
TPEACTABJICH CIOCO0, KOTOPHIH BKIIOYAECT BBEACHHE (P(PEKTHBHOTO KOIMIECTBA COEAMHEHIS (POPMY T [a amst meueHus
3a0071€BaHMs, BRI3BAHHOTO BHPYCOM C O JTHOHHTEBO I MOI0KHTE TbHO-CMBICTOBOH PHK m3 cemeiictra Flaviviridae, B ToM

ypcie 0e3 OTPAHUYICHHUA BHPYCOM JIMXOPAAKH OCHIC 2 m BHPYCOM KEToit JUXOPAaKH, Yy XO35IMHA, B TOM YHCJIC
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YEJIOBEKA, MPH HE0OX0AMMOCTH 3T0T0. COTIacHO aTbTEPHATHBHOMY BAPHAHTY OCYIIECTBICHHS MPEICTABICH CIOCOO,
KOTOPBIH BKJIIOYAET BBEACHHE I((EKTHBHOTO KOJIHMYECTBA COeOMHEHHA (opMmyisl la mma neueHms 3a00seBaHUA,
BBI3BAHHOTO BHPYCOM C OJHOHMTECBOH oTpuuareabHO-cMbICIOBOH PHK, y Xo03imHa, B TOM 4uCle 4enOBEKa, MPH
HeoOxomumocTa 310r0. COIJNIACHO ANBTCPHATHBHOMY BAPHAHTY OCYLICCTBJICHHS MPEACTABICH CIIOCO0, KOTOPBIH
BKJIFOYACT BBEICHHE J(D(EKTHBHOTO KOJIMHECTBA COCTMHCHELT (hopmyisl la ot neueHms 3a00JCBAHES, BBI3BAHHOTO

BupycoM ¢ apyxHuTeBoit PHK, y X03s11Ha, B TOM 4MCIIE Y€TI0BEKA, TPH HEOOXOTMMOCTH 3TOTO.

Y
M N
0
) N ijI\NHz

R¥0Q OR?

RO

®opmyna la

rae:

Y, R?, R*, R, R3¢, RP y R* onpeneneHsI BHILIE.

CornacHo 0ZHOMy BapHAHTY OCymecTBaeHus (hopmy bl Ia R? mpeactasaser coboii Bogopoa.

CornacHo OJHOMY BApHAHTY OCYWIECTBIeHHS (opmynsl la, ecim Y mpeactasmseT coboii NR'R?, R!
HpeacTaBIteT coboii MeTrN u R? mpeacTasisteT coboit BOAopo.

CornacHo 0OJHOMY BAPHAHTY OCYIIECTBAcHHS (popmynsr la, ecmm Y mpeacTasaser coboit NR'R?, 06a R! u R?
TPEACTABILIIOT COO0# METHIL.

CornacHo OJHOMY BAPHAHTY OCYWIECTBIeHHS (opmynsl la, ecom Y mnpeactasmser coGoit NR'R? R!
npeacTaBIsIeT co60it MeTr B R? npeAcTaBIsLeT Co60H HNKIOMPOTIHIL

CornacHo OOHOMY BapHAHTY OCYIIECTBACHHS (Qopmyasl la, ecrm Y mnpeactasnser coboit NR'R?, R!
HpeacTaBIeT co0o# muknonponut u R? npeacrasuser co6oit BOAOPOA.

CornacHo aTbTEPHATHBHOMY BAPHAHTY OCYIIECTBIeHHs (opmy s Ia, ecmu Y mpeacrasmseT coboit NR'R? R!
HpeACTABIAET CO00it MUKIOMPONKT U R? mpeacTaBnseT co60il UKIOMPOIIHII.

CornacHo aTbTEPHATUBHOMY BAPHAHTY OCyIIECTBIeHHS (opmy sl Ia, ecmu Y mpeacrasaser coboit NR'R?, R!
HpeacTaBIIeT cob0ii muknonenTra i R? mpeactasnet coboit BOAOPO.

CornacHo anbTEPHATHBHOMY BapHAHTY OCyINecTBIcHMs (Qopmyasr la R* mpeactasnser  coboit
CTabmIM3MPOBaHHEIH (hochopammaar.

CornacHO aJbTEPHATHBHO BApHAH OCYIICCTBICHHUA (PO m la R? HE3aBHCHMO BBIOpAH M3 BOZOPOIA
MY s

0
|
RIF_P_ E _
R3A 5 5
, audocdara, Tpudocdara, HeOOI3ATETHHO 3AMEIICHHON CBA3AHHON KapOOHIIOM aMHHOKHCIOTHL H -
C(O)R3C,

CorymacHO OpyroMy BapHAHTy OCYINECTBICHHS HACTOSIIEE M300PETCHHE OTHOCHICA K IPHMEHCHHIO
3((PEKTHBHOTO KOJIMYECTBA COEOMHEHHUA (opmynsl Ib miam ero (papManeBTHYUECKH HPHEMIIEMOH COMH Tl JICUCHHS

natpexumm PHK-Bupyca y xo3smHa, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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Y
M N
4 f

eH
—
R3O F ,
Dopmyna Ib

rae:

Y, R® u R* onpeencHbr BHIIE,

CornacHo 0THOMy BapHAHTY OCymecTeaeHHA (hopmy sl Ib R3 mpeacTasnseT coboil Boaopo.

CornacHo OJHOMY BapHAHTY OCYIeCTBIeHMS (opmynsr Ib, ecmm Y mpeacraeaser coboit NR'R?, R!
HpeacTaBIgeT coboii MeTr n R? mpeacTasisteT coboil Boaopo.

CornacHo 0JHOMY BAPHAHTY OCymIecTBIeHHs (opmysr Ib, ecin Y mpeactasnget co6oit NR'R?, 06a R! u R?
MPEACTABIIAIOT COO0H METIL

CornacHo OJHOMY BapHAHTY OCYIIECTBIEHHA (opMynsl Ib, ecmm Y mpeacraeaser coboit NR'R?, R!
HpeacTaBIgeT cob0it MeTrI M R? mpeACTaBIgeT COO0H INKIOMPOTIHIL

CornacHo OJHOMY BAPHAHTY OCYINECTBIEHHA (opmynsl Ib, ecmm Y mpeacraeaser coboit NR'R?, R!
HpeACTABIAET CO00i muKIonponEa u R? npeacTasnseT coboii BOA0PO.

COrnacHO aTbTEPHATHBHOMY BAPHAHTY OCYmECTBIEHHS (hopmyist Ib, ecmu Y mpeactasaset coboit NRIR? R!
HPEeACTABIET CO00i MUKIONPONET B R? npeacTaBnseT o060 LMKIO MPOTHII.

COrnacHo aTbTEPHATHBHOMY BAPHAHTY OCymEeCTBIeHHS (popmyst Ib, ecmu Y mpeactasaset coboit NRIR? R!
HpeacTaBuseT co0oi muknonenTHn 1 R? mpeacrasaseT co6oit Boaopo.

CornacHo anbTEPHATHBHOMY BAPHAHTY OCYIIECTBiAcHMA (Qopmymsr Ib  R*  mpenctasnser  coboif
cTabmnn3upoBaHHbIH (hochopamuaar.

CoracHO aabTCPHATHBHOMY BAPHAHTY OCYILCCTBICHHS HACTOALICE M300PETCHHE OTHOCHTCS K MPHUMCHCHHIO
3((peKTHBHOTO KOJIdecTBAa coeauHEHEs (hopmysl Ib’ mwmm ero (papMaUCBTHUECKE MPHEMIEMON COJH IS JICYCHUS

nH(pexnmn PHK-Bupyca y X03smHa, BKIFOYAS Y€T0BEKA, MPH HEOOXOAMMOCTH 3TOTO.

)

N
N "'\-\.N
g
RYG— ¢ N N’?I‘\NH2

R
——
R3Q F
®opmyna Ib’

rac:
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m npeacTasisieT coboit 1, 2 wm 3;

p mpeacrasiser co6oit 0, 1 wm 2;

R% mesasucumo BEIOpaH 13 C1-Csankuma (BKIHOUAS METHI, 3THJ, H-TPOIHI, H30TMPOIHI, H-OyTHI, H300yTHI,

Brop-OyTmi, Tper-OyTen u meutwn), Ci-CsramoreHankmna (Bkmouas CHF,, CHF», CFs;, CH,CFs u CF,CFs3), C>-Cs
amxermna, C-Cs anxmamna, —(Co-Cranxm)(Cs-Coupxnoankun), —(Co-Crankxem)(rerepounki), —(Co-Crankum)(apumn), —
(Co-Cranxmm)(reTepoaprur),
-OR», -C(O)R*  (swmouas -C(O)CHs;, -C(O)CH,CH;-C(O)CH(CH3),, -C(O)OCH;,  -C(O)OC,Hs,
-C(0)OC;3H7, -C(0)OCsHy u -C(OYOCsHyy), -C(S)RP u -SO,R?, kaskaplil B3 KOTOPBIX MOKET OBITh HEOOA3ATETBHO
3aMCIICH; U

R3 R* R3¢, R’ R u R?® onpeneneHs! BHIIIE.

CoriacHo 0ZHOMY BApHAHTY ocymecTricHm (opmy sl Ib’ m mpeacTapmsier co0o 1 u p mpeacTaBiieT coboit

0.

CornacHO OZHOMY BApHAHTY ocymecTiIcHIA (popmy sl Ib’ m mpeacTapmsier co00# 2 M p MPEACTABIIET COO0it
0.

CornacHO 0OZHOMY BApHAHTY ocymecTicHI (opmy sl Ib’ m mpeacTapmsier co0o# 3 U p mpeacTaBIIeT co00it
0.

CornacHO 0ZHOMY BapHAHTY OCYINECTBICHHU (popmytel Ib’ m mpeactaBuset coboit 2, p mpeactasiieT codoit 0
u R® mpeacrasnseT co6oit BOAOPO.

CornacHO OJHOMY BApHAHTY OCYIIECTBICHHUA (popmyist Ib’ m mpenctaBiseT coOo# 2, p mpeacTaBsieT coboit
0, R® npeacrasnser coboit Bomopoa u R* npeactasnser co6oii cTabumu3uposanHslii hochopamuaar.

CornacHO 0gHOMY BapHAHTY OCYINECTBICHHU (popmyisl Ib’ m mpeactasisieT coboii 3, p mpeacTaBsieT co0oit
0, R® mpeacrasnser coboit Bogopoa u R* mpeactasnseT co6oii CTabnam3npoBanHsLil Gochopamuaar.

CornacHo OJHOMY BApHAHTY OCyIIECTBIcHMA (opmynbl Ib’ R* mpeactaBmseT co6oil CTaOHIM3MPOBAHHBLI
(ocopamuaar.

CornmacHO ApyroMy BAapHAHTY OCYINGCTBICHHS HACTOSMICE H300PETCHHE OTHOCHICS K IPHMCHCHHIO
3((PEKTHBHOTO KOJHYECTBA CoeauHEHUs (opmyisl IC wim ero (papMauEBTHYECKH MPHUEMIICMOM COJH I JICUCHIS

napexum PHK-Bupyca y xo3smHa, BKIIOUAS YeJI0OBEKA, TPH HEOOXOAUMOCTH JTOTO.

R3O F
Qopmyna Ic
rae:
Y, R® u R* onpenencusr BEIIE,
CornacHo 0ZHOMy BapHAHTY OCymecTBaeHus (hopmy st Ic R® mpeactasaser co6oii Bogopoa.

CornacHo OJHOMY BApHAHTY OCYWIECTBIeHHS (opmynsl Ic, ecom Y mpeactasmser coGoii NR'R? R!
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HpeacTaBIIeT co60it MeTrN H R? mpeacTasiseT coboil BOAOPO.

CornacHo 0OJHOMY BapHAHTY OCYIIECTBICHMs (GopMyJsl Ic, ecmm Y mpeactasiset coboit NR'R?, o6a R! u R?
MPEACTABILIIOT CO00H METHIL

CornacHo OOHOMY BapHAHTY OCYIIECTBACHHS (opmyasl Ic, ecrm Y mnpeactasnser coboit NR'R?, R!
npeacTaBuseT coboit meTrn u R? mpeacTasaseT co60it HEKIOMPOHL.

CornacHO OOHOMY BapHAHTY OCYIIECTBACHHS (opmyasl Ic, ecrm Y mpeactasnser coboit NR'R?, R!
HpeacTaBIIeT co00it mukIonpomut u R? npeacTasnseT coboit Boaopo.

CoriacHo aTbTePHATHBHOMY BAPHAHTY OCYIIeCTBIeHHA (popMy sl Ic, ecmm Y mpencrasimieT co6oit NR'R?, R}
HPEeACTABIAET CO00it MUKIONPONET U R? mpeacTaBnseT co60i UKI0MPOIHII.

CornacHo aTbTEPHATUBHOMY BAPHAHTY OCYIIECTBIEHHs (opmy sl Ic, ecmn Y mpeacraeaser coboit NR'R?, R!
HpeacTaBIAeT cob0ii muknonenTra i R? mpeactasnget coboif BOAOPO.

CornacHo anbTEPHATHBHOMY BapHAHTY OCyINecTBieHms (Qopmyasr Ic R* mpenctasnser  coboif
CTaOIIHM3HPOBAHHEIH (HOCOpaMIIAT.

CornacHo ApyroMy BAapHAHTY OCYIUECTBICHHS HACTOSMICE HM300PETCHHE OTHOCHTCSH K IPHMCHCHHIO
3((PEKTHBHOTO KOJIMYECTBA COCTMHEHHUSA (popmyisl Id miam ero (papManEBTHYECKH MPHEMIIEMOH COMH T JICUCHIHS

naexumm PHK-Bupyca y x03s11Ha, BKIFOUAS HeJI0BEKa, TPH HEOOXOANMOCTH 3TOTO.

Y
N "‘-\N
¢ |
RIO— ¢ N N;\NH)
F
R0
Dopmyna Id

rae:

Y, R® u R* onpeene sl BhIIE.

CornacHo o1HOMy BapHaHTy ocymecTeaerus (opmy el Id R3 npeactasmnseT coboit Boaopos.

CornacHo OJHOMY BapHAHTY OCyIecTBIeHMA (opmynsl Id, ecnm Y mpeacrasmaser coboit NR'R?, R!
HpeacTaBIeT coboii MeTrn u R? mpeacTasisteT coboit Boaopo.

CornacHo 0JHOMY BAPHAHTY OCymecTBIeHus (opmysr Id, ecin Y mpeactasnget coboit NR'R?, 06a R! u R?
MPEACTABIIIIOT COO0# METILL.

CormacHo OOHOMY BapHAHTY OCYMECTBICHHA (opmynsl Id, ecmm Y mpeactasmter coboit NR'RZ, R!
HpeacTaBIgeT cob0it MeTrI B R? mpeACTaBIgeT COO0H IMKIOMPOTIHIL

CornacHo OJHOMY BapHAHTY OCYIecTBIeHHs (opmynsl Id, ecmm Y mpeacraeaser coGoit NR'R?, R!
HpeacTABIET Co00il muKIonponua u R? npeacTasnseT coboii Boa0po.

CornacHo aTbTEPHATHBHOMY BAPHAHTY OCymIeCTBIeHHS (hopmy sl Id, ecnmm Y mpeactasaser codoit NR'R? R!
HPeACTABIAET CO00i MHKIONPONET B R? npeacTaBnseT o060 LMKI0MPOTHIT.

COrnacHo aTbTEPHATHBHOMY BAPHAHTY OCymEeCTBIeHHS (hopmyisr Id, ecmr Y mpeactasaset codoit NRIR? R!

HpeacTaBIeT co60ii mukmonenTra 1 R? npeactasnset coboif BOAOPOA.
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CornacHo AanbTEPHATHBHOMY BAPHAHTY oOCylmecTBieHma (Qopmymsr Id R*  mpenctasnser  coboif
CTaOMIHM3UPOBAHHEI (hoCcopaMHaaT.

CornacHO ApyroMy BAapHAHTY OCYIICCTBICHHS HACTOSMICE H300PETCHHE OTHOCHICS K IPHMCHCHHIO
3((PeKTHBHOTO KOJIYECTBA CoemuHEHMs (hopmyibl le mwim ero (h)apMaueBTHHCCKH MPHEMICMON COJH U JICUCHHS

na(pexuny PHK-Bupyca y X03s1Ha, BKIFOYAs YETOBEKA, P HEOOXOIMMOCTH ITOTO.

Y
N SN

¢l
N M”)J\r»m2
CHs

4
F* 'S

RO
®opmyna le

rae:

Y. R® u R* onpepencusr BIIE,

CornacHo 0ZHOMy BapHAHTY OCymecTBaeHnA (hopmy bl Ie R? mpeacTasaser coboii Bogopo.

CornacHo OJHOMY BapHAHTY OCYWIECTBIeHHS (opmynsl le, ecim Y mpeactasmser coGoii NR'R? R!
HpeacTaBIteT cob0ii MeTr n R? mpeacTasisteT coboit BoAopo.

CornacHo OJHOMY BAPHAHTY OCYIIECTBIEHHS (opmynsl le, ecim Y mpeactasmser coGoii NR'R?, R!
npeacTaBasteT co60it MeTr B R? mpeAcTaBiIseT CO60H MNKIOMPOTIHIL

COrnacHo aTbTEPHATHBHOMY BAPHAHTY OCYWIECTBIEHHA (opmy st Ie, ecim Y mpeacrasaset coboit NR'R?, R!
MPEeACTABIIET CO00i WUKIONPONKT B R? npeacTaBnseT co60# LMKIOMPOTHII.

CoracHo aTbTEPHATHBHOMY BAPHAHTY OCYINECTBIECHHA (popMy sl Ie, ecmn Y mpeactasmsieT co6oit NR'R?, R!
HpeacTaBuseT co0oi muknonenTHn 1 R? mpeacTasaseT co6oit Boaopo.

CornacHo OZHOMY BAPHAHTY OCYMECTBACHEHA (opmymer le R* mpeactaBmser co6oi CTAGHIH3HPOBAHHBIN
(hocopammaar.

CorjacHO OZHOMY BAPHAHTY OCYLICCTBICHMS HACTOAMICE M300PETCHHE OTHOCHTCS K IPUMCHCHHFO
3¢ pexTHBHOTO KOJI4ecTBA coeamHeHust (popmynsr II miam ero (hapMaLEBTHUCCKH MPHEMIEMOH CONM Ul JICUCHHS

napexum PHK-Bupyca y xo3smHa, BKIIOUAS YEJI0BEKA, TPH HEOOXOANMOCTH JTOTO.

R0 R
Qopmyna ll
Iae:

Y, R?, R, R"2, R u R?? onpeaeseHbI BhILIE.
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CormacHo OpyroMy BapHAaHTy OCYIIGCTBICHHS HACTOSINEE M300PETEHHE OTHOCHICA K IPHMEHCHHIO
3((PEeKTHBHOTO KOMIMECTBA coeamHEHMA (popmyisl Ila mnm ero (papMauneBTHUECKH HPHEMIIEMOM CONM AU JICUCHHS

untexnn PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, TPH HEOOXOAUMOCTH 3TOTO.

Y
wa
7l

0 <N Rz

CH,
R0 OR?

R4O

Oopmyna Ila

rae:

Y, R?, R3*, R, R3¢, RP, R* mu R?? onpeaeneHbI BHIIIE.

CornacHo 0IHOMy BapHAHTY oCymecTeaeHns (opmy sl Ila R npeacrasnger coboit Bogopo.

CornacHo OJHOMY BapHAHTY OCYWIECTBIEHHS (GopMynsl 1la, ecrm Y mpeactasmseT coboit NR'R?, R!
HpeacTaBIeT cob0ii MeTh 1 R? mpeacTasisteT coboil Boaopo.

CornacHo 0OJHOMY BAPHAHTY OCyIIecTBIcHHA (opmymsl Ila, ecmm Y mpeacrasnset coboit NR'R?, o6a R! m R?
TPEACTABILIFOT CO00# METILL.

CornacHo OJHOMY BapHAHTY OCYWIECTBIEHHS (Gopmynsl Ila, ecrm Y mpeactasmser coboir NR'R?, R!
npeacTaBateT co60it MeTrI B R? mpeAcTaBiseT Co60H MNKIOMPOTIHIL

CornacHo OZHOMY BAPHAHTY OCYWECTBIEHHS (Gopmynsl Ila, ecrm Y mnpeactasmser coboit NR!R?, R!
MpeacTaBIsIeT Co00i muKIonponut u R? npeacTasnseT coboit BOAOPOI.

CoracHo anbTEPHATHBHOMY BaPHAHTY OCYIecTBAcHuS (Qopmysl Ila, ecmu Y mpeacTasnset coboit NR'R?, R!
HpeacTaBIseT Co00i muknonponun u R? mpeacrasaseT co60i MUKIOMPOIEIL.

CoracHo anbTEPHATHBHOMY BAPHAHTY OCYIeCTBAcHHA (opmyst 1a, ecmu Y nmpeactasmset coboit NR'R?, R!
HpeacTaBmaeT coboit muknonenTHn 1 R? mpeactasaieT co6oit Boaopo.

CornacHo anbTEPHATHBHOMY BapHAHTY oCylmecTBieHms (Qopmyner Ila R*  mnpeacrasmser  coboit
CTaOMIH3HPOBAHHEIH (HOCOpaMuIaT.

CoriacHO anbTCPHATHBHOMY BAPHAHTY OCYIICCTBICHUSI (hO me1 I1a R3 HezaBHCHMO BRIOPAH W3 BOIOPOIA
My 5

0o
RIE_> _g_
FEL . .
, mapocdara, TpudochaTa, HeOOM3ATEIFHO 3AMEIICHHON CBA3aHHON KAPOOHIIOM AMHHOKHCIIOTHL U -
C(O)R*C,

CormacHO ApyroMy BapHAHTY OCYIIECTBICHHS HACTOSIIEE M300PETEHNE OTHOCHICA K TPHMEHEHHIO
3((PEKTHBHOTO KOIHIECTBA cocAMHEHUA (popmymsl IIb mm ero (papManeBTHHECKH MPUEMIIECMOM CONH IS JICUCHHS

natexumm PHK-Bupyca y xo3s1Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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RO F
@Dopmyna ITb

rae:

Y, R’, R* u R?? onpeaeie HBI BHIIIE.

CornacHo 0ZHOMY BapHaHTy oCymecTeaenus (opmy et IIb R? mpeactasaser coboii Bogopoa.

CornacHo OJHOMY BapHAHTY OCYIECTBIeHEA (opmyner IIb, ecim Y mnpeacraemser coboit NR'R?, R!
HpeacTaBIeT coboii MeTh u R? mpeacTasisteT coboil Boaopo.

CornacHo 0OJHOMY BAPHAHTY OCYIIeCTBAcHH: (opmymst IIb, ecmm Y mpeactapmseT coboit NR'R?, 06a R! u R?
MPEACTABIIAIOT COO0H METILL

CornacHo OJHOMY BapHAHTY OCYWIECTBIeHEA (opmyner IIb, ecim Y mpeacrasmser coboit NR'R?, R!
HpeacTaBIgeT co60it MeTHI M R? MpeACTaBIsAeT COO0M INKIOMPOTIHIL

CornacHo OJHOMY BapHAHTY OCYIECTBIeHEA (opmyner IIb, ecim Y mpeacrasmser coboit NR'R?, R!
HpeACTABIAET CO00il mUKIONponEI u R? npeacTasnseT coboii BoA0PO.

CornacHo anbTEPHATHBHOMY BapHAHTY oCymecTBaeHus (hopmynsl [Ib, ecm Y mpeactasaset coboit NR'R? R!
HPEACTABIAET CO00i MUKIONPONET B R? npeacTaBnseT co60# LUKIOMPOMHII.

CornacHo anbTEPHATHBHOMY BAPHAHTY oCymecTBieHus (opmynsl [Ib, ecm Y mpeacrasaser coboit NR'R? R!
HpeacTaBIsIeT co60il muknonenTr 1 R? npeactasnset coboil BOAOPOA.

CornacHO anbTECPHATHBHOMY BAPHAHTY OCymeCTBAcHHA (opmyner IIb  R*  mpencraemser  coboi
cTabuan3npoBaHHbIH (hochopamuaat.

CoriacHO aNbTEPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOAINCE M30OPETCHHE OTHOCHTCS K IPUMEHCHHFO
3((PEKTHBHOTO KOJMYECTBA coeauHeHus (hopmyasl [Ib’ mam ero (hapMaueBTHYESCKE MPUEMJIEMOM COJIH AJIS JICUCHHS

mrpexum PHK-Bupyca y xo3smHa, BKIIOUAS HeJIOBEKA, TPH HEOOXOAUMOCTH JTOTO.

),

N
N
gf“)”\
RYO— ¢ NT R??

I
—
R F
Dopmyma IIb’

rac:
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R3 R* R?, R%, m u p onpeaencHsI BHILIE.

CornacHo ogHOMY BapuaHTy ocymiecTBicHI (popmy st IIb’ m mpeacrasiser coboii 1 u p mpeactasisieT codoii

0.

CoryiacHO OZHOMY BapHAHTY OCYIeCTBICHI (popmy sl [Ib’ m mpeacrasiser coboii 2 u p mpeacTaBIsIeT OO0
0.

CoriacHO OZHOMY BapHaHTY OCymecTBICHIA (popmy sl [Ib’ m mpencrasiser coboii 3 u p mpeacTaBisieT co0oit
0.

CoracHo 0ZHOMY BapHaHTy ocymecTeiacHst popmyist [Ib° m npeactapmsietr co6oit 2, p mpeacTaBisieT co0oit
0, R? npencrasmnseT coboit NR’R® u R3 npeactapmnseT coboit Bogopo,

CornacHo OJHOMY BapHAHTY OCyINecTBIcHHA (opmymsl 1Ib’ R* mpeactasmser coGoil CTAOHIM3HPOBAHHEL
(ocopammaar.

CornacHo ApPyroMy BAapHAHTY OCYINECTBICHHS HACTOSMICE H300PETCHHE OTHOCHTCH K IPUMCHCHHIO
3((PEKTHBHOTO KOMIIECTBA CoeAMHEHM (popmysl IIc mnm ero (hapMaLEBTHHUECKH MPHEMIIEMOM CONM IS JICUCHIS

naexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HSJI0BEKA, IPH HEOOXOAUMOCTH 3TOTO.

Y
N "'\.LN
a0
RO o N N’;J\REZ

R*0 F
Dopmyna Ilc

rae:

Y, R3, R* u R?? onpe e e HBI BHILIE.

CoracHo 0ZHOMY BAPHAHTY OCYIIECTBICHHS (popmy sl IIc R mpeacTapseT co6oi BOAOPO.

CornacHO OZHOMY BAPHAHTY oCymecTsicHHS Qopmynsl Ilc, ecrm Y mpeacrasmier coboit NR'R? R!
HpeacTaBIIeT coboit MeTrn u R? npeacrasisteT coboit Boaopo.

CornacHo 0OJHOMY BAPHAHTY ocymnecTiacHus (opmysl Ilc, ecmm Y mpeacrasnseT coboit NR'R?, o6a R! u R?
MPEACTABIIIIOT COO0H METILL.

CornacHo OJHOMY BapHAHTY OCYMECTBIEHHS (Gopmynsl llc, ecrm Y mnpexactasmseT coboit NR'R?, R!
HpeacTaBIAeT c000it MeTHI M R? MpeACTaBIAET COO0H UKIOMPOTIHIL

CormacHo OZHOMY BAPHAHTY OCymecTBIcHHS Qopmyns llc, ecrm Y mpeacrasmier coboit NR'R? R!
HpeACTABIET CO00il muKIonponuI 1 R? npeacTasnseT coboii Boa0po.

CornacHo anbTEPHATHBHOMY BAPHAHTY OCYINECTBICHHA (hopmysl llc, ecmu Y mpeacTaeseT coboit NR'R? R!
HPEeACTABIAET CO00i MHKIONPONET B R? npeacTaBnseT co60i IUKI0MPOMHIT.

CornacHo anbTEPHATHBHOMY BAPHAHTY OCyINeCTBICHHA (hopmyst llc, ecmu Y mpeacTaeaseT coboit NR'R? R!
HpeacTaBIeT coboii muktonenTra 1 R? mpeactasnset coboii BOAOPOA.

COrnacHo anbTEPHATHBHOMY BAPHAHTY OCyINeCTBIeHMa (Qopmyner Ilc R* mpeacrasmser coGoit

CTaOMIHM3HUPOBAHHEIH (HOCOpaMHIAT.
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CormacHo OpyroMy BapHAHTy OCYIIGCTBICHUS HACTOSINEE M300PETEHHE OTHOCHICA K IPHMEHCHHIO
3((PEeKTHBHOTO KOIHMIECTBA coeamHEeHUA (popmymsl IId mam ero (papManeBTUHECKH HMPUEMIIEMOHM COJNM IS JICUCHHS

untexnn PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, TPH HEOOXOAUMOCTH 3TOTO.

Y
8L
o M NRE

F

R4O

R*0O
@Dopmyna I1d

rae:

Y, R?, R* u R?? onpe e ie HBI BHIIIE.

CornacHo 0ZHOMY BapHaHTy ocymecTeaenus (opmy st I1d R? mpeactasser coboii Bogopoa.

CornacHo OJHOMY BapHAHTY OCymecTBieHEA (opmyner 1Id, ecnim Y mpeacrasmser coboit NR'R?, R!
HpeacTaBIeT cob0ii MeTh 1 R? mpeacTasisteT coboil Boaopo.

CornacHo 0OJHOMY BApPHAHTY OCyInecTBacHus (opmymst I11d, ecmm Y mpeactasmseT coboit NR'R?, 06a R! u R?
TPEACTABILIFOT CO00# METILL.

CornacHo OZHOMY BapHAHTY OCymecTBaeHEs (opmyner IId, ecim Y mpeacrasmser coboit NR'R?, R!
npeacTaBateT co60it MeTrI B R? mpeAcTaBiseT Co60H MNKIOMPOTIHIL

CornacHo OZHOMY BapuaHTy ocCymecTeneHms (opmyner IId, ecim Y mnpeacrasmser coboit NR'R?, R!
MpeAcTaBIIeT CO00i mEKIonponut u R? npeacTasnseT coboit BOJOPO.

CoracHo anbTEPHATHBHOMY BAPHAHTY OCyIIeCcTBacHEs (Gopmyst IId, ecmu Y npeactasseT coboit NR'R?, R!
HpeacTaBIseT Co00 muknonponun u R? mpeacrasaseT co60i MUKIOMPOIEIL.

CoracHo anbTEPHATHBHOMY BAPHAHTY OCYIIcCTBacHEs (popmymst I1d, ecmu Y mpeactasmseT coboit NR'R?, R!
HpeacTaBmaeT coboi muknonenTHn 1 R? mpeactasaieT co6oit Bomopo.

CornacHo ansTEPHATUBHOMY BapHaHTy ocymecTienus Qopmyasr IId R* npeacrasmser  coboit
CTaOMIH3HPOBAHHEIH (hoChopamMuaaT.

CornacHO APyroMy BAapHAHTY OCYINECTBICHHS HACTOSMICE H300PETCHHE OTHOCHTCS K IPUMCHCHHIO
3((EKTHBHOTO KOMIYIECTBA CoeAMHECHM (popmyisl Ile mnm ero (hapMALEBTHHUECKH HPHEMIIEMOM COJM OIS JICUCHHS

napexumm PHK-Bupyca y xo3s11Ha, BKIIOUAS HeJI0BEKA, IPH HEOOXOAUMOCTH 3TOTO.

Y
A
R*O ()<N N”’J“REZ
CH,
RO F

®opmyna Ile
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Iae:

Y, R%, R* u R?? onpe e e HB! BHILIE.

CornacHo 0ZHOMY BapHAHTY OCymIeCTBICHHS (popmy sl Ile R mpeacTapnseT co6oit Boaopo.

CornacHo OZHOMY BApHAHTY ocCymecTBiacHEHS (opmynsl Ile, ecmn Y mpeactasmser coboit NRIR? R!
npeacTaBuseT coboit Metrn u R? mpeacrasaseT co6oit BoZopo.

CornacHo OZHOMY BApHAHTY oOCymecTBacHEHS (opmynsl Ile, ecmm Y mpeactasmser coboit NRIR?, R!
npeacTaBIeT coboit MeTrn u R? mpeacTaBIaeT co60it IUKIOMPOTIHIL

CoracHO anbTEPHATHBHOMY BapHAHTY OCYyIecTBIcHHS (opmysl Ile, ecmu Y mpeactasmser coboit NR'R?, R}
HPEeACTABIAET CO00it MUKIONPONET U R? mpeacTaBnseT co60i UKI0MPOIHII.

CornacHo anbTEPHATHBHOMY BAPHAHTY OCYINECTBICHHS (hopmy st lle, ecmr Y mpeacTasaseT coboit NR'R? R!
HpeacTaBIAeT cob0ii muknonenTra i R? mpeactasnget coboif BOAOPO.

CornacHo OJHOMY BAPHAHTY OCyIeCTBIcHMs (popmynsl Ile R* mpenctapnser coboil CTaOHIM3HPOBAHHBII
(pocopammaar.

CormacHO OXHOMY BApHAHTY OCYINECTBICHHSA HACTOAImEE M300pPETCHHE OTHOCHICS K TPHMEHECHHIO
3(PEeKTHBHOTO KOMIieCcTBA coeauHEHHs (popmysl Il mmm ero (papManeBTHHECKH TMPHEMIEMON COJH TS JICUCHHS

naexumm PHK-Bupyca y x03s11Ha, BKIFOUAS HeJI0BEKa, TPH HEOOXOANMOCTH 3TOTO.

Y
38 N | =
Rab F\IJ Ly QN
g “P-0— g N’)\NH;_.
R=@ QR7
12
CO,R 1 "
g RID R

Dopmyma 11

rae:

R’ mpexacrasnseT co6oit Bogoposn, Cisamkum, Cs7LMKI0AIKIT, TETEPOAPHI, TETEPONHKIHIECKOE COETHHEHHE
WTH QPEJI, KOTOPBIH BKIIFOUACT B CeOs O€3 orpaHuyeHus (peHMN Wik HAQTIWI, ra¢ (EeHIT win HA(QTHI HEOOsM3aTEIBHO
samemeHbl  CieamkmnoM, Cosamkenunom, Cre ankuamnoMm, Crsamkoxkcw, F, Cl, Br, I, wurpo, umano, Ci.
eranoresankuiaoM, -N(R7),, Crsamumamuno, NHSO,Cisamxumom, -SO.N(R”),, COR™ u -SO,Crcamkumom; (R7
HE3aBECHMO MPEACTABIAET c000it Bogopon min Ceamkmn;, R7 mpeactasaser coboit ~ORM umm -N(R7),);

R?® npencraemaeT coboit Bogopoa, Crsamken um R% pmm R 1 R BMecte mpeactapmsror co6oit (CHy)p, 9T00H
00pa30BBIBATh LEKIMNMECKOE KOJBLO, KOTOPOS BKIFOHYACT B CceOst mpumbikaromue atombl N u C; rae n mpeaCTaBIsieT
coboii 2-4;

R® wm R® (i) Hesasucmmo  BRIOpaHBl M3  Bomopoda,  ClcalKema, — IMKIOANKHIA,
-(CH2):(INR”),, Cisruapokcmankuna, -CHaSH, -(CH2),S(0)(Me), -(CH,);sNHC(=NH)NH,, (1H-mHm01-3-HI)METHIA,
(1H-mmuaason-4-ummetrnaa, -(CH2).COR”', apuna u apun(Ci-3aakum)-, ApAIbHEIE TPYIIB MOTYT OBITh HEOOA3ATENEHO
3aMEIIEHBI TPYTIIOH, BRIOpaHHOH 13 reapokcuia, Ci.camkuna, ClaMKOKCH, TAIOTeHa, HHTPO ¥ muano; (i) R® u R® o06a
npeacTaBior coboit Creamkmm, (i) R*® m R*® Bmecte mnpeactasmsmor co6oii (CHa);, 4T06BI 00pa3soBHIBATE

cmupokomeno; (iv) R*® mpeacrasmser coGoit Bomopox m R® m R® Bmecte mpeacrasmmror co60it (CHaz)n, uTOOBI
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00pa30BHIBATH LIUKIMYECKOE KOJBLO, KOTOPOE BKIOHACT B cebs mpumbikaromue atomsl N 1 C; (v) R® npencrasnser
coboit Bomopoa u R* u R® Bmecte mpeactapistor co6oit (CHa)a, 4T0OB 06Pa30BLIBATE HUKIHIECKOE KOIBIO, KOTOPOE
BKIIO4acT B ceOs mpumbikaromume aroMel N u C, rae ¢ mpexactasmsier coboit 1-6, n mpeactaBmier coboit 2-4, r
HpeacTaBueT coboit 2-5 u rae R” nesaBucumo mpeacTasmsieT coboit Bomopoa unu Cig ankun u R” mpeactasnser co6oit
-OR! WK
-NR'™"),; (vi) R*® mpeacrasaser coboit Bomopox u R™ mpeactasmaer coboit Bomopoa, CHs, CH,CH;, CH(CHs),,
CH,CH(CH3),, CH(CH3)CH,CH3, CH,Ph, CH,-unmox-3-un, -CH,CH,SCH;, CH,CO,H, CH,C(O)NH,, CH,CH,COOH,
CH>CH>C(O)NH-, CH>CH,CH>CH2NH,,
-CH,CH,CH,NHC(NH)NH,, CH,-umuzazon-4-un, CH,OH, CH(OH)CHs;, CH»((4'-OH)-Ph), CH,SH wnm nHu3mImii
pKIoankun;, um (vii) R% mpeacrasmser coboit CHs, CH,CH3, CH(CHs),, CH2CH(CH3),, CH(CH3)CH,CH3, CH,Ph,
CHz-I/IHILOJ'I-3 -HJI, -CHzCHzSCH3, CHzCOzH, CHzC(O)NHz, CHzCHzCOOH, CHzCHzC(O)NHz, CHzCHzCHzCH2NH2,
-CH,CH,CH,NHC(NH)NH,, CH,-mmunazon-4-un, CH,OH, CH(OH)CHs, CH»((4'-OH)-Ph), CH,SH wim mHu3mmii
muknoankun u R* mpeacrasnser coboit Boaopox;

R mpencrasnger coboit Bomopon, Ci.canKui, HEoOA3aTENBHO 3AMEMIEHHBIH ANTKOKCH, MM(HH3IHN amKum)-
amuHo wnu ranoreH; Ci.eramoreHankui, Cs.7UHKIOATKKI, TETCPOLMKIOANKIIL, AMUHOALWMI, APUI, TAKOW KaK (ICHHIT,
TeTEPOAPUIL, TAKOH KaK MUPUAMHIUL, 3AMELICHHBIH APWII HIIH 3AMELICHHBIN TCTEPOApPHIL,

R!! mpeacraenser coOoi He0OA3aTENBbHO 3aMemEeHHbIH C)-6ATKII, HEOOA3ATENPHO 3aMEIIEHHBL IUKIOATKHT,
HEoOsM3aTebHO  3amMemneHHBIH CreanKuHUI, HE00M3aTeIbHO 3aMCIICHHBIH CyreaIKCHHJI HIM HE0013aTCIIBHO
3aMEIICHHBIHN ALK,

R mpeactaBaseT co00if BOAOPOA, HEOOA3ATENBHO 3aMEIEHHBIH C)cANKHI, HEOOA3ATENBHO 3aMEIIECHHBIMN
LHKJIOATKHI, HE00s3aTenbHO  3aMmeineHHBIH  CoealKHHUI, HE00s3aTembHO 3amMemueHHBIH CrealIKCHHI KN
HEO0Os3aTEIbHO 3aMEIICHHBIH AU, H

nepemennbie Y, R3, R'? u R13 onmcans! B HACTOSIIEM H300PETCHHM.

CormacHo OpyroMy BapHAHTY OCYINECTBICHUS HACTONINGE H300PETCHHE OTHOCHTCA K IPHMCHCHHIO
s dexTuBHOTO KOMHUecTBA coeauHeHms (hopmymsr I1la waw ero (apMaueBTHUYECKH MPHEMJIEMOH COJHM AU JCUCHHS

nrpexumy PHK-Bupyca y x03smHa, BKIIOUAS YSJIOBEKA, TPH HEOOXOAUMOCTH JTOTO.

Y
38 N | N
=CL NI, QN )\
e -~
g P-0— ¢ N“NH,
R®a OR7 ]
CO,R10 s
RO QRS
®opmyna Illa

rae nepemennbie Y, R3, R7, R8, R R u R'® onmcansl B HACTOSIEM H300PETCHEH.

CormacHO ambTEPHATHBHOMY BapmaHTty ocymectBiaeHma (opmymst Illa ¢ocopammmar mHaxommrcs B L-
KOH()HTYpaLHIL.

CormacHO anbTEPHATHBHOMY BapHaHTy ocymecTsicHusa (Qopmyisl Illa ¢ocopammmar maxogmrcs B D-

KOH()HTYPaLHL
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CornacHo ampTCPHATHBHOMY BapuaHTy ocymecTsiacHus (opmyssr Illa R7 mpeacrasmser coboit (enmt, R3
HpeaCTaBIAeT co60it Bogopoa, R* mpeacrasaser coboit metun, R”® mpencrasmer coboit Bogzopon u R mpeacrasmset
co6oit m3zonpomm u pochopamug Haxoautcs B L-xoH(ury paumm.

CornacHo anbTEPHATHBHOMY BapHaHTy oCymecTsiachus (opmynst I1la R7 mpeacrasmser coGoit (enmn, R®
HpeaCTaBIAeT co60i Bogopoa, R* mpeacrasaset coboit metun, R” mpeacrasmeT coboit Bozopon u R° mpeacrasmseT
coboii m3onponut u pochopamua HaxoguTcs B D-koHGUTYpamum.

CornacHO aTbTEPHATHBHOMY BapHAHTY oCymecTeacHus (opmyst Illa R mpeactasmser co6oit BOAOPOZ,

0
RIE_P— % _
R.’i.ﬂ.
, muoctar, Tpudochar, He0OI3aTETHHO 3AMEIIECHHY 0 CBA3AHHYI0 KapOOHHIIOM AMIHOKFCIJIOTY HUTH -
C(O)R*;

CormacHO OpyroMy BapHAHTY OCYIIECTBICHHS HACTOSIIEE W300PETCHIE OTHOCHICA K TPHMEHEHHIO
3(peKTHBHOTO KOJM4eCTBA coeauHeHNs (hopmymst [IIb mmm ero (hapManeBTHUECCKE MPHUEMJIEMOH COJIH AJIS JICUCHIS

naexunm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, TPH HEOOXOAUMOCTH 3TOTO.

Y
128 N | =
Rob O 4 )\
- ~
g P-0— ¢ N“NH,
R OR? __H
—
GO,RM
R F
®opmymna IIIb

rae nepemernsie Y, R3, R7, R® R%, R u R'’ onmcansl B HACTOSMEM H300PETCHUE.

CornacHO anbTEPHATHBHOMY BapHaHTy ocymecTtsicHms (Gopmyust IIIb docopamuaar Haxomurcss B L-
KOH(HTYPALHUH.

CormacHo anmbTepHATHBHOMY BapmaHTy ocymectBieHma (opmynsr IIIb docopamumar maxogurcs B D-
KOH()HTYpPaLHIL.

CorniacHo anbTEPHATHBHOMY BAPHAHTY OCymecTBacHHs (opmyisi I1Ib R7 mpenctasnser coboit (pemm, R3
HpeacTaBIIeT coboit Bogopoa, R% npeacrasmset coboit metun, R* npencrasnger coboit Bogopoa u R mpeacrasnser
co6oit m3omporm u pocopamua Haxoautcs B L-koH(urypauwm.

CornacHo aTBTCPHATHBHOMY BapHaHTy ocymecTencHus (opmyrasr 11Ib, R7 mpeacrasmser coGoit dermn, R3
HpeacTaBIgeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* mpencrasnger coboii Bogopoa u R mpeacrasnser
co60it m3zompormut u pocopamua Haxoautcs B D-koH(QHUTypatmm.

CornacHo anbTEPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOSIIEE M30OPETCHHE OTHOCHTCS K IPHUMEHCHHIO
3(peKTHBHOTO KOJI4ecTBA coeauHeHus (hopmymst IIIb’ rm ero (papManeBTHHUECKH MPHEMIEMOI COMH I JICUCHHS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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@opmyna IIb’

rae nepemennbie R3, R7, R8 R% R R, R’ m m p omucaHsl B HACTOSIIEM H300PETCHHUH.

CornacHo ogHOMY BapmaHTy ocymecteiacHus (popmyisl IIIb° m mpeacrasmier codoit 1 u p mpeacTaBmieT
coboii 0.

CornacHo 0gHOMY BapmaHTy ocymecteiacHus (popmyisl IIIb° m mpeacraBmieT codoit 2 m p MPeACTABIIET
coboii 0.

CornacHo ogHOMY BapmaHTy ocymecteiacHus (popmyisl IIIb° m mpeacraBmieT codoit 3 m p mpeacTaBIIET
coboii 0.

CornacHo ogHOMY BapHaHTY ocymectriacHusa (hopmymsl I1Ib° m mpeacrasmseT coboit 2, p mpeacTaBmieT coboi
0 u R® npeacrasnseT co6oit BOAOPOA.

CornacHo ogHOMY BapuaHTy ocymecTsiacH (popmy sl [IIb° pocdopamunar Haxoautcs B L-koHpuTy panuy.

CornacHo ogHOMY BapuaHTy ocyiecTsiacH (popmy sl [IIb° pocopamunar Haxoautcs B D-koHQUTYpaumy.

CornacHo ogHOMY BapHaHTy OCynecTBaeHus (popmymsl IIb° R” npeactasmser coboi (ernn, R® npencrasnser
coboit Bomopon, R* mpeactasmser coboit metmn, R mpeactasnser coboit Bogopox m RY mpeacrasnser co6oit
m3omnponu u Gochopamua HaxXoauTCs B L-koH(urypaummy.

CoracHo 0ZHOMY BapHaHTy ocymecTeneHust (popmy st b’ R” mpeacrasnser coboit perm, R® mpeacrasnser
coboit Bomopox, R mpenctasmser co6oit metmn, R™® mpeactasmer coboif Bomopox m R mpenctasmser coboit
m3omporut 1 (hochopamua HaxoauTcs B D-koH(puTypanmm.

CornacHo OOHOMY BapHAHTY ocymecTreHms (opmynsr IIIb° R® mpenctasmser coboif Bomopox, m
HpeaCTABIAET CO00it 2, p mpeacTasieT coboit 0, R npeactasnser codoit (errn, R® npeacrasnser coboit Bogopoa, R*
npeacTaBieT coboii meTrn, R*® npeacrasnser coboii Bogopoa u R npeacrasnsger coboil m30mponmL.

CornacHo OJHOMY BapHAHTY ocymecTereHms (opmynsr IIIb° R® mpenctasmser coboif Bomopox, m
HpeACTABIAET C000it 3, p mpeacTasxieT coboii 0, R npeactasnser codoit (ermn, R® npeacrasnser coboit Bogopoa, R*
npeacTaBageT coboii MmeTrn, R npeactasnser co6oii Bogopoa u R npeacrasnsger coboil H30mponmL.

CornacHo ApPyroMy BAapHAHTY OCYIUECTBICHHS HACTOSMICE H300PETCHHE OTHOCHTCSH K IPHMCHCHHIO
3((PEeKTHBHOTO KOIMYECTBA coeauHeHHUs (popmyist Illc wim ero (hapMaueBTHYECKH MPHEMICMOM COJIH A JICUCHHS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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Y
18 N | T
RE&It]r:J o %
“P-0— g N'A\NHQ

Rga CI)RT
11
COR R3O F
Dopmyna Illc

rae nepemernbie Y, R3, R7, R8, R R u R'® onmcansl B HACTOSIMEM H300PETCHEH.

CormacHO ambTCPHATHBHOMY BapuaHTy ocymectBiaeHma (opmymst Illc docdopammmar Haxommrcs B L-
KOH()HTYpammmL.

CormacHO anbTEPHATHBHOMY BapmaHTy ocymecTBicHua (Qopmyisl Illc ¢octopammmar maxogmrcs B D-
KOH()HTYpamumL.

CornacHo anpTCPHATHBHOMY BapwaHTy ocymmecTeacHus (opmymsr Illc R7 mpenactasmser coboit (enm, R3
HpeacTaBIgeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* nmpencrasnger coboii Bogopoa u R' mpeacrasnser
co60it m3zomporm u pocopamua HaxoautTca B L-kou(Qurypaumm.

CornacHo anpTCPHATHBHOMY BapwaHTy ocymecTeacHust (opmymsr 1llc R7 mpencrasmser coboit (enmt, R3
npeacTaBIIeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* nmpencrasnger coboii Bogopoa u R mpeacrasnser
co6oit m3onpomut u pocopamua Haxoautcs B D-koHQHUTypammu.

CornacHo ApyroMy BApHAHTY OCYIUECTBICHHS HACTOSMICE H300PETCHHE OTHOCHICS K IPHMCHCHHIO
3¢ pexTnBHOTO KOMMuecTBa coemuueHus (hopmymst IIId mmm ero (papManeBTHHYECKH HMPUEMJIEMOM COJIH AJIS JICUCHI

untexun PHK-Bupyca y xo3s1Ha, BKIFOUAs UeJI0BEKa, TPH HEOOXOAUMOCTH 3TOTO.

Y
[28 M | =N
Rib by O (’N
~Boo— g rxl""L‘NH2

RQE d R'I.r

|
CO,R10

R3O
@Dopmyna I1Id

rae nepemernbie Y, R3, R7, R8, R R u R'® onmcansl B HACTOSAIMEM H300PETCHEH.

CormacHO ambTEPHATHBHOMY BapmaHTy ocymectBieHHa (opmynst IIId ¢ochopammaar maxogmrcs B L-
KOH()HTYpamumL.

CormacHO anmbTEpHATHBHOMY BapHaHTy ocymecteicHmst (opmynsr IIId docopammaar maxogmrcs B D-
KOH()HTYpaLHmL.

CornacHo anpTCPHATHBHOMY BapuanTy ocymecTeiacams (opmyist [1Id R7 mpenctasmser coboit (emmt, R3
npeacTaBIIeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* nmpencrasnger co6oii Bogopoa u R mpeacrasnser
co6oit m3zonpom u pocopamun HaxoautTcs B L-koH(urypaumm.

CornacHo ampTCPHATHBHOMY Bapuauty ocymecTeiacHms (opmyist [Id R7 mpenctasmster coboit (emmt, R3
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npeacTaBIteT co0oi Boaopoa, R mpeacrasiseT coboit metnn, R* mpencrasnger coGoii Bogopoa u R mpencrasnser
co6oit m3zonpomt u pocopamua Haxoautcs B D-koHQuUrypammu.

CornacHO ApPyroMy BApHAHTY OCYIIGCTBICHHS HACTOSMICE H300PETCHHE OTHOCHICS K IPHMCHCHHIO
s dexTuBHOTO KONMHUecTBA coeauHeHms (hopmysr Ile wam ero (apMaueBTHHYECKH MPHEMIICMOH COJHM AU JICUCHHS

na(pexuny PHK-Bupyca y X03s1Ha, BKIFOYAs YETOBEKA, P HEOOXOIMMOCTH ITOTO.

Y
38 N =N
R Ny O % | Y
~Boo— g N7 NH,

RQE d R'I.r

CO,R1 d
R T

G,

Oopmyna Ille

rae nepemennbie Y, R3, R7, R8, R R u R'® onmcansl B HACTOSIEM H300PETEHEH.

CoriacHO ampTEPHATHBHOMY BapHaHTy ocymectBiacHms (opmynsl Ille ¢ocdopammoar mHaxommtcst B L-
KOH()HTYpanumL.

CormacHO anbTEPHATHBHOMY BapmaHTy ocymecTBicHusa (Qopmyisr Ille ¢ocopammmar maxogmrcs B D-
KOH()HTYpaLHmL.

CornacHo anpTCPHATHBHOMY BapwaHTy ocymecTsacHust (opmymsr Ille R7 mpencrasmser coboit (enmt, R3
npeacTaBIteT co0oi Boaopoa, R mpeacrasiseT coboit metnn, R* mpencrasnger coGoii Bogopoa u R mpeacrasnser
co6oit mzonpomm u pocopamug Haxogutcs B L-xoH(ury paumm.

CornacHo aMbTCPHATHBHOMY BapuaHTy ocywecTeiacHus (opmysst Ille R7 mpeacrasmser coboit (enmt, R3
HpeaCTaBIAeT co60it Bogopoa, R* mpeacrasaset coboit metun, R* mpencrasmier coboit Bogopon u R° npeacrasmseT
coboii m3onponut u pochopamua HaxoguTcs B D-koH(GUTYpamum.

CornacHO ApyroMy BapHAHTY OCYINGCTBICHHS HACTOSIMIEE H300PETCHHE OTHOCHICS K IPHMCHCHHIO
3((EKTHBHOTO KOJIYECTBA COeAMHECHHS (popmynsr IV mmm ero (hapMaueBTHYCCKH MPHEMIEMOM COJM IJIS JICUCHIS

napexum PHK-Bupyca y xo3smHa, BKIIOUAS YeJI0BEKA, TPH HEOOXOAUMOCTH JTOTO.

Y
38 Ny
ity O Q’N | Y
~Poo— g NT R22

RQE d R'I.r

12
0,17 :

RED R 13
Qopmyna IV
rae nepemennbie Y, R3, R7, R8, R R%® R’ R!?, R!* g R?? onmCaHbI B HACTOSIIEM H300PETEHHM.
CoryiacHO aTPTEPHATHBHOMY BapHAHTy ocymecTBicHms (opmymsl IV Qochopamumar maxogmrcs B L-

KOH()HTYpaLHmL.

CoriacHO anpTEPHATHBHOMY BapHAHTY OCymecTBiIeHHS (opmynsl IV Qochopammmar maxommrcs B D-
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KOH(HTYPaLHL.
7 1 8
CoriacHo ambTEPHATHBHOMY BapHAHTY OCymecTBiacHHSA (opmyiasl IV R’ mpeacrasmier coboit ¢derma, R
M 9a » 9b M 10
nmpeacTaBisieT coboit Bogopoa, R™ mpeactasmser coboit metri, R™ mpeactasmier coboit Bogopox u R™ mpeacrasiser
coboii m3omponut u pochopamun HaxoguTCsA B L-KOH(UTY paryy.
CornacHo anbTCpPHATHBHOMY BApPHAHTY OCymeCTBIcHHA (opmymer IV R7 mpeactasmser co6oit (emmn, R®
60ii R9a 6oii R9b 60ii RlO
IPEACTaBIICT COO0it BOJOPOL, IPEACTABIACT CO00H METHIT, IPEACTABILIET CO00H BOAOPOX U HPEACTABILICT
co00it m3ompomt u pochopamun HaxoauTcs B D-KoH(pHUTYpatmy.
CorjacHO OPyroMy BAapHAHTY OCYINECTBICHHS HACTOSMICE H300PCTCHHE OTHOCHTCS K IPUMCHCHHIO
3((EKTHBHOTO KOJMYECTBA COCOMHEHH (hopMmyrsl [Va miam ero (papManeBTHUECKE MPUEMJIEMOM COJH A JICUCHHS

napexumm PHK-Bupyca y xo3s1mHa, BKIIOUAS YEJI0BEKA, IPH HEOOXOAUMOCTH JTOTO.

[]t] N <N
“‘xFl:l, O /J\
OF&T
Gy

CO,RM
R*Q QRS

®opmymna IVa

rae nepemennbe Y, R3, R3* R3B R3C R3P, R7, R R™ R* R!° u R? onucansl B HACTOAMEM H300PETEHHH.

CoriacHO ambTCPHATHBHOMY BapHAaHTy ocymecTBiaeHHa (opmysnst IVa ¢ochopammoar maxogurcs B L-
KOH(HTYPaLHIL

CoryiacHO ambTEPHATHBHOMY BAapHAHTY ocymnecTBicHmst (opmynsr IVa docpopamugar maxogurcs B D-
KOH(HIypaLuy.

CornacHo anbTEPHATHBHOMY BAPHAHTY OCYMIECTBAcHHA (opmyst IVa R7 mpeactasmser coGoit (enmn, R®
HpeacTaBIAeT co60it Bogopoa, R* mpeacrasaset coboit metun, R”® mpeacrasmer coboit Bozopon u R mpeacrasmseT
co00it m3ompomt u pochopamug HaXoAuTCA B L-KOH(UTYy paurm.

CornacHo ambTEPHATHBHOMY BAPHAHTY OCyMecTBIcHMA (opmymsl 1Va R’ mpenctaemser coboit (enmm, R?
HpeacTaBIIeT coboit Bogopoa, R% npeacrasmser coboit metun, R* npencrasnger coboit Bogopoa u R mpeacrasnser
co60it m3ompomt u pochopamua Haxoautcs B D-koHQHUTYpatmm.

COTJIACHO aNPTEPHATHBHOMY BAPHAHTY ocymecTiacHuI (Gopmyiel [Va R? He3aprcuMO BEIOpaH M3 BOJOPOAA
y 9

0
|
RIT_P_ % _
R.’i.-"'.
, audocdata, TpuQochaTa, He0OA3aTEIFHO 3aMEMEHHO CBA3aHHOH KapOOHIIOM AMHHOKHUCIIOTHI FITH
-C(O)R3¢.

CormacHO OpyroMy BapHAaHTy OCYIIECTBICHHS HACTOSIIEE M300PETCHNE OTHOCHICA K TPHMEHEHHIO
3((PEKTHBHOTO KOJMHECTBA COeAMHEHI (popmy el [Vb mmm ero (papManeBTHHUECKH MPHEMIIEMON COJIH AJISA JICUCHHS

natexumm PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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Dopmyna IVb

rae nepemennbie Y, R3, R7, R8, R R R! i R?? onucanbl B HACTOSAIIEM H300PETEHHH.

CormacHO anbTEPHATHBHOMY BapHAHTY oOcymecTBicHHA (Qopmyisl IVb (ochopammaar maxommrcs B L-
KOH()HTYpammmL.

CoriacHO aJBTEPHATHBHOMY BApHAHTY ocymecTicHms (opmyrsl [Vb (ocpopammaar maxommrcs B D-
KOH()HTYpamumL.

CorniacHo anbTCPHATHBHOMY BAPHAHTY OCYmECTBACHES (popmyist IVb R7 mpeactasnser co6oii (emma, R®
HpeacTaBIgeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* nmpencrasnger coboii Bogopoa u R' mpeacrasnser
co60it m3zomporm u pocopamua HaxoautTca B L-kou(Qurypaumm.

CorniacHo anpTCPHATHBHOMY BAPHAHTY OCYymECTBACHES (opmyist IVb R7 mpeactasaser co6oit (emmn, R3
npeacTaBIIeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* nmpencrasnger coboii Bogopoa u R mpeacrasnser
co6oit m3onpomut u pocopamua Haxoautcs B D-koHQHUTypammu.

CornacHO anbTEPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOSIIEE M300PETCHHE OTHOCHTCS K IPHUMEHCHHIO
3((PEKTHBHOTO KOIMYECTBA COeaMHEHI (hopMmysl IVD® mmum ero (papMaueBTHUECKH HMPUEMIEMON COMM Tl JICUCHI
untexun PHK-Bupyca y xo3s1Ha, BKIFOUAs UeJI0BEKa, TPH HEOOXOAUMOCTH 3TOTO.
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Nt)
R8 N~y
Rty O % | Y
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CO,R10

et
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R3O F
@opmyma IV’

rae nepemennbie R3, R7, R R% R R R?? R% m u p omuCaHHI B HACTOAMIEM H300PETCHIH.

CornacHO OJHOMY BapHAHTY OCYIIECTBICHHSA (popmyisl IVb' m mpeactaBmset coboit 1 m p mpeacTaBieT
coboit 0.

CornacHO OJHOMY BapHAHTY OCYIECTBICHHS (popmyisl IVb' m mpeactaBmseT coboit 2 M p mpeACTABIIET
coboit 0.

CornacHO OJHOMY BapHAHTY OCYmEeCTBICHHSA (popmyisl IVb' m mpeactaBmser coboit 3 m p mpeacTaBsieT

coboit 0.
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CornacHo 0ZHOMY BApHAHTY OCyIecTBICHUS (hopmy el IVb’™ m mpeactasmier coboit 2, p mpeacTaBieT coboit
0 u R® npeacrasnseT co60it BOAOPOA.

CornacHo 0ZHOMY BAapHAHTY oCynecTBIcHUS (hopMy el IVb™ m mpeactasmier coboit 2, p mpeacTasieT coboit
0, R? mpeacrasmser codoit NRR® u R3 npeacTasmnseT co6oit BOTOPO.

CoriacHO OZHOMY BapHAHTY OCyInecTBICHE (hopmy sl VD’ (ocopamuaar waxoaurcs B L-koH(GuUTrY panwm.

CornacHo 0mHOMY BapHaHTy ocymecTsiIeHu hopmy el IVD® docdopamunar Haxoaurcs B D-kor(uTy paumm.

CornacHo 0JHOMY BAPHAHTY OCymeCTBIeHuS (hopmy sl Vb’ R7 mpeacrasmsaet coboit enmn, R® npencrasnser
coboit Bomopon, R* mpeacrasmier coboit mermn, R® mpeactasmser coboit Bomopox m RY mpeacrasmser coboit
m3omporut 1 (hochopamua HaxoauTcs B L-xoH(purypauwm.

CornacHo 0HOMY BApPHAHTY OCymecTBIeHus (hopmy sl IVb’ R7 mpeacrasnset coboit (ermn, R® npeactasnser
coboii Bomopox, R mpenctasmser coGoit metmn, R® mpeactasmser coboit Bogopox m R mpencraemser coboit
m3ompor 1 (hochopamua Haxoaurcs B D-kor(purypanmm.

CornacHo ApPyroMy BApHAHTY OCYINECTBICHHS HACTOSMICE H300PETCHHE OTHOCHTCH K IPHMCHCHHIO
3((PEKTHBHOTO KOJMYECTBA COEOMHEHM (hopMymsl IVC miam ero (papManeBTHUECKE MPHUEMJIEMOH COJIH A JICUCHIS

naexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, TPH HEOOXOAUMOCTH 3TOTO.

Y
18 N | T
Rob by O %
~Po0— N”L\REZ

Rga dR?
CO,R10
R*Q F
Dopmymna IVc

rae nepemernsie Y, R3, R7, R¥ R% R%, R u R? onucaHbl B HACTOSMIEM H300pPETCHHH.

CornacHO anbTEPHATHBHOMY BapHAHTy ocCymecTBicHHA (Qopmyssl IVc docdopamuaar Haxomurcst B L-
KOH(HTYPALHUH.

CoryiacHO ambTEPHATHBHOMY BApPHAHTY ocymecTBicHmt (opmymnsr IVc docopammmar maxomurcs B D-
KOH()HTYpaLHmL.

CornacHo anbTEPHATHBHOMY BAapHAHTY OCymecTeacHua (opmynsl IVc R’ mpenctaemser co6oit (enmm, R3
HpeacTaBIIeT co6oit Bogopoa, R% npeacrasmseT coboit metun, R* npencrasmger coboit Bogopoa u R mpeacrasnser
co60it m3ompormt u pocopamua Haxoautcs B L-koH(Qurypaumm.

CornacHo anbTEPHATHBHOMY BAPHAHTY OCymecTBIcHHS (opmymsi IVc R7 mpeactasmser coboit (erm, R®
HpeacTaBIgeT co0oi Bogopoa, R% mpeacrasmseT coboit metnn, R* mpencrasnger coboii Bogopoa u R mpeacrasnser
co60it m3zompormut u pocopamua Haxoautcs B D-koH(QHUTYpatmm.

CornacHo ApPyroMy BAapHAHTY OCYIUECTBICHHS HACTOSMICE H300PETCHHE OTHOCHTCS K IPHMCHCHHIO
3((PEKTHBHOTO KOJMYECTBA coeAMHEHI (popmy el [Vd mmm ero (papManeBTHHUECKH HMPHEMIIEMON COJIH AJIS JICUCHHS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.



31

Y
2® Ny
rRin py O Q’N | A
~Po0— g N7 R22

Rga C'JRT
CO,R

F
R3O
Dopmyma IVd

rae nepemennbie Y, R3, R7, R8, R R R! i R?? onucanbl B HACTOSAIIEM H300PETEHHH.

CormacHO anbTEPHATHBHOMY BapHAHTY ocymecTBicHHA (Qopmyisl I1Vd ¢ochopammaar maxommrcs B L-
KOH()HTYpammmL.

CormacHO anbTePHATHBHOMY BapHAHTY ocymecTeiacHms (opmynsr IVd dochopammmar maxogurcs B D-
KOH()HTYpamumL.

COornacHo anbTEPHATHBHOMY BAPHAHTY oCymecTeaeHusa (opmynsl 1Vd R7 mpeactasnger coboii dermm, R?
HpeacTaBIgeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* nmpencrasnger coboii Bogopoa u R' mpeacrasnser
co60it m3zomporm u pocopamua HaxoautTca B L-kou(Qurypaumm.

CorniacHo anpTCPHATHBHOMY BAPHAHTY OCymecTBacHES (opmyist IVd R7 mpeactasaser co6oit (ermn, R3
npeacTaBIIeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* nmpencrasnger coboii Bogopoa u R mpeacrasnser
co6oit m3onpomut u pocopamua Haxoautcs B D-koHQHUTypammu.

CornacHo ApyroMy BApHAHTY OCYIUECTBICHHS HACTOSMICE H300PETCHHE OTHOCHICS K IPHMCHCHHIO
3((PEKTHBHOTO KOJMYECTBA COeauHEHH (hopMmymsl [Ve mam ero (papManeBTHUECKH HMPUEMJIEMOM COJIH AJI JICUCHIS

untexun PHK-Bupyca y xo3s1Ha, BKIFOUAs UeJI0BEKa, TPH HEOOXOAUMOCTH 3TOTO.

Y
38 N~
Ry O % | Y
~Po0— NTR22

Rga ,:'b RT

CO,R d
R} T

CHy

®opmyna IVe

rae nepemernbie Y, R3, R7, R8, R R u R'® onmcansl B HACTOSAIMEM H300PETCHEH.

CormacHO anbTCPHATHBHOMY BapHAHTY ocymecTBiIeHHA (opmynst IVe ¢ochopammaar maxogmrcs B L-
KOH()HTYpamumL.

CormacHO anbTEPHATHBHOMY BAapHAHTY ocymmecTBicHmA (opmynsr IVe docopammaar maxogurcs B D-
KOH()HTYpaLHmL.

CornacHo anbTEPHATHBHOMY BAPHAHTY OCymecTeacHua (opmynsl 1Ve R’ mpeactaemser coGoit (emmm, R?
npeacTaBIIeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* nmpencrasnger co6oii Bogopoa u R mpeacrasnser
co6oit m3zonpom u pocopamun HaxoautTcs B L-koH(urypaumm.

CornacHo anbTEPHATHBHOMY BAPHAHTY OCymecTBacHua (opmynel 1Ve R’ mpeactasmser coGoi (emmm, R®
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npeacTaBIteT co0oi Boaopoa, R mpeacrasiseT coboit metnn, R* mpencrasnger coGoii Bogopoa u R mpencrasnser
co6oit m3zonpomt u pocopamua Haxoautcs B D-koHQuUrypammu.

CoriacHo ambTEPHATHBHOMY BAPHAHTY OCYIIECTBICHHSA PACKPHIBAIOTCA coeauHeHMA (opmyisl V. CormacHo
CECAYIOMEMY AMBTCPHATHBHOMY BAPHAHTY OCYINECTBICHMS HACTOSMEE M300PETEHHE OTHOCHTICA K CHOCOOY JIEUEHHS
ma(pexunr PHK-Bupyca y xo3siMHA, B TOM YHCIE 4€JOBEKA, HPH HEOOXOAMMOCTH 3TOTO, BKJIIOHAIOIIEMY BBCACHHUC
3(Q()eKTHBHOTO KONHHMECTBA COEAMHCHHS (OpMymsl V I ero (apMaucBTHYeCKH mpuemiemoil comm. Coriaco
HEKOTOPHIM BAPHAHTAM OCYIIECTBICHHS CIIOCO0 BKIIOYAET BBEACHHE d(D(PEKTHBHOTO KOIHIECTBA COCTMHECHHUS (DOPMY JTBI
V nns neueHus 3a00J€BaHUsA, BHI3BAHHOTO BHPYCOM C OJHOHHTEBOH TMOJIOKHTEIbHO-CMBICTIOBOH PHK, oTnmiHbM OT
Hepacivirus mwmm ommaasiMe o1 HCV, y X03s4MHA, B TOM HYHCJEC YEJOBEKA, MpH HeoOxoamMocTH 310r0. CoTrnacwHo
ATBTEPHATHBHOMY BAPHAHTY OCYIICCTBICHILI CIOCO0 BKIIOYAECT BBEACHHE 3()()EKTHBHOTO KOJMHECTBA COCTHHEHI
(opmymsl V s neueHUs 3a00JICBAHIS, BRI3BAHHOTO BHPYCOM C OJHOHHTEBOM TMOJOXKHTEIbHO-CMBICTOBOH PHK m3
cemeiicta Flaviviridae, B TOM wmCe 0€3 OTPAHHHUEHIS BHPYCOM JHXOPAIKH JCHTE 2 ¥ JKESJITOH JIMXOPAAKH, y XO3SMHA,
B TOM YHCJIE YEJIOBEKA, MpH HeoOXomuMmocTH 310T0. COTIacHO ambTEPHATHBHOMY BAPHAHTY OCYIIECTBICHHS CIOCO0
BKITFOYAET BBEACHHUE J(D(EKTHBHOTO KOMIMECTBA COSAMHEHMA (POPMYNBl V AN Je4eHUs 3a00CBAHHS, BBHI3BAHHOTO
BHPYCOM C OJHOHHTEBOH OTpHUATEIbHO-CMBICTOBOH PHK, y X03s1MHA, B TOM YHCJE HYETIOBEKA, MPH HEOOXOAMMOCTH
atoro. COTNIacHO aTbTEPHATHBHOMY BAPHAHTY OCYLIECTBICHHUS CIIOCO0 BIUTIOMAET BBEACHHE 3(D(EKTHBHOTO KOJITIECTBA
coenmEeHNA (QOpMyTEI V I nedueHHs 3a007eBaHHA, BRI3BAHHOTO BHpycoM ¢ aByxHuTeBoil PHK, y xo3smHA, B TOM

HHUCTIC YCT0OBCKA, TPHU HCOOXOIMMOCTH 3TOTO.

NH,
]
¥

RO (1<N NP

R3Q RS?
®opmyna V
rac:
Q npeacrasnseT coboit CHR®;
R spiOpan u3 Bogopoaa, NH, u R?;
R® mpeactasaset coboit Bogopoa, CHs, CHyF, CHF», CF; umu 3THHET,
R® mpeactaeaser coboit Bogopo, ¢rop, xnop, 6pom, N3, NHz, CN mmm OR?;
R% mpeactasmier coboit Ci-Ciamkmn (BKIHOYAS, METHI, 3THJI, H30IPONNI ¥ mukiompommn) mmm Ci-
sranorenankun (skmouas CH,F, CHF, u CFs);
R? R* R’ u R” onpeneneHHI BHIIE.
CornacHo 0IHOMy BapHAHTY OCYIIEeCTBICHHS (hopmyasl V R3 mpeacrasnser coboii Boa0po.
CornacHo 0THOMy BapPHAHTY OCYIECTBIEHUA hopmyaer V RS mpeacTasaser coboi MeTHL.
CornacHo 0ZHOMy BAPHAHTY OCymeCTBIeHUA (hopmyaer V R mpeacrasiaser coboit BOopo.
CornacHo 0ZHOMy BapHAHTY OCymecTBaeHus hopmyaer V R mpeacrasaser coboit -NHa.

CornacHo OZHOMY BAPHAHTY OCYIECTBIeHEA (popmymsr V Q mpeactasnset coboit CHR®, R® mpeactasnser
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co6oii Bomopoa, R% npeacrasmiser coboit metun u R mpeactasnset co6oif Bogopox.

CormacHo aTpTEPHATHBHOMY BapHAHTY OCYIIESCTBJICHMSA PACKPHITHI coeamHeHus (opmymsr Va. Cormaco
JOTIOJTHUTETPHOMY aTbTCPHATHBHOMY BAPHAHTY OCYINEGCTBICHUS HACTOSIIECE M300PETEHHE OTHOCHTCS K NMPUMEHEHHIO
3((PEeKTHBHOTO KOJIHYECTBA COCAMHCHHS (DOPMYJIBI Va WiIM ero (papManeBTHYECCKH IPHEMICMOH CONH I JICUCHHS

na(pexuny PHK-Bupyca y X03s1Ha, BKIFOYAs YETOBEKA, P HEOOXOIMMOCTH ITOTO.

NI,
PN
R4O (1<N N”’J\RED
CHy
R3O OR? ’
Popmya Va

rae:

Q, R3, R* u R* onpene neHEI BHIIIE.

CornacHo 0ZHOMY BAPHAHTY OCYIIECTBIEHHA (hopMy Ier Va R? mpeactasnser co6oii Boaopoa.

CornacHo 0THOMy BapHAHTY OCYIIEeCTBICHU (hopmyaer Va R® mpeactasnser co6oi MeTHL

CornacHo 0IHOMy BapPHAHTY OCYIECTBIEHUA (hopmy Ier Va R mpeactasnser coboii Bogopo.

CornacHo 0ZHOMy BApPHAHTY OCYIECTBIEHUA (hopmyae Va R mpenctasnser coboii -NH,.

COornacHo OZHOMY BAPHAHTY OCYINECTBICHHA (popmynsl Va Q mpeactasmieTr coboit CHR®, R? mpeactasnser
co6oii Bomopoa, R% npeacrasmser coboit metun u R mpeactasnser co6oif Bogopox.

CornacHo OZHOMY BAPHAHTY OCYINECTBICHHA (popmynsl Va Q mpeactasmier coboit CHR®, R® mpeactasnser
co6oit Bogopozx, R® mpeacrasmnser co6oit nukmonponut u R¥ npeacrasnser co6oit BOAOPO.

CormacHo anpTEPHATHBHOMY BAPHAHTY OCYLICCTBICHHS PACKPHITHL coeamueHmst (Gopmymst Vb. Cornacuo
JOTIOJTHUTEIFHOMY aTbTEPHATHBHOMY BAPHAHTY OCYINSCTBJICHHS HACTOSINEE M300PETEHHE OTHOCHTCS K IMPUMCHECHHIO
3()()EeKTHBHOTO KOJHMYECTBA COCAMHECHE (hopmyysl Vb mmm ero (papManeBTHHYECKH MPHEMIEMON COJH IS JICHCHUS

nH(pexnmn PHK-Bupyca y x03smHa, BKIFOYAS Y€T0BEKA, MPH HEOOXOAMMOCTH 3TOTO.

NH,

rae:
Q, R3, R* u R* onpe e neHEI BHIIIE.
Cornacro 0IHOMY BAPHAHTY OCymecTBIcHuS Gopmy s Vb R® mpeacrasaser co6oit Bogopoa.

CornacHo 0ZHOMy BAPHAHTY OCYIECTBIEHUA (hopmy aer Vb R mpeactapiseT coboit MeTHIL.
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CornacHo 0IHOMy BapHAHTY OCymecTBaeHH (hopmy sl Vb R npeacrasiseT co6oit Boaopoa.

CoracHo 0ZHOMY BAPHAHTY OCYIIECTBICHHS (Gopmy sl Vb R npeactasseT coboit -NHo.

CormacHo 0HOMY BAPHAHTY OCymecTBIeHHs (opmymsi Vb Q mpeactasmser coboit CHR® | R® npeactasmet
coboit Bomopoa, R® mpeacrasmser co6oit meTun 1 R* npeacrasaseT coboit BOAOPO.

CornacHo 0OJHOMY BapHAHTY OCYIIECTBIeHHs (opmymsr Vb Q mpeactasmaeT coboit CHR®, R3 mpeactasmnser
coboii Bogopoa, R% npeacrasmer co6oii mukaonpormt 1 R npeacrasmier co6oii BODOpoA.

CoracHo aabTCPHATHBHOMY BAPHAHTY OCYINECTBICHIS PACKPHITHI coeauHEHHs (opmymnst Vc. CoriacuHo
JOTOTHUTCIFHOMY AJbTCPHATHBHOMY BAPHAHTY OCYINCCTBICHHS HACTOAIICE M300PETEHHE OTHOCHTCS K IPUMCHCHHIO
3()()EKTHBHOTO KOJMYECTBA COCAMHEHES (HOpMyJBl VC WM €ro ()apMAUCBTHYECCKE MPHEMIIEMOH COJH IS JICYUCHUS

nH(pexnmn PHK-Bupyca y x03smHa, BKIFOYAS Y€T0BEKA, MPH HEOOXOAMMOCTH 3TOTO.

MNH;

R3O F
Dopmyna Ve

rae:

Q, R3, R* u R* onpeaeneHs! BHIIIE.

CornacHo 0ZHOMy BAPHAHTY OCYIECTBAEHHA (popMy aer Ve R® mpeactasnser co6oii BOAOPO.

CornacHo 0ZHOMY BapHAHTY OCYyIeCTBICHHS (hopmyasl Ve R® mpeactasnser co6oii MeTHL

CoracHo 0ZHOMY BAPHAHTY OCYmECTBICHES opmy el Ve R mpeactasnser co6oit BoA0poa.

CoracHoO 0ZHOMY BAPHAHTY OCYmECTBICHES (Gopmytel Ve R mpeactasnser co6oit -NH,.

CoracHo OJHOMY BAPHAHTY OCYIECTBICHHA (opmyaer Ve Q mpeactasmaer coboit CHR®, R3 mpeacrasmser
coboit Bomopon, R mpencrasmaer coboit mermn 1 R*° mpeactasaseT coboit Boaopo.

CornacHo omZHOMY BapHAHTY OCyINeCTBIcHHA (opmyasl Ve Q mpeactapmseT coboit CHR®, R? mpeactasmser
coboii Bomopoa, R% npeacrasmseT coboit nuknonpormt u R npeactasnger coboit Bogopo,

CoracHo anpTCPHATHBHOMY BAPHAHTY OCYLIECTBICHMS PACKPHITHI cocamueHmst (Gopmymst Vd. Cornacuo
JIOTIOTHUTEIbHOMY AJIbTCPHATHBHOMY BAPHAHTY OCYINCCTBICHHA HACTOSINCE M300PCTCHHE OTHOCHTCS K MPUMCHCHHUIO
3()(PeKTHBHOTO KOMIIECTBA coeaMHEHM (hopMysml Vd mam ero (DapMaALEBTHUYECKH MPHEMIEMON COJH IS JICYCHUS

nH(pexnmn PHK-Bupyca y x03s1Ha, BKIFOYAS Y€I0BEKA, IPH HEOOXOAMMOCTH 3TOTO.

MNH,
M I
¢ 1L
RIO— ¢ N™ R
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®opmyna Vd

rae:

Q. R%, R* u R¥ onpeneneHsI BhIE.

CornacHo oaHOMY BapuaHTy ocymecTeiaenus hopmy st Vd R3 npeacrasmnset coboit Bogopo.

CoracHoO 0ZHOMY BAPHAHTY OCYmECTBICHHS (hopmytel Vd R% mpeacTasaseT coboit MeTHIL.

CornacHo 0ZHOMY BapHaHTY OCyECTBACHHA (Popmy et Vd R* mpeactasnseT co6oit Bozopoa.

CornacHo o1HOMY BapHaHTY ocymecTeiacHus hopmy el Vd R npeacrasnseT coboit -NH,.

CornacHo oJHOMY BapHAHTy ocymecTsneHmsa (opmymsr Vd Q mpeactasmier coboit CHR®, R3 mpeactasmer
coboii Bomopoza, R% npeacrasmnser coboit merun u R*° mpeactasager co6oif Bogopox.

CornacHo 0ZHOMY BapHAHTY OCYIIecTBIcHHs (popmysl Vd Q mpeactasmser coboit CHR, R3 mpeacrasmser
coboii Bomopoa, R% mpeacrasmseT co6oit npknonpormt u R npenctasnger coboif Bogopoa.

CoriacHo anbTCPHATHBHOMY BAPHAHTY OCYINECTBICHHS PACKPBITHL coeauHeHus (opmymnst Ve. CoriacuHo
JIOTIOTHUTEIbHOMY AJbTCPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOSIICE M300OPETCHHE OTHOCHTCS K IPUMEHCHHIO
3()(PeKTHBHOTO KOMIIECTBA COCAMHEHHS (HOpMyIBI Ve miH €ro ()apMauneBTHUCCKE TPHEMIIEMOH COMH I JICUCHUS

nH(pexnmn PHK-Bupyca y x03suHa, BKIFOUAS Y€I0BEKA, IPH HEOOXOAMMOCTH 3TOTO.

MH;

R3Q OR®
®opmyna Ve

rac:

Q, R?, R* u R* onpeaeeHs! BhIme.

CoriacHo 0HOMY BAPHAHTY OCYmIEeCTBIcHHS (opmy sl Ve R mpeactasaseT coboit Bomopo.

CornacHo 0THOMY BapHAHTY OCyIIeCTBICHH (hopmyTe Ve R® mpeactasnger coboit MeThL

CornacHo 0IHOMy BapHAHTY OCyIecTBIeHUA hopmy ael Ve R mpeacrasnser coboii Bogopo.

CornacHo 0ZHOMY BapHAHTY OCyMecTBIeHHA hopmy Tel Ve R mpencrasnser coboii -NH,.

CornacHo OZHOMY BAapHAHTY OCYINECTBICHHA (popmynsl Ve Q mpeactasmaeT coboit CHR®, R? mpeactasmser
coboii Bomopoa, R% npeacrasmnser coboit metun u R*° mpeactasager co6oif Bogopox.

Cornacro OmHOMY BAPHAHTY OCYIECTBICHHA (hopmyner Ve Q mpeactasmier coboit CHR®, R3 mpeacrasmer
coboii Bomopoa, R% mpeacrasmaseT coboit npknonpormmt i R npeactasnger coboii Bogopoa.

CornacHO anbTEPHATHBHOMY BAPHAHTY OCYMIECTBJCHHS PAcKpsITHl coemmHeHm (opmyms VI Cormacuo
JIOTIOTHUTCIbHOMY aJbTEPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOSINCE M300OPETEHHE OTHOCHTCS K IPUMECHCHHIO
3()(PEKTHBHOTO KOJIMUECTBA COCOMHEHHUSA (popMmymsl VI mnm ero (hapMaueBTHYECKH MPUEMIIEMON COMH I JICUCHUS

nH(pexnmn PHK-Bupyca y X03s1uHa, BKIFOUAS Y€I0BEKA, IPH HEOOXOAMMOCTH 3TOTO.
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NI,
PN
R4O (1<N N”’J\RED
ClHy
R3Q F ,
Dopmyna VE

rae:

Q, R%, R* u R* onpe e neHEI BHIIIE.

CornacHo 0ZHOMY BapHAHTY OCymecTBaeHud hopmyaer VI R3 mpeacTapaser coboit BOAOPOI.

CornacHo 0ZHOMy BapHaHTy OCymecTBaeHus (hopmy aer VI R® mpeactasnger co6oii MeTHIL.

CornacHo 0THOMy BapHaHTY ocymecTeiaeHns (hopmy sl VI R* mpeactasaser coboit Boaopos.

CornacHo 0ZHOMy BapHAHTY oCymecTeaeHus hopmyaer VI R* mpeactasnger coboii -NHa.

CornacHo omHOMY BapHaHTy ocymecTBieHms (opmynsr VI Q nmpeactasnser coboit CHR®, R? mpencrasnser
coboii Bomopoa, R% npeacrasmnser coboit metun u R*® mpeactasnger co6oif Bogopoa.

CornacHo OZHOMY BAPHAHTY OCYINECTBICHHA (popmynsl Ve Q mpeactasmser codoit CHR®, R? mpeactasnser
coboii Bomopoa, R% mpeacrasmaseT co6oit npknonpormmt u R npeactasaser coboif Bogopoa.

CornacHO anbTEPHATHBHOMY BAPHAHTY OCYMIECTBJCHHS PAcKpsITHI coexmHeHm (opmyinsi VI. Cormacuo
JOTIOJTHUTEIFHOMY aJbTCPHATHBHOMY BAPHAHTY OCYINCCTBJICHHS HACTONINECE M300PETCHHE OTHOCHTCS K MPUMCHCHHUIO
3((PeKTHBHOTO KOJMYECTBA COEOMHEHHSA (PopMynsl VI mnm ero (papMaueBTHUECKH HMPUEMJIEMOH COMH I JICUCHUS

uH(exnun PHK-Bupyca y xo3suHa, BKIIOUAs 4€I0BEKA, MPH HEOOXOAMMOCTH 3TOTO.

NH>
128 N | N
=CLNIe, % /J\
- o
RQE #‘_D Q N RED
OR7 6
Co,R 1 &
? RED RBS
®opmyma VI

rae:

Q,R3, R7, R R™ R%® R!’ R Ry R® onpenencHsI BhILIE.

CornacHo 0IHOMy BapHAHTY OCymecTBaeHHA (hopmyaer VI R? mpeacTaeaser coboit BOAOPO.

CornacHo 0ZHOMy BApPHAHTY OCYIeCTBIeHHA (hopmy aer VI R® mpeactasnser co60ii MeTHIL.

CornacHo 0THOMy BapHaHTY ocymecTeaeHns (hopmy s VI R* mpeactasaser co6oit Boaopos.

CornacHo 0IHOMy BapHAHTY oCcymecTeaeHns hopmy sl VI R* mpeactasnger coGoii -NHa.

CornacHo omHOMY BapHaHTy ocymecTBrenms (opmynsr VI Q nmpeactasnser coboit CHR®, R? mpencrasnser
coboit Bomopon, R® mpeacrasmser coboit merun 1 R*° npeacrasaseT coboit Boaopo.

CornacHo 0gHOMY BapHaHTY OocyInecTBIcHI (popmy sl VI pocopammaar Haxoaurcs B L-koH(puTypaumy.
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CornacHoO OgHOMY BapHAHTY OCYMIECTBICHHA (hocopaMuaar HaxoauTcs B D-KOHpUTypaimy.

CoracHo 0JHOMY BapHaHTy ocynecTsierus Qopmymsi VI R7 mpeactasmser coboit penmn, R® mpeacrasnser
coboit Bomopox, R mpeacrasmser coboit metmn, R® mpeactasmier coboit Bomopox m R mpenctasmser coboit
m3onponu u Gochopamua HaxoauTCs B L-koH(urypaumy.

CornacHo 0JHOMY BapHaHTy ocymecTsierus opmymsi VI R7 mpeactasmser coboit permn, R® mpeacrasnser
coboit Bomopon, R* mpeacrasmser coboit metmn, R mpeactasmser coboit Bogopox m RY mpeacrasnser coGoit
m3ompor 1 (hochopamua HaxoauTcs B D-koH(puTypanmy.

CornacHO anbTCPHATHBHOMY BAPUAHTY OCYINCCTBICHMS PacKpsuiTel coeaumueHmst (opmynst VIa. Cormaco
JOTIOJIHUTCIbHOMY AJbTCPHATHBHOMY BAPHAHTY OCYILICCTBICHHUS HACTOSIICE M300PETCHHE OTHOCHTCS K NMPHMCHCHHUFO
3((EKTHBHOTO KOJMYECTBA COCTMHEHUS (popMysl Via i ero (hapManeBTHUCCKH MPUEMIIEMOM COJH A JICUCHHS

napexumm PHK-Bupyca y xo3s11Ha, BKIIOUAS HeJI0BEKA, IPH HEOOXOAUMOCTH 3TOTO.

NH
38 N =
o py O % | Y
“P-0— g N RS
R ORT CH
CO,1210 o
R*Q OR? ’
®opmymna Via

rae:

Q, R3, R3 R R R3P R7, R8 R™ R® R u R* onpenencHsl Boime.

CornacHo 0ZHOMy BapHaHTy OCymecTeaeHus hopmy st Via R® npeactasaser co6oii Bogopo.

CoracHo 0ZHOMY BApPHAHTY OCymecTBacHuS Gopmy sl Via R mpeacrasnser co6oit MeTHL.

CoracHo 0ZHOMY BAPHAHTY OCYmIECTBICHHS (hopmytel Via R¥ mpeactasnser co6oit BOAOPO.

CoracHo 0ZHOMY BApPHAHTY OCymecTBIcHES opmy el Via R¥ mpeactasnser co6oit -NH,.

CornacHo ogHOMY BapHaHTy ocymecTsiacHus (hopmynsr Via Q mpeacrasmsaer coboit CHR®, R® mpeacrasmser
coboit Bomopozx, R% npeacrasmnser coboit et u R*® mpeactasiger co6oif Bogopoa.

CoracHo 0ZHOMY BapHAHTY OCymIECTBICHHS (hopmy sl VIa ocdopamuaar Haxoautcs B L-koH(puUrypauwm.

CoracHo 0gHOMY BapHAaHTY OCymeCTBICHES (hopmy sl VIa Gocdopamuaar Haxoautcs B D-KoH(pUTypawm.

CornacHo 0JHOMY BapHAHTY oCyInecTieHHs (opmysl VIa R7 npeacrasnser coboit (ermn, R® npeacrasnser
coboii Bomopox, R mpenctasmser coGoit metmn, R® mpeactasmser coboit Bogopox m R mpencraemser coboit
m3omport 1 (hochopamug HaxoguTca B L-xoH(urypaumm.

CornacHo 0JHOMY BapHAHTY OCyImecTBieHHs (opmymsl VIa R” npeacrasnser coboit (ermn, R® npeacrasnser
coboii Bomopox, R mpeactasmser coGoit metmn, R™® mpeactasmser coboit Bogopox m R mpencraenser coboit
m3ompor 1 (pochopamua Haxogurcs B D-xor(uTypanmm.

CornacHo 0JHOMY BAPHAHTY OCYIecTBIeHusa (popmynsl Via Q mpeactasnger codoit CHR®, R3 mpencrasnser
co6oii Bomopoa, R” mpeactasnser coboii Germn, R® mpencrasnser coboit Bogopoa, R% npeactasnseT coboi meTrm, R%®
npeacTaBaeT coboit Bogopox u R mpeactasnser coboii H30mpomamL

CornacHo 0JHOMY BAPHAHTY OCyIeCTBaeHusa (popmynsl Via Q mpeactasnser coboit CHR®, R3 mpeacrasnser
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co6oii Bomopoa, R® mpeactasnser coboit metna, R npeactasnget coboit Bonopoa, R” npeacrasnseT coboi (ernm, R?

M 9a » 9b 1 10
npeacTaBnseT coboit Bogopoa, R mpeactasnset coboit metrn, R*® npeactasmser coboit Bonopox u R npeacrasmset
co60it n30mpomIL.

CornacHo omHOMY BapHaHTy ocymecTnerus (opmyasr VIa R® mesaBucumo BHOpaH H3 BOJOPOJA,

0
|
RIT_P_ % _
RAA 5 5
, audocdata, Tpudochara, He00A3aTEIFHO 3aMEIMECHHO CBA3AHHOH KapOOHHIIOM AMHHOKHCIIOTHI FITH
-C(O)R3¢.

CormacHO arbTEPHATHBHOMY BAPHAHTY OCYIICCTBICHHA PACKPHITHI coeamucHHA (opmynsr VIb. CormacHo
JOTIOJTHUTETFHOMY aTbTCPHATHBHOMY BAPHAHTY OCYINECTBICHHWS HACTOSIICE M300PETEHHE OTHOCHTCS K TMPHUMCHEHUIO
3((PEKTHBHOTO KOJMHECTBA COeAMHEHI (popmyel VIb mam ero (papManeBTHUECKH MPHUEMIICMON COJIH IS JICUCHHS

naexumm PHK-Bupyca y x03s11Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.

NH,
F;EB 5 N | N
=CIN Q’N By
. -
. P-0— g NZ RS0
R ORY - H
——
CO,RM
R3C F
®opmyna VIb

rae:

Q. R3, R7,R8 R™ R%® R!u R® onpenencHsl BhLIE.

CornacHo oaHOMy BapuaHTy oCymecTsiacHus hopmyast VIb R mpeacrasmseT coGoit Boaopoa.

CormacHo 0HOMY BAaPHAHTY OCYINeCTBIeHH (hopmymbl VIb R® mpeacrasmet co6oit MeTHIL.

CoracHo 0ZHOMY BapHAHTY OCymecTBIcHES (hopmy el VIb R* mpeacrasaeT coboit Boaopos.

CornacHo o1HOMY BapHaHTy ocymecTeaerus hopmy et VIb R* mpeactasmser coboit -NH,.

CornacHo oJHOMY BapHAHTY ocymecTeiackus (opmyast VIb Q mpeacrasmger coboit CHR®, R? mpencrasnser
coboii Bomopoza, R% npexacrasmnser coboit merun u R*° mpeactasager co6oif Boaopox.

CoracHo 0gHOMY BapHaHTy ocymecTeiIcHrs (popmy sl VIb (ochopamumar Haxoautcs B L-koH(urypanmm.

CoriacHo ogHOMY BapHaHTy ocymecTeiacHrs (popmy sl VIb (ochopammmar Haxoautcs B D-kou(purypanmm.

CornacHo 0JHOMY BAapHAHTY ocymecTeneHns (opmynsl VIb R” npenctasnser coboit (ermn, R® npencrasnser
coboii Bomopox, R mpeacrtasmser coGoit metmn, R™® mpeactasnser coboit Bomopoa m R mpenctaenser coboit
m3omport 1 (pochopamug HaxoguTcs B L-xoH(urypaumm.

CornacHo 0JHOMY BAapHAHTY ocymecTenenns (opmynst VIb R” npenctasnser co6oit (ermn, R® npencrasnser
coboii Bomopox, R mpeacrtasaser coGoit metmn, R™® mpeactasmser coboit Bogopox m R mpencraenser coboit
m3ompor 1 (hpochopamua HaxogurTcs B D-xor(urypanmm.

CornacHo 0JHOMY BapHAHTY OCyIecTBacHus (opmyasl VIb Q mpeacrasnger coboit CHR®, R? mpencrasnser
co6oii Bomopoa, R” mpeactasaser coboii Gpermn, R® mpencrasmser coboit Bogopoa, R% npeactasnseT coboi meTrm, R%®

npeacTaBaseT coboii Bogopox u R mpeactasnser coboii m30mpomnmam.
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CornacHo 0JHOMY BapHAHTY oCymecTeacHus (popmynst VIb Q mpeacrasmser coboit CHR®, R® mpencrasnser

coboit Bogopox, R% nmpeacrasmiser coboit metun, R* mpeacrasiser coboit Bonopoa, R7 mpeactasmset coboit e, R?
) 9a 3 9% 3 10

HpeaCTaBIAeT co6oit Bogopoa, R* mpeacrasaser coboit metun, R*® mpencrasmer coboit Bozopon u R npeacrasmset
co6oit n3ompomII.

CornacHO ambTEPHATHBHOMY BAPHAHTY OCYIICCTBICHHSA PACKPHITHI coeammeHus (opmyisi VIc. Cormacwo
JOTIOTHUTETEHOMY aMbTCPHATHBHOMY BAPHAHTY OCYIECTBJICHHS HACTOSINEE H300PETCHHE OTHOCHTCS K TPEMEHCHHIO
3((EKTHBHOTO KOJUYECTBA COCTMHEHU (PopMysl Vic M ero (hapMaueBTHUCCKH MPHEMIICMOM COJIHM IS JICUCHHS

nrpexmm PHK-Bupyca y xo3smHa, BKIIOUAS YeJI0BEKA, TPH HEOOXOAUMOCTH JTOTO.

NH,
38 N~y
RE&It] r:J 0 a | /J\
- o
. P-0— g N RED
R ORY
CO,R0
R*C F
®opmyna Vic

rae:

Q, R3, R7,R8 R™ R*® R!’u R® onpenencHsl BhILIE.

CornacHo 0ZHOMy BapHAHTY OCymecTBaeHus hopmyasr VIc R® mpeactasnser coboii Boaopo.

CornacHo 0ZHOMy BApPHAHTY OCymecTBaeHHA (hopmy aer VIc R mpeactasaseT coboi MeTHL.

CornacHo 0ZHOMy BapuaHTy ocCymecTeaenus hopmyasr VIc R¥ npeacrasnser coboit Bogopos.

CornacHo oaHOMY BapuaHTy ocymecTeiacHns hopmy st VIc R¥ npeactasnser coboit -NH,.

CoracHo 0OJHOMY BapHaHTY ocymecTBiacHES (opmynsl VIc Q mpeacrasmseT coboit CHR®, R® mpeactasmser
coboit Bomopoa, R® mpeacrasmseT co6oit MmeTun 1 R* npeacrasaseT coboit BOAOPOL.

CoriacHo OZHOMY BapHaHTy ocyinecTBieHus (popmy el VIC pochopameaar HaxoauTcs B L-koHPuUrypaumm.

CoryiacHO OZHOMY BapHaHTy ocymecTBieHus (popmy el VIC pochopamuaar HaxoauTcs B D-KoHPUTY panmy.

CornacHo 0JHOMY BapHaHTy ocyInecTieHus (opmysl VIc R7 npeacrasnser coboit permn, R® npeacrasnser
coboit Bomopox, R mpeacrtasmser co6oit metmn, R® mpeactasmser coboit Bomopox m R mpenctaemser coboit
m3omporut 1 (hochopamua HaxoauTcs B L-xoH(purypauwm.

CornacHo 0JHOMY BapHaHTy ocCymecTieHus (opmysl VIc R7 npeacrasnser coboit (ermn, R® npeacrasnser
coboii Bomopox, R mpeactasmser coGoit metmn, R® mpeactasmser coboit Bogopox m R mpenctaemser coboit
m3ompor 1 (hochopamua HaxoauTcs B D-xor(urypanmm.

CornacHo 0JHOMY BAPHAHTY OCYIeCTBIcHusA (popmynsl VIc Q mpeactasnger codoit CHR®, R3 mpeacrasnser
coboii Bomopoa, R” mpeactasnser coboii Germn, R® npencrasmser codoit Bogopoa, R% npeactasnseT codoit meTrm, R%®
HpeacTaBIieT co60i Bomopon u R mpeacTasiser co60i H30MPOIIIL

CornacHo 0JHOMY BAPHAHTY OCyIecTBaeHusa (popmynsl VIc Q mpeactasnger codoit CHR®, R3 mpencrasnser
co6oii Bomopoa, R® mpeactasnser coboit metna, R*° mpeactasnget coboit Bonopoa, R7 npeacrasnseT coboit dernm, R?
npeacTaBIgeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* mpencrasnger coboii Bogopoa u R mpeacrasnser

co60if m3ompomII.
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CormacHo albTEPHATHBHOMY BAPHAHTY OCYILIGCTBICHHA PAacKpHITsl coeaumcHmA (opmyner VId. CormacHo
JOTIOTHUTEIFHOMY aJTbTEPHATHBHOMY BApHAHTY OCYIIECTBICHHS HACTOSIIEE M300pETEHHE OTHOCHTICS K IMPHMECHEHHIO
3((PEKTHBHOTO KOJMYECTBA coeauHEHH (hopMmyasl Vid uiam ero (papMauneBTHHUECKH HMPUEMJIEMOH COJIH AJIS JICUCHI

na(pexuur PHK-Bupyca y X03s1Ha, BKIFOYAs YETIOBEKA, TP HEOOXO0IMMOCTH ITOTO.

NH.
R® <N | N
Hgb f\IJ O 4
KE‘_D Q M N-jJ\RED
Co,R1
R0 ’
Dopmymna VId

rae:

Q, R, R7,R8 R™ R*® R!’u R* onpenencHbl BhILIE.

CornacHo 0IHOMy BapHaHTy ocymecTeaerns hopmy sl VId R mpeacrasnseT co6oii Boaopo.

CornacHo 0IHOMy BapHAHTY ocymecTeaeHns hopmy sl VId R® mpeacTtapnser coboi MeTHL

CornacHo 0IHOMy BapHaHTy ocymecTeaenus hopmy st VId R* mpeactasaser co6oii Bogopo.

CornacHo 0ZHOMY BapuaHTy ocymecTeaeHus hopmyaer VId R*® mpeactasmser co6oii -NH,.

CornacHo ogHOMY BapHaHTy ocyiuecTsiacHrs (popmy sl VId (ochopammmar Haxoautcs B L-koH(urypammm.

CornacHo ogHOMY BapuaHTy ocyiuecTsiacHrs (popmy sl VId (ochopammmar Haxoautcs B D-koH(purypanmm.

CornacHo oqHOMY BapHaHTy ocymecteaehus (popmynst VId Q mpeacrasmser coboit CHR®, R? mpeacrasnser
co6oii Bomopoa, R% npeacrasmser coboit metun u R mpeactasnser co6oit Bogopox.

CoracHo 0JHOMY BapHaHTy ocymecTsiacHus popmy st VId R7 mpeactasnser coboit pennn, R® npeacrasmser
coboit Bomopon, R* mpeactasmser coboit metmn, R mpeactasnser coboit Bogopox m RY mpeacrasnser co6oit
m3ompomt u (hochopamun HaxoauTcs B L-koH(purypaurm.

CornacHo 0HOMY BapHaHTy ocymecTsiacHms popmy s VId R7 mpeactasmser coboit permn, R® npeacrasmser
coboit Bomopox, R mpenctasmser co6oit metmn, R® mpeactasmser coboit Bomopox m R mpencraemser coboit
m3omporut 1 (hochopamua Haxogutcs B D-kor(puTypanmm.

Cornaceo ogHOMY BapHaHTy ocymecteiackus (opmyast VId Q mpeacrasnger coboit CHR®, R mpeacrasnser
coboii Bomopoa, R” mpeactasnser coboii Gpermn, R® mpencrasmser codoit Bogopon, R% npeacrasnseT coboit meTam, R%®
npeacTaBIeT coboii Bogopox u R mpeactasnger coboif m30mpomnmm.

Cornacro ogHOMY BapHAHTY oCymecTBIcHHS (popmyasl VId Q mpeactasmsier coboit CHR® | R® mpeacrasmier
coboii Bomopoa, R® mpeactasnser coboii metni, R*° npeactasnget coboit Bonopoa, R7 npeacrasnseT coboit dernm, R?
HpeacTaBIgeT co0oi Boaopoa, R mpeacrasmseT coboit metnn, R* nmpencrasnger coboii Bogopoa u R' mpeacrasnser
co60it m3ompormL.

CormacHO aNPTEPHATHBHOMY BAPHAHTY OCYIIEGCTBICHHSA PACKPHITH coemmHeHHS (opmymsr Vie. CormacHo
JOTIOJTHUTCIbHOMY ATbTCPHATHBHOMY BAPHAHTY OCYILICCTBICHHUS HACTOSIICE M300PETCHHE OTHOCHTCS K NMPHMCHEHUIO
3((PEKTHBHOTO KOJIMYECTBA COCTMHEHHUA (PopMynsl Vie mmm ero (hapManeBTHUCCKH MPHEMIICMON COMM A JICUCHHS

unatexumm PHK-Bupyca y xo3smHa, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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NH,
3" N =
Rob py O % | Y
T
) P-0— q N RS0
R QR7
0,110
RC OR? ,
®opmyna Vle

rae:

Q, R’ R7, R R™ R*® R!’u R* onpenencHsl BhILIE.

CornacHo 0ZHOMy BapHaHTY oCymecTeaeHus hopmy el Vie R® mpeactasnser coboii Bogopo.

CornacHo 0ZHOMy BapHAHTY OCymecTBaeHud hopmy aer Vie R% npeacrasnser coboit MeTHIL

CornacHo 0IHOMy BapHAHTY OCymecTeaeHus hopmy aer Ve R¥ npeacrasnser coboit Bogopos.

CornacHo 0ZHOMy BapHAHTY ocymecTeaeHn (hopmy sl Vie R¥ npeactasnser coboii -NH,.

CornacHo 0JHOMY BAPHAHTY OCymecTBieHusa (popmynsl Vle Q mpeactasnger codoit CHR®, R3 mpencrasnser
coboii Bomopoa, R% npeacrasmnser coboit metun u R*® mpeactasnger co6oif Bogopoa.

CornacHO 0gHOMY BapHAHTY OCyHIeCTBICHIA (hopmy sl Vie Gocdopamuaar Haxoautcs B L-koH(purypaumm.

CornacHo 0gHOMY BapHAaHTY OCymeCTBICHIL (popmy sl Vie Gocdopamuaar Haxoautcs B D-KoH(pUTYypamm.

CornacHo 0JHOMY BapHAHTy OCymmecTieHHs (opmymsl Ve R” npeacrasnser coboit (ermn, R® npeacrasnser
coboii Bomopox, R mpeactasmser coGoit metmn, R™® mpeactasmser coboit Bogopox m R mpenctasnser coboit
m3ompor u pocopamug Haxogurcs B L-xou(urypaumm.

CornacHo 0QHOMY BapHaHTy oCyecTieHus (hopmymst Vie R” npeacrasmset coboi (ernmn, R® npeacrasnser
coboit Bomopon, R* mpeacrasmser coboit metmn, R* mpeactaemser coboit Bogopox m R mpeacrasmser coGoit
m3onpomit u (hochopamun HaxoauTcs B D-koH(pHTypaLpy.

CoracHo 0OJHOMY BapHaHTY ocymecTBiacHES (opmynsl Vie Q mpeactasseT coboit CHR®, R® mpeactasmiset
coboit Bogopoa, R mpeactasmnser coboit hermn, R® mpeacrasmaer coboit Bogopox, R* mpeactasiser coboit meTnn, R
npeacTaBIIeT coboit Bogopon u R mpeactasner coboit n30mpomnum.

CornacHo oJHOMY BAPHAHTY OCYIecTBIcHUs (hopmynsl Ve Q mpeactasnger coboit CHR®, R3 mpencrasnser
coboii Bomopoa, R® mpeactasnger coboit metmi, R*° npeactasnget coboit Bomopoa, R7 npeacrasnseT coboit dernm, R?
HpeacTaBIIeT co6oit Bogopoa, R% npeacrasmseT coboit metun, R* npencrasmger coboit Bogopoa u R mpeacrasnser
co60it m3ompormL.

CornacHO anbTCPHATHBHOMY BAPHAHTY OCYINECCTBICHMS PACKpPhITHL coexuueHus (opmyist VIf. CormacHo
JOTIOJTHUTCIbHOMY ATbTCPHATHBHOMY BAPHAHTY OCYILICCTBICHHUS HACTOSIICE M300PETCHHE OTHOCHTCS K NMPHMCHEHHUIO
3((PEKTHBHOTO KOJMYECTBA COeaMHEHHUS (popmyssl VIf mwmm ero (apMaueBTHUECKH TMPHEMIEMOH CONH A JICUCHIS

na(exumm PHK-Bupyca y x03s1Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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NH-
8 N N
rRin . O % | PR
T
) P-0— q N7 RS0
R QR7 .
o,R10 CH
R F ’
Dopmymna VI

rae:

Q, R’ R7, R R™ R*® R!’u R* onpenencHsl BhILIE.

CornacHo 0IHOMy BapHAHTY oCymecTeaeHH (hopmy ael VIL R? mpeactasmser co6oif Bogopo.

CornacHo 0IHOMy BapHAHTY OCymecTBaeHuA (hopmy aer VI R npencrasnset coboit MeTHI.

CornacHo 0ZHOMY BapHAHTY ocymecTeaeHns (hopmy sl VIf R¥ npencrasnget coboii Bogopoa.

CornacHo 0IHOMy BapHaHTy ocymecTeaenus hopmyaer VIf R¥ npeacrasnset co60it -NHo.

CornacHo 0OJHOMY BAPHAHTY OCymeCTBIeHHA (opmy sl VIF Q mpeactasnseT coboit CHR®, R3 mpeacrasnser
coboii Bomopoa, R% npeacrasmnser coboit metun u R*® mpeactasnger co6oif Bogopoa.

CormacHo omHOMY BapmaHTy ocymecTBieHH (Gopmy et VIf Gochopamunar Haxoantes B L-xor(uTypammm.

CornacHo ogHOMY BapHaHTy ocymecTsiacHs (popmy sl VIf pocdopamumar Haxoautcs B D-KoH(pHUTYpanmy.

CornacHo 0OJHOMY BApHAHTY OCYINECTBIcHHA (popmymsr VIf R7 mpeactapnset coboii (perrn, R® mpeactasnser
coboii Bomopox, R mpeactasmser coGoit metmn, R™® mpeactasmser coboit Bogopox m R mpenctasnser coboit
m3ompor u pocopamug Haxogurcs B L-xou(urypaumm.

CornacHo 0QHOMY BapHAHTY OCyIecTBacHuA (popmy st VIf R7 mpeactasnset coboii (permn, R® npeactasnser
coboit Bomopon, R* mpeacrasmser coboit metmn, R mpeactasnser coboit Bogopox m R mpeacrasnser co6oit
n3omnponut 1 Gpochopamua Haxoaurcs B D-koH(GHTYpanuy.

CoracHo 0JHOMY BapHAHTy ocymecTBickus (Gopmy el VIf Q mpeactasnser coboit CHR, R mpeacrasnser
coboit Bogopoa, R mpeactasmnser coboit hermn, R® mpeacrasmaer coboit Bogopox, R* mpeactasiser coboit meTnn, R
npeacTaBIIeT coboit Bogopon u R mpeactasner coboit n30mpomnum.

CornacHo oJHOMY BapHAHTY OCymecTBIeHud (opmy sl VIF Q mpeactasnseT coboit CHR®, R3 mpencrasnser
coboii Bomopoa, R® mpeactasnger coboit metmi, R*° npeactasnger coboit Bomopoa, R7 npeacrasnseT coboit dernm, R?
HpeacTaBIIeT co6oit Bogopoa, R% npeacrasmseT coboit metun, R* npencrasmger coboit Bogopoa u R mpeacrasnser
co60it m3ompormL.

@oc(op B m0O0H H3 HOPMYJI, ONMIICAHHBIX BHIIIE, MOKET OBITH XHUPATBHBIM F, TAKIM 00pPa30M, MOXKET OBITh
npeacTaBicH B Buae R wim S sHAaHTHOMEpA HIIH €70 CMECH, BKIIFOUAS PALEMHUICCKYH0 CMECh.

Heorparmumsaromue BAPHAHTHI OCY IIECTBIICHIS BIUTFOYAIOT B CE0:
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CornacHO OJHOMY BAPHAHTY OCYINCCTBICHMS MNPEACTABICHBI COCAMHCHMS, CHOCOOBI M KOMIIO3HIMH IS
JICUCHIS X031HHA, HHPHUPoBaHHOTO PHK-BHPYCOM, OMUCHIBACMBIM B HACTOSAMIEM JAOKYMCHTC, HAMPUMEP, OTIHIHBIM
ot Hepacivirus wm HCV. Hampumep, coeTMHEHIS B COOTBETCTBHH C HACTOSIINM H300PETEHIEM MOTYT OBITH BBEACHBI
B 3()()EKTHBHOM KOJHMYCCTBE OTACIBHO M B KOMOWMHALME C ApPyruM cpeactsoM mpotuB PHK-upyca st neueHms

I/IH(I)I/IIII/IPOB&HHOI"O X035MHA MIpPH HGO6X0,HI/IMOCTI/I 3toro. CormacHo HCKOTOPBIM BAPHUAHTAM OCYIICCTBJICHHSA TIOJIC3HO
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BBOJHTh KOMOMHAIIMIO JEKAPCTBEHHBIX CPEACTB, KOTOPHIC MOAYIHPYIOT TOT K& HJIH APYTOH IyTh, HIIH HHTHOHMPYIOT
APYTYIO LETb B BUpyce. IIOCKOIBKY PAcKpBIBAEMBbIE 2’ -3aMEIICHHBIE-N®-3aMEIICHHBIE MyPHHOBBIE Hy KIEOTH/IBI
SBILTIOTCS. MHTHOMTOPAME IIOJMMEPA3BI, MOKET OBITh NOJIE3HBIM BBEJCHHE COCIMHEHHS XO3SHHY B KOMOMHALMM C
HHTEONTOPOM TpoTeass! mwin HHruOuTopoM NSS5A. CoeauHEHNS B COOTBETCTBHH C HACTOSIINM H300PETCHHEM TAKKCE
MOTYT OBITH BBEACHBI B KOMOMHALMH CO CTPYKIYPHO OTJIMYHBIM HMHTHOMTOPOM IIOJIMMEPA3bl, TAKHM KakK IPYyroe
COCIMHCHNE, OTICHIBAEMOE B HACTOSIIEM JOKYMEHTC HJIM HHBIM 00pPa30M H3BECTHOC CIELHAINCTAM B JAHHOH 00JaCTH.
CoenuHEHHN B COOTBETCTBHH C HACTOSIINM H300PETCHHEM TAKOKE MOTYT OBITH BBEICHBI B KOMOMHALME C PHOABHPIHOM
H/MTH HHTEP(EPOHOM.

2’-3amemeHHbIe-N°-3aME IEHAEIC My PHHOBHIC HYKIECOTHAB B COOTBECTCTBAH C HACTOSIIMM H300PETCHHEM, KAK
TMPABHJIO, BBOAAT MEPOPAIBHO, HAMPHEMEP, B ()OPME MUTIOIH PLTH TAONECTKE, HO OHH MOTYT OBITH BBEACHBI APYTHM
Ty TCM, KOTOpLIfI J'IG‘-IaII.[I/Ii;I Bpav CHHUTACT IIGJ'IGC006pa3HI>IM, B TOM HHCJIC BHYTPHUBCHHBIM, YTPCCKOKHBIM, TTOJAKOKHBIM,

MCCTHBIM, NAPCHTCPAIBHBIM MM APY THM II0IX0JAIIUM ITy TEM.

IloapoGHOE ONHCAHNIE HACTOSNIETO H300peTeHIs

Hacrtosmee m300peTeHne, PACKPHIBAEMOE B HACTOSIIEM TOKYMEHTE, OTHOCHTCS K COCONHCHIIM, a TAKKE HX
TIPUMCHCHUAM, crmocodaM u KOMIIO3ULWAM, ONMHCBIBACMBIM B HACTOAIICM JOKYMCHTC, A JICUCHHUSA I/IH(l)GKIII/IfI HITH
BO3ACHCTBHS HA TMOAEH WIN OPYTOTO >KHBOTHOTO-X03amHAa PHK-Bupyca, wro BKiOuaeT BBEeAcHHE I((EKTHBHOTO
xommdecTBa coenuueHNT (Qopmyisl I, ¢opmymst I, dopmyner III, gopmynsr IV, gopmynsr V mwm Qopmymsr VI,
ONHCHIBAEMOTO B HACTOSIIEM JAOKYMEHTE, WM €ro (DapMALCBTHYCCKE HPHEMJICMOH CONMM MU TPOJIEKAPCTBA,
HeoOsA3aTeIbHO B (DapMaLeBTHUECKH IpueMyieMoM HocuTene. COeIHHEHIS, OMUCHBACMBIC B HACTOSIIEM JOKYMCHTE,
mubo obmagaroT akTuBHOCTHIO mpoTtmB PHK, mi6o merabonmmsmpyercs 10 COEIMHEHES, KOTOPOE IIPOSBIIACT TAaKyIO
akTuBHOCTH. COrNacHo HCKOTOPBIM BAPHAHTAM OCYIICCTBJICHUA CII0CO0 BKJIFOUACT BBCACHHUC COCOUHCHHUSA (l)OpMyJ'IbI I,
(opmy st 11, popmysr I, hopmy st IV, popmynsr V wmu Gopmy st VI wm ero hpapMaueBTHHECKE MPHEMICMOH COIH
UL JICUCHUST MH()DEKIHE BHPYCOM C OTHOHHTCBOM MOJI0KHUTEIBHO-CMBICTOBOH PHK, oTnmunsiM ot Hepacivirus mm
omtmyebiM 0T HCV, y Xo3simHAa mpu HEOOXOAMMOCTH 3TOTO, B TOM 4HCIE y 4ejoBekd. COINIaCHO albTCPHATHBHOMY
BAPHAHTY OCYIICCTBICHIM IMPEACTABICH CIIOCO0, KOTOPBIH BKIFOYAET BBEACHHE coeauHEHH (hopmy sl I, hopmyisr 11,
(opmy st 111, popmyst IV, dopmysr V wau hopmy st VI wiu ero GapMaueBTHHECKH MPHEMICMOH COTH IS JICUCHIS
HH()EKIMH BHPYCOM C OZHOHHTEBOH mMOnoxmTEembHO-cMBICTOBOH PHK m3 cemeiictBa Flaviviridae, B8 Tom umcne 0e3
OTPAHUYCHIS BHPYCOM JIMXOPAOKH ACHTE 2 M BHPYCOM >KEITOM THXOPAZKH, V XO3AHHA MPH HEOOXOIUMOCTH 3TOTO, B
TOM uymclae y denoBeka. COTNAacHO anbTEPHATHBHOMY BAPHAHTY OCYUICCTBICHHS IIPEACTABICH CIOCO0, KOTOPBIH
BKJTFOYAET BBeACHUE coequueHIs (hopmy st I, opmyst 11, gopmynst 111, dopmymst IV, Gopmymst V mwmm dopmyst VI
WK ero (PapMAanEBTHYECKH NMPHEMIEMOH COMH Ui JISUEHHS HH()EKIHH BHPYCOM C OJHOHHWTIEBOH OTPHIATEIBHO-
cmpicioBoit PHK y xo3smHa mpm HEOOXOOMMOCTH 3TOTO, B TOM YHCIE V 4enoBeka. COTIACHO ANbTEPHATHBHOMY
BAPUAHTY OCYIICCTBICHIS IPEACTABICH CIOCO0, KOTOPHIH BKIFOYAET BBEACHHE coeamHeHNS (hopmysl I, dopmymsr 11,
(opmy st 111, popmy st IV, popmymsr V wm opmy st VI wim ero GapManeBTHHECKH MPHEMIEMON COH IS JICUCHILS
na(exunm aByxanTeBoro PHK-Bupyca y xo3s1mHa npu HEOOXOIMMOCTH 3TOT0, B TOM HCJIE ¥ YEJIOBEKA.

COG,HI/IHGHI/IF[ ¥ KOMIIO3WIHHN TAKKC MOTYT OBITH HCIIOIb30 BAHEL I JICUCHHA COCTOAHHA, CBA3AHHOIO C
BosaeiicTermem PHK-Bupyca, nim Bo3HUKAromero B pe3yabrare Bo3geiicTeusa PHK-supyca. CorilacHo 0qHOMY BapHAHTY

OCYIICCTBICHUA COCAMHCHUS WM COCTABBI, KOTOPBIC BKIIHOIAIOT B cebs COCAMHCHUS, TAKKEC MOTYT OBITH HCIIOIB30BAHEI
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npouIAKTIYMECKH U1 TPEAYNPEXICHHS HIHM 3aMEIICHHS NPOTPECCHPOBAHUSA KJIHMHHYECKOTO 3a00JICBAHHUA Y
HMHIUBHIYYMOB, KOTOPHIE SIBILIFOTCS IOJOKUTEIBHBIMHE N0 anTHTeTy npoTHB PHK-Bupyca miu aHTHICHy .

B wacTHOCTH, BBIICHHIH, 4TO 5’-CTaOMWIN3HpOBaHHOE (OC(aTHOE NPONEKAPCTBO MM MPOH3BOAHOE 2°-
3aMEIEHHOTO-N®-METHI-2 ,6-THAMHHONY DHHOBOTO ~ HYKJICOTHAA, a TAKKE 2’ -3aMEIIECHHBIH-NC-1uMeTHI-2,6-
AVAMHHOTY PHHOBBI HyKICOTHA M APyTHe 2’-3aMeIeHHbIe-NC-3aMECIIEHHBIE My PHHOBBIC HYKJICOTHIBI, OMHCHIBACMBIE
HIDKE, SBJITIOTCS BRICOKOAKTHBHBIMHE mpotus PHK-Bupyca, Hampumep, ormm4HOro o1 Hepacivirus wim OTIHYIHOTO OT
HCV.

Ecmn He yKa3aHO WHOE, COCOMHCHIN, OIMCHIBACMBIC B HACTOAMEM JOKYMEHTE, NpPEACTaBIeHHI B [-D-
koH(purypauun. COrIacHO aTbTCPHATHBHOMY BAPHAHTY OCYMICCTBJICHHS COCIUHCHIS MOTYT OBITH MPEACTABICHHI B -L-
rxoH(puTYpanmn. [Tomo6HEIM 00paszoM, mro0as 3aMeIAmas TPyNna, KOTopas MPOSBIACT XHPAIBHOCTh, MOXKET OBITH
MPEACTABICHA B PALEMHYCCKOW, JYHAHTHOMEPHOH, AMACTEPEOMEpHOH (hopmMe mimm B KakoH-)mb0 mx cmecwm. Ecmm
(pocpopammgatroe, THO(HOCHOPAMIIATHOE WIH APYTOE CTAOIIIMZHPOBAHHOE (POC(OPHOE MPOJIECKAPCTBO, B KOTOPOM
(ochop MPOSBILET XMUPANBHOCTH, HCTOJIB3YIOT B BHAC R* CTaOmmM3HPOBAHHOTO (HOC(ATHOTO TPONEKAPCTBA, TO OHO
MOxkeT OBITh OOecmedeHo B Buae R mmm S xmpamsHOTO ()OC(OPHOTO TMPOM3BOJHOTO MM HX CMECH, B TOM HUHCIE
paueMuHecKoi cMecH. AMHHOKHCTOTA (pochopammaaTa uin THO (PocopaMuaaTa MOKET XapaKTepr30BaTeCcs D- wm L-
KOH()HTYpanueH WM HX CMECHIO, B TOM HWHCIIC PALEMHHECKOH cMechr0. Bce KOMOMHAIINHT TAKHX CTEPEOKOH()HTY DAL
BKJTFOYCHBI B HACTOAMICE M300PETEHIE, ONICHBAEMOE B HACTOAIIEM JOKYMECHTE.

Hacrosmee n300peTeHIE BKIFOUACT CICAYIONINE MPH3HAKI:

(a) coenqureHm hopmyi [-VI, onucriBaeMBIc B HACTOSALIEM AOKYMEHTE, H MX (DAPMAIEBTHYCCKH IPHEMIIEMBIC
COJHM M TPOJIEKAPCTBA IUI1 MPUMEHECHHS B JeueHHe mim mpoQriaktuke mHpexuun PHK-supyca u cormacHo omHOMY
BAPHAHTY OCYIIECTBICHIS BHPYCa, oTmyHOTO 0T Hepacivirus uim otneraaoro ot HCV;

(b) mpumenerne coenuneHuit popmy I-VI, a Tarxe ux (GapMaueBTHIECKH MPHEMIEMBIX COJICH 1 MPOJISKAPCTB
B M3TOTOBJICHHH MEIMLIMHCKOTO mpemapara ams nedeHus nHpexunu PHK-Bupyca u Bupyca, ormrasoro ot Hepacivirus
win omimyHoro ot HCV;

(c) cnoco® M3roTOBICHUA MEIUIMHCKOTO IpEnapara, IPEIHA3HAYCHHOTO UL TEPANeBTHIECKOTO MPUMEHECHUS
mpu neueHnn wHpexkumm PHK-pupyca, mHampumep, Bupyca oTiamuarOro OT Hepacivirus wim otmmasoro ot HCV,
XapPAKTEPH3Y IOIIMICSI TEM, YTO B M3TOTOBJICHHH HCHOJB3YIOT coeauueH (popmy I-VI, omucsiBacMbIe B HACTOSIIEM
JOKYMEHTE; H

(d) ¢apmanerTHHeCKHil COCTaB, coaepKammil d()HPEKTHBHOE IS JICUCHHS XO35SHHA KOJTHMYCCTBO COCIMHCHIIS
¢opmyn I[-VI wmm ero (papManeBTHUYECKH TPHEMICMONH CONMH MM MPOJICKAPCTBA BMECTE C (DapMALCBTHYCCKH
TPHEMIIEMBIM HOCHTENEM WM pa3OaBHTENeM A JeueHHs 3aboneBaHIy, BeI3BaHHOTO PHK-BHpycoM, OTIHYHEIM OT

Hepacivirus wmn ormraasm o1 HCV.

I. 2'-Jeoxcu-2'-3aMeImeHnbIe-2-M0(UIHPOBAHABIC-N®-3aMeIeHAbIe  TYPHHOBBIE HYKJICOTHILI TI0
HACTOANIEMY H300PETCHII0
AKTHBHBIE COCIMHECHHUS N0 HACTOSIIEMY H300PETEHHIIO M300paKEHBI, HAMPUMED, B (popMy e I, KOTOPBIE MOTYT

OBITE 00eCTICUIEHHI B UX (DaPMATEBTIMECKH MPHEMIIEMOH KOMIO3HIIHH, COJH FIJIH IIPOJICKAPCTBE:
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Oopmyna I
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Y mpeactaensger coboit NR'R?;

R! mpeacraemset co6oii Ci-Csankua (BKIFOUAS METH, ST, H-IPOMIJL, H30MPOIII, H-OyTHII, H300y THII, BTOP-
oyt Tpet-OyTEn u mentmwn), Ci-Csranorenankmn (sxmovas CHoF, CHoF, CFs, CH,CF3, CF,CHs u CF»2CF3), C-Cs
amkeHun, Cr-Cs amxunm, —(Co-Cramxum)(Cs-Csunknoankmn), —(Co-Cramxmmy(retepounki), —(Co-Cramkmm)(apm), —(Co-
Cramxum)(reTepoapu),

-OR», -C(OR*  (sxmowas —C(O)CHs, -C(O)CH,CH5-C(O)CH(CH3),, -C(O)OCH;, -C(O)OCHs,
-C(0)OC;H7, -C(O)OCsHy u -C(O)OCsHy), -C(S)RP mmm -SO,R?, kaapit B3 KOTOPBIX MOKET OBITH HEOOA3ATEIBHO
3aMEIICH;

R? npeacTasnseT co60it Boaopo, HeoOssatebHO 3amemerHbii Ci-Csakun (BKIH0Yas METH, STHI, H-IPOTIH,
H30TPOTIL, H-OyThiL, H300y TR, BTOP-Oy TR, TpeT-OyTHn M meHTna), C-Csranorenankun (Bkmouas CHF,, CHoF, CFs,
CH,CF3 " CF,CF5), HEO0053aTEIFHO 3aMEINCHHBIH
—(Co-Coranxmn)(Cs-Conuknoankmn), HeoOa3areapHo 3amemeHHBIH — —(Co-Coanxmmn)(rerepounki), HE0OA3aTECIHHO
samemennbii —(Co-Crankum)(apun), Heobs3aTensho 3amemennsiii —(Co-Coankmm)(rerepoapun), -C(O)RC (Bxmouas —
C(O)CHs, —-C(O)CH.CH3-C(O)CH(CHs)a,
-C(0)OCH3, -C(0)OC,Hs, -C(0)OC3H7, -C(O)OC4Hy u -C(0)OCsH, 1), -C(S)RP mmm -SO,R*; n

rze mo MeHbImeH Mepe omuH u3 R u R? npeactasnseT coboit metun, CH,F, CHF, umm CFs;

0
R __|':§ _ % —

I
R® mpencTasnser coboit Bogopon, R4 , au(ocdar, Tpudochar, HCOOI3ATETPHO 3aMECIUCHHY O
CBA3aHHY IO KapOOHMIOM aMuHOKHCIOTY HH -C(O)R3C;

R3* wmoxer Obrte BRIOpaH u3 O, OH, -O-HeoOs3aTembHO 3aMEIIEHHOTO apmaa, —O-Heo0A3aTeNTBHO
3aMEIICHHOTO TETEPOAPHIIA HJIM HEOON3ATEIHHO 3AMEINEHHOTO TETCPOLIMKIIIIIA;

R® moxer OwTh BRIOpaH 3 O°, OH, HeoOs3aTeIbHO 3aMEIICHHOH N-CBA3aHHOM AMHHOKHCIOTHI HIIH
HE00A3aTeIbHO 3aMEMEHHOTO N-CBSI3aHHOTO CJIOKHOTO 3(DHpa aAMHHOKICIIOTHI,

R3¢ mpenctaesmser coboit amkun, amkenun, ankeHEI, -(Co-Co)(umkmoankum), -(Co-Co)(reteponmnkio), -(Co-
Cy(apunm), -(Co-Co)(retrepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(mmxmoankum), -O-(Co-
Cy)(rerepoumnkio), -O-(Co-Co)(apmm) mwm -O-(Co-Co)(TeTepoapiun), Ka>KIplil B3 KOTOPHIX MOKET OBITH HEOOS3aTEIBHO
3aMEIICH;

R* mpencraenaser coGoit momoQochar, audocdar, Tpudocdar wmIm CcTabHIH3HpoBaHHOE (ochaTHOE
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IPOJIEKAPCTBO, B TOM 4HCiIe Oe3 orpammucHms (hocopamuzar, THopochopaMuaaT mm JEo00H Apyroit (parMeHt,
KOTOpHI MeTabonm3upoBan B MOHO(ochat, audochar wm Tpudochar in vivo B X03IUHE-UCTIOBEKE WM KHBOTHOM,
WK

R3 u R* BMeCTE ¢ aTOMaMy KHCIOPOJa, C KOTOPHIMH OHH CBSI3AHBI, MOTYT 00PA30BBIBATH 3,5 -LUKIMYECKOE
MPOJIEKAPCTBO, BKIFOUAs B ce0s Oe3 orpanrdeHus 3°,5  -nuknmaeckoe (ochaTHOe mPoIeKapcTBO;

R™ npeactasmset coboit Bomopoa, CHs, CH,F, CHF,, CF; win 3THHET, B

RB mpeacTasaser coboit Bogopo, (rop, xnop, 6pom, N3, NHz, CN mmm OR?;

npueM ecnu R mpeactasiieT coboit metui, RY mpeacrasmaer coboit 6pom, xaop, N3, NH,, CN mm OR3.

CrabuwmsupoBanHoe (POC(aTHOE MPOICKAPCTBO MPEACTABIACT CO00# OO0 (PparMEHT, KOTOPBIH MOMKET
JOCTABIITH MOHO-, M- FIIH TPH(oC()aT.

CornacHo ansTEPHATHBHOMY BAPHAHTY OCYINECTBICHHMs MO MeHbImeH mepe oame m3 R! m R? mpeacrasmser
COOOH IFKJIOPOTIILL.

CornacHo ansTEPHATHBHOMY BAPHAHTY OCYINECTBICHMS MO MEHbImeH mepe oame m3 R! m R” mpeacrasnsert
c000# IMKJIONEHTHIL.

CorjacHo ApPyroMy BAapHAHTY OCYIUECTBICHHS HACTOSMICE H300PETCHHE OTHOCHTCSH K IPHMCHCHHIO
3((PEKTHBHOTO KOJIMYECTBA COCAMHEHUSA (opmynsl la wim ero (papMaueBTHUECKH MPUEMIIEMON COMH IJI1 JICUCHIHS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.

Y
ap
RYO— ¢ N N’)\MH2
CH;
R3O QRS ’
Dopmya la

rae:

Y, R® u R* onpeencHbI BhIIE.

CormacHo JOpyroMy BapHAaHTY OCYIIECTBICHHSI HACTOSINEE M300PETEHHE OTHOCHICA K TPHMECHCHHIO
3((PEKTHBHOTO KOJIMYECTBA COCTUMHCHUS (popmyisl Ib mam ero (papMaLEBTHYECKH MPHEMIIEMO¥ COMM ISl JICUCHIS

napexum PHK-Bupyca y xo3s11Ha, BKIIOUAS HeJI0BEKA, IPH HEOOXOAUMOCTH 3TOTO.

Y
M TN
¢ f

——H
—
R F ’
Dopmyna Ib

rac:
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Y, R® u R* onpepencHst BhIIE.
CoriacHo aTpTEPHATHBHOMY BAPHAHTY OCYINECTBJICHMSA HACTOSINECE M300PETEHHE OTHOCHTCS K NMPUMEHECHHUIO
3((PEKTHBHOTO KOJIHMYECTBA coeAMHEHUSA (popMmynsl Ib’ mam ero (papManeBTUHECKH HMPUEMJIEMOM COJM AT JICUCHHS

na(pexuur PHK-Bupyca y X03s1Ha, BKIFOYAs YETIOBEKA, TP HEOOXO0IMMOCTH ITOTO.

),

N4
N "-HN
e
0 N N’)\NHQ

RO
——H
==
R3O F ’
Popmya Ib’

Tae:
R? R* R®, m u p onpeaeIeHBI BHILIE.
CornacHO apyroMy BapHAHTY OCYIIGCTBICHHS HACTOSINEE H300PETEHHE OTHOCHTCS K MPHUMEHEHHIO
3((PEKTHBHOTO KOJIMYECTBA COCAMHEHHUA (hopMmynsl Ic wim ero (papMaueBTHYECKH MPUEMIIEMOH COMH IJI1 JICUCHHS

natexumm PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, TPH HEOOXOAUMOCTH 3TOTO.

R3O F
$opmyna Ic
Tae:
Y, R® u R* onpeencubr BHIIE,
CormacHO OpyroMy BapHAaHTY OCYIIECTBICHHS HACTOSIIEE M300PETCHIE OTHOCHICA K TPHMEHEHHIO
3((PEKTHBHOTO KOJIMYECTBA COCTMHCHHUSA (opmyisl Id mam ero (papMaLEBTHYECKH MPHEMIIEMOI COMH M1 JICUCHIS

napexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HJI0BEKA, TPH HEOOXOAUMOCTH 3TOTO.

Y
N e

¢
N )\NH)

F

|
RIO— N

RA0
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Dopmyna Id
rae:
Y. R® u R* onpeenens! BhIme.
CornacHO anbTEPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOSIICE M300PETCHHE OTHOCHTCS K IPHUMCHCHHMIO
3((PeKTHBHOTO KOJIYECTBA CoeauHEHH (hopmysbl le mwim ero (h)apMaueBTHUECKH MPHEMIICMOH COJH I JICUCHHS

na(pexuny PHK-Bupyca y X03sH1Ha, BKIFOYAs YETIOBEKA, IPH HEOOXO0IMMOCTH 3TOTO.

Y
M SN
¢ f

CH»
RQ F
Qopmyna le
rae:
Y, R® u R* onpenencust BIIE,
CornacHo APYTOMYy BAPHAHTY OCYIICCTBJICHHS HACTOSIIEGE WM300PETCHHE OTHOCHTCS K MPUMCHCHHEO

3((PEeKTHBHOTO KOJIMYECTBA coeamHEeHMs (opmynsl Il miam ero (hapMaleBTHUECKH TPHEMIEMOH COMM Il JICUCHIS

natexumm PHK-Bupyca y xo3smHa, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.

Y

N N
o
e
RYWO—, <N N A R22
R12
RSD R 13
®opmya Il

rae:
Y, R’, R, R"?, RB u R?? onpeecHbI BHILIE.
CornacHo ApYroMy BAPHAHTY OCYIIECTBICHHS HACTOAMEE M300PETCHHE OTHOCHTCS K IPHMEHEHHIO

3((EKTHBHOTO KOIYIECTBA COeAMHEHM (popmyisl Ila mim ero (hapMaLEBTHHUECKH HMPHEMIIEMOM COJM AJIS JICUCHIS

napexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKA, IPH HEOOXOAUMOCTH 3TOTO.

Y
N "HN
¢

RIO— o N N'A\REZ
CH,

R0 OR?
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®opmyna Ila
rae:
Y. R®, R* u R*? onpe e ie HBI BhILLE,
CornacHO ApyroMy BAapHAHTY OCYINGCTBICHHS HACTOSMICE H300PETCHHE OTHOCHICS K IPHMCHCHHIO
3((PeKkTHBHOTO KOH4eCTBA CoeauHEHHs (popmyisl 1Ib wmm ero (papManeBTHUYECKH MPHEMICMOH COMH I JICUCHHS

na(pexuny PHK-Bupyca y X03sH1Ha, BKIFOYAs YETIOBEKA, IPH HEOOXO0IMMOCTH 3TOTO.

RO— o NT™N

RO F
@Dopmyna ITb
Tae:
Y, R?, R* u R?? onpeaeIe HBI BHIIIE.
CoriacHO ambTEPHATHBHOMY BAPHAHTY OCYMICCTBICHMS HACTOSMICE M300PETCHHE OTHOCHTCS K MPHMEHEHIIO
3((PeKTHBHOTO KOJM4ECTBA coeamHeHH (hopmymsl IIb’ mmm ero (hapManeBTHUECKH MPUEMJIEMOH COJIH AJIS JICUCHI

natexumm PHK-Bupyca y xo3smHa, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.

),

N
N
«Nf)’i
RYO— N7 R

i H
"
R3O F
Dopmyna IIb’
rae:
R? R* R?, R, m u p onpeaecHEI BHILIE.
CornacHo ApYroMy BApPHAHTY OCYIIECTBIECHHS HACTOAIEE M300PETEHHE OTHOCHTCA K NPHMEHEHHIO

3((PEKTHBHOTO KOIIECTBA COoeAMHEHM (popmysl IIc mnm ero (hapMaLEBTHHUECKH HPHEMIIEMOM CONM OIS JICUCHHS

naexunm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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Y
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T
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R0 F
®opmyna Ilc
rae:
Y, R’, R* u R?? onpeaeIe HBI BHIIIE.
CorjacHO OpyroMy BapHAHTY OCYIICCTBICHHS HACTOSINEE H300PETCHHE OTHOCHUTCS K IPHUMCHEHHEO
3((PEKTHBHOTO KOIHIECTBA cocAmHECHUS (hopmymsl IId rm ero (papManeBTHHECKH HMPUEMIICMOM CONH IS JICUCHIS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKA, TPH HEOOXOAUMOCTH 3TOTO.
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RIO— o N N’J\REZ
F
R*0
®opmyna I1d,

rae:
Y. R®, R* u R*? onpe /e ie HBI BBILLE.
CornacHO anbTEPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOSIICE M300PETCHHE OTHOCHTCS K IPHMCHCHHIO
3 dexkTHBHOTO KOJIMecTBa coenmucHUs (popmymsr Ile mam ero (papMaueBTHUCCKH NMPHEMICMOH CONH I JCUCHHS

mH(pexunn PHK-pupyca y X03s1Ha, BKIIIOUAS YCIO0BEKA, MPH HEOOXOIMMOCTH 3TOTO.

®Qopmyna Ile
Tae:
Y, R?, R* u R?? onpeae e HBI BHIIIE.
CornacHO apyroMy BapHAHTY OCYIIGCTBICHHS HACTOSINEE H300PETEHHE OTHOCHTCS K IPHUMEHEHHIO
3(PEeKTHBHOTO KOmIieCcTBA coeaumHEHHs (popmynsl Il mnm ero (papManeBTHUECKM TMPHEMIEMOH COJH TS JICUCHHS

natexumm PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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2 R'SD R13
Gopmyna II1

rae nepemennbie Y, R3, R7, R R R® R!°, R!> u R" onmcansl B HACTOSAIMEM H300PETEHHL.
CorjacHoO OpyroMy BApHAHTY OCYLICCTBICHHS HACTOSINEE W300PETCHHE OTHOCHTCS K IPUMCHEHHEO
3(PEeKTHBHOTO KOJIM4ECTBA coeauHeHuUs (popmyisr I1la wim ero (hapMaueBTHYECKH MPHEMIICMOM COJIM IS JICUCHHS

naexumm PHK-Bupyca y xo3s11Ha, BKIIOUAS HeJI0BEKA, TPH HEOOXOAUMOCTH 3TOTO.

Y
| flaﬁ N RN
]I:u N‘a”
]\T DR”V{H
CO,R10 o
R0 OR?
®opmyna Illa

rae nepemennbie Y, R3, R7, R8, R R* u R'® onmcansl B HACTOSIEM H300PETCHEH.
CornacHO JpyroMy BapHAHTY OCYLIGCTBICHHS HACTOSINEE H300PETCHHE OTHOCHTCS K IPUMEHEHHIO
3¢ PeKTHBHOTO KOJM4eCTBa coeauHeHus (hopmyrsl IIIb mmm ero (papManeBTHHYECKH HMPUEMJIEMOHN COJIH AJIS JICUCHI

na(pexuuy PHK-Bupyca y X03su1Ha, BKIFOYAs YETIOBEKA, IPH HGO6XOILI/IMOCTI/I 3TOrO.

HE
R® N_§ ,L
NI,
Ha
ol W
CO,RM
RO F
Dopmyma IIIb

rae nepemernsie Y, R3, R7, R® R%, R* u R’ onmcans: B HACTOSmEM H300PETCHHUEL
CoriacHO ambTEPHATHBHOMY BAPHAHTY OCYHICCTBICHMS HACTOSMICE M300PETCHHE OTHOCHUTCS K MPHMEHCHIIO
3(PeKTHBHOTO KOJI4eCcTBA coeauHeHus (hopmymsl IIIb’ rm ero (papManeBTHHUECKN MPUEMIEMOM COMH I JICUCHHS

natexunm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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@opmyna IIb’
rae nepemennbie Y, R3, R7, R R R® R!° R m u p onucansl B HACTOSIIEM H300PETEHHHL.
CoriacHO OpyroMy BApHAHTY OCYIICCTBICHHS HACTOSINEE W300PETCHHE OTHOCHUTCS K IPHUMCHEHHEO
3((PEeKTHBHOTO KOMM4ECTBA coeauHeHUs (popmyist Illc wim ero (hapMaueBTHYECKH MPHEMICMOM COJIM A JICUCHHS

napexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, TPH HEOOXOAUMOCTH 3TOTO.

Y
18 N | TN
=CL N, %
~Pe0— 5 N'A\NHQ

Rga ('l] R?
CO,R10
R* F
Dopmyna Illc
rae nepemernsie R3, R7, R® R%, R 1 R'® omucansl B HACTOSIIEM H300PETCHHHE.
CornacHO ApPyroMy BAapHAHTY OCYIIGCTBICHHS HACTOSMICE H300PETCHHE OTHOCHICS K IPHMCHCHHIO
apdekxruBHOrO KomuecTBa coeaumueHus (opmynsl IIId mnm ero (apmaneBTHYECKH MPHEMICMOH COMH AJS JICUCHES

napexumy PHK-Bupyca y X03smHa, BKIIOUAS YSIOBEKA, TPH HEOOXOAUMOCTH JTOTO.
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RQB GR7
|
RO
@Dopmyma IId
rae nepemennbie Y, R3, R7, R8, R R u R'® onmcansl B HACTOSIEM H300PETCHEH.
CornacHO OpyroMy BapHAHTY OCYIICCTBICHHS HACTOSINEE H300PETCHHE OTHOCHTCS K IPHUMEHEHHIO
3((PEeKTHBHOTO KOJIM4ECTBA coeauHeHU (popmyrst Ille wim ero (hapMaueBTHYECKH MPHEMIICMOM COJIM A JICUCHHS

natexunm PHK-Bupyca y xo3s1Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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Rga d R?

CO,R d
RO T

CHy

Dopmyna Ille
rae nepemernbie Y, R3, R7, R8, R R u R'® onmcansl B HACTOSIMEM H300PETCHEH.
CorjacHO OpyroMy BApHAHTY OCYLICCTBICHHS HACTOSINEE W300PETCHHE OTHOCHUTCS K IPUMCHEHHEO
3((PEKTHBHOTO KOMIYIECTBA COeAMHEHHS (popmynsr [V mmm ero (hapManeBTHYECKH MPHEMIIEMOHW COJM IS JICUCHIS

naexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKA, IPH HEOOXOAUMOCTH 3TOTO.

Y
38 Ny
iy O % | A
P g NTR22

Rga dR?
CO,RM

Dopmyna IV
rae nepemennbie Y, R3, R7, R8, R R R’ R!?2, R!* u R? onmcaHbl B HACTOSIIEM H300PETEHHH.
CornacHO JpyroMy BapHAHTY OCYLIGCTBJICHHS HACTOSINEE H300PETEHHE OTHOCHTCS K IPUMEHEHHIO
3((PEKTHBHOTO KOJMYECTBA coeauHEHHs (hopMmyrsl IVa mmm ero (papManeBTHHECKM HMPUEMJIEMOHN COJIH AJIA JICUCHI

na(pexuny PHK-Bupyca y X03s1Ha, BKIFOYAs YETIOBEKA, P HEOOXOIMMOCTH JTOTO.
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®opmymna IVa

rae nepemennbie Y, R3, R7, R8, R R%® R!® i R?? onucanbl B HACTOSAIIEM H300PETEHHH.
CornacHO IpyroMy BapHAHTY OCYIICCTBICHHS HACTOSIIEE W300PETCHHE OTHOCHUTCS K IPHUMEHEHHEO
3((PEKTHBHOTO KOJMHECTBA COeAMHEHI (popmy el [Vb mmm ero (papManeBTHHUECKE MPHEMIICMON COJIH AJIS JICUCHHS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOANMOCTH 3TOTO.



35

RB N RN

RQD
:}( HZE
OR“'
o

H'1 ]
RID F
Dopmyna IVb
rae nepemennbie Y, R3, R7, R8, R R%® R!Y i R?? onucanbl B HACTOSAIIEM H300PETEHHH.
CorjacHoO ambTEPHATHBHOMY BAPHAHTY OCYHICCTBJICHMS HACTOSMICE M300PETCHHE OTHOCHUTCS K MPHMEHCHIIO
3((PEKTHBHOTO KOJTMYECTBA COCOMHEHIS (hopmysl IVD® mwmm ero (papMaueBTHUECKH HMPHUEMICMON COMH OISl JICUCHIS

naexumm PHK-Bupyca y xo3s11Ha, BKIIOUAS HeJI0BEKA, TPH HEOOXOAUMOCTH 3TOTO.

),

RO

RQE OR?
CO,R19
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—

R3O F
®opmyma IV’
3 R7 R8 R% R% RI0 R2 R6O
rae nepemeHEbIe R, R/, R®, R™ R, R, R**, R%, m u p onucausl B HACTOSIIEM H300PETCHIH.
CormacHo JOpyroMy BapHAaHTY OCYINECTBICHUS HACTONINGE H300PETCHHE OTHOCHTCA K IPHMCHCHHIO

3 ekTuBHOTO KOIHUECTBA coeaumHeHms (hopmynsl IVe mam ero (papMauneBTHUECKH MPHEMICMOH COMH A JICUCHIS

napexum PHK-Bupyca y x03smHa, BKIIOUAS YSJI0OBEKA, TPH HEOOXOAUMOCTH TOTO.

Y
HB N RN

RQD
]\T HEE
B
DR“’
CO,R10
RID F

®opmyna IVe
rae nepemennbie Y, R3, R7, R8, R R% R!® 1 R?? onucanbl B HACTOSAIIEM H300PETEHHH.
CornacHO OpyroMy BapHAHTY OCYIICCTBICHHS HACTOSIIEE W300PETCHHE OTHOCHTCS K IPHUMEHEHHIO
3((PEKTHBHOTO KOJMHECTBA coeAmHEHI (popmy el [Vd mmm ero (papManeBTHHUECKH MPHEMIIEMON COJIH I JICUCHHS

natexumm PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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Dopmyma IVd
rae nepemennbie Y, R3, R7, R8, R R R! i R?? onucanbl B HACTOSAIIEM H300PETEHHH.
CornacHo ApYroMy BAPHAHTY OCYIIECTBICHHS HACTOAMEE H300PETCHHE OTHOCHTCA K IPHMEHEHHIO

3((PEKTHBHOTO KOJMYECTBA COCOMHEHH (hopMymsl [Ve miam ero (papManeBTHUECKE MPUEMJIEMOHN COJIH IS JICUCHHS

naexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKA, IPH HEOOXOAUMOCTH 3TOTO.
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®opmyna IVe

rae nepemennbie Y, R3, R7, R8, R R*®, R!® 1 R?? onucanbl B HACTOSAIIEM M300PETEHHH.
CornacHO JpyroMy BapHAHTY OCYLIGCTBJICHHS HACTOSINEE H300PETEHHE OTHOCHTCS K IPUMEHEHHIO
3((PEKTHBHOTO KOJIMYECTBA COCAUMHECHHSA (POopMysnbl V Ium €ro (hapMaueBTHHYECKM NMPHEMIEMOM COMM U JICUCHHS

na(pexuny PHK-Bupyca y X03s1Ha, BKIFOYAs YETIOBEKA, P HEOOXOIMMOCTH JTOTO.
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Qopmyna V
rie:
R3? R* R R% R% m Q onpeaencHsI BHILIE.
COornacHoO anbTEPHATHBHOMY BAPHAHTY OCYIIECTBICHHSA HACTOSINEE H300PETCHHE OTHOCHTCS K IPHMEHEHHIO

3((PEKTHBHOTO KOJIMYECTBA COCAWHECHHS (POpMYNBI V UM €10 (HapMALECBTHUCCKH TPHEMIEMON COMH UL JICUCHHS

naexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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NI,
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CH,
R3Q OR?
®opmyna Va
rae:
R R* R* u Q onpeaeeHsI BHIIE.
CornacHoO anmbTCPHATHBHOMY BAPHAHTY OCYIICCTBICHHS HACTOSIICC M300PCTCHHE OTHOCHTCS K TPHMCHCHHEO

3((PEKTHBHOTO KOJIHIECTBA COCAMHCHUS (JOpMyIHl Vb wm €ro (papMaUCBTHUECCKH MPHEMIICMOH COMH IS JICUCHIS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKA, TPH HEOOXOAUMOCTH 3TOTO.
MNH,
N N

rae:
R3, R*, R* u Q onpeseeHbI BhILE.
CornacHO anbTEPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOSIICE M300PETCHHE OTHOCHTCS K IPHUMCHCHHIO
3((PEeKTHBHOTO KOJIHMYECTBA COCAMHEHHS (POPMYJBI VC WIH €ro (PapManeBTHYECKH IPHEMICMOH CONH IJIA JICUCHHS

napexumy PHK-Bupyca y X03smHa, BKIIOUAS YSIOBEKA, TPH HEOOXOAUMOCTH JTOTO.
NH,
N N

R3Q F
Dopmyna Ve
Tae:
R R* R¥ m Q onpeaeeHs! BHIIE.
CoriacHO ambTEPHATHBHOMY BAPHAHTY OCYMICCTBICHMS HACTOSMICE M300PETCHHE OTHOCHUTCS K MPHMEHEHIIO
3((PEKTHBHOTO KOIHIECTBA COeAMHEHUS (hopMmymbl Vd mmm ero (papMaueBTHUECCKH MPUEMIIEMOH CONH IS JICUCHHS

unrtexumm PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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Dopmyna Vd

rae:
R R* R* u Q onpeaeeHsI BHIIE.
CorjacHO ambTEPHATHBHOMY BAPHAHTY OCYHICCTBICHMS HACTOSMICE M300PETCHHE OTHOCHUTCS K MPHMEHCHIIO
3((PEKTHBHOTO KOJIHIECTBA COCAMHECHUSA (JOPMYIBI V€ PUIH €r0 (DapMALCBTHUECKH MPUEMIICMOM CONH IS JICUCHIS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKA, TPH HEOOXOAUMOCTH 3TOTO.
MNH,
N N

R3Q OR?
Qopmyna Ve
rae:
R3, R*, R* u Q onpeseeHbI BhILE.
CornacHO anbTEPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOSIICE M300PETCHHE OTHOCHTCS K IPHUMCHCHHIO
3¢ dexTHBHOTO KONIMecTBa coexmHeHus (opmymsr VI mnm ero (hapManeBTHUECKH MPHEMIIEMOH CONH IJI JICUCHHS

napexumy PHK-Bupyca y X03smHa, BKIIOUAS YSIOBEKA, TPH HEOOXOAUMOCTH JTOTO.
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R3O F
Dopmyma VE

Tae:

R R* R¥ m Q onpeaeeHs! BHIIE.

CoriacHO ambTEPHATHBHOMY BAPHAHTY OCYMICCTBICHMS HACTOSMICE M300PETCHNE OTHOCHTCS K TPHMEHEHIIO
3((PEKTHBHOTO KOMITIECTBA COeAMHEHHS (popmynsl VI mam ero (papMaueBTHUYECKH MPHEMIICMOM COJNH IS JICUCHHS

unrtexumm PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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®opmyma VI

rae:

R3 R7,R8 R% R%® R!° R* R® u R® u Q onpeaeneHsI BHIIE.

CorjacHO ambTEPHATHBHOMY BAPHAHTY OCYHICCTBICHMS HACTOSMICE M300PETCHHE OTHOCHUTCS K MPHMEHCHIIO
3((PEKTHBHOTO KOJMYECTBA COSOMHEHHA (hopMyasl VIa mim ero (papManeBTHUECKH MPHUEMJIEMOH COJIH AJIS JICUCHIS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKA, TPH HEOOXOAUMOCTH 3TOTO.
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R*Q OR?
®opmyna Via

rae:
R3, R7, R%, R R%®, R R u Q ompeae/cHbI BHILIE,
CoriacHO aTpTEPHATHBHOMY BAPHAHTY OCYINECTBICHHSA HACTOSNINECE H300PETCHHE OTHOCHTCS K IMPUMCHCHHUIO
3((PeKTHBHOTO KONMHHEeCTBA CoeamHeHN (opMyssl VIb mmm ero (papManeBTHHECKH MPHEMICMOM CONH I JTCUCHHS

napexumy PHK-Bupyca y X03smHa, BKIIOUAS YSIOBEKA, TPH HEOOXOAUMOCTH JTOTO.
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Dopmyna VIb

Tae:

R3 R7,R8 R R%® R!° R* u Q onpeaeneHBI BHIIIE.

CoriacHO ambTEPHATHBHOMY BAPHAHTY OCYMICCTBICHMS HACTOSMICE M300PETCHHE OTHOCHUTCS K MPHMEHEHIIO
3((PEKTHBHOTO KOJMYECTBA COEOMHEHHA (hopMynsl VIC mam ero (papManeBTHUECKH HMPUEMJIEMOH COJIH AJIS JICUCHIS

unrtexumm PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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®opmyna Vic
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R3 R7,R% R R*® R!° R* u Q onpeaeneHsI BhIIIE.
CormacHO aJpTCPHATHBHOMY BAPHAHTY OCYINCCTBICHHA HACTOSNINCE M300PCTCHHE OTHOCHTCS K MPUMCHCHHIO
3(PEKTHBHOTO KOJMYECTBA coeAmHEHI (popmy el VId mmm ero (papManeBTHUECKH MPHUEMIICMON COJIH IS JICUCHHS

natexumm PHK-Bupyca y xo3s11Ha, BKIFOUAS HeJI0BEKA, TPH HEOOXOAUMOCTH 3TOTO.

NH,

R® N | T

oy O 4
R N““'F'*—D (N N&J\RE'”
RQE l::'jR'l.r .
CO,R1M
2 R3O |
®opmymna VId

rae:
R3, R7, R%, R R%®, R R u Q ompeae/cHbI BHILIE,
CornacHO anbTEPHATHBHOMY BAPHAHTY OCYINCCTBICHMS HACTOSIICE M300PETCHHE OTHOCHTCS K IPHUMCHCHHIO
3 ekxTuBHOTO KOHUeCTBA coeaumHeHus (opmynsl VIe miam ero (papMauneBTHUECCKH IMPHEMICMOH COMH AJS JICUCHHS

napexumy PHK-Bupyca y X03smHa, BKIIOUAS YSIOBEKA, TPH HEOOXOAUMOCTH JTOTO.

NH,
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Rob p O % /J\
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) P-0— q N R
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0,119
R*C OR?
®opmyna Ve

Tae:
R3 R7,R8 R R%® R!° R* u Q onpeaeneHBI BHIIIE.
CoriacHO ambTEPHATHBHOMY BAPHAHTY OCYMICCTBICHMS HACTOSMICE M300PETCHNE OTHOCHTCS K TMPHMEHEHIIO
3((PEKTHBHOTO KOJMYECTBA COeaMHEHHA (popmyssl VIf mmm ero (apMaueBTHUYECKH TPHEMIEMOH CONH A JICUCHIS

unrtexumm PHK-Bupyca y xo3s1Ha, BKIFOUAs HeJI0BEKa, IPH HEOOXOAUMOCTH 3TOTO.
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Dopmymna VI

rae:

R3 R7,R% R R*® R!° R* u Q onpeaeneHsI BhIIIE.

CorIacHO THIIYHOMY BAPHAHTY OCYINECTBICHHS COCTMHEHHE MPEACTaBILIET Co00i B-D m30Mep cO CCHUIKOH
HA COOTBETCTBYIOINWI HYKJICO3UI (T. €., B KOH()HUTYpALNH MPHPOIHOTO MPOUCXOkACHHU). COTIACHO ambTCPHATHBHOM
KOH()HTYpaLiy COeINMHEHNE MPEACTaBIcHO B Buae B-L m3omepa. Kak mpasmio, coeqmHeHne mo MeHbIIeH Mepe Ha 90%
CBOOOJHO OT MPOTHBOTIOJIOKHOTO SHAHTHOMEPA M MO>KET OBITH IO MEHbIIEH Mepe Ha 95%, 96%, 97%, 98%, 99% wmn
naxe 100% cBOOOIHO OT MPOTHBOTOIOKHOTO SHAHTHOMEPA. ECIM HE OMICAHO MHOE, COCOMHEHUE OBITh MO0 MEHBINCH
Mepe Ha 90% cBOOOIHO OT MPOTHBOTIOJIOKHOTO SHAHTHOMEPA.

Merabosmsm B-D-2’-1e30ken-2’-o-@prop-2°-f-C-3amenmeHnpIx-No-3aMeImeHHbIX-2,6-IHAMAHOITY PHHOBBIX
HYKJICOTH/I0B

Metabommsm  Qochopamumara  B-D-2°-me30kcu-2"-g-(rop-2° -B-3THHIN-NC-METHI-2, 6~ AMAMEHOTY PHHOBOTO
HYKI€O3HAd BKMOYAeT B ceba oOpasoBamme 5 -mMoHO(oc(ata ® mocneayromuil amaGommsm NO-meTmn-2,6-
JUAMHHOIY PHHOBOTO OCHOBAaHHU:A C oOpasopaumueM [-D-2’-me3okcu-2’-a-(h10p-2’ -B-3THHIITY AHHHOBOTO HYKJICO3HIA B
Buae 5’-moHo(ocara. 3atem MoHOo(ochar manee aHaOOIM3HPYETICA OO AKTHBHOTO COCOMHEHHA - 5 -TpH(ocara.
Mertabommaeckuit My Th I (ochopamugara B-D-2’-ne30kcu-2"-a-(rop-2’ -B-3THHII-N-METH-2,6-
JMaMHHOTILY PHHOBOTO HYKJICO3HA MOKA3aH HA cXeMme 1.

MeTtabommsm  B-D-2°-ae30kcu-2’ -0-(hTOp-2 " -B-3THHMI-N®-1uME TH -2, 6~ AMAMUHOMYPHHOBOTO  Hy KJICOTHIA
BKTIOUACT B cebs u  obpasosamme Tpmochara  P-D-2’-me3oxcu-2’-a-(hrop-2’-P-3reHua-NC-mumeTrI-2,6-
JHAMHHOTLY PHHOBOTO HYKJICO3HA, ¥ 00Pa30BAHIE COOTBETCTBYOMETO TprochaTa ryaHHHOBOTO HYKJIe03uaa. JlaHHbIC

META0O0IIECKIE Ty TH MOKA3AHBI HA CXeMax 2 M 3 HIDKE.
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Cxema 3

Crabmmsnposanasie GochaTHRIC NPOICKAPCTBA

Crabnm3upoBaHHbIE (POC(ATHRIC MPOTICKAPCTBA ABILIIOTCS (DparMEHTAMH, KOTOPHIE MOTYT JOCTABIITH MOHO-

au- win Tpudocdar n vivo. Hampumep, y McGuigan packpsitsl ochopamunarsl 8 marerTax CIIIA NeNe 8933053
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8759318; 8658616; 8263575; 8119779; 7951787 m 7115590. ¥V Alios packpsiTs THO (hochopamuarsl B marerTax CIIA
NeNe 8895723 u 8871737, BKIIOUCHHBIX B HACTOANIMH JOKYMEHT HMOCPEACTBOM CCBUIKHM. Y AlioS Tarxske PacKPHITHI
nukaryeckue Hykieotuasl B mateHte CIITA Ne 8772474, BKIFOUEHHOM B HACTOSIIMIT JOKYMEHT IOCPEACTBOM CCHLIKH.
VY Idenix packpsiTel mukmmueckue (ochopamumarer u hochopamumarasie/SATE npowssogusie B W0O2013/177219,
BKIIOYCHHOH B HACTOAIMH JOKYMEGHT IIOCPEACTBOM CChUIKHM. Y Idenix Tamwke pacKpHITHI 3aMCIICHHEIC
kapOormIokcumMeTrI(pochopamuaaraeie  coeaumueHmss B W02013/039920, BKIFOYECHHOH B HACTOSIOUH JOKYMEHT
nocpeacTeoM cchutku. Y Hostetler packpeirsr munmuaasie (hocaThsie mponekapcTsa, cM., Hampumep, nateHt CIIA Ne
7517858, BKIIOYEHHBIH B HACTOSIMI JOKYMEHT HOCpeacTBoM CChutkH. Y Hostetler Taxoke pacKphHITHI JTHITHIHBIC
KOHBIOTaTH (POC(OHATHBIX MPOJEKAPCTB, CM., Hampumep, mareHTel CIITA NeNe 8889658; 8846643; 8710030; 8309565;
8008308 m 7790703. ¥V Emory University pacKkpsITH HyKICOTHIHBIE CHHHTOWIHBIC W JHIHIAHBIC TPOM3BOJHBIC B
WO02014/124430, BKIFOYCHHOH B HACTOAIMH MJOKYMEHT mOCpeacTBOM cChUIKH. Y RFS Pharma packpsiTsr
mposekapcTBa MoHO(oc(haTa myprHOBOTO HyKieosuaa B W(02010/091386. Y Cocrystal Pharma Inc. Taxxke pacKpsITel
mposeKkapcTBa MOHO(poc(aTa mypuHOBOTO HykKi1eco3uaa B mateHre CIA Ne 9173893, BKIFOUCHHOM B HACTOSIIHWI
JOKYMEHT TIOCPEACTBOM CChulkm. Texmonorms HepDirect™ packpeiBactcas B ctathe «Design, Synthesis, and
Characterization of a Series of Cytochrome P(450) 3A-Activated Prodrugs (HepDirect Prodrugs) Useful for Targeting
Phosph(on)ate-Based Drugs to the Liver» (J. Am. Chem. Soc. 126, 5154-5163 (2004). JomomautensHee (hochaTHbie
MPOJIEKAPCTBA BKIIFOYAROT B ceOs Oe3 orpanmucHI (ochaTHbie CIoKHBIE d(upEL, 37,5  -nmKkmrdeckue (oc(aTsl, B TOM
yncne CycloSAL, SATE mpomssoaubie (Crnoskubie S-ammia-2-tuod(¢ups) 1 DTE (ZHTHOAMITHIOBEIE) MPOICKAPCTBA.
JlutepatypHble 0030pHL, B KOTOPBIX PACKPHIBAIOTCSA HEOTpaHHMuHBaromme mpuMmepsl, cM. B A. Ray and K. Hostetler,
“Application of kinase bypass strategies to nucleoside antivirals,” Antiviral Research (2011) 277-291; M. Sofia,
“Nucleotide prodrugs for HCV therapy,” Antiviral Chemistry and Chemotherapy 2011; 22-23-49; u S. Peyrottes et al.,
“SATE Pronucleotide Approaches: An Overview,” Mini Reviews in Medicinal Chemistry 2004, 4, 395. Cornacuo
OJHOMY BapHAaHTy OCYIIECTBICHHS 5 -IIPOJICKAPCTBO, OMHCHIBAEMOE B FOOOM M3 3THX HMATCHTHBIX MM JIUTEPATY PHBIX
MCTOYHUKOB, MOKET OBITh HCIOJIE30BAHO B R* MOIOXKEHIYM COCAMHCHMI B COOTBETCTBHH C HACTOSILIMM H300PCTCHUEM.
CormacHo OZHOMY AaJBTCPHATHBHOMY BAPHAHTY OCYIIECTBICHWA CTAOMIM3HPOBAHHBIE (hOC(aTHBIC
MPOJICKAPCTBA BKIFOUAIOT B ce0s1 O€3 orpaHmdeHus mpoaekapcTea, onucanubie B mateHTe CIIA Ne 9173893 m maTteHTe
CIIIA Ne 8609627, BKIIOYECHHBIX B HACTOSINEE OIFMCAHME IIOCPEACTBOM CCBUIKH, BKJIFOYAs CIOCOOBI IIOJYYEHIL.
Hampumep, 5°-mponexapersa (opmy st I, popmy et 11, dopmy et 111, popmy s IV, Gopmymsr V u opmyisr VI moryT
OBITH TPECTABIICHEI TPYMIIOM;
z
R ||:5 — g-
R32
CormacHO anbTEPHATHBHOMY BAapHAHTY OCYIIECTBICHHA 3,5 -mpomekapcrea (opmyisr I-VI moryT O®ITH
MPEACTaBICHBI TPy IIIOH:
. §,
b
RBT ™,

>
rac:

€CJIH XHPAJIBHOCTh CYIIECTBYET B (pochopHOM IEeHTpEe, OHA MOMKET OBITH MOTHOCTBIO IUTH HaCTHYHO Ry, mmm Sp
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HUTH OO0 HX CMCCHIO.

Z mpeactasitet codoit O mwmm S;

H
0% N-3-
Y
H350J\(N5ﬂ° o B
3 34 RA6 =N =N
R” BriOpan w3 ORY, R wm ¥ MOJIyYE€HHOTO KHPHOTO CIHpTa

(manpmmep, 6e3 OTpaHMICHIIS:

K
mHHQMERT-C-2— | anern-0-

)

By P Py

),

rae R*, R% u R onpenencus HuKe;

R m R*®, mnpm BBegcHMH in Vivo, CHOCOOHBI K OOECMEYEHHI0 HYKI€o3uaa MoHodocdara mm
THOOMOHO()OC(paTa, KOTOpPHI MOXKET OBITH FJIM HE OBITP YACTHYHO WM TONHOCTBIO CTOMKEM K 6-NH»
JC3aMAHHPOBAHUIO B OHOJIOTHIECKOM cucteme. [IprBoanMere B kauecTse mpumepa R3! u R3? He3aBMCHMO BEIOPAHET H3:

(a) OR*, rae R* BwiOpan m3 H, Li, Na, K, ¢ernna n muprauspna; (eHET B THPHIMHET 3aMEMEHBI OJHAM-
TPeMs 3AMECTUTEIAMHE, HE3ABUCHMO BRHIOPAHHBIME M3 rpymisl, coctosamei u3 (CH2)o-sCO2RY 1 (CH2)o-sCON(RY)y;

R¥ mesaBucumo mpeactasnser co6oit H, Ci.y AIKEN, YITIEPOIHYHO LEMb, MOTYyYEHHYIO M3 JKUPHOTO CIHPTA
(TakOTO0 KaK OJICHJIOBBIH CHHPT, OKTAKO3aHOJN, TPHAKOHTAHOJ, JHHOJCHIOBHIH CUpPT W T. I.), wmH Cipo ankmm,
3aMEHICHHBIH HIBIINM AJIKWJIOM, AJIKOKCH, JU(HH3MIMH aNKII)-aMuHO, (propom, Cs.1p OMKIOATKUIIOM, IHMKIOATKHIOM,
AJKII, LUKJIOTETEPOATKIUL, APWI, TAKOH KaK (DEHHJ, TeTepoapmi, TaKOH KaK MUPHIWHIUL, 3aMCINCHHBIN apuiI PN
3aMEIICHHBIN TETEPOAPILUT, TAC 3aMECTHTCIH MPeacTaBLEOT co00it Ci.5 amkun wim Ci-s aNKui, 3aMEIICHHBIN HH3IIHNM

AJIKIJIOM, AJIKOKCH, JU(HU3MIMH aIKUT)-aMUHO, ropoM, Cs.1o IMKIOATKIIOM HIH LHKIOATKHIIOM,

0- -
s i
d é\]
(b) = 17818 = .

(c) cnoxuOTO 3(hMpa D-aMHHOKUCIIOTHI YUK L-aMIHOKHCIOTHI

HESEJJ\( #*

R.'EE
>
rae R orpannyen TakuMu 60KOBBIMH LETAMH, KOTOPHIE BCTPEYAIOTCA B MPHPOIHEIX L-AMHHOKHCIOTAX, H
R% npencrasnset coboit H, Ciao ankui, yriepoAHYIO UEMb, NOTYHUEHHYH H3 )KHPHOTO CIHPTA (TAKOTO KaK
OJICHJIOBHIHA CITUPT, OKTAKO3AHOJI, TPHAKOHTAHOJI, THHOIECHIOBHH CIIHPT U T. 1) WU Ci.o0 QNKII, 3aMEIIECHHBIH HI3IINM
ANKHMIOM, AJKOKCH, Ju(HH3mMHH ankmin)-amMuHo, (ropoM, Cs.0 DHKJIOANKIIIOM, LHKJIOATKHIOM, — aJKHIT,
LUKJIOTETEPOATIKILI, APIUIL, TAKOH KaK (DEHIUI, TETEPOAPHII, TAKOH KAK THPIIIHILI, 3aMEIICHHBIH APWIT UM 3aMEIICHHBII

TETEPOAPUT, TAE 3aMECTUTETH NpeAcTaBaaroT co00it Cis amkmn wm Ci.s aNKu, 3aMEINCHHBIA HI3IINM AJTKHIIOM,

ATKOKCH, AM(HU3MIMH aJIKII)-aMUHO, (propoM, Cs.1o IUKIOATKIIOM HIIF LHUKIOATKIIOM,
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(d) R3! 1 R3? MOTYT GBITh COETMHEHBI BMECTE C 0OPA30BAHMEM KOJIBLA

DRZ&H
O

NH

(-3
0
>

rae R mpencrasnser co6oit H, Cip amxun, Cio ATKEHHN, YIIEPOAHYIO LEMb, TMOMYHEHHYIO H3 JKHPHOTO
crupTa (TAKOTO KAK OJICHJIOBBIH CIHPT, OKTAKO3AHOJ, TPHAKOHTAHO, THHOJICHIOBEIH CIEPT M T. 1), W Ci.o0 QJKI,
3aMCHICHHBIH HU3IIUM AJKIJIOM, AIKOKCH, AM(HIBIININ anKe)-aMuHO, (ropoM, Cs.jo MMKIOATKHIOM, IHKIOATKILI,
AJKII, LUKJIOTETEPOATKILL, APWI, TAKOW KaK (DEHWJ, TETEpPoapri, TaKOH KaK MUPHIWHIUL, 3aMCINCHHBIN ApWIT FLIH
3aMEHICHHBIN TETEPOAPILT, TAC 3aMECTHTETH MPeACTaBILIFOT c000it Ci.5 amxn wim Ci-s QKA 3aMEIICHHBI HI3IINM

ATKIJIOM, AJIKOKCH, TU(HU3MIMH aJIKUT)-aMUHO, PTopoM, Cs.10 IHKIOATKIIOM FTH UUKIOATKIIOM,

(e) R*' m R*? MOryT GBITH COEIMHEHEI BMECTE C 00PA30BAHNEM KOIbIIA, BHIOPAHHOTO H3

Rum S

40 9] R+ R M
RO~ ) ot ”Aﬁ}r\ ’ R/S
\\O W\ I R¥_~

, 8]
4 O—% ) “‘\x\f’f"‘\x ' R‘*D)J\O/A[O{ "
= 0. RY ;
g 0 ——
O 2
= R¥-4-
| Nf’\v/RBQ_;'r_

rae R¥ npencrasmnser co6oit O unu NH, u

R¥ sri6pan m3 H, Cip0 ankmna, Cio ankeHUa, YIIEPOIHOM LENH, MOJYyYEHHOH M3 SKHPHOH KHCIOTHI (TaKoif
KaK OJICHHOBAs KHCJIOTA, JTHHOJICBAs KHCIOTA W T. I.), U Cio QJKWIA, 3aMELICHHOTO HM3IUUM AJIKHJIOM, AJIKOKCH,
TU(HU3IIEH anken)-aMuHO, ropoM, Cs.jp TMKIOATKHIOM, UHKIOATIKIIOM, aTKIIA, HUKIOTETCPOAIKIIIA, APHIIA, TAKOTO
KaK (I)GHI/IJ'I, reTCpoapuia, TAKOT0 KAaK MUPUIAWHUIIL, BaMGIHeHHLIﬁ dpun niam BaMeIHeHHLIﬁ TCTCPOApUII; TAC 3aMCCTUTCITH
mpeacTaBaroT co00# Ci-s anket win C.5 aTKIIL, 3aMEIICHHBIH HI3IIUM AJIKFIOM, aTKOKCH, AU(HI3IIIHA aTKIII)-aMHIHO,
(ropom, Cs.10 LMKIOATKHIOM WM HHUKIOATKUIOM.

CoenmreHNT MOTYT OBITH IOJIyUEHHI, HampuMep, moiayueHneM 5'-OH ananoros, 3aTeM KX IMPEBPAIICHEEM B
MOHO(hoC(haTHBIC aHATIOTH.

BapI/IaHTLI OCYHIECCTBJICHIHA

Cormacuo KOHKPCTHBIM BAPHAHTAM OCYIICCTBICHHUA!

)] B (popmyre la Y mpeacrasnser coboit NRIR?, R! npeactasnser co6oit metun, R? mpeactasmseT coboit
Bozopon, R? mpeactasaser coboii Bozopoa, R* mpeactasnser co60it cTabMIH3HPOBAHHOE (POCHATHOE MPONEKAPCTEO;

(ii) B (popmy e la Y mpeacrasnser coboit NRIR?, R! npeactasnser co6oit metun, R? mpeacrasmseT coboit
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Bozopon, R® mpeactasmser coGoit Bogoponq u R* mpenctaBmer coGoil cTabmim3mpoBaHHOE THO(POC(ATHOE
MPOJIEKAPCTBO;

(iii) B Qopmyne Ia Y npeacrasaset coboit NR'R?, R! npeactasnser coboit metnn, R? mpeacrasmsiet co6oit
BoA0poa, R® mpeacrasmser coboit Bomopon u R* mpeacrasnser co6oit hocpopamuaar,

(iv) B Qopmyne Ia Y npeactasset co6oit NR'R?, R! npeactasnser coboit metan, R? mpeacrasmiet co6oit
Bogopoa, R® mpexactasnser coboit Bomzopoa u R* mpeacTasmsiet co6oit THOQOCHOpaMuaar:

W) B (popmy e Ia Y mpenctasnser coboit NR'R?, R! npeacrasmnseT coboit metun, R? mpeactasnger coboit
Bonopox, R3 mpeacrasmsier coboit Bomopos u R* mpeactasasaeT coboit Moro(ochar;

(vi) B (popmy e la Y mpeacrasnset codoit NR'R?, R! npeactasnser co6oii metun, R? mpeacrasseT coboit
Bozopox, R? mpeactasnser coboii Bogopoa u R* mpeactapnseT coboit audocdar;

(vil) B Qopmyre la Y mpeactasmseT coboit NR'R?, R! mpeactasmser coboit meti, R? npeacTtasset coboit
Bozopon, R? mpeactasnser coboii Bogopox u R* nmpeactasmaeT coGoit Tprpochar;

(vil) B popmyne la Y mpeactasmseT coboit NR'R?, R! mpeacrasmser coboit meti, R? npeacTasmset co6oit
meTnI, R mpeactaemseT coboit Bogopon, R* mpeactasnser coboii cTabHm3upoBanHoe (PoC(aTHOE NPOIEKAPCTRO;

(ix) B opmyre la Y mpeacrasnser coboit NRIR?, R! npeactasnser co6oit metun, R? mpeacrasnseT coboit
meTna, R? mpeactasseT coboi Bogopoa n R* npeactasmseT co0oi cTAOMIH3HPOBAHHOE THO(POC(ATHOE TPOIEKAPCTEO;

® B opmyre la Y mpeacrasnser coboit NRIR?, R! npenctasnser co6oit metun, R? mpeactasnseT coboit
meTn, R? mpeactasmseT coboi Bogopoa u R* npeactasnset coboit Gocdopamuaar,

(xi) B popmy e la Y mpeacrasnser coboit NR'R?, R! npeactasnser co6oit metun, R? mpeacrasmseT coboit
meTn, R? mpeactasmseT coGoi Bogopon n R* npeacrasnset co6oi THO(Gochopamuaar:

(xiiy B Qopmyne Ia Y npeactasaseT coboit NR'R?, R! npeactasnser coboit metun, R? mpeactasasiet coboit
meTn, R? mpeactasmeT coGoit Bonopon u R* npeacrasnseT co6oit MoHOQoChar;

(xiii) B Qopmyne Ia Y npeactasnseT coboit NR'R?, R! npeactasnsiet coboit metun, R? mpeacrasmiet coboit
meTn, R mpeactaseT co6oi Bogopoa u R* npeacrasmsiet coboit gudocdar,

(xiv) B Qopmyne Ia Y npeactasnset co6oit NR'R?, R! npeactasnsier coboit metrn, R? mpeacrasmiet co6oit
meTu, R3 npeactasmseT co6oit Bogopox u R* npeacrasmset coboit Tpuocdar;

(xv) B dopmyne Ia Y npeacrasmset coboit NR'R?, R! mpeactasnser coboii metun, R? mpeactasmseT coboit
mpknonponuy, R mpeacraeaseT coGoit Bomopon, R* mpeactaBmier coboif  cTabmamsmpoBarHOE  (hoc(aTHOE
MPOJIEKAPCTBO;

(xvi) B Qopmyre la Y mpeactasaset coboit NR'R?, R! mpeactasmser coboit meti, R? npeactasset coboit
mpknonponua, R® mpenctasnser coGoit Bogopoa m R* mpeacraBnser co0ol CcTaOMIM3HPOBAHHOE THO(MOCHATHOE
MPOJEKAPCTBO;

(xvii) B gopmyne Ia Y npeactasnseT coboit NR'R?, R! npenctasnser coboit metnn, R? npeacrasiser codoit
muknonponui, R? npeacrasnseT coboit Bonopoa u R* mpeacrasnset coboii ochopamumar;

(xviii) B gopmyne la Y mpeactasmseT coboit NR'R?, R! mpeacrasmser coboit meti, R? npeacTtasmsiet co6oit
muknonponui, R nmpeacrasnser coboit Bogopoa n R* mpeacrasnser coboii THo (hochopamMuaat:

(xix) B Qopmyne la Y mpeactasaset coboit NR'R?, R! mpeacrasmser coboit meti, R? npeactasmiet co6oit
mukonponu, R® mpeacrasmier co6oit Bogopox u R* mpeacrasnser coboit Monodocdar;

(xx) B Qopmyne [a Y npeactasnseT coboit NR'R?, R! npeactasnser coboit metnn, R? mpeactasaset coboit
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muknonponut, R? npeacrasnser coboit metn u R* mpeactasmser co6oit andocdar;

(xxi) B Qopmyne Ia Y npeactasaset coboit NR'R?, R! npeactasnsiet coboit metun, R? mpeacrasasiet coboit
mukonponu, R npeacrasnser co6oit Bogopon u R* mpeacrasnser co6oit Tpugocdar;

(xxii) B Qopmyne Ia Y npeactasnseT coboit NR'R?, R! npeactasnsiet coboit metrn, R? mpeacrasmiet co6oit
nponui, R3 mpeactasnser co6oit Bogopox, R* mpeactasaseT co6oit ctabummsupoBarnoe GoC(aTHOE MPOIEKAPCTBO;

(xxiii) B popmyre Ia Y mpeactasmseT coboit NR'R?, R! mpeactasmser coboit metu, R? npeacTtasiseT coboi
npomun, R? mpenctasnser coboit Bomopox m R* mpeactapmieT coGoif  cTAaOMIHM3HPOBAHHOE THO(pOCPATHOE
MPOJIEKAPCTBO;

(xxiv) B Qopmyre la Y mpeactasmset coboit NR'R?, R! mpeactasmser coboit meti, R? npeacTasiseT coboi
npomnun, R? mpeactasnser coboit Bogopoa u R* mpeactasmaer coboii (hochopamuaar;

(xxv) B Qopmyre la Y npeactasnset coboit NR'R?, R! mpeacrasmser coboit meti, R? npeacTtasset co6oit
nponun, R? mpeactasnser coboit Bogopoa u R* mpeactasnser coboii THO(ocpopaMuaar;

(xxvi) B Qopmyne la Y mpeactasmaseT coboit NR'R?, R! mpeactasmser coboit meti, R? npeacTtasmset coboit
npomun, R3 mpeactasnser coboit Bogopoa u R* mpeactasser coboit Moro(ochar;

(xxvii) B Qopmyne la Y mpeactasmaseT coboit NR'R?, R! mpeacrasmser coboit meti, R? npeacTasmsiet co6oit
npomun, R3 mpeactasnser coboit ogopoa u R* mpeactasnser coboii andocdar;

(xxviii) B popmyse la Y mpeacrasmset coboit NRIR?, Y mpeactasmiet coboit NRIR?, R! npeacrasmset co6oit
meTna, R? mpeactaeaseT coboi mpomun, R? npeactasmser coboit Bogopoa u R* mpeactasnset coboii Tpudocdar;

(xxix) B Qopmyre la Y mpeactasmset coboit NR'R?, R! mpeactasmser coboit meti, R? npeactasmiet co6oit
strn, R3 mpeacrasnser co6oit Bogopoa, R* mpeactapmser co6oi cTabumm3HpoBaHHoe (oc(haTHOE MPONEKAPCTBO;

(xxx) B Qopmyne [a Y npeactasnseT coboit NR'R?, R! npeactasnsiet coboit metun, R? mpeactasaset coboit
stun, R3 npeacrasnser co6oit Bogopox u R* mpeactasaseT co6oii cTaGHIM3HPOBAHHOE THO(POCPATHOE MPOIEKAPCTEO;

(xxxi) B Qopmyne [a Y npeactasaset coboit NR'R?, R! npeactasnsiet coboit metun, R? mpeacrasmiet co6oit
stun, R3 npeacrasnser co6oit Bogopoxa u R* mpeactasser co6oii (pochopamuaat;

(xxxii) B opmyne la Y mpeactasmsier coboit NR'R?, R! mpeactasmsier coboit metun, R? mpeacrasaser
coboit ati, R® mpeacrasnser co6oit Bogopoa u R* mpeacrasmser co6oit TnopochopamMuaar:

(xxxiii) B opmyne Ia Y mpeactasmser coboit NR'R?, R! mpeacrasnser coboit metmn, R? mpeacrasmser
coboit 3T, R3 npeacrasmnseT coboit Bogopoa u R* mpeactasaser coboit Moro(ocdar;

(xxxiv) B (opmyre la Y mpeactasmset coboit NR'R?, R! mpeacrasmser coboit meti, R? npeacTtasset coboi
strn, R3 npencrasnser coboit Bogopoxn 1 R* mpeacTaenser coboii andocdar;

(xxxv) B Qopmyre la Y npeactasmset coboit NR'R?, R! mpeacrasmser coboit meti, R? npeacTasset co6oit
stun, R3 npencrasmieT co6oit Bogopox u R* mpeacrasmiser coboi Tpudocdar;

(xxxvi) B opmyne Ib Y mpeacraeaser coboit NR'R? R! mpeacrasnser coboii merun, R? mpeactasnset
coboit merwi, R® mpeactamser coGoit Bomopon, R* mpeactasmier co6oil  cTabmimmsmpoBaHHOE  (DOC(ATHOE
MPOJIEKAPCTBO;

(xxxvii) 8 popmyne Ib, Y mpeacrasmeT coboit NR!R?, R! mpeacrasmser coGoii mermn, R? mpeactasmiet
coboit mermi, R® mpeactasmser co6oit Bomopox m R* mpeactasmser co6oil cTabmmE3mpoBaHHOE THO(POCPATHOE
MPOJIEKAPCTBO;

(xxxviii)B Qopmyne Ib, Y npeacrasaser coboii NR'R?, R! mpeactasnser coboii merun, R? mpeactasnset
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co6oii metun, R® mpeacrasmser coGoit Bomopoa u R* mpeacrasiseT co6oit ocopamuaar,

(xxxix) B opmyne Ib Y mpeacrasmaser co6oii NR'R? R! mpeactasnser coboii mermn, R? mpeacrasnset
coboii metrn, R® mpeacTasser coboit Bogopoa u R* mpeactasmsiet coboii THO(GOCHOpaMuaarT:

(x) B Qopmynie Ib Y mpeactasnser coboit NRIR?, R! npeactasnser coboit metun, R? mpeactasmiet co6oit
metrn, R® mpeactasnseT coboit Bomopoa u R* mpeactasmieT coboit Moro(ochar;

(xli) B dopmyre Ib Y mpeactasnser codoit NR'R?, R! npeactasmieT coboit MeTtu, R? npeacTasiseT coboi
meTu, R3 mpeactasseT coboit Bogopon u R* npeacrasmset coboit gugocdar;

(xlii) B Qopmyne Ib Y mpexacrapnser coboit NR'R?, R! npeactasnsiet coboit metnn, R? npeacrasset coboit
meTu, R mpeactasseT coboit Bogopoa u R* npeactasnset coboit Tpuocdar;

(xliii) B popmyre Ib Y mpeacrasnser codoit NRIR?, R! npenctasmieT coboii Meti, R? mpeacTasmseT coboi
Bozopox, R? mpeactasnser coboii Bozopoa, R* nmpeactasnser codoit cTabuan3HpoBanHoe (PochaTHOE MPONEKAPCTEO;

(xliv) B gopmyne Ib Y mpeacrasnser coboit NRIR?, R! npencrasmieT coboii meti, R? npeacTasmsieT coboit
Bogopon, R® mpeactaBmser coGoit Bogoponq u R* mpenctaBmieTr co6oil cTabmim3mpoBarHOE THO(POC(ATHOE
MPOJEKAPCTBO;

(xlv) B dopmyne Ib Y mpeacrasnser coboit NRIR?, R! npencrasmieT coboii meti, R? npeacTasmiet coboit
Bozopon, R? mpeactasnser co6oii Bomopoa u R* mpeactasmseT co6oit (pocpopamuaar,

(xlvi) B gopmyne Ib Y mpeacrasnser coboit NRIR?, R! npencrasmieT coboii meti, R? npeacTasmiet coboit
Bozopox, R? mpeactasaser co6oii Bomopoa u R* mpeactasiseT co6oii THODOCHOpaMuaar;

(xlvii) B popmyre Ib Y mpeacrasnser coboit NRIR?, R! npencrasmieT coboii meti, R? npeactasmiet coboit
Bozopox, R? mpeactasaser co6oii Bomopoa u R* mpeactasmsaeT co6oit MoHODOCHAT;

(xIviii) B popmyne Ib Y mpeacrasnset coboit NR'R?, R! npeactasnsiet coboii metun, R? npeactasasiet coboit
Bozopox, R® mpeactasnser co6oii Bogopox u R* mpeactasnser co6oit audocdar,

(xlix) B Qopmyne Ib Y mpeacrasnset coboit NRIR?, R! mpeactasnsier coboii metrn, R? npeactasmsiet co6oit
Bozopoz, R? mpeactasnser co6oii Bogopox u R* mpeactasmseT co6oit Tpudochar;

) B Qopmyne Ib Y mpeacrasnser coboit NRIR?, R! nmpeactasnser coboit metan, R? mpeactasmiet co6oit
muknonponuy, R mpeactaemaseT coGoit Bomopox, R* mpeactaBmier coboit  crabmmmsmpoBarHOe  (hoc(aTHOE
MPOJIEKAPCTRO;

1) B popmy e Ib Y mpeactasmsiet coboit NR'R?, R! mpeacrasaset co6oit metun, R? mpeactasnseT coboii
mpknonponui, R® mpenctasmser coGoit Bomopoa m R* mpeacraBnser coGol cTaOWIM3HPOBAHHOE THO(MOC(HATHOE
MPOJEKAPCTBO;

(lii) B popmyre Ib Y mpeactasmsiet coboit NRIR?, R! mpeacrasnset co6oit metun, R? mpeactasnseT coboit
mukonponu, R® mpeacrasmier coboit Bogopox u R* mpeacrasnger coboit ocpopamumar;

(liii) B gopmyne Ib Y npexacrasnset coboit NR'R?, R! npeactasnset coboit metnn, R? npeactasiseT coboit
muknonponui, R? nmpeacrasnseT coboit Bonopoa n R* mpeactasnset coboii THohochopamMuaaT,

(liv) B dopmyne Ib Y mpeacrasnser coboit NRIR?, R! npencrasmieT coboii meti, R? npeacTasmiet coboit
muknonponut, R? npeacrasnseT coboit Boaopon n R* mpeactasnset coboit MonO(poChaT;

(Iv) B opmyre Ib Y mpeactasmsiet coboit NRIR?, R! mpeacrasnset co6oit metun, R? mpeactasmseT coboit
mukonponuy, R® mpeacrasmier coboit meTun 1 R* mpeacrasmier coboit audocgar;

(Iviy B Qopmyne Ia Y npeactasnseT coboit NR'R?, R! npeactasnset coboit metnn, R? mpeactasaset codoit
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muknonponut, R? npeacrasnser coboit Boaopoa u R* mpeacrasnser coboii Tpuocpat.

CornacHO anbTEPHATHBHBIM BAPHAHTAM OCYLICCTBJICHHS JTFOO0TO M3 BHILICONICAHHOTO COCIHHCHIE COACPKUT
samectute s R?. COrnacHo HEKOTOPBIM M3 THX KOHKPETHBIX BAPHAHTOB OCYINECTBICHHA R* mpeactasmsiet coboii F,
amun wiH kap6amar. COracHO APYTMM KOHKPETHBIM ACMEKTAM BAPHAHTOB OCYIIECTBICHHS BhImE R?2 mpeacTaBmicT
co0oit xymop, OpPoM, ILHAHO, a3WAO0, ITHJ, H-IPOIII, H3OMPOIMWI, H-OyTWI, M300yTIJI, BTOP-OyTHII, TPET-OyTHI M H-
neHTIL, 1, 1-muveTramponu, 2,2-TuMEeTHINPOniI, 3-MeTUnOyTwa, 1-MeTunOyTeo, 1-3THInpomw, BHHIIL, aumi, 1-
Oy THHUI, 2-OyTHHIJI, AUCTHJICHII, UUKJIOMPOIILL, UHKIOOYTII, UHKIONCHTII, UHKIOTeKCHI, -(CHy)-mukmonpom, -
(CH»)-umxnoOyten, -(CHz)-umknonentuy, -(CH2)-UMKIOTEKCHI, A3MPWONH, OKCHPAH, THHPAH, A3CTHUAWH, OKCETAH,
THETAH, MHPPOJIIINH, TETPAruPo(ypaH, THOJAH, IHPAZOININH, MHNCPUANHE, oOKcaH, THaH, -(CH»)-asupuann, -(CHa)-
OKCHPAH, -(CH,)-TrmpaH, -(CHy)-azeTunmH, -(CH»)-oxceTaH, -(CH»)-THeTaH, -(CH,)-nppommavH,
-(CH,)- Ttetparmpodyypan, -(CH,)-tmonan, -(CH»)-mupazonmmns, -(CH»)-munepmnmn, -(CH»)-oxcan, -(CH,)-Tmawm,

(hermn, 18200) 2000 -ONHC(=0)OCH3, -ONHC(=0)OCH,CH3, -NHOH, NHOCHs,
-OCH3s, OC,Hs, -OPh, OCH,Ph, -SCH3, -SC-Hs, -SPh, SCH>Ph, -NH(CH,),NH,,
-NH(CH,),N(CHs),, = -NHNH,, -NHNHCH;, -N=NH, -N=NCHs;, -N=NCH,CH;, -NHC(O)NHNH,,
-NHC(S)NHNH,, -C(O)NHNHa, -NHSO,CH3, -NHSO,CH,CH3, -SO,NHCH3;, -SO,N(CHs),,

-C(O)NH,, -C(O)NHCH3s, -C(O)N(CHs),, -CO,CH;, -CO,CH2CHs, -CO»Ph, CO,CH>Ph, -SO.CH3, -SO,CH>CHs, -

O Q
%—%N—H %—%N—GH 3
SO,Ph, -SO,CH,Ph, , ., -P(O)H(OH), -P(O)H(OCHs), -P(O)OH)(OH), -

P(O)(OH)(OCH3s), -P(O)(OCH;3)(OCH3), -P(O)OH)(NH»), -P(O)(OH)(NHCHs), -P(O)(OH)N(CH3),, -NHC(O)CHs, -
NHC(O)CH,CHs, -NHC(O)CH(CHs3)s, -NHC(O)OCHj3,
-NHC(O)OCH,CH;, -NHC(O)OCH(CHs),, -NHC(O)OCH.CH,CHs;, -NHC(O)OCH.CH,CH.CH; wmmm -
NHC(O)OCH,CH,CH>CH,CHz;

CoriacHO anbTEPHATHBHBIM BAPHAHTAM OCYINECTBICHHA coequneHwit (i) - (lvi) L-HyKk1eo3ma HCIoIp30BaIH B
(opmyne I-VI.

CornacHo amsTEPHATHBHOMY BAPHAHTY OCymecTeacHHA (popmymsl 1 R!? mepeMeHHas mpeacTaBiseT coboit
CH,F.

CorniacHO anbTCPHATHBHOMY BAPHAHTY OCYmECTBACHHEA (opmymsr I R!? mepeMeHHAS MPEACTaBISET COBOM
CHF,.

CornacHo aTbTEPHATHBHOMY BAPHAHTY 0CymecTBacHuS (hopmy et I R nepemennas npeactasmset co6oit CFs.

CormacHO OAHOMY BAPHAHTY OCYIICCTBICHHS NPEACTABICHO TNPHMEHEHHE J(()EKTHBHOTO KOJHHYECTBA
coenmeeHNA (opmyisl I mmm ero (apmaneBTHUeCKH TpHeMIeMOM comm mia eueHms mH(eknumm PHK-Bupyca y
XO3SMHA, BKIIOYAS HCJIOBEKa, MPH HeoOxoammocTH 3T0r0. HeorpammumBaromue mpEMEpH! COCTMHEHHH (OpMyIsI |

BKJIFOUAIOT B CEOS:
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CornmacHo OZHOMY BAPHAHTY OCYIICCTBICHHSA NPEACTABJICHO NPHMECHCHHEC 3()()EKTHBHOTO KOJHIECTBA
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1. Onpeaenenns

Cremyromue TEPMIHBI HCTIOIB30BAIIH /1S OIMHCAHI HACTOSIIETO H300peTeHNs. B ciy4asx, B KOTOPHIX TEPMHH
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KOHKPETHO HE ONPEACICH B HACTOSINEM ONHCAHHH, TAKOW TEPMEH NMPEACTABJICH B MPHHATOM B HACTOSIIEH 00macTH
3HAYCHUH CIIELHAINCTAME HACTOSINEH 00JacTH ¢ MCMOJb30BAHUEM TAKOTO TEPMUHA B KOHTCKCTE €TO MPHMEHECHHS ITPH
OTHCAHHNU HACTOSLIECTO H300pETCHI.

ITox TEpMHHOM «aJKWI» B TPEACIAX €ro KOHTEKCTA NMOHUMAIOT HEPA3BCTBJICHHBIM MM PA3BETBICHHBIH
TIOJIHOCTBI0 HACHIIICHHBIA YTJICBOJXOPOAHBIN PAIMKaI MM QJKUIBHYIO TPYIILy, KOTOpas MOXKET OBITh HEOOS3aTEIHHO
3aMEIICHHOH (HampuMep, ranoreHoM, Bkarouas ). Hanpumep, ankunbHas rpymnma MOKeT cozepxkats 1, 2,3, 4, 5,6, 7
unu 8 atomos yriepoza (1. €., C; -Cg amkmn), 1, 2, 3, 4, 5 wim 6 atomoB yraepoaa (1. €., Ci1-Cs amxmn) wm 1-4 atoma
yrnepoaa (1. €., C1-C4 amxwmm). [TpuMepsl moAX0ISIUX ATKMIIBHBIX TPYI BKIFOUAIOT B CeOst 0€3 OTPAHMICHIS, METHII,
STHJ, H-MPOTIUI, W3OTPONHI, H-OYTHI, H300YTIJI, BTOP-OVTIU, TPET-OYTHI, WEHTHI, H30TCHTHI, TPET-TICHTIL,
HEOTICHTHIL, TEKCHUJL, 2-METHIINCHTHI, 3-METUNMCHTHIL, 2,2-IiMETHIOY THIT B 2,3 -IHMETHIOY THIL.

TepMuH «aTKEHHU» OTHOCUTCA K HEAPOMATHIECKOH YTJIEBOJOPOAHOM rpymne, KOTOpast COACPIKHUT N0 MEHBINEH
MEpPEe OTHY ABOMHYIO CBSI3b MCKAY CMCKHBIME aTOMAMHE YTICPOAA ¥ OHA MOAO0OHA ANKIIBHOM TPyMIE MO CTPYKTYPE,
KaK FHBIM 00pazoM OTMICAHO B HACTOSINEM F300peTeHII. HampumMep, ankeHIIBHAS TPYTIA MOKET COACPKaTh 0T 2 110 8
atoMoB yriaepoaa (1. €., C,-Cg ankenmn) wm o1 2 10 4 atoMoB yriaepoaa (1. €., C»-Cy ankermwn). [TprMepHI M0 1X0IAIIIX
AJTKCHUJIBHBIX TPYNN BKIIOYAlOT B ce0sa  Oe3 orpanmueHms a3termn  win  BuHU (-CH=CH»), ammmn
(-CH,CH=CH»), 1-6ytermn (-C=CH-CH»CH3) u 2-0ytermn (-CH,CH=CHCH)). ANKECHIIbHAS TPYIIA MOKET OBITH
He00A3aTeIbHO 3aMEIMICHHOM, KaK OIIICAHO B HACTOSIIEM H300PSTCHIH.

TepMuH «aTKHHHUD OTHOCHTCA K HEAPOMATHUYECKOH YIJIEBOOPOAHOM TPyIIe, CoAep KalieH Mo MeHbpLIei Mepe
OIHY TPOMHYIO CBSI3b MEKIY CMEKHBIMH aTOMaMH YIIEPOAa M OHA MOJ00HA ATKWIBHOHM TPYIIE IO CTPYKTYpE, KaK
HMHBIM 00pa3oM OMMCAHO B HACTOAMmEM H300peTcHHu. HampuMep, alKMHIIbHAS TPYIIA MOXKET COAEPKaTth OT 2 10 8
aromoB yriaepoza (1. e., C-Cg amxumumn) wmm otr 2 10 4 aromos yriaepoza (T. €., C2-Cs ankmmmm). IIpumepst
AJTKMHWIBHBIX TPYII BKIFOYAIOT B ceOf1 O3 OTpaHMYEHUsS ALETWICHOBYIO TPYIIYy WIM 3THHII W IPOTAPTIL
AKUMHHIIBHAS TPYTIIA MOKET OBITh HEOOA3aTEIBHO 3aMEIICHHOM, KaK OMHCAHO B HACTOSIIEM H300PETCHHUIL

Tepmun «ammm» otHOcHTCsa K (parmenty —C(O)R, B KkoTOpoMm KapOOHHMIBHBIA (parMeHT cBszaH ¢ R,
Hampumep, -C(O)ankmwi. R MoxeT ObITH BHIOPAH M3 ANKOKCH, AIKIIA, NUKIOATKHIA, Hu3mero ankuna (1. €., Ci-Cy);
ANKOKCHAJIKIIIA, BIJIFOYAT METOKCHMETIHII, APJIKIII-, BKJFOUASA OCH3MI, APHIOKCHANKHI-, TAKOH KaK (DEHOKCHMETHII,
apwia, BKTOYas (eHm1, HeoOa3ateapHO 3amemeHHbIi ranoreroM, C; Cy amxmaom mwn C; - C4 ankoxcu. CoriacHo
OZHOMY BAPHAHTY OCYLICCTBIICHUS TEPMIH AL OTHOCHTCI K MOHO-, TH- WK Tpu(pochary.

TepMuH «HU3MUH A OTHOCHTCS K AIUIBHO TPymme, B KOTOPOH KapOOHMIBHBIN ()PATMEHT MPEACTABIICT
co0o# Hemuit ankui (1. €., Ci1-Cy).

Tepmmr «ankokcm» oTHOcHTICA K Tpymme -OR’, tme —-OR’ mpeactasmier coboit  -O-amkmi,
-O-ankenmn, -O-amkumamn, -O-(Co-Co)(umrmoankmn), -O-(Co-Cr)(rerepoumio), -O-(Co-Co)(apmn) wma  -O-(Co-
C)(reTepoapiun), KOKIBIH M3 KOTOPBIX MOKET OBITh HEOOA3ATEIBHO 3aAMEIIECH.

TepmuH «aMHHO» OTHOCHTCS K rpymme —NHo.

TepMuH «aMHHOKHCIOTa» WIH «AMHHOKHCJIOTHBIH OCTAaTOK» OTHOCHTCH K D- wmnm L-aMmuHOKHCTIOTE
TMPHUPOAHOTO WM HE TPHPOIHOTO MPOUCXOKACHHS. THIHYHBIE aMHHOKHCIIOTH BKIFOYAIOT B ce0s 0€3 OTrpaHHYCHI
AJaHUH, [(-a7aHWH, APTHHHH, ACTAPATHH, ACTAPATHHOBYIO KHCJIOTY, LWCTCHH, INCTHH, TJIYTAMHHOBYIO KIHCIIOTY,
TJIyTAMUH, TJULHH, ((eHUNTATAHUH, THCTUANH, H30JICHIIH, TH3MH, JICHIINH, MCTHOHHUH, TTPOJIFH, CEPHH, TPCOHHH, BAJHH,

TPUNTO(AH HIH THPO3HH, CPEIH MPOUHX.
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TepMuH «a3u10» OTHOCHUTCSA K rpymme —Ns.

TepMuH «apmD» HIH «aPOMATHYCCKHID B KOHTEKCT OTHOCHTCS K 3aMEIICHHOMY (KaK MHBIM 00pa30M OIHCAHO
B HACTOSIEM H300PETCHHM) HIH HE3aMCIICHHOMY MOHOBAJICHTHOMY AapOMATHUYECKOMY PaauKaly, COJCpIKALEMY
OIMHOYHOE KOJIBLO (HampuMep, (DeHIIT YU OCH3WIT) FUIM KOHACHCHPOBAHHBIC KOJIBIA (HATIPHUMEDP, HAPTHII, AHTPALICHILT,
(DCHAHTPEHIUT ¥ T. IL.), ¥ MOKET OBITh CBSI3aH C COCAMHCHHEM IO HACTOAMIEMY H300PETCHHIO MPH JTHOOOM JOCTYIHOM
CTaOMIBHOM TOJIOSKCHHH HA KOJIbIE(aX) WM KAK MHBIM 00pa3oM OTMEUCHO B IPEACTABJICHHON XUMHHYECKOH CTPYKTYypeE.
ApuIbHAs TPYIIIA MOXKET OBITh HEOOS3aTEIBHO 3AMEIICHHO M, KAK OTIMCAHO B HACTOSIIEM H300PETCHHUH.

«uknoankmm, «KapOOUMKI» HIH «KAPOOLMKIIID OTHOCHUTCA K HACBIIICHHOMY (T. €., LHKJOAIKHJ) MU
YACTUYHO HEHACHINCHHOMY (HAMPUMEP, LFKIOAIKCHUJL, UUKJIOATKAIUCHII U T. T.) KOJBIY, COACPKameMy ot 3 10 7
4TOMOB YTJIEPOAA B BHAC MOHOUMKJIA. MOHOIMKINYECKIEC KAPOOIMKIBI COACPKAT OT 3 A0 7 KOJBLEBBIX ATOMOB, CIIC
6onee THIIHYHO 5 TUTH 6 KOJNBIEBEIX aTOMOB. HeorpaHmBaromue mprMePsI NHKIOAKIIBHBIX TPYIIT BKJIFOYAIOT B Ce0s
LUKJIOTPOTIH, UUKIOOYTHJ, UHKIONCHTHI, |-OUKJIOTEHT-1-€HUN, |-OUKIOMEHT-2-€HUN, |-IUKJIOTEHT-3-CHIL,
OHKJIOTEKCH, |-nuKiiorekc-1-erm, 1-uukmorexc-2-eHmt u 1-1HKI0TeKC-3-CHILTL.

Tepmun «umrano» oTHOCHTCA K Tpymme —CN.

TepMUH «TaTOTEH» TN «TaJ0» OTHOCHUTCS K XJIOpy, OpoMy, (propy wmm #Homy.

Il'etepoapuipHas KOIBIEBAS CHCTEMA MPEACTABIICT COO0H HACHIIIEHHOE UTH HEHACHIIICHHOE KOJTBLO C OTHUM
WM HECKOJBKMME aTOMAaMH Aa30Ta, KUCIOpPOJA HIH CEPHl B KOJBIE (MOHOLHMKIMYECKOM), BKIIOUYAI B ceds Oe3
OTPaHMYCHI HMHAA30JL, (ypHI, MHPPOJ, (YPaHIII, THEH, THA30J, MHPHINH, MHPHMIANH, Iy PHH, MHPA3HH, TPHA30IL,
OKCA30J1 UM KOHACHCHPOBAHHBIC KOJIBLICBBIC CUCTCMBI, TAKMC KAK MHAOJI, XHHOJIHH U T. II., CPCOAHU MPOYINX, KOTOPHIC
MOTYT OBITH HEOOA3aTEIHHO 3AMCINCHHBIME, KAK ONHCAHO BHIE. [eTepoapuibHBIE TPYIIBI BKJIOYAIOT CeOs
a30TCOACPIKAIIUC TCTCPOAPHIIBHEIC ITPY NI, TAKKUC KAK MUPPOJI, TUPHIMNH, THPUAOH, MTHPHIAZHH, ITHPUME/IHNH, ITHPA3HH,
MHPa30Jl, MMHUOA30J, TPHA30J, TPHA3HMH, TETPA30J, HHAON, H30MHIOJN, WHIOJW3HH, NyPHH, HHAA30J, XHHOJIVH,
M30XHHOJIFH, XHHOJIM3KH, () TANa3MH, HAQTHPHINH, XHHOKCAJIIH, XHHA30IMH, LMHHOIHH, IITCPHIMH, UMHIA30THPUIANH,
HMEIA30TPHASHH, MHPA3HHOMMPHIA3HH, aKpuauH, (eHAHTPHINH, KapOa3oJ, KapOas30HH, NEPHUMUINH, (DCHAHTPOIIIH,
(peHALICH, OKCATMA30J, OCH3MMUIA30J, MHPPOJONHPHANH, MHPPOTOMHPUMHUINH ¥ IHPHIOTHPHMIINH, COICPKALIIEC
Cepy AapOMATHYECKHE TCTCPOLMKIBI, TAKHE KaK THO(CH ¥ OCH30THO(EH, KHCIOPOICOACPIKALINE APOMATHUCCKHC
TETCPOLMKIBI, TAKHE Kak ()ypaH, MHPaH, LUKIOMCHTAMHPAH, OCH30()ypaH M H300CH30()ypaH, M apOMATHYCCKHUC
TETCPOLHKIIBI, COACPIKALIKE IBA HJIH HECKOJBKO TETEPOATOMOB, BHIOPAHHBIX M3 a30Ta, CEPHI M KHCIOPOJA, TAKHE KAK
THA30J, THAZHA30J, HM30THA30J, OCH30KCa307, OCH30THA307, OCH30THAAMA30J, (DEHOTHA3HMH, HM30KCA30J, (ypasaH,
()CHOKCA3MH, MHPA30JOKCA30J, HMMHIA30THA30J, THEHO(QYpaH, (YPOMHPPON, NHPHIOKCA3HH, (DYPOTHPHINH,
(yponHEpEMEANH, THCHONHPHMHANH ¥ OKCA30J, CPEOH NPOUMX, BCE HX KOTOPBIX MOTYT OBITh HEO00S3aTCIBHO
3AaMCIICHHBIMH.

TepMHH «TETEPOLMKI» HIH «TETEPOLMKIO» OTHOCHTCA K LHUKIMYECKOM Tpymme, KOTOpas COIAEP/KUT IO
MEcHBIIEH Mepe oamH rerepoaroMm, T. €., O, N mm S, m MOxeT OBITH apOMATHUECKOH (TETEpOapIil) WM HE
apoMatuHiecKoil. IIpuBoauMEbIE B KAYECTBE MPEMEPA HE APOMATHIECCKHE TCTEPOLUKIHMIECCKIE TPY B 111 NPHMCHEHHUS B
HACTOSIIEM M300PETCHHH BIUTIOYAIOT B Ce0s, HAUpHUMEpP, THPPOIMANHIII, NHOCPHIWHWI, NHNCPasHHmI, N-
MCTHIIMUNICPA3WHUII, HWMHIA30JIMHHUIL, THAPA30TNANHIIIL, HUMHAIA30 THOVHHII, MOp(I)OJ'II/IHI/IJ'I, TCTPATUAPONMPAHHUIIL,
A3 TUAMHILL, OKCETAHU, OKCATHOAHHUIL, MHPHIOH, 2-TIMPPOINIOH, ITWICHMOUEBHHY, 1,3-anokconas, 1,3-aquokcan, 1,4-

JHOKCAH, (bTaJ'II/IMI’I,H U CYKUMHHUMHUI, CPCAN IMPOINX, BCC X KOTOPBIX MOTYT OBITH HEOOS3ATEIIEHO 3aMCIICHHBIMH.
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TepMuH «ruAPOKCHI» OTHOCHTCS K rpymne —OH.

Tepmus «HUTPO» OTHOCHTCA K rpynne —NOa.

TepMuH «(papMaIeBTHYECKU MPHEMIIEMAs COJIb» IUTH «IIPOJICKAPCTBOY» HCIOIB30BAJH II0 BCEMY OIHCAHMIO I
omucanusi o00H (apmaueBTHHECKHM mpHeMiieMoi (opMmbl  (Takoit Kak croxkHeIH a¢up, (Pocdopamuaar,
THO(OCPopaMuaaT, PoCHATHBIH CIOKHBIH IPUP, COMb CIOKHOTO I(PHPA HIH CBI3AHHASA TPyINa) 2'-3aMemeHHOro-N°-
3aMEIICHHOTO IyPHHOBOTO HYKJICOTHAA, KOTOPBIH MOCJTE BBEACHHS MALMEHTY O00ECIMEYMBACT TPeOyeMOE AKTHBHOE
coenmucHue. [IprMmepamu (hapMANEBTHYECKH TPHEMIEMBIX COJEH SBILTIOTCS OPTAHMYECKHE KHCJIOTHO-AITUTHBHEIC
comH, 00pa30BaHHBIC C KHUCJIOTAMH, KOTOPHIC 00Pa3VIOT (PH3HOJIOTHHYECKH MPHEMJICMBIH AHHOH, HATIPUMEP, TO3KJIAT,
METAaHCYJIb(DOHAT, ameTaTr, WHTPAT, MAJOHAT, TAPTPAT, CYKUHMHAT, OEH30aT, ackopdaT, O-KeTOrayTapar ® O-
rmuuepotoctar. INogxomsmue HEOPTAaHMYECKHE CONH TAakKe MOTYT OBITH 0Opa3’oBaHBL, BKIIFOHUAS CyiIb(aTHEHIC,
HHUTPATHEIE, OMKapOOHATHBIE M KapOOHATHEIE COMH. PapMaLEBTHUYECKH TMPHEMIIEMBIC COJH MOTYT OBITH ITOJIyHEHSBI C
TMPUMEHEHHEM CTAHJAPTHEIX MPOLEIYP, XOPOIIO M3BECTHBIX M3 O0JACTH TEXHHKH, HAIIPHMED, MyTEM OCYIICCTBICHI
B3aUMOJCHCTBHS JOCTATOYHBIM 00Pa3oM OCHOBHOTO COCOHHEHHS, TAKOTO KAaK AMFH, C TOAXOASIImMEH KHCIOTOH ¢
MOJIyueHHEM (DH3HOJIOTHYECKH IpHeMIeMoro anmoHa. Coim mEenoYHOTO MeTaia (HANPHMEp, HATPIL, KaIHsd HIIH
JIMTHS) HJH INEJI0YHO3EMEIBHOTO MeTa/lIa (HampuMep, KaubIpsl) KAPOOHOBBIX KHCIIOT TAKXKE MOTYT OBITH IOy CHEL.

«DapManeBTHHECKH TPHEMIIEMOE TIPOICKAPCTBO» OTHOCHICA K COCIMHEHHIO, KOTOPOe MeTaboII3HPOBAHO,
HAIPHEMEP, THAPOIN3HPOBAHO MM OKICICHO, Y X034MHA C 00Pa30BAaHHEM COSAMHEHH 0 HACTOAMEMY H300PETCHHUIO.
TumuaHeIe TPEMEPH MPOJICKAPCTB BKIIOYAOT B Ce0f COCIMHEHHSA, KOTOPHIE OJCPIKAT OMOJIOTHUIECKH JAOMIBHEIC
3aIUTHBIE TPYNIBl HAa ()YHKOHOHATPHOM (DparMeHTe AKTHBHOTO COEAWHEHHMS. IIpojekapcTBa BKIFOYAIOT B CeOd
COCIMHCHHSI, KOTOPBIC MOTYT OBITH OKHCJICHBI, BOCCTAHOBJICHBI, AMUHUPOBAHBI, CAMHHHUPOBAHBI, THAPOKCHINPOBAHBI,
JETHAPOKCHINPOBAHBL, THAPOIM30BAHBL, ACTHAPOJM30BAHBI, AIKIIHPOBAHBL, JCAJKIIHPOBAHBL, ALMIHPOBAHEL,
JeannINPOBaHsl, (pocopuamposansl, aedochopunrpoBarsl, THO(HOCPOPAMUINPOBAHEI, ACTHO(OCHOPAMUINPOBAHEI,
(ocopamuarpoBansl Wik Ae(PocHOpaMUIMPOBAHBI C TIOJYYUCHHEM AKTHBHOTO coeauHeHms. CoeIuHEHHA IO
HACTOSIIIEMY H300pETCHUIO 00Janar0T NPOTUBOBHPYCHOH AaKTHBHOCTREO 10 oTHomeHm0 k PHK-Bupycy wm
META0OTH3HPOBAHEl B COCOMHECHHE, KOTOPOE MPOSBIAET TAKYH) AKTHBHOCTh. 2'-3aMEINECHHBIH-NC-3aMeIEeHHBIH
My PHHOBBIH HYKJICO3HI TAKKE MOXKET OBITH BBEIACH B BUIE 5’ -(hocordpuproro mummaa, Ouchocpopamuaara, 3°,5°-
muKIEdeckoro  (ocopamuaara, 3,5 -mmkamueckoro  tHoocdopamumara, DTE koHbBIOTata, CMEIIAHHOTO
(ocopamugara-nporseoaroro SATE wmm mpon3BogHoro « SATE».

Tepmusn «(ochoHOBasS KHCTOTA» OTHOCUTCA K Tpyme —P(O)(OH)..

CoriacHO 0OMHOMY BAPHAHTY OCYIIECTBIICHHS TEPMHH Iy PHHOBOC MM MHPHMUAMHOBOE OCHOBAHHE BKIFOUAET
B ce0g Oe3 orpanmyeHus aaeHuH, NO-ankunmyprrsr, NO-auuamypussl (foe ampn mpeacTaBaieT coboit -C(O)amkum, -
C(O)(apum)Co-Coamxun mmu  -C(O)(Co-Ceankum)apun), N°-Oemsmamypur, Ne-ramorennypun, N°-smmmmmypmm, NO-
aneTHneHOBbIH mypuH, NO-aumnypun, NO-ruapoxcuankunmy pu, Ne-troankumy pus, N2-ankuamypunsl, N2-ankun-6-
THOTIY PHHBI, THMIH, LHTO3MH, S-()TOPUUTO3HH, 5-METIILHTO3MH, O-a3aNMPUMUANH, BKIIOYasT 6-a3aUUTO3HH, 2- W/HIH
4-MCPKANTONMPAMHANE, YPALUWN, S-TajgoTCHYpaumn, BKmo€as S-propypammn, Co-ankwmmpemuanaer, C3-
OemswmupuMunnEel,  C-ranorcHmupumeeebl,  Co-uHmmmapaveaus,  Co-aueTwicHOBBT — mupumumuH, C1-
amummuprvuaaE, C-ruapoxcnankminypul, C-amupommpumumns, CP-mmanormmpuvuans, CP-murpormpuvugns, C3-
aMHHOMMPUMHUANH, N2-aKp iy pusbl, N2-aIKu1-6-THOMY PHHBL, 5-a3aUHTHANHAT, 5-a3aPalliIi, TPHA30 10 MHPUIHHAL,

MMUIA30JIOMUPUANHNTI, THPPOJONMHPUMHINHUI U THPA30TOTTHPUMHUANHHUIL. HypI/IHOBLIG OCHOBAHHS BKIIFOUYAIOT B CeOs
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0e3 OrpaHmYCHHWS, TyaHHMH, AaJICHHH, THIOKCAHTHH, 2,0-AMAMHHONYyPHH H O-XJ1opmypuH. OyHKIHOHAILHBIC
KHCJIOPOAHBIC M A30THBIC TPYNIBI HA OCHOBAHUHM MOTYT 6I>ITI> 3AIOUIICHBI, KaK HCO6XOHI’IMO HIIH TpC6yCTC5{.
INoaxoasmpe 3aMmTHEIC TPYIIBL XOPOIIO M3BECTHBI CHCUHAINCTAM HACTOSAIICH 00JIACTH TEXHHKH U BKIFOYAIOT B CE0s
OCH3WI, TPUMCTWICHINT, JUMCTHITCKCHICHINI, TPET-OyTHIAMMETHICHINT, TPET-OyTHIIN(CHIICHIN, TPUTHIL,
ANKHIBHBIC TPYNIBI M AUWIBHBIC TPYIIBL, TAaKMe KAaK AaUeTHI M MNPONHOHI, METAaHCYJIb()OHMI ® mapa-
TOIYOJICYIb(DOHII. ANBTEPHATHBHO, NyPHHOBOE WM TNHPHMIIHHOBOC OCHOBAHHE HEOOM3ATCIBHO MOJKET OBITH
3aMEHICHO, TAK, YTO OHO 00pasyeT MPUEMJIEMOE MPOJICKAPCTBO, KOTOPOE MOKET OBITH OTINEILICHO in vivo. ITpumepst
TOAXOIAIINX 3aMECTHTENICH BKIFOUAIOT B Ce0sT alMIbHBIH (hparMeHT.

TepMEH «3aMCIICHHBII HIH «HEOOM3ATEIBHO 3AMCINCHHBIN O3HAYACT, YTO (JPATMCHT MOKET COACPIKATH IO
MCHBIICH MEpe OJWH JOTOJHUTEIEHBIN 3aMECTHTENIb, BKIFOUas B ceds Oe3 orpanmueHums ranoreH (F, Cl, Br, I), OH,
(ermn, 6er3mn, N3, CN, auwn, ajnkui, BKIOUAS MCTHIT, AJIKCHH, AIKHHUJL, AJKOKCH, ragorcHankmwt, Bkarouas CHF,,
CHoF u CF3; m 1. m. CorlacHO OOHOMY BapHAHTY OCYIIECTBIICHIHS, TCPMIH «3AMEIICHHBII» IIH «HEOOA3aTEIBHO
BaMGIIIGHHLIfI)) O3HAYACT, YUTO (I)parMGHT MOJKCT COACPKATE TIO MCHBIICH MCpPC OOWH ,HOHOJ'IHI/ITGJ'ILHLIfI 3aMCCTUTCIb,
BKITIOYAs B ce0s1 Oe3 OTPaHHMUCHUS a3WMA0, OUAHO, TAIOTeH ((hTOp, XJIOop, OpoM WM HOI), AJNKHI, ATIKCHEUI, AJIKHHILI,
LUKJIOATKAN, TETEPOLHKIL, apII, TETEPOAPHIL, TATOTCHANKIL, THIPOKCHI, ankoKcH, aMuHO, -NH(C;-Cs He3aMeIeHHBII
ankun), -NH(C;-Cs¢ samemennbiii  ankwn), -NH-(Co-Crankun)(Cs-Csuuxnoankmia), -NH-(Co-Cramxum)(Cs-
Cgreteponuk),-NH-(Co-Crankmn)(apwn),

-N(C,-Cs  Heszamemenubiii  amkun),, -N(C1-C¢  Hezamemenubrii  ankun)(Ci;-Ce¢  3aMCLICHHBIH  JIKELIT),
-N(C:-Cs 3amemmennsIi ankmn),,-NH-(Co-Cramkmm)(Cs-Csmmknoanku ), -NH-(Co-Cramknm)(Cs-Cgrereponunk),-NH-(Co-
Cranmxum)(apmn), auui, HUTPO, CyIb()OHOBYIO KHCIOTY, CyIb(at, Poc(hoHOBYIO KUCIOTY, (poctar, (pochoHAT HIH THOL.

TepMuH «CyTb()OHATHBIE COMKHBIE (UPBD, HPeACTaBICHHBIE (popmyoii, R1*S(0)ORY, conepxar R, rae
R mpeacTasaseT COG0M aNKKI, TATOTEHATKI, APATKHII K apui1. R mpeacTaBmeT cOO0M aNKuI, APHIT KM APATKHIL.

TepmuH «cyb()OHOBAs KHCIOTa» OTHOCHTCA K rpymme —SO,0H.

TepMuH «THO» OTHOCHTCS K rpymme —SH.

Hcnons3yemslii B HACTOSINEM OMMCAHHMH TEPMHUH «3ALIMTHAS TPYINA I a30Ta» OTHOCHICH K (DParMeHTy,
KOTOPBIH KOBAJCHTHO MPHCOCAMHCH K 30Ty M KOTOPBIH MOXKCT OBITh YIAJNCH, M THIIHYHO 3aMCHCH BOJOPOIOM IIPH
HeoOxommmocTn. Hampmmep, samurHas rpymma it a30Ta MOET OBITH TPYNIOH, KOTOpas yAaleHa in Vivo TOCIe
BBCICHUS XO3SHHY, i1 Vitro IPH MOMOINY KJICTKU W OHA MOKET OBITh YJANCHA B TECUCHHUE MPOLECCA MPOM3BOACTBA.
TMoaxoasmpe 3aIUTHEIC TP 711 43074, MPEMEHIMEIC B HACTOsmEM p300peTeHuy, onucansl y Greene and Wuts in
Protective Groups in Organic Synthesis (1991) New York, John Wiley and Sons, Inc.

Hcnoms3yeMBlil B HACTOSIIIEM OIHICAHNH TEPMIH «3aIIUTHAS IPYIIA A1 KHCIOPOAa» OTHOCHTCA K ()parMeHTy,
KOTOPHIl KOBAJICHTHO IPHCOEAMHEH K KHCIOPOAY M KOTOPBIH MOKET OBITH yJAJICH, M THIIHYHO 3aMCHEH BOAOPOIOM,
npu HeoOxogmMocTH. HamprMep, 3ammTHAS Tpymma 418 KHCIOPOAA MOXKET OBITH TPYNIOH, KOTOpas yAancHa in vivo
TIOCIC BBCACHHA XO3SIHHY, in vitro mpyu TOMOINM KJICTKH WJIH OHA MOKCT 6I>ITI> yYAallCHa B TCHUCHHC mpomecca
TIpON3BOACTBA. HOHXOH}IIIH/IC 3AIIUTHBIC TPYMIIBI AT KUCJI0POAa, MPUMCHUMBIC B HACTOAIICM I/I306pGT€HI/II/[, ONMMCAHBI ¥
Greene and Wuts in Protective Groups in Organic Synthesis (1991) New York, John Wiley and Sons, Inc.

«®ocdar» orHOCHTCA K Tpymnie —OP(O)(OH),.

«CnoxusIH 23(up hochopHOI KHCIOTE» OTHOCHTCSA K MOHO-, IH- H TpH(poCc(haTaM, €CIH HE OTMEUICHO HHOE.

Tepmur «hochoammar», «pocopamumar» umm «PocPopoaMugaT» NPEACTABIICT CO0OH (parMeHT,
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KOTOPBI COAEPKUT (DOC(Op, CBA3AHHBIH C TpeMsA KHCIOPOJHBIME TPYIIIAMH W AMHHOM (KOTOPBIM MOMET OBITH
HeoOs3aTembHO 3amemeH). [loaxomsamue (ocopaMuaarsl, MPEMEHEMBIE B HACTOSINEM H300PETCHUH, OIMCAHBI Y
Madela, Karolina and McGuigan in 2012, «Progress in the development of anti-hepatitis C virus nucleoside and
nucleotide prodrugs», Future Medicinal Chemistry 4(5), pages 625-650 10:1021/jm300074y and Dominique, McGuigan
and Balzarini in 2004, «Aryloxy Phosphoramidate Triesters as Pro-Tides», Mini Reviews in Medicinal Chemistry 4(4),
pages 371-381. JlomonrutenbHsie (ocopamMuAaTEl, TPEMCHIMBIC B HACTOSINEM H300PETCHHH, ONHCAHBI B IATCHTAaX
CIITA NeNe 5233031, 7115590, 7547704, 7879815, 7888330, 7902202, 7951789, 7964580, 8071568; 8148349,
8263575, 8324179, 8334270, 8552021, 8563530, 8580765, 8735372, 8759318; EP 2120565; EP 1143995; 6455513 u
8334270. Jpyrue (ochopaMuaaTsl OMHCAHBI B HYKJICO3HIHBIX IATCHTAX, OMHCAHHBIX B YPOBHE TEXHHKH HACTOSINETO
H300peTCHI.

@oc(opaMuIaTHEIE TPYMIBI 11 HPHUMCHEHHMS B HACTOSIIEM H300PETCHHH BKJFOYAIOT B CEOSl TPYIIIBI

CTpyKTYp:




185

Hpyrue (ochopamMumaTsr it IpIMEHEHIS 110 HACTOAMEMY H300PETEHHIO BKIFOUAIOT B ce0s (ocopaMuaaTe

CTPYKTYPHI:
O
RFE _!‘_J _g_
O
“\_\‘ RF" .
rac:

R™! mpeactapmseT co60it HEOOA3aTEIBHO 3aMEIICHHY0 HEPA3BETBICHHY F0, PA3BETBICHHY 0 HUTH IHKIHYECKYO
ANKHIBHYO TPYINY HIH HEOOA3ATEIBHO 3AMEIIEHHYO APHIbHYIO, TETEPOAPHIBHYIO MM TETEPOLMKIHYECKYIO TPy MLy
WJIH UX CBS3aHHY 0 KOMOMHALMIO, K

R™? mpeacrasnser co6oit -NRN'RN rpymmy wam B rpymmy;

rae:

RNM u RN xaxmeii mesasucumo mpenactasaser coboit H, Cisamkmn, (Cs-Crumkmoamkmn)Co-Ciankum-,
(apum)Co-Csamxmr-, (Cs-Ceretepormkio)Co-Coamkun- wm  (retepoaprn)Co-Csankun-, KOTOPBIH MOXKET OBITH
HEOOs3aTEIHHO 3aMEIICHHBII, FITH

RM u R™ pmecTe ¢ aToMOM a30Ta, K KOTOPOMY OHH MPHCOEAMHEHbI, COEIMHEHBI C 0Opa3oBaHMeEM 3-7-
YIEHHOTO TETEPOIMKINIECKOTO KOIBIIA;

RS 17
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ey
F
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B’ mpeacrasmseT coboit Tpymmy;
rae:

R!® mpenctasaser coboit Bomopox, (Ci-Csamkma, (Cr-Cslankenmn, (C-Cs)anxummn, (Cs-Csumknoankmm)Co-
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Ciamxun-, (apmwn)Co-Csankmn-, (Cs-Cerereponukio)Co-Ciamxun-, (rerepoapmn)Co-Ciankun- wim OOKOBYIO LETh
AMUHOKHCJIOTHI, HATPHMEP, OOKOBYIO IIETIh AMUHOKHCIOTHI (KaK MHBIM 00pa30M OMHUCAHO B HACTOSIIEM H300pETCHHM),
YaCTO BBIOPAHHOM W3 TPYIIIBL, COCTOSINCH M3 AJAHMHA, [-aTAHMHA, APTHHMHA, ACMAPATHHA, ACIIAPATHHOBOM KHCIIOTHI,
LUCTCHHA, NUCTHHA, TJIy TAMUHOBOM KHCIIOTHI, TJly TAMIHA, TJIMIMHA, (DCHUITANAHNHA, THCTHINHA, H30ICHINHA, TH3HHA,
NeHIpHA, METHOHHHA, MPOJMHA, CEPHHA, TPEOHMHA, BAJMHA, TpUNTO(aHAa MMM THPO3HHA (yacTo R mpeacraBmseT
c000#f BOOOPOI, METHII, H3OMPOTIEIT YITH H300Y THIT);

RY mpenctasaser coboit Bomopox, (Ci-Csamxun, (Ca-Cs)amkenmn, (Ca-Cs)amxummn, (Cs-Csuuktoamkmm)Co-
Cianxun-, (apum)Co-Csankun-, (Cs-Cererepounkio)Co-Ciamkun-, (rerepoapmn)Co-Csankun- wim OOKOBYH LCIh
AMUHOKHCIIOTHI, HATPEMEP, OOKOBYIO IETTH AMHHOKHCIOTHI (KAK MHBIM 00pa30M OMHCAHO B HACTOSIIEM H300PCTCHIM),
YacTO BHIOPAHHOM W3 TPYIIEL, COCTOSINCH W3 aJaHWHA, [-aJaHWHA, aPTHHIHA, ACTIAPATHHA, ACTAPATHHOBOM KHCIOTHL
OUCTCUHA, HUCTHHA, l"JIyTaMHHOBOfI KHCJIOTHI, TJIyTAMHUHA, TTTALWHA, (I)GHI/IJ'IaJ'IaHI/IHa, TUCTHIHHA, I/ISOJ'IGfIIII/IHH, JIN3HHA,
NeHIMHA, METHOHMHA, MPOIMHA, CEPHHA, TPEOHMHA, BANHMHA, TPEOTO(aHa Ham THpo3uHA (uacTo R!7 mpencrasmser
c000# BOIOPO, METHII, H30MPOTIILT FJIH N300y THT);

R mpeactaenser coboit Bogopox umm C;-Csankum;, uin

R u R moryT 06pasosssats (C3-Cr)upknoanken um (C;-Cr)reTepoupKINYeCKy 0 TPy Iy ; HIIH

R R!¢ wm RY moryT 06pasosssars (C3-Ce)TCTCPOMMKIMEECKYFO TPYIIY; B

RY mpenctasaser coboit Bomopox, (Ci-Ceamxma, (Cs-Ce)amkenmn, (Cs-Co)amxummn, (Cs-Csunknoamkmm)Co-

Ciamxun-, (apmm)Co-Coanku-, (Cs-Csrerepounkiio)Co-Ceankmn-, (rerepoapmr)Co-CeaIkumn-; mwim

RZD R21
9] -
ris”” N
¥
B’ mpexacrasier coboit O R Tpymmy;

rae:

R npexcrasnseT coboit Bomopoa, (C1-Cs)amxun, (Cs-Csumknoamkum)Co-Coamkun-, (apum)Co-Csamkmn-, (Cs-
Cereteponnkio)Co-Ciankmn- wm (rerepoapui)Co-Caa K-,

R?! mpexacrasnseT coboit Bomopon, (C1-Cs)amxun, (Cs-Csumknoankum)Co-Coankun-, (apmm)Co-Csamkun-, (Cs-
Cereteponukio)Co-Ciankwmn- wim (retepoaprut)Co-Csankm-; u

R u RY onpeaencHs! Boume.

Tunmeaeeie RF! rpynnmer BKmOYAOT B CeOf HCOOA3ATCIBHO 3AMCIICHHBIC (DCHHIBHBIC, HA(THILHBIC W
MOHOIMKJIMECKHE TETEPOAPIIIbHEIC TPYIIEL, 0COOCHHO TAKUE TPYIIHI (B YACTHOCTY, JIHIIO(HIBHEIC TPYIIIEI), KOTOPHIE
VYCHIIMBAXOT OHOJIOTHYECKYIO JOCTYIIHOCTh COCAMHECHHH B KICTKAX MALMEHTA M KOTOPBIC MPOSIBILIIOT MOHIDKCHHYIO
TOKCHYHOCTh, TIOBBINCHHBIH TEPANEBTHYCCKHH WHAEGKC H TOBBINCHHYI0 (DapMAaKOKHHETHKY (COCIMHEHHS
MeTabOoJII3NPOBAICH M BRIACILIINCH 00JICe MEUTCHHO).

Tepmun (QochopaMraaT HCTOIB30BATH IO BCEMY OTHCAHMIO IJI1 OTMUCAHIS TPYIIEL, KOTOPAs HAXOAUTCS B 5’
w3’ TOJOKEHHWH (JyPAaHO3ZHOTO KOJIBIIA HYKJICO3HIHOTO COEAMHEHIS M 00pasyeT IPOJIEKAPCTBEHHYIO (HOpMy
HYKJICO3HIHOTO coeauHEHIA. COTIACHO OJHOMY BAPHAHTY OCYIIECTBICHHS (hoC(OpaMIIaTl MOTYT HAXOAUTECA B 5° U

3’ monoxeHMH ()YPAHO3HOTO KOJBLIA HYKJICO3HIHOTO COCOMHEHHS W OOpasylOT IPONEKAPCTBEHHYIO (hopmy
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Hy KJICO3HIHOTO coeauHeHus. COIracHo APyroMy BAPHAHTY OCYINECTBICHHS (hoc(opaMuaaT, KOTOPBIH HAXOIUTCSA B 5’
TI0JIOKEHUH (DYPAHO3HOTO KOTBLA HyKJICO3UAHOTO COCIMHEHUS, MOKET 00pPa30BHIBATH HUKINIECKOE (PochopaMuaaTHoe
COCOMHECHNE O0pa30BAHHEM CBS3HM C 3 -THAPOKCHJIBHBIM 3aMECTHTEJIEM B 3’ TOJNOXKECHHH (DypPaHO3ZHOTO KOJIBIA
Hy KJICO3HIHOTO COCIMHCHUS M 00pa3yeT MPOICKAPCTBEHHYIO (JOPMY Hy KICOZHIHOTO COCIHHEHUSL.

Tepmun «tHO(QoCchoamumary, «THodochopamuaar» wm «THO(MOCHOpOAMUIAT» TPEACTABIIET COOOH
(hparMeHT, KOTOPBIH comepKuT (hocop, CBA3AHHBIH C CEPOH, ABE KHCIOPOIHBIC TPYIIIH H AMHH (KOTOPBIH MOKET OBITH
HeoOs3aTebHO 3aMemeH). TuodochopaMuaaTel, MPUMEHUMEIC B HACTOSIIEM H300peTeHuu, onucansl B mateHre CIITA
Ne 8772474 1 WO 2012/040124.

TuoochopaMugaTHeie TPYMIBL I NPUMCHEHHS B HACTOSIIEM H300PETCHHH BKIFOYAIOT B CEOS TPYIIIBI

CTpyKTYp:

Jpyrre Tro(oc(hopaMuaaTe BKIFOUAIOT B ce0s THO(HoCHopaMIIaTsl CTPY KTY PHI:
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rae:

R™! mpencrapisieT coboit HEOOA3aTEIBHO 3AMEIICHHEY0 HEPA3BETBICHHY 0, PA3BCTBICHHY O MM IHKIHUCCKY O
ANKHIBHYIO TPYMIY HIH HEOOA3aTEIBHO 3AMEINEHHYIO APHIBHYIO, TeTEPOAPHIBHYIO MM TETEPOIMKINYECKYIO TPy Iy
HITH UX CBS3aHHYE KOMOMHALMIO, H

R*? mpencrasnser co60it -NRN'RN rpynmy wm B rpymmy;

rae:

RN m RN kamenii mesasuceMo mpeactaaseT coboit H, Ci-Cs amxmn, (Cs-Crmmkmoamkmm)Co-Ciankmi-,
(apun)Co-Csanxmr-, (Cs-Csretepouukiio)Co-Cankmn- wnm (rerepoapmn)Co-Coankumn-; nm

RN u R™ BMecTe ¢ aroMOM a30Ta, K KOTOPOMY OHE NPHCOEIMHEHBI, COEAMHEHBI C 0Opa30BAHHEM 3-7-
YIEHHOTO TETEPOIMKINIECKOTO KOIBIIA;

RE 17
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R N

B’ nmpeacrasmser coboit Tpymmy;

rae:

R npexactasmieT coboit Bomopox, (Ci-Cs)amkmm, (Cr-Cs)ankenmn, (Ca-Cs)amkmmmn, (Cs-Csmukmoamku)Co-
Ciamxun-, (apmm)Co-Csamkmn-, (Cs-Cererepourkino)Co-Ciamkmn-, (rerepoapmn)Co-Csankun- mwim OOKOBYH LEIh
AMHHOKHCJIOTHI, HAPHMED, OOKOBYIO LIETH AMHHOKHCIOTHI (KaK MHBIM 00pa3oM OIHCAHO B HACTOSMIEM H300PCTCHHI),
YACTO BHIOPAHHOM W3 TPYIIBL, COCTOSINCH W3 AJaHWHA, [-aJaHWHA, APTUHIHA, ACTIAPATHHA, ACTAPATHHOBOM KHCIIOTHI,
OUCTCUHA, HUCTHHA, rHyTaMI/IHOBOfI KHCJIOTHI, TJIy TAMHUHA, T'TTALUHA, (I)GHI/IJ'IaJ'IaHI/IHa, THUCTHIHHA, HBOHeﬁHHHa, JIN3HHA,
NeHIMHA, METHOHMHA, MPOIHHA, CEPHHA, TPEOHMHA, BANHMHA, TPHNTO(AHA HIM THPO3HHA (dacTo R!® mpencrasmser
c0o00if BOAOPOI, METHII, H3OMPOIIEIT FITH H300Y THIT);

RY mpenctasaser coboit Bomopon, (Ci-Cslamxmn, (Ca-Cslamkenmn, (Ca-Cs)amxummn, (Cs-Csumknoamkmm)Co-
Ceamxun-, (apmwn)Co-Csankmn-, (Cs-Cerereponnkiio)Co-Ciamkun-, (rerepoapmn)Co-Ciamkun- wmm OOKOBYIO ULETH
AMHUHOKHCIIOTHI, HATPHMEP, OOKOBYIO IIETIH AMHHOKHCIOTHI (KaK MHBIM 00pa30M OMHMCAHO B HACTOSMIEM H300PCTCHUM),
YacTO BHIOPAHHON W3 TPYTIEL, COCTOSINCH W3 AJTaHWHA, -aTaHWHA, aPTHHIHA, ACTIAPATHHA, ACMAPATHHOBOM KHCIOTHL
OUCTCUHA, HUCTHHA, l"JIyTaMHHOBOfI KHUCJIOTHI, TJIyTAMHUHA, TTTUIWHA, (I)GHI/IJ'IaJ'IaHI/IHa, TUCTHUIWHA, I/I30J'ICI7[III/IH3, JIN3HHA,
NeHIMHA, METHOHMHA, MPOIHHA, CEPHHA, TPEOHWHA, BANHMHA, TpEOTO(aHa mam THpos3mHA (dacto R!7 mpenctasmser
c000# BOIOPO, METHII, H30MPOTIILT FJIH H300Y THIT);

R mpeactasaser coboit Bogopox umm C;-Csankum;, nin

R!¢ 1 R moryT 06pasossisats (C3-Cr)upknoamkun umm (C3-Cr)reTepouuKIHYeCKy 0 TPy Iy ; WK

R u R'¢ wm R moryT 06pasossBars (C3-Ce)reTCPOLMKIMECKYF0 TPYIIY; B
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RY mpenctasaser coboit Bomopox, (Ci-Ceamxma, (Cs-Celankenmn, (Cs-Co)amxummn, (Cs-Csumxnoankmm)Co-

Ciamxun-, (apmn)Co-Cranmkmi-, (Cs-Cererepouukiio)Co-Caamxmn-, (rerepoaprun)Co-Cia k-, wim

RZD R21
] -
rie”” N~
-8
B’ mpexacrasseT codoit 0 R Tpymmy; u

R R!° R? u R* onpeneneHsI BHILIE.

Tuneaeeie RF! rpynmer BKTOWAROT B CeOf HEOOA3ATCIBHO 3AMEIICHHBIC (DCHHIBHBIC, HA(THILHBIE W
MOHOIMKJIMECKHE TE€TEPOAPIIIBHEIC TPYIIEL, 0COOEHHO T TPYMIBI (B YaCTHOCTH, JINTO(IIPHEIC TPYIIBI), KOTOPHIC
YCHIMBAIOT OMOIOCTYIHOCTh COEAWHEHHNH KJIETKAM NAMHEHTA M KOTOPHIE OOJAZAI0T NMOHIDKCHHOH TOKCHYHOCTEIO,
TIOBHIIICHHBIM TEPANCBTHYECCKIM HHACKCOM H TOBBIICHHBIMH (DAPMAKOKHHETIHYECKHMIE TApaMeTpaMu (COCTIMHCHIS
MeTabOII3HPYIOTCS ¥ BBIACIIIIOTCS MEAJICHHEE).

Troochopammaar MOKET HAXOZUTHCA B 5’- WM 3 °-TMOJOMEHUH ()YPAaHOZHOTO KOJIBIA HYKICO3HIHOTO
COCIHMHEHNA C 00pa3oBaHHEM MPOJEKAPCTBEHHON (DOPMEI HYKJICO3HAHOTO coeanmHeHHSI. COTIAaCHO OJHOMY BAPHAHTY
OCYIIECTBICHIST THO(POC(POPAMUAATEI MOTYT HAXOAWTECA M B 5'-, W B 3 ’-TIONOXEHHH (DYPAHO3HOTO KOJBIA
HyKJICO3HIHOTO COEAMHEHHS M 00pa30BBIBATH HPOJEKAPCTBEHHYIO (DOPMY HYKIEO3HZHOTO coexmbeHIL. COrmacHO
JPYTOMY BapHAHTY OCYIIECTBICHHA THO(MOCPOPaMHIAT, HAXOAAMMICA B 5 -TIOJIOKEHHH ()YPAHO3HOTO KOJIbLA
HYKJICO3HIa, MOKET 00Pa30BBIBATh LHKIMYECKOE THO(HOC(HOPAMIIATHOE COSAMHEHNE IMyTeM 00pa30BaHUs CBA3H C 3°-
THAPOKCHIBHBIM 3aMECTHTEIEM IO 3’ -NOJOKEHUIO (JypaHO3HOTO KOJIBLIA HyKJICO3MIHOTO COCIHHCHHME M 00pa3oBaHHSA
MPOJIEKAPCTBEHHOH (YOPMBI Hy KIIEO3HIHOTO COCTIHEHEL.

Hcnonp3yeMslii B KOHTCKCTE HACTOSIIETO M300peTeHUs TepMuH «D-KOH(Hrypaums» OTHOCHTCS K OCHOBHOM
KOH(HIypamuu, KOTOpas MMHTHPYET ECTECTBCHHYIO KOH(HIYPALMIO CaxapHbIX ()ParMEHTOB B OTJIHYHE OT HE
BCTPCHAFOIIMXCS B TNPHPOAC HyKiIeo3maos miam «L-xkomdurypammm». Tepmun «p» wim «p-aHOMEp» OTHOCHTCI K
Hy KJICO3H/IHBIM AHAJIOTAM, B KOTOPHIX HYKJICO3HIHOE OCHOBAHNE KOH(HIYPHPOBAHO (PACHOJIOKEHO) BBIIE IUIOCKOCTH
(hypaHO3HOTO (PparMeHTa B Hy KJICO3HIHOM AHAJOTE.

TepMEHBI «COBMECTHO BBOJHTEY» M «COBMECTHOE BBEACHHE» MUIH «KOMOMHHPOBAHHAS TEPAIHI» HCIOIB3YIOT
JUI1 OMHMCAHHS BECACHHA MO MEHBIICH MEPE OJHOTO M3 COCAMHCHMI 2’ -3aMEMECHHOTO-NC-3aMEIIECHHOTO Ty PHHOBOTO
HyKJICOTHIA B COOTBETICTBHH C HACTOSIIMM H300peTeHMEM B KOMOMHAINE IO MCHBIICH Mepe C OJHHUM APYTHM
AKTHBHBIM CPEICTBOM, HANPHMED, IAE 3TO IEIECO00pPa3HO MO0 MEHBINCH MEpe ¢ OJHHM JOTOJHHTCIBHBIM CPEICTBOM
npotns PHK-Bupyca, B TOM HHCIE C JPYTHMH CPEACTBAMH 2’ -3aMEIICHHOTO-N°-3aMCIICHHOTO MyPHHOBOTO
HYKJIEOTHAA, KOTOPHIE PACKPHIBAIOTCS B HACTOAMEM MJOKYMEHTE. BpeMs COBMECTHOTO BBEACHHS JIyYIIE BCETO
OTIPEICIINT MEIUIMHCKIH CIICIHATHCT, JeYamui nanuerTa. MHOTAa MPeanoYTHTET-HO BBOAUTE CPEICTBA B OTHO H TO
JKe BpeMs. B KauecTBe anbTEPHATHBHI, JEKAPCTBCHHBIE CPEACTBA, BRIOPAHHEIC M7 KOMOMHUPOBAHHOH TEpAIHI, MOTYT
OBITH BBEJCHHI MANMCHTY B PA3HBIE MOMEHTH BpeMeHH. KOHEWHO, KOTAa MPUCYTCTBYET 00Jiee YeM OTHA BHPYCHAS HIIH
apyras HWHQEKOHSA, WM OPYIOE COCTOSHHE, COCANHCHHA B COOTBEICTBHH C HACTOAMMM H300pPETCHHEM IIPH
HEOOXOAMMOCTH MOTYT OBITH OOBCAMHEHBI C APYTHMH CPEACTBAME I JICUCHHA TAaKUX APYTHX HH(EKUHMH HIIH

COCTOAHHA.
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Hcnonp3yeMbiii B HACTOSIEM JOKYMEHTE TEPMHH «XO3SHH» OTHOCHICS K OJHOKJIETOYHOMY HJIH
MHOTOKJIETOYHOMY OpPraHusMmy, B kKoTopoM PHK-BHpPYC MOKET PemIMIMPOBATHECS, B TOM HYHCJE K KICTOYHBIM JIHMHISIM H
SKIBOTHBIM U, KaK IPABWIIO, K YETOBEKY. TEPMHH «XO3AHMH», B HACTHOCTH, OTHOCHTCSA K MH()MUIHPOBAHHBIM KICTKAM,
KJICTKaM, TPAHC(HUIMPOBAHHBIM MOTHEIM reHoMOM PHK-BHpyca mam €ro 4acTeio, a TAKKE K KHBOTHBIM, B YACTHOCTH,
mpuMaTaM (B TOM YHCJIC ITUMIAH3E) M TOASM. B OOJBIIMHCTBE CIIy4aeB NMPHMEHEHUS HACTOSINETO M300PETCHHSA HA
JKHBOTHBIX XO3SHHOM SBJUIETCS MAUMEHT-4eJOBEK. OJHAKO B HEKOTOPHIX CIy4asX HACTOSINECE H300PETECHHE SBHBIM
00pa3oM BKJIFOUACT BETCPUHAPHBIC MPUMECHCHWS (HATIPUMED, A/ ITUMTIAH3E ). XO3IHHOM MOKET OBITh, HATPHMED, OBIK,

JIOINAAb, IITHIIA, COOAKA, KOIIKA U T. [I.

H3o010nHOE 3aMemeHne

Hactosmee wn300peTeHmEe BKMIOYACT B CeOA NPHMCHEHNE COCOMHCHMI C TPEOYEMBIMH H30TOIHBIMHE
3aMEIICHILIMH aTOMOB B KOJIHYECTBAX, BHIIIE PACIPOCTPAHEHHOCTH B MMPHPOJE H30TOMA, T. €., 00orameHHbIX. M30TOMEI
TPEACTABILIIOT COO0H aTOMBI C OAMHAKOBEIM ATOMHBIM YICJIOM, HO PA3HBIMH MACCOBBIMH YICJIAMH, T. €., OMHHAKOBOE
YICJI0 MPOTOHOB, HO Pa3HOE YHCIIO HEHTPOHOB. B KawecTse 00mero mpmMepa u 63 OTpaHIMEHU H30TOIB BOAOPOA,
Hampumep, aeditepuit (H) m Tpmrmii (CH), MOryT OBITh HCHOIB30BAHBI TAE€ YIOAHO B OMHCAHHBIX CTPYKTYpax.
AJBTCPHATHBHO I B JOTIOTHCHUC MOTYT OBITh MCTIOIB30BAHE H30TOMEL yriepoad, Hanpumep, 2C u *C. Tummaasm
H30TOIHBIM 3aMEIICHUEM SBILICTCA AcHTepHil C BOZOPOZOM B OTHOM IUIH HECKOJBKHX TOJIOKCHHSIX HA MOJICKYJIE I
YIIYYIICHH] XapaKTEPUCTHKH JEeKAPCTBEHHOTO CPeaACTBa. JleHiTepuii MOKET OBITH CBA3AH B MOJIOKCHHH PAa3pPHIBA CBI3H B
TCUCHHE META0O0MM3Ma (KMHETHUIECKHMH H30TOMHBIH 3(P(EKT o-meHTepHs) WM PsAIoOM C WM BO3JIE YY4AaCTKA pazpsiBa
CB3M (KuHeTHUECKHi m30TOmHBIH 3(Qekr [B-meitrepms). Achillion Pharmaceuticals, Inc. (WO/2014/169278 u
WO/2014/169280) ommcsiBaeT aAeHTEpHPOBAHHE HYKJICOTHAOB AT YIYUINCHHS HX (APMAKOKHHETHKH IUTH
(hapMaKOIMHAMUKH, BKIFOUAS IPHU 5 HOJIOKSHHUH MOJIEKY JIBL.

3JaMeIeHHE H30TONAME, TAKUMM Kak JeHTepud, MOJKET OKA3bIBATH ONPEICICHHBIE TEPANCBTUUCCKIE
MPEHMY IECTBA, 00y CIOBICHHBIC 00IbINEH YCTOHYMBOCTHIO B IPOLIECCE META00IM3MA, TAK, HAMPHME], MOBBIMICHHBIH in
Vvivo mepuon moNypacmaga WM NMOHIDKCHHBIC PEKHMBI JO3ZHPOBKH. 3aMCIICHHE ACHTEPHEM BOJOPOJA HA YYACTKE
META0OIIIECKOTO PACTAaZa MOKET COKPAINaTh CKOPOCTh MM YCTPAHATH METAOOIH3M TPH Tako# CBs3u. B modom
TOJIO’KCHUY COSIHMHEHI, B KOTOPOM MOXKET NMPHCYTCTBOBATh aTOM BOAOPOAA, aTOM BOJOPOAA MOMKET OBITH JIOOBIM
M30TONMOM BOAOpOAa, BKmouas mpotuit (‘H), meitrepuit (*H) m Tpurmit (H). TakuMm 06pa3oM, CCHUIKA B HACTOSIIEM
H300pETCHNN HA COCOMHEHIE OXBATHIBAECT BCE BO3MOXKHBIC M30TONHEIE (DOPMBI, €CIM B KOHTEKCTE YETKO HE OTMEUCHO
HHOE.

TepMUH «H30TOMHO MCHUCHBIN» aHATOT OTHOCHTICS K AHAJIOIY, KOTOPBII SBIAETCS «ICHTEpPHPOBAHHBIM
ananorom»,  «PC-MeueHBIM  aHamorom» WM «AeiTepupoBaHHbIM/PC-MeueHBIM  aHanorom».  TepMuH
«aeHTEPHPOBAHHBIN aHAJIOT» 03HAYACT COCAMHEHNUE, OMMICAHHOE B HACTOSIIEM H300peTeHHH, PN KoTopoM H-m3oTo0m, T.
e., sogopoa/mpotrii (‘H), 3amemern H-msotomom, T. €., aeiitepmem (PH). 3amemenme AeiiTepEeM MOJKET OBITH
YACTHYIHBIM IUTH OJHBIM. YacTHYHOE 3aMeIIeHHE AefiTepreM 03HAUAET, YTO 10 MEHBINECH Mepe OJHH BOJOPO 3aMEIICH
1o MEHbIIEH Mepe ogHNM AcHTepueM. COTIACHO HEKOTOPBIM BAPHAHTAM OCYIIECTBICHHS m3oTom Ha 90, 95, 96, 97, 98
un 99% wm 6oee 000TAINEH B M30TOME MPH TFOOOM HHTEPECYIOIEM Noa0xKeHNH. COTIacHO HEKOTOPHIM BAPHAHTAM
OCYIIECTBIICHI OH SIBISIETCS AeHTEpHEM, KOoTopsiit Ha 90, 95, 96, 97, 98 mm 99% oborameH B TpedyEeMOM ITOJIOKEHIH.

Ecmn He OTMEYEHO NHPOTHBOIOJIOXKHOE, AcHTepHpoBammE cocTaBmieT mo MeHpmeli Mepe 80% mpu BRIOpaHHOM
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noJokeHuH. JlefiTepupoBaHe HyKJICO3HIA MOYKET IMPOXOJUTH IPH TFO00M 3aMEHAEMOM BOIOPOJE, YTO 00ECHEUNBACT

TpeOyeMBbIE pe3yIbTATHL

II1. Cnioco0s1 s1eHueHust WM NPOPHIAKTHKH

Jleuerue, HCIOIB3yEMOE B HACTOSMIEM JOKYMEHTE, OTHOCHTCS K BBCICHMIO AKTUBHOTO COCIHHCHHUS XO3IUHY,
xotopsrit mH(rEposar PHK-BupycoMm, HampuMep, 4eTOBEKY .

Hcnons3yemsIii B HACTOSIIEM JOKYMEHTE TEPMHH «IPO(HIAKTHYECKOE» WIIH «MPEBEHTHBHOE» OTHOCHTCSI K
BBCICHHIO AKTHBHOTO COCIMHEHI U1 MPEIyIPEIKICHIA MM YMECHBIICHI BEPOATHOCTH BOSHHUKHOBEHIS BHPYCHOTO
HapymeHmsa. Hactosmee wm300peTeHHe BKTIOYACT KAaK JICWEHHE, TaK H TNPO(IIAKTHYECKNE WM IPEBCHTHBHBIC
TepaneBTHUIECKHE cpeacTBa. COTIACHO OMHOMY BAPHAHTY OCYINECTBICHHS AKTHBHOE COCOMHECHHE BBOIST XO3SAHHY,
KOTOPHIi mogseprcs BosaeHcTemro PHK-Bupyca u Tem caMbIM moaBepraercs puCKy mH(QuouposaHmsa napeknuei PHK-
BHpYyCa.

Hacrosimee n300peTeHIE OTHOCUTCSA K CTIOCO0Y JICUCHHUS WM PO (DIIAKTHKY 3a00IeBaHs, BI3BAaHHOTO PHK-
BHPYCOM, B TOM HHCIIC YCTOHYHBBIME K JICKAPCTBEHHOMY CPEIACTIBY H YCTOMUMBBRIMH K HECKOJBKHM JCKAPCTBEHHBIM
cpeacteam (popmamu PHK-Bupyca, ¥ pOACTBEHHBIX COCTOSTHIH 00JIC3HH, COCTOSTHUH MM 0CIOKHEHNH nH(pekunn PHK-
BHPYCA, a TAKOKE IPYTHX COCTOSHHH, KOTOPHIC SBJIAOTCS BTOPHYHBIMIE TI0 OTHOIICHNUIO K HE(eknnn PHK-Bupyca, Taknx
Kak cn1abocTh, MOTEPs ANIETHTA, TOTEPS MACCHL, VBEIMYCHUE MOJOYHOHM Kene3bl (0OCOOEHHO y MYJKYFH), CHIIb
(0cOOCHHO HA JTANOHAX), TPYAHOCTH CO CBEPTHIBAHIEM KPOBH, IAyTHHOOOPA3HBIC KPOBEHOCHBIC COCYIBI HA KOXKE,
CIYTAHHOCTh CO3HAHFS, KOMAa (PHIE(ANOMATH), HAKOTJICHHUE >KUAKOCTH B OPIOIIHOW MOJOCTH (aCUHMT), BAPHKO3HOE
pacmmpeHHe BEH NHIIEBOJA, IOPTATMbHAS THIEPTCH3IN, IOYCYHAS HEJOCTATOYHOCTh, YBEIIMYCHHE CCJIC3CHKH,
YMEHBIICHUE KJIETOK KPOBH, aHEMHS, TPOMOOIMTOTICHI, JKEITYXa I MEUCHOYHOKICTOUHBIH pak cpeau npounx. Crocod
BKJTIOYAET BBCACHME XO3SHHY IPH HEOOXOAMMOCTH 3TOr0 3(()eKTHBHOTO KOJIMYECTBA II0 MEHBINECH Mepe oxHOTO 2’-
3aMeMEHHOTO-N°-3aMEEHHOTO TyPUHOBOTO HyKJIEOTHAA, OMHCHIBAEMOTO B HACTOSIIEM AOKYMEHTE, HEOOA3ATELHO B
KOMOMHALMK 1O MEHBLICH MEpe C OJHHM JOMOTHHTCIbHBIM OMOAKTHBHBIM CPEACTBOM, HAIPHMEP, AOTOIHHUTEIBHBIM
cpeacteom mpotus PHK-Bupyca, momomumTepHO B KOMOMHALMH C (DApMAILEBTHHMECKM NPHEMIICMBIME HOCHTCIIEM,
JI00aBKOT /MM BCIOMOTATEIBHBIM CPEICTBOM.

CormacHo CreAyromeMy AacmekTy HACTOSINEe HM300peTeHHEe OTHOCHTICA K CIOCO0Y MPEayIpe:KICHHA I
mpodmnakruku uH(pexunn PHK-Bupyca, win cocTosHus 00NIE3HH, FIH POACTBEHHOTO, MU MOCICIYIOMETO COCTOSHIS
OonesHm, cocTosHuA W ociokHeHI mH(peknrn PHK-Bupyca, B TOM YmCIe TENMATOTOKCHYHOCTEH, C1ab0CTH, IOTEPH
amIeTHTA, TIOTEPH MACCHI, YBEJIHHYCHHS MOJOYHOM >Kee3bl (0OCOOCHHO y MYK4YHH), CHIMH (OCOOCHHO HA JAOOHSX),
TPYZHOCTH CO CBEPTHIBAHHEM KPOBH, IAyTHHOOOPA3HBIX KPOBEHOCHBIX COCYJIOB HA KOKE, CIYTAHHOCTH CO3HAHMA,
KOMBI (PHUE(anonaTuy), HAKOIUICHHS XHIKOCTH B OPIOIIHOW MOJOCTH (acuWTa), BAPMKO3HOTO PACIIMPEHHS BEH
MINIIEBOA, MOPTATBHONM THICPTEH3ME, IOYCYHOH HEJOCTATOYHOCTH, YBEIHUCHHA CENIC3CHKH, YMEHBIICHII KIETOK
KPOBH, AHCMUH, TPOMOOLWTONCHHUMN, KEITYXH H INCUYCHOYHOKICTOYHOTO paka (IEYEHH) CPEAH MPOYHX, IPH 3TOM
YKa3aHHBIH CTOCO0 BKJIFOYAET BBEACHNE MALIMCHTY C PHCKOM 3(D(eKTHBHOTO KOJIMIECTBA II0 MEHBINEH MEpe OTHOTO
COCIHMHEHNA B COOTBETCTBHI C HACTOSIIWM H300pETEHHEM, OTHCHBAEMOTO BHIIIC, B KOMOMHAINH C (D)ApPMALEBTHICCKH
TPHEMJICMBIME HOCHTEJIEM, J00aBKOH W BCIOMOTATEIBHBIM CPEICTBOM, HEOOS3aTEIBHO B KOMOHMHALNUE C IPYTHM
cpeactsoM mpotus PHK-Bupyca.

5’-CtaOunu3upoBaHHbLi 2’ -3aMeMEHHbIH-NC-3aMEIEHHBIH MyPUHOBEIH HYKICOTHA MOKET OBITh BBEACH MpPH
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HEOOXOJMMOCTH B BHIEC KAKHX-THOO COJNH MM MPOJEKAPCTBA, KOTOPHIE IIPH BBEACHHH PELHUIIHEHTY CHOCOOHEI
obecmeynBaTh HEMOCPEACTBEHHO WM OMOCPEIOBAHHO HCXOZHOE COCIHHCHME, WJIH KOTOPHIC MPOSBILIEOT CBOIO
aKTHBHOCTh. HEOTpaHHYMBAIOIIMMM MPHMEPAMHE SABIAIOTCS (HAPMALCBTUHMECKH HPHEMIEMBIE COJH H COEIMHEHHE,
KOTOpBIC OBIM MOZM(HUMPOBAHBI 1O ()YHKUMOHATBHOH TIpymIe, Takoi KAaK THAPOKCHIBHAS UM AMHHOBAS
()YHKUMOHANBHAS TPYINa, M1 MOIH(PHKALME OHMOJOTHYECKOH AKTHBHOCTH, (DAPMAKOKMHETHUYCCKHX INApaMETpPOB,
BPEMEHH TIOJIy>KH3HH, KOHTPOJHPOBAHHOM JOCTABKH, JHIO(IIBLHOCTH, KHHETHUYCCKHX IAapaMeTpoB abdcopOuuu,
nerkocty  (pocopHpoBaHust 40 AKTHBHOTO 5 -Tpmpoc(ara wium 3()(PEKTHBHOCTH AOCTABKH C FKCIOJBb30BAHHEM
JKEJIAEMOTO IyTH BBEACHI coeamHeHI. Croco0bI MOAM(HKALNE CBOHCTB AKTHBHOTO COCOMHECHMUS IJI1 JOCTIDKCHU
LENIEBBIX CBOHCTB M3BECTHHI CIEUHMATHCTAM B JAHHOW OOJACTH WM MOTYT OBITH JIETKO OTPEICICHBI CTAHAAPTHBIME
crnoco0ame, HampuMep, amwmumposanue, (ochoprwmposanne, THO(OCcHopamuanpoBanue, (ochopaMuINPOBAHEE,
(pocpormpoBanme, ankmmpoBanue win [10] mwinposanue.

CoriacHO 0THOMY BAPHAHTY OCYIIECTBJICHHS AKTHBHOE COSIMHEHHE BBOIAT XO3IHHY, KOTOPBIH HHQ)HIHPOBAH
BHpPycoM ¢ a8y xHuTeBoi PHK.

CormacHO 0THOMY BAPHAHTY OCYIIECTBJICHHS aKTHBHOE COCIMHEHHE BBOIAT X03IHHY, KOTOPBIH HHQ)HIHIPOBAH
BHPYCOM C MOJIOKHTEIbHO-CMBICIOBOH HUTEIO PHK.

CormacHO 0THOMY BAPHAHTY OCYMIECTBJICHIHS AKTHBHOE COSIMHEHHE BBOIAT XO3HHY, KOTOPBIH HHQ)HIHIPOBAH
BHPYCOM C OTPHLATEIbHO-CMBICIOBOH HUTHIO PHK.

CoriacHO 0THOMY BAPHAHTY OCYMIECTBJICHHS AKTHBHOE COCIMHEHUE BBOIIT XO3HHY, KOTOPBIH HHQ)HIHPOBAH
BupycoMm ¢ asyxumTeBoit PHK u3 cemeiictea Amalgaviridae. CornacHO 0IHOMY BapHaHTy OCYIIECTBIICHIS AKTHBHOE
COCIMHEHNE BBOIAT XO3SMHY, KOTOpBIH mH(HuUHpOBaH BHpycoM C aByxHuTeBoit PHK m3 cemeiictBa Birnaviridae.
CoriacHO OHOMY BapHAHTY OCYIIECTBICHI AKTHBHOE COCIMHCHHE BBOIAT X03AUHY, KOTOPHIH HH()HIIHPOBAH BHPYCOM
¢ aeyxuuteBoit PHK u3 cemetictBa Chrysoviridae. COTacHO OAHOMY BAPHAHTY OCYINECTBICHUS AKTHBHOE COCIUHCHHUE
BBOJAT XO35KHY, KOTOPHIH HHpHIEpoBaH BupycoM ¢ aByxuHuteBoi PHK u3 cemeiicta Cystoviridae. COTmacHO 0qHOMY
BAPHAHTY OCYLICCTBJICHHS AKTHBHOE COCOMHCHNEC BBOAAT XO3SAHHY, KOTOPBIH MH()MIMPOBAH BHPYCOM C ABYXHHTCBOH
PHK wu3 cemeiictBa Endornaviridae. COrnacHO OTHOMY BAPHAHTY OCYINECTBICHHSA AKTHBHOC COCAMHCHHE BBOIAT
XO3MHY, KOTOpPbIH HH(pUUEPOBAH BuUpycoM C apyxuuTeBo PHK w3 cemeiictBa Hypoviridae. COTIacHO OZHOMY
BAPHAHTY OCYINCCTBJICHHS AKTHBHOE COCIMHECHHE BBOAAT XO3SAHMHY, KOTOPBIH MH(HIMPOBAH BHPYCOM C JBYXHHTEBOH
PHK m3 cemelictBa Megabirnaviridae. COrnacHO 0JHOMY BAPHAHTY OCYINECTBICHH AKTHBHOE COCOMHECHHE BBOIAT
XO3SMHY, KOTOPHIH HMH(HIupoBaH BHpycoM ¢ aByxuuteBoii PHK m3 cemeiictea Partitiviridae. CormacHO omHOMY
BAPHAHTY OCYINECTBJICHHS AKTHBHOE COCOMHECHHE BBOAAT XO3SAHMHY, KOTOPBIH MH()HIUPOBAH BHPYCOM C JBYXHHTEBOH
PHK m3 cemeifictBa Picobirnaviridae. COTIaCHO OZHOMY BAPHAHTY OCYIICCTBICHHS AKTHBHOE COCIMHCHHEC BBOIST
XO3SMHY, KOTOpHIi mH(HuEpoBaH BHpycoM c mByxumTeBoi PHK m3 cemeiictBa Quadriviridae. COrIacHO OTHOMY
BAPHAHTY OCYINECTBJICHHS AKTHBHOE COCIAMHCHHE BBOAAT XO3SHHY, KOTOPBIH MH()HIUPOBAH BHPYCOM C JBYXHHTEBOH
PHK wm3 cemeiictBa Reoviridae. COTTacHO OAHOMY BAPHAHTY OCYIIECTBICHI AKTHBHOE COCAMHEHIE BBOAAT XO3SHHY,
KOTOpSIi HH(HIIPOoBaH BUpycoM ¢ AByxuuTeBoH PHK m3 cemeiictsa Totiviridae.

CormacHO 0THOMY BAPHAHTY OCYMIECTBICHHS AKTHBHOE COSIMHEHUE BBOIAT X03HHY, KOTOPBIH HHQHIHPOBAH
BHPYCOM C TOJOKHTeTbHO-cMBICIOBOH PHK w3 mopsanka Nidovirales. CormacHO OZHOMY BapHAHTY OCYIICCTBICHI
AKTHBHOE COCIHHCHHE BBOIAT XO3SHHY, KOTOPHIH HH(HINPOBAH BHPYCOM C IOJIOKHTEIBHO-CMBICIOBOH PHK m3

nopsanka Picornavirales. COTIacHO OJHOMY BAPHAHTY OCYIIECTBICHHA AKTHBHOE COCIHMHCHHEC BBOIAT XO3SHHY,
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KOTOPBIH HMH()HIEPOBAH BHPYCOM C MHOJIOKHTEIbHO-CMBICJIOBOM PHK m3 mopsaxa Tymovirales. CormacHo omHOMY
BaPUAHTY OCYIIECCTBJICHHS AKTHBHOE COEIMHEHIE BBOIAT X03AUHY, KOTOPHIH HH()UIMPOBAH BUPYCOM C TOJIOKHTEIHHO-
cmbicioBoit PHK m3 cemeiictBa Arfeviridae. COTIacHO OJHOMY BAPHAHTY OCYINECTBICHHS AKTHBHOE COCIUHCHHC
BBO/IIT XO3MHHY, KOTOPBIH MH(UIMPOBAH BHPYCOM C mOJ0xuTeIbHO-cMBICTOBOM PHK u3 cemeiictsa Coronaviridae.
CornacHO OZHOMY BApPHAHTY OCYLICCTBJICHIS AKTHBHOE COCINHCHHE BBOASAT XO35HHY, KOTOPHIH HH()HUEPOBAH BHPYCOM
¢ monoxwurtenbHO-cMbIcOBOH PHK wm3 cemeiictea Mesoniviridae. COTIacHO OZHOMY BAPHAHTY OCYINECTBIICHHS
AKTHBHOEC COCOMHCHHEC BBOIAT XO3SIHHY, KOTOPBIH HH(HINPOBAH BHPYCOM C IOJOXKHTEIBHO-CMBICIOBOH PHK m3
cemeiictBa Roniviridae. COTIaCHO OTHOMY BAPHAHTY OCYINCCTBJICHHS AKTHBHOE COSIMHEHUE BBOIAT XO3SIHHY, KOTOPHIH
HH()ULEPOBAH BUPYCOM C MOJIOKUTETHO-CMBICTOBOH PHK 13 cemeiictra Dicistroviridae. COTIaCHO 0OTHOMY BApHAHTY
OCYINECTBJICHUS AKTHBHOE COCIOWHEHHE BBOIAT XO3MHHY, KOTOPHIH HH(HIHPOBAH BHPYCOM C TOJOKHTECIBHO-
cmsicnoBoit PHK m3 cemetictra [faviridae. COTIacHO OTHOMY BAPHAHTY OCYINECTBICHHA AKTHBHOE COCIUHEHIE BBOIAT
XO3SHHY, KOTOPHIH HH()HIMPOBAH BEPYCOM C HMONOKHTEIbHO-CMBICIOBOH PHK m3 cemelictsa Marnaviridae. CornacHo
OJHOMY BAPHAHTY OCYIICCTBICHHI AKTHBHOC COCAMHEHIE BBOIAT XO3AHHY, KOTOPHI HH(HIEPOBAH BHPYCOM C
nosoxuTeIbHO-cMbICTOBOH PHK 13 cemetictsa Picornaviridae. COTIacHO 0OTHOMY BAPHAHTY OCYINECTBIICHIS AKTHBHOC
COCIMHEHHE BBOIAT XO3AHHY, KOTOPBII HH()HUMPOBAH BHPYCOM C MOJIOKHTENbHO-cMbICiOBOH PHK m3 cemeiictsa
Secoviridae. CoOTnacHO OZHOMY BAPHAHTY OCYIIECTBICHHA AKTHBHOE COCOMHCHHEC BBOIIT XO3AHHY, KOTOPBIH
HH(YIINPOBAH BHPYCOM C MOJOKHTEIbHO-CMBICIOBOH PHK m3 cemetictBa Alphaflexiviridae. CormacHo omHOMY
BAPHAHTY OCYINECTBIICHUS AKTHBHOE COCAMHEHUE BBOIAT XO3SAMHY, KOTOPHIH HH(HINPOBAH BEPYCOM C TOJOKHTEIBHO-
cmsicnoBoit PHK m3 cemeiicTBa Betaflexiviridae. CornacHO 0JHOMY BAPHAHTY OCYINECTBJICHHSA AKTHBHOE COCIMHEHHE
BBOIIT XO34HHY, KOTODHIH WHQHIUPOBAH BHPYCOM C HOJOXKHTEJbHO-CMBICIOBOM PHK w3 cemelictea
Gammaflexiviridae. COriacHO OZHOMY BapHAHTY OCYIUSCTBICHHS AKTHBHOEC COEIMHECHHE BBOIAT XO3SHHY, KOTODPBIH
HH()UIUPOBAH BHPYCOM C MOJoKuTeIpHO-cMbICToBOM PHK m3 cemeiicta Tymoviridae. CornacHO 0OIHOMY BapHAHTY
OCYINECTBJICHUS AKTHBHOE COEIMHEHHE BBOIAT XO3MHHY, KOTOPHIH HH(QHIHPOBAH BHPYCOM C MOJOKHTEJIBHO-
cmricioBoit PHK w3 cemeiictsa Alphatetraviridae. COrnacHO 0THOMY BAPHAHTY OCYIICCTBJICHHS AKTHBHOE COCIMHCHIC
BBOAT XO3SHHY, KOTOPBIH HH()HLIHPOBAH BHPYCOM C MOJIOKHTEIbHO-cMbICIOBOH PHK w3 cemeiicta Alvernaviridae.
CoriacHO OJHOMY BAPHAHTY OCYIIECCTBIICHI AKTHBHOE COCIMHCHIE BBOIAT XO3AHNHY, KOTOPBIH HH(DHIIMPOBAH BHPYCOM
¢ monoxurenbHo-cMbIciioBor PHK w3 cemeiicTa Astroviridae. CoriaacHO 0HOMY BAPHAHTY OCYIIECTBIICHIS AKTHBHOE
COCAMHEHNE BBOAAT XO3AMHY, KOTOPHIH HH()HIMPOBAH BHPYCOM C IOJOKHTEIBHO-CMBICIOBOH PHK m3 cemeiicTBa
Barnaviridae. CornacHO OZHOMY BApHAHTY OCYIICCTBICHHA AKTHBHOE COCIHHCHHEC BBOIAT XO3SHHY, KOTOPBIH
HH()HINPOBAH BHPYCOM C TOJNOKHTEIbHO-CMBICIOBOH PHK m3 cemetictBa Benyviridae. CormacHO OgHOMY BapHAHTY
OCYINECTBJICHUS AKTHBHOE COCIWMHEHIE BBOIAT XO3AHHY, KOTOPHIH HHQHIHPOBAH BHPYCOM C TOJOKHTECIBHO-
cmeicioBoit PHK w3 cemeiictBa Bromoviridae. COTIACHO OAHOMY BAPHAHTY OCYINECTBICHHSA AKTHBHOEC COCIMHCHUC
BBOIAT XO3AMHY, KOTOPHIH HMH()HIOHPOBAH BHPYCOM C MONOKHTEIbHO-cMBICIOBOM PHK m3 cemeiicta Caliciviridae.
CoriacHO OJHOMY BAaPHAHTY OCYIIECTBICHI AKTHBHOE COCANHEHIE BBOIAT X03AHHY, KOTOPBIH HH(DHIINPOBAH BHPYCOM
¢ monoxurtenpHO-cMbicioBo PHK mu3 cemeiictea Carmotetraviridae. CornacHO OZHOMY BapHAHTY OCYIIECTBICHIHS
AKTHBHOE COCIMHCHHE BBOIAT XO3SHHY, KOTOPHIH HH(HINPOBAH BHPYCOM C IOJOKHTEIBHO-CMBICIOBOH PHK m3
cemetictBa Closteroviridae. COTnacHO OZHOMY BAPHAHTY OCYINEGCTBICHHS AKTHBHOE COCIHUHCHHE BBOIAT XO3SHHY,
KOTOPHIH MH(OHMIUPOBAH BHPYCOM C MOJOKHTEIbHO-CMBICI0OBOH PHK m3 cemetictsa Fusariviridae. CornacHO OZHOMY

BAPHUAHTY OCYIICCTBJIICHU A AKTUBHOC COCOAMHCHHUC BBOJAT XO35HHY, I(OTOpLIfI I/IH(I)I/IIII/IPOBaH BHPYCOM C IOJIOKUTCJIBHO-
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cmeicioBoit PHK u3 cemeiictBa Hepeviridae. CornacHO OZHOMY BAPHAHTY OCYINECTBICHHSI AKTHBHOE COCIMHCHUC
BBOJIT XO3SMHY, KOTOPHIH HMH()HIIMPOBAH BHPYCOM C MOJNOKHTEIbHO-cMBICIOBOM PHK mu3 cemeiictea Leviviridae.
CoriacHo 0JHOMY BapHAHTY OCYIIECTBICHI AKTHBHOE COCIMHCHHE BBOIAT X03AUHY, KOTOPBIH HH()HIIHPOBAH BHPYCOM
¢ monokutebHO-cMbicioBoit PHK u3 cemeiictra Luteoviridae. CornacHO 0THOMY BapHAHTY OCYIIECTBIIEHHS AKTHBHOE
COCOMHCHNEC BBOT XO3SMHY, KOTOPBIH MH(MIMPOBAH BHPYCOM C TOJOKHTEIbHO-CMbICTOBOH PHK m3 cemelicTea
Narnaviridae. CoriacHO OZHOMY BApHAHTY OCYLICCTBICHHS AKTHBHOC COCTMHCHHE BBOIAT XO3SHHY, KOTOPBIH
MH()HULEPOBAH BHUPYCOM C MOJIOKHTEIbHO-CMBICIOBOH PHK m3 cemelictBa Nodaviridae. CornacHo 0OTHOMY BapHAHTY
OCYINCCTBJICHUS AKTHBHOE COCIOHMHEHHE BBOIAT XO3AMHY, KOTOPHIH HH(HIMPOBAH BHPYCOM C TOJOKHTECIBHO-
cveicioBot PHK w3 cemeiictBa Permutotetraviridae. COrnacHO OJHOMY BAPHAHTY OCYINECTBJICHHUS AKTHBHOC
COCIMHEHNE BBOAAT XO3AMHY, KOTOPHIH HH(HINPOBAH BHPYCOM C MOJOKHTEIbHO-cMBICIOBOH PHK m3 cemeiicTBa
Potyviridae. CormacHO OZHOMY BApPHAHTY OCYIIECTBICHMSA AKTHBHOE COCOMHECHHE BBOIAT XO3AHHY, KOTOPBIH
HH()HINPOBAH BHPYCOM C HOJOXHTeTbHO-cMBICIOBOH PHK m3 cemeiictBa Togaviridae. CormacHO OTHOMY BapHAaHTY
OCYINECTBJICHUS AKTHBHOE COCIWHEHIE BBOIAT XO3MHHY, KOTOPHIH HH(HIHPOBAH BHPYCOM C TOJOKHTCIBHO-
cmeicioBoit PHK 3 cemefictea Tombusviridae. CornacHo OZHOMY BapHAHTY OCYIICCTBICHHS AKTHBHOE COCIMHCHHC
BBOIAT XO3AHHY, KOTOPHIH HH()HIMPOBAH BHPYCOM C TOIOXKHTEIbHO-cMBICIOBOHT PHK w3 cemeiictea Virgaviridae.
CoriacHO OJHOMY BAPHAHTY OCYIIECTBICHI AKTHBHOE COCAMHEHIE BBOIAT X03AHHY, KOTOPBIH HH()HIINPOBAH BHPYCOM
¢ monoxuTeIbHO-CMBICTOBOM PHK w3 ponoB Flavivirus n Pestivirus cemetictsa Flaviviridae.

CoriacHO 0THOMY BAPHAHTY OCYIIECTBICHIS BRI3EIBAEMOI Flavivirus HH(QEKIUEH SBIICTCS JINXOPAIKa ACHTE.
CormacHo creayromeMy BAPHAHTY OCYMIECTBICHHS JIMXOPAIKA ACHIE BEIZBIBACTCS BHPYCOM JIMXOPAaKu acHTe 1 THma, 2
THna, 3 THHa Wi 4 Tima. CoraacHO OJHOMY BAPHAHTY OCYIIECTBICHHS BBI3BIBAGMOI Flavivirus HHQEKUUEH SBIAETCT
mixopagka 3amagHoro Hmma. CornacHo OZHOMY BApHAHTY OCYIIECTBICHHS BBI3BIBAEGMOH Flavivirus wH(EKIuei
SIBILIETCA KeTas uxopangka. CoriacHo 0JHOMY BapHAHTY OCYIUECTBICHI MH(EKIUs F/aviviris BBI3BIBACTCS BHPYCOM
3uka. CornacHO OJHOMY BapHAHTY OCYIIECTBICHIS uH(ekuueit Pestivirus apasercs BVDV.

CornacHO 0JHOMY BAPHAHTY OCYIICCTBICHHSA AKTHBHOE COCIAMHECHHUE BBOIAT XO3SHHY, KOTOPBIH HHQHIMPOBAH
BHPYCOM C OTPHLIATEIbHO-CMBICTOBOH SSRNA w3 mopsgka Mononegavirales. CorimacHoO OZHOMY BapHAHTY
OCYINECTBJICHHUS AKTHBHOE COCIMHCHIE BBOIAT XO3SMHY,, KOTOPBIH HH(HIMPOBAH BHPYCOM C OTPHIATEIEHO-CMBICIOBOH
sSRNA w3 cemeiictBa Bornaviridae. COrnacHO OIZHOMY BApHAHTY OCYLIECTBICHHS AKTHBHOE COCTMHCHHE BBOAAT
XO3SHMHY, KOTOPBIH HH()HIEPOBAH BHPYCOM C OTPHIATEIBHO-CMBICIOBOH SSRNA m3 cemetictsa Filoviridae. CormacHo
OJHOMY BAPHAHTY OCYIICCTBICHIS AKTHBHOE COCIMHEHHE BBOMAT XO3AHHY, KOTOPHIH HH()HIHPOBAH BHPYCOM C
OTpHIATEIFHO-CMBICIIOBOH SSRNA m3 cemeiictBa Paramyxoviridae. COTIaCHO OZHOMY BAPHAHTY OCYIIECTBICHHS
AKTHBHOEC COCAMHEHNE BBOIAT XO3SHHY, KOTOPHIH MH(HIHPOBAH BHPYCOM C OTPHIATEIFHO-CMBICIOBOH SSRNA m3
cemelictBa Rhabdoviridae. CormacHO OZHOMY BAapHAHTY OCYIIECTBICHHS AKTHBHOE COCIHHCHHE BBOIAT XO3SHHY,
KOTOPHIH HEQHIHPOBAH BHPYCOM C OTPHIATEIRHO-CMBICIOBOH SSRNA m3 cemetictsa Nyamiviridae. CornacHO omHOMY
BAPHAHTY OCYIICCTBJICHHI aKTHBHOE COCIMHEHHIE BBOAAT XO3IHHY, KOTOPHIH HH(QHINPOBAH BHPYCOM C OTPHIIATEIIHHO-
cmbicioBoi SSRNA m3 cemeiictBa Arenaviridae. COTnacHO OTHOMY BapHAHTY OCYIICCTBICHIL AKTHBHOE COCIMHCHIIC
BBOJAT XO3IHHY, KOTOPBIH MH()HIHUPOBAH BHPYCOM C OTPHIATEIbHO-CMBICTOBOH SSRNA m3 cemeiictBa Bunyaviridae.
CoriacHO OHOMY BAaPHAHTY OCYIIECTBICHI AKTHBHOE COCAMHCHIE BBOIAT X03AHHY, KOTOPBIH HH()HIIHPOBAH BHPYCOM
C OoTpHuaTeIbHO-CMEICTOBOH SSRNA wm3 cemetictea Ophioviridae. COrnacHO OTHOMY BAPHAHTY OCYIIECTBICHIS

AKTHBHOEC COCAMHEHNE BBOIAT XO3SIHMHY, KOTOPHIH HH()HIHPOBAH BHPYCOM C OTPHIATEIBHO-CMBICIOBOHM SSRNA m3
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cemeiictBa Orthomyxoviridae.

CoriacHO 0THOMY BAPHAHTY OCYIIECTBJICHHSA AKTHBHOE COCIMHEHHE BBOIIT XO3HHY, KOTOPBIH HHQ)HIHPOBAH
BHPYCOM, BhI3BIBarOmuM 00ie3Hb bopHa. CornacHO 04HOMY BapHAHTY OCYINEGCTBICHHS AKTUBHOE COEIMHEHHE BBOIAT
XO3HHY, KOTOPBIIt HHOHIUPOBAH BHPYCcoM D00a. COTIacHO OAHOMY BAPHAHTY OCYIICCTBIICHHS AKTHBHOEC COCIHHCHUC
BBOAAT XO3SMHY, KOTOPBIH HH()HIMPOBAH BHPYCOM, BBIZBIBAIOLINM «MapOyprckyro Oone3us». COTnacHO OTHOMY
BAPHAHTY OCYINCCTBICHHS AKTHBHOC COCIMHCHHC BBOIIT XO3SAHHY, KOTOPHIH MH(QHUIOUPOBAaH BHPycoM Kopu. CoraacHo
OJHOMY BAPHAHTY OCYINCCTBJICHUS AKTHBHOC COCIMHCHHE BBOIAT XO3AHMHY, KOTOPBIH MH(HIUPOBAH BHPYCOM
AMuAeMIYECKOT0 mapotuTa. COTNACHO OZHOMY BAPHAHTY OCYMIECTBJICHHS AKTMBHOE COCIHMHEHME BBOIAT XO3SHHY,
KoTOpSIi HEGHUKEpPoBaH BEpycoM Hrmax. CoriacHO 0ZHOMY BApHAHTY OCYINECTBJICHHSI AKTHBHOE COCOMHECHHE BBOIAT
XO3SMHY, KOTOpBI WHOUIHpoBaH BHpycoM XeHapa. COrnacHO OZHOMY BAPHAHTY OCYINECTBICHHSA AKTHBHOE
COCIHMHEHNE BBOIAT XO3IHMHY, KOTOPHIH HH()HMIUPOBAH BHPYCOM, BBIZHIBAIOIINM HBIOKACJICKYI0 0oine3ns (NDV).
CormacHO OZHOMY BAPHAHTY OCYINECTBICHH AKTHBHOE COCAVHEHIE BBOAAT XO3SMHHY, KOTOPHIH HH()HIMPOBAH
Rhabdoviridae. CornacHO OZHOMY BAapPHAHTY OCYIISCTBICHHS AKTHBHOE COCAMHEHIE BBOISIT XO3SAHHY, KOTOPBIH
mH(QUUEPOBaH BHpycoM OcmieHCTBA. COTIACHO OAHOMY BAPHAHTY OCYINECTBICHHS AKTHBHOE COCOMHCHHE BBOIST
XO3SMHY, KOTOPSI HE(HIHpoBan Nyamiviridae. COTIACHO OZHOMY BAPHAHTY OCYIICCTBIICHIS AKTHBHOE COCIHHCHIE
BBOJAT XO3SHHY, KOTOPHIH HHQHOHPOBAH HuAaBHpycoM. COTNACHO OZHOMY BAPHAHTY OCYIIEGCTBICHHS AKTHBHOE
COCIHMHEHNE BBOIAT XO3SAWHY, KOTOPHIH WHQWUIHpOBaH Arenaviridae. COTJIIACHO OXHOMY BAPHAHTY OCYIICCTBICHIL
AKTHBHOE COSIMHECHUE BBOIAT XO3SIHHY, KOTOPHIH HHQMIHPOBaH BHpycoM Jlacca.

CoriacHO 0THOMY BAPHAHTY OCYIIECTBJICHHS AKTHBHOE COCIMHEHHE BBOIIT XO3HHY, KOTOPBIH HHQ)HIHPOBAH
Bunyaviridae. CormacHO OZHOMY BAPHAHTY OCYIISCTBICHHS AKTMBHOS COEAMHEHHE BBOAAT XO3SHHY, KOTOPHIH
MHQ)UIUPOBAH XaHTABHPYCOM. COIJIACHO OJHOMY BAPHAHTY OCYLICCTBICHHS AKTHBHOEC COCIMHCHHE BBOIAT XO3IHHY,
KOTOPBIHf MHQMIMPOBAH KOHTO-KPHIMCKOM reMopparmueckod mmxopazkoif. CormacHO OZHOMY  BapHAHTY
OCYIICCTBJICHMS AKTHBHOE COCAMHCHHE BBOIAT XO3IMHY, KOTOPHIH mH(GUUupoBaH Ophioviridae. COrnacHO OTHOMY
BAPHAHTY OCYINCCTBICHHS AKTHBHOE COCAMHCHHEC BBOIAT XO3MHHY, KOTOpHIi uH(uuuposan Orthomyxoviridae.
CornacHO OZHOMY BApPHAHTY OCYLICCTBJICHIS AKTHBHOE COCINHCHHE BBOASAT XO35HHY, KOTOPHIH HH()HUEPOBAH BHPYCOM
rpunmna. COTIaCHO OXHOMY BAPHAHTY OCYINECTBJICHIS AKTHBHOE COCIMHEHNE BBOIAT XO3SHHY, KOTOPHIH HH()DHIIPOBAH

noarunoMm 5 supyca Kocaku B.

IV. ®apmaneBTHHUECKIE KOMITIO3IIIHI

CoracHO acmeKTy HACTOSINETO M300peTeHNs (DapMALCBTHHIECKHEC KOMTIOZHIMY B COOTBETCTBHE C HACTOSIIVM
m300peTeHneM coaepskat 3 pexrusroe mpotinB PHK-Bupyca KOMH4IECTBO IO MEHBLICH MEPE OJHOTO W3 COCAMHEHUH 57 -
CTAOMIM3HPOBAHHOTO 2’ -3aMEIICHHOTO-N°-3aMEIIEHHOT0 ITyPHHOBOTO HYKICOTHAA, ONHCHIBACMBIX B HACTOSIICM
JOKYMEHTE, HEO0OsM3aTeIFPHO B KOMOWHAIWME C (DApPMALCBTHYCCKH TPHEMICMBIMH HOCHTEJIEM, J00aBKOHM N
BCTIOMOTATCIbHBIM CPEACTBOM, KPOME TOTO, HGO6}I33TGJ’H>HO B I(OM6I/IHaIII/II/I WY TIpN YCPCA0BAHUM 11O MEHBIICH MCpe C
OJHUM [PYTHUM AKTHBHBIM COCIWHCHHUCM. COrHaCHO HCKOTOPBIM BAPHMAHTAM OCYIICCTBIICHHUS BHPYC, BI)IBLIBaIOII.[I/Iﬁ
TIOITIC)KALIYFO JICUEHHIIO HH()EKLHIO, SBISIETCS OTMYHBIM 0T Hepacivirus i ormruasiM o1 HCV.

CornacHO acmeKTy HACTOSIIETO M300peTeHNs (hapMALECBTHUIECKHE KOMIIOZHIME B COOTBETCTBHE C HACTOSIINM
m3o0peTeHneM coaepxart d(QexruHoe mpotns PHK-Brpyca KOmmiecTBO MO MEHBINEH MEPEe OXHOTO M3 AKTHBHBIX

COG,HI/IHGHI/Iﬁ 2’-3aMeI.IICHHOI'O-N6-33M€II.[GHH01"0 IMyPHHOBOTO HYKJICOTHAA, OMHCBIBACMBIX B HACTOAIICM OOKYMCHTC,
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HEOOs3aTEIbHO B KOMOMHANHHU C (DapMAIECBTHYECKH MPHEMJICMBIME HOCHTEJIEM, JOOABKOH MU BCIIOMOTATEIHHBIM
CPeaCTBOM, KPOME TOTO, HEOOA3aTETbHO B KOMOHHAIME IO MEHBIICH MEpe C OZHHUM APYTHM IPOTHBOBHPYCHBIM
CPeacTBOM, TAKMM Kak cpeacTso nmpotus PHK-supyca.

Hacrosmee wu3oOpereHue BKIOYaeT B ce08  (papMAUEBTMHECKHME KOMIIOZHMLMM, KOTOPBIE COACPIKAT
3 ekTHBHOE KOMMYIECTBO M jIeucHms 3a00yeBanms, BeI3BaHHOTO mH(pekuueii PHK-Bupyca, 01HOTO M3 COeaHMHECHUM
2’-3aMEmMEHHOr0-N°-3aMEIIEHHOTO Y PHHOBOTO HYKJCOTHIA B COOTBETCTBHHM C HACTOSINMM H300PETCHHEM WM €rO
COJM HJIM TPOJICKAPCTBA B (DAPMALEBTHYECKH NPHEMICMOM HOCHTENE HJI BCIIOMOTATeJBHOM cpenactse. CoriacHo
ATBPTEPHATHBHOMY BAPHAHTY OCYINCCTBJICHMSA HACTOSIIEE M300pEeTeHHE BKFOYAET B cedd  (hapMaLECBTHHUCCKIEC
KOMITIO3HIMH, KOTOPBIE comepKat 3(dekTuBHOe Mt mpeaynpexacHmst nupekmur PHK-Brpyca KonrmdecTBO OAHOTO B3
COCIMHEHMH 2’ -3aMEIEHHOTO-N°-3aMEIEHHOTO My PHHOBOTO HYKJICOTHAA B COOTBETCTBHH C HACTOSIEM H300PCTCHHEM
HUTH €T0 COJIH FUTH IPOJIEKAPCTBA B (DAPMAIEBTHUECCKH MPHEMIIEMOM HOCHTEJIE HIIH BCIOMOTATEIEHOM CPEICTBE.

Cneumanucty B JaHHON obOnmactw OyZET MOHATHO, YTO TEPATICBTHYCCKH 3((EKTHBHOE KOJIHHYECTBO OYyIET
BAPBHUPOBATE B 3dBHCHUMOCTH OT I/IHCI)GI(III/II/I WU COCTOAHHMA, MOAJNICKAIMUX JICHUCHHUID, UX TSHKCCTH, HCIOJIB3YyCMOTO
pexmMa JedeHm, (DapMaKOKHHETHYECKHX MapaMEeTPOB HCTIOIB3YEMOTO CPEACTBA, a TAKKE OT MAIIEHTA MM CyOBeKTa
(’KIIBOTHOTO HUTH HEJOBEKA), IMOJICKAIIECTO JICUCHHIO, I TAKOE TEPATIEBTIHIECKOE KOTHIECCTBO MOYKET OBITh OIPEAETICHO
JIeYAIINM BPA€IOM MM CrenuaancToM. COITIacHO OAHOMY BAPHAHTY OCYINCCTBICHIS NAMIEHTOM SBJLICTCS YEJIOBEK.

CocamreHns  5°-CTAOHIHM3HPOBAHHOTO 2’ -3aMEIICHHOTO-N®-3aMEIICHHOTO MyPHHOBOTO HYKJICOTHAA B
COOTBCTICTBHH C HACTOAIIHUM H306pGTGHI/IGM MOTYT OBITH COCTABJICHEI B CMECH C (I)apMaIIGBTI/[‘IGCI(H MPUCMJICMBIM
HOcHuTeNneM. B memoM, (apManeBTHUECKYI0 KOMIO3HLIHIO OOBIMHO BBOIIT B IIEPOPATBHO BBOIUMOI (hopme, HO
HCKOTOPBIC COCTABBI MOIYT OBITH BBCACHBI TAPCHTCPAJIBHBIM, BHYTPHUBCHHBIM, BHYTPHMBIIICYHBIM, MCCTHBIM,
HPCCKOKHBIM, 6yI(I(aJ'[I>HBIM, NOAKOKHBIM, C TOMOLIBIO CYNHNO3HTOPHA HJIHM JOPYyTHM IIyTEM, B TOM YHCIC
HWHTPAHA3AJIbHBIM A3P030JICM. BHyTpI/IBGHHI:Ie ¥ BHYTPUMBIIICYHBIC COCTABHI 3d1dCTYHO BBOIAT B CTCPUIBHOM COJICBOM
pactBope. PanoBoit cnenmanuct B JAHHOW O0JACTH CMOKET MOIM(HUIMPOBATH COCTABBI A oOecmeyeHHs OobIeH
PaCTBOPEMOCTH HX B BOJC MM JPYyTOH Cpeae-HOCHIENE, HANPHMEP, 3TOT0 MOMKHO JIETKO JOCTHYb ITyTEM
HE3HAYHUTEIBHBIX MOIu(uKanui (COJCBOH COCTaB, ICTCPH(MKALMA M T.J.), KOTOPHIE XOPOIIO H3BECTHBI PSIIOBOMY
CIICUATHCTY B JaHHOH oOymacti. Kpome TOro0, cienmaancTaM B JAHHOH 00aCTH H3BECTHO, KAK MOIM(DHIIPOBATH Iy Th
BBECHI M PEXUM JO3HPOBAHM KOHKPETHOTO COSANHEHIS, YTOOBI YIIPABILATH (DAPMAKOKHHETHYECKIMH TAPAMETPaAMHE
COCIMHEHHUH B COOTBETCTBHI C HACTOSAMINM H300pETEHHEM I TOCTHIKEHIS MAKCHMATBHOTO TOJIOXKHTEIBHOTO 3(hexTa
V MALHCHTOB.

B HEKOTOpPHIX (hapMALEBTHHYECKUX JEKAPCTBEHHBIX (DOPMaxX THIHYHOM SABISIETCA MPOJICKAPCTBEHHAS (opMa
COCIHMHEHNH, 0COOCHHO BKJIFOHAIOMAS ALIUINPOBAHHBIC (AUETHIMPOBAHHBIC IUIH APYTHE) M d()HPHEIEC (ATPKIUBHEIE H
POACTBEHHBIE) HPOM3BOIHEIE, CIOXHBIC (oc(aTHEle QupSHI, THO(HOChOpPaMIIaTs, (OCPOPaMHUIATEI M PAa3IHIHEIC
COJIEBBIE (DOPMBI COCIMHECHUH B COOTBETCTBHH C HACTOSAIINM H300peTeHIEM. PA10BOMY CIIENHAIICTY B JAHHOH 001acTH
OyZeT M3BECTHO, KaK JETKO MOAH(HIIPOBATH COEAWHECHHS B COOTBETCTBHH C HACTOSIIHM M300PETEHHEM B
TPOCKAPCTBEHHBIE (DOPMBI A1 OONETYCHHSI JOCTABKM AKTHBHBIX COCIMHCHHH B IICJICBOH VYACTOK B OPTAHH3ME
XO3SMHA UM TANWEHTa. PyTHHED TakKe BOCHOIB3YETCS IPEHMYINECTBAMH ONATOHNPHATHBIX (DAapMaKOKHHETHYESCKHX
TMapaMeTPOB TPOJCKAPCTBEHHBIX (DOPM TP HEOOXOAMMOCTH B AOCTABKE COCAMHEHHMH B COOTBETCTBHH C HACTOSIIUM
H300PETCHIEM B LENCBOM YYACTOK B OPTraHM3ME XO3AHHA M MAOUEHTA, YTOOBI MAKCHMI3HPOBATH IPEITOIATacMbIi

3(PEKT COCTMHEHII.
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KomriectBO coenuMHEHHUs, COACPKAINECECS B TEPANEBTHYSCKHM AKTHBHBIX COCTABAX B COOTBETCTBHH C
HACTOSIIUM H300pETEHIEM, OTHOCHTCS K 3()()eKTHBHOMY KONMHUeCTBY a1 neueHus napekunn PHK-supyca, cHmxeHms
BeposatHocTH mHQeKkuuun PHK-Bupyca mmm mHrnOmpopamms, yMeHbmeHms u/mnn ycrpaneHus PHK-pupyca mmm ero
BTOPHYHBIX 3()(EKTOB, B TOM HHCIEC COCTOSHMII OOJC3HH, COCTOSIHHH ¥/MIM OCJOYKHCHHH, KOTOPHIC SIBIIFOTCS
BTOpHYHBIME 110 OTHOmeHmIO K mH(pekmmm PHK-Bupyca. B memom, tepameBrudecku 3((EKTHBHOE KOJIHIECCTBO
COCOMHCHHI B COOTBCICTBHM C HACTOSIIMM H300pPETCHHEM B (DaPMALCBTHYCCKOH JICKAPCTBCHHOH ()opMe OOBIMHO
BapeupyeT ot mpuommsuTebHo 0,001 Mr/xr mo nmpubmmsurensro 100 MI/Kr B CyTKH MM OOJBINE, Hamie OT CJIETKA
MeHee mpuOa3uTebHO 0,1 Mr/kr 70 Oonee MPUOTM3HTEIBHO 25 MTI/KI MACChHl TAUMEHTA B CYTKH WM 3HAYHUTEIBHO
00BIIE, B 3aBHCEMOCTH OT HCIIOJIb3yEMOTO COEIMHCHIL, COCTOSHIS HUIH MH(DEKIHNH, MOUICKAIINX JECUCHIIO, a TAKKe
IyTH BBEJCHMA. AKTHBHOE HYKJICO3HIHOE COCIMHCHHEC B COOTBETCTBHE C HACTOSIIMM HM300PETEHHEM HYaCTO BBOIAT
TMALFCHTY B KOJIYECCTBAX, BAPBHPYIOMHMX OT mpuOMM3uTensHO 0,1 Mr/Kr 10 mpuOM3uTEnsHO 15 MI/KT B CYTKH B
3aBHCHMOCTH OT (DAPMAKOKHHETHYECKHX TAPAMETPOB CPEACTBA y TanueHTa. JaHHBIH AMANA30H JO3HPOBKH, KaK
mpasmio, obecrmevnBacT I((EKTHBHBIC YPOBHHM KOHIGHTPAUMH B KPOBH AKTHBHOTO COCIHHCHHSA, KOTOPHIE MOTYT
BapeupoBaTh OT mpuOmI3uTenbHO 0,001 mo mpuOmrsurensrO 100, o1 mMpubmM3nTeBHO 0,05 10 MpubmI3HTENEHO 100
MHUKPOTPaMM/CM> KPOBH Y TIALMCHTA.

3auacTyro A JICYeHHA, TPEAyNPE:KICHET MM 3aMEIICHHA NPOSABICHHA 3THX HHQEKOWH WHm It
yMEHbIICHUS BeposaTHOCTH nH(pekunn PHK-Bupyca mim BTOPIMHOTO COCTOSHI OONE3HI, COCTOSHHS IUIH OCJIOKHCHHS
mH(exunmn PHK-Bupyca xoMmo3mumm cieayeT BBOANTh B NEPOPATPHOH IEKAPCTBEHHOW (JOPME, B KOJIHUECTBAX,
BapBUPYIOMUX 0T HmpHOIm3uTETsHO 250 MmKporpamm g0 mpuOmsmTensHo 500 Mr wum OoJbIme, MO MEHBIICH Mepe
OJUH pa3 B CyTKH, HAIpUMEp, N0 MeHbme mepe 25, 50, 100, 150, 250 pmm 500 MuaiurpaMM 40 4ETHIPEX pa3 B CyTKH.
CoenuHeHHs B COOTBETCTBHH C HACTOSAINMM H300PETCHHEM HACTO BBOISIT TEPOPATBHO, HO MOXKHO BBOIHUTH
TAPEHTEPATIBHO, MECTHO MM B (JOpPME CYNIIO3HTOPHS, a TAKKe HHTPAHA3ATBHO, B BUIE HA3AIPHOTO a3P030JIs HIH HHBIM
Iy TEM, OTIHCHIBAEMBIM B HACTOSIIEM JOKYMCHTE.

B cimy4ae COBMECTHOTO BBEJCHHS COCAMHCHHMIT B COOTBETCTBHH C HACTOSIIMM H300pETCHHEM B KOMOMHALIUH C
apyrum coeauHeHneM mpotus PHK-Bupyca, kak OmHCHBAETCS MHBIM 00pa3oM B HACTOSIIEM JOKYMEHTE, KOJIHYECTBO
COCAMHCHHI B COOTBETCTBHE C HACTOSMINMM H300PETCHHEM, IIOMIC)KAINCE BBCACHUIO NAIMCHTY, BAPBHPYET OT
npuOmrsuTeapHo 0,01 Mr/kr o mpuOmm3nTensHo S00 MI/KT wurn OOJIBING, MM 3HAYHTEIBHO OOJBIIE B 3aBHCHMOCTH OT
BTOPOTO CPEACTBA, IOAJICKAMETO COBMECTHOMY BBEICHHIO, M €r0 3()(EKTHBHOCTH MPOTHB BHPYCA, COCTOSHH
TMANMEHTa M TSOKECTH 3a00NeBAHMA WM HH()CKIHNH, TMOAJNCKANINX JCUEHHIO, a TAlKe OT IMyTH BBeAcHmA. [lpyroe
cpeactso mpotuB PHK-Bupyca, HampuMep, MOKET OBITH BBEIECHO B KOJMYECTBAX, BAPBHPYIOIX OT MPHOIHM3HTEIHHO
0,01 mr/kr po mpudmmsuTensHo 500 Mr/kr. COTIacHO HEKOTOPHIM BAPHAHTAM OCYLICCTBICHHS JTH COCOMHCHUS 4acTO
MOTYT OBITH BBEJCHBI B KOJIMHECTBE, BAPBHPYIOMEM 0T MpHOMIm3uTe bH0 0,5 MI/KT 10 mpuOmmsuTesH0 50 MI/KT HIH
60pmme (00BMHO 10 MpHOTI3HTENbHO 100 MI/KT), KAK IPABHIIO, B 3aBECHMOCTH 0T (DAPMAKOKIHETHUCCKHX TAPAMETPOB
JBYX CPEACTB y MANNEHTA. TakoH AMANAa30H AO3MPOBOK, KAK MPABHIO, JaeT d((eKTHBHBIC YPOBHH KOHIECHTpAamHi
AKTHBHOTO COSAMHCHHS B KPOBH Y HMAHCHTA.

JUta mene#t HACTOAMIETO H300peTeHHA NPO(HIAKTIYECKOE WM IPEBCHTHBHOE 3()(EKTHBHOE KOIHIECTBO
KOMIIO3HOWH B COOTBETCTBHH C HACTOSIIMM M300PETEHHEM IIONAAACT B TOT JKE AMANA30H KOHIECHTPALHWH, KOTOPBIH
VKa3aH BB UI1 TEPANEBTHYCCKH J((QEKTHBHOTO KOJHMYECTBA, M OOBIMHO SBIIETCI TAaKHM JKe, YT0 H JUIL

TEPaNeBTHIECKH I(PPEKTHBHOTO KOJITIECTBA.
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BBeneHne aKTHBHOTO COEAMHEHISI MOJKET BaPBHPOBATh OT HENMPEPHIBHOTO BHYTPHBEHHOTO KATICIBHOTO
BBEJCHMS 0 HECKOJIBKHX NMEPOPATBHBIX HIIH HHTPAHA3AIBHBIX BBEICHUH B CYTKH (HAPHUMEP, YETHIPE Pas3a B CyTKH) HIIH
YPECKOXKHBIX BBCICHHH M MOJKET BKJIHOYATh B ceOsf HEPOpaIbHOE, MECTHOE, NMAPEHTEPATBHOE, BHYTPHMBIIICYHOE,
BHYTPHUBEHHOE, IIOJKOKHOE, YPECKOKHOE (KOTOPOE MOMKET BKIFOYATH YCHIIMBAIOIIEC NMPOHUKHOBCHHE CPEICTBO),
OyKkampHOE, a TAKKE BEJCHHE C TOMOINBIO CYNIO3HTOPIS Cpeaum Ipouux IyTell BBeacHus. IIoKpeITeie
KHIICYHOPACTBOPHMOH 000JIOYKOH IHEepopaibHBIC TAOJNETKH TAKKE MOIYT OBITH HCIOJB30BAHBI UL TNOBBIIICHI
OMOJOCTYIIHOCTH COCIMHCHHH NPH TEpopamsHOM myTH BBeAcHWi. Hambonee 3(d(exrmBHAs nexapcTBeHHAA (hopma
Oy meT 3aBHCETh 0T OHOAOCTY MHOCTH/(DAPMAKOKMHETHYECKIX TAPAMETPOB KOHKPETHOTO BRIOPAHHOTO CPEACTBA, a TAKOKE
OT TsDKECTH 3a00JIeBaHNs Y ManueHTa. [IepopanbHbIC IEKAPCTBEHHBIE (DOPMBI SBITFOTCS 0COOEHHO XapaKTCPHBIME H3-32
JIETKOCTH BBEACHI M MPEANOJIATAEMOTO YCIEITHOTO COOMIOICHIS MALIMEHTOM PEKIMA JICUCHHS.

JUta monydueHHS (DAPMALEBTHYCCKEX KOMIIOSHMIMH B COOTBEICTBMH C HACTOSIIEM H300pETEHHEM
TepameBTHIECKH 3(D(EKTHBHOE KONMHYECTBO OJHOTO MM HECKOIBKHX COCIHHCHHH B COOTBETICTBHE C HACTOSIIHNM
H300peTEeHIEM HacTO TIIATETRHO CMEIIBAIOT C (PApMALEBTHIECKH MPIEMICMBIM HOCHTEJIEM COTJIACHO TPATHIHOHHBIM
TEXHHKAaM (DAaPMANEBTHYECKOTO COCTABICHHA UIT MOJIydYeHHT J03HL. HocHTETs MOMKET IPHHHUMATH CaMBIC
pa3Ho0Opas3Hbe (POPMEI B 3aBICHMOCTH OT (DOPMBI IIPEMapaTa, JKeJIaeMOH A1 BBEACHHS, HATPHMED, IEPOPATBHOH IITH
napeHTepansHoil. [Ipu monyyeHnn (HapMALECBTHUCCKIX KOMMO3ZHIMI B MEPOPATBHOI JEKAPCTBEHHON (JOPME MOKET
OBITH HCIONB30BaHA JFO0As W3 OOBMHEIX (DAPMAIEBTHHUECKHX cped. TakmMm 00pa3oM, I >KHIKHX TEPOPATBHBIX
NPETNapaToB, TAKHX KaK CYCHEH3HH, 3JTHKCHPH M PACTBOPHI, MOTYT OBITh HCIOJB30BAHBI NOIXOISNINE HOCHTEIH H
J00aBKH, B TOM YHCJIC 0€3 OTPAHHMHCHE BOAA, TJIHKOJIH, MACIa, CIIHPTHI, APOMATH3ATOPEI, KOHCEPBAHTHI, KPACHTEIIH.
JU1st TBEPABIX IIEPOPAIBHEIX IPENAPATOB, TAKHX KAK MOPOIIKH, TAOJICTKH, KATICYJIBL, M JJI1 TBEPABIX IPENapaToB, TAKHX
KaK CyNMO3HTOPHH, MOTYT OBITH HCIIOJB30BAHBI IIOJXOIIINNE HOCHTEIH M J00AaBKH, B TOM HHCIEe 0€3 OTpaHHHuCHUA
KpaxMajsl, CaxapHbIe HOCHTEIH, TAKHE KaK JEKCTP03a, MAHHMT, JAKT03a, M POJCTBEHHBIC HOCHTICIH, Pa30aBHTEIIH,
TpaHy JIMPYOIMUE CPEACTBA, CMa3KH, CBA3YIOMME, paspeixnutead. IIpu HeoOX0uMOCTH, TaOIETKH MM KAICy Il MOTYT
OBITH 00ECTIEYEHBI KHIIETHOPACTBOPUMBIM IMOKPBITHEM HIIH 3AMEIIEHHBIM BRICBOOOKICHHEM C TOMOMIBIO CTAHIAPTHBIX
MeToauK. IIpIMEHEHHE TAKUX JEKAPCTBEHHBIX (DOPM MOJKET CYIMIECTBEHHO MOBBICHTH OMOIOCTYIIHOCTh COCAHHCHUH Y
TALHCHTA.

JI11 mapeHTepanbHbIX COCTABOB HOCHTEIb O0OBIMHO OyAeT COAEPKaTh CTEPIIBHYIO BOLY IUIH BOIHBIH PACTBOP
XJIOPHAA HATPHS, XOTS TAKKE MOTYT OBITh BKJIFOUCHHI M IPYTHE MHTPEAMCHTHI, B TOM YHCNE T€, KOTOPHIE 00ECIICIHBAIOT
mucnepcrro. KOHEYHO, ecii TOJDKHA MCTOB30BAThCA CTEPIUIBHAA BOJA, M COXPAHATECSA CTEPHIBHOCTD, KOMIIO3HIH H
HOCHTENH TAKKE JOJDKHBI OBITh CTEPIUTH30BAHEL TaxKe MOTYT OBITh HPHIOTOBJICHBI HHBCKIHOHHEIE CYCIICH3HIH, H B
ITOM CJIyHae MOTYT OBITh HCTIOJIb30BAHBI ITOIXO0IAIINE KIAKHIE HOCHTEIIH, CYCHSHANPYOIIIE CPEACTBA M T.11.

JImmocoMastbHEIE CyCTICH3HH (BIUTIOHAIOINIE B CE0S JIMIIOCOMBI, HALCICHHBIC HA BHPYCHBIC AHTHTCHEI) TAKKE
MOTYT OBITh HOJYYECHBI TPAAUIIOHHBIMI CIIOCO0AME IS MOIyUYeHUS (hapMALCBTHHECKH MPIEMIIECMBIX HOCHTENEH. JT0
MOXKET HOAXOAMTH IS JOCTABKH CBOOOIHBIX HYKJICO3HMIOB, ALY/ ATKIJIHYKJICO3HIOB IUI MPOJIECKAPCTBEHHEIX (HOopM
CJ0KHOTO (hoc(haTHOTO I(HIpa HyKICOZHIAHBIX COCTIMHEHIH B COOTBETCTBHY C HACTOSIIHM H300PETCHUEM.

CoriacHO THIHYHBEIM BAPHAHTAM OCYIIECTBICHIN HACTOSIIETO H300PETCHHS COCIUHEHMS M KOMIIO3HIHH
HCTIONB3YIOT AU JICUCHHS, Mpeaynpe:kaeHus I 3azepxkn uH(ekmnm PHK-Bupyca wim BTOPHYHOTO COCTOSHESA

607e3HN, coCcTOSHI I ocokueHns nHpekmnn PHK-supyca.
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V. KomOnHanms n a1-TEPHATHBHASA TEPANHA

XOopowmo H3BECTHO, YTO YCTOHYHUBHIC K JEKAPCTBEHHOMY CPEACTBY BAPHAHTHI BUPYCOB MOIYT BO3HHKATh IOCTIE
JUTHTEIPHOTO JICYCHHUS NPOTHBOBHUPYCHBIM CPEACTBOM. YCTOHYMBOCTH K JICKAPCTBEHHOMY CPEICTBY 4YaIIe BCETO
BO3HHUKAECT B PE3yJIbTATC MYTAUMM T€HA, KOTOPHIH KOTHPYET (JEPMEHT, HCIOJB3yEMBbIi B BHPYCHOH PEIIHMKALIMH.
O((heKTHBHOCTD TEKAPCTBEHHOTO cpeacTsa mpotue mH(pekunn PHK-Bupyca mMoskeT OBITH MPOJOHTHPOBAHA, YCHICHA
PUTH BOCCTAHOBJICHA C MIOMOLIBIO BBEACHIS COCIHHCHIS B KOMOMHALMY WIH IIPH YCPEIOBAHIHU C APYTHM H, BO3MOKHO,
JKE C ABYMS HIIH TPEMs APYTHMH IMPOTHBOBHPYCHBIMU COCOUHCHUAMHE, KOTOPHIC MHAY HUPYIOT APYTYHO MY TALHIO HIIH
JEHCTBYIOT TO JpYyrOMy TyTH, tYEM OCHOBHOE JIEKAPCTBEHHOE CpPEACTBO. B  KadecTBe anbTCPHATHBHL,
(hapMaKOKMHETHYECKHE MApPAMETPHI, OMOpacIpencicHue, BPeMs TOJIYIKH3HH FIJIM APYTO# HmapaMeTp JICKAPCTBECHHOTO
CPeACTBA MOXKET OBITH M3MEHEH TaKOH KOMOMHHPOBAHHOH Tepamueii (KOTopas MOKET BKIFOUATh B ce0s Uepe Ay FOITyFOCS
TCPANHMIO, CCITM OHA CYWTACTCA COTJIACOBAHHOM). I[IOCKONBKY PAcKpHIBAECMBIC 2’ -3aMEIICHHBIC-NC-3aMEIICHHEIC
TIyPUHOBBIC HYKJIICOTHIBI SABJIAFOTCA I/IHFI/I6I/ITOpaMI/I NOoMMMEPa3el, OHH MOTYT OBITE TIPUMCHUMBI JI1 BBCACHUSA
COCIHMHEHIS XO3SHHY B KOMOHHAINH, HATPHMED, C

@) HHTIOWTOPOM TPOTEA3H, TAKMM KaK HHTHOHTOP mpoTeassl NS3/4A;

2 uHTEOHTOpPOM NSS5A;

3) JPYTHM HHTHOMTOPOM TOTHMEPA3HL,

@ HecyOcTpaTHEIM HHTHOHTOpPOM NS5B;

4) uHTEP(EPOHOM amb(a-2a, KOTOpsIit MokeT ObITh IOl HIMPOBAH MM MHBIM IyTEM MOIH(HINPOBAH,
n/unn puOaBHPHHOM;

(6) HECyOCTpaTHBIM HHTHOHTOPOM;

©) HHTHONTOPOM T TMKABHL,

() AHTHCMBICJIOBBIM OJIMT0€30KCHHY K1eoTHaoM (S-ODN);

&) anTaMepoM;

(10) YCTOMYMBBIM K HyKJI€a3e prOO3HMOM;

(11) iRNA, B ToM uyncie MuxpoPHK u SiRNA;

(12) AHTHUTEJIOM, YACTUYHBIM AHTHTCJIOM I JOMEHHBIM AHTHTEJIOM IPOTHB BHPYCA WK
(13) BUPYCHBIM AHTHUTCHOM MJIM YACTHYHBIM AHTHICHOM, KOTOPBIM HHIyLHUPYET Y XO3JHMHA OTBET HA
AHTHTEJO.

JlekapCTBEHHBIMHE CPEICTBAMH, KOTOPHIE B HACTOSIIMI MOMEHT 0Z00PEHSI AJI1 TPHIINA, SBIIFOTCS aMAHTAINH,
PUMAHTAIMH, OCETbTAMHBHDP M Rapivab®. Jro60¢ W3 ITHX NEKAPCTBCHHBIX CPEACTB MOJKET OBITH MCTONB30BAHO B
KOMOWHALMYN FUTH TPH YEPEIOBAHHE C AKTHBHBIM COCIOMHCHHEM, NPEACTABICHHBIM B HACTOSAMIEM IOKYMEHTE, A
JIeYEHIT BUPYCHOH WH()EKIIY, BOCTIPHIMYIBOH K TAKOBOMY. PHOABHPHE HCHOB3yeTC A JCHUCHHS KOPH, ITpumma A,
rpmmma B, maparpumma, Tsokenoro Ber3BaHHOTO RSV OporxmommTa m SARS, a Taxoke ApyTHX BHPYCHBIX MH(EKIHUIH H,
TOITOMY, OCOOCHHO NMPHMEHHM B KOMOWMHAINE C COEAMHEHIEM B COOTBETCTBHH C HACTOSIIMM HM300pPETCHHEM I
JICUCHI XO3SMHA, HH()HIMPOBAHHOTO BUPYCOM C 0aHOHNTEBOM PHK.

Ha mauHBIil MOMEHT HET 0ZOOPEHHHIX JICKAPCTBEHHBIX CPEACTB MPOTHB BHPYCa IHXOopaaku 3amaxHoro Huma.
Bpauam pexomMeHAyeTCs 00eCIeUNBaTh HHTCHCHBHYIO II0IICPKHUBAOIIYI0 TEPAMIIO, KOTOPAs MOXKET BKIIOYATh B CE0s

TOCTIUTATN3AUNI0, BHY TDHBCHHOC BBCICHHC )I(I/IﬂI(OCTGfI, NIPpUMCHCHHUC ammnapara I/ICI(YCCTBCHHOfI BCHTHIAINHN JCTKHUX
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JULs 0OJIETUCHUS JBIXAHIS, MEAUIMHCKIX NMPENapaToB A1 KOHTPOJI CYA0POT, 0TEKA MO3Ta, TOIIHOTHI H PBOTHL,  TAKKE
TMPUMEHEHHE AHTHOMOTHKOB IS MPEAOTBPALICHHI OaKTEPHANBHBIX HH()EKINH, MPHBOIIIIUX K €Ie 0oJiee TDHKEIOMY
3a00ycBaHMI0. OJTO MOJYEPKHBACT BAKHOCTh COEAMHEHUIHl B COOTBETCTBHH C HACTOSINMM H300pETCHHEM I
TPOTHBOBUPYCHOM MEINKAMEHTO3HOH TEPAIHIL

Kpome TOro, He CymecTBYET BAKLMHBI WM CICUHATIBHOTO JICUCHHA NMPOTHB BHpyca 3uKa. Bmecto 3roro
OCHOBHOC BHIMAHHC YyJCILICTCS OOJNCTUYCHHMIO CHMITOMOB, YTO BKJIFOYACT OTABIX, PETHAPATALMIO M AUCTAMHHO(EH OT
JIFXOPaIKH U 00w

Taxke HE CyIIECTBYET BAKIMHBI MUIM CIHELHATBHOTO JICHUCHHSA IPH JHXOpagke acHre. [loamep KuBarommie
ciy4am A MHOUIHIPOBAHHEIX BKIIOYAIOT B CE0s 3aMCINEHHE JKHAKOCTH ¥ AHAJBICTHKH, a4 TAOKE ALCTAMHIHO(EH,
ACTHPHH W HECTCPOMIHBIC NMPOTHBOBOCHAIHNTEIBHEIC JEKAPCTBCHHBIE CPEACTBA IJIA JICUCHHS JHXOPAIKH M JPYTHX
CHMIITOMOB.

Baxnmra mporms xenroit mmxopamku (YF-Vax) msrorasmmBaercs kxommanmeif Sanofi Pasteur, Inc. m
PEKOMEHIYETCS AU JINI B BO3PACTe 9 JIeT | cTapiie, KOTOPHIE Iy TEMIECTBYIOT B PAHOHAX BBICOKOTO PHCKA, B TOM HHCIIC
B IOkHON Amepuke m AQpuke. CoriracHO OZHOMY BapHAHTY OCYIIECTBICHHS coeauHEHHE (QopMmyis I, Gopmyms: 11,
(opmy st 111, popmy st IV, popmy st V win popmy st VI BBOAAT X035mHY B KOMOMHAUKH ¢ YF-Vax. JleueHus Ke 1o
JIFXOPaJKH HE CYIIECTBYET, HO AKUEHT ACIACTCS HA 00JIeTHEHNE JIMXOPAIKH, MBIIIEYHOH 60,1 1 00e3B0kmBanus. M3-3a
PHCKa BHYTPEHHETO KPOBOTCUCHHS ACHHPHH M HECTCPOHIHBIC IPOTHBOBOCIATHTCIBLHBIC JIEKAPCTBEHHBIC CPEACTBA HE

PEKOMCHOYHOTCA.

VL Cnoco6 mosryuenns 2'-3aMemennbix-2-N°-3aMeIeHHbIX MYPHHOBBIX HYKJICOTIIOB M0 HACTOSIIEMY
H300peTeHNI0

OO0mume crocoOsI MOy UEHIS COCTHHEHHH 10 HACTOSIIEMY H300PETEHHIO M3BECTHHI U3 0071aCTH TEXHHMKH HIIH
OIIHCAaHHI B HACTOsAMmEM n300peTeHnu. CHHTE3 2’ -XJIOPHYKJICOTHAOB ONKCaH B 3aiBKke HA maTteHT CIIA Ne 20150366888,
WO 2014058801, WO 2015/066370 u WO 2015200219.

B cxemax cHHTE3a HCIOIB30BAH CICYFOmHE a00PEBHATY PHI.

H-BuLi: H-Oy TR/UTHTHI

BSA: N,O-0uc(TpuMEe THICH THIT )aLIC TAMET

CBrs: TeTpadpomuz yriaepoaa

DBU: 1,8-guazabunukio|5.4.0]yuoen-7-ex

DAST: gmaTnmaMuaOCEpH TPHQTOPIT

DCM: puxnopMeTaH

DIEA: N,N-Iuu30mponI3THIAMIH

DMEF: N,N-guMeTaahopMamug

EA: stunanerar

EtOAc: stmnanerar

EtOH: atanon

EtN: tpuaTHnamus

NaxSOq4: cymepaTt HaTpHs (OE3BOTHEII)

MeCN: aueTOHHTPHI
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MeNH;: MeTuiaMuH

MeOH: mMeTaHOT

NaOH: ruapoxcua HaTpus

NaxSOy4: cymbart HaTpus

Na»S,0s: THOCY IB(aT HATPHS

NaHCOs: 6uxapboHaT HATpPH

NH.Cl: xnopux aMMOHES

NH4OH: ruapoxcu aMMOHHSA

NLT: He McHee, YeM

PE: metponeitasrit 2¢up

PhsP: tpudernnpochm

pTSA H,O: mapa-Toayoscy mb()oHOBOH KHCIOTH MOHOTHIPAT
K. T.. KOMHATHAs TEMIIEpaTypa

cwrmkares (230-400 mem, copOeHT)

TBAF: TeTpaly TriiaMMOHIS (hTOPHT

THF: terparupodypar (THF), 6e3Boamsii

TMSCI: XI0pTPHMETHICHIAH

TMSOTT: TpuMeTHICHIHATPH(TOPMETAHCY THh(DOHAT
TIPDSIiCly: 1,3-guxnop-1,1,3,3-1eTpan30mpomiIAnCHIOKCAH
1peT-BuMgCl: TpeT-0y THiIMarHus XJI0PHA
1peT-BuOK: Hatpus Tper-OyTHiaaT

1pet-BuOH: 1per-OyTanon

IIpumeps1

O0mue cnocoonI

'H, F u 3P SIMP cnektpsl peructpuposanu Ha 300 MI'1 cniexrpomerpe Briicker ¢ npeo6paszosaruem Dypse.
CrexTpsl mosyuany w3 o0pasuoB, MOydYeHHBIX B mpoOmpkax guamerpoM 5 MM B CDCl;, CD3OD mmm DMSO-de.
CHuHOBBIC MYJIBTHIUICTHOCTH 0003HAYAMM CUMBOJAMH § (cuHTaeT), d (myoOner), t (TpriueT), m (MyJIBTHILIET) M br
(mmpokwuit). Kouctamter cBss3m (J) ommcamsl B [ MS choexkTpel mOIy4aaw C NPUMEHCHHEM HOHH3ALMH
anexrpopacmerierneM (ESI) ra mpubope Agilent Technologies 6120 ¢ xBaapymoasHOH Macc-CieKTpoMeTpreil. Peakimm
OOBIYHO TPOBOTIIM B aTMOC()Epe CyXOro a3oTa C NMpHMEHEHHEM OE3BOTHEIX pacTBopmTencH Sigma-Aldrich. Bce

TPAANTIHMOHHBIC XUMHWYICCKHUC BCIICCTBA MOKYIAJIH Y KOMMCPUCCKNX HCTOTHUKOB.

Mosy4uenne crepeocnenu@uyiecknx GocopHbIX FJHAHTHOMEPOB

OnpenencHHBIE AKTHBHBIC COCAMHCHIS, OMPCAHHBIE B HACTOSAMIEM PM300PETCHHN, COACPKAT XHPATBHBIH
(ocoprsrit Pparment. Jlroboe w3 AKTHBHBIX COCAMHCHHH, OTHMCAHHBIX B HACTOSAMIEM H300PETCHHH, MOKET OBITH
00ecTieueHO B BHAE BHIICJICHHOH (DOCQOPHOH IHAHTHOMEPHOH (DOPMEI, HAMpUMEpP, 1m0 MeHbmeH Mepe HA 80%, 90%,
95%, 96%, 97% mmm 98% R mmm S 3HAHTHOMEPA, C MPUMEHEHUEM CTOCOO0B, M3BECTHHIX CIICHHATICTY HACTOSINCH

obnactn TexHHKH. Hampmmep, CyImIECTBYET MHOMECTBO IyOJHKALMI, B KOTOPHIX OMHCAHO KAK IONIy4YaTh TAKHE
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COCIMHEHH, BKUIFOUAas 0e3 OTPaHHYCHHS KOJIOHOYHYIO XpPOMaTorpadyuro, HampumMep, Kak ommcano B mateHTax CIIIA

NeNe 8859756; 8642756 u 8333309 Ross, et al.

IIpumep 1. Moanduxammsa 2-aMIHO GPArMeHTa B AKTHBHBIX COCIIHEHHSIX

CrieumanucT HACTOSIEH 00IACTH TEXHUKH MOXKET A0OABUTH 3aMECTHTCIIb K 2-aMHHOIY PHHOBOMY (DParMEeHTY
crioco0amy, XOPOIIO HM3BECTHBIMH CHEUHMAIHMCTAM HACTOSMmEH 00macTH TexHHKH. OIWH HEOTPAHMYHMBAOIIHI CIOCOO
MPEACTABJICH B HACTOSINEM OMHUCAHUH, a APYTHE MOTYT OBITh JIETKO MPHCIOCO0IeHBL. ((2R,3R 4R,5R)-3-(0CH30 LIOKCH)-
5-0pom-4-(pTop-4-MeTrnTeTparupo Py paH-2-II)METINIOCH30aT ~ 00padaTeIBAI ~ KOMMEPHYECKH  AOCTYIHBIM  2,6-
JUXJOPIypHHOM, OCHOBAHHEM M CMECBE0 OPIAaHHYECKHMX PpAcTBOpHTCJICH IpH NOBBIIIEHHOH TeMIEparype C
00pa3oBaHIEM (2R,3R AR, 5R)-5-(2,6-auxnop-9 H-my puH-9-11)-2-(0€ H30 HIIOKCUMETHIT ) -4 - (O Tp-4-ME THIT-
TeTparupodypan-3-mwidenzoara. COTIACHO OJHOMY BAPHAHTY OCYIICCTBICHHS OCHOBAHWE MPEICTABISIET COOOM TPET-
OyTtmiaTr xamr1. CorlacHO OOHOMY BAPHAHTY OCYIIEGCTBICHHSI CMECh OPTAHMYECKHX PACTBOPHTENCH BKIFOUAET B ceds
Tpet-OyTanon u auerouutpun Coexmuenme (2R,3R,4R,5R)-5-(2,6-auxnop-9H-mypuH-9-nm)-2-(0eH30 IOKCHMETHIT)-4 -
(Top-4-MeTmTeTparupo Pypan-3-mwideH30ar o0pabaTeBaIM AMIHOM, OCHOBAHHEM W OPTAHHYCCKEM PACTBOPHUTEIIEM
HPU TEMTICPATYPE OKPYKAFOMEH CPEABI C MOy ICHHEM 2-X10P-N°-3aMemeHHbx Ty prHoB. COTIACHO OJHOMY BAPHAHTY
OCYINECTBICHUS aAMHH IPEACTAaBIieT co00# MeTmiaamuH. COINACHO OZHOMY BApPHAHTY OCYIICCTBICHHS OCHOBAHIE
npeacTaBmieTr coboi TpmaTmwiamuH. COTIACHO OZHOMY BAPHAHTY OCYIIECTBICHHS OPTAHHMYECKHH pPACTBOPHTICIH
nmpeacTaBmieT coboi 3ramon. CremmamucT HAcTosAmeil 007acTH TeXHHWKH TAKKE OIPEACIHT, YTO MpPH 00paboTke
AMIHOM H OCHOBAaHHMEM OCH304THBIC TPYNIH HA HYKICO3HAE OJHOBPEMEHHO OyAyT yJaneHBl C 00pa3oBaHHEM
(yparo3HOro (parMenta 0€3 3amHTHBIX Tpymm. 2-Xmop-N°-3amMeIneHHBle MypHHBI 3aT€M MOTYT OBITH 00PaGOTAHBI
AMHHOM M OPTaHMYECKHM PACTBOPHTENIEM B 3aKyIIOPEHHOI MPOOHPKE IPH HOBBIICHHOI TEMIIEPATYPE NPHOIH3HTEIFHO
100°C ¢ o6pazosarmem N2 N°-IM3aMCIICHHBIX IyPHHOBBIX HYKICO3HAOB MO HACTOSIMEMY H300peTcHui0. COTrIacHo
OJHOMY BApPHAHTYy OCYIIECTBICHHSI AaMHH TpeACTaBIsIeT co0oit MmeTumamun. COrnacHO OJHOMY BapHAaHTY
OCYWIECTBIEHHS OPTAHMYECKHMI PACTBOPHTEIb NPEACTABIACT COO0M 3TaHOL N2 N6-J[M3aMEIIEHHBIC Iy PHHOBBIE
HYKICO3HIOBI MO HACTOAmEMY M300peTeHHMIO MOryT ObITh 00paboTanbl  OCHOBaHHEM, H30MPOIII((R,S)-
(nerTadropheHOKCH)-PeHOKCU(POCHOPILT)-L-aTAHHHATOM ¥ OPTAHWYCCKHM PACTBOPHUTEIEM TMPH  MOHIDKCHHOM
TeMIeparype ¢ odpasoBanmeM coemuaeHu (popmysr [-VI. CornacHo 0AHOMY BapHAHTY OCYIICCTBICHHS OCHOBAHHUC
mpeAcTaBIIeT co00H Tper-OyTrymMarams Xiopma. COTrnacHO OZHOMY BAPHAHTY OCYIIECTBICHHS OPTaHHMYECKIH

pacTBOpHTEH MPEACTABIAET CO00i TeTparupodypar.

IIpumep 2. Moayuenne PPAL-S

Y: Y T W T e

a I
0 —e 0 \H/\N—F’—{J . \H/\H—I?—G F
Y\””' \[(\N H orh L H s 5 oen
F F
PPAL-RS PPAL-5

Cramus 1. oxy4uenne paunemirieckoro PPAL
K mepememmsaemomy pacteopy (ermnauxmopgocpara (250 1) 8 EtOAc (800 mm) mobasminm m3ompomii-L-
anarmHat (200 1) B TpmaTHaMuse (120 1) mpu —10°C. PeakunoHHy10 cMech nepememmBamy npu -10°C B Teuerune 1 4.

2,3,4,5,6-TTerTadropderon (220 r) B tpmatenmamuse (120 1) 1 EtOAc (400 mm) gobasmsamm mpu —5°C 1 mepeMemmBaIm
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mpu —5°C B Teuenune 0,5 4. PeakumoHHYI0 CMECh OCTaBILTH Harpesatscs A0 25°C m mepememmsamm npu 25°C B
teuerne 2 4. PactBop ¢masrpoBamm, mpomsmBanmm EtOAc (2 x 200 M) m 0OBeIMHEHHBIE OPTaHHYIECKHE (Da3bl

BHITTAPHBAJIY 110 BAKYYMOM C ToryueHIeM Teepaoro coeauneHmsi PPAL-RS (panemar).

Cramusn 2. IMosryuenne PPAL-RS

K mepememmsaemomy pacteopy PPAL-RS B EtOAc (200 mu) wm w-remrane (1,4 m) moGasmsumm 2,3,4,5,6-
nerTadropdenon (10,1 r) B pmTHIAMEEE (6 T) H PEAKIEOHHYIO CMECHh NIEPEeMEIIHBAIN MPHOII3HTEIBHO 4-8 4. [Tocne
TOTO, KaKk R-m30Mep TBepaoro BemecTBa cocTaBmsut MeHee 0,5% PeakuHOHHON CMECH, TBEPIOE BEIIECTBO (DHIBTPOBAIH.
Teepaoe semectBo pacTtopsutn B EtOAc (4 ), mpomesanm Bogo# (2 x 100 M), coneBsM pacteopom (1 1), Cymmmmm
Hax Oe3BoaHbM NaxSOs u (prtbTpoBamm. PacTeOpuTENs VAASIIM TOX BAKYYMOM C MOy UcHHEM coeauHeHIsT PPAL-S
(350 1).

'H AMP (400 MI'u, DMSO-ds) & = 7.42 — 7.40 (m, 2H), 7.24 — 7.22 (m, 3H), 6.87 (dd, J = 14.1, 9.9 'y, 1H),
4.90 — 4.84 (m, 1H), 3.94 — 3.88 (m, 1H), 1.27 (dd, /= 7.1, 1.1 T, 3H), 1.15 (dd, J = 6.2, 1.2 T'y, 6H) ppm. *P AMP
(160 MI', DMSO- d6) 6 = 0.37 ppm.

IIpumep 3. Hoayquenne coemnaenns PPAL-R
FF.F 3 Foood
\é/g Y" \:I/\NFE'D F—w\é;/?‘\mgo F
m/\NH2 TI/\N F‘ OPh dph 5 H4
v F F F F

(1R

FPAL-RS PPAL-R

B  Tpexropmyr  KpyITOJOHHYI0  KOJOy, OCHAIICHHYI0  MEXAHHYECKOH  MEmIankol, mo0aBismm
¢ermnouxmoppocpar (189,6 r, 090 wmom) u Oespommbrii EtOAc (750 wmm). PactBop oxnaxmanu 10
-10°C B armocepe azora. Mzompormmn-L-anaruuat (118 r, 0,90 mmoms) u tpraTmiamuH (100 1, 1,1 3kB.) mobasmsim k
BBIICYKA3aHHOMY pacTeopy. IIpeaBapurensro oxmaxaeHuyo (Hike 10°C) cmecs 2,3.4,5,6-nentadropdenona (165 r,
1 5xB.) u TpraTILIaMHEHA (90,5 1, 1 9kB.) B EtOAC (300 Mur) 100aBILIIz K CMECH TPH MOMOIIH KANEJIBHOW BOPOHKH MPH -
5°C m mony4yeHHyro cMmech mnepememmBanm mpu 20-25°C B tewenme 1 waca. bemstit ocamox (TEAHCI)
OT(IBTPOBRIBAN M mpoMbiBame EtOAcC. @uibTpaT KOHUCHTPHPOBATIH IPH IOHIDKEHHOM IABJICHHE C IOJYYCHIEM
coequacHIst PPAL-RS (mpubmusutensro 280 r (S/R=1/1)) B Buae 6enoro tBepaoro semectsa. CoenureHne PPAL-RS
(280 1) pactupam B mopomok B 300 mu rentana/EtOAc (20:1) mpu KOMHATHOH TeMmepaType B TeucHue 5 muH. benyro
CYCIEH3HIO (DVIUTPTPOBAJIH M TBEPAOE BEIIECTBO IMPOMBIBATH cMecChio remTana/EtOAc (20:1). OuapTpar 0XIaskaanu 10
8°C u tBepmoe BemecTBO cobmpamm (rmTpanmeii. Heounmenuoe coemmaerne PPAL-R (10 1) monyuamn ¢ 95%
XHPATbHOH 4ICTOTOH. HeounmeHHEIH Tpoay KT OUNIaIy Ha OCHOBE BEmmeonmncanuoi cragmn. Coenurerne PPAL-R (5
T) IOy YaJH C HE MEHee, YeM 98% XupanpHOH YHCTOTOH.

'H AMP (400 MI', DMSO-ds) 6 = 7.43 — 7.39 (m, 2H), 7.27 — 7.22 (m, 3H), 6.87 (dd, J = 14.1, 9.9 Ty, 1H),
4.89 —4.85 (m, 1H), 3.95 - 3.90 (m, 1H), 1.27 (dd, /= 7.1, 1.1 T, 3H), 1.14 (dd, J = 6.2, 1.2 'y, 6H). PP SIMP (160
MI', DMSO- dg) 0 = 0.35.

Crepeocnenmdmuecknii cuaTes coeqnHeHui Gopmy.a I-IV

Cunres -D-2’-neoxcu-2’-0-pop-2’-f->Tnnmi-No-3aMemeHnbIx-2,6- IMAMIHOIYPHHOBBIX HYKJICOTHIOB
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Cramns 1. Tlosryuenune coequnenns 8.

K pactBopy 6-xmopryarosmua (100 1, 332 mmoms) B mupuaure (400 M) mo kamwrM go6asmwimn TIPDSiCl,
(110 M1, 1,05 ’x8.) mpu -5~5°C B atmocepe N». [Tocne nepememmBanmst mpu -5~5°C B Teuerne 2 4 nmpu nomomu TLC
HAOFOIATH M3PACX0A0BaHNEe HCX0aHOTO BemecTea. DCM (600 mm) modasmim ut TMSCI (85 M, 2 3kB.) 100aBsUTH TIO
kamwrM ipu 0-5°C. Tocre mepememmBanmst npu 0-5°C B Teuenune 2 ¥ npu nomomy TLC HaOMIOZaM M3PACcX0I0BAHIE
MPOMEKYTOYHOTO coeauHeHIs. N300y tuprxnopua nobasmsum no kamsM npu 0-5°C. Tlocne nepememmsanust mpu 0-
5°C B teuenue 2 4 mpu nomomw TLC Ha0moaamm n3pacxog0BaHIE MPOMEKYTOYHOTO COCINHEHN. Boay modasmsum
coaepxmMoe dKcTparupoBam DCM. Oprarmueckyio (azy mpomsBamm 0,5 H HCl ¢ ymanernem mupuanHA. 3HAYUCHHC
pH cozmepxkmmoro mpomeiBa 10 5~6 m gobasmimm napa-TSA-H.O (9,2 1, 484,5 mmoms) mpu 0-5°C. Tlocre
nepemenmBarng npu 0-5°C B teuenme 1 4 mpm momomm TLC mabmozamum HM3pacx0JOBAaHHE IPOMEKYTOYHOTO
coequHeHIS. Boay mo0amisimm u opranmiecKky o (pasy mpoMBIBaIM BOAO#H, HaCckmEHHBM BOAHEIM NaHCOs u coneBsiM
pactBopom. Oprammueckmii cioit cymnum Hag NaxSOs m pacTBopurens viamimm B BakyyMe. OCTaTtox oyMImamu

METOA0M K0I0HO4UHOH XxpomaTorpadum (PE/EA = 100->10/1) ¢ mony4yeHHEM CBETIO-KEITOTO TBEPAOTO BemecTra (82 T,
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40%).

'H SIMP (400 MI'ti, DMSO-ds) & 10.88 (s, 1H), 8.55 (s, 1H), 5.91 (d, J= 1.6 ', 1H), 5.53 (d, J = 4.6 T, 1H),
472 — 458 (m, 2H), 4.16 (dd, J = 12.4, 4.8 Ty, 1H), 4.00 (ddd, J= 7.7, 4.8, 2.6 Ty, 1H), 3.93 (dd, J = 12.4, 2.7 Ty, 1H),
2.78 (h, J=6.9 T, 1H), 1.26 — 1.12 (m, 3H), 1.10 (d, J = 6.7 T, 6H), 1.09 — 0.88 (m, 24H).

Cl
M o N =

Cramns 2. Tlosryuenne coequaenns 9.

K pactBopy coemmmerus 8 (10,0 1, 16,3 mmoms) 8 DCM (100 mn) mobaemsanm nepitoannan [lecca-Maptuaa
IpH K. T. U PEaKOUOHHYIO0 CMeCh mepememmBantd B TeucHue 12 4. Ilpm momomu TLC mabmromamm m3pacxomoBaHIE
HCXOJHOTO BEHIECTBA. PeakmMOHHYIO cMech 3ateM pazdaBmun DCM (200 Mu1) 1 MPOMBIBATH HACHIIICHHBIM BOIHBIM
Na»S»03 u conebiM pacteopoM. Oprarumtieckyro (asy 3atem cymmiad Haa NarSOs B KOHUEHTPHPOBAM C TIOJYUICHHUE
HEOYHMINCHHOTO COSAMHEHN 9 B BIE CBETJIO-KEITOTO TBEPA0TO BemecTBa (12 r). HeounmeHHBIH MPOAYKT MOKET OBITH

HCTIONIB30BAH CPasy Ha CIICAYFOMEH CTammu 063 OUNCTKH.

Cl
N

Cl
NN 0
GAL AL Qf
0 Ny )H/ o L J\(
O N N o N™ "N
/(sj ’\q H ” /<5| ’\LZOH H
Togo b T o0 \\
7’/ 9 Y 7// ™S 10

Cramns 3. Tlosryuenune coequnenns 10.

K pacteopy sturmITpEMeTHIICHIAHA (18,6 M, 142,7 mmone) B THF (240 mn) goGasmsimm #-Buli (46 M, 2,5
M, 115,0 mmoib) mo xarmwmsiM mpu -15~20°C B atmocepe No. I[Tocne nepemenmmBanyst B TeucHNE 30 MUH PEAKIFIOHHYFO
cMech oxnaxkaamw 10 -70°C u coemuuerue 9 (HeoummerHoe, 16,3 mmomp) B THF (60 mm) mobaBmsmm mpu 15~20°C.
Comepxmmoe 3arem HarpeBamm a0 0°C. IMpu momomm TLC Habmomamm mM3pacx0JOBAHHE HCXOTHOTO BEHICCTBA.
Job6asmsum wmacsmmerEed Bommbii NHiCl m peaxumonHyro cmeck 3kcrparmposasm EA (100 M) TpmoKmeL
Opranmieckyro (asy o0BeIUHAIN, TPOMBIBATH COJEBHIM PACTBOPOM M JOTOTHHTETRHO Ccymmaw Hax Na,SOi. INocme
KOHLCHTPHPOBAHISI B BAKYYME OCTATOK OUMIIAIM METOJOM KOJIOHOYHOH xpomarorpadum (PE/EA = 100->10/1) ¢
TIOJIyIEHUEM CBETJIO-KEITOTO TBEPIOTO BemecTsa (6,0 1, 52%).

'H AMP (300 MI'u, CDCl3) & 8.39 (s, 1H), 8.07 (s, 1H), 6.18 (s, 1H), 4.42 (d, J= 7.2 ', 1H), 4.21 — 4.02 (m,
3H),2.94(d,/J=8.5Tm, 1H), 1.25 (t,J=8.8Tw, 3H), 1.12-1.01 (mm, 30H), 0.17 (d, /= 1.4 T'm, 9H).
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Cramns 4. Tlosryuenne coequnenns 11,

K pacteopy coeamuenms 10 (6,0 r, 8,4 mmoms) 8 DCM (240 M) moGasmim mupuauH (4,2 M, 52,9 MMOITE) B
atmoc(epe N,. Peakunmornyro cmeck oxnaxkzamm a0 -70°C u gobasmsmm DAST (12 v, 90,4 mmoms). Comepkumoe
3ateM Harpesamm a0 -30°C. Ilpm momomu TLC Habmomamw HM3pacX0J0BAHHE MCXOJHOTO BEINECTBA. PeaKIMOHHYIO
CMECh BBUIMBAIM B HaceiueHHEN Bogubii NaHCOs, a 3atem axctparmpoBam DCM (200 mur). Oprarmieckyro (asy
TIPOMBIBAIM COJIEBEIM PACTBOPOM M Ccymrwmm Haxg NaxSOs. Ilocne KOHOEHTPHPOBAHIT B BAKYYME OCTATOK OYHINATIH
MeToA0M KomoHOYHOH xpomarorpaduu (PE/EA = 100->10/1) ¢ mony4eHHEM CBETIO-KEITOTO TBEPIOTO BemecTra (3,8
1, 63%).

'H AMP (400 MI'y, CDCls) 6 8.57 (s, 1H), 8.37 (s, 1H), 6.24 (s, 1H), 5.98 (s, 2H), 5.32 (s, 1H), 4.44 (d, /= 8.0
Iy, 1H), 4.23 -4.07 (m, 4H), 2.91 (m, 1H)1.32 - 1.27 (mm, 10 H), 1.13 - 1.06 (i, 24H), 0.23 (s, 9H).

ne Ay o Cl
<l N
B D S [ NS & (N
i L g N=""N Hj\r

11 17

Cramns 5. Tlosryuenune coequnenns 12,

K pacteopy coemmrenms 11 (3,8 r, 5,3 mmoms) B THF (120 M) mobasmsutn AcOH (1,3 1, 22 mmons) u TBAF
(4,2 1, 15,9 mMomp) TpH K. T. PeakumoHHYI0 cMECh mepeMemuBamu mpy K. T. B Teuerne 30 muH. [Ipn momomm TLC
HA0FOmaIH M3PACXOA0BAHNE MCXOTHOTO BemecTBa. [1ocie KOHUEHTPHPOBAHI B BAKyyME, OCTATOK OYHINAIE METOJI0M
KOJIOHOYHO# xpomatorpadrm (EA) ¢ monyuerrem npoaykra B Brae 0eyoro Teepaoro semectra (2,0 T, 95%).

'H AMP (300 MTI'n, Methanol-ds) 6 8.75 (s, 1H), 6.57 (d, /= 16.4 T, 1H), 4.99 (dd, J=21.7, 9.3 T'y, 1H), 4.14
—3.95(m, 2H), 3.91 (dd, J =12.8,3.8 I', 1H), 3.14 (d, J = 5.3 I'm, 1H), 2.81 (dt, /= 13.7, 6.8 T', 1H), 1.22 (dd, J =
6.9,3.1 T, 6H).
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O6mmii cnocod 3aMeHBI ¥ CHATHUS 3AINTHBIX TPYIII ¢ AMITHO:

K pactBopy coemmreHms 12 (350 mr, 0,88 MMo16) B mmokcane (20 M) J00ABISIIM METAHOJIOBBIH FUTH BOJHBIH

PacTBOp COOTBETCTBYIOIIECTO aMHHA (CBOOOAHOEC OCHOBAHHE UM CONb B BHAC ruapoxiopmaa mwmoc DIEA) mpu k. T.

CozepKuMoe TIepeMemmBamy npH K. T. B TeucHue 1-12 4. TIpnm nomomu TLC nabmoganm u3pacxog0BaHHE HCXOIHOTO

pemecTBa. [locne KOHIEHTPHPOBAHMA B BAKYYME OCTATOK HCIIOJIB30BATH CPasy HA CICAyIOmEH cTagmu 0e3 OYHCTKIL

Ocrarok pacteopsiin B MeTaHone (10 M) m mobaBmumm Bogusii NaOH (2,5 ©, 10 mum). [locne mepeMemmBaHUI BCEO

HOYB mpu K. T. mpu momomu TLC HaOmozamnm m3pacxogoBaHHE MCXOTHOTO BEINECTBA. JHaucHHE pH comep:kuMoro

nposomm A0 7-8 mpu momomu 1 # HCl. PacTBop KOHIEHTPHPOBATIH H OYHINAJII METOAO0M KOJOHOTHOH XPOMAaTOorpaQum

(DCM/MeOH = 100->20/1) ¢ nmony4yeHHEM HPOAYKIa B BHIEC IPA3HO-0e7I0r0 TBEpHOTro BemecTBa (Bexoa: 40-80% 3a

aBe ctamum). B Tabmune 1 mpeacTaBneHBI CTPYKTYPHI COSAMHEHHH 1, 3 M 5 M COOTBETCTBYIOIMME MACC-CIEKTPHI B 'H

SIMP 17151 COOTBETCTBYFOIIMX COCAMHEHUH.

Tab/muna 1. Xapaxktepucruka coeansenuii 1,3 u 5

Ne Crpykrypa H AMP/MC
CO€IMHEHNS]
1 il 'H SMP (400 MI'u, Methanol-ds) & 8.05 (s, 1H), 6.27 (d, J =
</N | "Hi 16.9 Ty, 1H), 4.75 (dd, /= 21.7, 9.1 T'y, 1H), 4.06 (dd, J = 11.0,
o o N_ M bl 2.4 Tu, 2H), 3.87 (dd, J = 13.1, 3.2 T'u, 1H), 3.42 (s, 6H), 3.37
Ho*"i_ﬁ: = (s, 2H), 3.18 (d, J = 5.4 T, 1H).
[M+H]" = 336.9
3 “MH 'H SIMP (400 MI'u, DMSO-ds) & 7.94 (s, 1H), 7.30 (s, 1H), 6.20

ﬂ{,\,lﬁk

N HH
HD/m= 2

~6.09 (m, 2H), 5.98 (s, 2H), 533 (t, J = 5.3 Ty, 1H), 4.57 (dt, J
=221, 8.0 Ty, 1H), 4.12 (q, J = 5.3 T, 1H), 3.91 (d, J = 9.3
T, 1H), 3.70 (t, J = 8.6 T, 1H), 3.36 (s, 1H), 3.18 (d, J = 5.2
Ty, 2H), 2.89 (d, J = 7.0 Ty, 3H).

[M+H]* = 323.0
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5 //:, 'H SMP (400 MI'y, Methanol-ds) & 8.07 (s, 1H), 6.26 (d, J =
HM 16.9 T, 1H), 4.76 (dd, J = 21.8, 9.3 T, 1H), 4.11 — 4.01 (m,
<,“ I “i 2H), 3.89 (d, J = 3.0 T, 1H), 3.89 — 3.75 (m, 1H), 3.37 (s, 2H),
HGA{GZN TRENIR 3.21 (d, J = 5.4 T, 1H), 2.97 — 2.86 (m, 1H), 1.00 — 0.77 (m,
W 2H), 0.67 — 0.46 (m, 2H).
[M+H]* = 348.8

IIpumep 5. Cunres 6-N-ATKUIHYKICO3NIHBIX NPOHYKJICOTHI0B

N M
F‘ /NMEZ o = /NMEZ
e~ A RIE SR Ny
\\_'{‘,‘:’2 N o \:b(\ﬁf E’PE S N?\/
HO F MHa HE  7F H,

1 2

i} Hsorp oromn ([, S}-{mesradropdesorar}) desoxcndocdopsmn H -anammar, £BulMgCl, THF, 0°C

Mony4uenne (28)-m3onpormmin-2-(((((2R,3R, 4R, 5 R)-5-(2-avmHo-6-(rumeTniammuo -9 H-my pia-9-1m1)-4-
STHHIII-4-(TOP-3-THAPOKCHTETParupodypan-2-mmmeroxcn)(henoxcm)docdopui) amuHo)mponasoarta (2).

K pacteopy coemumermsa 1 (30 mr, 0,09 mmoms) B cyxom THF (2,0 M) mo kammiM D00aBAIH TpeT-
oytmumarama xnopux (1 ® 8 THF) (125 mxu, 0,13 mmoms) npu 0°C. PactBop mepeMemuBamyu B TeUeHHE 15 MuH mpu
0°C u B TeuyeHune 45 MHMH IPH KOMHATHOM TeMmepartype (k. T.). Peaknnornyro cMecs oxuaxkzam 10 0°C u mo KamsaM
nobaBwim pacTeop m3ompormi((R,S)-(merradropderokcu)-peroxcudochopmn)-L-anannrara (49 mr, 0,11 MmMomB) B
cyxom THF (1,0 mm). IlomyuenHBIif pacTBOP MEAJIEHHO HATPEBANTH 10 K. T. M HEPEMEIIHBATHM B TE4YEHHE 15 .
Peaxumonnyro cmech 3atem pasbasmum EtOAc (10 M) v HaceimewHbM BOH. pactBopoM NH4Cl (8 mu). daser
pa3zessiin M BOXHBIH CIOH MOBTOPHO 3kcTparupoBanu EtOAc (2 x 5 mi). OObeIMHCHHBIC OPTaHIYECKHE BELICCTBA
MPOMBIBATK HACHIIEHHBIM BOIH. pacTBopoM NH4Cl (10 mm) u conebiM pacteopom (10 mur), cymmnm Hax NaSOs u
KOHUEHTpupoBaH. OCTATOK OYHINATM METOJAOM KOJTOHOYHOH xpomarorpadum (crmkarems, DCM/MeOH 0-10%) u
METOJ0M KOJIOHOYHOH xpomaTorpaduu ¢ odpamernHo# (pazoit (C-18 cummkareas, H,O/MeOH 0-100%). ITpoaykr 2 (12
Mr, 22%) TOIy4aay B BHIAC OSJIOTO TBEPIOTO BEIIECTBA.

'H SIMP (300 MT'n, CDs0OD) & 7.79 (s, 0.5H), 7.77 (s, 0.5H), 7.36-7.14 (m, 5H), 6.28 (d, J = 17.4 T) u 6.26
(d, J=17.5 Ty, 1H), 5.004.44 (m, 5H), 4.23-4.16 (m, 1H), 3.69-3.81 (m, 1H), 3.42 (bs, 3H), 3.40 (bs, 3H), 1.32-1.26
(m, 3H), 1.20-1.15 (m, 6H). 3P SAMP (121 MI'm, CD;OD) J§ 4.04 (s), 3.98 (s). MS (ESI) m/z paccumr. min
CasH34FN70,P [M+H]* 606.2; monyueno 606.2.
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N |
— % /NHME 0 Ier; j’NHMe
0l 7 . R 0N
N L= e T L= L
= N = — (T = N o=
_‘_:;- '.,, \‘( H OFh -Q: -
HO . F HH2 HE , F NH

i Hzoapenem (R, S-(nzeratmopd zemeei—-Earoes smpocbopem -L-anasear, SBul ol ] THF, 0°C

Mosy4uenne 28S)-monponmia-2-(((((2R,3R,4R,5R)-5-(2-amuno-6-(MeTiiammuo -9 H-nypun-9-mi)-4-

STHHIUT-4-(TOP-3-THAPOKCHTETPArupodypan-2-mmmeroxcn)(penoxcmydocdopui)-amuao)nponanoara (4).

K pactBopy coemmuerust 3 (30 mr, 0,09 mmoms) B cyxom THF (2,0 mur) mo xammsm O00aBISLIH TPET-
oytumarams xnopun (1 # 8 THF) (112 Mxi, 0,11 mmous) mpe 0°C. Pacteop mepeMemmBany B TeUeHNE 15 MUH mpH
0°C u B Teuenne 45 MmH mpu K. 1. PeaxnmomHyro cMmech oxiaxmamw 10 0°C m mo KammiM A00aBiIH PAacTBOP
mompormi((R,S)-(nerTadTopderokcm)-heHOKCH(DoCc hoprn)-L-amarmHaTa (51 mr, 0,11 mmois) B cyxom THF (1,0 mum).
ITonyueHHBIH pacTBOp MEAJICHHO HATPEBATIH J0 K. T. M IEPEMELIMBATIH B TeUcHHE 15 4. PeakimoHHYIO CMeECh 3aTeM
paz6aBmsumn EtOAc (10 mun) m HacemeHHBIM BOgH. pactBopoM NHiCl (8 mum). ®assl pasmemsanm ¥ BOZHBIH CIOH
moBTOpHO 3KcTparuposamu EtOAc (2 x 5 mum). OOBEAMHEHHBIE OPTAaHMYECKUE BEINCCTBA TMPOMBIBATH HACHIIICHHBIM
BozH. pactBopoM NH4Cl (10 mur) u coneBsM pacteopom (10 mum), cymmmm Hax Na,SOs u koHIEHTpHpoBam. OcTaTtok
OUYMINATH METOJOM KOJOHOYHOH xpomarorpadum (cummkarems, DCM/MeOH 0-10%) m MeTogoM KOJOHOYHO
xpomarorpaguu ¢ obpamenuoit asoit (C-18 cunmukarems, HoO/MeOH 0-100%). ITpoayxt 4 (9 mr, 16%) noxyuam B
BH7E OEI0TO TBEPIOTO BEIICCTBA.

'H AMP (300 MI'y, CD;0D) 6 7.81, 7.79 (s+s, 1H), 7.36-7.14 (m, 5H), 6.26 (d, /= 17.4 Ty, 0.1H), 6.24 (d, J =
17.4 T, 0.9H), 4.93-4.89 (mepexpsitsiit HO, m, 1H), 4.80-4.78 (m, 1H), 4.53-4.49 (m, 2H), 4.21-4.18 (m, 1H), 3.95-
3.84 (m, 1H), 3.23-3.20 (i, 1H), 3.04 (bs, 1H), 1.31-1.14 (m, 9H). 3P SIMP (121 MI'u, CDs0D) 6 4.06 (s), 3.97 (s). MS
(ESI) m/z paccuurt. gist CosH3FN7O7P [M+H]* 592.2; nonyueno 592.2.

N =" N
e 0 TN
HO/"\/’O\}NRMN ﬂ i - NO\}N\%\E ~
[z Ny - {H}ﬁ \ L=
HOG® ; F NH A HOY ] F NH,

i} Hzorpomm [[R S neradr opheionarpdenorcmpochomm)-L-anmnear, $BuMaCl, THF, 0°C

Moayuenne (28)-m3onponmwr-2-(((((2R,3R,4R,5R)-5-(2-amuno0-6-(nukaonponmiaMuno -9 H-nypun-9-mwr)-
4-3THII-4-QTop-3-THAPOKCHTETParnpodyp an-2-mnmMeToKcn)(penoxcm) hochopua)ammuo)mponanoara (6).

K pacteopy coemmmermsa S5 (30 mr, 0,09 mmoms) B cyxom THF (3,0 M) mo KamriM n00aBIIH TpeT-
6ytummarams xnopun (1 # 8 THF) (120 mxi, 0,12 mmous) mpu 0°C. Pacteop mepememmBamm B TeUeHNE 15 MUH mpH
0°C u B Teuenne 45 MmH npu K. 1. PeakummomHyro cMmech oxiaxmamy 10 0°C m goOaBIAIH 1O KammsiM PacTBOP

monpomi((R,S)-(merTaropheHokcH)-heHOKCHpOoC Ppopmn)-L-anarnnaTa (47 mr, 0,10 mmoms) B cyxom THF (1,0 mm).
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ITonyueHHBIH PacTBOP MEAJICHHO HATPEBATH JO0 K. T. M NEPEMEIIMBATIH B TeUCHHE 15 4. PeaxumoHHYIO CMECh 3aTeM
pazbasmumm EtOAc (10 mu) m HaceimeHHBIM BogH. pactBopoM NHiCl (8 mum). ®aswl pasmemsimm ¥ BOXHBIH CIOH
noBTOpHO 3KcTparuposamu EtOAc (2 x 5 mum). OObeaMHEHHBIE OPTaHMYECKUE BEIICCTBA IMPOMBIBATM HACHIICHHBIM
BoaH. pacteopom NH4Cl (10 mur) u coneBsim pacteopoM (10 mum), cymmmn Hag Na,SO4 u koHUEHTpHpoBam. OCTaToK
OYHIIATHM METOAOM KOJOHOYHOM xpomarorpaduu (cmmmkareas, DCM/MeOH 0-10%) m METOOOM KOJIOHOYHOI
xpomatorpaduu ¢ odpamernno# (azoi (C-18 cumxarems, HO/MeOH 0-100%). IIpoayxr 6 (19 mr, 35%) nomyyam: B
BHIE OEJI0TO TBEPIOTO BELICCTRA.

'H IMP (300 MI'n, CD;0D) 6 7.82, 7.79 (s+s, 1H), 7.44-7.17 (m, 5H), 6.26 (d, J=17.1Tm), 6.24 (d, J = 17.1
Iy, 1H), 4.93-4.89 (mepexpsrroiit H>O, m, 1H), 4.79-4.46 (m, 3H), 4.24-4.07 (mm, 1H), 3.92-3.83 (m, 1H), 3.25-3.22 (m,
1H), 2.92-2.89 (m, 1H), 1.31-1.14 (m, 9H), 0.85-0.82 (m, 2H), 0.63-0.57 (m, 2H). 3'P SIMP (121 MI'n, CDsOD) 6 4.03
(), 3.94 (s). MS (ESI) m/z paccuut. st Co7H34FN-O-P [M+H]" 618.2; monyuero 618.2.

Ipumep 6. Cunres B-D-2’-¢-ruapoken-2’-B-merni-No-3aMemenHbIx-2,6- THAMHHOILY PHHOBBIX

HYKJICOTH/I0B
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Cramns 1. Ilosryuenne coequuenns 151.

K mpemsaputensro oxmaxkaerHoMy (0°C) pactBopy, cozepskamemy 1,2.3,5-tetpa-O-6er30ma-2-C-meTmn-D-
pudodypanosy, coemmrerme 1350, (2,50 1, 4,3 mmomp), 2-ammHO-6-xnmopmypuH (0,8 1, 4,68 ™Mmoms), 1,8-
muazadunukio|5.4.0lyaoen-7-es (DBU) (1,94 1, 12,75 mmons) m Oe3BoaHBIH aneTOHHTpE (50 M), MO KaruisiM
nmobasimm TpuMeTIUicHTITpudIat (3,8 r, 17,2 mMons). Peakurornyo cMeck Harpesamm mpu 65°C B TeucHme 4 4,
OCTaBJLIHN OXJIAKIATECS A0 KOMHATHOM TEMIICPATYPHI, BRIIMBAIN B HACHIICHHBIH BOAHBIN HATpHEBBIH pacTBOop (150
MJT) B 3KCTparupoBamm quxjopmeTanoM (3 x 100 mm). O0BeIMHEHHBIE OPTraHMYECKAE (DPAKLIH CY I HAA Cy Tb(aTtoM
HATPH ¥ KOHLEHTPUPOBAIHM B BakyyMe. OCTATOK OUMINAIH HAX CHJIFMKATEIEM C MPHMEHEHHEM TEKCAHA/ITHIIALETATA
(4:1) B xauecTBe OEHTA ¢ monyuyeHueM coequuaeHIs 151 (3,5 1, 73%) B Buae O€CUBETHOM NMEHEL.

'H AMP (400 MI'u, DMSO-ds) 6 8.41 (s, 1H), 8.04 (ddt, /= 22.8, 6.9, 1.4 Ty, 4H), 7.98 — 7.83 (m, 3H), 7.74 -
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7.59 (m, 3H), 7.63 — 7.46 (mm, 4H), 7.40 (t, J = 7.8 T'y, 2H), 7.22 (s, 2H), 6.64 (s, 1H), 5.97 (d, J = 4.5 'y, 1H), 4.92 -
4.75 (m, 3H), 2.90 (s, 3H), 2.74 (s, 3H), 1.61 (s, 3H).

Cragus 2. Iosyuenue coequnenns 152.

PactBop, comeprkamuii coenuHerue 151 (0,65 r, 1,03 MMOIb) M HACHIIICHHBIN METAHOIBbHBIN amMmMuak (15 M),
NEpeMEIINBAIN B 3aKyNOPEHHOM KOHTCitHEpe B TeueHme 7 4. PacTBopurens yJamimm M OCTAaTOK OYMINATH HA
cuuKarese ¢ mpumereHneM MeTaHona/DCM (1:40) B kauecTse dymoeHTa. CoAeprkamue POy KT (PpaKmes 00 e IHHITH

¥ KOHLEHTPHPOBAJH B BaKyyMe ¢ moiyuerueM coeauuerns 152 (0,30 r, 92%) B Buae 0eCUBETHOTO MOPOIIKA.

Cramns 3. Tlosryuenune coequnenns 106.

K pactBopy, comepxamemy coemumrcrue 152 (0,3 1, 1,0 mmomp) m 1,4-mmokcan (2 mum), moOaBmsiIn
METWIAMHHOBBIH pacTBop (1 mur). PeakunoHHY10 CMECh IIEPEMENINBAIH B TEUEHHE 2 ¥ M KOHIECHTPHPOBATIH B BAKYyME.
OcTarok ounmamM Ha CIUHKArene ¢ npuMererneM Metaroma/DCM (1:40) B xauectse amoenTa. ComepKamue MPOayKT
(pakumy OOBEOWHANM W KOHICHTPHPOBAIH B BakyyMe ¢ monyueHumeM coexmacHus 106 (0,150 1, 50%) B BHAE
0eCIIBETHOTO TIOPOIIKA.

'H AMP (400 MI', DMSO-ds) & 8.01 (s, 1H), 7.24 (s, 1H), 5.89 (s, 2H), 5.79 (s, 1H), 5.20 (dd, /=62, 3.2 T,
2H), 5.05 (s, 1H), 4.11 (q, J = 5.2 Ty, 1H), 4.08 — 3.97 (m, 1H), 3.89 — 3.77 (m, 2H), 3.66 (ddd, J = 12.2, 5.4, 3.3 I'my,
1H), 3.17 (d, /J=5.3 'y, 3H), 0.79 (s, 3H).

Cramus 4. Iosyuenne coequnenns 107.

= NHH e = NHM &
0 M ¢ 0 Q 4
HO~ LY i ‘“‘f/ b /“ﬁ(:_;i:h] 7 Th
T . '--~|:|
>_é‘ N&( OT(\H Len B £ =
HO* TOH HG" “OH

MNHz 0 MNH

)

it Frompomn (RS- (oeETadTopd s opmeu - T el okt 00 oparr -l -a mamwEa T, CBUM ol DMF, 0°C

28)-N3onpommnn-2-(((((2R,3R,4R,5R)-5-(2-amuno-6-(Mermiamnuo)-9 H-nmy piu-9-mwi)-3 4 -1uru jp ok cu-4-
METHJITETp arupogypan-2-mmmeroxcn)(peroxcm)docdopmmaamuno)nponanoar (107).

K pacteopy coemmnenmsa 106 (55 wmr, 0,18 mmoms) B cyxom DMF (4,0 M) mo xamisiM 00aBisiu TpeT-
oytmumaraus xnopuz (1 1 8 THF) (265 mxu, 0,27 mmos) npu 0°C. PacTBop mepeMemmuBamy B TeUCHHE 15 MEH mpu
0°C u B Teuenne 45 MmH npm K. T. PeaknmomHyro cMmech oxiaxmamy 10 0°C m mo KammiM A00aBiLiIH PacTBOP
msomporm-((R,S)-(merTadropherokcu)-eHokcupoc hopum)-L-amanmuaata (105 mr, 0,23 mmoms) B cyxom THF (2,0
mi). ITosryueHHBI PAaCTBOP MEAJICHHO HATPEBAIH 10 K. T. H NCPEMCIIUBATH B TeUCHHE 15 4. PeakumoHHY 0 CMECh 3aTEM
paz6aBmsumm EtOAc (15 mur) m HaceimeHHBIM BogH. pacteopom NHyCl (10 mur). ®azer pa3mensann m BOAHBIA CIOM
moBTOpHO 3KCTparmpoBamu EtOAc (2 x 10 mum). O0BeANHEHHBIC OPTAHMYECKIE BEUICCTBA MPOMBIBAIN HACHIIICHHBIM
BoxH. pactBopoM NH4Cl (15 mur) u coneBsM pacteopom (15 mum), cymmmm Hax Na,SOs u koHIEHTpHpoBam. OcTaTtok
OYMINATH METOJOM KOJOHOYHOH xpomarorpadum (cumukarems, DCM/MeOH 0-10%) m MeTOogOM KOJOHOYHOI
xpomarorpaguu ¢ oopameruo# (azoit (C-18 cunmmkarems, HO/MeOH 0-100%). IIpoxyxkr 107 (23 mr, 22%) nony4am

B BUzE OE7I0TO TBEPIOTO BEIECTBA.
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'H AMP (300 MI'u, CD;0D) 6 7.84 (s, 1H), 7.38-7.16 (m, 5H), 5.96-5.93 (s+s, 1H), 4.97-4.90 (i, 1H), 4.63-
4.42 (m, 2H), 4.26-4.15 (m, 2H), 3.98-3.87 (m, 1H), 3.06 (s, 3H), 1.33-1.29 (i, 3H), 1.22-1.15 (m, 6H), 0.98-0.95 (s+s,
3H). 3P AMP (121 MTI'u, CD30D) 6 4.18 (s), 4.05 (s). MS (ESI) m/z paccumut. ans CH3sN7OsP [M+H]" 580.2;
noayueHo 580.2.

Cramus 5. Ioxy4uenne coexunenus: 100.

K pactBopy, comepskamemy coenmnHenue 152 (0,3 1, 1,0 mmomp) u 1,4-guokcan (2 mi), 100aBIsUH pacTBOpP
mumetrnamuaa (1 M), PEakuIHOHHYF0 CMECh TICPEMEIIMBAIY B TCUCHHE 2 Y M KOHLUCHTPHPOBATIH B BakyyMme. OCTaToK
OUNIIATY HA CIUIHKarese ¢ mpuMmereHneM Metanona/DCM (1:40) B kauectse amoerTa. Comeprkamue MpoayKT (hpaxim
00BEAMHAMN W KOHIEHTPHPOBAMN B BakyyMme ¢ moiyuermeM coemamHeHH 100 (0,200 1, 70%) B BHme OecuBETHOTO
MOPOLIKA.

'H SIMP (400 MI', Methanol-ds) & 8.10 (s, 1H), 5.95 (s, 1H), 4.24 (d, J = 8.7 T, 1H), 4.08 — 3.99 (m, 2H),
3.91 -3.82 (m, 1H), 3.42 (s, 6H), 3.37 (s, 2H), 0.95 (s, 3H).

Cramns 6. Iosryuenne coequnenns 101.
M N
— Nile —
P N o N‘l(/ 7 1'{ 2 - r:"-:r'- Y Nr) )/\
R Y ' = k)
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HG  ©H MHa HE  OH H,

100 101

1} Hsorporo [[R,S)-[nesradr opesoncub-eroncimboctomm b - anmar, EBubgCl, THF, 0°C

(28)-M3onponmi-2-(((((2R,3R,4R, 5R)-5-(2-amuu0-6-(mumeTniamuuo )-9 H-nmy puH-9-m1)-3,4-1uru gpoxcu-
4-merTniarerparupoypan-2-mnmeroxcu)(penoxcun)pocdopmn)amuno)nponanoar (101)

K pacteopy coemmuermsa 100 (30 mr, 0,09 mmoms) B cyxom THF (2,0 M) nmo kxammsiM Jo0aBisiam TpeT-
oytrmmarams xnopux (1 #H 8 THF) (130 mxi, 0.13 mmous) mpu 0°C. PacTtBop mepememmBamy B TeUeHHE 15 MUH mpH
0°C u B Teuennme 45 MuH npu K. T. PeakumomnHyio cMmech oxiaxmamw 10 0°C m mo kammiM A00aBiIH PAacTBOP
monpomi((R,S)-(nerradropherokcu)-heHOKCHpOC Popmn)-L-amanmuara (46 mr, 0,11 mmoms) B cyxom THF (1,0 mm).
ITonyueHHBIH pacTBOp MEJICHHO HATPEBATH J0 K. T. M IEPEMELIMBATIH B TeUcHHE 15 4. PeakimoHHYIO CMeCh 3areM
paz6aBmsun EtOAc (10 mun) m HacemeHHBIM BOgH. pactBopoM NHiCl (8 mum). ®assl pasmemssim ¥ BOIHBIH CIOH
moBTOpHO 3KcTparuposamm EtOAc (2 x 5 mum). OOBCAMHEHHBIE OPTAaHMYECKUE BEINCCTBA MPOMBIBATN HACHIIICHHBIM
BozH. pactBopoM NH4Cl (10 mur) m coneBsM pacteopom (10 mum), cymmmm Hax Na,SOs u koHUEHTpHpoBau. OcTaTtok
OUYMINATH METOJOM KOJOHOYHOH Xxpomarorpadum (cummkarems, DCM/MeOH 0-10%) m MeTOZOM KOJOHOYHOI
xpomarorpaguu ¢ oopameruo# (hazoit (C-18 cummkarems, HO/MeOH 0-100%). ITpoxyxkr 101 (30 mr, 55%) nomy4am
B BU7E OE7I0TO TBEPIOTO BEIIECTBA.

'H AMP (300 MI'w, CD;0OD) & 7,81, 7.80 (s+s, 1H), 7.37-7.15 (m, 5H), 5.97, 5.95 (s+s, 1H), 4.96-4.88
(mepexprrtsiit HoO, m, 1H), 4.60-4.42 (m, 2H), 4.19-3.90 (m, 3H), 3.41 (Is, 6H), 1.33-1.15 (m, 10H), 0.96, 0.93 (s+s,
3H). 3P SIMP (121 MI'm, CD;0D) 6 4.16 (s), 4.07 (s). MS (ESD) m/z paccumt. mamst CosHiN,OsP [M+H]" 594.2;
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noy4eHo 594.2.

Ipamep 7. Cunres (28)-mszonpommwi-2-(((((2R,3R,4R,5R)-5-(2-aMuH0-6-(1IUKJIONPONMI(METHIT)AMITHO)-
9H-nypun-9-m1)-3,4-TUrnAPOKCcH-4-MeTHATETparnpo pyp an-2-

wnMetToxcn)(penoxcu)pochopun)amuno)npounanoara (103)
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1} 2 -Arsmro Ganopmypsm . BSA TMEOTE MeCN, mapes ¢ obparmem x anogmmEEesL i) N -Menmmsmoorpomn avera

rippoxaopy. EN. MeOH. 100°C; i) Hsonporsm ({(F.5 mexTadr ophesokcr-fesokarpochopm)-L-a anrar . £BuMzCl
THFE_ 0°C

Cramna 1. Hoayuenne (2R,3R,4R,5R)-2-(2-amun0-6-x10p-9H-nmypun-9-mn)-5-((6enzommokcmymernin)-3-
MeTmITeTparupodypan-3,4-munndensoara (151).

K cycnensuu 2-amuu0-6-xmopmypusa (1,17 1, 6,90 mmoim) B cyxom auerorurpuie (100 mur) modasmiau N, O-
ouc(tpumetmicummnaueTamun (2,50 mi, 10,20 mmois). CMeck HarpesBami ¢ 0OPATHBIM XOJIOAHIBHHKOM B TCUCHHUE 2 |.
Iosy4eHHBII PacTBOP OXJNaXKAAMH A0 K. T. 1 Jodassumn coeauneune 150 (2,00 1, 3,45 mmois). Pacteop oxmaxmamu 1o
0°C u mo xamwmm gobasmszmn TMSOTS (1,87 mi, 10,20 MMOIb) B TeUeHHE 2 MHH. PCAKIIMOHHYIO CMECh HATPEBANH C
0OpaTHBIM XOJIOAMIBHEKOM B TEUCHHE 2 |, OXJIAXKIAIN 10 K. T. B KOHIEHTpHposamu. OctaTok pasmemuin mexay EtOAc
(100 mm) w HaceimeHHBIM BOZH. pacteopoM NaHCO; (80 wur). ®asel pazgermsiin M BOIHBIN CIIOH MOBTOPHO
akctparuposam EtOAc (2 x 40 mm). OOBeIMHCHHBIC OPraHMYECKHE BEUIECTBA HMPOMBIBATH HACHIICHHBIM BOJH.
pactBopom NaHCOs; (100 mum), coneseim pacteopom (100 mum), cymmam Hax Na,SOs m koHUEHTpHpoBATH. OCTATOK
OYHMINATH METOJOM KOJOHOYHOHW xpomartorpagum (crmkarems, PE/EtOAc 10-80%). Ipoaykr 151 (1,75 1, 81%)

TIOJIy "aJTH B BUAE OCIOH TEHEL

Cramna 2. Ioaydenne (2R,3R,4R,5R)-2-(2-amuH0-6-(iiukaonponmi(Merwn)aMuno)-9 H-mypun-9-mn)-5-
(ruapokcnMeTn)-3-MeTiTeTparnpodypan-3,4-amosa (102).

K cycmemsum coemmmenmst 151 (610 wmr, 0,97 wmmoms) B MeOH (30 wmm) pmoGaBmim  N-
METHILMKJIONPONHIAMEHA THAPoxXIopua (313 Mr, 2,91 mmoms) v TpuaTHaamuH (410 Mk, 2,91 Mmmons). PeakuunoHHY O
cmeck Harpesamu mpu 100°C B 3aKynmopeHHOM KOHTEiHEpe B TeueHue 15 1 u oxyaskmanm 10 K. 1. 3ateM go6asmimm 30%

NH4OH (5 mm) u cmecs marpesanu npu 100°C B 3aKyOpeHHOM KOHTElHEpe B TeueHHe 2 U PacTBop oXJlaykoamm 10 K.
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T. ¥ KOHUEHTpHpoBay. OCTAaTOK OUMINATH METOAOM KOTOHOUHOH xpomarorpadru (cumukarens, DCM/MeOH 0-15%).
Ipomyxr 102 (245 mr, 72%) mony4anu B Buae 0€70T0 TBEPIOTO BEMIECTBRA.

'H AMP (300 MI', CDs0D) 6 8.14 (s, 1H), 5.94 (s, 1H), 4.21 (d, J = 8.7 'y, 1H), 4.02-3.98 (mn, 2H), 3.83 (dd,
J=13.0,12.9 'y, 1H), 3.31 (mepexpsrreii MeOH, s, 3H), 3.16-3.09 (m, 1H), 0.93-0.90 (m, 5H), 0.72-0.69 (m, 2H). MS
(ESI) m/z paccuurt. mist Ci1sHa3NgOs [M+H]" 351.2; monyueno 351.2.

Cramns 3. Tlosyuenue 2S)-monponmir-2-((((2R,3R,4R,5R)-5-(2-amiH0-6-
(muxsronpormu(Mern)aMuHo )-9 H-mypuH-9-mm)-3,4-1uruapok cu-4-MeTHIITETparupogypan-2-
mwmerTokcu)(penoxcun)dochopma)amuno)nponanoara (103).

K pactBopy coemmuermsa 102 (60 mr, 0.17 mmoms) B cyxom THF (4.0 M) mo KammiM g00aBISUH TPeT-
oytumarams xnopun (1 # 8 THF) (240 mxi, 0,24 mmous) mpu 0°C. PactBop mepeMemmBamy B TeUeHNE 15 MUH mpH
0°C u B Teuenne 45 MmH npm K. T. PeaxnmomHyro cMmech oxiaxmamw 10 0°C m mo KammiM g00aBiLiIH PacTBOP
monpomii((R,S)-(merTadropheHokcn)-heHOKCH(pOoC Popmn)-L-amarmuaTa (85 mr, 0,19 mmoms) B cyxom THF (1,5 mm).
ITonyueHHBIH pacTBOp MEAJICHHO HATPEBATIH J0 K. T. M IEPEMELIMBATIH B TeUcHHE 15 4. PeaximoHHYIO CMECh 3aTeM
paz6aBmsun EtOAc (10 mun) m HaceimeHHBIM BOgH. pactBopoM NHyCl (8 mum). ®assl pasmemsanm ¥ BOIHBIH CIOH
moBTOpHO 3KcTparuposamu EtOAc (2 x 5 mm). OOBEAMHEHHBIE OPTAaHMYECKHE BEINCCTBA TMPOMBIBATH HACHIIICHHBIM
BoxH. pacteopom NH4Cl (10 mum), conessim pacteopom (10 mum), cymrm Haag Na,SOs u koHUeHTpHpoBamw. OcTaTok
OUYMINATH METOJOM KOJOHOYHOH Xxpomarorpadum (cumukarems, DCM/MeOH 0-10%) m MeTogoM KOJOHOYHOH
xpomarorpaguu ¢ oopamenuoi (azoit (C-18 cunmukarems, HyO/MeOH 0-100%). IIpoxyxkr 103 (51 mr, 48%) nomy4am
B BuzE O€7I0T0 TBEPIOTO BEIIECTBA.

'H AMP (300 MT'y, CD;0D) 6 7,84 (s+s, 1H), 7.35-7.15 (m, 5H), 5.98, 5.96 (s+s, 1H), 4.95-4.86 (nepeKphIThIit
H>O, m, 1H), 4.60-4.43 (m, 2H), 4.24-4.14 (m, 2H), 3.96-3.87 (m, 1H), 3.35,3.34 (s+s, 3H), 3.17-3.11 (m, 1H), 1.32-
1.27 (m, 3H), 1.20-1.15 (m, 6H), 0.97-0.90 (m, 5H), 0.73-0.69 (m, 2H). 3P SAMP (121 MI'y, CDs0D) & 4.06 (s), 3.97
(s). MS (ESI) m/z paccumt. gt Cr7H39N70sP [M+H]* 620.3; monyuero 620.2.

Ipumep 8. Cunres (28)-m3onponni-2-(((((2R,3R,4R,5 R)-5-(2-amuu0-6-(nuxjionpommiamMuuo -9 H-nypus-

9-11)-3,4-AUrnapoKcu-4-MeTirerparupo pypan-2-mnmeroxcu))(penoxcmypocdopun)amuno Juponanoara (105)

f“ cl Jr::n NH
a \(/\—\K i o, LN W
Bzﬂ/\g N —= HO N
_ M= . H #
Bz DBz HG® bH “
151 NHz 104 MH;
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i} Wz onrpormmarss, MeOH, 1007 C; i) Haoopormar ((R,SHneur adrophenoxar - tesos arbochopsn - -anasyear,
+BulgCl, THF, 0°C

Cramms 1. Tlosayuenue (2R,3R,4R,5R)-2-(2-amiu0-6-(nuxsionponuiamMuno -9 H-nmypun-9-mi)-5-
(ruapokcnvermn)-3-MeTnaTerparupogypan-3,4-1mosa (104).

K cycnmensun coeaunerus 151 (1,00 1, 1,59 mmoss) 8 MeOH (40 mumy mobasmsin nuknonpomnmnamus (1,45 mor,
20,67 mmous). Peakumonnyro cmecs Harpesam mpu 100°C B 3aKynopeHHOM KOHTEiHEpe B TeueHNE 15 ¥ n oXJaxgam
10 K. 1. 3ateM gobasmamm 30% NH4OH (5 M) m cmecs marpesam npu 100°C B 3aKynmOpeHHOM KOHTCHHEPE B TEUCHHE
3 u. PactBOp OXMakmamm 40 K. T. M KOHUCHTpHpoBamw. OCTaTOK OYHINATH METOAOM KOJOHOYHOH XpomaTorpaduw
(cuwmukaress, DCM/MeOH 0-20%). [Tpoaykr 104 (438 mr, 82%) moxyuany B Biae O€I0T0 TBEPAOTO BEIIECTBA.

'H AMP (300 MI', CD;0D) 6 8.09 (s, 1H), 5.91 (s, 1H), 4.23 (d, J = 8.7 'y, 1H), 4.04-3.99 (mm, 1H), 3.87 (dd,
J=133,12.6 I'y, 1H), 2.92-2.90 (m, 1H), 0.94 (s, 3H), 0.85-0.82 (m, 2H), 0.62-0.60 (m, 2H). MS (ESI) m/z paccunr.
st CiaHyNeOs [M+H]* 337.2; monyueno 337.2.

Cramna 2. IMoaydenme (28)-m3onponuia-2-(((((2R,3R,4R,5R)-5-(2-amuHo-6-(nukionponmiamMuHo)-9H-
mypHuH-9-1m1)-3,4-TUruApOKCH-4-MeTIJITETparnpodypan-2-mmmeToxcu)(penoxcm)pocdopni) aMuHo)IponaHoaTa
(105).

K pacrBopy coegunenus 104 (104 mr, 0,31 mmous) B cyxom THF (6,0 mu) mo kxammiM 100aBLiIH TPET-
Oytmmarams xnopun (1 ® 8 THF) (430 mxu, 0,43 mmons) mpu 0°C. Pacteop mepememuBany B TeueHHE 15 MuH mpu
0°C u B TeueHne 45 MuH NpH K. T. 3aTeM PEAKUHOHHYIO cMeCh oxaxaam 10 0°C u mo xammiM J00aBIsiIH PacTBOP
mompormi((R,S)-(merTadropdenoxcu)-henokcupochopmn)-L-anarmnara (154 mr, 0,34 mmoms) B cyxom THF (2,5
mi). IlomyuyeHHBIH pacTBOpP MEAJCHHO HATPEBAIH A0 K. T. M NEPEeMCIIMBATM B TeueHHE 15 4. PeakumoHHYIO cMeECh
pasbasmumm EtOAc (20 M) w HacekmmeHHBIM BOTH. pacTBopoM NH4Cl (15 mum). @assr paszmeminm m BOZHBIH CIIOMH
moBTOpHO 3KCTparmpoBamu EtOAc (2 x 10 mur). OOBCANHCHHBIC OPTAHMYECCKIEC BELICCTBA MPOMBIBAIM HACHIINECHHBIM
BoxH. pacteopom NH4Cl (20 mu), conersiM pacteopom (20 mun), cymrwm Haag Na,SOs u xoHmeHTpHpoBamm. OcTaTok
OUYHMINATH METOJOM KOJOHOYHOH xpomarorpadum (cuwmukarems, DCM/MeOH 0-10%) m METOZOM KOJOHOYHOI
xpomarorpaguu ¢ oopameruo# (hazoit (C-18 cunmmkarens, HO/MeOH 0-100%). ITIpoxyxkr 105 (75 mr, 40%) nomy4am
B BUZE OE7I0TO TBEPIOTO BEIIECTBA.

'H SIMP (300 MI', CDs0D) 6 7.83 (s, 1H), 7.36-7.17 (m, 5H), 5.95-5.92 (s+s, 1H), 4.97-4.84 (nepexpsIThiii
H>O, m, 1H), 4.60-4.44 (m, 2H), 4.25-4.16 (m, 2H), 3.95-3.86 (m, 1H), 2.94-2.87 (m, 1H), 1.31-1.28 (m, 3H), 1.20-1.14
(m, 6H), 0.97-0.94 (s+s, 3H), 0.86-0.83 (m, 2H), 0.63-0.56 (m, 2H). *'P AMP (121 MI', CD;0D) & 4.00 (s), 3.92 (s).
MS (ESI) m/z paccuurt. aist CoH37N-,OgP [M+H]" 606.2; monyuero 606.2.

Ipomep 9. Cuntes (S)-momponmi-2-(((S)-(((2R,3R,4R,5R)-5-(2-amuno-6-(MeTnnamMmnuo)-9 H-nypun-9-
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wn-4-grop-3-ruapoxcurerparupodypan-2-mnmerokcn)(peHoxcmydocdpopmm-amuHo)nponanoara (201)

N
‘l(;;' \ C ‘l(;: /NHME
¢} N /3 . O N\)/ﬁ
HO/MU \‘;/“(KN | HGW M H/EN
3 A == o P j
v i HCF F
HO 260 F MHo NH2
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i}y MeNHg, EtOH, 85° C; ii) Hsooporso ([ SHnerradmophenorar bt ezonardochopr b -anarmsar,
+BuhgCl, OMF, -10°C

Cramns 1.  TMoayuenue (2R,3R,4R,5R)-5-(2-ammH0-6-(MeTinamMuuo )-9 H-nmypun-9-ni1)-4-¢grop-2-
(ruapokcnvermt) Terparupodgypan-3-oia (200).

Coemmrcrne 250 moxxet ObITH MONytUeHO coriacHo Tuttle, J.V. et al., «Purine 2°-Deoxy-2’-fluororibosides as
Antiinfluenza Virus Agents», J. Med. Chem., 36:119-125 (1992). PactBop coeamuermsa 250 (5,2 1, 17,3 MMomb) B
meTmnamuHe (33% B EtOH) (150 mun) HarpeBanm npu 85°C B 3aKyMOPEHHOM KOHTEHHEPE B TEUCHUE 3 U, OXJIKIAIH 10
K. T. ¥ KOHIEHTpHpoBaTH. OCTaTOK OYHINAIH METOAOM KOJIOHOYHOM Xpomarorpadum (cmmmkarems, DCM/MeOH 0-
15%). Ilpoayxt, coeauuerme 200 (4,9 r, 95%), monyuanu B Buae 0€10T0 TBEPIOTO BEIIECTBA.

'H MP (300 MI'u, DMSO-Ds) 6 7.94 (s, 1H), 7.30 (bs, NH), 6.06 (dd, J = 3.3, 16.5 T'ny, 1H), 5.93 (bs, NH2),
5.68 (bs, OH), 5.32 (dt, J = 53.1, 3.6 I', 1H), 5.30 (bs, OH), 4.40 (dt, / = 16.8, 4.5 'y, 1H), 3.96-3.94 (m, 1H), 3.76-
3.56 (m, 2H), 2.89 (bs, 3H). MS (ESI) m/z paccunt. g Ci1iHi1sFNsO3 [M+H]* 299.1; momyueno 299.2.

Cramns 2. Ioay4uenne (S)-m3onpommwi-2-(((S)-(((2R,3R,4R,5R)-5-(2-ammuo-6-(MeTmnamuuo)-9 H-nypun-9-
wn-4-¢grop-3-ruapoxcurerparupodypan-2-mnmMeroxcn)(peHoxcmydoc popmmamuno ynponanoara (201).

K pactBopy coemumenmsa 200 (70 mr, 0,23 mmons) B cyxom DMF (3 mn) nmo kammiM n00aBsiniM TpeT-
oytmumaruus xjopua (1 # 8 THF) (310 mxu, 0,31 mmons) mpu 0°C. Pacteop nepememrBany B TeUcHUEC 20 MUHYT TIPU
0°C u B Teuerne 40 MuHYT mpu K. T. PeakumorHyro cMech oxuakgann g0 -10°C u mo xammiM go0aBisiam pacTBop
msompor((S)-(merTad TopheHOKCH)-(heHOKCH(hoc hoprn)-L-anarnuata (118 mr, 0,27 Mmoms) B cyxom DMF (3 mum).
Ionyuernstii pacTteop MemneHHOo Harpesamm a0 10°C m mepememmBanm B TeUEHHE 15 4 mpm 3TOH TeMmepatype.
Peaknnornyt0 cMech pazdasmsu EtOAc (20 M) m HackimeHHBIM BogH. pactBopoM NH4Cl (15 mur). @assr pasmemimm u
BOZHBIN CJO¥ MOBTOpPHO 3KCTparmpoBamm EtOAc (2 x 10 mm). O0BbeINHEHHBIE OPTAHMYECKUE BEIIECTBA MPOMEBIBAIIH
HACHIIEHHBIM BOAH. pacteopoM NH4Cl (20 mum), comeBeiMm pactBopoM (20 mur), cymmm Hag NaxSOs m
KOHUEHTpHpoBaH. OCTATOK OYHINATIM METOJAOM KOJTOHOYHOH xpomarorpadum (crmmkarems, DCM/MeOH 0-10%) u
METOJ0M KOJOHOYHO# Xpomatorpaduu ¢ obpamernoit hazo# (C-18 cmmkarems, H,O/MeOH 0-100%). TIpoaykr 201

(22 mr, 17%) mony4amu B Buae OEI0TO TBEPIOTO BEIIECTBA.
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IH SIMP (300 MT', CDsOD) 6 7.82 (s, 1H), 7.33-7.13 (m, 5H), 6.13 (dd, J = 18.6, 1.9 T, 1H), 5.39 (ddd, J =
52.9,4.5,2.0 T, 1H), 4.94-4.88 (m, 1H), 4.81-4.68 (m, 1H), 4.46 (ddd, J = 11.5, 6.3, 2.6 T, 1H), 4.32 (m, 1H), 4.20
(m, 1H), 3.87 (dq, J = 9.6, 7.2 T, 1H), 3.03 (s, 3H), 1.28 (d, /= 7.1 T, 3H), 1.18 (d, J = 6.2 Tw), 1.16 (d, J = 6.2 T'm).
31p IMP (121 MT', CD;0OD) 6 2.40 (s). MS (ESI) m/z paccuut. amst CosHsFN,O-P [M+H]* 568.2; mosyueHo 568.2.

Ipumep 10. Cunres (S)-mzonponmi-2-(((S)-(((2R,3R,4R,5R)-5-(2-amuH0-6-(mumeTmiiamuuo )-9 H-nypus-

9-mwn)~4-Pprop-3-ruapoxcurerparupodypan-2-mwnmeroxcn)(Ppenoxcu)ochopni)ammuo)nponanoara (203)
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1) Me,NH HCL EGN. EHOH. 83°C; 1) Hayomp crmon{{\ S e adr op hearroreip-th estowerwh oo oo} L-anarneiar . ~BudM 20l DME. -10°C

Cramma 1. IMoayuemme (2R,3R,4R,5R)-5-(2-amuno-6-(amvermiamuno)-9H-nypun-9-min)-4-¢prop-2-
(ruapokcnmerm)Terparupodypan-3-oa (202).

K pactBopy coegmuenmsa 250 (10,5 r, 35 mmons) B EtOH (220 M) go6aBisum TUMETHIAMUHA THIPOXJIOPHI
(14,0 1, 173 mmoms) u TpmdTHIaMuHA (24,0 Mu, 173 mmons). Peakumonnyro cmecs HarpeBanmu mpu 85°C B
3aKyHIOPEHHOM KOHTECHHEpPE B TEUYCHHE 3 4, OXJAXKIATHM J0 KOMHATHOH Temmeparypsl (K. T.) M KOHIEHTPHUPOBAIH.
OcCTaTrox OYMINAIH METOAOM KOJOHOYHOH Xxpomarorpaduu (cunmkarens, DCM/MeOH 0-10%). IIpoaykr, coexuHeHIE
202 (10,8 1, 99%), monyuam B BuAE OEIOTO TBEPIOTO BEMICCTBA.

'H IMP (300 MI'u, DMSO-Dg¢) 6 7.97 (s, 1H), 6.07 (dd, J = 3.0, 16.5 ', 1H), 5.91 (bs, NH»), 5.66 (bs, OH),
5.27 (dt, J=53.1,3.3 Ty, 1H), 5.25 (t, J = 5.4 Ty, OH), 4.44-4.33 (m, 1H), 3.94-3.92 (m, 1H), 3.76-3.54 (m, 2H), 3.34
(s, mepekpurtsiit H,O, 6H). MS (ESI) m/z paccumt. mst C1oHsFN6Os [M+H]* 313.1; monyuero 313.2.

Cramsa 2. Toayuenme (S)-monponma-2-(((S)-(((2R,3R,4R,5R)-5-(2-amuu0-6-(mumeTmiamuno ))-9H-
mypuH-9-m1)-4-@rop-3-ruaporcnterparupodypan-2-mnmeroxcu)(deHokcn)ocdopni)aMIHO) IPOTAHOATA
(203).

K pacteopy coemmmerms 202 (70 mr, 0,22 mmoms) B cyxom DMF (3 M) mo KammiM A00aBILLIH TpeT-
oytummarams xnopun (1 # 8 THF) (305 mxi, 0,31 mmous) mpu 0°C. Pacteop mepememmsanu B TeueHne 20 MUH IPH
0°C m B Teuenme 40 muH mpu K. T. PeakumorHyro cmech oxmakmanu 10 -10°C m mo kammiM 100aBIUE PacTBOP
msonpor((S)-(merTad TopheHOKCH)-(heHOKCH(hoc hoprn)-L-anarnuata (116 mr, 0,27 mmoms) B cyxom DMF (3 mum).
Ionyuernstii pacTeop MemneHHo Harpesamn a0 10°C m mepeMemmBami B TeUEHHE 15 4 Ipm 3TOH TeMIepaType.

PeaxnuorHyto cmech 3ateM paszbasminm EtOAc (20 mm) u HacemmeHHBIM BogH. pacteopoM NHyCl (15 mmm). @asw
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paszemsiin ¥ BOAHBIH C0¥ moBTOPHO 3KcTparnposamy EtOAc (2 x 10 mm). OObeIMHEHHBIE OPTaHMYECKIE BEIIECTBA
MPOMBIBATK HAacHIMEHHBIM BOAH. pactBopoM NH4Cl (20 mum), conessiM pactBopoM (20 mum), cymmm Ham NaxSO4 u
KOHIEHTpHpoBatH. OCTaTOK OYHINAIH METOJOM KOJIOHO4UHOH xpomarorpaduu (cmmmkareas, DCM/MeOH 0-10%) u
METOJOM KOJOHOYHO# Xpomartorpaduu ¢ oOpamenuoii (azoi (C-18 cumkarems, HxO/MeOH 0-100%). Ipoaykr 203
(27 wr, 21%) moyyuam B Buzae O€I0ro TBEPAOTO BEINECTBA.

'H IMP (300 MI'u, CD;OD) & 7.80 (s, 1H), 7.33-7.13 (m, 5H), 6.14 (dd, J = 18.7, 2.0 T'y, 1H), 5.38 (ddd, J =
53.0, 4.6, 2.1 T'u, 1H), 4.95-4.89 (m, 1H), 4.72 (ddd, J = 19.7, 7.6, 4.7 T, 1H), 4.46 (ddd, J = 11.5, 6.2, 2.6 Ty, 1H),
4.32 (ddd, /= 10.8, 5.9, 4.6 Ty, 1H), 4.20 (m, 1H), 3.88 (dq,/=9.7, 7.0 'y, 1H), 3.39 (s, 6H), 1.28 (dd, /=7.1, 0.6 'y,
3H), 1.18 (d, J = 6.2 Tw), 1.17 (d, J = 6.3 Tw). 3'P AMP (121 MI'y, CDs0OD) & 2.41 (s). MS (ESI) m/z paccumt. ans
CxH3FN;O,P [M+H]* 582.2; monyuero 582.2.

Mpumep 11. Cunre3 2S)-monpormir-2-(((S)-(((1R,3R48S,5R)-3-(6-amuuo-9 H-nypun-9-nn)-4,5-

JUTHAPOKCH-2-Me THINHKIONEHTIN)MeTOKCH) (penoxcn)docdopiui)ammuo))nponanoara (coequnenne 204)
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i} 2.2 Tenseropcemponas, H.8 Oy aneras: i) Mroopomo ((5)4{meeradrropdeens oo Hperozcudochopem)-L -arammar, (BubdeCl, THF -1 °C:; iii} HCl, 2-oponason

Cramsa 1. MMoay4uenne ((3aR,4R,6R,6a5)-6-(6-ammuao-9H-nypun-9-m1)-2,2,5-rpumeraniarerparuapo-3aH-
mnkjaonentald][1,3]anokcos-4-m)meranoa (212).

K pacteopy coegmaerms 206 (32 mr, 0,115 mmoms) B auetose (5,0 mur) nobasmimm 2,2-guMetokcumpotnas (300
MK, 2,30 MMoOIB) B KOHOEHTPHpOoBaHHYI0 H>SO4 (1 kammo). PeaknMOHHYI0 CMECH MEPEMEIIMBAIH TPH K. T. 3aTEM
mobasmimm  TprmaTIiiamMuH (100 Mkm) m pactBopurens yaamwinn. OCTATOK OYHIIATM METOJOM KOJIOHOYHOH
xpomarorpadum (crmkarens, DCM/MeOH 100:0-90:10) ¢ monyuernem coeaunenuns 212 (33 mr, 0,102 mmos, 89%) B

BHIC OEI0TO TBCPAOTO BCIICCTBA.

Cramna 2. Toaydenme (2S5)-m3omponmi-2-(((S)-(((3aR,4R,6R,6a8)-6-(6-amuno-9H-nypnn-9-mi)-2,2,5-
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TpuMermiTerparuapo-3aH-nuxiaonentald][1,3]moxcos-4-
mwnMeToKcn)(penoxcu)docdopa)amuao)nponanoara (213).

K pacteopy coemunenns 212 (32 mr, 0,10 mmons) B cyxom THF (2 M) mpu 0°C mo xammsiM 100aBiIsmn TpeT-
Oytmmarama xmopua (1,0 M 8 THF, 150 Mk, 0,15 MmMonp) B TeucHue 10 MuH. PeakumOHHYO CMECH IIEPEMELINBATH B
teuerne 15 muH mpu 0°C, a 3atem ewe 15 MuH mpu KOMHATHOH Temmneparype. Peakinonnyro cmecs oxnaxkaamu 10 0°C,
mepex 3THM N0 KampiM go0assum pactsop msompormi((S)-(mertaropdenoxcn)-hernoxcudochopmn)-L-ananunarta
(61 wmr, 0,14 mmoup), pactBopeHHOTO B cyxoMm THF (1 mur) B Teuenue 10 mun. PeakupoHHY0 CMECh MEPEME IIHBAIH TPH
0°C B teuenme 30 muH m 18 ¥ mpm KOMHATHOI Temmeparype. Peakumro racwim HACBIIIEHHBIM BOJHBIM PAaCTBOPOM
NH4Cl1 (4 mm) m sxctparmposanm EtOAc (3 x 5 mm). OO0beauHEHHBIE OpraHpdeckue Caou Ccymwin Hag NaxSOs u
KOHUEHTpupoBaTH. OCTATOK OYHINAIM METOAOM KOJOHOYHOH xpomarorpaduu (cwmrkare s, DCM/MeOH 100:0-90:10)

¢ monyueHneM coeamHeHug 213 (26 mr, 0,04 Mmmois, 44%) B Buae 6€10T0 TBEPIOTO BEIIECTBRA.

Cramsa 3. (2S)-Mzompommi-2-(((S)-(((1R,3R4S,5R)-3-(6-avuno-9 H-iypun-9-mwn)-4,5-aurnapoxcn-2-
METIVIHKJIONEHTIV)METOKCH)((penoxcm)Ppocdopmt) amuno)nponanoar (204).

Coemmacrne 213 (26 mr, 0,04 mmoms) obpadateiBanmu pactsopom HCl (2 u B 2-mponanone) (3 M) B TEUCHHE
30 vue npu 0° C m B TeueHNE 2 4 IPH K. T. PEakUMOHHYI0 CMeCh KOHIEHTPHPOBAaTH. OCTATOK OYHINAIH METOI0M
KOJIOHOYHOH xpomarorpadrm (cmmukareas, DCM/MeOH 100:0-90:10) m MeTomoM KOJOHOYHOH Xpomartorpadum
obpamerHo# (hazoit (C-18 cmmmkarems, H)O/MeOH 100:0-0:100). Coenunenne 204 (CMeCh 2 auacTepeOm30MEpPOB, 6
mr, 0,01 mmouts, 25% BBIX0I) MOTyUaNH B BHAE OEJIOTO TBEPAOTO BEIIECTBA.

'H SAMP (300 MI'u, CD;0D) & 8.25-8.09 (m, 2H), 7.42-7.14 (m, 5H), 5.05-4.90 (m, 1H, nepexpsitsiii H20),
4.63-4.20 (m, 4H), 4.11-3.84 (m, 2H), 2.91-1.87 (m, 2H), 1.40-1.18 (m, 9H), 1.00 (d, J=6.7Tw) u 0.57 (d, J = 7.6 'y,
3H). 31P AMP (121 MI'u, CD30D) 6 2.14 (s), 2.09 (s). MS (ESI) m/z paccunr. pna C24H34N60O7P [M+H]+ 549.2;
nosyueHo 549.2.

Ipumep 12. Ioayuenme wusonponmi((((R,S)-2R,3R,4R,5SR)-5-(2-amuno-6-(Mermiamuno)-9 H-nypusn-9-

w)-4-Qprop-3-ruapoxcu-4-meTmiarerparupodyp a-2-mnmeroxcn)-penoxcudoc popmin)-L-arannuara (205).
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1}Li{OBu):AIH, THF, 30°C-=-15C; i1} PPhs, CBry DCM, -20°C--50°C; 111} 2-anaiHo-§-utopnypis,
f BuQK, ¢ BuOHMeCN ¢ :© | , 8% % iv) MeNH ; ( 33 %), NMeOH. 325
([ R 5)-{menta frophenorcu)-fenorai fochopmr-L-ananmmar, IBubMgCl, THF, 0°C —> 1. 1.

Cramus 1. Ioaydenme ((2R,3R,4R,5R)-3-(6enzomnoxcun)-5-6pom-4-grop-4-meTnrerparupodypan-2-
wnmermidensoara (215).

K pactBopy (2R)-3.,5-mu-O-6em3omn-2-prop-2-C-metnn-D-pubono-y-nakrona (coeauncuaue 214, 24,8 1, 66,6
mMoib) B cyxom THF (333 mur) B atmoctiepe azora m oxmaskmeHHOMY 10 -30°C mo kammaM H00aBIIsUH TPH-TPET-
OyToxcmamomoruapun mutust (1,0 M 8 THF, 22,6 M, 22,6 mmons). Ilocne 3asepmieHus D00aBICHHA PEaKUHOHHYIO
cMech MeaneHHo Harpesanu 10 -15°C B reuenune 90 munyT. Jo6asmsinu EtOAc (300 Mur) u CMECH TaCHIH HACHIIICHHBIM
BomgH. pactBopom NH4Cl (200 wmom). Ilomyuenmsiii pactBop ¢umsrpoBamm Ha Celite® u  (uibTpaT IBAXKIBI
skctparuposamn  EtOAc. OOvenmHeHHbie oprammyeckwme BemecTtBa cymmwid  (NaxSOs), ¢misTtpoBamm
koHHeHTpHpoBamu. Octatok mornomam B cyxoM DCM (225 mm) B atmocgepe aszora, oxnaxgamu a0 -20°C u
nmobassume PPhs (19,1 1, 72,8 mmoie). Uepe3 10 mun nepemernusanus mpu -20°C nobaswimun CBrs (26,0 1, 78,4 MMOIIB)
¥ PEAKLHOHHYHK CMECh OCTAB/UIM MEANCHHO HarpeBathcst A0 0°C B TeueHme 2 4. ITOMyUCHHYIO CMECH BBUIMBANH B
KOJIOHKY ¢ cmmkareremM u 3mouposamn  PE/EtOAc  (rpagment 100:0-80:20). Dpaxuwmm, coaepkammue -
OpompypaHo3na, cobmpann M KOHIEGHTPHPOBAMH C mojyueHmeM mpoxaykra 215 (18,1 r, 41,3 mmoms, 62% 3a aBe
CTAaAWH) B BHE TYCTOTO OECIBETHOTO MACIa.

'H AMP (300 MI', CDCl5) 6 8.15-8.11 (m, 2H), 8.04-8.01 (m, 2H), 7.64-7.55 (m, 2H), 7.51-7.41 (m, 4H),
6.34 (d,J=1.6Tm, 1H), 5.29 (dd, /= 5.5, 3.1 ', 1H), 4.89-4.85 (m, 1H), 4.78 (dd, J = 12.5,3.2 'y, 1H), 4.63 (dd, J =
12.5,4.5 T, 1H), 1.72 (d, J = 21.6 T, 3H). °F SIMP (282 MT', CDCl3) & -150.0.

Cramna 2. Ioaydenmne (2R,3R4R,SR)-5-(2-aMuno-6-x710p-9H-iiypuH-9-111)-2-(0€H30NI0KCHMETHIT)-4-
drop-4-meTnarerparnpodypan-3-midensoara (216).

2-AmmHO-6-xnopmypuH (2,63 1, 15,5 MmMone) cycnerauposamm B 1peT-BuOH (54 aur) B atmocgepe asora.
Peaxunonnyto cmecs Harpesamm 10 30°C u mobaemsmm Tper-Oytmiaar kammsa (1,69 1, 15,1 mmoims). Uepes 45 MmHYT

mobasmsim pactBop Opompypamosuma 2 (2,24 1, 5,12 mmosb), pactBopeHHBIH B Oe3BomHOoM MeCN (6 M),

°C
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PeaKIuOHHY0 cMech Harpesamm 40 65°C B TeueHue 16 4, a 3a1€M OXJIAKIATH 0 KOMHATHOH TeMmepaty pel. Jlo6assin
HaceueHHbIH BogH. pactBop NH4Cl (70 M) m monyueHHBIH pactBop dKkcTparmpoBamu EtOAc (3 x 60 mm).
OOpenuHEHHBIE Opranmyeckue BemecTBa cymumu (NaxSOs), (unbTpoBanu u KOHUEHTpupoBamu. OCTATOK OYMINATIH
JBKIBI METOJOM KOJTOHOUHOH Xpomartorpaduu (rpaguent PE/EtOAc 80:20-0:100, 3atem 60:40-20:80) ¢ monyucHHEM
mpoaykra 216 (1,56 1, 2,96 mmous, 57%) B BHAE OEI0TO TBEPAOTO BEIIECTBA.

'H IMP (300 MT'w, CDCl3) 6 8.05-8.02 (m, 2H), 7.95-7.92 (m, 2H), 7.88 (s, 1H), 7.63-7.57 (m, 1H), 7.53-7.41
(m, 3H), 7.35-7.30 (m, 2H), 6.43 (dd, J =22.6, 9.1 'y, 1H), 6.12 (d, J = 18.3 'y, 1H), 5.34 (brs, 2H), 5.00 (dd, J=11.9,
4.5 T, 1H), 4.79-4.73 (m, 1H), 4.60 (dd, J= 11.9, 5.3 T'u, 1H), 1.34 (d, J = 22.6 T'y, 3H). F SAMP (282 MT'r, CDCl3) §
-157.0. MS (ESI) m/z paccumt. mmst CosHnFNsOs [M+H]* 526.9; nonyuerno 527.0.

Cramma 3. Tloayuenume (2R,3R.,4R,5R)-5-(2-amiH0-6-(MeTIIaMIHO )-9 H-nypuH-9-mi)-4-grop-2-
(ruapokcnveTm)-4-MeTiiTerparupodypan-3-oaa (217).

K pacteopy coemmmermsa 216 (575 wmr, 1,09 mmoms) B8 MeOH (9 mur) mobaBmsimm metminamuH (33% B
abcomorHoM EtOH, 1,7 mu, 1,81 mmoms). PeaxumorHyio cmechs HarpeBamm 10 85°C B 3aKymOpeHHOH mpoOmpKe B
TeueHHe 16 T, OXJIAKAATH 10 KOMHATHOM TEMIEPATy PHI H KOHICHTPHPOoBaTH. OCTaTOK OUNIIATH METOI0M KOJOHOYHOH
xpomarorpadun (rpaguear DCM/MeOH 100:0-85:15) u MeT0I0M KOTOHOYHOH XpoMarorpauu ¢ oOpameHHOH (pazoit
(rpamuerT HO/MeOH 100:0-0:100) ¢ monyuernem npoaykra 217 (286 wmr, 0,91 mmoms, 84%) B Buae 6e10T0 TBEPAOTO
BEINECTBA.

'H SIMP (300 MI', CD;OD) 6 8.06 (s, 1H), 6.11 (d, J = 18.1 T'w, 1H), 4.41 (dd, J = 24.4, 9.1 'y, 1H), 4.07-
4.01 (m, 2H), 3.86 (dd, J = 12.9, 3.3 T, 1H), 3.04 (br s, 3H), 1.16 (d, J = 22.3 'y, 3H). °F AMP (282 MI', CD;0D)
-163.7. MS (ESI) m/z paccunr. g C1oH19FN6Os [M+H]* 313.1; momny4eno 313.2.

Cramus 4. Iloay4uenne monpomwi((((R,S)-2R,3R,4R,S5R)-5-(2-amuuo-6-(MeTmiiaMnuo)-9 H-ny pus-9-ui)-
4-¢rop-3-ruapoxcu-4-MeTIITET parupo pypan-2-mnmeroxcn)-peHoxcudocdopui)-L-anannnara (205).

K pactBopy coemuuenms 217 (114 mr, 365 mxmos) B cyxom THF (4 M) B aTMoc(epe a30Ta B OXIKICHHOMY
o 0°C mo xammaMm goOasmsumm Tper-OyTrmaruus xiaopux (1,0 M 8 THF, 0,66 mu, 660 Mxmons) B Teuerne 10 MuH.
PeakuuoHHYI0 cMeCh mepeMemmBany B TeucHue 15 mun npu 0°C, a 3atem eme 15 MuH mpe KOMHATHOM TEMIEpaType.
PeaknmorHyro cmech oxnaxmamum g0 0°C, mepex a3tum  pacteop  m3ompomi((R,S)-(meHTadTopdheHoKCH)-
(peHOKCH(poC Popmn)-L-ananmuara, Ross, B.S., Reddy, P.G., Zhang, HR., Rachakonda, S., and Sofia, M.J., J. Org,
Chem., (2011), (253 wmr, 558 mxMmous), pactBopeHHOTO B cyX0oM THF (1 mur), moGassiim mo KamsiM B TeueHue 10 MuH.
PeaknuorHyto cmeck mepememmBamm npu 0°C B teueHme 30 MuH, a 3aTeM B TeueHHE 18 4 mpm KOMHATHOI
Temmeparype. Peaknuro racmmm HackmmeHHBIM BOgH. pacTBopoM NH4Cl (4 M) u axcrparmposamm EtOAc (3 x 5 mum).
OOBeaMHEHHBIE OPTaHIMECKHe BemecTsa cymrum, (uistposams (NaxSOs) m koHmeHTpHpoBam. OCTATOK OYHINATH
METO0M KOJOHOYHOH xpomatorpaduu (rpaznerr DCM/MeOH 100:0-90:10) i MeTOI0M KOJIOHOYHOH XpoMaTorpaqun
¢ obpamenuo# (hazoi (rpaguert HoO/MeOH 100:0-0:100) ¢ monyuerneM mpoaykra 205 (cmecs auactepeomepos, 101
Mr, 174 mxmois, 48%) B Buae 0€710T0 TBEPIOTO BEIIECTBA.

'H SIMP (300 MT', CD;0OD) 6 7.83 (s, 0.55H), 7.82 (s, 0.45H), 7.38-7.16 (m, 5H), 6.15 (d, J = 18.5 Ty, 0.45
H), (d,J=18.8 ', 0.55 H), 4.99-4.88 (mepexpsrreiit H>O, m, 1H), 4.65-4.36 (m, 3H), 4.25-4.17 (m, 1H), 3.97-3.85 (m,
1H), 3.05 (br s, 3H), 1.32-1.28 (m, 3H), 1.25-1.15 (m, 9H). F AMP (282 MT'n, CD30D) 6 -162.8 (s), -163.3 (s). 3'P
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SIMP (121 MT', CDsOD) & 4.10 (s), 3.99 (s). MS (ESI) m/z paccunt. ma CasHsFN,O-P [M+H]* 582.2; nonyucro
582.2.

B tabmmue 2 mokasaHel CTPYKTypsl coeauneHuit 207, 208, 209 u 210 BMeCTe C COOTBETCTBYFOMIMMHU MAaccC-
ciektpamu u 'H SIMP a1 COOTBETCTBYIOWMX COcAMHEHMH. COCAMHCHHA CHHTC3MPOBAIM OOIEM CIOCOGOM,

TOKA3aHHBIM B IpUMeEpE 4.

Taé/mua 2. Macc-cnextpsl i 'H IMP coexnnennii 207, 208, 209 u 210

Ne coen. Crpykrypa 'H AMP 1 Macc-ClIEKTPbI
207 /l TH SIMP (400 MI'1, Methanol-ds) & 8.11 (s, 1H), 6.29 (d,
~N J=16.9 Ty, 1H), 4.76 (dd, J = 21.7, 9.0 Ty, 1H), 4.10 —
N L 4.01 (m, 2H), 3.87 (dd, J = 13.1, 3.1 T, 1H), 3.37 (s,
</ | /J\ 1H), 3.24 — 3.11 (m, 2H), 1.00 — 0.87 (m, 2H), 0.74 (td, J
O NP ), | =4.6.2.8 T, 2H),
HO A— [M+H]+ = 363.0
HE
208 /Zl TH SIMP (400 M1, Methanol-ds) & 8.16 (s, 1H), 6.30 (d,
A\N J=16.8 Ty, 1H), 4.76 (dd, J = 21.6, 9.1 Ty, 1H), 4.10 —
N - 4.01 (m, 2H), 3.87 (dd, J = 12.9, 2.9 T, 1H), 3.23 (s,
</ | )\ 2H), 3.22 (s, 1H), 3.00 (it, J = 7.0, 3.7 T', 2H), 1.21 (s,
O N NT SNH, | 4HD, 103 - 0.86 (m, 4H), 0.77 (dt, ] = 5.5, 3.4 T, 4H).
"o \ f — [M+H]+ = 389.0
HOC‘ *;F
209 'H SIMP (400 M1, Methanol-dy) & 8.05 (s, 1H), 6.25 (d,
D J=16.9 ', 1H), 477 (dd, J = 21.8, 9.2 Tr, 1H), 4.50 (s,
H 1H), 4.11 — 4.01 (m, 2H), 3.87 (dd, J = 13.0, 3.0 T'ry, 1H),
<fN | T 3.37 (s, 2H), 3.21 (d, J = 5.4 Tu, 1H), 2.14 — 2.01 (m,
o N N ,)\NHZ 2H), 1.89 — 1.70 (m, 2H), 1.75 — 1.64 (m, 1H), 1.60 (s,
Ho 1H), 1.68 — 1.50 (m, 1H).
HC}“\ ,I [M+H]+=377.0
210 O TH SIMP (400 M1, Methanol-ds) & 8.08 (s, 1H), 6.28 (d,
N J=16.7 Ty, 1H), 4.76 (dd, J = 21.7, 9.0 Ty, 1H), 4.10 —
" L 4.01 (m, 2H), 3.99 (s, 2H), 3.87 (dd, J = 13.1, 3.2 T,
</ | /J\ 1H), 3.37 (s, 1H), 3.19 (d, ] = 5.4 T', 1H), 2.03 (s, 4H).
O N7 g, | IMHH]+ = 363.1
HO L
H
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IIpumep 13. Heorpann4ns aromue NpuMephI COCTNHEHHUI 110 HACTOAIEMY H300PETEHHI0
CoenuHeHHs TO HACTOSIIEMY H300PETCHHMIO BKIFOYAIOT B CeOsf COEOMHEHHS, IOKA3aHHBIE B TaOnmue 3 M

Tabmmue 4. Taroke MOKA3aHBI HOMEP COCIHHCHHUS, CTPYKTYPA M MOJICKY JIIPHAS MACCa MPHUBOJUMBIX B KAUECTBE MPHMEPA
COEIMHEHHH M0 HACTOSIIECMY H300PCTECHHIO.

Ta6mma 3: CoeqnHeHNs M0 HACTOSIEMY H300pE€TCHUIO

Ne coen. Crpykrypa MW
1 T 336.3

HO 0

2 HN’f 605.6

Nt ,\@ NH,
0 —
HO  F
3 -~ 322.3
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IIpumep 14. CoeqnHEHNsI B COOTBETCTBHH ¢ HACTOSIITUM H300PETCHHEM SIBISIOTCS AKTHBHBIMH IPOTHB
BHPYCA JIUXOPAJAKH J€Hre 2 TUNIA U BUPYCA KEJITOH JIMXOPAIKH

W3mepsin akTHBHOCTH COCIMHECHMI B COOTBETCTBHH C HACTOAIINM H300PETCHHEM MPOTHB BHPYCA JIMXOPAIKH
meare 2 tEma (DENV-2) m Bupyca »xenroit mmxopanku (YFV). HWHruOmpoBaHWe WHIYIMPOBAHHBIX BHPYCOM
muronatuaeckux d(pekToB (CPE) m sxm3HECTIOCOOHOCTH KIeTOK Toce permnukanun YFV B knetkax BHK21 mmepsum
C MOMOIIBIO OKPALIMBAHKSA TeTpa3oiueBbiM kpacutedeM XTT. Knetkm (3 x 10° k1eTok Ha OyHKY) BBHICEBATH B 98-
JyHOYHBIE IJIOCKOJOHHBIC IUTAHINETHI IS KyJIBTYPHI TKaHEH M 00ecIeunBaIM TPHIHIAHHE HA NPOTDKCHHH HOYH.
INocne mEKyOamuy HA TMPOTSHKCHHHN HOYH B IUIAHINEGT J0OABIAMH Pa30aBICHHBIC TECTHPYEMBIC COCTHHCHHSI H BHPYC,
pa30aBICHHBIH [0 TMPEABAPHUTEIFHO OMPEICICHHOTO THTPA, A moaydeHrs 85-95% yOurhIX KIeTOK Hepes 6 CyTOK
nocne mapummposarus. [locre makybanun mpu 37°C, 5% CO; B TeUcHNE MECTH CYTOK M3MEPSIH KH3HECTIOCOOHOCTh
KJIETOK C TOMOIbI0 okpammBauusa XTT. OUTHYECKyIO IUIOTHOCTh B IJIAHIIETE C KJICTOYHOM KyJIbTypOH OIpPEIeIsH
cnekrpoporomerpruecku mpu 450 um 650 HM ¢ HCHOIB30BAaHHEM HPOTPaMMHOTO oOecmeueHms Softmax Pro 4.6.
IIpouent cumxerns CPE B HHQUOUPOBAHHBIX BHPYCOM JYHKAX M TPOLECHT KU3HECIIOCOOHOCTH KIETOK
HEMH()HMIHPOBAHHBIX KOHTPOJIBHAIX JIyHKAX C JIEKAPCTBEHHBIM CPEACTBOM BBIMHCILUIH Ui onpeaccHus 3HaueHni ECso
C HCIOJIB30BAHHEM AHAIM3A C HCTIOJIb30BAHUEM ITOATOHKH YETHIPEXMAPAMETPHICCKOH KPUBOH.

PesynpraTer mpeacrasneus! B Tabmune 5. Coegunenue 205 sBisiercst Hanbosee 3()(EKTHBHBIM COCIHHEHIEM C

ECsp 0,8 MxM B ananuse ¢ DENV-2 u 3nauenuem ECso 1,2 MxM B anammse ¢ YFV.
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Ta6mma 5. AKTHBHOCTH BRIOPAHHBIX coeanHeHnii mporue DENV-2 u YFV
ECso
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Hwxe omucansl HEKOTOPHIC BAPHUAHTHI OCY ICCTBICHUS H300PCTCHIS.
BapuanT 1. Cnoco0, KOTOpHIi BKIIOYAET BBEACHHE (PPEKTUBHOTO KOJIMYECTBA COCTHHCHUS (popmy sl Ib wm
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R40) N N'J\NH R4 N™™N ’J\‘sz
O 2 O
H H
== =
R3O F R3O F
®opmyna Ib ®opmyna IIb

JUTS JISYCHHUS XO3SIHHA, Hy KIAOMmErocs B 3toM, nu(rmmposaraoro PHK-supycom, ormraasm ot HCV;,

rae:

Y mpeactasnser coboit NR'R?,

R! mpenctasmser coboit C-Csankun, Ci-Csramoremankmn, C-Cs amkenmn, Cr-Co  ankummI,
—(Co-Coramxmn)(Cs-Csuuknoankun), —(Co-Coanxmm)(rerepounki), —(Co-Crankum)(apun), —(Co-Crankum)(reTrepoapui), —
ORZ, -C(O)R’C, -C(S)RP mm -SO,R?;

R? mpeacrasnset coboit Bogopoa, Ci-Csamxmn, C;-Csranorenamkun, —(Co-Cramxum)(Cs-Corrxnoankmm), —(Co-
Coranxum)(TeTepOLHUKIT), —(Co-Coramxmn)(apm), —(Co-Coramxmm)(reTepoapui),
-C(O)R3C, -C(S)R?® mmm -SO,R?; u

e mo MeHbmieit Mepe omun 3 R! u R? npeacrapiseT coboit MeTuI MM M0 MeHbIneit Mmepe omun u3 R! u R?
MPEACTABIICT COO0H MIKJIOMPOTIIIT,

O
RIB__ |':§ _ % _

I
R® mpexacrasmser coboif BOAOPOZ, R4 , muocpar, TpuPochar, CBIZAHHYID KapOOHIIOM
amuuokucoty mmu -C(O)R3C;

R3* pribpan u3 O7, OH, —O-apuna, —O-reTepoaprnia i reTepOINKINIA;

R3B ri6pan w3 07, OH, N-CBA3aHHO T AMUHOKHICIOTE B N-CBA34HHOTO CIIOKHOTO 3()MPA AMHHOKHCIOTEL,

R3¢ mpenctasmser coboit amkun, amkenun, ankeHEI, -(Co-Co)(umkmoankum), -(Co-Co)(reteponmnkio), -(Co-
Cy(apun), -(Co-Co)(retrepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(muxmoankum), -O-(Co-
Cy(rerepoumkio), -O-(Co-Co)(apmm), -O-(Co-Co)(retepoapmm), -S-amkmn, -S-ankermn, -S-ankwHmi, —-S-(Co-

Cy)(mmxnoankmn), -S-(Co-Cr)(retepounkio), -S-(Co-Co)(apun) mnm -S-(Co-Co)(reTepoapmn),
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R mpencrasnser coboii amkmn, ankemmn, ankuapn, -(Co-Co)(umkmoankmm), -(Co-Ca)(rerepounkio), -(Co-
Co)(apun), -(Co-Co)(rerepoapmn), -O-ankmna, -O-amkenmn, -O-amkuamia, —-O-(Co-Co)(mukmoankum), -O-(Co-
Cy)(rereponukio), -O-(Co-C2)(aprn) umm -O-(Co-Ca)(reTepoapm),

R* mnpeacrasmser coboit momodochar, mupocdar, Tpupocdar maH CTaOHIM3HPOBAHHOE (ochaTHOE
MPOJICKAPCTBO;

R’ nmpenctasmier coboit  Ci-Csamkmn, Ci-Csranoremamkmn, Cr-Cs amkemmn, Cr-Ce  amkmmmi,
—(Co-Cranxmm)(Cs-Couurnoankun), —(Co-Crankxmm)(rerepounki), —(Co-Crankum)(apun), —(Co-Crankmm)(reTepoapmn), —
OR?, -C(O)R3¢, -C(S)R mm -SO.R?;

R® mpenctasnser coboit Bogopoa, Ci-Csamkmn, Ci-Csranorenamkun,—(Co-Cramkmm)(Cs-Compxnoankum), —(Co-
Cranmkun)(TETEPOLHKIT), —(Co-Cramxumm)(apm), —(Co-Cramxmm)(reTepoaprn),
-C(O)R3C, -C(S)RP mmu -SO,R%;

R? npeacrasmser coboit Cl, Br, F, CN, N;, C-Co¢ amkmn, C»-C¢ amxenmn, C-Cs¢ amxummm,

—(C1-Coranxum)(Cs-CoLHKITOATKIT), —(Co.Cramxmm)(Cs-CsTeTe poLpKI), -(Co-Coranxmm)(aprwn), -(Co-
Crankum)(reTepoapun), -ONHC(=O)OR?, -NHOR?, -ORZ, -SR%, -NH(CH,)1.4N(R%),,
-NHNHR®,  -N=NRY”, -NHC(O)NHNHRY”,  -NHC(S)NHNHR?”,  -C(O)NHNHR?”,  -NRYSO,R%,
)
§ N-R25
-SO,NR?'R?, -C(O)NR?'R?, -CO,R?, -SO,R?, ! , -P(O)H(OR?),

-P(O)(OR?*)(OR3"), -P(O)(OR¥)(NR¥R>3?) i ~-NR°R;

R? mpenctasnser co6oit Ci-Csamxun, —(Co-Cramxum)(Cs-Counknoankun), -(Co-Cranxmm)(retepounki), -(Co-
rankun)(apui) unn -(Co-Crankun)(rerepoapn);

R* mpenctasmser coboit Bomopon, Ci-Cs amkua, —(Ci-Cramknm)(Cs-Comuxnoankun), —(Ci-Cramkum)(Cs-
Csrereponuki), -(Co-Coranxmn)(apmn) win -(Co-Corankun)(reTepoapun);

R* mpeacrasmier coboit Bomopox, Ci-Cs amkxmn, Cp-Ce amxemmn, Cp-Ce amxummmn, —(Co-Cramkumm)(Cs-
Ceumknoankmn), —(Co-Crankum)(Cs-Cerereponuiin), ~(Co-Cramxumy(apmn) nim -(Co-Crankmn)(reTepoapu);

R HC3aBHCHMO BBIOPAH w3 BOIOPOAA, C,-Ceankmna, —(Co-Cramxum)(Cs-CeLHKITOATKIIT),
-(Co-Cranxmm)(rerepounkn), -(Co-Cramxen)(apmn) win -(Co-Coankmm)(reTepoapmn);

R? mpeactasnser coboit Bogopox uak Ci-Co ankm,

R? mpencrasmiet coboit C1-Co amxun, Cr-Cs anxermn, Co-Co amxmami, —(Co-Coamxmm)( C3-ColuKI0ankmr), —
(Co-Coamxmm)(Cs-Csrerepounki), -(Co-Crankrmy(apmm) wmm ~(Co-Coranmkmn)(TeTe poapu);

R? mpenctasnger coboit Bomopoa, Ci-Cs amxmn, Cr-Cs amkermn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Ceumrnoankm), —(Co-Cramknn)(Cs-Cererepommiin), ~(Co-Cramxumy(aprn) wm -(Co-Crankm) (reTepoapin);

R* nmpeactrabmaer coboit Bogopoa, Ci-Cs¢ amkmn, C»-C¢ amxenmn, C-Cs amxmmmn, —(Co-
Cramxnm)(CsCeumrmoankmn), —(Co-Crankm)(Cs-Csrerepounk), -(Co-Cramkmm)(apmn) wm -(Co-Crankm ) (TeTepoaprn),
HIIH

R? 1 R cBs3ambl BMECTE ¢ 00Pa30BAHAEM IETEPOLUKIHIECKOTO KOIBIA; H

X TPeacTaBisieT codoii 1, 2 wim 3,

HITH €T0 ()apMaueBTHICCKH IPHEMIEMOH COJIIL
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Bapuant 2. Cnoco6 cornacko Bapmanty 1, B kotopom R! mpeactasnser coboit metun m R’ mpeactasisier

co00it BOZOpO.

Bapuaut 3. Cnoco6 cornacko Bapmanty 1, B kotopom R! mpeactasmser coboit metua m R? mpeactasmier

Co00H LHKJIOMPOTIHIL.

Bapuaut 4. Cnoco6 cornacko Bapuanty 1, B koTopom R! mpeactasnser coboit metun m R? mpeactasmser

000 METHIL

Bapuant 5. Cnoco6 cornacuo sapuanty 1, B kotopom R mpeacrasaser co6oit Boaopoa.

Bapmantr 6. Cnoco0 cormacHO BapmaHTy 1, B KOTOpOM CTAOMIM3HPOBAHHOE (POC(ATHOE MPOIEKAPCTBO

mpeacTaBisieT codoit pocdopamuaar.

Bapmant 7. Coco6 coriacHoO BapHaHTy 1, B KOTOPOM COEIMHEHIE IPEACTABIIIET COO0H COeTIMHEHIE (DOPMY JIBI

IIb wmm Gopmy 1 [VDh:

Y
RS N~y
ah O 4 :“\)\
~P-0— g N”J\NH?
RE2 OR’ _—H
—
CO,RM
R3O F
Dopmya I1Ib
Y
28 NfN
=CLN 4
KFH, O N/J\
R ORT _—-H
—
CO,R0
R*C F
Dopmymna IVb

WITH €70 (papMALEBTHYECKH ITPHEMIEMYEO COJIb;

rae:

R” npeactasnseT co6oit Boaopo, Cisamku; Cs.7IMKIOATKAT; TETEPOAPHI, TETEPOLUKIN HIIH AP,

R?® npenctasnseT co60it Boaopos uan C6aKH;

R* H R HE3ABHCHMO BBIOPAHBI u3 BOAOPO/A, Clsankuma, LKI0AJIKHIIA,

-(CH2):(NR”),, Cisruapokcmankuna, -CH2SH, -(CH2),S(0)(Me), -(CH,);sNHC(=NH)NH,, (1H-mHm01-3-HI1)METHIA,
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(1H-umuaason-4-ummetrna, -(CH,).COR?", apuna n apun(Ci.samkmn)-;

RY mpencrasmser co6oit Bogopoa, Creamkmn, CieranoreHankuia, Cs7LHKIOATKHT, T€TEPOLHKIOATKEI,
AMHHOALIL, APIJL, TCTCPOAPILI, APHIT HJIH TCTCPOAPHIT,

R mpeactasaser co6oi C-gamcun, unkaoanku; Co.cankunu, CoaNKEHUI UM ALHT, U

R3 u R?? onpenenenst B m. 1.

Bapuart 8. Croco6 cormacHo BapmanTy 7, B KOTOpoM R! mpeactasmser coboii metmn m R? mpeactasmier

co00# BOZOPO.

Bapmart 9. Cnoco6 cormacHo BapmanTy 7, B KOTOpoM R! mpeactasmser coboif metmn m R? mpeactasmser

COOO0 M IFKJIOPOTIILL.

Bapmant 10. Crioco0 cornacHo BapuaHTy 7,

rac

R7 npeacTasmset co6oit apw,

R?® npencrasnseT cob0it BOAOPOT;

R* u R*® He3aBHCHMO BHIOPAHBI B3 METHIA H BOAOPOIA; H

RY npeacTaBmseT co6oit ankmL.

Bapmant 11. Crioco6 cornacuo Bapuarty 10,

rac

R7 npeacTaBmset co6oi (eHmT,

R? npeacTapmseT co60it BOAOPO,

R% 1 R He3aBHCHMO BHIOPAHBI K3 METHIIA U BOJOPOJA; H

RY mpeacrasmser co60i H30 PO

BapuanT 12. Croco0, KOTOPEII BKIIFOUACT BBEACHUE 3(D()EKTHBHOTO KOJHHUECTBA COCTUHCHUS (hopMy bl le mm

Ile:
Y Y
mesh, N SN
RO— ¢ N N”J\NHQ RO U<N R
CH; CH3
RO F RO F
®opmyna le Oopmyna Ile

JUTS JISYCHHUS XO3SIIHA, Hy KIAOMErocs B 3toM, nurmmposarHoro PHK-supycom, ormraasm ot HCV;
Taec:

Y mpeactasnser cob6oit NR'R?,
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R! mpeacTaBmser co60i METHIT;

R? npeacTaBnseT co00i BOAOPO, 3THI, H-MPOMKI, H30NPONKI, H-0yTHI, N300y THI, BTOP-OyTHI, TPET-OyTH,
nerTi, Ci-Csranorenamkm, —(Co-Coankm)(Cs-Ceuxnoankmn), —(Co-Coankmm)(reteponuxit), —(Co-Corankmm)(apu), —
(Co-Cramxmm)(retepoapuin), -C(O)R3C, -C(S)R3P um -SO,R%,

0
RHH-—'H_E_

l
R3 He3aBHCEMO BRIOPAH W3 BOJOPOAA, R , au(ocara, TpudocthaTa, CBI3AHHOH KapOOHHIOM
amunokucoTH wH -C(O)R3C;

R34 ribpan u3 O, OH, —O-apuna, ~O-reTepoapuia B reTePOMHKIIIA;

R3B ri6pan w3 O, OH, N-CBA3aHHOIT AMUHOKHCIOTH B N-CBA3aHHOTO CI0KHOTO ()Mpa AMHHOKHCIOTEL,

R3¢ mpencrasmser coboit amkun, amkenun, ankeHEI, -(Co-Co)(umkmoankum), -(Co-Co)(reteponnkio), -(Co-
Co(apun), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(muxmoankum), -O-(Co-
Cy(rerepounkio), -O-(Co-Co)(apmm), -O-(Co-Co)(retepoapmm), -S-amkwn, -S-ankermn, -S-ankwHmI, —-S-(Co-
Cy)(mmrnoankmn), -S-(Co-Cr)(retepounkio), -S-(Co-Co)(apmn) mnm -S-(Co-Co)(reTepoapmn),

R® mpencrasnger coboii amkmn, ankemmn, amkeHpn, -(Co-Cor)(umkmoankum), -(Co-Ca)(retepoumkio), -(Co-
Cy(apun), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(muxmoankum), -O-(Co-
Cy)(rerepounkio), -O-(Co-Cr)(aprn) wmm -O-(Co-Co)(TeTepoapmn),

R* mpencraenaser coGoit momoQochar, audocdar, Tpudocdar wmIm CTaOHIH3HpOBaHHOE (ochaTHOE
MPOJIEKAPCTBO;

R’ mpenactasmser coboit C-Csankun, Ci-Csramorenankmn, C-Cs amkenmn, Cr-Ce  ankummI,
—(Co-Coramxmn)(Cs-Csnukmoankun), —(Co-Coanxmm)(rerepounki), —(Co-Crankum)(apun), —(Co-Crankum)(retepoapui), —
OR%, -C(O)R’C, -C(S)RP mmm -SO,R?;

R® mpeacrasmser coboit Bomopon, Ci-Csamkmn, Ci-Csramorenamku,—(Co-Cramkmm)(Cs-Comxnoankum), —(Co-
Coranxum)(TeTepOLHUKIT), —(Co-Coramxmn)(apmm), —(Co-Coramxmm)(reTepoapmi),
-C(O)R3C, -C(S)RP mmm -SO,R%;

R? npencrasmser coboit Cl, Br, F, CN, N; C;-Cs¢ amkmn, C-C¢ amxenmn, Cr-Cs amxummm,

—(C1-Coranxu)(C3-CoLHKITOATKIIT), —(Co-.Cranmxmm)(Cs-CereTeponpKII), -(Co-Coranxmm)(aprwn), -(Co-
Cranxum)(reTepoapun); -ONHC(=0)OR?%, -NHOR?*, -ORZ, -SR%, -NH(CH,)1.4N(R%),,
-NHNHR®,  -N=NRY”,  -NHC(O)NHNHRY”,  -NHC(S)NHNHR?”,  -C(O)NHNHR?”,  -NRYSO,R?,
)
§ N-R25
-SO,NR?'R?, -C(O)NR?'R?, -CO,R?, -SO,R?, ! , -P(0)H(OR?),

-P(0)(OR¥)(OR3), -P(0)(ORZ)(NR¥R*) mm ~NR°RS,

R? mpencrasnger co6oii Ci-Csamxmn, —(Co-Cramxum)(Cs-Counknoankun), -(Co-Coankmm)(reteponnk), -(Co-
ramxun)(apmn) wm -(Co-Crankmm)(reTrepoapn);

R* HPEACTABISET co0boit BOJOPOT, C1-Cs AJKHL, —(C1-Cranxum)(Cs-ColuKI0aIK L),

—(C1-Cramxmm)(Cs-Cerereponmki) ~(Co-Cramxumy(apmn) win -(Co-Cranmkmn)(reTepoapmn);
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R> mpenctasnser coGoit Bomopoa, Ci-Cs amkmn, C-Cs amkermn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Cemmxnoankmi), —(Co-Crankum)(Cs-Csrereponukin), ~(Co-Cramxum)(apmn) umm -(Co-Crankm)(rerepoapun);

R* HE3aBHCHMO BHIOpaH 3 BOJIOPOAA, Ci-Csanmkmna, —(Co-Coamxmm)(C3-CeLHKII0aTKILT),
-(Co-Cranxmm)(rerepouuii), -(Co-Cramxkmn)(apui) wmn -(Co-Corankum)(reTepoapmn);

R?” npeacTaBimieT co6oit Boaopoa uau C;-Cs anKm,

R? npencrasmieT coboit C-Co amxun, Cr-Cs ankermn, Cr-Co amkmnm, —(Co-Coamxmm)(Cs-CoIuKI0anKkum), —
(Co-Coamxmn)(Cs-Csrerepounki), -(Co-Crankem)(apun) wmm ~(Co-Corankmn)(reTepoapu),

R* mpencrasmier coboit Bomopox, Ci-Cs amkxmn, Ca-Ce amkemmn, Co-Ce amxummnm, —(Co-Cramkmm)(Cs-
Ceumknoankm), —(Co-Cramkmn)(Cs-Cererepormiin), ~(Co-Coramxumy(aprn) wm -(Co-Crank) (reTepoapru);

R* nmpencrabmaer coboit Bogopoa, Ci-Cs amkmn, C»-Cs amxenmn, C-Cs amxummn, —(Co-
Cramxnn)(CsCeumrmoankmn), —(Co-Crankmn)(Cs-Csrerepounk), -(Co-Cramkmm)(aprn) wm -(Co-Crankm ) (reTepoaprn),
HITH

R? 1 R* cBs3abl BMECTE ¢ 00Pa30BAHAEM IETEPOLUKINIECKOTO KOTBLA; H

X TPEACTaBIsIeT co0oii 1, 2 wm 3,

HUTH €T0 ()apMaeBTHIECCKH IPHEMIEMOH COJIIL
Bapuant 13. Cioco6 cornacuo sapuanty 12, B koTopom R? mpeacrasaser co6oil BOIOpPo.
Bapuant 14. Cioco6 cornacuo sapuanty 13, B koTopom R mpeacrasmser coGoit Bomopoa.

Bapuanr 15. Cnoco0 cormaceo Bapmanty 14, B KOTOpOM CTaOWIHM3HPOBAHHOE (DOC(ATHOE MPOJIEKAPCTBO

mpeacTaBiIeT codoit pocopamuaar.
Bapuant 16. Crioco6 cornacuo Bapuanty 12, 8 kotopom R? mpeactasmser co60if WHKIOMPOIHIL.

Bapuant 17. Cmoco6 cormacHo BapuaHty 12, B KOTOPOM COCOMHCHHE NPEICTABIIET COOO0# COCOMHCHEE

Y
18 N | =
o py O %
~Poo— g N"’J\NH2

REIE ':-b R?

CO,R g
R T

Dopmyna Ille

(opmy sl Ille wmm [Ve:

CHy
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Y
3® Ny
RE&It]r:J 0 ﬂi | /J\
SPo0— g NTR22

RYa d R7

CO,RM d
R3O T

®opmyna IVe

Gty

HITH €10 (JapMALCBTHYICCKY MPUCMIICMYO COJIb,

rae:

R7 npeactasmnser co60it Boaopo, Ci-samkmm, Cs-7IHKI0ANKIT, TETEPOAPHI, TETECPOLHKIIII HIH APHIT,

R® npencrasmnseT co60it Boaopos uan C6alKu,

R* H R HE3ABHCHMO BHIOPAHBI u3 BOAOPOA, Clsankuna, LUKJIOAKHIIA,
-(CH2):(NR”),, Cisruapokcmankuna, -CHaSH, -(CH2),S(0)(Me), -(CH,);sNHC(=NH)NH,, (1H-mHm01-3-HI)METHIA,
(1H-mmuaason-4-ummetrna, -(CH,).COR?", apuna n apun(Cisamxum)-;

R npencraemser coboit Bomopoa, Cireamkmn, Ci.eramoreHankua, Cs7OEKIOATKHI, TeTEPOIMKIOATKHI,
AMHHOALILL, APIL, TCTCPOAPILL, APHIT HJIH TCTCPOAPHIT,

R!! mpeactasaser coboi Cgamxu, mnKI0ATKE;, Co.cankuHu, Co-¢aTKEHHI UK ALET, B

R3 u R” onpeAencHs B 1. 7.
Bapuant 18. Crioco6 cornacuo sapuanty 17, B koTopom R? mpeacrasmier coGoit BOIOPOA.

Bapuant 19. Crioco6 cornacuo Bapuarty 17, roe

R’ npeacTasmsieT cob0i apu;

R? npeacTasseT co60it BOAOPO,

R% u R*® He3aBHCHMO BHIOPAHBI M3 METH/IA H BOJOPOIA; B

RY npeacTaBaseT co60M amKuL.

Bapmant 20. Crioco0 cornacHo BapHaHTy 19,

rac

R7 npeacTaBmset co6oi (eHwT,

R?® npencrasmnseT coboit BOIOPOT;

R* u R*® He3aBHCHMO BHIOPAHBI B3 METHIIA H BOAOPOIA; K

RY npencTaBmsiet co60i M30MPOMHL
Bapuant 21. Cioco6 cornacuo sapuanty 20, B koTopom R mpeacrasmser coGoit Bomopoa.

Bapuant 22. Cioco6 cornacuo sapuanty 21, B koTopom R? mpeactasmser co6oii BoIopoa.
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BapuanT 23. Cnoco0 cornacHo BapHaHTy 1, B KOTOPOM COEIMHEHHUE BEIOPAHO U3:

HaC,

N-CHa HN”

8] L - N
T HO = @ HO F
R H
HM
N -
BTS¢
\],O\H/:\NJZ‘OYL_N NI,
0 H a e — H

f HO F
HITH €70 (PapManCBTHUICCKH MPUEMIIEMOI COITH.
BapmanT 24. Cnoco0 cornacHoO BapuaHTy 12, B KOTOPOM COEAMHEHNE BEIOPAHO H3:

HN CHa HN'CH”
N M
T .9 d1y
T Il_ N - T ||_ N -
0 H o R CH3 0 H o R CH3
i HO F f HO F
, U
Hy-CHe
W
- 0 S

HITH €T0 (DapMaNeBTHICCKH MPHEMIIEMOH COTIIL
Bapmanr 25. Cmoco6 mo moOoMy W3 NMPEBIAyINHX BAPHAHTOB, B KOTOPOM BHPYC BEHIOPAH W3 TPYIIIEL
cocrosmedt w3 Amalgaviridae, Birnaviridae, Chrysoviridae, Cystoviridae, Endornaviridae, Hypoviridae,

Megabirnaviridae, Partitiviridae, Picobirnaviridae, Quadriviridae, Reoviridae n Totiviridae.

Bapmant 26. Crioco0 1o mro6oMy 3 BapHaHTOB 1-24, B KOTOpOM BHPYC BRIOpaH 3 cemeiicTea Flaviviridae.
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Bapumanr 27. Cnoco0 mo moboMy u3 BapuaHTOB 1-24, B KOTOpPOM BHpPYC BHIOPAH M3 JMXOPAAKH JACHTE,
nuxopazku 3amagHoro Huima, »xenroit mmxopazku, Bupyca 3mka, BVDV u BHpyca, BBI3BIBAIOIIETO NOTPAHHYHYIO
6071€3Hb OBEIl.
Bapuant 28. Cioco0 cornacHo BapuaHTy 27, B KOTOPOM BHPYC HMPEICTABIICT COOO0H TUXOPAIKY ACHTE.
BapuanT 29. Cnioco0 cOTIacHO BapHAHTY 27, B KOTOPOM BHPYC HPEICTABILICT COOOM SKEITY IO IMXOPAIKY.

Bapmant 30. Crioco0 1o mo00My ¥3 IpebIAy X BAPHAHTOB, B KOTOPOM XO3IHHOM SBJLICTCS YEJIOBEK.

Bapmuant 31. [Tpumererue 3Q(PEKTHBHOTO KOJIHIECTBA COeTUHEHIS (popmy s Ib wmu opmy st 11b:

Y

Y
NfN N =N
& ©
RIO— o <N N <N e

NH, R*Q 0 N
_——H _——H
— —
R F R0 F
®Dopmyna Ib @®opmya IIb

s neuerns nHpekuun PHK-Bupyca, otmraroro ot HCV, y X03smHa, Hy )KAAIOMIETOCS B 3TOM;

rae:

Y mpeactasaser cob6oit NR'R?,

R! mpenactasmser coboit C-Csankun, Ci-Csramorenankmn, C-Cs amkenmn, Cr-Ce  ankummi,
—(Co-Cramxmm)(Cs-Comuxtoankun), —(Co-Coankmm)(rereponurit), —(Co-Cranxumy(apmn), —(Co-Crankmn)(reTepoapn), —
ORZ, -C(O)R3C, -C(S)RP mmu -SO,R%;

R? mpeacrasmnset co6oit Bomopoa, Ci-Csamxmn, C-Csranorenamkun, —(Co-Cramxum)(Cs-Corrx noankmm), —(Co-
Cranmkun)(TeTe POLHKIT), —(Co-Cramxum)(apm), —(Co-Cramxmn)(reTepoapr),
-C(O)R3C, -C(S)R?® mmu -SO,R?%; u

e mo MeHbmeH mMepe ommH u3 R! u R? mpeactasmser co6oif METHI MM TI0 MEHbINEH Mepe oxun u3 R! u R?
MPEACTABIAET COO0H LIKIOMPOTINIT,

0
R |':§ _ g —
\ 5 |;la.'m
R’ mpexnctamier coboit BomOpoOX, , augochar, TpuQochar, CBAAHHYIO KapPOOHIIOM
amuuokucnoty mmm -C(O)R3C;

R3* eibpan u3 O, OH, —O-apuna, —O-reTepoapria B reTepOMHKIIIA;

R3B ri6pan w3 07, OH, N-CBA3aHHO T AMUHOKHICIOTE B N-CBA3aHHOTO CIIOKHOTO 3()MPa AMHHOKHCIIOTEL,

R3¢ mpencrasmser coboi amkun, amkenun, ankeHEI, -(Co-Ch)(umkmoankum), -(Co-Co)(reteponmkio), -(Co-

Cy(apun), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankermn, -O-amkwHm —-O-(Co-Co)(muxmoankum), -O-(Co-
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Cy(rerepomukio), -O-(Co-Co)(apmm), -O-(Co-Co)(rerepoapmn), -S-amkmn, -S-ankermn, -S-ankwami, —-S-(Co-
Cy)(mmrnoankmn), -S-(Co-Cr)(retepounkio), -S-(Co-Co)(apun) mnm -S-(Co-Co)(reTepoapmn),

R® npencrasmier coboit amkui, ankenwn, amkuHud, -(Co-Co)(mukmoankum), -(Co-Ca)(retepoumkio), -(Co-
Cy(apun), -(Co-Co)(rerepoapmn), -O-ankmn, -O-amkenmn, -O-amkuamia, —-O-(Co-Co)(muxmoankum), -O-(Co-
Co)(rereponuio), -O-(Co-Co)(apm) wrn -O-(Co-Co)(teTepoapn);

R* mpeacraBmsier coGoit  Momodoctar, mudocdar, Tpupocdar mim CcTaOMIM3MPOBAaHHOE (ochaTHOE
MPOJIEKAPCTRO;

R’ mpenctasmier coboit  Ci-Csamkmn, Ci-Csranoremamkmn, Cr-Cs amkemmm, Co-Ce  amkmmm,
—(Co-Cranxmm)(Cs-Csumrnoankmn), —(Co-Coanxmm)(rerepounki), —(Co-Crankum)(apun), —(Co-Crankmm)(reTepoapmn), —
ORZ, -C(O)R3C, -C(S)RP mmu -SO,R?;

R® npexacrasnseT coboit Bogopoa, Ci-Csamxmn, Ci-Csranorenamknm,—(Co-Cramxmm)(Cs-Compknoankmn), —(Co-
Cramkun)(TETEPOLHKIT), —(Co-Cramxumm)(apm), —(Co-Cramxmm)(reTepoapr),
-C(O)R3C, -C(S)RP mmu -SO,R%;

R? npencrasmser coboit Cl, Br, F, CN, N;, C-Co¢ amkmn, C,-C¢ amxemmn, C,-C¢ amxummm,

—(C1-Coranxum)(Cs-CoLEKITOATKILT), —(Co.Cramxmm)(Cs-CsreTeponmKII), -(Co-Coranxmm)(aprmwn), -(Co-
Cranxum)(reTepoapun); -ONHC(=0)ORZ%, -NHOR?*, -ORZ, -SR%, -NH(CH,)1.4N(R%),,
-NHNHR?,  -N=NR?”,  -NHC(O)NHNHRZ, -NHC(S)NHNHR?,  -C(O)NHNHRY,  -NRY’SO,R%,
0
§ N—R25
-SO,NR>'R?, -C(O)NR?'R®, -CO,RY, -SO,R?, ‘ , -P(O)H(ORY),

-P(O)(OR?*)(OR3), -P(O)(OR¥)(NR¥R>3*) i ~NR°R;

R? mpexacrasaser co6oit Ci-Csamkua, —(Co-Cramkun)(Cs-Counknoankun), -(Co-Cramxum)(rerepouuk), -(Co-
rankern)(apui) win -(Co-Corankmw)(rerepoaprn);

R* mpeacrasmier coboit Bomopox, Ci-Cs amxum, —(Ci-Cramknm)(Cs-Commxnoankmn), —(Ci-Cramkmm)(Cs-
Cereteponuki) -(Co-Cramxmn)(aprn) win -(Co-Corankmm)(reTepoapmn),

R> mpenacrasmger coboit Bomopon, Ci-Cs amkmn, Cr-Cs amkenmn, Cr-Ce amxmmmn, —(Co-Cramkum)(Cs-
Ceumknoankm), —(Co-Crankum)(Cs-Cerereponniin), ~(Co-Cramxmmy(apmn) wim -(Co-Crankmn)(reTepoapru);

R HC3aBHCHMO BEIOPAH w3 BOIOPOAA, C,-Ceankmna, —(Co-Cramxum)(Cs-CeLHKITOaTKIIT),
-(Co-Cranxmm)(rerepounkn), -(Co-Cramxrn)(apmn) win -(Co-Coankmm)(reTepoapmn);

R? mpeactaenser coboit Bogopox umu Ci-Co ankm,

R mpenctasnser coboii Ci-Cs anxun, Cr-Cs ankernn, Cr-Co amxunmn, —(Co-Cramkmm)(Cs-CoLEKI0ATKHIT), —
(Co-Coamxmm)(Cs-Csrerepoumki), -(Co-Crankrmy(apmm) wmm ~(Co-Coranmkun)(TeTe poapu);

R? mpenctasnger coboit Bomopoa, Ci-Cs amxmn, C-Cs amkermn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Cemmrnoankm), —(Co-Cramkum)(Cs-Cererepomiin), ~(Co-Cramxnmy(aprn) wm -(Co-Crankm) (reTepoapn);

R* mpeacrasmier coboit Bogopom, Ci-Ce amkmm, C»-Cs amxemmm, C-Cs amkmmmmn, —(Co-
Cramxnm)(CsCermrmoankmn), —(Co-Crankm)(Cs-Csrerepounkn), -(Co-Cramkmm)(apmn) wm -(Co-Crankmm ) (reTepoaprn),
HIIH

R? 1 R cBs3ambl BMECTE ¢ 00Pa30BAHMEM TETEPOLHUKIHIECKOTO KOTBLA;
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X TpeacTaBisieT codoii 1, 2 wiu 3,

HITH €T0 ()apMaLEBTHICCKH IPHEMIEMOH COIIL

Bapuant 32. [IpumereHue 3P (EKTHBHOTO KOIMYECTBA cOeauHeHE s (popmy bl Ib rwmu opmy st [Ib:

Y Y
O i
¢l ¢l
RO— o N N"’J\NHE RIO— o N N
— H = H
R3O F RO F
®opmyna Ib ®opmyna Ilb

MPH M3TOTOBJICHHH MEOWKAMEHTAa Al neucHusa wH()ekumn PHK-Bupyca, ormmuroro or HCV, y xo3smHa,
Hy KIAFOLIETOCS B 3TOM;

rae:

Y mpeacraenser coboit NR'R?;

R! mpenctasmier coboit Ci-Csamxmm, Ci-Csranoremamkmn, C-Cs amkemmm, Cr-Ce  amkmmm,
—(Co-Cramxmm)(Cs-Csumknoankmn), —(Co-Cramxmm)(rerepounki), —(Co-Cranmkum)(apun), —(Co-Crankmm)(reTepoapmn), —
ORZ, -C(O)R3C, -C(S)RP mmu -SO,R?;

R? npexacrtasnseT coboit Bogopox, Ci-Csankua, C;-Csranorenamkmn, —(Co-Cramknm)(Cs-Coumnknoankum), —(Co-
Crankun)(TETEPOLHKITL), —(Co-Cramxum)(apm), —(Co-Cramkmm)(reTepoapmi),
-C(O)R3¢, -C(S)RP umm -SO,R%; u

rae mo Menbmei mepe omun u3 R! 1 R? npeactasmseT coboit MeTHI MM O MeHbINEH mepe omuH w3 R! u R?
MPEACTaBILIET COO0H LUKIOMPOIINT,

0
R:m__f:@_é_

l
R3 mpeacrasaser coGoil BOAOPOA, R , audocdar, Tpudochar, CBIZAHHYIO KaPOOHIIOM
amunoxucnoty mmu -C(O)R3C;

R34 pribpan u3 O7, OH, —O-apuna, —O-reTepoapunia i reTePOIIKIIIA;

R3B ri6pan w3 O, OH, N-CBA3aHHOIT AMUHOKHCIOTH B N-CBA3aHHOTO CI0KHOTO 3()Mpa AMHHOKHCIOTEL,

R3¢ mpenctasmser coboit amkun, amkenun, ankeHEI, -(Co-Cor)(umkmoankum), -(Co-Co)(retepommkio), -(Co-
Co(apun), -(Co-Co)(retepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(muxmoamkum), -O-(Co-
Cy(rerepounkio), -O-(Co-Co)(apmm), -O-(Co-Co)(retepoapmm), -S-amkwmn, -S-ankermn, -S-ankwHmI, —-S-(Co-
Cy)(amrnoankmn), -S-(Co-Cr)(retepounkio), -S-(Co-Co)(apmn) mwnm -S-(Co-Co)(reTepoapmn),

R mpencrasnger coboii amkmn, ankemmn, amkeHpn, -(Co-Cor)(umkmoankmm), -(Co-Ca)(retepounkio), -(Co-
Cy(apun), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(muxmoankum), -O-(Co-
Cy)(rerepounkio), -O-(Co-Cr)(aprn) wmm -O-(Co-Co)(reTepoapmn),

R* npeacraemser coboit momodoc(ar, mmpocdar, Tpmpocar mIH CTAOHIH3HPOBAHHOE (ochaTHOE
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MPOJIEKAPCTBO;

R’ nmpenctasmier coboit  Ci-Csamkmn, Ci-Csranoremamkun, Cr-Cs amkenmm, Cr-Ce  ankmmmi,
—(Co-Cramxmm)(Cs-Comuxtoankun), —(Co-Coankmn)(rereponurit), —(Co-Coranxumy(apmn), —(Co-Crankmn)(reTepoapn), —
ORZ, -C(O)R3¢, -C(S)R mm -SO,R?%;

R® mpeactasmseT coboit Bogopoa, Ci-Csamkun, Ci-Csranorenamki,—(Co-Cramkum)(Cs-Compxoankum), —(Co-
Cranxum)(TeTepoLHuKIL), —(Co-Coramxmn)(apm), —(Co-Coramxmm)(reTepoapm),
-C(O)R3C, -C(S)RP mmm -SO,R%;

R? mpeacrasmser coboit Cl, Br, F, CN, N;, Ci-Cs amxum, C»-Cs amkemmn, Cr-Cs anxkmmmm,

—(C1-Coranxum)(Cs-CoLHKITOATKIIT), —(Co.Cramxmm)(Cs-CsreTeponpKII), -(Co-Coranxmm)(aprwn), -(Co-
Cranxum)(reTepoapun); -ONHC(=0)ORZ, -NHOR?*, -ORZ, -SR%, -NH(CH,)1.4N(R%),,
-NHNHR®,  -N=NRY”,  -NHC(O)NHNHRY”,  -NHC(S)NHNHR?”,  -C(O)NHNHR?”,  -NRYSO,R?,
O
§ N-R25
-SO,NR?'R?, -C(O)NR?'R?, -CO,RY, -SO,R?, ! , -P(0)H(OR?),

-P(O)(OR?*)(OR3?), -P(O)(OR¥)(NR¥R3®) g ~-NR°R;

R? mpencrasnger co6oii Ci-Csamxmn, —(Co-Cramxum)(Cs-Counknoankmn), -(Co-Cramxmm)(rerepounk), -(Co-
r»amxum)(apen) un -(Co-Crankmm)(rerepoapn);

R* mpenctaemster coboii Bogopon, C1-Ce amkmn, —(Ci-Cramkmm)(Cs-Cemmxnoankun), —(Ci-Cramxmm)(Cs-
Cereteponukin) -(Co-Cranmkmm)(apmn) win -(Co-Corankmm)(rerepoapmn);

R> mpenctasnser coGoit Bomopoa, Ci-Ce¢ amxmn, Cr-Cs amkenmn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Cemmxnoankui), —(Co-Crankum)(Cs-Cerereponukn), -(Co-Cramxumy(apmn) umm -(Co-Crankm)(rerepoapui);

R HC3aBHCHMO BBIOpaH 3 BOZOPOJA, C,-Ceankma, —(Co-Cramxun)(Cs-CoUHKI0ATKIIT),
-(Co-Coranxmm)(rerepouuiin), -(Co-Cramxkmm)(apun) win -(Co-Corankum)(reTepoapmn);

R?” npeacTaBimieT co60oit Boaopoa umu C;-Cs anKm,

R? mpeactasnser coboit Ci-Cs anxun, Cr-Cs anxenmn, Cr-Co anxunmn, —(Co-Cramkmm)(Cs-ColHKI0aTKHIT), —
(Co-Coamxmn)(Cs-Csrerepounki), -(Co-Crankem)(apun) wmm ~(Co-Corankmn)(reTe poapun);

R? mpencrasmger coboit Bomopoa, Ci-Cs amkmn, Cp-Cs amkenmn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Ceumknoankm), —(Co-Cramkmn)(Cs-Cerereponmiin), ~(Co-Coramxnmy(aprun) wm -(Co-Crank) (reTepoapi);

R* mpeacrasmier coboit Bomopom, Ci-Cs amkmm, C»-Cs amkemmm, Cr-Cs amxmmmmn, —(Co-
Cramxnn)(CsCeumrmoankmn), —(Co-Crankmn)(Cs-Csrerepounk), -(Co-Cramkmm)(aprn) wmm -(Co-Crankm ) (reTepoaprn),
HITH

R? 1 R* cBs3aHbl BMECTE ¢ 00Pa30BAHAEM IETEPOLUKINIECKOTO KOTBLA; H

X TPEACTaBisIeT co0oii 1, 2 wim 3,

HUTH €T0 ()apMaeBTHIECCKH IPHEMIEMOH COJIIL

Bapmant 33. [pumereHne cornacHo Bapuanty 31 mwm 32, B kotopom R! mpencrasmieT coGoit metin u R?

TPEACTABIAET CO00 BOIOPOI.
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Bapuant 34. Ilpumenenue cornacko sapuanty 31 mmm 32, B koTopoM R! mpeactasmaer coboit metun u R?
Ty

TPEACTABILICT COO0H LUKJIOMPOIIHIL.

Bapuanr 35. IIpumenenue cornacko papuanty 31 mmm 32, B kotopoM R! mpenctasmseTr coboit metun u R?
Ty

TPEACTABILIET COO0H METHIL.
Bapuant 36. IlpuMererne COTacHo BapuanTy 31 mmm 32, 8 kKoTopoMm R mpeactasnseT co6oit Bozopos.

Bapmanr 37. [IpmMmeHeHHe coriacHO Bapuanty 31 mmm 32, B KOTOpPOM CTaOHIM3HPOBaHHOE (ochaTHOE

MPOJICKAPCTBO MPEACTABILIET C000i hocopamumar.

Bapmanr 38. IIpmveHeHne coriacHO Bapuanty 31 mmm 32, B KOTOPOM COSIHHCHHE TPEICTABILIET COOOM

coequraeHIE (hopmy bl [1Ib wm popmy et [Vb:

Y
128 N | N
Rob O (’N
~Po0— N”’J\NH?
H

RYa CIJR?
CD,RM

J—'-'-.-'-'-
—

R*O F
®opmyma IIIb

Y
137 <N | N
Rgnr'q O 4
\\Fl:l'—f:] o N N"}l\lizz
——

R¥ | OR
CO,R10

H

—
R0 F
Dopmyna IVb

HUTH €70 (DapMALCBTHYICCKE IPUEMIIEMOF COJTH,

i

R7 npeactasmnset co60i Boaopoa, Ci-sankum; Cs.7IMKI0ANKIT, TETEPOAPHIT, TCTCPOMUKITHI WA AP,

R?® npencrasnseT co60it Boaopon uan C6aIKu;

R* H R HE3ABHCHMO BBHIOPAHBI u3 BOZOPOA, Clsankuna, LUKIOATIKHIIA,
-(CH2):(INR”),, Cjsruapokcmankuna, -CHaSH, -(CH2),S(0O)(Me), -(CH,);sNHC(=NH)NH,, (1H-mHm01-3-HI)METHIA,
(1H-smmuaason-4-ummetrna, -(CH,).COR?", apuna n apua(Cisamxmn)-;

RY mpeacrasmser coboit Bogopox, Creamxmn, Cisramorerankma, Ci7LHKIOATKHN, TI€TEPOLHKIOATKEI,
AMHHOALIL, APIL, TETCPOAPILL, APHII HJIH TCTCPOAPHIT,

R mpeactasaser co6oi Camxu, HKIOATKET;, Co.canKkuHII, Co-caTKEHHI UK ALET, 0
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R3 u R” onpeaenenst B . 31.

Bapuant 39. Ilpumenenue 3()()eKTHBHOTO KOJIHYECTBA COeTUHCHIS (popmy sl le mmm Gopmy et lle:

Y Y
qu%m /N | N
RQO— 5 N N’)\NH2 R4O D<N NRe2
CH, CH,
RO F RO F
®opmyna le Oopmyna Ile

s neuerns nHpekumn PHK-Bupyca, otmraroro ot HCV, y X035#HA, HY )KAAIOMETOCS B 3TOM;

rae:

Y mpeactaenser coboit NR'R?;

R! mpeacTaBiset co60i METHIT,

R? npeacTaBmseT Co60M BOAOPO, ITHII, H-MPOTEI, H30TMPOTHI, H-Oy THII, H300yTHII, BTOP-0yTHII, TPET-Oy THI 1
nerTir, Ci-Csranorenankwm, —(Co-Coankmn)(Cs-Csuurnoankmn), —(Co-Coankmn)(reteponuxit), —(Co-Corankmm)(apu), —
(Co-Crankmn)(retepoapun), -C(O)R3C, -C(S)R3P umm -SO,R?8;

0
R:m__f:@_g_

l
R’ He3aBuCHMO BHIOpAH M3 BOAOPOJA, R , augochara, TpuochaTa, CBI3AHHOH KapOOHHIOM
amMuHOKHCIOTH i -C(O)R3C;

R34 gri6pan u3 O, OH, —~O-apuna, —O-TeTepoapria u TeTCPOIHKIIHIIA;

R® BriGpan 13 O", OH, N-CBSI3aHHOH AMHHOKUCIOTH 1 N-CBS3aHHOTO CIOKHOTO 3()HPA AMHHOKHCIIOTHI,

R3¢ mpeactaBnser coGoit amkun, amkeHmi, ankuHWI, -(Co-Co)(mmknoankum), -(Co-Co)(retepoumkio), -(Co-
Cy(apun), -(Co-Co)(rerepoapmn), -O-amkxmn, -O-ankermn, -O-amkuHmi —-O-(Co-Co)(muxmoankum), -O-(Co-
Co)(retepoumkno), -O-(Co-Co)(apum), -O-(Co-Co)(rerepoapmn), -S-amkmn, -S-ankeumn, -S-ankmHmi, —-S-(Co-
Cy)(umknoankmn), -S-(Co-Cr)(retepounkio), -S-(Co-Cr)(apmn) mnm -S-(Co-Co)(reTepoapmn),

R® mpencrasnger coboii amkmn, ankemmn, amkeHpn, -(Co-Cor)(umkmoankum), -(Co-Ca)(rerepounkio), -(Co-
Co(apun), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(muxmoankum), -O-(Co-
Cy)(rerepounkio), -O-(Co-Co)(aprn) rwmm -O-(Co-Co)(TeTepoapmn),

R* mpencraenser coGoit momoQochar, gudocdar, Tpudocdar HIH CTaOHTH3HpOBaHHOE (ochaTHOE
MPOJIEKAPCTBO;

R’ mpeactasmser coboit C-Csamkun, Ci-Csramoremankmn, C-Cs amkenmn, Cr-Ce ankueEIT,
—(Co-Cramxmm)(Cs-Csuminoankmn), —(Co-Cranxmm)(rerepounki), —(Co-Cramkum)(apmn), —(Co-Crankmm)(reTepoapmi), —
ORZ, -C(O)R3C, -C(S)RP mmu -SO,R?;

R® npexacrasnset coboit Bogopoa, Ci-Csamkmn, Ci-Csranorenamkmn,—(Co-Cramxmm)(Cs-Compknoankmt), —(Co-

Cranmku ) (TETEPOLHKIT), —(Co-Cramxum)(apmn), —(Co-Cramkmm)(reTepoapm),
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-C(O)R3C, -C(S)RP mmm -SO,R?;

R? mpeacrasmser coboit Cl, Br, F, CN, Ns;, Ci-Cs amxun, C>-Cs amkemmn, Cr-Cs ankmmmm,

—(C1-Cramkmm)(Cs-CoUKII0ATKHIT), —(Co-Coranxmm)(Cs-Csrereponmkin), -(Co-Cranxmm)(apmwn), -(Co-
Crankum)(reTepoapun); -ONHC(=0)ORZ, -NHOR?, -OR%, -SR%, -NH(CH2)1.4N(R*),,
-NHNHR?, -N=NR?, -NHC(O)NHNHR?’, -NHC(S)NHNHR?’, -C(O)NHNHR?, -NR¥SO,R%,
O
§ N-R25
-SO,NR2'R, -C(O)NR?'R?, -CORY, -SOR%, ! , -P(O)H(OR?),

-P(O)(OR?*)(OR3?), -P(O)(OR¥)(NR¥R3?) g ~-NR°R;

R? mpencrasnger co6oit Ci-Csamxmn, —(Co-Cramxum)(Cs-Counknoankun), -(Co-Coanxmm)(reteponnk), -(Co-
ramken)(apui) win -(Co-Coankm)(teTepoapmn);

R* mpenctaemger coboii Bomopon, C;-Ce amkmn, —(Ci-Cramxmm)(Cs-Commknoankun), —(C-Cramxmm)(Cs-
Cereteponuiin) -(Co-Cramkm)(aprn) win -(Co-Corankmm)(reTepoapmn);

R> mpenctasnger coboit Bomopoa, Ci-Cs amxmn, C-Cs amkenmn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Ceumknoankmn), —(Co-Cranmknm)(Cs-Cerereponnkin), ~(Co-Cramxum)(apmn) nmm -(Co-Crankmn)(reTepoapui);

R?*  He3aBHCHMO BHIODAH  ®W3  BOJOPOAA, Ci-Ceamxmn,  —(Co-Cramxmm)(Cs-CoIMKIOATKHIT),
-(Co-Cranxmm)(reTepouukn), -(Co-Cramkmm)(apmn) umm -(Co-Coankmm)y(reTepoapmn);

R? mpeactasaser coboit Bogopox umk Ci-Co ankmm,

R mpeactasnset coboit Ci-Cs anxun, Co-Cs ankernnn, Cr-Co anxunmn, —(Co-Cramxmm)(Cs-ColEKI0anKmI), —
(Co-Coamxmm)(Cs-Csrerepouuki), -(Co-Coankmm)(apun) wmm -(Co-Corankmn)(reTepoapui);

R? mpenctasmser coGoit Bomopon, Ci-Ce¢ amkmn, Cr-Cs amkenmn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Coumxnoankun), —(Co.Crankmm)(Cs-Ceretepormki), ~(Co-Crankmm)(aprn) win -(Co-Cramkmn)(rerepoaprun);

R* mpeacrasmser coboit Bogopom, Ci-Cs amkmm, Cr-Cs amkemmn, Cr-Cs amkmmmmn, —(Co-
Cramxun)(CsConuxmoankmn), —(Co-Cramxmn)(Cs-Csrereponmki), -(Co-Coamxmm)(apwn) wim -(Co-Crankmm)(reTepoapr);
HITH

R? u R crsa3aHbl BMECTE C 00Pa30BAHIEM IE€TEPOLUKINIECKOTO KOTBLA; K

X mpeacTasisieT coboit 1, 2 wm 3,

HUTH €T0 (DapMaLEBTHIECKH MPHEMIIEMOH COJIIL

Bapmuant 40. [Tpumererue 3Q(PEKTHBHOTO KOJIHIECTBA COSTUHEHIS (popmy e e mmm (opmy et le:

Y Y
qu“*N N N
R40 o N r«l”'J‘*NH2 RO (;,(N N”J“REZ
CH; CH;
RO F RO F

®opmya le Dopmyna lle
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TPY M3TOTOBJICHUM MeauKaMmeHTa Al neueHms mH()ekumn PHK-Bupyca, ormmunoro or HCV, y xo3smHa,
Hy KAAFOLIETOCS B 3TOM;

rae:

Y npeacrasnseT co6oit NR'R?;

R! mpexcTasmser coGoi METHIT;

R? npeacrasseT co60ii BOAOPOA, ITHII, H-NPOMHI, H30MPOMII, H-OyTHI, H300y THII, BTOP-Oy THUI, TPET-Oy THII K
neutuy, Ci-CsranoreHankm, —(Co-Cranmkun)(Cs-Ceuuxnoankmn), —(Co-Coankumy(retepourki), —(Co-Crankmn)(apmw), —
(Co-Cranxum)(retepoapun), -C(O)R3C, -C(S)RP umm -SO,R?;

O
R:ilz__f:@_é_

l
R3 He3aBHCHMO BEIOPAH W3 BOJOPOAA, R , amu(ocara, TpuocthaTa, CBI3aHHOH KapOOHHIOM
amuHOKuCIOTH HiH -C(O)R3C;

R3* eibpan u3 O, OH, —O-apuna, —O-reTepoapria B reTePOMHKIIIA;

R3B ri6pan w3 O, OH, N-CBA3aHHOIT AMUHOKHCIOTH B N-CBA3aHHOTO CI0KHOTO 3()Mpa AMHHOKHCIOTEL,

R3¢ mpenctasmser coboit amkun, amkenun, ankeHEI, -(Co-Co)(umkmoankum), -(Co-Co)(reteponnkio), -(Co-
Cy(apun), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(muxmoankum), -O-(Co-
Cy(rerepoumkio), -O-(Co-Co)(apmm), -O-(Co-Co)(rerepoapmm), -S-amkwn, -S-ankermn, -S-ankmHmi, —-S-(Co-
Cy)(mmrnoankmn), -S-(Co-Cr)(retepounkio), -S-(Co-Co)(apun) mnm -S-(Co-Co)(reTepoapmn),

R mpencrasnser coboii amkmn, ankemmn, ankuapn, -(Co-Cor)(umkmoankmm), -(Co-Ca)(retepounxio), -(Co-
Cy(apun), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankermn, -O-amkuHmi —-O-(Co-Cor)(mukmoankum), -O-(Co-
Cy)(rereponukio), -O-(Co-Co)(aprn) mmm -O-(Co-Co)(reTepoapm),

R* mnpeacrasmser coboit momodochar, mupocdar, Tpupocar maH CTaOHIH3HPOBAHHOE (ochaTHOE
MPOJIEKAPCTBO;

R’ mpenctasmser coboit  Ci-Csamkmm, — Ci-Csramoremamkum, Cr>-Cs  amkemmn, C>-Cs  ankmmmm,
—(Co-Cramxmm)(Cs-Cosmuxmoankmn), —(Co-Coankmm)(rereponuri), —(Co-Coranxumy(apmn), —(Co-Cranmkmn)(reTepoapn), —
ORZ, -C(O)R3C, -C(S)RP mmu -SO,R%;

R® npexacrasnseT coboit Bogopoa, C-Csamkun, Ci-Csranorenamknn,—(Co-Cramxmm)(Cs-Comukxnoankmn), —(Co-
Cranmkun)(TEeTE POLHKIT), —(Co-Cramxumm)(apm), —(Co-Cramxmm)(reTepoaprn),
-C(O)R3C, -C(S)RP mmu -SO,R?;

R? mpeacrasmser coboit Cl, Br, F, CN, N;, Ci-Cs amxum, C»-Cs amkemmn, Cr-Cs ankmmmm,

—(C1-Coranxum)(Cs-CoUHKITOATKIT), —(Co.Cramxmm)(Cs-CsreTe ponpKII), -(Co-Coranxmm)(aprwn), -(Co-
Cranxum)(reTepoapun); -ONHC(=0)ORZ%, -NHOR?*, -ORZ, -SR?, -NH(CH,)1.4N(R%),,
-NHNHR?®,  -N=NRY”, -NHC(O)NHNHRY”,  -NHC(S)NHNHR?”,  -C(O)NHNHR?”,  -NRYSO,R%,
)
§ N—R25
-SO,NR?'R?, -C(O)NR?'R?, -CO,R?, -SO,R?, ‘ , -P(O)H(OR?),

-P(0)(ORZ)(OR™), -P(0)(ORZ)(NR?R*) i ~NRRS;
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R? mpenctasnser co6oii Ci-Csamxun, —(Co-Cramxum)(Cs-Counknoankun), -(Co-Cranxmm)(rerepounki), -(Co-
ramkm)(apui) win -(Co-Corankmw)(rerepoapmu);

R* mpenctasmier coboit Bomopon, Ci-Ce amkua, —(Ci-Cramkum)(Cs-Comuxnoankun), —(Ci-Coamxum)(Cs-
Csrereponuxi) -(Co-Cramxwm)(apmn) wru -(Co-Corankmm)(rerepoapn);

R* mpeacrasmier coboit Bomopox, Ci-Cs amkmn, Cr-Ce amxemmn, Cp-Ce amxummmn, —(Co-Cramkumm)(Cs-
Ceuxnoankun), —(Co-Cramxmm)(Cs-Csretepounki), ~(Co-Cramxmm)(aprur) wmm -(Co-Cramkmn)(reTepoapr);

R HC3aBHCHMO BBIOPaH 3 BOIOPOAA, C,-Ceankmna, —(Co-Cramxum)(Cs-CeLHKITOATKIIT),
-(Co-Cranxmm)(rerepounki), -(Co-Cramxen)(apmn) win -(Co-Coankmm)(reTepoapmn);

R? mpeactasnser coboit Bogopox uak Ci-Ce ankm,

R%® mpenctasnser coboit Ci-Cs anxun, Cr-Cs ankermn, Cr-Co anxunmn, —(Co-Cramkmm)(Cs-CoLEKI0aTKHIT), —
(Co-Coamxmm)(Cs-Csrerepounki), -(Co-Crankrmy(apmm) wmm ~(Co-Coranmkmn)(TeTe poapun);

R? mpenctasnger coboit Bomopoa, Ci-Cs amxmn, C-Cs amkenmn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Cemmrnoankm), —(Co-Cramknm)(Cs-Cererepommiin), ~(Co-Coramxnmy(aprn) wm -(Co-Crankm) (reTepoapi);

R* nmpeacrabmaer coboit Bogopoa, Ci-Cs¢ amkmn, C»-C¢ amxenmn, C-Cs amxmmmn, —(Co-
Cramxnn)(CsCeumrmoankmn), —(Co-Crankm)(Cs-Csrerepounki), -(Co-Cramkmm)(apmn) wm -(Co-Crankmn ) (TeTepoaprn),
HITH

R? 1 R cBs3abl BMECTE ¢ 00Pa30BAHAEM IETEPOLUKIHIECKOTO KOTBLA; H

X TPeACTaBiseT co0oii 1, 2 wim 3,

HITH €T0 (JapMaLeBTHICCKH IPHEMIEMOH COJIIL
Bapuant 41. Tlpumenenne cornacko sapuanty 39 wim 40, B kotopom R? npeactasaset co60it BOAOPO.
Bapuanr 42. Ilpumenerue cornacHo Bapuanty 41, B kotopom R3 npeactasmset co6oit Boaopo.

Bapuant 43. IIprMeHeHNE COTIACHO BAPHAHTY 42, B KOTOPOM CTaOMIM3HPOBAHHOE (Doc(haTHOE MPOICKAPCTBO

mpeacTaBysIeT coboit hocdopamuar.
Bapuant 44. TIpuMEHEHHE COTIACHO BapHaHTy 39 mmm 40, B KoTopoMm R? mpeAcTaBiseT coG0#H MUK IOMPOTIHL.

Bapmant 45. Ilpnvererne coriacHOo Bapuanty 39 mmm 40, B KOTOPOM COEIHMHEHHE TPEICTABILIET COOOM

coequracHIE (hopmy il [1le wm [Ve:

Y
128 N | N
Rob by O %
“P-0— g N"’J\NH2
REIE OR?
CO,R1M el
RO T

®opmyna Ille
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Y
3® Ny
R&]t]rh 0 % | /J\
SPo0— NT R22

RYa d R7

CO,R 1
R3G T

®opmyna IVe

Gy

HTH €70 ()apMAaLCBTHYCCKHE MPUEMIICMO¥ COJTH,

rae:

R7 npeactasmnser co60it Boaopo, Ci-samkmm, Cs-7IHKI0ANKIT, TETEPOAPHI, TETECPOLHKIIII HIH APHIT,

R® npencrasmnseT co60it Boaopos uan C6alKu,

R* H R HE3ABHCHMO BHIOPAHBI u3 BOAOPOA, Clsankuna, LUKJIOAKHIIA,
-(CH2):(NR”),, Cisruapokcmankuna, -CHaSH, -(CH2),S(0)(Me), -(CH,);sNHC(=NH)NH,, (1H-mHm01-3-HI)METHIA,
(1H-mmuaason-4-ummetrna, -(CH,).COR?", apuna n apun(Cisamxum)-;

R npencraemser coboit Bomopoa, Cireamkmn, Ci.eramoreHankua, Cs7OEKIOATKHI, TeTEPOIMKIOATKHI,
AMHHOALILL, APIL, TCTCPOAPILL, APHIT HJIH TCTCPOAPHIT,

R!! mpeactasaser coboi Cgamxu, mnKI0ATKE;, Co.cankuHu, Co-¢aTKEHHI UK ALET, B

R3 u R” onpeaencust B . 39.
Bapuant 46. TlpuMeHEHHE COTIACHO BapuaHTy 38 wim 45, B kKotopoMm R? nmpeactasnset co6oi BOZOPO.

Bapuanrt 47. [IpuMeHeHue COTIaCHO BapHaHTy 38 mimm 45,
rac

R’ mpeacTaBmsiet cob0i apu,

R?® npeacTasmser co60i BOAOPO,

R% u R*® He3aBHCHMO BHIOPAHBI H3 METH/IA H BOJOPOIA; K

RY npeacTaBaseT co60M amKuL.

Bapuant 48. IlpuMeneHuE COIIaCHO BAPHAHTY 47,

rac

R7 npencTaBmset co6oil (eHwT,

R?® npeacrasnseT co60it BOAOPOT;

R* u R*® He3aBHCHMO BHIOPAHBI B3 METHIIA H BOJOPOIA; B

RY mpeacrasnser co6oii n3ompom.

Bapmant 49. [IpuMereHne 10 FO00MY K3 BapHAHTOB 31-48, B KOTOPOM BHPYC BRIOPAH M3 IPYIIIBL, COCTOSIICH
w3 Amalgaviridae, Birnaviridae, Chrysoviridae, Cystoviridae, Endornaviridae, Hypoviridae, Megabirnaviridae,

Partitiviridae, Picobirnaviridae, Quadriviridae, Reoviridae n Totiviridae.
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Bapmanr 50. IIpumenerme mo moOoMmy u3 BapuHanToB 31-48, B KOTOpOM BHpPYC BBIOpAaH H3 CeMeiiCTBa

Flaviviridae.

Bapuant 51. Ilpumenerue 1o 1:000My M3 BapHaHTOB 31-48, B KOTOPOM BHPYC BBHIOpPAaH U3 JMXOPAAKH ACHIE,
muxopazku 3amagHoro Hma, sxenroil muxopamku, Bupyca 3uka, BVDV m Bupyca, BBI3BIBAOLIECTO IHOTPAHHYHYIO

0071€3Hb OBEIL.
BapuanTt 52. [IpuMeHEHNE COTIACHO BAPHAHTY 51, B KOTOPOM BHPYC MPEICTABILIET COO0H JIMXOPAAKY ACHTE.
BapwuanT 53. [IpuMeHEHNE COTIACHO BAPHAHTY 51, B KOTOPOM BHPYC MPEICTABILIET COOOH KENTYIO THXOPAIKY.
Bapmant 54. [Iprmererne mo mo00My 3 BAPHAHTOB 31-53, B KOTOPOM XO3IHHOM SBILICTCS YEJIOBEK.

Bapmant 55. CoequreHue opmy st V:
NH;

B
i
—
RO aQ <N N’J\Rﬁﬂ
REZ
R3O RB3
Dopmyma V
HUTH €10 (DapMaLEBTHICCKH IPHUEMIIEMAS COJIB;
rac:
Q npencTasiset coboit CHR®?,

0
R:m__f:@_%_

RAA 5
R® He3aBHCHMO BBHIOPAaH M3 BOIOPOIA, , auocdara, Tpupocdara, CBIZAHHOH KapOOHUIOM
amuaokuCoTH HH -C(O)R3C;

R3* Bribpan u3 O, OH, —O-apuna, —O-reTepoapria B reTePOMHKIIIA;

R3B sri6pan w3 07, OH, N-CBA3aHHOIT AMUHOKHCIOTH B N-CBA3aHHOTO CI0KHOTO 3()Mpa AMHHOKHCIOTEL,

R’ mpenctasmser coboit amkun, amkenun, ankeHEI, -(Co-Ch)(umkmoankum), -(Co-Co)(reteponnkio), -(Co-
Co(apunm), -(Co-Co)(retrepoapmn), -O-amxmn, -O-ankermn, -O-amkuHm —-O-(Co-Co)(mmxmoankum), -O-(Co-
Cy(rerepoumkio), -O-(Co-Co)(apmm), -O-(Co-Co)(retepoapmm), -S-amkmn, -S-ankermn, -S-ankmHmI, —-S-(Co-
Cy)(amrnoankmn), -S-(Co-Cr)(retepounkio), -S-(Co-Co)(apmn) mnm -S-(Co-Co)(reTepoapmn),

R mpencrasnger coboii amkmn, ankemmn, ankuamn, -(Co-Co)(umkmoankum), -(Co-Ca)(retepounkio), -(Co-

Cy(apun), -(Co-Co)(rerepoapmn), -O-amxmn, -O-ankermn, -O-amkwHm —-O-(Co-Co)(muxmoankum), -O-(Co-
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Cy)(rereponukio), -O-(Co-Co)(aprn) mmm -O-(Co-Co)(reTepoapmn),

R* mpencraenser coboit momoQoctar, mudocdar, Tpudochar mam cTabHIH3EpOBaHHOE (oc(aTHOE
MPOJIEKAPCTBO;

R’ nmpenctasmier coboit  Ci-Csamkmn, Ci-Csranoremamkmn, Cr-Cs amkenmn, Cr-Ce  ankmmmi,
—(Co-Cramxmm)(Cs-Comuxmoankun), —(Co-Coankmm)(rereponurit), —(Co-Coranxumy(apmn), —(Co-Crankmm)(reTepoapn), —
OR%, -C(O)R*C, -C(S)RP mm -SO,R?%,;

R® mpeactasnser coboit Bogopoa, CHs, CHyF, CHF», CF3 uiH 3THHET,

R% mpeacTasiier coboit Bogopoa, (rop, xiop, 6pom, N3, NH,, CN mm OR?;

R% mpeactasnser coboit Ci-Csamxun wan C-3TaIoreHaIKIT,

R’ spiOpan u3 Bogopoaa, NH, u R?;

R? npencrasmser coboit Cl, Br, F, CN, N;, C-Cs amkmn, C,-Cs amxenmn, C,-Cs amxummm,

—(C1-Coranxum)(Cs-CoLHKITOATKIT), —(Co.Cramxmm)(Cs-CsreTe ponpKII), -(Co-Coranxmm)(aprwn), -(Co-
Cranxum)(reTepoapun); -ONHC(=0)ORZ%, -NHOR?*, -ORZ, -SR?, -NH(CH,)1.4N(R%),,
-NHNHR?®,  -N=NRY”,  -NHC(O)NHNHRY”,  -NHC(S)NHNHR?”,  -C(O)NHNHR?”,  -NRYSO,R%,
)
§ N-R25
-SO,NR?'R?, -C(O)NR?RY, -CO,R?, -SO,R?, ! , -P(O)H(OR?),

-P(O)(OR?*)(OR3"), -P(O)(OR¥)(NR¥R3?) piu ~-NR°R;

R? mpenctasnser co6oii Ci-Csamxun, —(Co-Cramxum)(Cs-Counknoankun), -(Co-Coankmm)(retepounki), -(Co-
rankun)(apu) wn -(Co-Crankum)(rerepoapin);

R* mpenctaBmter coboit Bogopon, Ci-Ce amkmn, —(Ci-Cramkmn)(Cs-Cemmxnoankun), —(Ci-Cramkmm)(Cs-
Csrereponuxi) -(Co-Cramxmm)(apmn) wru -(Co-Corankmm)(rerepoapmn);

R* mpeacrasmier coboit Bomopox, Ci-Cs amkmn, Cp-Ce amxemmn, Cp-Ce amxummmn, —(Co-Cramkumm)(Cs-
Couxnoankun), —(Co-Cramxmm)(Cs-Csrerepounki), ~(Co-Cramxmm)(aprur) mmm -(Co-Cramkmm)(reTepoapr);

R HC3aBHCHMO BBIOPaH w3 BOIOPOAA, C,-Ceankmna, —(Co-Cramxum)(Cs-CeLHKITOATKIIT),
-(Co-Cranxmm)(rerepounki), -(Co-Cramxen)(apmn) win -(Co-Corankmm)(reTepoapmn);

R? mpeactasnser coboit Bogopox umk Ci-Ce ankm,

R% mpenctasnser coboit Ci-Cs anxun, Cr-Cs ankermn, C2-Co anxunmn, —(Co-Cramkmm)(Cs-CoLEKI0aTKHIT), —
(Co-Cramxm)(Cs-Csrerepormkin), -(Co-Coankmn)(apun) wim -(Co-Corankmn)(reTepoapuin);

R? mpenctasnger coboit Bomopom, Ci-Cs amxmn, Cr-Cs amkenmn, Cr-Ce amxmmmn, —(Co-Cramkmm)(Cs-
Cemmrnoankmn), —(Co-Cramkum)(Cs-Cererepommiin), ~(Co-Coramxnmy(aprun) wm -(Co-Crankm) (reTepoapi);

R* nmpeacrabmaer coboit Bogopoa, Ci-Cs¢ amkmn, C»-C¢ amxenmn, C-Cs amxmmmn, —(Co-
Cramxnn)(CsCermrmoankmn), —(Co-Crankm)(Cs-Csrerepounki), -(Co-Cramkmm)(aprn) wm -(Co-Crankm ) (reTepoaprn),
HITH

R? u R* crs3anb1 BMECTE C 06PA30BAHEEM TETCPOLHUKIHUECKOTO KOMBIIA; H

X TPeICTaBiIeT coboii 1, 2 wm 3.

Bapmanr 56. CoemuHeHHE COTJIACHO BAPHAHTY 55, mpH4eM COCIMHCHHE MPEICTABIIET CO00i COeAMHEHHE
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(opmy st Va, Vb, Ve mwm Vd:

R3Q OR® R3Q F
®opmyta Va ®opmya Vb
NH, NH,
N IV N N

Dopmyna Ve Dopmyma Vd
WITH €T0 (DApMALEBTHYECKY MPHEMIIEMAs COJIb;

rae R3, R*, R* u Q onpenenens B m. 55.

Bapmanr 57. CoenuHeHHE COTJIACHO BAPHAHTY 355, MPIYEM COEOMHEHHE TPEACTABIIECT COOOH COEIOMHEHHE

(opmy s Ve:
NH;

R*Q OR?
®Dopmyna Ve
HITH €T0 (hapManeBTHIECKH IPHEMIIEMAs COB;
Iae:

R? R* R m Q onpenenens B 1. 55.

Bapmant 58. Coequrenne cornacuo sapuanty 57, mpuem Q npeactasser coboit CHR® u R® mpeactasmset

€000 METHIL

Bapuant 59. Coeanrenne cornacHo papranty 57, mpruem R npeacrasiser co6oit Boaopoa.
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Bapuant 60. CoeaMHEHHE COrACHO BapHAHTY 57, mpruem R3 mpeactasmnset coboit BoA0PO.

Bapuanr 61. CoeauHeHHE COTNIAaCHO BapuaHTy 57, mpudeM CTabMmm3HpoBaHHOE (hoc(haTHOE MPOTIEKAPCTBO

nmpeacTaBisieT coboit hochopamuaar.

Bapuant 62. CoemuHEHHE COTJIACHO BAPHAHTY 355, MPHYEM COCOMHCHHE MPEACTABIACT COOOH COCHMHCHIE

(opmy st VI

NI
N | SN
i
RO [1<N NP0
R3Q F
®opmyna VI

HITH €70 (DapMALECBTHUCCKI PHEMIIEMAS COTIb,
Iae:

R? R* R m Q onpenenens B 1. 55.

Bapumanr 63. CoeauHeHHE COTJIACHO BAPHAHTY 55, mpH4eM COCIMHCHHE MPEICTABIIET CO00i COeAMHEHHE

(opmymsr VI:
NH>
18 N | N
LN % /J\
. -
B} P-0— g N7 RE
R OR7 6o
CO,R1 :
’ RIO RB3
®opmyma VI

HITH €10 (JapMALCBTHUICCKH IPHUSMIIEMAS COJIB;

Tae:

R” npencrasnseT co6oit Boaopo, Cisamku; Cs.7IMUKIOATKAT; TETEPOAPHI, TETEPOLUKII HITH APUIT;

R?® npencrapnseT co60it Boaopon uan C6aIKu;

R* H R HE3ABHCHMO BBHIOPAHBI u3 BOIOPOA, Clsankuna, LUKJIOATIKHIIA,
-(CH2):(INR”),, Cisruapokcmankmna, -CHaSH, -(CH2),S(0)(Me), -(CH,);sNHC(=NH)NH,, (1H-mHm071-3-HI)METHIA,
(1H-mmuaason-4-ummetrnaa, -(CH,).COR?", apuna n apun(Cisamxmn)-;

R npencraemser coboit Bomopoa, Cireamkmn, Ci.eramoreHankua, Cs7OEKIOATKHI, TeTEPOIMKIOATKHI,
AMHHOALIL, APIL, TCTCPOAPILL, APHIT HJIH TCTCPOAPHIT,

R mpeactasaser co6oi Camxu, nKI0AnKe;, Co.cankuHu, Co-¢aTKEHHI UK ALHT, B
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R3 R, R, R% u Q onpezenensl B 1. 55.

Bapuanr 64. CoenuHeHHE COTJIACHO BapuaHTy 56, mpH4EM COCIHHCHHE IPEICTABIIET CO00i CoeamHEHHE

(opmysr VIa, Vb, VIc win VId:

NH-
28 N | =
Rob O % /J\
" %
P-0— g N RS0
Rga ORT .
CO,R10 s
R*C OR?
®opmyna Via
NH.
28 N |~KN
Rob g O Q’N /J\
. -~
y P-0— g N7 RED
R QR - H
CO,RY -
RO F
Dopmyna VIb
NI T,
ll{ﬂ <N | =N
RO O 4
o ho— g N N
R OR'
CO.R"
RO F
®opmyna Vic
NH-
R® <N | N
j2ob |\IJ O 4 .
HE‘_D Q M N';'}J\Rr:,n
RQE éR'I.r .
CO,RM
? R0
Dopmymna VId

HITH €70 (DPapMAaLECBTHUICCKI PHEMIIEMAS COTIb,
Iae:

R” mpeactasmset co60i Boaopox, Ci-sankum; Cs.7UHKI0ANKIT, TETEPOAPHIL, TCTCPOLUKITHI WA AP,



254

R® npeactasmseT co6oit Boaopos uan C6aIKu;

R* H R® HE3aBHCHMO BHIOPAHBI 3 BOJOPO.A, C1-6anKHIIa, HUKIOATKHIIA,
-(CH»)(NR?),, Cisruapoxcuankuna, -CH2SH, -(CH2):S(0)Me), ~(CH»)sNHC(=NH)NH», (1H-ummon-3-um)MeTHIa,
(1H-pmunazon-4-um)metuna, -(CH,).COR', apuna u apun(C)-3ankum)-,

RY mpencrasmser co6oit Bogopod, Creamxmnm, CiramoreHankesa, CisIHKIOATKHT, TETEPOLHKIOATKE,
AMHHOALJL, APIJL, TETEPOAPILI, AP FJIH TETCPOAPILT,

R!! mpeactasnser coboit Cyamxun, IuKI0anku, Co.cankunm, Co-¢aTKEHUT UK ALET, 1

R3, R* u Q onpenenensl B 1. 55.

Bapuant 65. CoeauHEHNE COTJIACHO BAPHAHTY 57, MPHYEM COCTHHCHHE MPEICTABIIET COO0¥ COEAMHECHEE

(opmy st Vie:
NH,
38 N~
=CL NS, % | /J\
“P-0— g NF RS
RYa ':IJFE?
0,119
R3C OR?
®opmyna Ve

HIH €10 (JapMALCBTHICCKH IPUESMIIEMAS COJIB;

Tae:

R” npeacrtasmseT co6oit Boaopo, Ci.sanku; Cs.7UMKIOANKAT; TETEPOAPHI, TETEPOLUKIN HITH AP,

R? npeacTapnser co60it Boaopoa uiu C.6aIKu;

R™ u R HE3aBHCHMO BBIOPAHBI u3 BOJOPO.A, Cl.sanKuia, LUKI0AJIKIIIA,
-(CH2)c(NR?),, Ci¢ruapokcuankuna, -CH,SH, -(CH,):S(O)Me), -(CH,);NHC(=NH)NH,, (1H-uHmon-3-ua)MeTHIA,
(1H-mmunason-4-ummetuna, -(CH,).COR?", apuna u apun(Ci.sankmn)-;

R mnpencraemser coboit Bomopod, Creamkmn, Ci.eramoreHankui, Cs7OEKIOATKHI, T€TEPOIUMKIOATKHI,
AMHHOALIL, AP, TCTCPOAPHLI, APHIT FJIH TCTCPOAPHIT,

R!! mpeactasaset coboit Cyamxun, muKI0anku, Cocankunu, Co-¢aTKEHUI UK ALWET, 1

R3, R® u Q onpeaencHst B 1. 55.

Bapumant 66. CoeauHEHNE COTJIACHO BAPHAHTY 62, MPHYEM COCIUHCHHE MPEICTABIIET CO00¥ COEAMHEHHE

(opmy e VIf:
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NH-
28 wa
oh oy O 4
o QS\J NP
RYa dR? ]
CO,R CH
RO F
Dopmyna VI

HUTH €70 (DapMALCBTHYCCKI IPHUEMIIEMAS COJIb,

Tae:
R7 npeactasnset co60i Boaopoa, Ci-sankum; Cs.7IHKI0ANKIT, TETEPOAPHT, TETCPOMUKITHI WM AP,

R® npeacTasmset co6oit Boaopox wim Ci.6aaKu,

BHIOPAHEI 3 BOJOPOIA, Ci-sankuna, LHKJIOAJIKHIIA,

R% u R® HE3aBHCHMO
-(CH2):(NR”)2, Cisruapokcumankuna, -CHaSH, -(CH2),S(0O)(Me), -(CH,);sNHC(=NH)NH,, (1H-mHm01-3-HI1)METHIA,

(1H-mmuaason-4-ummetrna, -(CH,).COR?", apuna n apnn(Cisanxmn)-;
R mnpencraemser coboit Bomopod, Cieamkmn, Ci.eramoreHankua, Cs7OEKIOATKHI, TeTEPOIMKIOATKHI,

AMHHOALILL, APIJL, TCTCPOAPILL, APHIT FJIH TCTCPOAPHIT,
R mpeactasaser coboit Camxu, mnKI0anke;, Co.cankuHu, Co-¢aTKEHHT UK ALET, B

R3, R* u Q onpeaencHst B 1. 55.

Bapuant 67. CoequHEHHE COTIACHO BAPHAHTY 55, mMpiieM COEIMHEHIE BHIOPAHO U3:

NH. NH,
HAC @ N H.C ¢ TN
.0 HC ¢ AT A
O A~k 0 NN o, i, N0 NN
TN ha @l é
e Ry {0 Ry
i H OH H H
s u
Ha

HUTH €T0 (DapMALCBTHYIECKH MIPHEMIICMAs COJIb.

Bapumanr 68. ®apmaueBTHUECKasd KOMIO3HMIMS, coAacp:kamas 3()(EeKTHBHOE KOIMYECTBO COCIMHEHHS IIO

MFO0OMY W3 BAPHAHTOB 55-67, HE0OsM3aTEIFHO B (DAPMALECBTHYECKH MPHEMIEMOM HOCHTETIC.
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Bapmant 69. Cnoco0, KOTOPHIif BKIFOUAET BBEACHUE COCIMHECHHUS IO JEOOOMY M3 BapHAHTOB 55-67 X03iMHY,

Hy KIaromeMycsl B 3ToM, nHQuuposarnnoro PHK-supycom, otimuesm ot HCV.

Bapmaur 70. Cnoco0 cormacHo Bapuanty 69, B KOTOpPOM BHPYC BBIOPAH W3 TPYIIBL, COCTOSAMICH W3
Amalgaviridae, Birnaviridae, Chrysoviridae, Cystoviridae, Endornaviridae, Hypoviridae, Megabirnaviridae,
Partitiviridae, Picobirnaviridae, Quadriviridae, Reoviridae u Totiviridae.

Bapmant 71. Cioco0 cornacuHo BapHanTy 69, B KOTOPOM BHPYC BHIOpaH m3 ceMeicTsa Flaviviridae.

Bapuant 72. Croco6 cornaceHo Bapuanty 69, B KOTOpPOM BHPYC BHIOPAH W3 JTHUXOPAIKH ACHTE, JTHXOPAIKH

3amagroro Hua, sxenro#t mnxopaakw, supyca 3uka, BVDV u Bupyca, BEI3BIBAIOIIETO MOTPAHUYHY O 00JIC3HE OBEIL.

BapmanT 73. Cnoco0 cormacHO BapHAHTY 72, B KOTOPOM BHPYC MPEACTABILIET COO0 THXOPAIKY ACHTE.

BapuanT 74. Cnoco0 coTrmacHO BAPHAHTY 72, B KOTOPOM BHPYC MPEACTABILIET COO0H KENTYIO IMXOPAIKY.

Bapmant 75. Crioco0 mo mo60oMy 3 BapHAHTOB 69-74, B KOTOPOM XO03IHHOM SBJIIETCS YETIOBEK.

Bapuant 76. IlpumencHHE 3((EKTHBHOTO KOJHYECTBA COCOMHEHHS W3 JTIOO0TO M3 BAPHMHATOB 55-67 mmsi

neuenms napexunu PHK-supyca, ormiraroro ot HCV, y X03s1Ha, Hy KIArOLIET0CS B 3TOM.

Bapuaur 77. Ilpumenerue 3()(eKTHBHOrO KOJMYECTBA COCAMHCHHS H3 THOOOTO M3 BAPHAHTOB 55-67 mpu
H3TOTOBICHHE MeauKameHTa ny neueHust napexmmn PHK-supyca, otnmuroro or HCV, y X03s1HA, HyKIAIOIIETOCS B

JTOM.

Bapuant 78. [IprMeHEHNE COTIACHO BAPHAHTY 76 Wi 77, B KOTOPOM BHPYC BHIOPAH M3 TPYIIIBL, COCTOSIICH M3
Amalgaviridae, Birnaviridae, Chrysoviridae, Cystoviridae, Fndornaviridae, Hypoviridae, Megabirnaviridae,

Partitiviridae, Picobirnaviridae, Quadriviridae, Reoviridae u Totiviridae.

Bapmanr 79. IlpnmMeHeHWE COTJIaCHO BapHaHTY 76 Winm 77, B KOTOPOM BHPYC BBIOpaH m3 cemeiicTBa

Flaviviridae.
Bapmant 80. [IprMeHeHHE COTTIACHO BapHaHTy 76 MM 77, B KOTOPOM BHPYC BEIOPAH W3 JTHXOPAIKH ACHTE,
nuxopazku 3amagHoro Hwmima, sxenToit mmxopaakm, BHpyca 3mka, BVDV m BHpyca, BBIBHBAIOMIETO NOTPAHHYHYIO

00I1C3Hb OBEII.

BapmuanT 81. [Ipumererue cornacuo Bapuanty 80, B KOTOPOM BHPYC MPEICTABIIET COO0H MXOPAaKy ACHTE.
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BapmuanT 82. [Ipumenerue cornacHo Bapuanty 80, B KOTOPOM BHPYC MPEICTABIIET COOO0H JKENTYIO THXOPAIKY.

Bapuanr 83. [IpuMmeneHne mo m000My 13 BAPHAHTOB 76-82, B KOTOPOM XO3IHHOM SIBJICTCS YEIOBEK.

Hactosmee omucanue OBIIO OMMCAHO CO CCBHUIKOI HA BApHMAHTHI OCYINECTBICHMA HACTOSIICTO M300PETEHI.
VYunTHIBas M30KEHHOEC B HACTOSIIEM JOKYMEHTE, PsIOBOH CIEUHAIHCT B AAHHOH 00JIACTH CMOKET MOAM(HIMPOBATH
HACTOSINCE M300PETCHUC AU HKCJIACMOM LM, M TAKHC BAPHALME PACCMATPHBAIOTCA B PAMKAX 00BEMA HACTOSILCTO

H300peTCHI.
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OOPMYJA H30OBPETEHHA

1. IIpumeHEHHE COCTUHCHHS (POPMY JIBI:

WY €T0 (DApMALEBTHUCCKY MPHEMIEMOM COJIH, HEO0OS3AaTEIBHO B (JapMALIEBTHUECKH MPHEMIEMOM HOCHTETE,
JUTS JICUCHHUS BHPY CHOM MH(EKIHI, BEI3BAHHOH Picornaviridae, y X035¥Ha, Hy KIAIOIIETOCS B 3TOM, IIPIHIEM:
R7 mpeacTasset co60oit Boaopo, Cisaakimi, Ci.7IMKI0aTKI, TCTCPOAPHIL, TCTCPOIMKITHI HITH APHT,
R® mpeactaenser co6oit Bomopo uan Ci.6aIKuT,
R* 1 R® He3aBHCHMO BRIOPAHBI M3 BOA0P0AA, C1-6AIKHIA ¥ IUKIOATKHIA; B
R npexncrasmser coboit Bomopos, Cisankui, Cisranoankui, Ca.7IHKIOATIKII, APHII, HIIH TETEPOAPHIL

2. Tpumerenwe 1o n. 1, mpraem R7 npeacrasiset coGoi apuit.

3. Tlpumenenwe no m. 2, mpraem R7 mpeactassiet co6oi (eHuL.

4. Tlpumenenwe 10 1. 2, npraem R7 mpeactasisier co6oit HAQTHIL.

5. TIIpumererwme mo mroboMy u3 m.a. 1-4, mprdem R® mpencrasister co6oii BOIOPO.
p My p p p

6. Tlpumenerme nmo moGomy m3 ILIL 1-5, mpruem R% mpeacrapnseT coboit Bomopon u R* mpeacrapiser coboit

METHIL.
7. Tlpumenenue no modomy u3 .. 1-6, mpuuem R npenctasnser coboit Ci-Coankmm.
8. Tlpumcuerwme mo . 7, mpraem R BHIOpaH 13 METHNA, ITHIIA M H30TPOIHITA.
9. Tlpumecrerwme mo . 8, mprraem R npeacTasset Co60i H30MPOnHL
10. Ilpumenenwme 1o m. 1,
HpHIEM

R” npeacTasmset co6oi apw,

R® npeacrasmnseT co60it BOAOPOL;
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R* 1 R*® He3aBHCHMO BHIOPAHBI B3 METHIIA H BOJOPOIA; H

RY npenctapmset co6oit Ci-saMKuiL.

11. TIpumenenwme mo 1. 10,
HpHIEM
R7 npeacTaBiseT cob0i QeHuT,
R® npencrapnseT coboit Boaopo;
R% u R*® He3aBHCHMO BHIOPAHBI 13 METHIIA B BOJOPOIA; H

RY npeacTaBmieT co60i H30MPOMHL

12. Tlpumenenue no 1. 1, mpuyem
>

R7 npencTaBmset co6oi (eHwT,

R® 0o ;
MPEACTABISET COO0M BOAOPOL,

R* mpencrasmnset coG0H METHT,

R*® mpeactaenser coboit BOAOPOT,

RIO 60ii .
MPEACTABIET COO0M M30MPOTIIT, 1

(ocopammaar HaxoguTCs B L-KOH(QHUTYpaImmL.

13. TIpumeHEHHE COCAMHEHUS (DOPMY T

HIIH €TI0 (I)apMaIlCBTI/I'-IGCKI/I HpHGMJ'IGMOfI COJIH, HE00s3aTCIBHO B (I)apMaIIGBTI/I‘ICCKI/I MPUCMICMOM HOCHTCIIC,

JUTS JICYECHIS BHPY CHOH MH(EKIIY, BRI3BAHHOH Picornaviridae, y X03s¥HA, HyKIAFOIIETOCST B 3TOM.

14. TIpmmerennme 1o 1. 13, MpIeM COeIMHEHHE MPEACTABIIIET COO0H

o
D
/
=z

O
)
]
Irz
\
OnmnT|g
1
@)
g)
O Z
T
w
Z
=z
I
N

HITH €70 (JapMaLEeBTIHIECKH IPHEMIIEMYO COJb, B 3(D()eKTHBHOM KOTHUECCTBE.
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15. IIpumenerue mo 1. 13, mMprreM COeIMHEHHE NPEACTABIICT CO00it

HUTH €T0 (DapMaLEBTHHECKH MPHEMIIEMYO COTb, B 3(D()eKTHBHOM KOTHHECTBE.

16. IlpuMeHEHNE COCIUHEHIS, BRIOPAHHOTO M3

Hn-CHs
N S
N
2 S A
OT('\N/E'O\&\I N "NH,
\( J H o \LaChHy
HO E
Hn-CHs
N X
Q ¢ 1 X
o\('\N/F;"O\(OlN N™ N,
Y I w3 \_LaCHj
i HO F
,H
n-CHs
N X
0 ¢ A
N A

HITH €T0 (DapMALEBTHYCCKY MPHEMIIEMOH COJ, HE00A3aTEIbHO B (DapMALECBTHYECKH MPHEMIEMOM HOCHTEIE,

UL JISYCHHUS BUPY CHOM MH(EKIHN, BRI3BAHHOH Picornaviridae, y X03s¥HA, HyKIAFOIIETOCST B 3TOM.



17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.
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IMpumererne mo ymoOomy m3 mm. 1-12 m 16, mpmuem BupycHas uH(EKLUA, BBI3BaHHASA Picornaviridae,

TPEACTaBILIET o001 BUPYC poaa Enterovirus.

IMpumenenne mo mobomy m3 mm. 13-15, mpuuem BupycHas uH(CKUMS, BBI3BAHHAA Picornaviridae,

TpeACTaBILICT C000it BUPYC poaa Enterovirus.

IMpumerenre mo mo0oMy u3 mum. 1-12 u 16-17, mprdeM COeaMHEHHE HAXOAMTICA B JIEKAPCTBEHHOH (opme,

TOAXOAAMIEH I MEPOPATBHOTO BBEICHILS.

[IpumereHmE 10 1. 19, MpuHeM TeKapCTBEHHAS (JOPMA MPEACTABIIET COO0H TBEPAYIO JICKAPCTBECHHYIO (JOPMY.

[IpumereHne mo 1. 20, mpuHEM TBEPAA JICKAPCTBEHHAS ()OPMA MPEACTABILIET COO0H TA0IETKY FUTH KATICY Iy .

[Mpumererre mo m. 19, mprteM JeKapcTBEHHAs (DopMa TPEACTABISIET COOOH SKHAKYIO TEPOPATBHYIO

JIEKAPCTBEHHYIO (DOPMY .

[IprmveHeHAE 1O 1. 22, MPHYEM >KUAKAS NEPOPaTbHAS TEKAPCTBEHHAS (DOpMa IMPEACTABIIET COO0H pacTBOP WITH

CYCIICH3HIO.

IMprmererne mo modomy mu3 mam. 1-12 u 16-17, mprdeM coeamHEHHE HAXOAMTICA B JIEKAPCTBEHHOH (opme,

HO,HXO,HHHIGﬁ AJI1 BHY TPUBCHHOTO BBCACHUA.

IMpumerenne no mobomy w3 mum. 1-12 m 16-17, mpudeM COeIMHEHNE HAXOAWTICS B JIECKAPCTBEHHOH (hopme,

TOAXOIAMICH [ HHTPAHA3aJTbHOTO BBCACHU .

IMpumerenre mo yrodomy u3 1o 13-15 m 18, mprriemM COeIMHEHWE HAXOTUTCA B JICKAPCTBCHHOM (hopme,

TOAXOAAMIEH I MEPOPATBHOTO BBEICHILS.

[IpumeHEHEE 10 11. 26, PUYEM JICKAPCTBEHHAS (JOPMA TPEACTABIIET COO0H TBEPAY IO JICKAPCTBECHHYIO (JOPMY.

[IpumeHEHAE 10 11. 27, IPUYEM TBEPIAS JICKAPCTBEHHAN ()OPMA MPEACTABILIET COO0H TA0IETKY FUTH KATICY Iy .

I[IpuvereHre mO m. 26, TPEMEM JEKAPCTBECHHAs (DOpMa TPEACTABISIET COOOH JKHAKYIO IEPOPATBHYIO

JIEKAPCTBEHHYIO (hOPMY .

[IpumvereHME MO 1. 29, MpHYEM >KUAKAS NEPOPaTbHAS TEKAPCTBEHHAS (DOpMa MPEACTABIIET COO0H pacTBOP WIIH

CYCIICH3HIO.



31.

32.

33.
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IMpumererne mo moboMy mu3 mm. 13-15 m 18, mprdem coenmHEHHME HAXOAMICA B JIEKAPCTBEHHOH (opMme,

HO,HXO,HHHIGﬁ AJI1 BHY TPUBCHHOTO BBCACHMA.

IMpumerenne mo mobomy w3 ma. 13-15 m 18, mpudeMm coeAMHCHHE HAXOAWTCS B JIGKAPCTBEHHOHM (hopme,

TIOAXOIAMICH 11 HHTPAHA3aJTBHOTO BBCACHU .

IIpumerenue no modoMy u3 m.I. 1-32, mpuyeM X03HHOM SIBIICTCS YEI0BEK.



OTYET O HATEHTHOM INOUCKE

(ctares 15(3) EAIIK u mpasumo 42 [TaTeHTHOH HHCTPYKIHH K

EAIIK)

IHoMmep eBpa3uiicKkoii 3asBKH:

202190602

A61K 31/675 (2006.01)
A61K 31/7076 (2006.01)
CO7H 19/16 (2006.01)
CO7H 19/207 (2006.01)
A61K 31/7056 (2006.01)
A61P 31/14 (2006.01)

A. KITACCU®UKALIUA TTPEIMETA U30BPETEHUS:

Cormacao MexxayHapoauoii mareHTHOH Kiaccupurammn (MITK)

b. OBJIACTE TTOMCKA:

A61P 31/14, A61K 31/675, 31/7076, CO7H 19/16, 19/207

[IpocMOTpEeHHAS JOKYMEHTALHA (CHCTEMA KiIaccu(puranuu u wHAeKCH MITK)

DeKTPOHHAS 0a3a JAHHBIX, HCIOIb30BABIUANCS PH MOUCKE (HA3BaHUE OA3HI H, €C/IH, BO3MOIKHO, HCIIOIb3YEMbIC MOUCKOBBIC TCPMUHbL)

B. JOKYMEHTGLI, CYHUTAIOINMUECS PEJIEBAHTHBIMI

Kareropus* CCHUTKH Ha JOKYMEHTHI C YKA3aHHEM, IJIE 3TO BO3MO>KHO, PEJICBAHTHBIX YacTeH Otrocurcs K myHKTy No
X US 2012/070411 Al (ALIOS BIOPHARMA, INC) 22.03.2012, mysxrsr 1,13,18, 31,41 1-39
(opmyer, maparpadsr [0025], [0031], [0081], [0146], [0148], [0154]
A AU 2012241173 B2 (GILEAD PHARMASSET LLC) 25.09.2014 1-39
A US 2014/0212382 A1 (EMORY UNIVERSITY et al) 31.07.2014 1-39

I:I MOCJICAYOIMUE JOKYMCHTEI YKA3AHBI B PO JODKCHU U

* OcoOBIe KATCTOPHI CCBUIOMHBIX JOKYMCHTOB:
«A» - DOKYMCHT, OLPCICIHIFOIIUA OOIIHH YPOBCHD TCXHHKH
«D» - DOKYMEHT, IIPUBCACHHBIN B €BPA3HICKON 3aABKE

eBpa3miicKoil 3aABKY M IIOCTE HES

«O» - MOKYMEHT, OTHOCSINUHCSA K YCTHOMY PACKPBITHIO, SKCIIOHHPO-
BAHHIO B T.1.

"P" - IOKYMEHT, OIlyOJIMKOBAHHEIN IO JATHI IIOJAYH ¢BPa3HiiCKON
3a4BKH, HO IIOCJIC AATHI HCIPALIMBACMOTO IIPHOpHATCTA”

«E» - Gomee paHHMIT JOKYMCHT, HO OIMYOJIHMKOBAHHBIA HA JATY IIOJAYH

«T» - Goee MO3MHMUIA JOKYMCHT, OITy OJIMKOBAHHBIH ITOC/IC AATHI IPHOPUTETA H
[IPHBEACHHBIH I MOHAMAHI H300PSTCHI

«X» - MOKYMEHT, IMEIoImuii Hanbosee OIM3K0¢ OTHONICHNE K IIPEAMETY MOMCKA,
MOPOYAINHAI HOBH3HY HIH H300peTaTeIbCKIil YPOBCHB, B3ATHIA B OTACIBHO-
cTH

«Y» - HOKYMCHT, HMCIOINUiT HAnOO0JIee OIM3K0C OTHOMICHHUE K MPCAMETY HOUCKA,
MOpOYAaInHii H300PeTaTeNbCKALl YPOBSHD B COUCTAHNH C APYTUME JOKYMCH-
TaMH TOII Jke KaTerOpHK

«&» - MOKYMEHT, SBIITIOMANCA TATCHTOM-aHATIOTOM

«L» - JOKYMEHT, IPUBCACHHBIH B QPYIUX IELIX

Jlara mposeacHus narentroro noucka: 06/10/2021

v ] Dy
IO THOMOYCHHOC JTHIIO i

Havanpauk YnpasiacHHS 3KCOCPTH3HI [

| WS PR, AT

HlewcyastuT Ao

1625340345575
CH=Foro®ms 1.1,
10.05.2024-09 08 2026 ATO. Porosus




	Bibliographic data
	Abstract
	Description
	Claims
	Search Report

