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AMI/lflHblE COEflWHEHMfl, CflOCOEbl MX nOJiyHEHI/IFl 1/1 flPI/IMEHEHI/IE 

5 OSjiaCTk TeXHHKH. K KOTOpOH 0TH0CHTC3 H306peTeHHe 

HacToamee H3o6peTeHHe OTHOCHTCH K Me/nmHHe, B HacTHOcrni, K npHMeHeHHio 

coe^HHeHHH o6men (jjopMyjibi I HJIH HX (fiapMaueBTHHecKH npneMJieMbix cojien fljw 

npo^nnaKTHKH H jieneHHa 3a6ojieBaHHH, Bbi3braaeMbix PHK- H/HJIH /JHK-

coflep>KamHMH BHpycaMH, H conyTCTByiomHx 3a6ojieBaHHH. 

BnpycHbie HH^CKUHH aBJiaioTca orpoMHoft npo6jieMOH AJM 3flpaBooxpaHeHHa. 

AHTHBnpycHbie npenapaTbi B OTHOIIICHHH SojibiiiHHCTBa onacHbix H OCO6O onacHbix 

BHpycHbix HH(j)eKLiHH He pa3pa6oTaHbi, a cymecTByiomHe Hepe^KO aBjiaioTca 

TOKCHHHblMH flJIH HejIOBeKa HJIH oGjiaflaiOT HejlOCTaTOHHOH 3(J)(J)eKTHBHOCTbIO. 

15 BonbiiiHHCTBO cyniecTByromHX HJIH Haxo^amnxca B pa3pa6oTKe npenapaTOB jieHCTByiOT 

nepe3 cneuH(jDHHecKoe B3aHMOfleHCTBne c onpeflejieHHbiMH BHpycHbiMH 6ejncaMH. TaKHe 

npenapaTbi HMCIOT orpaHHHeHHbift cneKTp fleHCTBHa H cnoco6cTByioT 6bicTpoMy 

noaBJieHHio pe3HCTeHTHbix BapnaHTOB BHpycoB. B CHCTeMe KJiaccn^HKauHH BHpycoB no 

EajiTHMopy K I KJiaccy oraocaTca BHpycbi, reHOM KOTOpbix npe^CTaBJieH 

20 flsyxnenoHeHHOH J^HK, a K IV H V KJiaccaM OTHOCJITCJI BHpycbi, coztepacamne 

oOTonenoneHHyio (+) HJIH (-) PHK. O^HHM H3 ceMeiicTB I KJiacca aBjiaeTca ceMencTBO 

A^eHOBHpycbi, BKjnonaiomee po,n MacTaaeHOBHpyc fljia KOTOporo H3BecTHO 7 rpynn OT 

A flo G. AaenoBHpycbi MenoBeKa BH3biBaioT nejibrti pan 3a6oJieBaHHH, BKjnonaa 

KOH'blOHKTHBHT, raCTp03HTepHT, renaTHT, MHOKapflHT H nHeBMOHHIO. HanSoJiee 

25 no^BepaceHbi HH^CKIIHH aaeHOBHpycoM jneTH B B03pacTe RO 5 JICT. B MHpe OT 5 ao 7% 

Bcex pecnnpaxopHbix HH^GKUHH y fleTeii Bbi3HBaiOTCH aaeHOBHpycaMH. HeKOTOpbie 

cepoTHnbi (HanpHMep, 14) BH3biBaioT Ta^cejibie noTeHUHajibHo CMepTejibHbie 

nHeBMOHHH. Bnpycbi noarpynnbi A Bbi3biBaiOT 3a6ojieBaHHa >KejiyaoHHoro TpaKTa, 

Tor^a KaK BHpycbi noarpynn BHC CBH3aHbi c HHfJteKUHeH pecnnpaTopHoro TpaKTa. 

30 Bnpycbi ncwpynn B (ran 3), D H E Bbi3biBaiOT KOHTJIOHRTHBHT. Bnpycbi noarpynnw E 

Taioice CBH3aHbi c HH^eKUHeft pecnnpaTopHoro TpaKTa. Bnpycbi no^rpynn F H G 

BbI3bIBaiOT racTpoaHTepHTbi. 

10 ypOBeHb TeXHHKH 
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Eme OAHHM ceMeftcTBOM I Kjiacca aBJiaeTca ceMencTBO repnecBHpycbi, 

BKjiK)Haioiuee po,q cHMiuieiccBHpyc, K xoTopoMy npiiHa/uiOKaT BHpycbi repneca 

npocToro 1-ro H 2-ro THIIOB (BITI-l H Bm-2). Ilocjie nepBHMHoro HH(])HHHpoBaHHa 

3TH BHpycbi BbI3bIBaiOT JiaTeHTHyiO HH(J)eKUHK), KOTOpaa COXpaHaeTCa Ha npOTaKeHHH 

5 Been >KH3HH c nepHO/mnecKOH aKTHBan,HeH. HH(j)eKUHa ^eTefi MoaceT SBITB, Kan 

SeCCHMIITOMHOH, TaK H TJDKeJTOH C BOBJieneHHeM LteHTpajIbHOH HepBHOH CHCTeMbi. 

Oco6eHHo onacHa HHtjjeioiHa Blir HOBopo>K£eHHbix poaoB HJIH B MOMCHT PO^OB, 

K0T0paa MO>KeT Bbi3BaTb 3a6ojieBaHHe rna3, KO>KH, ueHTpajibHOH HepBHOH CHCTeMbi HJIH 

Aaace IipHBeCTH K flHCCeMHHHpOBaHHOH HH(f)eKIlHH. HH^HHHpOBaHHe UeHTpaJIbHOH 

10 HepBHOH CHCTeMbi fleTeH B B03pacTe AO Tpex MecaijeB npHBO^HT K repneTHnecKOMy 

3Hue(j)ajiHTy, icoTopbiH B 6ojibuiHHCTBe cJiynaeB Bbi3biBaeTca Bril-l. Bril-2 Bbi3biBaeT 

reHHTajibHyio HH^CKHHIO, B OCHOBHOM, nepejiaiomyioca nojioBbiM nyTeM. IIo^cHHTaHo, 

HTO B 2012 roAy B MHpe 417 MJIH jiKwen B B03pacTe 15-49 jieT HH^HHHpoBaHbi BHpycoM 

Brn-2, HTO cocTaBjiaeT 11.3%. 267 MJIH H3 STOTO HHCJia cocTaBjiaioT aceHmHHbi. ripn 

15 STOM 19.2 MJIH H3 o6mero HHCJia 3apameHHbix 6HJIH HH^HunpoBaHbi B 2012 ro/iy, HTO 

cocTaBjiaeT 0.5%. HH^eKuna Bril-2 xapaKTepH3yeTca nepHO/jHHecKHM 

CHMIITOMaTHHeCKHM HJIH aCHMnTOMaTHHeCKHM BblflejieHHeM Bnpyca H noaBJieHHeM 

6oJie3HeHHbix reHHTajibHbix a3B. KpOMe Toro, 6HJIO n0Ka3aH0, HTO Bril-2 B Tpn pa3a 

noBbimaeT BepoaraocTb 3apa»:eHHa BHpycoM HMMyHO/iecjjHiiHTa neJiOBeica H ycKopaeT 

20 nporpeccnpoBaHHe 3a6ojieBaHHa. 

K KJiaccy IV npHHa^jieacaT npeacxaBHTejiH po^a 3HTepoBHpycoB H3 ceMencTBa 

nHKopHaBHpycoB H ceMeftcTBO KopoHaBHpycoB, a K KJiaccy V OTHOcaTca pecnnpaTopHo-

CHHiiHTHajibHbiH BHpyc (PCB) H MeTanHeBMOBHpyc ceMencTBa napaMHKCOBHpyCOB. 

IlepeHHCJieHHbie rpynnbi BHpycoB Bbipa6oTanH 3(J)(})eKTHBHyK) CTparerHio 

25 no^aBjieHHa aHTHBHpycHbix nporpaMM KJICTKH. CTOJib arpeccHBHaa CTparerna 

nO^aBJieHHa CHCTeMbi KJieTOHHOH npOTHBOBHpyCHOH 3amHTbI npHBOflHT K BblCOKOH 

K0HTarH03H0CTH H naTOTeHHOCTH ^aHHbix rpynn BHpycoB. 

HH^eKiina, 06ycji0BJieHHaa KopoHaBHpycoM neJiOBeica (CoV) (ceMencTBO 

KopoHaBHpycoB), TpaAHUHOHHO COCTaBJiaeT HH3KHH TOflOBOH npOIjeHT HHCJieKIIHH 

30 BepxHHx H HH>KHHX flbixaTejibHbix nyTen. Y noacHJibix JHOfleii, c ocjiaSjieHHbiM 

HMMyHHTeTOM H jj,ereft Ha6jno^aeTca 6oJiee TaaceJioe TeneHHe 3a6ojieBaHHa. Bnpycw 

HCoV-OC43 (OC43) H HCOV-229E (229E) oraocaTca K HHCJiy nepBbix 
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3aperHCTpnpoBaHHBix KopoHaBHpycoB nejiOBeKa. B nocjie^HHe ro^Bi OTMeneHo 

noaBjieHHe eine aByx BHpycoB HCoV-NL63 (NL63) H HCoV-HKUl (HKU1). 3TH 

neTBipe BHpyca O6BIHHO BBi3BiBaiOT ocTpyio HH^CKUHK) BepxHHx ztBixaTeirBHBix nyTeM H 

pe^Ko CB»3aHBi c nopa>KeHHeM HHHCHHX ABixaTejiBHBix nyreH. Taacejibie 3a6oneBaHHa 

5 peflKH H, KaK npaBHJio, CBS3aHBi c HajiHHHeM conyTCTByromnx 3a6ojieBaHHH H/HJIH 

HMMyHOCynpeCCHBHBIX COCTOaHHH. 

Cpe^H npeacTaBHTejieft po^a 3HTepoBHpycoB B Haeroamee BpeMa HaH6ojiBinyio 

npo6jieMy cocraBjiaiOT nejiOBenecKHe pHHOBHpycbi. PHHOBHpyCBI BBi3BiBaioT y 

HejioBeKa H JKHBOTHBIX BOcnajiHTejiBHBie 3a6ojieBamia BepxHHx ABixaTejiBHBix nyreH, 

10 pa3MH0)KaaCb B KJieTKaX CJIH3HCT0H OSOJIOHKH HOCOHIOTKH. PHHOBHpyCBI OTBeTCTBeHHBI 

3a KaK MHHHMyM 80% npOCTyflHBIX 3a6oJieBaHHH. riOMHMO OrpOMHOTO SKOHOMKHeCKOTO 

ymep6a (20 MJIH nejioBeic/HacoB B CIIIA e)KeroflHo), pHHOBHpycHBie HH^CKIJHH 

Bbi3BiBaioT Sojibmoe KOJiHMecTBO ocno>KHeHHH, Tarax KaK CHHycHT H BocnajieHHe 

cpe^Hero yxa H nacTo o6Hapy>KHBaioTca npn BHpycojioraHecKOM oScjie^OBaHHH ^eTeii, 

15 6onbHBix nHeBMOHHen. Taoce y AeTen-acTMaTHKOB pHHOBnpycHaa HH^eKuna aBJiaeTca 

npHHHHOH o6ocTpeHHa B 80% cjiynaeB. y B3pocjibix, pHHOBHpycbi MoryT Bbi3biBaTb KaK 

o6oCTpeHHe aCTMbl, TaK H XpOHHHeCKOH 06CTpyKTHBH0H 60Jie3HH JierKHX, 

XpOHHHeCKOrO 6pOHXHTa, MyK0BHCUHfl03a. PHHOBHpyCBI SblJIH H30JIHp0BaHbI y 60JlbHbIX 

nHeBMOHHen npn HMMyHOiie^HnHTHbix cocToaHnax. 

20 B cBa3H c TeM, HTO cymecTByeT 6ojiee 100 aHTnreHHbix pa3HOBHflHOCTeH 

pHHOBHpyCOB, C03^aHHe 3<j)<f)eKTHBHOH BaKHHHbl He npeflCTaBJiaeTCa B03M0)KHt>IM 

(Palmenberg, A. C.; Spiro, D; Kuzmickas, R; Wang, S; Djikeng, A; Rathe, JA; Fraser-

Liggett, CM; Liggett, SB (2009). "Sequencing and Analyses of All Known Human 

rhinovirus Genomes Reveals Structure and Evolution". Science 324 (5923): 55-9. 

25 doi: 10.1126/science. 1165557. PMID 19213880.). KpoMe TOTO, He cymecTByeT 

3$(j)eKTHBHoro XHMHOTepaneBTHHecKoro cpe^cTBa AJia neneHHa pHHOBHpycHOH 

HH(f)eKHHH. 

3HTepoBHpyc rana 71 (EV71) 6bui BnepBbie BBmejieH B 1970-1972 rr. OT 

SojIbHblX acenTHHeCKHM MeHHHTHTOM H 60JIbH0ro 3Hne(j)ajlHTOM B KaJIH^tOpHHH. 

30 BSDKHO OTMeTHTb, HTO B Ta^cejibix cjiynaax BHpyc npHBOflHT K pa3BHTHio 

HeBpojioranecKHx HapymeHHH, TaKHx KaK MeHHHrHT, napajiHH H aHnec^ajiHT. Bnpyc 

pacnpocTpaHaeTca B ycjioBHax aHracaHHTapHH. npn 3apaaceHHH BHpycoM EV71 
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noflHHMaeTCH TeMneparypa, noaBJiaeTca cbinb Ha Koace pyic H HOT, Ha jiagoHax, CTonax, 

OTeK KOHeHHOCTeM, B03HHKaK)T H3BbI B pOTOBOH nOJIOCTH. B T5DKeJIOH (J)OpMe 

3HTepoBHpyc MoaceT npHBecTH K jieTajitHOMy HCxoAy. KaK oTMenaeTca, 3HTepoBHpyc-71 

- O,ZI,HH H3 HanGojiee «Taacejibix» H3 o6mero nncjia SHTepoBHpycoB nejioBeKa. 3TOT 

5 Bnpyc MoaceT BbBMBart. KpynHtie BCHMHIKH c jieTajiLHtiMH Hcxo^aMH. BaKijHHbi nporaB 

3HTepoBHpyca-71 He cymecTByeT, a Hecneun^HHecKaa Tepanna He pa3pa6oTaHa. 

KoKcaKHBHpycHaa HH<])eKHHa (HGXY) npejjCTaBjiaeT CO6OH Sojibinyio rpynny 

3a6oneBaHHH, xapaKxepioyioiHHxca BbipaaceHHbiM KJIHHHHCCKHM n0JiHM0p(J)H3M0M. 

MaHH^ecTaijHa KoKcaKHBHpycHoft HH^CKHHH MoaceT BbipaacaTbca MeHHHrHTOM, 

10 napajiHnaMH, OCTPHMH pecnHparopHbiMH paccTponcTBaMH, nHeBMOHHen, 

reMopparHnecKHM KOH'BIOHKTHBHTOM, MHOKap^HTOM, renaTHTOM, AHaSeTOM H apyniMH 

CHH^pOMaMH. B COOTBeTCTBHH C COBpeMeHHOH KJiaCCH(])HKaiIHeH BHpycoB -

3HTepoBHpycbi nejioBeKa B cocTaBe pofla Enterovirus pa3^ejieHbi Ha naTb BH^OB (14): 1) 

nojiHOBHpyc; 2) SHTepoBHpyc HenoBeKa A; 3) SHTepoBHpyc nejioBeKa B; 4) 3HTepOBHpyc 

15 nejioBeKa C; 5) SHTepoBHpyc nejioBeKa D. Pa3JiHHHbie ceporanbi BHpyca KoKcaKH 

BOIUJIH B cjieayromne BH^M 3HTepoBHpycoB: sHTepoBHpyc HenoBeKa A (KoKcaKH A2-8, 

10, 12, 14, 16); SHTepoBHpyc nejioBeKa B (KoKcaKH A9, KoKcaKH Bl-6); SHTepoBHpyc 

nejioBeKa C (KoKcaKH Al, 11,13,15,17-22,24). 

Bnpycbi KoKcaKH, KaK H Apyrne 3HTepoBHpycbi HenoBeKa, pacnpocTpaHeHbi 

20 noBceMecrao Ha 3eMH0M uiape. /Jna crpan yMepeHHoro KjiHMara xapaKTepeH MaKCHMyM 

HX HHpKynauHH B jieTHe-oceHHHH ce30H. Bnpycbi o6jia£aioT BHCOKOH cTeneHbio 

HHBa3HBHOCTH, HTO o6ycnoBJiHBaeT HX SbiCTpoe pacnpocTpaHeHHe B HejiOBenecKOH 

nonyjiauHH. Bnpycbi KoKcaKH nacTO aBJiaioTca npHHHHOH «BHe3anHoro» 

B03HHKH0BeHHa BCnblHieK B 0praHH30BaHHbIX A6TCKHX KOJIJieKTHBaX, 6oJTbHHHaX, 

25 HaSnKwaeTca TaKace BHyTpnceMeHHoe pacnpocTpaHeHHe HH^CKHKH. B 3nn,aeMH0Ji0rHH 

KoKcaKHBHpycHofi H Apyrnx 3HTepoBHpycHbix HH^eKHHH nejioBeKa BaacHyio pojib 

nrpaeT BBICOKHH ypoBeHb H3MeHHHBOCTH BHpycHoro reHOMa. Cjie^CTBHeM 3Toro 

aBJiaeTca cn0C06H0CTb Tex HJIH HHBIX cepoTHnoB Bbi3HBarb B onpe,nejieHHbix 

o6cToaTejibCTBax pa3JiHHHyio naTOJiorHio. C Apyroft cTopoHbi, OAHH H TOT ace 

30 KJIHHHHeCKHH CHHApOM MOaceT 6bITb 06yCJI0BJieH pa3HbIMH CepOTHnaMH H p33HbIMH 

BH^aMH 3HTep0BHpyc0B. B pe3yjibTaTe reHeTHHecKOH H3M6HHHBOCTH, ceneKHHH H 

6biCTporo pacnpocTpaHeHHa H3MeHeHHbix BHpycoB B03HHKaiOT KpynHbie BcnwuiKH 
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3a6oueBaHHH, B STHOJIOTHH KOTOptix paHee flaHHbie BHpycbi He npHHHMajiH ynacraa, 

JIH6O HX mipKyjiauna He Ha6nK)Aajiacb B TeneHHe .zuiHTejibHoro BpeMeHH. 

IlepBHHHOe pa3MHO>KeHHe BHpyca KoKcaKH npOHCXO^HT B JIHM(j)OHflHOH TKaHH 

HoconioTKH H KHnieHHHKa. OH Bbi3BiBaeT jiOKajitHbie nopaaceHHa, Bbipaacaiomneca 

5 CHMnTOMaTHKOH OP3, repnaHrHHti, 4)apHHrHTa H xp. B raoTKe BHpyc onpe^eJiaeTca #0 

7-x cyTOK, a c (J)eKanHaMH OH aKCKperapyeTca 3-4 HCA (npH HMMyHOfletjjHijHTax -

HecKOjibKO neT). Bcjie,n 3a nepBHHHbiM pa3MHoaceHHeM HacTynaeT cramx BHpeMHH, B 

pe3yjibTaTe KOTopofi B036yziHTejib npoHHKaeT B opraHH-MHiueHH. ^Jia BHpycoB KoKcaKH 

3TO MOryT SbiTb TOJiOBHOH H cnHHOH M03r, Marane M03r0Bbie OSOJIOHKH, BepXHHe 

10 AbixaTejibHbie nyra, jierKHe, cep^iie, neneHb, Koaca H £p. BHpycw KoKcara B MoryT 

Bbi3biBaTb Taacenbie reHepajiH30BaHHbie narojiorHHecKHe npoijeccbi y HOBopoac#eHHbix. 

npH 3TOM B cep/me, ronoBHOM H cnHHOM M03re, neneHH, noHKax BO3HHK3IOT onarn 

HeKp030B. Bnpycbi Bbi3biBaioT pa3BHTne cjieAyiomHx KJIHHHHCCKHX CHHAPOMOB: 

cepo3Hbift MeHHHrHT (KoKcaKH A2, 3, 4, 6, 7, 9, 10, KoKcaKH Bl-6); ocTpoe cncTeMHoe 

15 3a6ojieBaHne Mereii c MHOKap/jHTOM H MeHHHr03Hije<J)ajiHT0M (KoKcaKH Bl-5); 

napajiHHH (KoKcaKH Al, 2, 5, 7, 8, 9, 21, KoKcaKH B2-5); repnaHrHHa (KoKcaKH A2, 3, 

4, 5, 6, 8, 10); ocxpbm cj)apHHrHT (KoKcaKH A10, 21); K0HTarH03Hbift HacMopK (KoiccaKH 

A21, 24); nopaaceHHe BepxHHx flbixaTejibHbix nyTefi H riHeBMOHna (KoKcaKH A9, 16, 

KoKcaKH B2-5) (16); nepHKap^HT, MHOKapflHT (KoKcaKH Bl-5); renaTHT (KoKcaKH A4, 9, 

20 20, KoKcaKH B5); wapea HOBopoa<£eHHbix H .nexeH MJia^niero B03pacTa (KoKcaKH Al 8, 

20, 21, 24); ocxptm reMopparHnecKHH KOHIJIOHKTHBHT (KoKcaKH A24); amyponoflo6Hoe 

3a6oneBaHHe (KoKcaKH A5, 10, 16); 3K3aHTeMa (KoKcaKH A4, 5, 6, 9, 16); njieBpo£HHHH 

(KoKcaKH B3, 5); Cbinb (KoKcaKH B5); jiHxopaflKa (KoKcaKH Bl-6). ^Jia jieneHHa 

KoKcaKHBHpycHOH HHcJjeKLtHH cneijH^HHecKHe xHMHOTepaneBTHHecKne npenapaTbi 

25 OTcyTCTByfOT. OcymecTBJiaeTca naroreHeTHHecKaa H CHMnTOMaTHnecKaa Tepanna, 

3aBHcamaa OT KJiHHHnecKOH 4>opMbi 6ojie3HH. 

K ceMencTBy IIapaMHKC0BHpyc0B 0TH0caTca npefleraBHTejiH po^oB 

pecnHpoBHpycoB (BHpyc naparpnnna nejioBeKa 1, 2, 3, 4 H 5 TnnoB), nHeBMOBHpycoB 

(pecnHpaTopHO-CHHTHiiHanbHbiH BHpyc) H MeTanHeBM0BHpyc0B (MeTanHeBMOBHpyc 

30 nejioBeKa). 

IlapaMHKCOBHpycbi HBJiaioTca BaacHbiM KJiaccoM BHpycoB, KOTOpbie CB33aHbi c 

pecnnpaTopHbiMH 3a6ojieBaHHaMH. PecnHparopHO- CHHiiHTHajibHbiH BHpyc (PCB), KaK 
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H3BecTHo, aBJiaeTca AOMHHHpyiomHM naTOreHOM HHJKHHX A&ixaTejibHbix nyTeft BO BCCM 

MHpe. 

PCB aBJiaeTca BaacHBiM naTOreHOM HOBopo^eHHbix H AeTeft paHHero B03pacTa 

H OTBeTCTBeHeH 3a ~ 70% raxcejibix BHpycHBix 6POHXHOJIHTOB H / HJIH HHCBMOHHH, 

5 Sojitmaa nacTt H3 Koiopbix xapaKTeprayeTCs CBHCTHIHHM AwxaHHeM H OAHHIKOH. 

/JjaHHbie 6POHXHOJIHTBI aBJiaiOTCfl HanSojiee pacnpocTpaHeHHoft HPHHHHOH 

rocnHTajiH3aiiHH B 3HMHHH ce30H B TeneHHe nepBoro roAa >KH3HH pe6emca. TaK»e PCB 

BH3biBaeT 6POHXHOJIHT, nHeBMOHHK) H xpoHHHecKyio oScTpyKTHBHyio 6one3Hb JierKHX y 

jHo^eH Bcex B03pacT0B H B 3HaHHTejibHOH cTeneHH cnoco6cTByeT HSSHTOHHOH 

10 CMepTHOCTH B 3HMHHH Ce30H. 

PCB 3aHHMaeT jiH^Hpyioinee Mecro no KOjranecTBy cMepTenbHbix HCXOAOB 

cpe^H BHpycHbix HHcjjeKijHH. TOJIBKO B CUJA 6ojiee 2,4 MJIPA. AOJiJiapoB pacxoAyeTca Ha 

jieneHne BHpycHbix 3a6ojieBaHHH HHaoiero pecnHpaTopHoro TpaKTa y AeTen. K nepBOMy 

roAy MCH3HH 50-65% AeTen 3apa>KaioTca STHM BHpycoM, H K AByM roAaM 3apa5KaioTCH 

15 noHTH 100% ffereH. K rpynne noBbiiueHHoro pHCKa, n0MHM0 HeAOHomeHHbix 

H0B0p0^cA6HHbix H noaauiBix oTHocaTca JIIOAH, HMeionine 3a6ojieBaHHa cepAeHHo-

COCyAHCTOH, AblXaTeJIbHOH H HMMyHHOH CHCTeM. OCHOBblBaaCb Ha OnySjIHKOBaHHblX H 

Heony6jiHKOBaHHbix AaHHbix 6HJIO noACHHTaHO, HTO B MHpe PCB Bbi3biBaeT 33,8 MJIH 

cjiynaeB 3nH30AHHecKHx ocTpwx HH^CKHKH HH)KHero pecnnpaTopHoro TpaKTa (HHPT), 

20 3,4 MJIH TJDKejitix cjiynaeB HHPT, Tpe6yiomHx rocnHTaJiroaiiHH H 66000 - 99000 

CMepTejibHbix cjiynaeB cpeAH AeTeft B B03pacTe AO 5 JieT (Nair H, Nokes DJ, Gessner 

BD, Dherani M, Madhi SA, Singleton RJ, O'Brien KL, Roca A, Wright PF, Bruce N, 

Chandran A, Theodoratou E, Sutanto A, Sedyaningsih ER, Ngama M, Munywoki PK, 

Kartasasmita C, Simoes EA, Rudan I, Weber MW, Campbell H. Global burden of acute 

25 lower respiratory infections due to respiratory syncytial virus in young children: a 

systematic review and meta-analysis. Lancet; 375:1545-55). TOJIBKO B CIIIA e>i<er0AH0 B 

jieneHHH HyacAaiOTca 90000 HeAOHomeHHBix HOBopoicAeHHtix, 125000 

rocnHTanH3HpoBaHHbix HOBopo^cAeHHBix, 6ojiee 3,5 MJIH AeTeft B B03pacTe AO 2 JieT H 

175000 rocnHTajiH3HpoBaHHBix B3pocjiBix (Storey S. Respiratory syncytial virus market 

30 Nat Rev Drug Discov 2010; 9:15-6.). npHMepHO y Tpera AeTefi rocnHTajiH3HpoBaHHBix 

C OCTpBIM 6pOHXHOJIHTOM B nepBBIH TOA >KH3HH B03HHKaeT 3nH30AHHeCKaH OTAHIHKa, H 

OTMenaeTCH noBBinieHHas nyBCTBHTejiBHOCTb K O6HI:HM ajuiepreHaM (Schauer U, Hoffjan 
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S, Bittscheidt J, Kochling A, Hemmis S, Bongartz S, Stephan V. RSV bronchiolitis and 

risk of wheeze and allergic sensitisation in the first year of life. Eur Respir J 2002; 

20:1277-83). 3TH CHMnTOMbi Moryr noBTopaTbca B nocjie^yiomHe ro^bi (Sigurs N, 

Gustafsson PM, Bjarnason R, Lundberg F, Schmidt S, Sigurbergsson F, Kjellman B. 

5 Severe respiratory syncytial virus bronchiolitis in infancy and asthma and allergy at age 

13. Am J Respir Crit Care Med 2005; 171:137-41). EPOHXHOJIHT MoaceT 6HTB Bbi3BaH 

Taxace pHHOBHpycoM, K0p0HaBHpyc0M, BHpycoM rpnnna, naparpnnna H a#eHOBHpyCOM, 

oziHaKo PCB aBJiaeTca HanSojiee nacTOH npnHHHOH rocnHTajin3aunH no noBo^y 

6pOHXHOJiHTa cpe^H Bcex nepenHCJieHHbix BHpycoB. AflanTHBHbiH HMMyHHTeT, 

10 ^opMHpyroniHHca B pe3ynbTaTe nepeHeceHHOH PCB HH^CKLIHH KaK y fleTen (c eme 

He3peJ10H HMMyHHOH CHCTeMOH), TaK H y B3pOCJIbIX, ABJISeTCfl KpaTKOCpOHHbIM H He 

o6ecneHHBaeT nojmyio np0THB0BHpycHyK) 3amHTy. 3TOT (J)3KT npHBOflHT K noaBJieHHio 

peHH^eKHHH, Ha6jiK)jtaeMbix Ha npOTjmeHHH Been >KH3HH. B KpOBH HOBopoayieHHbix B 

nepBbie Mecanbi >KH3HH coaepacarcfl MaTepHHCKHe aHTH-PCB aHTHTena. 

15 HaH6ojiee 6JIH3KO K pecnupaTopHo-CHHijHTHanbHOMy BHpycy pacnojioaceH 

MeTanHeBMOBHpyc nejioBeKa (HMPV). 3TOT BHpyc 6BIJI BnepBbie BbiaBJieH B 2001 rojiy 

B HHflepjiaHflax y AeTeH c 6POHXHOJIHTOM. HMPV TaKHce coflepmHT reHOMHyK) (-) 

ssPHK H OTHOCHTCH K poay nHeBMOBHpyCOB. HMPV uHpKyjinpyeT no BceMy MHpy H 

Bbi3biBaeT noHTH yHHBepcajibHyio HHtJieKitHio y aeTeft. HOAO6HO rpnnny H 

20 pecnnpaTOpHO-CHHUHTHajibHOMy BHpycy, aKTHBHOCTb HMPV HanSojiee BbicoKa B 

3HMHHH nepHOA B yMepeHHOM KJIHMaTe. BoJlbUIHHCTBO HMeiOmHXCH AaHHblX o 

KJIHHHHeCKHX npOHBJieHHJIX HMPV HH^eKUHH CBHfleTeJIbCTByiOT O TOM, HTO BHpyC 

BbI3bIBaeT HH^eKUHH BepXHHX flblxaTeJIbHblX nyTeft, SpOHXHOJIHT H nHeBMOHHK). 

PeHH(jpeKI^HH C HMPV npOHCXOflflT Ha npOTH)KeHHH BCeS B3pOCJIOH MCH3HH. Bojie3Hb, 

25 KaK npaBHJio, npoTeKaeT MSTKO, a y MOJIOAHX B3pocnbix nacTO 6eccHMnT0MH0. K 

rpynne noBbimeHHoro pncKa OTHOCHTCH npecTapejibie, B3pocjibie c 3a6ojieBaHHAMH 

jierKHx H c HerrojTHOueHHOH HMMyHHOH cHCTeMOH. BcnbraiKH HMPV 6buiH 

3aperacTpHpoBaHbi B cTaunoHapax, npn STOM CMepTHoCTB /locrarana 50% cpe^H 

ocjiaSjieHHbix no)KHJiwx jnofleft. KpoMe TOTO, Ha6moflajiocb 6-12% o6ocTpeHHH 

30 xp0HHHecK0H 06cTpyKTHBH0H 6one3HH JierKHx. y peuHnneHTOB TpaHcnjiaHTaroB 

KpOBeTBOpHblX CTBOJIOBblX KJieTOK HMPV 6bIJI CBH3aH C TH)KejIbIMH HflHOnaTHHeCKHMH 

nHeBMOHHaMH. 
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B o6meM HHcne ocTpbix HH(J)eKUHH ABixaTejibHbix nyTeft BHpycbi naparpnnna 

cocTaBjiaioT OKOJIO 20% y B3pocjioro HacejieHHa H 30—40% y ACTCH paHHero B03pacTa, 

ycTynaa no nacToxe TOJISKO peciiHpaTopHo—CHHUHTnanbHOMy BHpycy. B HacToamee 

BpeMa H3BecTHO 4 rana BHpycoB naparpnnna (1, 2, 3, 4a H 4B), BbmeJieHHbix OT 

5 nejioBeKa. HM He CBOHCTBeHHa, KaK BHpycaM rpnnna, BapnaGejibHOCTb aHTnreHHOH 

CTpyKTypbi. Y SojibniHHCTBa SonbHbix naparpnnn npoTeKaeT KaK KpaTK0BpeMeHH0e 

3a6ojieBaHHe (He 6onee 3-6 AHCH) 6e3 BbipaaceHHOH o6meft HHTOKCHKaKHH. O^HaKo, y 

AeTen nacTO Ha6jiK>AaeTca rnnoKCHa, HH^ieKmia HH>KHHX AHxaxejibHbix nyxeft H 

HeBpojiorHHecKHe npoaBJieHHH, Koxopbie Tpe6yiOT rocnHTajiH3auHH. KpoMe TOTO, 

10 3a6ojieBaHHfl MoryT npOTeKaTb B $opMe Kpyna, 6p0HXH0JiHTa H nHeBMOHHH. Bnpycbi 

naparpnnna 1-ro H 2-ro TMIOB name Bcero acconnnpyioxca c KpynoM, Tor^a KaK 

Han6ojiee naToreHHbiMH cnnxaioxca BHpycbi naparpnnna 3-ro H 4-ro ranoB, KOTOpbie 

name Apyrnx BH3biBaeT SPOHXHTBI, SPOHXHOJIHTH H nHeBMOHHH. (Frost HM, Robinson 

CC, Dominguez SR Epidemiology and clinical presentation of parainfluenza type 4 in 

15 children: a 3-year comparative study to parainfluenza types 1-3. J Infect Dis. 2014 Mar 

l;209(5):695-702. doi: 10.1093/infdis/jit552. Epub 2013 Oct 16). OcoSeHHo ya3BHMbi 

AJia naparpnnna AeTH 1—ro ro^a >KH3HH. B CBH3H C STHM HCO6XOAHMO OTMeraTb pojib 

naparpHnn03H0H HH^CKUHH B CMepTHOCTH AeTen paHHero B03pacTa H 

HMMyHocynpeccHBHbix B3pocjibix nauweHTOB, nocKOJibKy, OCJIOKMHCB SaKTepnajiBHOH 

20 HHcjjeKUHeH, naparpnnn aBJiaexca npHHHHOH CMepTHOCTH OT HH^eKiiHH HHJKHHX 

AbixaTejibHbix nyxeft B 25-30% cjiynaeB B 3THX rpynnax. PeHH^eKuna naparpnnna 

B03M0a(Ha Ha npOTH^ceHHH BCeH >KH3HH. 

Han6ojiee nacxaa npHHHHa KaTapajibHoro BocnajieHHa BepxHHx AHxaxejibHbix 

nyreii — GaKTepnajibHaa HUH BHpycHaa HH^eKnna (HanpHMep, Ha30(J)apHHrHT, 

25 <J)apHHrHT, napHHrHT, HacMopK), TaKHM 06pa30M, BOcnaneHHe CJIH3HCTOH OSOJIOHKH 

HOCoraoTKH, name Bcero HH(J)eKu;HOHHOH STHOJIOTHH. K AaHHOMy 3a6ojieBaHHio OTHOCHT 

TaK>Ke ocTpbie H HHtJjeKUHOHHbie PHHHTH, a TaKace pHHopeio (ocTpbiH HacMopK). 

Ha3o4>apHHrHT aBJiaeTca HanSoJiee nacTbiM npoaBJieHHeM ocTpon 

pecnnpaTOpHOH HH^CKIIHH, CBa3aHHbiM c orpaHHHeHHeM aKTHBHOCTH H 

30 Heo6xoAHMOCTbK> nojiyneHHa KOHcyjibTaxiiBHOH noMoniH Bpana. 82% Bcex ocTpbix 

Ha304)apHHrHT0B BbI3bIBaiOTCa pHHOBHpyCaMH. 

3a nocAeAHHe AecaTHjieTHa HAeHTHC^mpipoBaHbi BHpycbi, onpeAenaiomHe 
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TKHejioe TeneHHe ocTptix pecnnparopHbix 3a6ojieBaHnn c oScTpyKuneM AtixaTejibHbix 

nyrefl, OCO6CHHO y AeTen nepBbix JieT >KH3HH. Oco6oe BHHMaHHe yAejiaeTca pojin 

pecnHpaTopHO-CHHUHTHanbHoro BHpyca, MeTanHeBMOBHpyca, KopoHaBHpyca, 

6oKaBHpyca, pHHOBHpyca, naparpnnna B pa3BHTnn o6cTpyKTHBHoro cnHApoMa 

5 flbixaTejitHbix nyren. Hx pojih B pa3BHTHH ocTporo oScTpyKTHBHoro CHHApoMa 

AwxaTejiLHbix nyrefi y AeTen HeocnopnMa, BMecTe c STHM cymecTByiOT AaHHbie, 

CBHAeTejibCTByiom;He 06 nx pojiH B pa3BHTnn SpoHxnajibHon acTMbi y reHeTHnecKH 

npeApacnonoaceHHbix Ann. 

PecnHpaTopHo-CHHUHTHajibHbin Bnpyc, MeTanHeBMOBnpyc, pnHOBnpyc, 

10 naparpnnn, KopoHaBnpycbi, aAeHOBHpycbi n Bnpyc repneca MoryT BbBbmarb 

nepBHHHyio nHeBMOHnio, 6poHxnT, 6POHXHOAHT. BnpycHbie 3a6ojieBaHHa 

pecnnpaTopHoro TpaKTa nacTO c0np0B0)KAaK)Tca 6aKTepnajibHon HH^eKnnen. 

PecnnpaTOpHbie 6aKTepnanbHbie naToreHbi nacTo npncyTCTByioT B HOCornoTKe y 

3AopoBbix moAen. noBpeacAeHne AwxaTeJibHbix nyTen B pe3yjibTaTe BnpycHon 

15 HH^eKnnn MoaceT npnBecTH K noBbimeHHio 6aKTepnajibHOH aAre3nn B 

HH^HnnpoBaHHOM pecnnpaTopHoro TpaKTa n K BTOPHHHOH 6aKTepnajibHon nHeBMOHHH, 

6poHXHTy, SpoHxnojTHTy, TOH3HjuiHTy aBjiaioinnxca TaacejibiMbi ocjio>KHeHHaMH. 

B noAaBJiaiomeM SojibiiiHHCTBe cjiynaeB jiapnHroTpaxenT HMeeT 

HH^eKnnoHHyio npnpoAy - ero Bbi3biBaiOT BHpycbi (aAeHOBnpyc, Bnpycbi rpnnna, 

20 naparpnnna) HJIH SaKTepnn (cTa<f>nji0K0KK, CTpenTOKOKK, nHeBMOKOKK, MHKonjia3Ma n 

T.A.)- JiapnHroTpaxenT MoaceT B03HHKHyTb KaK caMOCToaTejibHoe 3a6ojieBaHHe nun KaK 

ocjioacHeHne BocnajiHTejibHoro nponecca B Apyrnx OTAenax AtixaTejibHbix nyTen 

(pHHHT, TOH3HJIJIHT, CHHyCHT H T.A-)-

OnpeAejTHiomee 3HaneHHe B ^opMnpoBaHnn xpoHnnecKoro 6poHXHTa y AeTen 

25 npnAaeTca HHcfjeKiinoHHbiM (JjaKTopaivi. npn B03AencTBnn BnpycoB Ha He3pejTbie 

TKaHeBbie CTpyKTypbi pa3BHTne xpoHnnecKoro Bocnajienna B 6poHxax BO3MO>KHO yace B 

paHHeM AeTCKOM B03pacTe. OcTpbie pecnnpaTopHbie BnpycHbie HH^CKUHH 

cnoco6cTByK)T npncoeAHHeHHio SaKTepnajibHoro BocnajieHHa. Pa3MHoaceHHe 

MHKp00praHH3M0B cnoco6cTByeT AaJibHenmeMy nporpeccHpoBaHnio BocnajieHHa KaK 

30 3a CHST caMOCToaTejibHoro noBpeacAeHna CTpyKTypbi SpoHxa, TaK H BCJieACTBne 

aKTHBanHH 3H3HMOB BocnajiHTejibHbix KJieTOK. CjieACTBHeM 3Toro aBJiaeTca HapyineHne 

MyKouHJinapHoro onHineHna. 3TO npnBOAHT K pa3BHTHK> naH6pOHXHTa n 
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nepnGpoHXHTa, cnoco6cTByeT (JiopMHpoBaHHio /je^opMnpyiomero SpoHXHTa. 

CjieayeT OTMCTHTB, HTO eAHHCTBeHHBiM xHMHOTepaneBTHHecKHM cpe^CTBOM, 

OKa3BIBaK)II];HM HeKOTOpBIH nOJITOKHTeJIBHBIH 3(J)(})eKT npH HH(|)eKimHX, BBI3BIBaeMBIX (+) 

H (-) PHK-coAepKanjHMH BHpycaMH, aBJiaeTca pH6aBHpHH. OflHaico pnSaBHpHH 

5 aBJiaeTCH OTHOCHTejIBHO TOKCHHHBIM Cpe^CTBOM, HaCTO BBI3BIBaiOmHM aHeMHK). 

OCHOBHOH ero OCOSCHHOCTBIO aBJiaeTca flJiHTejiBHoe AenoHHpOBaHHe B 3pHTpou,HTax. B 

pe3yjiBTaTe, cjie^Bi pH6aBHpHHa 06Hapy>KHBai0Tca JXSCMQ nepe3 6 MecaueB nocne 

OKOHnaHHH Kypca fepanHH. YnoMHHaeTca TaK>Ke o TepaTOreHHOM ACHCTBHH 

pnGaBHpHHa. 3(|)(j)eKTHBHBix npenapaTOB AJIK JieneHHa aaeHOBHpycHOH HHfJieKiiHH He 

10 cymecTByeT. J\JW jieneHHa Bm HcnojiB3yK)T jiHiieH3HpoBaHHBiH npenapaT aiiHKJiOBHp 

H Apyrne flepHBaTBi HyKJieo3HAHbix aHajioroB, o^HaKo ecTB ocTpaa HCO6XO,HHMOCTE> B 

C03flaHHH HOBBIX 60Jiee 3(J)(J)eKTHBHBIX npOTHBOBHpyCHBIX Cpe^CTB. 

HacTO pecrmpaTopHBie 3a6ojieBaHHa MoryT BBi3BiBaTBCa cMemaHHBiMH 

HH^eiOHHaMH, TO eCTB HH(J)eKLtHOHHbIMH npOIjeCCaMH, pa3BHBaiOIIi;HMHCa B OpraHH3Me 

15 npH 0flH0BpeMeHH0M coneTaHHOM B03fleHCTBHH Asyx H 6ojiee B036yAHTejieH, HanpHMep 

aCCOUHailHaMH BHpycoB, HTO rOBOpHT O HeoSxOflHMOCTH B pa3pa60TKe JieKapCTBeHHBIX 

Cpe^CTB, 3(})(|)eKTHBHBIX OflHOBpeMeHHO B OTHOHieHHH TaKHX HH(|)eKI];HH. 

3TH0Ji0rHHecKHMH areHTaMH cMemaHHBix HH^eKUHH MoryT SBITB 

MHKpOOpraHH3MBI OflHOTO H TOTO >Ke CeMeHCTBa HJIH 6oJiee KpynHBIX TaKCOHOB H napcTB 

20 B coneTaHHax rana BHpyc — BHpyc, BHpyc — SaKTepna, H T.^. 

B nocjieflHee BpeMa nacTO BBiaBJiaiOTca CMemaHHBie pecnHpaTOpHO-BHpycHBie 

HH(j)eKUHH, 06yCJI0BJieHHBie, B TOM HHCJie, pHHOBHpycaMH, BHpyCOM KoKcaKH, 

pecnHpaTopHO-CHHi^HTHanBHBiM BHpycoM, MeTanHeBMOBHpy COM nejioBeKa, 

naparpnnnoM, K0p0HaBHpyc0M, aACHOBHpyCOM nejioBeKa, BHpycoM repneca npocToro 

25 1-ro HJIH 2-ro rana. 
CvTTIHQCTB H3o6peTeHHa 

HacToainee H3o6peTeHHe OTHOCHTca K HOBBIM coe,ziHHeHHaM oSmefi 4>opMyjiBi I 

HJIH HX (JiapMaiieBTHHecKH npneMJieMBiM cojiaM fljia npo<j)HJiaKTHKH H jieneHHa 

3a6ojieBaHHH, BBi3BiBaeMBix PHK- H/HJIH ^HK-coaepacamHMH BHpycaMH, npHneM 

30 o6maa 4>opMyjia I HMeeT cjieayioiiiHH BHA: 

3AMEHF1fOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

11 

R\ 

R2 

,N. 

o 

10 

rae 
R1 npeACTaBJiaeT CO6OH 

R3 

AC H2)m 

HJIH 

m npeACTaBjiaeT CO6OH u,ejioe HHCJIO 0, 1 HJIH 2; 

n npeflCTaBJiaeT CO6OH iienoe HHCJIO 0, 1 HJIH 2; 

R npeACTaBjiaeT CO6OH H HJIH C1-C6 ajiKHJi; 

R3 H R4 Ka>i<At.iH He3aBHCHMO npeflCTaBJiaeT COSOH H, O, C1-C6 ajiKHji, -NH2, 

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeACTaBJiaeT CO6OH -COOH, -C(0)NH2, 

H N« 

\ 
N" 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

-NH2, HN=C(NH2)NH-, NH2S(0)2-, 
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me R MoaceT 6L,ITL Heo6a3arejibHo 3aMemeH 3aMecraTejieM, BbiSpaHHbiM H3 
rpynnti cocToameft H3 6eH3Hjia, 6eH3Hji-0C(0)-, Ci-C6 ajiKHJia, OH H -NH2; 

R6 

•(CH2)p -(CH2)0 

" R 

Q npeACTaBJiaeT CO6OH R' 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npucoeAHHeHti, MoryT 

06pa30BbIBaTb IJHKJI 

QHR1 BMecTe c (J)parMeHTOM -C(0)N-, K KOTopoMy OHH npncoeAHHeHH, MoryT 
o 

H,N 

06pa30BbiBaTb UHKJI O , Heo6a3aTejibHo 3aMemeHHbift no aMHHorpynne 

rpynnoii -C(0)CH3; 

o npeACTaBJiaeT CO6OH ijejioe HHCJIO 0 HJIH 2; 

10 p npeacTaBJiaeT CO6OH uejioe HHCJIO OT 0 AO 3; 

R6 H R7 KaacAfciH He3aBHCHM0 npe^CTaBjiaeT COSOH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HJIH CI-C6 ajiKHji-NH2; 

r^e R6 H R7 MoryT SBITB Heo6a3arejibHO 3aMemeHti OAHHM HJIH AByMa C1-C6 

ajiKHjiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

15 CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(G(0)0CH3), -CH(C(0)NH2)(CH20H), 

-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

20 CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 
Q 

R npeACTaBjiaeT CO6OH 
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H, -COOH, NH2, 

.N. 

HN-

N: 

NH 

J 'Vi HN, .NH 

'NH 

HN. 

H 
-N. 

'NH 

N 

1 

N-

/ 
N N' 

• N ,N, 

N" 
H N 

\ 

N 
N H 'N' 

-N 

\ 

't! 

'N 

.N. ,N. .N 

.N 
'N N S 

3AMEHF1fOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

14 

JO JO 
N 

3AMEHfllOLHMM J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

3AMEI-mK)LHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

16 

/ 

/ •N 

\ -N 

H 
N. 

N—J 

\ 

J 
,N. 

o 

N N 

HJIH 

N N 

N 'J ^=N 

N—N 

S-

TOe R MO>KeT SBITB Heo6a3aTejibHO 3aMemeH OAHHM HJIH 6ojiee 3aMecxHTejiHMH, 

BbiSpaHHMMH H3 C]-C6 ajiKHJia, C1-C6 ajiKOKCH, rajroreHa, -COOH, -OH, nnpHAHJia, -O-
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6eH3HJia H (J>eHHjia; 

HJIH coeAHHeHHe, Bti6paHHoe H3 cjie#yiomHx CTpyjaypHbix (j)opMyji: 

71 •nro 
72 

0 

npn ycJiOBHH, HTO coeAHHeHHe He BtiSpano H3 cneflyiomHx coe^HHeHHH: 

HoMep no 3a«BKe OopMyjia 

211 8 V-# 
H 

212 
°=Q 

s r 
0 N =J 

213 °V^YNH^O 
OH O 

214 Vnr^cP 
H 

215 
O O N=^=\ 

JYNA,-XA/" 
NH2 

216 

217 °r^rNH^o 
218 

OH 

° —-N 
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219 
O 

220 
NH2 

ynrrc-
H3cr HO 

221 

CH3 

CL 
OH O 

NH2 /L NO "—N 
H 

222 Z
 

0—
o 

223 T X-Jr 
H 

224 I X ^ 
O OH H 

225 

Z 
0—

u 

r z X 

226 0^°X"" 

227 
H 

228 cr°A-~^r"^:p 

229 

CH3 

O^^NH 

o o iL./ 
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230 

231 vnr^o 
232 

OH O 

233 mr^o 
234 

235 

236 °mr"^cP 
H 

237 

Q— CH3 

H 

238 
9 

°r~v~"x!P 
H 

239 

OH 

H 

240 

0 0 

241 
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242 
CH3 

243 
x H3C"^ "^NH 

XVNH^OH 
O OH 

244 —<fy 

245 
O O NH-y 

246 
NH2 

247 °mr^ 
OH CH3 O N==/ 

248 

249 by-^p 
H 

250 
H 

251 V^YYxS 
° Cr "OH 

252 

OH 

o NH.y 
O^ OH 

253 
OH 0 

H 
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254 
NH2 

o O N ' 

255 -rmrircP HO^^O [* 

256 

NH2 

257 H3CN^NH O NH^y 

T o 

258 
-NH 

o A N=a/ 
HO ^O 

259 
O NH, 

O NH^y 

260 oJUTCCCp 
261 

262 

263 AH O 

264 Y^V^YV^ 
OH 0 N=as/ 

265 °^^TNH^r-cH3 
OH o L—/ 

266 V^YN"^o OH O —/ 
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267 
OH O 

268 
CH3 

\L> 

269 —firo o-^ OH 

270 °Y^rNH-^r> 
OH o 

271 vortex 
272 

HY^YH;CO 
cr 

H 3c^ 

273 
H3C 

274 
H°'Y^-^Y'NH-_' 

O O N \ 

275 mr^) 
276 

NH2 

Vnr^o 
277 Y^iT^o-
278 

o o 
NvX^S°H 

H 
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279 

OH 

t° 

280 ^rrY). 
O vis, NH-^ 

j ' 

281 ^rrtP 
H3C< 

282 'WxcP 
AH3 

283 HjN^^YNV^rO 
O5S^OH fj 

284 

285 
/V -NH 

H, r —1Q 

286 
O O 

-JL y—. -J"L^ XH3 

N—U NH2 
H 

287 VWxtP 
288 

y—-NH 

S 

289 
°^^NH 

CH3 O L.Y 
HO^O N 

290 
H 

° N' 
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291 
CH3 

l„X0X^ 

292 
HO^^O 

293 

i 

0 

$
 

z T
) 

^
5

/ 

294 aT-X) 

295 
NHS PO 

296 
H 

297 

z 
o—

o 

0
 

1
 

298 
o 

299 

300 9rY™-^° 
H 

301 ~~Y*^cP 
H 
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302 
O N==i/ 

303 lC-Vno" 
304 

305 
" O ^-N 

H 

306 s 5 
H 

307 

CH, O O 

H2NX^V^^NH^| 

hr N=J 

308 

NH, 

lr, H»^°Y^O 
0 

309 

310 

311 
r^"^NH 
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312 

313 

314 

315 

316 

317 
H2N\^SS/N^NHN/\^N 

0 1^ 

318 

0 
H2N>^ JK IT o L./ 

H 

319 
^NH -,H 

H2N Y ^ 
0 IL./ 

H 

320 
NH2 OH 

0 

321 

H 
Z4—ri NH2 OH 

0 

322 r o-
0 

323 
XV /v ^-NH /v ^ 

H2N^^Y^ ^(TI 
0 
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324 VnrXO 
325 •mcco 

iH3 

326 

327 HJN^^TNH^^O 0 k/° 

328 

NH2 

"rYro" 
HO 

329 

330 

i 1 i 0
 

5 o 

331 
N II 1 NH 
H o N=s/ 

0 k CH3 

332 

NH2 

vW^O OH O „0 

333 

NH2 °V—YNH—o 
OH O 

334 

NH2 

T^YVYV 
OH O N==/ 

O 

CH3 
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335 Y^Y^Y> 
OH 0 NhLy 

343 

H0\ 

0 

H 

7l N 

344 
_ H 

YT"" o 0 PO 
~N 

345 

346 

HO. H . i—r^o-< 
-s 

347 
)Vvsrr 0 1 J 

348 
c 

H 

o "X> 
N 

349 ^rnrW>o 
350 T f^TyT 

3AMEH?lfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

29 

KpoMe Toro, HacToamee H3o6peTeHHe OTHOcnTca K npHMeHeHHio pa^a 

coe^HHeHHii (J)opMyjiBi I, pacKpbiTbix paHee H no^na^aiomHX noa o6myio cTpyKTypHyio 

4>opMyjiy coe^HHeHHH, pacKpbiTbix B ny6jiHKauHH Me>KAyHap0AH0H 3aaBKH WO 

5 99/01103, no HOBOMy Ha3HaHeHHio. Eojiee KOHKPCTHO, aBTopaMH H3o6peTeHHa 

HeoacHflaHHO 06HapyaceH0, HTO coe^HHeHHa o6meft (J)opMyjibi I MoryT Hcn0Jib30Barbca B 

. KaHeCTBe HeTOKCHHHHX npOTHBOBHpyCHblX CpeACTB npH HHCjjeKUHaX, BbI3bIBaeMbIX 

BHpycaMH, OTHOCamHMHCH K pOfly 3HTepOBHpyCOB, MCTanHeBMOBHpyCOB, pofliy 

nHeBMOBHpycoB HJIH ceMeftcTBy KopoHaBHpycoB (6e3 orpaHHieHHa nepenHCJieHHbiMH). 

10 B nacTHocTH, 3THMH coe^HHeHHaMH aBJiaioTca cjie^yioiiiHe coeAHHeHHa: 

HoMep no 3aaBKe OopMyjia 

211 
XV -NH ^ 

H2N ,N B \-i 
H 

212 

o
 

*
 

4 I 
213 °Y^TNH^O 

OH O 

214 
NHJ 

OH O 
H 

215 
O O N==\ 

NH2 

216 
OH O O-Jf 
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217 °Y^YNH-^O 
OH O -s/ 

218 
OH 

° N 

-I 

219 
O 

220 
NH2 

.O O N=a/ 
H3CT HO ^-O 

221 o i
 

2
 

O
—

0 

222 

H •O 
cr^o 
in3 

223 
H 

224 
H*NV^Y'NH>r^x^N I X 

OH H 

225 

/=\ 

CH3 

226 QT0^—fNjOONH 
L ° 

227 
H 
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228 
H 

229 

CH3 

O^^NH 

o o lL// 

230 

231 vorno 
232 V^YN^T^ 

OH O N\^ 

233 
OH O 

234 

235 

236 —r-tP 
H 

237 

0-CH3 

H 

238 
9 

'T^Y^cP 

239 

OH 

Y^Yy 
OH O 

H 
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240 /N~i IH-
.Ayyv,/* 

0 0 

241 
8 H 

242 
CH3 

XV XV ^.NH XV 

243 
x H3C*— NH 

O OH 

244 

245 
O O NH_^ 

246 
NH2 

247 vrv^r> OH CH3 O N=V 

248 

249 

0 

0 «—N 
H 

250 
H 

251 ^—rro OH ° O^OH ̂  
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252 
OH •^VYV> 

o -5^ NH^y 
OH 

253 

(X
i t o 

254 
NH2 

H°v/\ /V 

0 O N ' 

255 "°i—r"XxP 
HO^-O J} 

256 rorf 
NH2 

257 O NH^y T o 

258 
^NH 

H2N^^Y T^^NH 
O N=a/ 

HO ^O 

259 
O NH, 

o NH^y 

260 x^:x?cp 
261 "T^-nrxrcP 

CH3 

262 i„ 0 

263 °r^YNH^^ 
OH O 

3AMEI-mfOLHI/1M J1I/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

34 

264 
OH 0 NW 

265 Vvnr,t^YV^ OH O I / 

266 V^V^O OH O 1 / 

267 
OH 0 

268 
CH, / 

269 °r^YNirt> 
O" OH 

270 °r^rNH-^r> 
OH o 

271 
OH O ^\XNH 

272 
HOY^VNY>ON 

O O NH^7 
o^o 

H3C^ 

273 
H3C—^ 

274 
HO-^ ^ n T « W 

O O N-^/' 

275 TT-^ 
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276 

NH2 

277 

278 
H 

279 X X £T° 

280 

OH 

O NH-^ 

" 

281 JUf-ctP 

282 oX^r;xrcP 
CH3 

283 -•^rxtP 0^ OH j_| 

284 

285 
/v /V ,NH /V ^ „!N-^Y 

286 
0 0 

fNKl NH"^0'CH3 
N-^—" NH2 
H 

287 
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288 
/ NH 

T LJN 

289 CH, O ^--1/ 
HO-^O 

290 
NH H 

o 

291 
CH, 
J H 

a Jk HO 

292 
NH2 "r°Y"rr> 

° HO^^O 

293 
M 

294 

295 
rvo 

NHj Js. 

R3 

296 
H 

297 H°T^YNX 
o^-o 
AH3 

298 
J r>„ 

O 

299 -9Y"^Y> 
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300 
H 

301 
H 

302 
O N==/ 

303 TT J NH & w 

304 11 T NH a *=*=/ 

305 
H 

306 nr 
H 

307 

<fH3 o. >° 
0 

f_JNH 
N=/ 

NH, C 
308 ,<^Xx> 
309 "•^srnQ 
310 

/—-NH °TN^O 
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311 
f^NH 

312 

313 ° 

314 
/V ^NH-^ ^.o 

315 

316 

317 
0 1^ 

318 

0 

H 

319 
x-1Nl4^ N H2N^"y" \T ̂  

o VU/ 
H 

320 NH2 OH 

0 
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321 
H 
,N—•n NH2 OH 

0 

322 

on ^=\ 

QA>X^Y'NHV^^-N^N 

O 

323 H2N^^^NH--Y^I ° N\^ 

324 "T^tXO 
325 V^CCO 

CH3 

326 

327 

328 

NH2 

v^rro-
HO X) 

329 

330 O
 Z
 

0
 

331 

z
 

X
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332 

NH2 °rWNH^o 
OH O k ,Q 

333 

NH2 • OH O 

334 

NH2 

°V/\/NV'NHV/NV:S\ 
OH O N==/ 

O^ O 
1 
CH3 

335 
OH 0 NH^y 

343 

344 
_ H Trro 

"N 

345 

346 Tr^xy\ 
—s 

347 
xVnrJn^r 
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348 
H 

T TT^O 
N 

349 

350 
>o^—r^npr 

351 JLJ" 
C yneTOM H3JioaceHHoro, Hacroamee H3o6peTeHHe OTHOCHTCH K cpe^CTBy AM 

JieneHHa H/HJIH npo(f)HJiaKTHKH 3a6ojieBaHHH, Bbi3biBaeMbix PHK-coAepacamHMH 

BHpycaMH, npHHaaJieacauiHMH pcmy 3HTep0BHpyc0B, MeTanHeBMOBHpycoB, pcwy 

5 nHeBM0BHpyc0B, po^y pecnHpoBHpycoB HJIH pcwy ajib^aKopoHaBHpycoB, H/HJIH ,ZJHK-

coAepacamHMH BHpycaMH, npHHaAJieacamHMH ceMencTBy a^eHOBHpycoB H/HJIH 

ceMencTBy repnecBHpycoB, npe^CTaBJiaiomeMy CO6OH coe^HHeHHe o6meH <J)opMyjibi I. 

H3o6peTeHHe jjajiee OTHOCHTCa K cnocoSaM nojiyneHHa coe^HHeHHH oSmeft 

(JtopMyjiBi I HJIH HX (JtapMaiieBTHHecKH npneMJieMbix cojien, oxBaTbmaeT cnocoS 

10 npo^HjiaKTHKH H jieneHHa 3a6ojieBaHHH, Bbi3biBaeMbix PHK-coAepacamHMH BHpycaMH, 

npHHa^JieacamKMH po^y aHTepoBHpycoB, MeTanHeBMOBHpycoB, po^y nHeBM0BHpyc0B, 

posy pecnHpoBHpycoB HJIH po^y ajib<j)aKOpOHaBHpycc>B, H/HJIH ^HK-coflepacamHMH 

BHpycaMH, npHHaflJieacamHMH ceMencTBy a/ieHOBHpycoB H/HJIH ceMeftcTBy 

repnecBHpycoB, cnocoS npo(j)HjiaKTHKH HJIH JieneHHa oSocTpeHHa acTMbi, xpoHHnecicoH 

15 06cTpyKTHBH0H 6ojie3HH JierKHx, MyKOBHCiiHA03a, KOH'bioHKTHBHTa, racTpoaHTepHTa, 

renaTHTa, MHOicapflHTa, cnoco6 npo(])HjiaKTHKH HJIH JieneHHa ocjio>KHeHHH npn 

HH^eKijHOHHbix 3a6oJieBaHHax, Bbi3biBaeMbix PHK-co^epMcamHMH BHpycaMH, 

npHHaAJieacamHMH po/iy SHTepoBHpycoB, MeTanHeBMOBHpycoB, poziy nHeBMOBHpycoB, 
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pofly pecnHpoBHpycoB HJIH 

pofly ajit(}3aKopoHaBHpycoB, H/HJIH ,ZI,HK-conep}KainHMH BHpycaMH, npHHaxyiOKauiHMH 

ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, cnoco6 npo(|)HjiaKTHKH 

HJIH JieneHHa pHHopen, ocTporo H HH^eKiinoHHoro pHHHTa, (fiapHHrHTa, 

5 Ha30(J)apHHrHTa, TOH3HJiJiHTa, jiapHHrHTa, jiapHHroTpaxeHTa, jiapHHroTpaxeo6poHXHTa, 

6pOHXHTa, SpOHXHOJIHTa, nHeBMOHHH HJIH 06cTpyKTHBH0r0 CHHflpOMa flblXaTejIBHBIX 

nyTen, npenycMarpHBaiomHx, BBeneHHe naiinenTy 3(]xj)eKTHBHoro KOJiHnecTBa 

coe^HHeHHa o6mefl (J)opMyjiti I HJIH ero (JjapMaueBTHnecKn npneMJieMofi COJIH. 

^ajiee, H3o6peTeHHe oraocHTca K <J)apMaueBTHnecKOH K0Mn03HiiHH jxjia JieneHHa 

10 3a6ojieBaHHH, Bbi3BiBaeMBix PHK-coflepacam;HMH BHpycaMH, npHHazi;jie>KamHMH pony 

3HTepoBHpycoB, MeTanHeBMOBHpycoB, pony nHeBMOBHpycoB, pony pecnHpoBHpycoB 

HJIH pony ajiB(J)aKopoHaBHpycoB, H/HJIH /JHK-conepacamHMH BHpycaMH, 

npHHaflJieacamHMH ceMencTBy aneH0BHpyc0B H/HJIH ceMencTBy repnecBHpycoB, 

(JtapMaiieBTHnecKOH K0Mn03HiiHH ana npocjomiaKTHKH HJIH jieneHHa oSocTpeHHa acTMBi, 

15 XpOHHneCKOH 06cTpyKTHBH0H 6ojie3HH JierKHX, MyK0BHCUH^03a, KOHtlOHKTHBHTa, 

racTposHTepHTa, renaTHTa, MHOKapnuTa, 4>apMaiieBTHnecKOH K0Mn03HnHH nJifl 

npo(J)HJiaKTHKH HJIH jieneHHa oSocTpeHHa acTMbi, xpoHnnecKon oScTpyKTHBHoft 

6ojie3HH JierKHx, MyK0BHciiHn03a, KOHT>K)HKTHBHTa, racrposHTepHTa, renaTHTa, 

MHOKap^HTa, (JjapManeBTHnecKOH KOMHO3HIIHH pjrn npo(J)HJiaKTHKH HJIH JieneHHa 

20 ocjioacHeHHH npn HH(J)eKiiHOHHbix 3a6ojieBaHHax, Bbi3biBaeMbix PHK-conep>KamHMH 

BHpycaMH, npHHazuieacaniHMH pony SHTepoBHpycoB, MeTanHeBMOBHpycoB, pony 

nHeBMOBHpycoB, pony pecnHpoBHpycoB HJIH pony ajib^aKopoHaBHpycoB, H/HJIH flHK-

coflep>KaniHMH BHpycaMH, npHHafljieacamHMH ceMencTBy aneH0BHpyc0B H/HJIH 

ceMencTBy repnecBHpycoB, (J)apMaiieBTHneCKOH KOMIIO3HIIHH fljia npo<])HjiaKTHKH HJIH 

25 jieneHHa pHHopen, ocTporo H HHcjjeKUHOHHoro pHHHTa, (jjapHiirHTa, Ha30(J)apHHrHTa, 

TOH3HJIJIHTa, JiapHHTHTa, JiapHHTOTpaxeHTa, JiapHHTOTpaxeoSpOHXHTa, 6pOHXHTa, 

SpOHXHOJIHTa, nHeBMOHHH HJIH oScTpyKTHBHoro CHHnpoMa nbixaTejiBHbix nyTen, 

coaepacaniHX s^^eKTHBHoe KOJinnecTBO coe^HHeHHa o6meH ^opMyjibi I HJIH ero 

4>apManeBTHnecKH npneMJieMon COJIH. 

30 H3o6peTeHHe TaKace OTHOcnTca K Ha6opy nJia JieneHHa 3a6ojieBaHHH, 

Bbi3biBaeMbix PHK-co^epacamnMH BHpycaMH, npHHa,zuie>KainHMH pony SHTepoBHpycoB, 

MeTanHeBMOBHpycoB, pony nHeBMOBHpycoB, pony pecnHpoBHpycoB HJIH pony 

3AMEHAOHMM J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

43 

ajit(j)aKopoHaBHpycoB, H/HJIH ,H,HK-conep>KamHMH BHpycaMH, npHHanJiencamnMn 

ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, HaSopy RJIH npo(|)HJiaKTHKH 

HJIH JieneHHa 060CTpeHH3 aCTMbl, XpOHHHeCKOH 06cTpyKTHBH0H 6oJie3HH JierKHX, 

MyK0BHCiiHfl03a, KOHi>K)HKTHBHTa, racTposHTepHTa, renaTHTa, MHOKapflHTa, HaSopy RJIS 

5 npo(J)HjiaKTHKH HJIH JieneHHa ocjio>KHeHHH npH HH(|)eKiiHOHHbix 3a6ojieBaHnax, 

Bbi3biBaeMbix PHK-conepacamHMH BHpycaMH, npHHanJieacamHMH pony SHTepoBnpycoB, 

MeTanHeBMOBHpycoB, pony nHeBMOBHpycoB, pony pecnnpoBHpycoB HJIH 

pony ajib^aKopoHaBHpycoB, H/HJIH ^HK-conepacamHMH BHpycaMH, npHHanJieacamHMH 

ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, Ha6opy nna npo<j)HjiaKTHKH 

10 HJIH JieneHHa pHHopen, ocTporo H HH^eKiinoHHoro pHHHTa, ^apHHTHTa, 

Ha30(J)apHHrHTa, TOH3HJuiHTa, jiapHHTHTa, jiapHHroTpaxeHTa, jiapHHroTpaxeoSpoHxnra, 

SpOHXHTa, SpOHXHOJIHTa, nHeBMOHHH HJIH 06CTpyKTHBH0r0 CHHnpOMa ntlXaTeJIbHblX 

nyTen, BKjiionaiomHM KOMno3Hnnio no H3o6peTeHHio H HHCTpyKiiHH no ee 

npHMeHeHHio. 

15 KpoMe 3Toro, H3o6peTeHHe OTHOCHTCH K npnMeHeHHio coennHeHHH o6meH 

4)opMyjibi I HJIH HX (J)apMaijeBTHHecKH npneMJieMbix cojieft nJia np0H3B0ncTBa 

jiexapcTBeHHoro cpencTBa j\m jieneHHa 3a6ojieBaHHH, Bbi3biBaeMbix PHK-

conepacamnMH BHpycaMH, npHHanJieacain,HMn K pony SHTepoBHpycoB, 

MeTanHeBMOBHpycoB, pony nHeBMOBHpycoB, pony pecnHpoBHpycoB HJIH pony 

20 ajibcjjaKopoHaBHpycoB, H/HJIH ^HK-conepacamnMH BHpycaMH, npHHanJie>KamHMH 

ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB. 

H3o6peTeHHe Taioice BKJiionaeT npHMeHeHHe coennHeHHH oSmen (j)opMyjibi I HJIH 

HX 4>apManeBTHHecKH npneMJieMbix cojien nJM npoH3BoncTBa jieKapcTBeHHoro cpencTBa 

nJia npo4>HJiaKTHKH HJIH jieneHHa o6ocTpeHHa acTMbi, xpOHHnecKOH oScTpyKTHBHOH 

25 60jie3HH JierKHx, MyKOBHcnnno3a, KOffbiOHKTHBHTa, racTpo3HTepHTa, renaTHTa, 

MHOKapnnTa. 

M3o6peTeHHe Taioice BKJnonaeT npHMeHeHHe coennHeHHH oSmen 4>opMyjibi I HJIH 

HX (JjapManeBTHnecKH npneMJieMbix cojien nJia npon3BoncTBa JieKapcTBeHHoro cpencTBa 

nJia npocJiHJiaKTHKH HJIH jieneHHa ocjioacHeHHH npn HH^eKijHOHHbix 3a6ojieBaHnax, 

30 Bbi3biBaeMbix PHK-conep>Kain;HMH BHpycaMH, npHHanJieacaniHMH pony 3HTepoBHpycoB, 

MeTanHeBMOBHpycoB, pony nHeBMOBHpycoB, pony pecnHpoBHpycoB HJIH 

pony ajib^aKopoHaBnpycoB, H/HJIH ^HK-conepacamHMn BnpycaMn, npnHanJiOKamnMH 
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10 

15 

ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB. 

H3o6peTeHHe TaK>Ke BKjnonaeT npHMeHeHHe coennHeHHH o6men 4)opMyjiw I HJIH 

HX <J)apManeBTHHecKH npneMJieMtix cojien nJia npoH3BoncTBa JieKapcTBeHHoro cpencTBa 

.ziJia npo(J)HJiaKTHKH HJIH JieneHHH pHHopen, ocTporo n HH<J)eKnHOHHoro pHHHTa, 

(^apHHTHTa, Ha30(J)apnHrHTa, TOH3HJuinTa, jiapHHTHTa, jiapHHroTpaxenTa, 

JiapHHr0Tpaxe06p0HXHTa, SpOHXHTa, 6pOHXHOJIHTa, nHeBMOHHH HJIH oScTpyKTHBHOTO 

CHHnpoMa nbixaTejiBHBix nyreH. 

OcvinecTBJieHHe H3o6peTeHHg 

HacToamee H3o6peTeHne OTHOCHTCH K coennHeHHHM oSmen (jiopMyjiti I, 

KOTopoe cooTBeTCTByeT cjienyiomen <j)opMyjie 

R2 

HJIH HX 4>apManeBTHHecKH npneMJieMbiM COJWM, 

rne 

R1 npencTaBjiaeT CO6OH 

R3 

N 

m npencTaBJiaeT CO6OH nejioe HHCJIO 0, 1 HJIH 2; 
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10 

15 

n npeflCTaBjiaeT CO6OH nejioe HHCJIO 0, 1 HJIH 2; 

R2 npe,n;cTaBjiaeT CO6OH H HJIH C1-C6 OIIKHJI; 

R3 H R4 Kaacflbra He3aBHCHM0 npencTaBjiaeT CO6OH H, O, C1-C6 ajiraji, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npencTaBjiaeT CO6OH -COOH, -C(0)NH2, 

H 
N-

\ 
N , ^ ^ -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

r^e R5 MOKCT 6biTt Heo6a3axejibHo 3aMemeH 3aMecTHTejieM, BbiSpaHHbiM H3 

rpynnti cocToamen H3 6eH3HJia, 6eH3Hji-0C(0)-, C1-C6 ajiKHjia, OH H -NH2; 

R6 

.(CH2)0 

Q npencTaBjiaeT co6on 

(CH2)C 

"R 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npHCoennHeHBi, MoryT 

06pa30BbIBaTB HHKJI 

QHR1 BMecTe c ^panvieHTOM -C(0)N-, K KOTopoMy OHH npncoeflHHeHbi, MoryT 
o 

H,N 

06pa30BtiBaTb UHKJI G , Heo6»3aTejiBHO 3aMemeHHBiH no aMHHorpynne 

rpynnon -C(0)CH3; 

o npencTaBJiaeT CO6OH nejioe HHCJIO 0 HJIH 2; 

p npencTaBJiaeT co6on nejioe HHCJIO OT 0 AO 3; 

R6 H R7 Kaacflbin He3aBncnMO npencTaBjiaeT CO6OH H, C1-C6 ajiKHn, -C(0)NH2, -

COOH, -CH2OH, HJIH C1-C6 ajiKHJi-NH2; 
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me R6 H R7 MoryT 6BITE Hec>65i3aTejibHO 3aMemeHbi OAHHM HJIH nsyMa CpC6 

ajiKHnaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npencTaBjiaex CO6OH 
,N, 

10 H, -COOH, NH2, 
HN-

'tf HN, .NH 

HN. 

"NH 

O. 

'NH 

H 
.N. 

/\ 

1 

/ 

N" 
H 

'N N' 

N 

\ 

'N' •N 
H 

.N. -N 

\ 

'N' 
•N 
H 
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'N 

-N. /N. .N 

N N N N 

JOJJ 
'N 
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me R MoaceT 6BITB Heo6a3aTejiBHo 3aMemeH OAHHM HJIH 6ojiee 3aMecTHTejiaMH, 

BtiSpaHH&iMH H3 Cj-Cg ajiKHjia, Cj-Cg ajiKOKCH, ranoreHa, -COOH, -OH, nnpHflnjia, -O-

6eH3HJia H 4>eHHjia; 

5 HJIH coenHHeHHe, Bbi6paHHoe H3 cjienyiomnx CTpyKTypHBix (J)opMyji: 

71 

72 

0 

npn ycjioBHH, HTO coe^HHeHHe He BbiSpaHo H3 cjienyiomnx coennHeHHH: 

HoMep no 3aaBKe OopMyjia 

211 
H 

212 
0 *N=/ 

213 
OH O 

214 
H 

215 
O O Nr=\ 

NH2 

216 
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111 
OH O U—-g7 

218 
OH 

s \J 
219 

O NH^y 

220 
NH2 

O N=s/ 
H3CT HO^ ^»O 

221 

CH3 
1 3 
o. JO 

OH O 

NH2 /L NO ^—N 
H 

222 
•d 

"^nrx 
in3 

223 T 
H 

224 O N—J 
CT OH H 

225 
HN^) 

~VC 
CH3 

226 Cr^oXNrf^TNX^ONH 
u° 

227 H" 
H 
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228 
H 

229 

CH3 

O o L./ 

230 HOX^INH^X) 
231 rr^o 
232 

OH O 

233 Vnfno 
234 ,N^YN^Q 
235 

236 
H 

237 

O—CH3 

VY^CP 
H 

238 
9 

°x^T~^y 

239 

OH 

H 
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240 

0 0 

241 
8 H 

242 
CH3 

243 
x HaC^NH 

XT^O" O'— OH 

244 

245 
O O NH_^ 

246 
NH2 

247 
OH CH3 O N==/ 

248 

249 

0 

0 «—N 
H 

250 
H 

251 OH O jC <L»K^ 
O^-OH N 
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252 
OH 

OH 

253 
NH2 r^\ 

OH O ^—N 
H 

254 
NH2 

BOI—VKH^O»» 
O O N ' 

255 "°TmrNr^P 
HO^-O N 

256 TnrtJ-
NH2 

257 
H°VY"^Y5» 
H3C>N.NH O NH_y 

T o 

258 
/s. -NH 

"KAO NW 

259 
O NH, 

O NH^y 

260 -^xx^P 
261 

<f H 
CHj 

262 °H O ^|\T 

263 
OH O 
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264 
OH 0 NSa/ 

265 YnNH^T-OH O L / 

266 °T^YNH^T> 
OH O L—/ 

267 
OH O 

268 
CH, / 

OH O ^—N 

269 °mrrt> 
O-^ OH 

270 V^Y"~^0 OH O S—1/ 

271 AH O 

272 —CC& o 

H3C^ 

273 
H3C 

274 "°T— 

275 
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276 

NH2 

277 

278 
H 

279 
oJWx^ o ^-o 

CH3 

280 

OH 

O NH_^ 
O 

H3C^ 

281 J-coP 
H3C^ 

282 •^irxtP 
CH3 

283 -^orrxP O OH ™ 

284 —rN^o 
285 

..NH ><v H2"^T ̂ 0 
286 

0 0 

rN/^T^N^^°"CH3 
\i—U NH2 
H 

287 
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288 
/—-NH 

T Xy 

289 CH3 O Kf HO j_J 

290 
H 

291 
CH, 
J H 

/v >NH /v -N 
O^^NH TT^ \ I A, «-/ 

HO 1 

292 
NH2 

H°I^NITCNH 
HO^^O 

293 
H 

294 ar--o 
295 

r„ 

NH, 

vO 

296 
H 

297 

t>
x, 

z 
o—

o 

O
 X 

298 
o 

299 
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300 r 
N—y 0 OH 
H 

301 
H 

302 
O N=a/ 

303 n T NH 
a jfes/ 

304 

305 cy^p 
H 

306 ^ Jv ̂-NhL nr 
H 

307 

CH, 
1 3 

o 

6-
308 

NH2 

,J?XX> 
0 

309 ° 

310 

/" NH 
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311 
S ^NH 

312 nno 
313 <Xr^ ° 

314 -^nr^o 
315 

316 

317 
0 ^~N 

318 

0 
HA X 

H n if ̂  O L./ 
H 

319 0 »L./ 
H 

320 
[^">1 NH2 OH 

kA^k/NH^^A0 
0 

321 

H 
,N—ri NH2 OH 

VUy'VsA 
0 

3AMEI-mfOLHI/1M J1I/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

60 

322 

OH ^=\ 

o 

323 
O N^J 

324 "r-xco 
325 Y-XOO 
326 

327 k/° 

328 

NH2 

"r-Vro-
HO ^O 

329 

330 o 

$
 

z 0
 

331 
° r>^NH 

H O X NW 
0 k ^CH3 

332 

NH2 

OH O ,Q 
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349 X>^— 

350 '"Vr'tY 
351 

HO. _ H 

HanSojiee npennoHTHTejitHtiMH coennHeHHHMH HacToamero H3o6peTeHHa 

SBJIHIOTCH coeAHHeHHa, npencTaBJieHHbie B TaSjinne 1 

TaSjwua 1 

HoMep no 3aaBKe OopMyjia 

1 OH 0 
H 

2 
°Y^^Y'NH^Y\ 

OH 0 NH-J 

3 ywVy^ 
OH 0 NHV 

4 
OH O 

5 
OH ° 

H 

6 vnfpo 
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7 
OH 0 \XNH 

8 
Ov ,NH /s. /\ Y^Y 

OH O HN\^ 

9 Y^Y ̂ Y> 
OH O 

10 
OH O 

11 
OH O N\S^N 

12 
OH O 

13 
OH O N=N 

14 Tl'-Y) 
15 TY"-D 

H 

16 YT-YK 
N=/ 

17 
H0^^fNYv\ 0 ° K£> 

18 OH 0 N>N^*^N 
H 
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19 °Y^YNH^YNY^ 
0H 0 

20 YYTXO 
21 ° ° w 

22 
OH O N~~s 

23 °V^VNH^VXs 
OH O ^l/ 

24 V^Y^O OH 0 *~-J/ 

25 
OH 0 IN-—o 

26 
OH 0 Wf/ 

27 Ynf^x> 
28 °r^rNH^t> 
29 °Y^YH^Y> 

OH O N-—Q 

30 
CH3 

H°Y^V^V> 
O O N=a/ 

31 
CH3 

X X W/1 
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32 
OH O 

33 
. .NH n 

34 
OH 0 

35 °Y^^N^VX^ 
OH 0 

36 °r^YN^YX 
OH 0 CI 

37 
OH 0 0— 

38 

/°-CH3 

OH 0 

39 

CI 

OH O 

40 V-TP^ 
41 °Y 

OH O 

42 Yorxs 
CH3 
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43 
CH3 

YTY^Y^ 
OH CH3 O NW 

44 

O 
II CH3 

HO 

H3C 11 T A* 
O HH~V 

45 

0 
II CH3 

H3C n T //J 
0 NH^y 

46 Yvr^Y> 
OH NH2 0 N=y 

47 HO^J fi XH_^N 

0 

48 0 0 p 

49 
J* 

O O f S 

Vv///^s N 

50 0 O 
r"Yi 

51 0 0 
^ +X1 

/N 

52 
CH3 

°V^VNW( Y Y T> 
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53 YW> 
- 54 

o o 

55 
-,.0 0 N ' 6 

56 HY^NH"XY> 
0 0 ^ 

57 

CH3 

0 0 NHJ' 

58 

H3C^ 

0 0 mjf 

59 
0 0 NH^ 

60 
.NH /v. .NH /v. ^ ^Y> 

0 0 Nl-Ly 

61 O 

H3C 

62 
AH3 
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63 

H3C CH3 

64 
H3CT ° N 

65 

66 

OH 

"rVr, 
0 0 NH^y 

67 

OH 

"rV-'-o 
68 

N 

69 cr1--—f 
N 

70 

0 

^^NH^^Y°H 

X^ o N(I 
V—NH 

71 

72 

0 
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73 H° CH3X 

74 MoA^rNvx> O NH-y 
O-^ OH 

75 

O 
II CH3 

HO 
H,C || [ V NH 

o J. NW 
Or OH 

76 

CH3 H°I—VYV> 
o O A. NH~y 

O OH 

77 
HoYTYNHrt)NH 

0 CH, 0 NW 
0^ OH 

78 

CH3 

Ynrro 
O OH 

79 Yrrrn 
0 NH, 0 NH^y 

0 OH 

80 

HsC^-;0 

OXT T JXT *ONH 

81 
O-^^OH 

82 TTYNHH> 
0^ OH 

83 

OH 

V^xco OH 
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84 
OH O 

85 
H 

86 

87 
HN' ^0 

prV"' 
C H 3 

88 
OH 0 NH^ 

HN ^0 

Q^Js^CHj 

OH OH 

89 
11 *1 /N 

OH 0 NH^ 
HN ^O 

HjC 

90 
"T^VVY/ 

OH O A NH-y 
HN ^O 

055;^JVV^'CH3 

NH2 CH3 

91 
OH O X. NH_^ 

HN ^"O 0=55^kCHj 
H3C° 

92 
OH O ^4^. NH^ 

HN 

0,Y^CH3 
N H 2 

93 
^^C4CO 

°xbk 
H 3C H 3C ^-CH 3 
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94 
HN ^~0 °xx 

H 3 C H 3 

95 

/=N\ 
HN\^ 

OH 0 
HN^^O °YS 

OH OH 

96 

y=N 

°5Y^SS^YNH j 
OH O 

0;s!srS 
N H 2 OH 

97 

CH3 
H L 

yN—ri HN'"^0 OH 

\X^YNH-^^O 
o 

98 

CH3 

N A N-ri HN O 

\A^^NH^^NH2 

O 

99 

H3C XO HO. H 

XpJOCO 
O-^^OH 

100 H2N —^^>0 
o 

101 
>v. ^.NH 

8 LJ^\ 
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102 

H2N 

103 
o 

104 NH ^ 

H2N 

105 
NH .N. 

0 S—J 

106 

CH3 1 J H 

0 N 

107 

CH3 

/V -NH /V J\ Nl 
O N—" 

H 

108 
CH3 

°Y^rNH^rs)/ 
OH O NH^y 

109 
OH O NH-^ 

110 

0<y^oH 

°Y^YNH^V6N 
OH O NH_^ 

111 °Y^YN^Y>-CH3 
OH O U-.|y 

112 °mrNH^xV^ 
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113 

114 
H 

X 5 

115 x^rco 
116 H"T^T'NV) OH O _J L// 

HO 1 

117 
CH, 

1 H 

OH O 

118 

H 
N 

OH O 

119 
, N 

NH JCy 
:5OH^S H 

120 OH o N 
H 

121 °Y^YNH^Y\ 
OH 0 s' 

122 YS/YVX> OH o s-_y 

123 V^VH~-V> OH o o—y 

124 V^rNH^V> 
OH O -O 
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125 OH O —-fsf 
H 

126 V^rNH^<r> 
OH O N—N 

H • 
127 °r^YMH-^rs> 

OH O N--N 

128 
H 

OH O N—^ 

129 
°Y^/^NHN^V\ 

OH 0 

130 °rr"Ha)" 
131 V^rNH-^Tj OH O 

132 

133 
0Y^VH^TY> 

OH O 

134 
H 

135 TTTO 
H 

136 

N=r\^ 

°Y^^NV^YS 
OH O 

137 °Y^vN"^rO 
OH O t=N/ 
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138 
H 

139 

140 
OH O. 

141 
HaC^^CHa 

OH O NH-^ 

142 

NH2 

H N N N ^ 

143 
NH2 O *L_ ff 

144 
NH, 
J H 

HN"*^ NH ^ 

145 
_ NH2 
05^ / 

H 

146 
H2N. .NH .NH .NH, T 

NH2 0 

147 

o 
HNN. .NH _ ^ -NH JL 

NH2 O 

148 
OH O NH_!^ 

HN ^O 

O^L-CH3 

-O OH 
H3C^ 
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149 

r=i 

OH O 
HtjT ^"O 

JO OH 
HjC 

150 

/=N 

°rnrx 
ON NH2 

151 

0 

^—N 
H 

152 

0 

^—N 
H 

153 
H u 

154 
0 '—N 

155 
o *—s 

156 
0 ^—N 

157 

158 ^YHY> 0 '—N 

159 
/\ /V .NH >1 

H2N ^ /} 
0 N—N 

H 
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160 H2N-^^YNH^Y^iN ° 

161 
/v ^NH 

« tj 

162 o fr\ 

163 

164 Vv 
165 H2N/^YNH^yyN 

0 k^'Nf 

166 
H^NW% 

<y 
V—NH 

167 
0 

168 
/\ -NH .. 

169 
0 

170 

171 

CH3 

N 
H 0 H 

HC^O N 
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172 HN-^O 

XX 

173 

0 

X NH XH3 

H'O I W 

174 vnrxo 
175 "mrXO 
176 "^r»> 
111 

178 
NCH3 

179 

180 
° 1? 

N 

181 H 

V 
182 

H0mr:xx> 
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183 
"Y-rro ° H 

HO 

184 
"°r^rNrx> 

o/ |H H 

V H2N 

185 

o 5 o 

186 
o "-—s 

187 

188 

189 

NH2 

OH O NSs/ 

^CH3 

190 

NH2 

191 
NH2 

OH 0 S~J/ 
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192 

NH2 

AH S LI~\ 

193 

o 

°Y^YNH^NH^Y° 
OH 0 L 0. 

V\H CH* 
N=/ 

194 

o 

°Y^YNHAH^O 
OH O OH 

T NH 
N==/ 

195 
? 9 N-N 

196 

O O N==\ 

NY 
O 

197 JLJWQ-
198 JUWW 
199 Y^vWy-

0 o /-N 

200 

201 
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202 JUJUO-O 
203 °r^v N-^NX) 

O o 

204 
\ 

205 

° ° /—\ 

206 P 
207 J^XrJO> 
208 

F 

209 Q^> 

210 

336 

0 

i 5 • w 

337 
H0^fW> 0 0 N==/ 

CK NH2 

3AMEHflfOmi/1l/1 J1MCT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

82 

338 
0 0 

NH 
\ NW 

NH 

339 
0 

1 NH 
\ N=^/ 

N 
/ \ 

340 

341 

342 
H & w 

CoennHeHHH o6men (|>opMyjibi I, cornacHO H3o6peTeHHio, BBonaT B TBepnon 

jieKapcTBeHHoft (J)opMe. 

Hacroamee H3o6peTeHne TaK ace OTHOCHTCa K cnoco6aM noJiyneHHa 

5 coennHeHHH o6meft <|)opMyjibi I HJIH HX 4>apManeBTHHecKH npneMJieMbix cojiefl. 

B HacTHOcra, HacToainee H3o6peTeHHe OTHOCHTCa K cnoco6y nojiyneHHH 

coennHeHHH oSinefl ^opMyjibi I, oTHOcamnxca K MOHoaMnnaM nnKap60H0Bbix KHCJIOT 

HJIH nx (jjapManeBTnnecKH npneMJieMbiM cojiaM, BKjnonaioineMy B3anMoneftCTBHe 

cooTBeTCTByioniero aHrnnpHna c aMHHOM HJIH nnnenTHnoM B nonxonameM 

10 opraHnnecKOM pacTBopnTene Heo6a3aTejibHO B npncyTCTBHH opraHHnecKoro 

OCHOBaHHa. 

HacToainee H3o6pexeHHe OTHOCHTCa K cnoco6y nojiyneHHa coennHeHHH oSmen 

4>opMyjibi I, OTHocainnxca K Ci-CeajiKHJiaMnnaM HJIH HX (JjapManeBTHHecKH 

npneMJieMbiM COJIHM, BKjnonaiomeMy B3anMoncncTBne cooTBeTCTByiomero aMHHa, 

15 conep>Kamero C1-C6 ajiKHJibHbift 3aMecTHTejib no aMHHorpynne, c rayTapOBbiM 

aHrHnpnnoM B opraHHnecKOM pacTBopHTejie. 

HacToainee H3o6peTeHne OTHOCHTCa K cnoco6aM nojiyneHHa coennHeHHH 
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o6men 4>opMyjibi I, OTHOCHIUHXCH K aMH^aM flHKap60H0Bbix KHCJIOT, coziepacamHX B 

rjiyTapnjibHOM ocTaTKe Kap6oKCHjibHyio rpynny, 3aMemeHHyio C1-C6 ajiKHjioM, HJIH HX 

4>apMaueBTHHecKH npneMJieMbiM cojiaM, BKjnonaiomHM: 

(1) (a) B3aHMonencTBHe CooTBeTCTByiomero aHrcmpnqa c 3MHHOM 

5 Heo6a3arejibHO B noflxo/iameM 0praHHiecK0M pacTBopHTejie H npn KHnaneHHH; 

(b) cycneHAnpoBaHne nojiyneHHoro aMH/ia B C1-C6 cnnpTe, noSaBjieHHe no 

KanjiaM TpnMeTHjixjiopcnjiaHa npn KOMHaTHOH TeMnepaType; 

(2) (a) cHHTe3 MOHO Ci-C6-CJio>KHoro a^npa rjiyTapoBon KHCJIOTBI, H3 

rjiyTapoBoro aHrHnpnna H cooTBeTCTByiomero C1-C6 cnnpTa MeTOflOM aKTHBHpoBaHHbix 

10 N-OKCHcyKnnHMHAHbix 3(jiHpoB B 6e3B0,ziH0M OpraHHHecKOM pacTBopHTejie; 

(b) B3aHMOAencTBHe nojiyneHHoro Ci-Ce-cjioacHoro 3(J)Hpa rjiyTapoBon KHCJIOTBI 

c cooTBeTCTByiomnM aMHHOM B npncyTCTBHH KOH^eHCHpyioinero areHTa, 

npeHMymecTBeHHO 1,1 '-Kap60HnjiAHHMH/ia30Jia, B OpraHHHecKOM pacTBopHTejie. 

HacToainee H3o6peTeHHe OTHOCHTC3 K cnoco6y nojiyneHHa coeaHHeHHH o6men 

15 (J)opMyjibi I, OTHOcamnxca K aMH/iaM AHKap60H0Bbix KHCJIOT, coaepacainHx B 

TJiyTapHJIbHOM OCTaTKe MOHO- HJIH AHMeTHJIbHbie 3aMeCTHTejIH, HJIH HX 

(JjapManeBTHnecKH npneMJieMbiM COJIHM, BKjiionaiomeMy: 

(a) COOTBeTCTBytOniHH MOHO- HJIH AHMeTHJ13aMeiueHHbIH MOHOMeTHJIOBBIH 3(})Hp 

rjiyTapoBon KHCJIOTBI nojiynaiOT B pe3yjibTaTe pacKpbrraa MOHO- HJIH 

20 AHMeTHJi3aMemeHHoro rjiyTapoBoro aHrnzipHAa nyTeM nepeMeniHBaHna ero B MeTaHOjie 

npn KOMHaTHOH TeMnepaType B TeneHHH 24 nacoB; 

(b) BBe^eHHe BO B3anMO,neMcTBHe MOHO- HJIH AHMeTHircaMemeHHoro 

MOHOMeTHJIOBOrO 3(})Hpa FJiyTapOBOH KHCJIOTBI C COOTBeTCTByiOmHM aMHHOM B 

OpraHHHecKOM pacTBopHTejin, npenMymecTBeHHo N,N-AHMeTHJi(j)opMaMHAe, B 

25 npHcyTCTBHn KOH^eHcnpyioinero areHTa, npenMymecTBeHHo c 1,1'-

Kap60HHJIAHHMHAa30JI0M. 

HacToainee H3o6peTeHne OTHOCHTCa K cnoco6y nojiyneHna coeAHHeHHH oSmen 

(JjopMyjibi I, OTHOcamnxca K aMH^aM AHKap60H0Bbix KHCJIOT, coaepacamnx B 

rayTapnjibHOM ocTaTKe B KanecTBe 3aMecTHTejia rHjipoKCHJibHyio rpynny B a-

30 nojioaceHHH, HJIH HX (jjapManeBTHnecKH npneMJieMbiM cojiaM, BKjnonaiomeMy: 

(a) nojiyneHHe 5-0KC0TeTparHAp0(j)ypaH-2-Kap60HHji xjiopn^a H3 5-

0KC0TeTparn,2ip0(j)ypaHa-2-Kap60H0B0H KHCJIOTBI nyTeM ee B3aHMOAencTBHa c 
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(b) B3aHMOAeHCTBHe 5-0KC0TeTparHAp0(|)ypaH-2-Kap60HHji xxropn^a c 

COOTBeTCTByiOmHM aMHHOM B OpraHHHecKOM paCTBOpHTejIH B npHCyTCTBHH nOTama, c 

nocjie^yiomHM rHApojnooM jiaKTOHa B npHcyrcTBHH mejiow AO uejieBoro aMH.ua. 

5 HacToainee H3o6peTeHHe OTHOCHTCH K cnoco6y nojiyneHHa coeAHHeHHH oSmeft 

(J)opMyjiw I, OTHOcamnxca K rjiyTapHjibHbiM npOH3BOAHbiM AnnenTHAOB HJIH HX 

(J)apMaiieBTHHecKH npneMJieMbiM cojiaM no n.l, BKjnonaiomeMy: 

(a) CHHTe3 AnnenTHAOB HCXOAH H3 AH-Boc-3antHineHHoro rncTHAHHa H 

COOTBeTCTByiOineH aMHHOKHCJIOTbl MeTOAOM aKTHBHpOBaHHblX napa-HHTpO(j)eHHJIOBbIX 

10 a^npoB B N,N-AHMeTHji(J)opMaMHAe; 

(b) CHaTne Boc-3amnTbi o6pa6oTKon 3amnineHHoro AnnenTHAa 

TpH(J)TOpyKCyCHOH KHCJIOTOH; H 

(c) Ao6aBJieHne rjiyTapoBoro aHrnApHAa K Tpn(|)T0paneTaTH0My np0H3B0AH0My 

AHnenTHAa B N,N-AHMeTHJi<J)OpMaMHAe B npHCyTCTBHH 2 SKBHBajieHTOB N-

15 MeTHJIMOp(J)OJIHHa. 

HacToainee H3o6peTeHHe OTHOCHTCS K cnoco6y nojiyneHHa coeAHHeHHH o6meH 

4>OpMyAbI I, OTHOCaUIHXCa K npOH3BOAHbIM y-aMHHOMaCJiaHHOH KHCJIOTBI H 

CooTBeTCTByiomero aMHHa HJIH HX (JjapManeBTHnecKH npneMJieMbiM cojiaM, 

BKjnonaioineMy: 

20 (a) nojiyneHne HMHAa30JiHAa N-B0c-y-aMHH0MacjiaH0n KHCJIOTBI nyTeM 

B3aHMOAeilCTBHa N-B0C-y-aMHH0MaCJiaHH0H KHCJIOTbl C l,r-Kap60HHJIAHHMHA030JI0M B 

cpeAe 6e3B0AH0r0 opraHnnecKoro pacTBopHTena; H 

(b) BBeAeHne HMHAa30JinAa N-Boc-y-aMHHOMacJiaHOH KHCJIOTBI BO 

B3anMOACHCTBne c COOTBeTCTByiOmHM aMHHOM npn HarpeBannn B cpeAe 6e3B0AH0ro 

25 opraHnnecKoro pacTBopHTena. 

HacToainee H3o6peTeHne OTHOCHTCa K cnocoSaM nojiyneHHa coeAHHeHHH 

o6men <J)opMyjibi I, OTHOcaninxca K npOH3BOAHbiM nnporjiyTaMHHOBOH KHCJIOTBI, N-

aneTHji- rayTaMHHOBOH KHJIOTBI no a-KapSoKcnjibHon rpynne HJIH rjiyTaMHHOBOH 

KHCJIOTBI no y-KapSoKCHjiBHOH rpynne, 3-aMnnocyjib(|ooHHJinponHOHOBon KHCJIOTBI H 

30 cooTBeTCTByioinero aMHHa HJIH HX (jjapManeBTnnecKH npneMJieMbiM conaM 

(1) MeTOAOM aKTHBHpOBaHHblX N-OKCHCyKnHHMHAHbIX 3(J)HpOB, BKJUOHaiOUieMy 

B3aHMOACnCTBHe N-OKCHCyKnHHHMHAHOrO 3(})Hpa COOTBeTCTByiOmen KHCJIOTbl c 
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COOTBeTCTByiOmHM aMHHOM B cpeAe 6e3B0AH0ro opraHHnecKoro pacTBopHTejiH npn 

KOMHaTHOH TeMnepaType; 

(2) cnoco6y, 3aKjnoHaiomeMCH B Hcn0Jib30BaHHH KOHAeHCHpyiomnx areHTOB, 

npeAn0HTHTejii>H0 N,N,N',N'-TeTpaMeTHJi-0-(6eH30Tpna30Ji-1 -nji)ypoHnyM 

5 TeTpa(j)Top6opaTa, B npncyTCTBne opraHHnecKoro 0CH0BaHHH B OpraHHHecKOM 

pacTBopHTejie. 

(3) cnoco6y, 3aKjnoHaiomeMycH B ^HHTCJIBHOM BbmepKHBaHHH, 

npe,zin0HTHTejibH0 B TeneHHn HeAejiH, cooTBeTCTByiomero aMHHa H nnporayTaMHHOBOH 

KHCJIOTBI B OpraHHHecKOM CTIHpTe. 

10 HacToainee H3o6peTeHne OTHOCHTCH K cnoco6aM nojiyneHHH coeAHHeHHH 

o6men ^opMyjibi I, OTHOCHIUHXCH K aMH^aM, 06pa30BaHHbix 3-(4-

HMHAa30JIHJl)aKpHJI0B0H KHCJIOTOH H 3 -(4-HMH^a30JIHJl)np0nH0H0B0H KHCJIOTOH H 

COOTBeTCTByiOineH aMHHOKHCJIOTOH: 2-aMHHOneHTaHOBOH KHCJIOTOH, 4-

aMHHOMaCJIHHHOH KHCJIOTOH H 6-aMHHOreKCaHOBOH KHCJIOTOH HJIH HX <J)apManeBTHHeCKH 

15 npneMJieMbiM COJIHM 

(1) XJIOpaHTHZipHAHHM MeTOAOM, BKjiKmioineMy: 

(a) nojiyneHHe xjiopaHTHApnAOB cooTBeTCTByiomnx KHCJIOT C ncn0Jii>30BaHHeM 

npenMyinecTBeHHO THOHHJixjiopH^a, 

(b) BBeaeHHe BO B3anMOAencTBne nojiyneHHoro xjiopaHrnapn/ia 6e3 

20 AOnOJIHHTeJIbHOH OHHCTKH C COOTBeTCTByiOineH aMHHOKHCJIOTOH B CpeAe 6e3BOAHOrO 

opraHHHecKoro pacTBopnTejia npn KOMHaTHOH TeMnepaType; 

(2) cnoco6y, 3aKjnonaiomeMCH B ncn0Jib30BaHHH KOHAeHCHpyiomnx areHTOB, 

npeAn0HTHTejibH0 l,l'-Kap6oHHjiAHHMHAa3o.na. PeaKnnio npoBOAHT B OpraHHHecKOM 

pacTBopnTejin B npncyTCTBnn opraHnnecKoro 0CH0BaHHH H npn HarpeBaHnn, 

25 npeAnoHTHTejibHO AO 80°C. 

HacToainee H3o6peTeHHe OTHOCHTCH K cnoco6y nojiyneHHH coeAHHeHHH o6meii 

(|)OpMyjIbI I, OTHOCHIIIHXCH K npOH3BOAHbIM COAep^camHM -C-0-C(=0)- CBH3b, HJIH HX 

^apManeBTHnecKH npneMJieMbiM COJIHM, BKjnonaiomeMy nojiyneHne cooTBeTCTByioinero 

cjioacHoro 3(j)Hpa peaKunen MnnyHo6y H3 cooTBeTCTByiomero cnnpTa n KHCJIOTBI. 

30 nPH HeoSxOAHMOCTH AJW CHHTC3a CoeAHHeHHH no HaCTOHmeMy H3o6peTeHHK) 

npHMeHHioT 3amnTy aroMa a30Ta B reTepouHKjiax, HanpHMep, 3amHTHyio rpynny 

Kap6aMaTHoro rana, TaKyio KaK TpeT-6yT0KCHKap60HHjibHaH (Boc), a TaKace 
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6eH30HjiBHyio 3amHTHyio rpynny. 

H3o6peTeHHe aanee oxBarbmaeT cnoco6 npo<j>njiaKTHKH H jieneHHH 

3a6oneBaHHH, Bbi3tiBaeMbix PHK-coAepacamnMH BHpycaMH, npnHafljieacamHMH po^y 

SHTepoBHpycoB, M6TanHeBM0BHpyc0B, po^y nHeBMOBHpycoB, pony pecnHpoBHpycoB 

5 HUH po^y ajibcJjaKopoHaBHpycoB, H/HJIH ^HK-coAepacamnMH BHpycaMH, 

npHHaAJie>Kam:HMH ceMencTBy a/ienoBHpycoB H/HJIH ceMencTBy repnecBHpycoB, 

npe^ycMaTpHBaiomHH BBefleHne nauneHTy acjxfteKTHBHoro KOJinnecTBa coeAHHeHHH 

o6mefi (popMyjibi I HJIH ero <f)apMaueBTHHecKH npneMjieMOH COJIH. 

Bnpyc, npHHa/yieacamnH po^y 3HTep0BHpyc0B, MoaceT 6bm> BbiSpaH H3 rpynnbi, 

BKJIIOHaiomen pnHOBHpycbi, BHpycbi KoKcaKH H 3HTepoBnpyc rana 71. Bnpyc, 

npHHazuioKamnft K po^y nHeBMOBHpycoB, npe/jcTaBJiaeT coSon pecnHparopHO-

CHHUHTnajibHbiH BHpyc, a K po^y MeTanHeBMOBHpycoB - MeTanHeBMOBnpyc nejiOBeica. 

Bnpyc, npnHaAJieacamHH po^y pecnHpoBHpycoB, npeflCTaBJiaeT co6on naparpnnn. 

Bnpyc, npHHaAJieKamHH K pofly anb^aKopoHaBHpycoB, npeflCTaBJineT co6on 

K0p0HaBHpyc. CeMencxBO aAeHOBnpycbi BKjnonaeT po^ MacTaaeHOBnpyc, K KOTopoMy 

OTHOCHTCH aaeHOBHpyc nejioBeKa. CeMeficTBo repnecBHpycbi BKJinmeT poa 

CHMnjieKCBHpyc, K KOTopoMy npHHa^JieacaT BHpycbi repneca npocToro 1-ro H 2-ro 

TnnoB (Bm-1 H Bm-2). 
H3o6peTeHne Aajiee OTHOCHTCH K cnocoSaM nojiyneHHH coeAHHeHHH o6m;eH 

popMyjibi I HJIH nx 4>apMaijeBTHHecKH npneMJieMbix cojien, oxBaTbiBaeT cnoco6 

npo(j)HJiaKTHKH H jieneHHH 3a6ojieBaHHH, Bbi3biBaeMbix PHK-coAep>icamHMn BHpycaMH, 

npHHaziJieacamnMH po;iy 3HTepoBHpycoB, MeTanHeBMOBHpycoB, po^y nHeBMOBHpycoB, 

po^y pecnHpoBHpycoB HJIH po#y ajib^aKopoHaBnpycoB, H/HJIH ^HK-coAepacamnMH 

BHpycaMH, npHHajjJie>KamHMH ceMeiicTBy aneHOBHpycoB H/HJIH ceMencTBy 

repnecBHpycoB, cnoco6 npo^njiaKTHKH HJIH jieneHHH o6ocTpeHHH acTMbi, xpoHHHecicoH 

06cTpyKTHBH0H 6oJie3HH JierKHX, MyK0BHCIIHfl03a, KOHblOHKTHBHTa, racTposHTepHTa, 

renaTHTa, MHOKap^HTa, cnoco6 npo^njiaKTHKn HJIH jieneHHH OCJIO^KHCHHH npn 

HH<])eKnHOHHbix 3a6ojieBaHHHx, Bbi3biBaeMbix PHK-coaepacamHMH BHpycaMH, 

npHHazyioKainHMH po^y SHTepoBHpycoB, MeTanHeBMOBHpycoB, po#y nHeBMOBHpycoB, 

pony pecnnpoBnpycoB HJIH 

po^y ajib(j)aKopoHaBHpycoB, H/HJIH /IHK-coaep)KamHMH BHpycaMH, npnHazyieacamHMH 

ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, cnoco6 npo^nnaKTHKH 
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HJIH JieneHHa pHHopen, ocTporo H HH^eicijHOHHoro pHHHTa, fyapvmrma, 

Ha3ocj)apHHrHTa, TOH3HjuiHTa, jiapHHrHTa, jiapHHroTpaxeHTa, JiapHHroTpaxeo6poHXHTa, 

6pOHXHTa, 6pOHXHOJIHTa, nHeBMOHHH HJIH 06cTpyKTHBH0r0 CHHflpOMa AHXaTeJIbHbDC 

nyTen, npe/jycMarpHBaiomHx, BBe^eHHe nauneHTy 3(J)c[)eKTHBH0r0 KOJinnecTBa 

5 coeflHHeHHa o6meii (|)opMyjii>i I HJIH ero (JtapManeBTHHecKH npneMJieMOH COJIH. 

/]|o3a coeAHHeHHH o6meft <j)opMyjibi I HJIH ero c^apMaijeBTHiecKH npneMJieMOH 

COJIH MoaceT cocTaBjiHTb npH6jiH3HTejibHO 0,1-30, npe^noHTHTejibHo, 0,1-10 

Mr/KTMaccbi Tejia nauneHTa. ripn STOM pa30Ban A03a coeAHHeHHH o6meH (JiopMyjibi I 

MOHex cocTaBjiHTb npH6jiH3HTejibHo 2-300 Mr. ripeAnoHTHTejibHaH AJIHTC JIBHocTb 

10 npneMa coeAHHeHHH o6men (jjopMyjiti I cocTaBJineT OT 3 AHeft AO 14 AHCH. 

,fl,ajiee, H3o6peTeHne OTHOCHTCH K ^apMaueBTHHecKoft KOMHO3HUHH AJIH jieneHHH 

3a6ojieBaHHH, Bbi3biBaeMbix PHK-coAepacamHMH BHpycaMH, npHHaAJieacamHMn poAy 

3HTepoBHpycoB, MeTanHeBMOBHpycoB, poAy nHeBMOBHpycoB, poAy pecnHpoBHpycoB 

HAH poAy ajib(J)aKopoHaBHpycoB, H/HJIH fl,HK-coAepacaiHHMH BHpycaMH, 

15 npHHaAJieacaiAHMH ceMencTBy aAeHOBHpycoB H/HJIH ceMeftcTBy repnecBHpycoB, 

coAepacamen 34»})eKTHBHoe KOJIHHCCTBO coeAHHeHHH o6meft (JiopMyjibi I HJIH ero 

c^apManeBTHnecKH npneMJieMOH COJIH H (JjapMaueBTHHecKH npneMJieMbie HOCHTCJIH H 

HanojiHHTejiH. 3(j)(})eKTHBHoe KOJIHHCCTBO coeAHHeHHH oGmen (JjopMyjibi I HAH ero 

4>apManeBTHHecKH npneMJieMOH COJIH, npeAnoHTHTejibHO, cocTaBjiaeT 0,1-30 MT/KT 

20 Maccbi Tejia. Flpn STOM A03a coeAHHeHHH o6men <j)opMyAH I MoaceT cocraBJiHTb 2-300 

Mr npn BBeAeHHH 1 pa3 B AeHb. 

^ajiee, H3o6peTeHHe OTHOCHTCH K (|)apMaueBTHHecKOH K0Mn03HHHH AM 

npO(j)HAaKTHKH HJIH JieneHHH oSoCTpeHHH aCTMbl, XpOHHHeCKOH 06cTpyKTHBH0H 

6ojie3HH JierKHx, MyKOBHCUHA03a, KOHbK)HKTHBHTa, racTpo3HTepnTa, renaTHTa, 

25 MHOKapAHTa, (jjapMaHeBTHHeCKOH K0Mn03HIJHH AJIH npO(j)HJiaKTHKH HAH JieneHHH 

oSoCTpeHHH acTMbi, XpOHHHeCKOH 06cTpyKTHBH0H 6oAe3HH JieTKHX, MyKOBHCHHA03a, 

KOHbiOHKTHBHTa, racTposHTepHTa, renaTHTa, MHOKapAHTa, (JmpManeBTHnecKOH 

K0Mn03HHHH AJIH npO(j)HJiaKTHKH HJIH JieHeHHH OCJIO)KHeHHH npH HH^eKIJHOHHblX 

3a6ojieBaHHHX, Bbi3biBaeMbix PHK-coAepacamnMH BHpycaMH, npHHaAJieacani,HMH poAy 

30 SHTepoBHpycoB, MeTanHeBMOBHpycoB, poAy nHeBMOBHpycoB, poAy pecnHpoBHpycoB 

HJIH 

poAy aAb(J)aKopoHaBHpycoB, H/HAH ^HK-coAepacamnMH BHpycaMH, npHHaAJieacanjHMH 
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ceMeftcTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, (JjapMaijeBTHHecKOH 

K0MII03HIJHH flJia npO^JHJiaKTHKH HJIH JieneHHa pHHOpeH, ocTporo H HH^eKHHOHHOrO 

pHHHTa, <J)apHHrHTa, Ha30$apHHrHTa, TOH3HjuiHTa, jiapHHrHTa, jiapHHroTpaxeHTa, 

JiapHHrOTpaxeC>6pOHXHTa, 6pOHXHTa, 6pOHXHOJIHTa, nHeBMOHHH HJIH 06CTpyKTHBH0r0 

5 CHHflpOMa flbixarejibHbix nyTen, coflepacamnx 3<^(|)eKTHBHoe KOJIHHCCTBO coexmieHm 

o6meft (|>opMyjibi I HJIH ero (JjapMaueBTHHecKH npneMJieMOH COJIH. 

H3o6peTeHHe TaK^ce OTHOCHTCH K HaSopy pa JieneHHa 3a6ojieBaHnn, 

Bbi3BiBaeMbix PHK-co^epacamHMH BHpycaMH, npHHaflJieacaniHMH po,ay aHTepoBHpycoB, 

MeTanHeBMOBHpycoB, po^y nHeBMOBHpycoB, po/iy pecnHpoBHpycoB HJIH po,ziy 

10 ajib(J)aKopoHaBHpycoB, H/HJIH ,ZJHK-co,ziep5KamHMH BHpycaMH, npnHa,zuie>KamHMH 

ceMencTBy ajjeHOBHpy COB H/HJIH ceMencTBy repnecBHpycoB, BKjnonaiomeMy 

K0Mn03HHHK> no H3o6peTeHHio H HHCTpyKUHH no ee npHMeHeHHKD. 

H3o6peTeHHe TaK^ce oTHocnTca K Ha6opy ma npo<])HJiaKTHKH HJIH JieneHna 

oSocTpeHHa acTMbi, xpoHHHecKon oScTpyKTHBHon 6ojie3HH Jierrax, MyK0BHCUH/i03a, 

15 KOH'MOHKTHBHTa, racTpoaHTepHTa, renaTHTa, MHOKapAHTa, HaSopy .zyia npocfmjraKTHKH 

HJIH JieneHHa OCJITOKHCHHH npn HH^eKUHOHHbix 3a6ojieBaHHax, Bbi3biBaeMbix PHK-

coaep>KaiuHMH BHpycaMH, npnHajuieacamHMH po/iy sHTepoBnpycoB, 

MeTanHeBMOBHpycoB, pojiy nHeBMOBHpycoB, poay pecnHpoBHpycoB HJIH 

poay ajib(j)aKopoHaBHpycoB, H/HJIH /HHK-coaepacamHMH BHpycaMH, npHHaqjieacamHMH 

20 ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, Ha6opy fljia npo4)HjiaKTHKH 

HJIH jieneHHa pHHopen, ocTporo H HH^eKHHOHHoro pHHHTa, $aPHHrHTa> 

Ha30(|)apHHrHTa, TOH3HjuiHTa, jiapHHTHTa, JiapHHroTpaxeHTa, JiapHHroTpaxeo6poHXHTa, 

6pOHXHTa, 6pOHXHOJIHTa, nHeBMOHHH HJIH 06CTpyKTHBH0r0 CHHflpOMa flblXaTejIbHblX 

nyren, BKjnonaioiiiHM KOMIIO3HUHK) no H3o6peTeHHio H HHCTpyKUHH no ee 

25 npHMeHeHHio. 

KpoMe 3Toro, H3o6peTeHHe OTHOCHTCa K npHMeHeHHio coeAHHeHHH o6meH 

(})OpMyjibi I HJIH HX 4)aPMaHeBTHHecKH npneMJieMbix cojien pa npoH3BoacTBa 

^apMaueBTHHecKOH KOMHO3HHHH AJia JieneHHa 3a6ojieBaHHH, Bbi3biBaeMbix PHK-

coAepacamHMH BHpycaMH, npHHazuieacaiiiHMH K po,ziy SHTepoBHpycoB, 

30 MeTanHeBMOBHpycoB, poAy nHeBMOBHpycoB, poay pecnHpoBHpycoB HJIH posy 

ajib(j)aKopoHaBHpycoB, H/HJIH ^HK-coaepacamnMH BHpycaMH, npHHaflJie^aniHMH 

ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB. H3o6peTeHHe TaKace 
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BKjiioHaeT npHMeHeHHe coeAHHeHHH o6meH (JiopMyjiti I HJIH HX cjjapMaiieBTHnecKH 

npneMJieMbix cojien jinn np0H3B0ACTBa JieKapcTBeHHoro cpencTBa AJM npocfwjiaKTHKH 

HJIH jieneHHa oSocTpeHHa acTMbi, xpoHHnecKOH 06cTpyKTHBH0H 6ojie3HH JierKHx, 

MyK0BHCHHfl03a, KOHlbfOHKTHBHTa, raCTpOSHTepHTa, renaTHTa, MHOKapAHTa. 

5 H3o6peTeHne TaK»ce BKJiimaeT npHMeHeHHe coeAHHeHHH o6men (jjopMyjibi I HJIH 

HX (JjapMaHeBTHnecKH npneMJieMbix cojien AA» np0H3B0ACTBa JieKapcTBeHHoro cpe^CTBa 

AJia npotj)HJiaKTHKH HJIH jieneHHa ocjioacHeHHH npH HH(J)eKiiHOHHbix 3a6ojieBaHHax, 

Bbi3biBaeMbix PHK-coAepacamHMH BHpycaMH, npHHaAJieacamHMH poAy SHTepoBnpycoB, 

MeTanHeBMOBHpycoB, poAy nHeBMOBHpycoB, poAy pecnHpoBHpycoB HJIH 

10 poAy ajib^aKopoHaBHpycoB, H/HJIH /JHK-coAepHamHMH BHpycaMH, npHHaAJieacaniHMH 

ceMencTBy a,zieH0BHpyc0B H/HJIH ceMencTBy repnecBHpycoB. 

H3o6peTeHHe TaK^ce BKJnonaeT npHMeHeHHe coeAHHeHHH oSmeft (JiopMyjiw I HJIH 

HX ^apManeBTHnecKH npneMJieMbix cojieft AJM np0H3B0ACTBa JieKapcTBeHHoro cpeACTBa 

AJia npo(J)HJiaKTHKH HAH AeneHHa pHHopen, ocTporo H HH^eKHHOHHoro pnHHTa, 

15 4)aPHHrHTa» Ha3o4>apHHrHTa, TOH3HJiJiHTa, jiapHHrHTa, JiapHHroTpaxeHTa, 

AapHHr0Tpaxe06p0HXHTa, 6pOHXHTa, 6pOHXHOJIHTa, nHeBMOHHH HJIH 06CTpyKTHBH0r0 

CHHApOMa AbixaTejibHbix nyTen.. 

B KanecTBe 4>apMaiieBTHnecKH npneMJieMbix cojien coeAHHeHHH o6meH 

(JtopMyjibi I B HacToameM H3o6peTeHHH MoryT 6bm> Hcn0Jib30BaHbi HX COAH C 

20 meAonHbiMH H meji0nH03eMejibHbiMn MeTaAAaMn, npeAnonTHTeAbHo HaTpneBaa, 

KajineBaa, jiHTneBaa COJIH. 

KpoMe Toro, B KanecTBe 4>apMaueBTHnecKH npneMAeMbix cojien coeAHHeHHH no 

HacToameMy H3o6peTeHHio MoryT 6bm> Hcn0Ab30BaHbi aAAHTHBHbie COJIH 

opraHHnecKHx KHCJIOT (HanpHMep, (jjopMHar, aiieTar, MajieaT, TapTpar, MeTaHcyjib(J)OHaT, 

25 6eH30Acyjib4)0HaT, T0Jiy0Jicyjib(j)0HaT H AP-)> aAAHTHBHbie COAH HeopraHHnecKHx KHCJIOT 

(HanpHMep, rHApoxjiopHA, rHApo6pOMHA, cyjib(f)aT, ^oc^ar H Ap.), COJIH C 

aMHHOKHCJiOTaMH (HanpHMep, conb acnaparHHOBOH KHCJIOTbl, coAb rjiyTaMHHOBOH 

KHCJIOTbl H T.A.), npeAnoHTHTejibHO xjioprHApaTbi H aueTaTbi. 

CoeAHHeHHa oSmen (JjopMynw I HJIH ero COJIH BBOAHT B 3<j)<])eKTHBH0M 

30 KOJinnecTBe, KOTopoe o6ecnennBaeT nejiaeMbift TepaneBTnnecKHH pe3yjibTaT. 

CoeAHHeHHa o6meii cf)opMyjibi I HAH HX COJIH MoryT 6biTb BBeAeHbi nauneHTy B 

A03ax, cocTaBjiaioiiiHX OT 0,1 AO 30 Mr/Kr Beca TeAa nejioBeKa B AeHb, 
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npe^n0HTHTejibH0 B M03ax OT 0,3 MO 1,5 Mr/icr OZIHH HJIH 6ojiee pa3 B /jeHb. 

npn 3TOM cjie^yeT OTMCTHTB, HTO KOHKperaaa A03a fljia Ka>KAoro KOHKpeTHoro 

nauneHTa SyaeT 3aBnceTb OT MHOTHX (J)aKTopoB, TaKHX KaK B03pacT, Bee Tejia, noji, 

o6mee cocTOSHHe 3,nopoBba n pe>KHM nHTaHHH nanneHTa, BpeMa H cnoco6 BBe^eHna 

5 JieKapcTBeHHoro cpencTBa, CKopocTb ero BMBefleHna H3 opraHH3Ma, a TaK>i<e Ta>KecTt. 

3a6ojieBaHHa y ^aHHoro HHflHBHfla, no^BepraeMoro jieneHHio. 

OapMaiieBTHHecKne KOMIIO3HIIHH no HacToameMy H3o6peTeHnio coflepKar 

coeAHHeHHH oSmeft (jjopMyjibi I HJIH HX ^apMaueBTHHecKH npneMJieMyio COJIH B 

KOJiHnecTBe, 3(ji(j3eKTHBHOM ^JIH AOCTH>KeHHa >KejiaeMoro pe3yjibTaTa, H MoryT SBITB 

10 npnroTOBjieHH B BH^e craH/iapTHbix jieKapcTBeiiHBix <J)opM (HanpHMep, B TBepflOH, 

nojiyTBepAon HJIH MCH^KOH (jjopMax), coflepacamnx coe^HHeHHa o6men <j)opMyjibi I HJIH 

HX COJIH B KanecTBe aKTHBHoro HHrpe^neHTa B cMecn c HocnTejieM HJIH HanojiHHTejieM, 

npnroAHbiM ,zyia BHyTpHMbimeHHoro, BHyTpHBeHHoro, nepopajibHoro, 

cySjiHHrBajibHoro, HHrajiannoHHoro, HHTpaHa3ajibHoro, HHTpapeKTajibHoro H 

15 TpaHC^epMajibHoro npHMeHeHna. AKTHEHBIH HHrpe^neHT Mo>KeT 6biTb BKJHOHCH B 

K0Mn03HHHIO BMeCTe C 06bIHH0 HCnOJIb3yeMbIMH HeTOKCHHHblMH (JjapManeBTHHecKH 

npneMJieMbiMH HOCHTejiaMH, npHro^HbiMH flJia H3r0T0BJieHna pacTBopoB, TaSjieTOK, 

nnjiiojib, Kancyji, flpaace, cynno3HTopHeB, SMyjibCHH, cycneH3HH, Ma3en, rejieii, 

njiacTbipeft H jno6bix /ipyrnx jieKapcTBeHHbix <j)opM. 

20 B KanecTBe HanojiHHTejien MoryT 6biTb ncn0Jib30BaHbi pa3JiHHHbie BemecTBa, 

TaKHe KaK caxapn^bi, HanpHMep rai0K03a, JiaKT03a HJIH caxapo3a, M3HHHT HJIH cop6HT, 

np0H3B0AHbie iiejuiiojio3bi H/HJIH 4>oc4>aTbi KajibHHH, HanpHMep, TpnKajibijHH 4>oc<])aT 

HJIH KHCjibiH <|>oc(|)aT KajibHHa; B KanecTBe CBa3yioru;ero KOMnoHeHTa MoryT 6biTb 

Hcn0Jib30BaHbi TaKHe, KaK KpaxMajibHaa nacTa, HanpHMep, KyKypy3Hbift, nnieHHHHbiH, 

25 pncoBbiH, KapTocjjejibHbiH KpaxMaji, KejiarHH, TparaKaHT, MeTHJinejunoji03a, 

rnAp0KCHnp0nnnMeTHjmeJiJii0Ji03a, HaTpneBaa COJIB Kap6oKCHMeTHjmejuiiojio3bi H/HJIH 

nOJIHBHHHJinHppOJIH^OH. IIpH He06x0flHM0CTH MOTyT SblTb HCn0JIb30BaHbI 

pa3pbixjiaioinHe areHTbi, TaKHe KaK BbimeynoMaHyTbie KpaxManbi H 

KapSoKCHMeTHjiKpaxMaji, nonepeHHO cniHTbin nojiHBHHHJirmppojiHaoH, arap HJIH 

30 ajibrHHOBaa KHCJiOTa HJIH ee COJIB, TaKaa KaK ajibrHHaT HaTpna. 

MoryT 6biTb Hcn0Jib30BaHbi Heo6a3arejibHLie Ao6aBKH, TaKHe KaK areHTbi, 

peryjinpyiomne TeKynecTb, H CMa3biBaiomHe areHTbi, TaKHe KaK flHOKCH# KpeMHHa, 
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TajibK, CTeapHHOBaa KHCJiOTa H ee COJIH, TaKHe KaK CTeapar Marana HJIH cTeapar 

KajitHHa, H/HJIH nponnjieHrjinKOJib. 

B KanecTBe Ao6aBOK MoryT 6MTB> TaK>i<e HcnojibsoBaHhi cTa6HJiH3aropbi, 

3arycTHTejiH, KpacHTejiH H oTAyniKH. 

5 B KanecTBe Ma3eBOH OCHOBBI MoryT 6biTb Hcn0Jib30BaHbi yrjieBoaopoAHbie 

Ma3eBbie OCHOBBI, TaKHe KaK Ba3ejiHH 6ejibin H acejiTbift (Vaselinum album, Vaselinum 

flavum), Ba3ejiHH0B0e Macjio (Oleum Vaselini), Ma3b 6ejiaa H acH^Kaa (Unguentum 

album, Unguentum flavum), a B KanecTBe Ao6aBOK AJIH npn^aHHa Sojiee njioraoH 

KOHCHCTeHHHH - TaKHe KaK TBepflHH napa(J)HH H BOCK; aScopSTHBHBie Ma3eBbie OCHOBBI, 

10 TaKHe KaK rHApo<|)HAbHbiH Ba3ejiHH (Vaselinum hydrophylicum), JiaHOJiHH (Lanolinum), 

KOJibflKpeM (Unguentum leniens); Ma3eBbie OCHOBBI, cMbiBaeMbie BOAOH, TaKHe KaK 

rHflpo<|)HJibHaa Ma3b (Unguentum hydrophylum); BOflopacTBopHMbie Ma3eBbie OCHOBBI, 

TaKHe KaK nojiHSTHJieHraHKOJieBaa Ma3b (Unguentum Glycolis Polyaethyleni), 

6eHTOHHTOBBie OCHOBBI H Apyrne. 

15 B KanecTBe OCHOBBI ps rejien MoryT 6BITB Hcn0Jib30BaHbi MeTHjmejunojio3a, 

HaTpneBaa COJIB Kap6oKCHMeTHjmejijnojio3bi, OKCHnponHjmejunojio3a, 

n0JiH3THJieHniHK0jiB HJIH nojiH3THjieHOKCHfl, Kap6onoji. 

B KanecTBe OCHOBBI /yia cynno3HTopna MoryT 6BITB ncn0Jib30BaHbi OCHOBBI, He 

pacTBopnMBie B BO^e, TaKHe KaK Macjio KaKao; OCHOBBI, pacTBopHMbie B BOAC HJIH 

20 cMeniHBaeMBie c BOAOH, TaKHe KaK acejiaTHHO-rjiHuepHHOBBie HJIH 

nOJIHSTHJieHOKCH^HBie; KOM6HHHpOBaHHbie OCHOBBI - MblJIbHO-rJIHHepnHOBBie. 

npn npHroTOBjieHHH CTaH^apTHon JieKapcTBeHHOH <|>opMt>i KOJIHHCCTBO 

aKTHBHoro HHrpeaneHTa, HcnojiB3yeMoro B KOMSnHauHH c HocnTejieM, MoaceT 

BapBnpoBaTBca B 3aBHCHMOCTH OT peHHnneHTa, noABepraiomeroca jieneHHio, OT 

25 KOHKpeTHoro cnoco6a BBe^eHHa JieKapcTBeHHoro cpeACTBa. 

TaK, HanpHMep, npn Hcn0JiB30BaHHH coeAHHeHHH oSmefi (jjopMyjiti I HJIH HX 

cojien B BH^e pacTBopoB ana HHteKHHM, coAep>i<aHHe aKTHBHoro areHTa B HHX 

cocTaBjiaeT 0,1-5%. B KanecTBe pa36aBHTejieH MoryT SbiTb Hcn0Jib30BaHbi 0,9% 

pacTBop xjiopn^a HaTpna, AHCTHjuinpoBaHHaa BOAa, pacTBop HOBOKaHHa AM KHbeKipiH, 

30 pacTBop PnHrepa, pacTBop raK)K03bi, cneiiH(j)HHecKHe Ao6aBKH AJia pacTBopeHHa. IIpH 

BBeAeHHH B opraHH3M coeAHHeHHH o6men (jjopMyjibi I HAH HX COACH B BHAe TaSAeTOK H 

cynno3HTopHeB HX KOAHHCCTBO cocTaBjiaeT 10-300 Mr Ha CTaHAapTHyio AeKapcTBeHHyio 
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4>opMy. 

JleicapcTBeHHbie <|)opMbi HacToamero H3o6pexeHHa nojiynaioT no CTaHflaprabiM 

MeTOAHKaM, TaKHM KaK, HanpHMep, nponeccbi cMeniHBaHHa, rpaHyjinpoBaHHa, 

(J)0pMHp0BaHHa apaace, pacTBopeHHa H JiHOfJwjiioaiiHn. 

5 OnpeaejieHHH 

TepMHH "ajiKHji", Hcnojit3yeMbiH B HacToameM onncaHHH, 03HanaeT 

Hacbiin;eHHbiH npaMOH HJIH pa3BeTBJieHHbm yrjieBo^opofl. B HeKOTOpbix BapnaHTax 

ocymecTBJieHHa, aJiKHJibHbie rpynnbi coflepacaT 1-6 aTOMOB yrjiepo/ia. B ^pyrnx 

BapnaHTax ocymecTBJieHHa, aJiKHJibHbie rpynnbi co^epacaT 1-5 aTOMOB yrjiepo^a. B eme 

10 Apyrnx BapnaHTax ocymecTBJieHHa, aJiKHJibHbie rpynnbi coflepacar 1-4 aTOMOB 

yrjiepo^a, H B eme Apyrnx BapnaHTax ocymecTBJieHHa, aJiKHJibHbie rpynnbi co^epacaT 1-

3 aTOMa yrjiepo^a. 

TepMHH "aJiKOKcn", Hcnojib3yeMbiH B HacToameM onHcaHHH, OTHOCHTCa K 

ajiKHjibHOH rpynne, onpeziejieHHon Bbime, npHCoeAHHeHHon K MOneKyjie nocpe^cTBOM 

15 aTOMa KHCJiopoqa ("aJiKOKcn", HanpHMep, -O-ajiKHji). 

3KCnEPHMEHTAJlbHAil HACTb 

MeTOJHKH CHHTe3a 

MH^HBH^yajibHOCTb nojiyneHHbix coeAHHeHHH npOBepajiH MCTOAOM TCX Ha 

njiacTHHKax "Kieselgel 60 F254" (4>HpMbi "Merck", TepMaHHa). XpOMaTOipaMMbi 

20 npoaBjiajiH xji0p-TeTpaMeTHji6eH3HAHH0BbiM peaKTHBOM H peaKTHBOM riayjiH. 

)KX MC-cncTeMa aHajiH3a MHoroKOMnoHeHTHbix CMeceii UPLC/MS Shimadzu 

2020, BKJiioHaiomaa: xpoMaTorpa(J) Analytical HPLC CBM-20A, Hacocbi LC-30AD, 

aBTOcaMnjiep SIL-30AC, ^eTeKTOpbi SPD-M20A, ELSD-LTII (evaporative light 

scattering detector) H Macc-cneKTpoMeTp LCMS-20. 

25 KojioHKa - Waters ACQUITY UPLC BEH CI8 1.7um 2.1x50mm; raflneHT 

3JiioHpoBaHHa B CHCTeMe pacTBopHTejien: pacTBopHTejib A - BO^a c 0,1% HCOOH, 

pacTBopHTejib B - aneTOHHTpnji c 0,1% HCOOH (ycjioBHa A). 

KojioHKa YMC-UltraHT Hydrosphere CI8 2.0 MKM 50x2.0 MM; ra^nem 

3jnoHpoBaHHa B CHCTeMe pacTBopHTejien: pacTBopHTejib A - Boaa c 0,1 % HCOOH, 

30 pacTBopHTejib B - aneTOHHTpnji c 0,1% HCOOH (ycnoBHa B). 

KonoHKa Synergi Fusion-RP 150x2 MM, 4 MKM, 80A; raflneHT sjnonpoBaHHa B 

CHCTeMe pacTBopHTejien: pacTBopHTejib A - BOjja c 0,1% HCOOH, pacTBopHTejib B -
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KojioHKa Shim-pack XR-ODS II 75x3 MM; raqneHT 3JH0Hp0BaHHa B CHCTeMe 

pacTBOpHTejien: pacTBopHTejib A - BOM c 0,1% HCOOH, pacTBopuxejiB B -

aueTOHHTpHji c 0,1% HCOOH (ycjiOBHa T). 

5 KojioHKa Synergi 2u Hydro-RP Mercury, 20x2.0 mm; razmeHT sjnonpoBaHHa B 

CHCTeMe pacTBopHTejien: pacTBopHTejib A - Bo^a c 0,05% TOYK, pacTBopHTejib B -

aueTOHMTpHJi c 0,05% TOYK (ycjiOBHa ,3,). 

}KX MC-cHCTeMa aHajiH3a MH0r0K0Mn0HeHTHbix cMeceft UPLC/MS Shimadzu 

2020, BKJHonaiomaa: xpoMarorpa<J) (Surveyor MSQ, np0H3B0AHTejib Thermo Fisher 

10 Scientific), Hacocw (LC Pump, np0H3B0AHTejib Thermo Fisher Scientific), aBTOcaMiuiep 

( PAL system, np0H3B0,UHTejib CTC analytics), AeTeKxopti (Surveyor PDA Plus, 

npoH3BoaHTejib Thermo Fisher) H Macc-cneKTpoMexp (Surveyor MSQ, npOH3BOflHTejib 

Thermo Fisher Scientific). 

KojioHKa SunFire C18 3.5 um 2.1x30mm np0H3B0flHTejib (JmpMa Waters; 

15 ra^HeHT sjHonpoBaHHa B CHCTeMe pacTBopHTejien: pacTBopHTejib A - 0,1% pacTBop 

MypaBbHHOH KHCJIOTH B Bo^e, pacTBopHTejib B - 95% aiieTOHHxpHJi, 5% Bo/ia, 0,1% 

MypaBbHHOH KHCJIOTbl (yCJIOBHa )K). 

AHajiHTHHecKyio 06paru;eHH0-(j)a30ByK) B3)KX npoBOflHjiH c noMouibio 

CHCTeMbi aHajiH3a MH0r0K0Mn0HeHTHbix cMeceft opraHHHecKoro npOHCXOKAeHHa HPLC 

20 Shimadzu, BKjiioHaiomeH: xpoMaTorpacJ) Analytical HPLC CBM-20A, Hacocbi LC-

20AD, aBTOcaMnnep SIL-20A, UV-^eTeKTop SPD-20A. 

KojioHKa Symmetry CI8 150x4,6 MM 5MKM; rpazmeHT amonpoBaHHa B CHCTeMe: 

pacTBopHTejib A - BOAHBIH pacTBop c l-reKcnjicyjib(j)OHaTOM HaTpna 0,0025M pH=3 , 

pacTBopHTejib B - aiieTOHHTpnji (ycjiOBHa 1). 

25 KojioHKa Luna C18 (2) 100A 250x4,6 MM (cep.599779-23), rpa^HeHT 

3jii0Hp0BaHHa B CHCTeMe (j)oc4>aTHbiH 6y(J)epHbiH pacTBop pH 3,0 - MeTaHOJi (ycjiOBHa 

2). 
KojioHKa X-Bridge C 18, 150x4,6 MM (3,5 MKM), rpazmeHT MioHpoBaHHa B 

CHCTeMe: pacTBopHTejib A - BOAHBIH pacTBop c l-reKCHjicyjib<J)OHaTOM HaTpna 0,0025M 

30 pH=3 , pacTBopHTejib B - aiieTOHHTpmi (ycjiOBHa 3). 

KojioHKa Symmetry CI8 150x4,6 MM 5MKM; rpa^HeHT sjnonpoBaHHa B CHCTeMe 

^oc^aTHbiH 6y$epHbifl pacTBop pH 3,0 - MeTaHOJi (ycjiOBHa 4). 
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KojioHKa Merk.LiChroCART 250*4mm 5mkm. LiChrospher 100RP-8E 5 

mkm.C8. Serial number 1.50837.0001; rpa^HeHT anioHpoBaHHa B CHCTCMC aijeTaTHO-

aMMHanHbiH pH 7.56y4>ep:aueTOHHTpHJi (ycjiOBHa 5). 

AHajiHTHHecicyio o6paineHHo-c[)a30Byio B3)KX npoBOAHJiH c noMomtio 

5 CHCTeMbi aHajiH3a MH0r0K0Mn0HeHTHbix CMecen opraHHHecKoro npoHcxoacaeHHH, 

BKjiiOHaiomeH: xpoMarorpa(j) (Agilent 1100), Hacocbi (Hewlett-Packard series 1100, Bin 

Pump G1312A), UV-AeTeKTop (DAD G1315B Agilent 1100). 

KojioHKa ELSICO ReproSil-PurC18-AO 5|im 250x4.6mm; ra^HenT 

araoHpoBaHHa B CHCTeMe pacTBopHTejien: pacTBopHTejib A - BOAHBIH (|)0pMHaTH0-

10 aMMOHHHHbiii 6y(|)ep pH=8.6, - pacTBopHTejib B - aueTOHHTpnji (ycjiOBHa 6) 

'H-iIMP cneKTpbi perHCTpnpoBajiH Ha npnSope Bruker DPX-400 (repMaHHa). 

MoHoaMHAH flHKapSoHOBbix KHCJIOT nojiynajin nyreM B3aHMOAeHCTBHa 

CooTBeTCTByiomero aHTHApHAa c aMHHOM HJIH AHnenTHAOM B OpraHHHecKOM 

pacTBopHTejie npn pa3Hbix TeMneparypHbix peacHMax B npHCyTCTBHH HJIH 6e3 

15 opraHHHecKoro ocHOBaHHa. B HeicoTopbix cjiynaax Hcn0Jib30BanH 3ainHmeHHbie no NH-

rpynne reTepoiiHKjia np0H3B0AHbie 3MHHOB. npenMymecTBeHHo ncnojib30BajiH Boc-

3amHTy. llpeAnoMTHTejibHbiMH opraHHnecKHMH pacTBOpHTenaMH fljia npoBe^eHHa 

peaKijHH KOHAeHcauHH aBJiaioTca TeTparn/ipo^ypaH, xjiopo(])opM, xjiopncTbra MerajieH, 

N,N-AHMeTHJic|)OpMaMHA, AHXJiopMeTaH, aueTOHHTpHji H CMecb AHOKcaHa c N,N-

20 AHMeiHJi(|)0pMaMHA0M B cooTHonieHHH 3:1. PeaKiiHio npeAnoHTHTejibHO np0B0AaT npH 

oxjiaacAeHHH AO 0°C HJIH 3-5°C, npn KOMHaTHOH TeMnepaType HJIH npn HarpeBaHHH AO 

45°C HJIH 60°C, a TaKace npn TeMnepaType KHneHHa pacTBopHTejia. 

Ci-C6 ajiKHJiaMHAbi AHKap60H0Bbix KHCJIOT nojiynajiH nyTeM B3aHMOAencTBHa 

CooTBeTCTByiomero aMHHa, coAepacamero C1-C6 ajiKHjibHbiH 3aMecTHTejib no aMHHO 

25 rpynne, c rjiyTapoBbiM aHTHApHAOM B OpraHHHecKOM pacTBopHTejie, npenMymecTBeHHo 

B H30np0naH0Jie npH oxjia>KAeHHH. 

AMHABI AHKap60H0Bbix KHCJIOT, coAep>KamHx B rjiyTapHjibHOM ocTaTKe 

Kap6oKCHjibHyio rpynny, 3aMemeHHyio C1-C6 ajiKHjioM nojiynajin nyreM 

B3aHMOAeHCTBHa CooTBeTCTByiomero aHrHApHAa c aMHHOM Heo6a3aTejibHO B 

30 noAxoAameM OpraHHHecKOM pacTBopHTejie npn KHnaneHHH. 3areM npoBOAHJin 

cycneHAnpoBaHHe noJiyneHHoro aMHAa B C1-C6 cnnpTe H Ao6aBJiajiH no KanjiaM 

TpHMeTHjixjiopcHjiaH npH KOMHaTHOH TeMnepaType. 
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CHHTe3 MOHO Ci-C6"CJIO)KHOrO 3<J)Hpa rayTapOBOH KHCJIOTBI npOBOflHJIH c 

noMomtio rjiyTapoBoro aHTHApHAa H cooTBeTCTByioinero Ci-Cf, cnnpTa MCTOAOM 

aKTHBHpOBaHHblX N-OKCHCyKIIHHMHAHbIX 3(|)HpOB B 6e3B0AH0M OpraHHHecKOM 

pacTBopHTejie. 3aTeM npoBOAHJiH B3aHMOAeHCTBHe nojiyneHHoro Ci-C6-cjioacHoro 

5 3(})Hpa rayTapOBOH KHCJIOTbl C COOTBeTCTByiOmHM aMHHOM B npHCyTCTBHH 

KOHAeHcnpyiomero areHTa, npenMymecTBeHHo 1,1 '-Kap6oHHjiAHHMHAa3ojia, B 

OpraHHHecKOM pacTBopHTejie. 

AMHABI AHKap60H0Bbix KHCJIOT, coAep>KamHx B rayTapHJibHOM ocTaTKe MOHO-

HJIH AHMeTHJibHbie 3aMecTHTejiH, nojiynajiH nyreM pacKpbiTHa MOHO- HJIH 

10 AHMeTHji3aMemeHHoro rjiyTapoBoro aHrHApnAa nyTeM nepeMeniHBaHHH ero B MeTaHOJie 

npn KOMHaTHOH TeMnepaType B TeneHHH 24 nacoB. 3aTeM BBOAHJIH BO B3aHMOAeHCTBne 

MOHO- HJIH AHMeTHA3aMeiIieHHbIH MOHOMeTHJIOBblH 3(J)Hp rayTapOBOH KHCJIOTbl C 

COOTBeTCTByiOmHM aMHHOM B OpraHHHecKOM paCTBOpHTejIH, npeHMymeCTBeHHO N,N-

AHMeTHJi4>opMaMHAe, B npHCyTCTBHH KOHAeHcnpyiomero areHTa, npenMymecTBeHHo c 

15 1, r-Kap60HHJIAHHMHAa30JI0M. 

AMHABI AHKap60H0Bbix KHCJIOT, coAepacamnx B rayTapHJibHOM ocTance B 

KanecTBe 3aMecTHTejia rnApoKCHJibHyio rpynny B a-nojioaceHHH, nojiynajin, Hcnojib3ya 

5-0KC0TeTparHAp0<})ypaH-2-Kap60HHJi xjiopHA, nojiyneHHbiH H3 5-

0KC0TeTparHAp04>ypaHa-2-Kap60H0B0H KHCJIOTBI nyreM ee B3anM0AeHCTBHa c 

20 OKCOJIHJIXJIOpHAOM B OpraHHHecKOM paCTBOpHTejIH npH OXAaaCAeHHH, a 3aTeM 

npHBOAHJiH BO B3aHMOAencTBHe 5-OKCOTeTparHApo$ypaH-2-Kap6oHHA xjiopHA c 

COOTBeTCTByiOmHM aMHHOM B OpraHHHecKOM paCTBOpHTejIH B npHCyTCTBHH nOTama, c 

nocjieAyiomHM THAPOJIHSOM jiaKTOHa B npHcyrcTBHH menoHH AO uejieBoro aMHAa. 

npH nojiyneHHH rayTapHJibHbix np0H3B0AHbix AnnenTHAOB CHanajia 

25 ocymecTBjiajiH cHHTe3 AnnenTHAOB HCXOAH H3 AH-Boc-3amHmeHHoro rncTHAHHa H 

COOTBeTCTByiOmeH aMHHOKHCJIOTbl MeTOAOM aKTHBHpOBaHHblX napa-HHTpO(|)eHHJIOBbIX 

3^)HpOB B N,N-AHMeTHJI(J)OpMaMHAe. BoC-3amHTy CHHMaJIH 06pa60TK0H 3amHmeHHOrO 

AnnenTHAa tpH^TopyKcycHon KHCJIOTOH. niyrapHjibHoe np0H3B0AH0e AnnenTHAa 

nojiynajiH AoSaBJieHneM rayrapoBoro aHTHApHAa K Tpn^TopaHeTaraoMy np0H3B0AH0My 

30 AnnenTHAa B N,N-AHMeTHji(J)opMaMHAe B npHCyTCTBHH 2 3KBHBajieHTOB N-

MeTHJIMOp(j)OJIHHa. 

IIpOH3BOAHbie y-aMHHOMaCJiaHHOH KHCJIOTbl H CooTBeTCTByiomero aMHHa 
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CHHTe3HpoBanH c Hcn0JiB30BaHneiM KOHAeHcnpyiomHH areHTOB, npenMymecTBeHHo c 

Hcn0Jii>30BaHHeM 1,1 '-Kap60HHjiAHHMH/i030Jia. B KanecTBe HCXOAHOTO CoeAHHeHHa 

HcnojTb3yK3T 3am;HmeHHoe np0H3B0AH0e y-aMHHOMacjiaHHOH KHCJIOTBI, 

npenMymecTBeHHo N-Boc-y-aMHHOMacjiaHHyK) KHCJioiy. ripn peaKHHH N-Boc-y-

5 aMHHOMaCJiaHHOH KHCJIOTBI C 1,1 '-Kap60HHJIAHHMHA030JI0M nOJiyHaiOT aKTHBHpOBaHHOe 

npOH3BOAHOe - HMHAa30JIHA N-B0C-y-aMHH0MaCJiaH0H KHCJIOTBI, KOTOpOe BBOflST 

B3aHMOAeHCTBHe C COOTBeTCTByiOmHM aMHHOM. 06e peaKIIHH npOBOAHT B 6e3BOAHBIX 

opraHHHecKHx pacTBopHTejiax, npenMymecTBeHHo B 6C3BOAHOM aHeTOHHTpHjie. 

PeaKHHio KOHAeHcauHH npOBOAflT npn HarpeBaHHH, npenMymecTBeHHo npn 45°C. 

10 IlpOH3BOAHBie nHponiyTaMHHOBOH KHCJIOTBI, N-aueTHJI- rjiyTaMHHOBOH KHJIOTBI 

no a-Kap60KCHjiBH0H rpynne HJIH rjiyTaMHHOBOH KHCJIOTBI no y-Kap60KCHJiBH0H rpynne, 

3-aMHH0cyjiB(J)0HHJinp0nH0H0B0H KHCJIOTBI H CooTBeTCTByiomero aMHHa nojiynajiH: 

(1) MeTOAOM aKTHBHpOBaHHBIX N-OKCHCyKHHHMHAHBIX 3<})HpOB, BKJIIOHaiOmeMy 

B3aHMOAeHCTBHe N-OKCHCyKHHHHMHAHOro 3<|)Hpa COOTBeTCTByiOmeH KHCJIOTBI C 

15 COOTBeTCTByiOmHM aMHHOM B cpeAe 6e3BOAHoro opraHHnecKoro pacTBopHTejia npn 

KOMHaTHOH TeMnepaType; 

(2) cnoco6oM, 3aKJiK)HaiomHMca B Hcn0JiB30BaHHH KOHAeHCHpyiomnx areHTOB, 

npeAn0HTHTeji&H0 N,N,N',N'-TeTpaMeTHJi-0-(6eH30TpHa30Ji-1 -Hji)ypoHHyM 

TeTpa4>Top6opaTa, B npncyTCTBHe opraHHHecKoro ocHOBaHHa B OpraHHHecKOM 

20 pacTBopHTejie. 

(3) Cn0C060M, 3aKJIK)HaiOmHMCa B AJIHTeJIBHOM BbIAep5KHBaHHH, 

npeAnoHTHTejiBHO B TeneHHH He/jejiH, CooTBeTCTByiomero aMHHa H nnponiyTaMHHOBOH 

KHCJIOTBI B OpraHHHecKOM cnnpTe, npeAnoHTHTejiBHO B MeTaHOJie HJIH H30npan0H0Jie. 

CHHTe3 aMHAOB 3-(4-HMHAa30JIHJl)aKpHJI0B0H KHCJIOTBI H 3-(4-

25 HMHAa30JIHJl)np0nH0H0B0H KHCJIOTBI, HJIH HX <J)apMaHeBTHHeCKH npHCMJieMBIX COJieH, 

npeAnOHTHTeJIBHO C 2-aMHHOneHTaHOBOH KHCJIOTOH, 4-aMHHOMaCJIHHHOH KHCJIOTOH H 6-

aMHHoreKcaHOBOH KHCJIOTOH ocymecTBjiaioT: 

(1) xjiopaHrHApHAHBiM MeTOAOM. riojiynaiOT xjiopaHrnApnA COOTBeTCTByiOmeH 

KHCJIOTbl c Hcn0JiB30BaHHeM npenMymecTBeHHo THOHHjixjiopHAa, nojiynenHbiH 

30 XJIOpaHTHApHA 6e3 AOnOJIHHTejIbHOH OHHCTKH BB0A8T BO B3aHM0AeHCTBHe C 

COOTBeTCTByiOmeH aMHHOKHCJIOTOH B cpeAe 6e3B0AH0ro opraHHHecKoro pacTBopHTejia 

npn KOMHaTHOH TeMnepaType; 
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(2) CII0C060M, 3aKJIK)HaiOmHMCH B HCII0JIb30BaHHH KOHAeHCHpyiOmHX areHTOB, 

npefln0HTHTejibH0 l,l'-Kap60HHJiAHHMHAa30Jia. PeaKiiHfO np0B0AaT B OpraHHHecKOM 

pacTBopHTenH B npHCyTCTBHH opraHHHecKoro 0CH0BaHHa H npH HarpeBaHHH, 

npeAn0HTHTejibH0 AO 80°C. 

5 npOH3BOAHbie, coAepacamne -C-0-C(=0)- CBa3b, nojiynajiH H3 

CooTBeTCTByiomero CJIOKHOTO 3(|)Hpa, nojiyieHHoro peaKHHeft MmjyHoSy, H3 

CooTBeTCTByiomero cnnpTa H KHCJIOTBI. 

OcTajibHbie coeAHHeHHH 6HJIH cHHTe3HpoBaHbi c npHMeHeHHeM CTaHAapTHtix 

MeTOAOB OpraHHHeCKOH XHMHH. 

10 1. CHHTC3 npoH3BQAHi.ix MQHoaMHAQB AHKap6oHQBbix KHCJIOT Ha npHMepe 

CHHTe3a CoeAHHeHHa 196 

1 2 3 

PacTBop rjiyTapoBoro aHTHApHAa (2) (2,850 r, 25 MMOJIB) B AnxjiopMeTaHe (25 

MJI) AoSaBJiajiH no KanjiaM K pacTBopy N-[l-(2-aMHH03THji)-lH-nHpa30Ji-5-

15 HJijaueTaMHAa AnraApoxjiopHAa (1) (3,588 r, 15 MMOJIB) H TPHSTHJI aMHHa (3,440 r, 4,8 

MJI, 34 MMOJIB) B AnxjiopMeTaHe (50 MJI) npn nepeMeuiHBaHHH npn KOMHaTHOH 

TeMnepaType. nojiyneHHyio peaKHHOHHylO CMecb nepeMeniHBajiH npn KOMHaTHOH 

TeMnepaType B TeneHHe 6 nacoB AO noJiHoro HCHe3HOBeHna HCXOAHOTO aMHHa 

(KOHTpOJIb TCX, LCMS). BbinaBUIHH OCaAOK COJIH TpH3THJiaMHHa OT(j)HJIbTpOBbIBajIH. 

20 OnjibTpaT KOHHeHTpnpoBajiH npn HOHH^CHHOM AaBjieHHH. nojiyneHHbiH ocTaTOK 

o6pa6aTbiBanH aueTOHOM. 06pa30BaBniHHca ocaAOK 0T(})HJibTp0BbiBajiH, npoMbiBajin 

aneTOHOM, AHSTHJIOBMM 3([)Hp0M H cyninjiH Ha B03Ayxe H npn noHH^ceHHOM AaBjieHHH. 

CoeAHHeHHe 3 6bijio nojiyneHO B BHAC Sejioro TBepAoro BemecTBa (1,101 r, 26%). Rf 

(3) 0,52 (JJXM/H30-np0nHji0BbiH cnnpT, 5:1+2 KanjiH yKcycHOH KHCJIOTBI). 5KX MC, 

25 HHAHBHAyajibHbiH nnK, BpeMH yAepacHBaHHa 1,06 MHH, [M+H]+=265 (ycjiOBHa A). 

B3}KX B ycjiOBHax 1, HHAHBHAyajibHbiH nnK, BpeMa yAepacHBaHHa 10,4 MHH. CneKTp 

'H-5IMP (400,13 MIX £MCO-d6, 5, M.A., J/FH): 1,81 (neHT., 2H, CH2CH2CH2, J=6,5 

1,97 (c, 3H, Me), 2,55 (T, 4H, CH2CH2CH2, J=6,5 FII), 3,96 (T, 2H, CH2NCO, J=6,3 

4,05 (T, 2H, CHiPyr, J=6,3 TH), 6,38 (c, 1H, CH), 7,52 (c, 1H, CH=N), 10,35 (c, 
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1H, NH). 

2. CHHTC3 rjivTapHJibHbix npoH3BQHHbix nanenTHjoB Ha npHMepe cHHTe3a 

coejHHeHHg 94 

K pacTBopy 10 r (28,4 MMOJIB) napaHHTpo^eHHjioBoro stjwpa EOK-jieHHHHa B 

5 20 MJI AHMeTHji(J)opMaMHAa npH6aB.najiH 4 MJI 25% BOAHoro pacTBopa aMMHaxa, 

peaKHHOHHyio CMecb BbmepacHBajiH 3 naca npn KOMHaTHOH TeMnepaType, ynapHBajin 

Aocyxa, ocTaTOK pacrapajiH B 3<j)npe, 0T(j)HJibTp0BbiBajiH, npoMbiBajiw 3<j)HpoM, 

noJiyHHJin 2,5 r (10,87 MMOJIB) EoK-JieftipmaMHAa (R-f0,6 xjiopo(j)opM:MeTaHOJi:32% 

yKcycHaa KHCJioTa 15:4:1). OcaAOK pacTBopajm B 25 MJI Tpn^TopyKcycHOH KHCJIOTBI, 

10 BbiflepacHBajiH 1 nac, ynapHBajin, ocTaTOK pacrapajin B s^npe, 0T<|)HJibTp0BbiBajiH, 

pacTBopajiH B 50 MJI AHMeTHJi(J)opMaMHAa, Ao6aBJMJiH NMM ao pH-8,5, K pacTBopy 

npnSaBJiajiH 5,14 r (10,8 MMOJIB) napaHHTpoc^eHHJioBoro s^npa AH-EOK-L-rncTHAHHa, 

peaKUHOHHyio CMecb ocTaBJiHJiH Ha HOHB npn KOMHaTHOH TeMnepaType, 

AHMeTHJi(j)opMaMHA ynapHBajin, ocTaTOK pacTBOpajiH B 10 MJI cMecn STHJianeTar-reKcaH 

15 8+2 MJI H nponycKajiH nepe3 Kojiomcy pa3MepaM 3><17 CM 3anojiHeHHyio cycneroHeft 

CHJiHKarejia B TOH >Ke cMecn. HpoAyKT sjHonpoBajin 3THjiaueTaTOM, (JtpaKiiHH, 

coAepacamne uejieBoe BemecTBo o6i>eAHHajiH, ynapHBajin Aocyxa. FIojiynHjiH 3,95 r 

(9,6 MMOJIB) npo^yKTa c Rf-0,8 (xjibp0<|>0pM:MeTaH0Ji:32% yKcyraaa KHCJioTa 15:4:1). 

AMHA AnnenTHAa pacTBOpajiH B 25 MJI TpH^TopyKcycHon KHCJIOTI>I, BbiAepacHBajiH 1 

20 nac npn KOMHaTHOH TeMnepaType, ynapHBajin, ocTaTOK pacTHpajin B 3<J)Hpe, 

OT(j)HJIbTpOBbIBajIH, pacTBOpajiH B 25 MJI AHMeTHJIcjDOpMaMHAa, AoSaBJIHJIH NMM AO pH 

-8,5, K nojiyneHHOMy pacTBopy npnSaBjMJiH TpeMa nopiinaMH c HHTepBajiOM 15-20 

MHHyT 1,14 r (10 MMOjib) rjiyTapoBoro aHrHApHAa, peaKijHOHHylO CMecb BbiAepacHBaJiH 

2 naca npn KOMHaTHOH TeMnepaType, ynapHBajin, K ocTaTKy npnSaBjiajiH 100 MJI 

25 STHjiaiieTara, ocTaBJiajin Ha HOHB, BbinaBinHH ocaAOK OTt^HjibTpoBbiBajiH, pacTBOpajiH 

B100 MJI BOAH SKCTparnpoBajin 50 MJI STHjianeTara, BOAHBIH CJIOH ynapHBajin AO 

nojioBHHbi oSbeMa, o6pa6aTbiBaJiH aKTHBHpoBaHHbiM yraeM, ynapHBajin, pacraopajiH B 

100 MJI 2% yKcycHOH KHCJIOTBI, JiH0<|>HjiH3Hp0BajiH. nojiyHHJiH 3,5 r. (91%) nejieBoro 

npoAyKTa Rf-0,75 (xjiopo^)opM:MeTaHOJi:32% yKcycHaa KHCJioTa 5:3:1). )KX MC, 

30 HHAHBHAyajibHbiH nnK, BpeMH yAepacHBaHHa 0,2 MHH, [M+H]+=382 (ycjiOBHa A). 

B35KX B ycjioBHax 1, HHAHBHAyajibHbiH nHK, BpeMa yAepacHBaHHa 11,8 MHH. CneKTp 

'H-iIMP (400,13 MIH, flMCO-d6, 5, M.A., J/TH): 0,82, 0,87 (A, 6H, CH2CH(CH3)2, 
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J=6,l Fy); 1,51 (M, 3H, CH2CH(CH3)2); 1,67 (neHT., 2H, CH2CH2CH2, J=7,5 Tu); 2,15 

(M, 4H, CH2CH2CH2); 2,86, 2,98 (M, 2H, CCH2CH); 4,19 (M, 1H, NCH,); 4,52 (M, 1H, 

CCH2CH); 7,02, 7,51 (yrnnp.c, 2H, NHj); 7,07 (c, 1H, CCH); 7,90 (A, 1H, NH, J=8,2 

n*); 8,08 (A, 1H, NH, J=7,9 Tu); 8,23 (c, 1H, NCHN) 

5 3. CnHTe3 aMHjoB y-aMMHOMacjigHOH KHCJIOTH Ha npHMepe cHHTe3a coeTTWHeHwa 

103 

N. ^ 

K pacTBopy 1,36 r (0,01 MOJib) 2-(3-aMHHonponHJi)nHpHAHHa B 25 MJI 

6e3B0AH0ro aneTOHHTpnjia npnGaBJiajiH pacTBop HMHAa30JiHAa N-Boc-y-

10 aMHHOMaCJIHHOH KHCJIOTbl nOJiyHCHHblH H3 2,23 (0,011 MOJIb) N-B0C-y-aMHH0MaCJiaH0H 

KHCJIOTbl H 1,95 r (0,012 MOJIb) Kap60HHJIAHHMHAa30Jia B 10 MJI 6e3BOAHOrO 

aueTOHHTpHjia. PeaKHHOHnyio CMecb nepeMeuiHBajiH 4 naca npn 45°C, pacTBopHTejib 

yAajiajiH B BaKyyMe, ocTaTOK pacTBOpajiH B 300 MJI 3(J)Hpa, npoMHBaJiH HacbimeHHbiM 

Bo^HbiM pacTBopoM rHApoKap6oHara HarpHa (3x100 MJI). OpraHHnecKHH CJIOH cymnjiH 

15 Ha# cyjibcJjaTOM HaTpna, pacTBopHTejib y^ajiajiH B BaKyyMe, ocTaTOK cyuinjiH B BaKyyMe 

MacjiaHoro Hacoca AO nocToaHHoro Beca. OcTaTOK pacTBOpajiH B 80 MJI 6e3B0AH0ro 

3(})Hpa H npnSaBJiajiH 35 MJI 5% pacTBopa xjiopncToro BOAopoAa B 6e3BOAHOM 

MeTaHOJie. PeaKunoHHyio CMecb nepeMeiHHBajiH npn KOMHaTHOH TeMnepaType AO 

HCHe3HOBeHHa (no AaHHbiM TCX) HCXOAHOTO coeAHHeHHH (OKOJIO 4 nacoB), 

20 pacTBopHTejiH yAajiajiH B BaKyyMe, ocTaTOK pacrapajiH c 6e3BOAHbiM 3<])HpoM, stjmp 

AeKaHTHpoBajiH nocjie nero noBTopajin nponeAypy. OcTaTOK noA 3<J)HpoM ocTaBJiajin 

npn 0°C Ha 8 nacoB. BbinaBinHH ocaAOK 0T(J)HjibTp0BbiBajiH, npoMHBaJiH 6e3BOAHHM 

3(J)HpoM (3x10 MJI) H cyniHJiH B BaKyyMe. BBIXOA 1,62 r (63%) Rf (xjiopo(})opM -

MeTaHOJi 4/1) 0,48. 5KX MC, HHAHBHAyajibHbiH HHK, BpeMa ygep^KHBaHHa 0,5 MHH, 

25 [M+H]+=222 (ycjiOBHa B). B35KX B ycjioBHax 2, HHAHBHAyajibHbiH nHK, BpeMa 

yAep>KHBaHHa 4,00 MHH. CneKTp 'H-iIMP (400,13 MFn, JlMCO-dg, 5, M.A., J/TH): 1,78 

(neHT., 2H, CH2CH2CH2NH2, J=7,5 Tn); 1,87 (nem., 2H, CH2CH2CH2NH, J=7,3 Tu); 
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2,20 (T, 2H, CHjCONH, J=7,3 rh); 2,77 (M, 2H, CH2NH2); 3,01 (x, 2H, CH2-Pyr, J=7,5 

Tu); 3,09 (KB., 2H, CH2NH, J=7,5 T«); 7,80 (M, 1H, 5-Pyr); 7,89. (ft 1H, 3-Pyr, J=7,8 

r«); 8,15 (M, 1H, 4-Pyr); 8,39 (yiimp.T, 1H, NH); 8,74 (A, 1H, 6-Pyr, J=4,l Tu). 

4. CHHTe3 aMHJOB nHPPOrjIVTaMHHOBOH KHCJIOTbl Ha npHMeoe CHHTe3a 

5 coejHHeHHg 178 

K 0xjia>KfleHH0My AO 0°C pacTBopy 3,5 r (27,1 MMOJIB) nHporjiyraMHHOBOH 

KHCJIOTW B 25 MJI ^MOA AoSaBJiajin 3,4 r (29,8 MMOJIB) HONSU H pacTBop 6,4 r (29,8 

MMOJIB) DCG B 10 MJI /JMOA. PeaKHHOHHyio CMecb nepeMeuiHBajiH 1 H npn 0°C H 16 H 

10 npH KOMHaTHOH TeMnepaType. OcaAOK OTAenajiH <|)HJibTpoBaHHeM H npoMbmajiH 3x10 

MJI 3THjianeTaTOM. PacTBopHTejib H3 o6i>eAHHeHHbix (JtHjibTpaTOB yAajiajiH B BaKyyMe AO 

06pa30BaHHa ycTOHHHBOH neHbi. BBIXOA 5,8 r (95%). Rf 0,6 (xn0p0(|)0pM-MeTaH0Ji 

(1:1)) 
K pacTBopy 2,2 r (9,7 MMOJIB) N-OKCHcyKHHHHMHAHoro 3(|)Hpa 

15 nHporjiyTaMHHOBOH KHCJIOTBI B 20 MJI ^MOA Ao6aBjiajiH 2,35 r (9,7 MMOJIB) 

AHrHApOXJIOpHAa THCTHAHHa H 2,87 MA (19,4 MMOJIb) TpH3THJI3MHHa. PeaKIJHOHHyiO 

CMecb nepeMeuiHBajiH 30 MHH. npn KOMHaTHOH TeMnepaType. PacTBopHTejib yaajiajra B 

BaKyyMe, OcTaTOK pacTBOpajiH B 20 MJI STHjianeTara H npoMHBaJiH 3x10 MA 1% 

JIHMOHHOH KHCJIOTOH, BOAOH AO HeHTpajIbHOH peaKHHH H HaCblllieHHbIM paCTBOpOM 

20 XAOpHAa HaTpna. OpraHHnecKHH CJIOH BbicyniHBajiH HaA 6e3BOAHbiM cynb^aTOM 

HaTpHH. PacTBopHTejib yAajiajiH B BaKyyMe. BBIXOA 2,36 r (80%), Rf 0,3 (xAopo^opM -

MeTaHOJi (4:1)). 5KX MC, HHAHBHAyajibHbiH nHK, BpeMS yAepKHBaHHH 0,23 MHH. 

[M+H]+-281 (ycjiOBHfl B). B3)KX B ycjiOBHax 1, HHAHBHAyajibHbiH nHK, BpeMa 

yAepacHBaHHa 7,0 MHH. CneKTp 'H-5IMP (400,13 MTu, ^MCO-cta 5, M.A., J/TH): 1,83-

25 2,23 (M, 4H, CH2CH2CH), 2,93 (M, 2H, CH2CH), 3,61 (c, 3H, OCH3); 4,02 (M, 1H, 
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CH2CH2CH); 4,50 (M, 1H, CH2CH); 6,84 (c, 1H, CCH); 7,60 (c, 1H, NCHN); 7,78 (c, 

1H, NH), 8,05 (a, 1H, NH, J=7,8 Tu). 

5. CHHTe3 aMHJOB 3 -(4-HMHfla3QJIH JpaKpHJIOBOH KHCJIOTbl H 3-(4-

HMHja3QJiHJi)nponHOHOBOH KHCJIOTbl Ha npHMepe CHHTe3a coejiHHeHHfl 85 
o o 

OH SOCI, 

KwnflMeHMe 
c o6paTHWM pj HQI 

XOflOAM/lbHVIKOM 

tHd O 

. 3 NH, 

flMOA 

K 5 MJI XOJIOflHOrO THOHHJIXJIOpH^a He6oJIbIHHMH nOpUHHMH npH HHTeHCHBHOM 

nepeMeniHBaHHH ao6aBjiajiH KHCJIOTY 1 (1 r, 0,007 MOJIB). nocjie floSaBJieHHa Bcero 

KOJinnecTBa KHCJioTbi 1 peaKijHOHHyio CMecb nepeMeuiHBajiH npn KHneHHH B TeneHHe 3-

4 nacoB, 3aTeM oxjiaac^ajiH ao KOMHaTHOH TeMnepaTypbi. OTTOHHJIH npn noHHaceHHOM 

10 aaBJieHHH THGHHjixjiopHfl. IIojiyHeHHbiH npo^yKT 2 TiuaTejibHO npoMHBaJiH Ha (|)HJibTpe 

UJorra a6c. T0Jiy0Ji0M (3x20 MJI). BBIXOA TexHHHecKoro npoayKTa 2 cocTaBHJi 1,4 r 

(99%). npo,nyKT Hcn0Jib30BajiH Ha cjie^yiomeH CTaziHH 6e3 ^onojiHHTejibHOH OHHCTKH. 

CycneH^HpoBajiH HCXOAHBIH xjiopaHrHflpHfl KHCJIOTH 2 (1,4 r, 0,009 MOJib) B 

cyxoM flMOA H npH nepeMeniHBaHHH floSaBJiaJiH rHapoxjiopHfla aMHHa 3 (1,34 r, 

15 0,0098 MOJib) H TpH3THjiaMHH (4 MJI, 0,036 MOJib). PeaKHHOHHyio cMecb nepeMeuiHBajiH 

B TeneHHe 10 nacoB npH KOMHaTHOH TeMnepaType. no 3aBepmeHHH peaKHHH 

0T(J)HjibTp0BbiBajiH rH^poxjiopHfl TpH3THJiaMHHa, pacTBopHTejib yzjajifljiH B BaKyyMe npH 

noHHHceHHOM .ziaBJieHHH. OcTaTOK OHHmajiH c noMombio MeTO.ua KOJIOHOHHOH 

xpoMaTorpa4)HH Ha cnjiHKarejie, CHCTeMa pacTBopHTejien XJIOPHCTMH MCTHJICH -

20 MeTaHOJi (15:1). Bbixofl HHCTOIX) nojiynpoayKTa 4 cocTaBHJi 0,65 r (35%). 

PacTBOpajiH ncxoMHbiH stpMp 4 (0,65 r, 0,0026 MOtib) B 10 MJI 50% 3TaHOJia H 

npn nepeMeiuHBaHHH /toSaBJuuiH KOH (0,18 r, 0,0032 MOJIB). nepeMeniHBaHHe 

npo^oji>KajiH B TeneHHe 5-6 nacoB npn KOMHaTHOH TeMnepaType. no 3aBepmeHHH 
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peaKIJHH (TCX-KOHTpOJIB B CHCTeMe XJIOpHCTblH MeTHJieH - MeTaHOJi (10:1)), pacTBop 

4>HjibTpoBajiH nepe3 HeSojibinoH CJIOH HejiHTa, pacTBopHTejib yaajiajm B BaKyyMe. 

nojiyneHHyio KajineByio cojib KHCJIOTM npoMbiBajra Ha (pujihrpe aueTOHOM, 

nepepacTBopajiH B a6c. STaHOJie H BbicaacHBajiH uejieBOH npo^yKT 5 Ao6aBJieHHeM KOHH. 

5 HC1 (1 3KB). Bbixoa npoAyKTa 5 0,55 r (90%). )KX MC, HHAHBHAyajibHbiH nHK, BpeMa 

yuepacHBaHHH 0,2 MHH, [M+H]+=238 (ycjiOBHa A). B3)KX B ycjioBHax 1, 

HHAHBHAyajibHbiH nHK, BpeMa yziepacHBaHHa 11,8 MHH. 

6. CHHTe3 aMHJOB JHKap60H0BbIX KHCJIOT. COIieP)KaiIIHX B UIVTapHJIbHOM 

QCTaTKe MOHO- HJIH nHMeTHjibHbie 3aMecTHTejiH. Ha npHMepe cHHTe3a coejHHeHHa 45 

PacTBOpajiH coeflHHeHHe 1 (2.6 r, 0.018 MOJIB) B 50 MJI MeTaHOJia H nepeMeuiHBajiH 24 

naca npH KOMHaTHOH TeMnepaType. PacTBopHTejib yaajiajiH B BaKyyMe, H nojiyHeHHbiM 

TexHHHeCKHH npoziyKT 2 (3.2 r, 100%) Hcnojib30BajiH Ha cjie/iyiomeH CTauHH 6e3 

AOnOJIHHTejIbHOH OHHCTKH. 

15 K pacTBopy coeAHHeHHH 2 (6.4 r, 0.037 MOJIB) B 50 MJI AHMeTHjufropMaMHfla 

npnGaBJiajiH npn KOMHaTHOH TeMnepaType 1,1 '-Kap60HHjiAHHMHAa30Ji (8.3 r, 0.052 

Mojib). PeaKHHOHHyK) cMecb nepeMeuiHBajiH npn KOMHaTHOH TeMnepaType 2 naca, 

nocjie nero ao6aBJiajiH pacTBop rncTaMHHa (4.1 r, 0.037 MOJIB) B 20 MJI 

.ziHMeTHJicjjopMaMHfle H cMecb nepeMeuiHBajiH B TeneHHe 10 nacoB npn KOMHaTHOH 

20 TeMnepaType. PacTBopHTejib yaajiann B BaKyyMe. OcTaTOK OHHiuajiH c noMoiubio 

MeTO^a KOJIOHOHHOH xpoMaTorpa<f)HH Ha CHjiHKarejie Purasil™ 60A, 230-400 MKM CHTO 

(38-63 MKM) (Whatman) (KOJiOHKa: anaMeTp 50 MM, BbicoTa 400 MM, sjnoeHT 

xjiopo4>opM - MeTaHOJi (4:1)). riojiynaioT npoayKT 3 2.6 r (26%) B BH^e CBeTJio-acenToro 

MacJia. 

25 K pacTBopy coe/jHHeHHa 3 (2.6 r, 0.010 MOJIB) B 25 MJI 3TaHOjia npH6aBJiajiH npn 

KOMHaTHOH TeMnepaType pacTBop rnflpoKCHZja Kajina (0.65 r, 0.052 MOJIB) B 25 MJI BO,IU>I, 

nocjie nero peaKunoHHyio cMecb nepeMeuiHBajiH npn KOMHaTHOH TeMnepaType B 

TeneHHe 10 nacoB. ^ajiee cMecb no^KHCJiajiH KOHueHTpHpoBaHHofi COJIHHOH KHCJIOTOH 

(1.2 MJI, 0.052 MOJib), pacTBopHTejib yqanaJiH B BaKyyMe, a ocTaTOK OHHiuajiH c 
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noMombio MeTcwa KOAOHOHHOH xpoMaTorpac})HH Ha CHjiHKarejie Purasil™ 60A, 230-400 

MKM CHTO (38-63 MKM) (Whatman) (KojioHKa: AHaMeTp 30 MM, BbicoTa 300 MM, SAIOCHT 

xnopo(J)opM-MeTaHOJi (1:1)). BBIXOA npoAyKTa 4 1.1 r (44%). Eejioe KpHCTajuinqecKoe 

BemecTBO, xopomo pacTBopHMoe B BOAe, Rf =0.23 B CHCTeMe xjiopocjjopM - MeTaHOJi 

5 (1:1). )KX MC, HHAHBHAyajibHbiH nHK, BpeMH yAepacHBaHHH 0,55 MHH, [M+H]+=254 

(ycjiOBHa Jl). B3>KX B ycjioBHax 3, HHAHBHAyajibHbiH nHK, BpeMa yAep>KHBaHM 11,1 

MHH. CneKTp iIMP *H (300.13Mrn, £MCO-d6,5, M.A., J/TU): 1.05 (s. 6H. Ctf3); 1.67 

(m, 2H, Q£CH2COOH), 2.06 (m, 2H, C^COOH), 2.62 (t, 2H, CH2C^C, J= 7.4 Hz 

); 3.26 (q, 2H, CH2C^NH, J= 7.4 Hz); 6.77(s, 1H, CCH); 7.51 (s, 1H, NCH); 7.60 (bs, 

10 1H, N//) 

7. CHHTe3 aMHAOB AHKap60HQBbIX KHCJIOT. COAeP)KaiHHX B rayTapHJibHOM 

QCTaTKe B KanecTBe 3aMecTHTeJia rHAPQKCHjibHvro rpynny B a-nojioaceHHH. Ha npHMepe 

CHHTe3a CoeAHHeHHa 67 

15 K cycneH3HH CoeAHHeHHa 1 (18.0 r, 122.0 MMOJIB) B 140 MA BOAH AoSaBjiajiH no KanjiaM 

OAHOBpeMeHHO pacTBop HHTpHTa Harpna (10.0 r, 144.0 MMOJIB) B 140 MA BOABI H 

pacTBop KOHHeHTpHpOBaHHOH CepHOH KHCJIOTBI (7.2 T, 73.0 MMOAB) B 140 MA BOABI npn 

TeMnepaType peaKiiHOHHOH cMecn He BBirne 30°C, H ocTaBJiajin nepeMeniHBaTBca Ha 10 

nacoB npn KOMHaTHOH TeMnepaType. PacTBopHTeAb yAajiajin B BaKyyMe, ocTaTOK 

20 3KCTparapoBajiH ropaHHM aueTOHOM (3x100 MA). PacTBopHTeAb yAajiajin B BaKyyMe, 

OCTaTOK 3KCTparHpOBaiIH ropaHHM XAOpHCTbIM MeTHAeHOM (2x100 MA). PacTBopHTeAb 

yASAaAH B BaKyyMe H noJiynajiH 8 r (51 %) npoAyKTa 2 B BHAe 6ecnBeTHoro cnpona. 

K pacTBopy CoeAHHeHHa 2 (10.0 r, 77.0 MMOAb) B 150 MA xjiopncToro MeTHAeHa 

AoSaBAajiH HecKOAbKO KaneAb AHMeTHA(J)opMaMHAa. 3aTeM peaKnnoHHyio Maccy 

25 oxAaacAaAH AO 5°C H Ao6aBAaAH no KanAHM pacTBop OKcaAHAXAopHAa (9.78 r, 77.0 

MMOAb, 6.6 MA) B 30 MA xAopHCToro MeTHAeHa npn 5-10 °C. PeaKHHOHHyio Maccy 

nepeMeniHBajiH 3 naca npn KOMHaTHOH TeMnepaType, pacTBopHTeAb yAajiaAH B 

BaKyyMe. OcTaTOK pacTBopaAH B 70 MA TeTparaApo4)ypaHa H Ao6aBJiaAH no KanAaM npn 

TeMnepaType 0°C K cycneH3HH rncTaMHHa (5.0 r, 45.0 MMOAB) H noTarna (12.7 r, 92.0 
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MMOJIB) B 100 MII OTMeTHJi(J)opMaMHAa. PeaKunoHHyio Maccy nepeMeuiHBajiH 10 nacoB 

npn KOMHaTHOH TeMnepaType, 0T4)HJibTp0BbiBajiH, (JwjibTpaT yAajiajin B BaKyyMe. 

nojiyneHHbiH B BHAC Macjia ocTaTOK npoMHBaJiH a^npoM (1x50 MJI), ropaHHM 

TeTpanmpotjjypaHOM (2x50 MJI), 3aTeM aueTOHHTpHJiOM (1x50 MJI). PacTBopHTejib 

5 aeKaHTHpoBajiH, ocTaTKH yAajiajin B BaKyyMe H nojiynajiH 8 r (46%) npo^yKTa 4 B BHAe 

TeMHO-KpacHoro Macjia. 

K pacTBopy CoeAHHeHHa 4 (3.0 r, 13.4 MMOJib) B CMCCH aneTOHHTpHji - BOAa 

(10:1, 40 MJI) Ao6aBJiHJiH pacTBop rHApoKCH^a Harpna (0.52 r, 13.0 MMOJib) B 1 MJI BOAM 

H nepeMeuiHBajiH 10 MHHyT npn KOMHaTHOH TeMnepaType. PacTBopHTejib yqajiajin B 

10 BaKyyMe, OcTaTOK pacTBOpajiH B 10 MJI BOAH H onnmaioT HOHOO6MCHHOH 

xp0MaT0rpa<J)HeH (Dowex 50WX8-400, (J)HJibTp: d=60 MM, h=35 MM; sjnoeHT BOAa 250 

MJI, 3aTeM 5% BOAHbiH aMMHaK 250 MJI). KoHTpojib TOHKOCJIOHHOH xpoMaTorpatjDHefi 

(xji0p04)0pM-MeTaH0A-5% BOAHWH pacTBop aMMHaKa (1:1:0.1), Rf=0.7). IlojiyHeHHbie 

<J)paKUHH o6i>eAHHajiH, pacTBopHTejib yAajiajin B BaKyyMe, ocTaTOK KHnaTHJiH B CMCCH 

15 aueTOHHTpHA-MeTaHOJi (4:1, 70 MJI), 4>HjibTpoBajiH, OcaAOK cyuiHjiH B cyniHJibHOM 

uiKa^e npn TeMnepaType 70°C AO nocToaHHoro Beca. nonynajiH 1.6 r (49%) npoAyKTa 

5. Bejioe KpHCTajuinnecKoe BeiuecTBo, xopoiuo pacTBopHMoe B BOAe, R(=0.15 B CHCTeMe 

xjiopo^opM - MeTaHOJi (1:1). )KX MC, HHAHBHAyajibHbiH nHK, BpeMa yziepacHBaHHa 0,5 

MHH, [M+H]+=242 (ycjiOBHa T). B3)KX B ycjioBHax 3, HHAHBHAyajibHbiH nHK, BpeMa 

20 yAepJKHBaHHa 7,4 MHH. CneKTp ilMP *H (300.13Mru, ^MCO-d6, 8, M.A., J/TU): 1.65, 

1.87 (m, 1H+1H, CH2C/£CH), 2.23 (m, 2H, C^CH2CH), 2.64 (t, 2H, CH2C^C, J= 

7.2 Hz); 3.31 (q, 2H, CH2C/£NH, J= 6.7 Hz); 3.85 (dd, 1H, CH2CH2Ctf, J = 4.2, 7.7 

Hz), 6.79(s, 1H, CCN); 7.52 (s, 1H, NCtfN), 7.82 (t, 1H, NH, J = 5.7 Hz). 

8. CHHTe3 aMHAOB. 06pa3QBaHHbIX 3-r4-HMHAa3QJIHJl)aKPHJIOBOH KHCJIOTOH H 3-

25 (4-HMHAa30JiHJi)np0nHQH0B0H KHCJIOTOH. Ha npHMepe CHHTe3a CoeAHHeHHa 68 

4 5 
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K pacTBopy coeflHHemw 1 (21.3 r, 0.154 MOJIB) B 30% BOAHOM pacTBope 

MeTaHOJia (1200 MJI), Ao6aBJiajiH KarajiH3aT0p 10% Pd/C (5.0 r) H peaicijHOHHyio CMCCB 

rn^pHpoBajiH noflanefi B0A0p0Aa npn 1 aTM H 50°C B TeneHHe 48 nacoB. nocjie 3Toro 

cMecb oxjiaamajiH AO KOMHaTHOH TeMnepaTypti, KaTajiH3aTop oT^HjibTpoBMBajiH nepe3 

5 6yMa>KHbiH c[)HjibTp Ha BopoHKe, pacTBopHTejib yqajiajiH B BaKyyMe. OcTaTOK 

KpHCTaJIJIH30BaJIH H3 AHSTHJIOBOID 3(J)Hpa (150 MJl). llOJiyHeHHbffl OcaAOK 

0T<|)HJibTp0BbiBajiH H cyiiiHjiH Ha B03Ayxe AO nocToaHHoro Beca. llpo^yKT 2 nojiynajiH c 

Bbix0,zi0M 16.5 r (76%). 

K pacTBopy CoeAHHeHHa 2 (16.5 r, 0.118 MOJIB) B 200 MJI flHMeTHji^opMaMH^e 

10 npn nepeMeniHBaHHH AoSaBJiajiH (19.1 r, 0.118 MOJIB) 1,1 '-Kap6oHHjiAHHMH Aa30Ji. 

PeaKHHOHHyK) cMecb HarpeBajiH AO 80°C H nepeMeuiHBajiH B TeneHHe 2 nacoB. CMecb 

oxjiaacflajiH H He6ojibuiHMH nopunaMH npn HHTCHCHBHOM nepeMeniHBaHHH Ao6aBJiajm 

TpHSTHJiaMHH (13.1 r, 0.129 MOJib) H coe^HHeHHe 3 (19.9 r, 0.129 MOJib). PeaKunoHHyio 

cMecb nepeMeuiHBajiH npn KOMHaTHOH TeMnepaType B TeneHHe 12 nacoB, 3areM cMecb 

15 4>HJiBTpoBajiH. OnjibTpaT yzjajiHJiH B BaKyyMe. nojiyneHHbiH B BHAC Macjia npo^yKT 

OHHiuajiH c noMombio MeTOAa KOJIOHOHHOH xpoMaTorpa4>HH (KojioHKa: AnaMeTp 90 MM, 

BbicoTa cjioa cop6eHTa 75 MM, sjnoeHT sTHJiaueTar - MeTaHOJi = 15:1). npoAyrr 4 

nojiynajiH B BHjie acejiTOBaroro Macjia, Bbixoa cocTaBHJi 18 r (63%). 

K pacTBopy CoeAHHeHHa 4 (18 r, 0.075 MOJIB) B 200 MJI BOABI npH 

20 nepeMeniHBaHHH Ao6aBJiajiH cyxoii KOH HCGOJIBIUHMH nopunaMH (8.44 r, 0.15 MOJib). 

PeaKunoHHyio cMecb nepeMeuiHBajiH B TeneHHe 9 nacoB npn KOMHaTHOH TeMnepaType. 

Ilo 3aBepmeHHH peaKUHH (TCX-K0HTp0Jib HCXOAHOTO peareHTa B CHCTeMe xjiopo^opM -

MeTaHOJi (5:1), Rf=0.7), pacTBopHTejib yAajiajin B BaKyyMe. nojiyneHHyio KajineByio 

cojib KHCJiOTbi npoMBiBajiH Ha ^HjiBTpe aueTOHOM, nepepacTBopajiH B BOAe H 

25 noflKHCJiaK)T Ao6aBjieHHeM K0HueHTpHp0BaHH0H HC1 (15.2 MJI, 2 SKB.) AO pH = 5-6. 

BoAy y^anajiH B BaicyyMe, ocTaTOK cycneHAHpOBajiH B MeTaHOjie (50 MJI) H 

(j)HJibTpoBajiH. OnjibTpaT yAajiajin B BaKyyMe, ocTaTOK onHiuajm c noMombio MeTOAa 

KOJIOHOHHOH xpoMaTorpa(jjHH Ha cnjiHKarejie Purasil™ 60A, 230-400 MKM CHTO (38-63 

MKM) (Whatman) (KojioHKa: A«aMeTp 60 MM, BbicoTa cjioa cop6eHTa 80 MM, SJUOCHT 

30 xjiopo(J)opM - MeTaHOJi - 25% BOAHBIH pacTBop aMMHaKa (1:1:0.05)). nojiyneHHBiH 

npo^yKT 5 B BHfle acejiTOBaToro Macua, xopouio pacTBopHMoro B Bo^e, cyuijin Ha 

B03jiyxe AO nocToaHHoro Beca. BBIXOA npoAyKTa 5 cocTaBHJi 3 r (18%). )KejiT0BaT0e 
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KpHCTajuiHHecKoe BemecTBO, xoporno pacTBopuMoe B BOAe, Rf=0.2 B CHCTeMe 

xjiopo^opM - MeTaHOJi (1:1). )KX MC, HHAHBHAyajibHbiH nHK, BpeMa yzjep)KHBaHHH 0,28 

MHH, [M+H]+=226 (ycjiOBHa J\). B33KX B ycjioBHax 3, HHAHBHAyajibHbiH nHK, BpeMa 

yAepacHBaHHa 9,6 MHH. CneKTp JIMP 'H (400.13Mru, J\MCO-d6, 8, M.A., J/TU): 1.59 

5 (pent. 2H. CH2CJ£CH2,, J= 7.2 Hz); 2.18 (t, 2H, C^COOH, J= 7.2 Hz); 2.34 (t, 2H, 

C^CONH, J= 7.8 Hz); 2.70 (t, 2H, C/&C, J= 7.8 Hz); 3.03 (q, 2H, C^NH, J= 6.7 Hz); 

6.70 (s, 1H, CCtf); 7.48 (s, 1H, NC//NJ; 7.86 (bt, 1H, N H). 

9. CHHTe3 aMHAOB, OTHOCamHXCa K npOH3BOAHbIM 3-

aMHH0cyjibd)0HHAnp0nH0H0B0H KHCJiOTbi. Ha npHMepe cHHTe3a CoeAHHeHHa 145 

10 0 5 6 7 

K cMecn (84.14 r, 0.883 MOJib) MejiK0H3MejibneHH0ro HHTpara Kanna H 

CoeAHHeHHa 1 (36.9 MA, 0.333 MOJib) npH TeMnepaType 0 -10°C, npn HHTCHCHBHOM 

nepeMeniHBaHHH Ao6aBJiajiH no KanjiaM cyjib^ypnji xjiopHA (64.8 MJI, 0.8 MOJib) 

(TeMneparypa peaKUHOHHOH CMCCH He AonacHa npeBbimaTb 0°C). PeaKnnoHHyio cMecb 

15 nepeMeuiHBajiH npH 0°C 1 nac. OxjiaacAeHHe y6npajiH H nepeMeuiHBajiH npH 

KOMHaTHOH TeMnepaType AonojiHHTejibHO 16-18 nacoB. ,Z3,o6aBjiajiH HacbiuieHHbiH 

BOAHBIH pacTBop NaHC03 AO pH=7-8, SKCTparupoBajiH xjiopHCTbiM MCTHJICHOM (2X200 

MA), opraHHHecKyio $a3y cyuiHJiH HaA cyjib^aTOM Harpna, pacTBopHTejib yAajiajin B 

BaKyyMe. TexHHHecKHH npoAyKT B BHAe ocTaraa acejiTOBaToro UBeTa, Hcnojib30BajiH Ha 

20 cjieAyiomeH CTaAHH 6e3 AonojiHHTejibHOH OHHCTKH. BbixoA TexHunecKoro npoAyKTa 2 

cocTaBHJi 46.5 r (75%). 

npu oxjia>KAeHHH AO 0°C B TeneHHe 30 MHH HacbimaioT aMMHaKOM 500 MA 

AH3THJi0B0ro acjjHpa H npHSaBjwjiH ero OAHOH nopuneM npn HHTCHCHBHOM 

nepeMeniHBaHHH npn 0°C K pacTBopy CoeAHHeHHa 2 (46.5 r, 0,249 MOJib) B 500 MJI 

25 AHSTHAoBoro 3(J)Hpa. PeaKunoHHyio Maccy nepeMeuiHBajiH 1 nac npn KOMHaTHOH 

TeMnepaType. BbmaBiuuH OcaAOK OTcj)HJibTpoBbiBaJiH. OujibTpar yAajiajin B BaKyyMe 

Aocyxa, K ocTaTKy AoSaBJiajiH 30 MA xojioAHoro 3<|)Hpa, BbinaBinHH ocaAOK 
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4>HJIBTpOBaJlH, npOMBIBaJIH 20 MJI XOJIOAHOro 3(jOHpa, CyiHHJIH Ha B03^yxe AO 

nocToaHHoro Beca. nojiynajiH SCJIBIH HJIH cjiera acejiTOBaTBifi KpHCTajuiHHeCKHH 

npo^yKT, BBIXOA 24.7 r (60%). 

K pacTBopy coeAHHeHHa 3 (10 r, 0.066 MOJIB) B 50 MJI BOABI npaSaBJiajm BOAHBIH 

5 pacTBop rnnpoKCHfla Kanna (6.71 r, 0.120 MOJIB) B 50 MJI BOABI. PeaKunoHHyio Maccy 

KHnaTHJiH c o6paTHBiM XOJIOAHJIBHHKOM B TeneHHe 1 naca, oxjiaacAann AO KOMHaTHOH 

TeMnepaTypBi, Ao6aBjiajiH 10% cojiaHon KHCJIOTBI AO pH=2-3 H yAajiajin B BaKyyMe 

Aocyxa. K nojiyneHHOMy ocaAKy Ao6aBjiajiH 150 MA ayeTOHa H nepeMeuiHBaioT 30 MHH, 

ocaAOK (J)HABTpoBanH, npoMBiBajiH aueTOHOM (100 MJI). OnjiBTpar OTAejiajiH H yAajiajin 

10 B BaKyyMe, nojiynajiH 6ecHBeTHBin KpHCTajuiHHecKHH npoAyKT 4, cyniHJiH Ha B03Ayxe 

AO nocTOaHHOH MaccBi, BBIXOA 8.8 r (96%). 

K pacTBopy CoeAHHeHHa 4 (4.2 r, 0.027 MOAB) H rHApoKCHcyKijHHHMHAa (3.47 r, 

0,030 MOJIB) B cMecn pacTBopHTejien AHOKcaH-aneTOH (9:1, 400 MA) AoSaBjiajiH no 

KanjiaM npH KOMHaTHOH TeMnepaType pacTBop N,N'-AHiiHKJioreKCHjiKap6oAHHMHAa (6.2 

15 r, 0.030 MOAB) B 50 MA AHOKcaHa. PeaKHHOHHyK) Maccy nepeMeniHBaAH B TeneHHe 12 

nacoB. BBinaBinHH ocaAOK oT^HjiBTpoBBiBajiH, npoMBreaAH 50 MA AHOKcaHa, 

opraHHHecKHH CAOH yAanHAH B BaKyyMe. K nojiyneHHOMy ocTaTKy Ao6aBJiajiH 50 MJI 

3THAaueTaTa, BBinaBinHH ocaAOK oT<J>HJiBTpoBBiBajiH, npoMBiBajiH 30 MA 3THAaneTara, 

cyniHAH Ha B03Ayxe AO nocToaHHoro Beca. rfojiynajiH 6CJIBIH KpncTaAAHHecKHH 

20 npoAyKT 5, BBIXOA 3.3 r (48%). 

K pacTBopy coeAHHeHHa 6 (1.33 r, 0.012 MOJIB) B 30 MA AHMCTHJIc})opMaMHAe 

npnGaBJiajiH coeAHHeHHe 5 (3.3 r, 0.013 MOJIB). PeaKn,HOHHyio Maccy nepeMeniHBaAH 

npn KOMHaTHOH TeMnepaType B TeneHHe 16 nacoB. H36BITOK pacTBopHTena yAaAajiH B 

BaKyyMe, nojiyneHHBiH ocTaTOK OHHiuajiH c noMoniBio MeTOAa KOJIOHOHHOH 

25 xpoMaTorpac^HH Ha CHAHKarejie Purasil™ 60A, 230-400 MKM CHTO (38-63 MKM) 

(Whatman) (BBicoTa CAoa cop6eHTa 40 MM, AHaMeTp KOJIOHKH 20 MM, smoeHT MeTaHOA -

xAopo4»opM (1:5)). IIojiyHeHHoe CBeTJio-wejiToe Macjio pacTBopaAH B 20 MJI MeTaHOAa, 

npHSaBjiajiH 4M pacTBopa HC1 (10 MA) B srajianeTare, ocTaBAajiH Ha 10 nacoB npn 

KOMHaTHOH TeMnepaType. BBinaBinHH ocaAOK 0T4)HjiBTp0BBiBajiH, npoMBiBajiH 

30 He6ojiBinHM KOJiHHecTBOM MeTaHOAa H cyniHJiH Ha B03Ayxe. nojiynajiH GejiBin 

KpHCTaJIJIHHeCKHH npOAyKT, xoponio paCTBOpHMBIH B BOAe, BBIXOA 1-88 r (82%), Rf = 

0.45 B CHCTeMe xjiopo<J)opM - MeTaHOJi (1:1). )KX MC, HHAHBHAyajiBHBiH nHK, BpeMa 
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yaepacHBaHHfl 0,5 MHH, [M+H]+=247 (ycjiOBHa T). B35KX B ycjioBHax 1, 

HHAHBHAyajibHbiH nHK, BpeMa ynep>KHBaHHa 7,9 MHH. CneKTp iIMP 'H (400.13Mru, 

AMCO-D6, 8, M.A, J/Tu): 2.53 (t, 2H, CHgC, J=7.8 Hz), 2.79 (t, 2H, CHgC=0, J=6.7 

Hz), 3.16 (t, 2H, C^S, J=6.7 Hz), 3.34 (q, 2H, C/£NH, J=6.4 Hz), 6.84(s, 2H, NH2); 

5 7.43 (s, 1H, CCH), 8.26 (t, 1H, NH, J=5.6 Hz), 9.00 (s, 1H, NCtfNJ; 14.51 (bs, 1H, 

10. CHHte3 aMHUQB aHKap60H0Bbix KHCJIOT, cojepacaiiiHx B rjivTapHJibHOM 

ocTaTKe KapSoKCHjibHvio rpynny. 3aMeineHHvio Ci-C^ ajiKHjiOM. Ha npHMepe cnHTe3a 

coejHHeHHa 63 

CMecb rjiyTapoBoro aHrHflpHM (10 r, 87.6 MMOJib), N-rHjjpoKCHcyicnHHHMHfla (3 

r, 2.1 MMOJib), 4-flHMeTHJiaMHHonHpHAHHa (1.07 r, 8.8 MMOJib), 6e3B0£H0ro TpeT-

6yTaHOJia (24 MJI, 262 MMOJib) H TPHSTHJI aMHHa (3.6 MJI, 25.8 MMOJib) B cyxoM Tojiyojie 

15 nepeMeuiHBajiH npn KOMHaTHOH TeMnepaType 30 MHH, 3aTeM KHnararcH B TeneHHe 8 H H 

ocTaBjiajiH Ha HOHB npn KOMHaTHOH TeMnepaType. CMecb pa36aBjiajm srajiaueTaTOM 

(250 MJI), npoMHBaJiH 10% pacTBopoM JIHMOHHOH KHCJIOTBI (3X100 MJI), 3areM 

HacbimeHHbiM pacTBopoM COJIH (2X50 MJI), cyniHJiH Ha# 6e3Bo,zjHbiM cyrib(J)aTOM HaTpna, 

pacTBopHTejib yuajiajiH B BaKyyMe. npo,ziyKT BbmejiajiH c noMombio <|>Ji3m-

20 xpoMarorpa^HH Ha cnjiHKarejie, ajnonpya CMecbio STHjianeTar-reKcaH (1:1). nojiynajm 

4,5 r (27%) 3(J)Hpa (1) B BWJXQ, 6eciiBeTHoro Macjia,[M-H]+=l 87.49. 

K pacTBopy MOHO-Scjmpa (1) (2.2 r, 11.7 MMOJIB) B 50 MJI 6e3B0AH0ro 

TeTparHApOfjjypaHa floSaBJiajin l,r-Kap60HHJmHHMHfla30Ji (2.26 r, 14 MMOJIB) H 

KHnaTHJiH cMecb B TeneHHe 1 H. 3aTeM oxjiaac^ajiH RO KOMHaTHOH TeMnepaTypbi, 

25 ao6aBjiajiH rncTaMHH OTrnzipoxjiopHfl (2.15 r, 11.7 MMOJIB) H TpH3THJiaMHH (3.28 MJI, 

23.4 MMOJib). PeaKnHOHHyK) Maccy nepeMeniHBajiH B TeneHHe 8 H npn KOMHaTHOH 

TeMnepaType, BbiiiHBajiH B 100 MJI 10% pacTBopa nciTaina, 3KCTparnpoBajiH 

AHXjiopMeTaHQM (3x75 MJI), cyniHJiH Ha# 6e3BO£HbiM cyjib<|)aTOM HaTpna, pacTBopHTejib 

N/£). 

10 H 
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y^auHjiH B BaKyyMe. LJeneBoft npoAyKT BbmejiajiH c noMombio <j)A3iu-xpoMaTorpa<})HH Ha 

CHjiHKarene, sAionpya cMecbio AHXAopMeTaH - MeTaHOJi (10:1). Ilocjie 

nepeKpHCTajuiH3auHH H3 3THJiaueTaTa nojiynajiH 1.1 r (33%) uejieBoro BemecTBa B BHAe 

6eJibix KpHCTajinoB. )KX MC, HHAHBHAyajibHbiH nHK, BpeMa yaepacHBaHHa 0,93 MHH, 

5 [M+H]+=282 (ycjiOBHa )K). B3)KX B ycjioBHax 6, HHAHBHAyajibHbiH nHK, BpeMa 

yAepacHBaHHa 13,4 MHH. CneKTp ]H-^MP (400,13 MI"u, flMCO-d6,8, M.A., J/TU): 1,38 

(c, 9H, CH3CH), 1,68 (neHT., 2H, CH2CH2CH2, J=7,5 Tn); 2,06 (T, 2H, CH2CONH, 

J=7,4 Tn); 2,15 (T, 2H, CH2COO, J=7,4 Iu); 2,60 (T, 2H, CH2C, J=7,4 Tn); 3,24 (M, 2H, 

CH2N); 6,73 (ymnp.c, 1H, CCH); 7,46 (A, 1H, NCHN, J=1 Tn); 7,70 (yninp.c, 1H, NH); 

10 11,67 (ymnp.c, 1H, NH). 

11. CHHTe3 3MHAOB AHKap6pHOBbIX KHCJIOT. COAepKaiUHX B rAVTapHJIbHOM 

ocTaTKe Kap6oKCHjibHyio rpynny. 3aMeiueHHyio C^-C^ aiiKHJioM. Ha npHMepe cHHTe3a 

coeAHHeHHa 64 

15 CMecb rjiyTapoBoro aHraApHAa (4.8 r, 42 MMOAB), rncTaMHHa AHrHApoxjiopHAa 

(6 r, 32.6 MMOAb) H TPHSTHJI aMHHa (13.7 MA, 97.8 MMOJIB) KHnaTHJiH B 150 MA 

6e3B0AH0ro TeTparHApocJjypaHa B TeneHHe 24 H, oxjiaacAaAH AO KOMHaTHOH 

TeMnepaTypbi, OcaAOK OT4)HJibTpOBbiBaAH, npOMbiBaJin TeTparHApocjDypaHOM H cyniHJiH 

npH 70°C B TeneHHe 10 H. nojiynajiH 10 r (94%) KHCJIOTBI (1) B BHAe 

20 TpHSTHAaMMOHHeBOH COAH, KOTOpjTO HCn0Ab30BaJIH Ha CJieAyiOIUeft CT3AHH 6e3 

AOnOAHHTeAbHOH OHHCTKH. [M+H]+= 225.99. 

K cycneH3HH KHCJIOTM (1) (3.26 r, 10 MMOJib) B 50 MJI 6e3BOAHoro H-nponaHOJia 

Ao6aBjiajm no KannaM 2,54 MJI (20 MMOAB) TpHMeTHJixjiopcnjiaHa. PeaKunoHHyio Maccy 

nepeMeuiHBajiH npn KOMHaTHOH TeMnepaType B TeneHHe 4 H, pa36aBJiajin 100 MJI 

25 3THJiaueTara, npoMHBaJiH 10% pacTBopoM noTauia (2x100 MJI), 3aTeM HacbimeHHbiM 

pacTBopoM COJIH (2X50 MA), cyuiHJiH HaA 6e3BOAHbiM cyAb^aTOM HaTpHa, pacTBopHTejib 

yAanaAH B BaKyyMe. npoAyKT BbmenajiH c noMombio 4)JI3m"xPOMaTOIPa4)HH Ha 

CHJiHKarejie, sjuonpya cMecbio AHXAOpMeTaH-MeTaHOJi (10:1). nocAe 
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nepeKpHCTanjiH3au;HH H3 3THjiaueTaTa nojiynanH 2 r (74%) neneBoro coeAHHeHHa B 

BH^e Sejibix KpHCTanjioB. JKX MC, HHAHBHAyajibHbiH nHK, BpeMa yAepacHBaHHa 0,4 

MHH, [M+H]+=268 (ycjiOBHa )K). B3>KX B ycjioBHax 6, HHAHBHAyajibHbiH nHK, BpeMa 

yAepacHBaHHa 11,8 MHH. CneKTp 'H-^MP (400,13 MTu, /JMCO-de, 5, M.A., J/rn): 0,87 

5 (T, 3H, CH3CH2, J=7.4 Tu), 1,56 (r, 2H, CH2CH2CH2, J=7.1 Tn), 1,73 (n, 2H, 

CH2CH2CH2), 2,07 (n, 2H, CH?CO. J=7,5 Tn); 2,06 (T, 2H, CH2COO, J=7,5 Tn); 2,60 

(T, 2H, CH2C, J=7,4 Tn); 3,25 (M, 2H, CH2N); 3,95 (T, 2H, CH2O, J=6.7 Tn); 6,73 

(yniHp.c, 1H, CCH); 7,46 (A, 1H, NCHN, J=1 Tn); 7,72 (ymnp.c, 1H, NH); 11,7 

(yninp.c, 1H, NH). 

10 12. CHHTe3 aMHAOB nHpOrjIYTaMHHOBOH KHCJIOTbl. Ha npHMepe CHHTe3a 

coeAHHeHHa 185 

°<Y -s0r^o 
CycneH3Hio KHCJIOTH (1,55 r, 12 MMOJib), N,N,N',N'-TeTpaMeTHJi-0-

(6eH30TpHa30Ji-l-HJi)yp0HHyM TeTpa(J)Top6opaTa (3.85 r, 12 MMOJH>) H TPHSTHJI aMHHa 

(1,66 MJI, 12 MMOJib) B 50 MJI AHXJiopMeTaHa nepeMeuiHBajiH 10 MHH., Ao6aBjiajiH 3MHH 

(1,54 r, 12 MMOJib) H nepeMeuiHBajiH eme 1 nac, pacTBopHTejib yAajiajin B BaKyyMe 

Aocyxa H BbiAejiajiH c noMoiubio KOJIOHOHHOH xpoMarorpacJwH Ha cnjiHKarejie, ajuonpya 

cMecbio AHXjiopMeTaH - MeTaHOJi - BOAHBIH aMMHaK (5:1:0.01). ^0n0AHHTejibH0 

OHHiuajiH c noMombio npenapaTHBHOH B33KX Ha copSeHTe Cis B rpaAHeHTe 0,1% 

MypaBbHHOH KHCJIOTbl B BOAe - 0,1 MypaBbHHOH KHCJIOTbl B aueTOHHTpHJie, CyiUHJIH B 

BaKyyMe. nojiynajiu 1,43 r (50%) uejieBoro npoAyKTa B BHAC acejiTbix KpncTajuiOB. >JCX 

MC, HHAHBHAyajibHbiH nHK, BpeMa yqepmiBaHHa 0,2 MHH, [M+H]+=240 (ycjiOBHa 5K). 

B35KX B ycjioBHax 3, HHAHBHAyajibHbiH nHK, BpeMa yAepacHBaHHa 8,2 MHH. CneKTp 'H-

5IMP (400,13 MTn, £MCO-d6,8, M.A., J/TU): 1,43 (M, 2H, CH2CH2CH2CH2 CH2); 1,59 

(M, 4H, CH2CH2CH2CH2 CH2); 1,87 OttAfl, 1H, CH2CH2CH, J=12,0; 9,0; 5,6; 4,5 Tn); 

2,11 (M, 2H, CH2CH2CO); 2,24 '(Aflflfl, 1H, CH2CH2CH, J=12,0; 9,8; 8,4; 6,8 Tn); 2,62 

(yrn. c, 6H, NCH£); 3,28 (M, 2H, NHCH2CH2N); 3,96 (AAA, 1H, NHCHCH2, J=8,6; 4,6; 

1,0 Tu); 7,68 (yrn. c, 1H, NH); 7,94 (yui. C, 1H, NH). 

13. CuHTe3 coeAHHeHHH. CQAep>KaiuHx -C-0-C(=0V CBa3b. Ha npHMepe CHHTe3a 

15 

20 

25 

30 
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coejHHeHHH 72 

K HarpeTOMy AO 45°C pacTBopy NaOH (13 r, 0.32 MOJIB) B 100 MJI MeTaHona 

5 Ao6aBjiajiH coeAHHeHHe 1 (25 MJI, 0.32 MOJIB). PeaKiiHOHHyK) Maccy nepeMeniHBajiH 12 

nacoB npn 60°C, nocjie iero MeTaHOJi yuajwjiH B BaKyyMe. IIojiyneHHbiH ocTaTOK 

npOMBIBaJIH AH3THJIOBBIM 3(j)HpOM (2x250 MJl) H CyiUHJIH B CyfflHJIbHOM uiKa^y npH 

TeMnepaType 40°C B TeneHne 12 nacoB, nojiynajin 38 r npoAyKTa 2 c BbixoAOM 95%. 

K cycneH3HH coeAHHeHHa 2 (38 r, 0.30 MOJIB) B 100 MA AHMeTHJi(|>opMaMHAa 

10 npnGaBJiajiH 6eH3Hji SPOMHA (29 MA, 0.25 MOJib). PeaKunoHHyio Maccy BbiAep)KHBajiH 

npn nepeMeniHBaHHH 2 naca npn TeMnepaType 60°C. PacTBopHTejib yAajiaAH B BaKyyMe, 

noJiyneHHbiH OcTaTOK pa36aBjiajiH AoSaBJieHHeM 10% BOAHOTO pacTBopa NaHC03 (200 

MJI) H SKCTparnpoBajiH CCI4 (3x250 MJI). OpraHHHecKne (JjpaKnHH oSteAHHajin, cynniH 

HaA Na2S04. PacTBopHTeAb yAajiajin B BaKyyMe, OcTaTOK cyniHJiH Ha B03Ayxe AO 

15 nocToaHHoro Beca. riojiynajiH npoAyKT 3 (47 r, 80%). 

K pacTBopy coeAHHeHHa 3 (9.0 r, 0.046 MOJIB) H TpH4>eHHji(J)oc<|)HH (15.0 r, 0.056 

MOJib) B 100 MJI AHMeTHji(J)opMaMHAa Ao6aBJiajiH coeAHHeHHe 4 (6.3 r, 0.046 MOJIB). 

nojiyneHHyio cycneH3Hio oxjiaacAajiH AO -5°C H MeAJieHHO AoSaBJiajiH AHH3onponnji 

a30AHKap60KCHJiar (11 MJI, 0.056 MOJIB) npn TeMnepaType He Bbirae +5°C. 

20 PeaKHHOHHyio cMecb nepeMeuiHBajiH 12 nacoB npn KOMHaTHOH TeMnepaType. 

PacTBopHTeAb yAajiaAH B BaKyyMe, ocTaTOK OHHmann c noMombio MeTOAa KOJIOHOHHOH 

xp0MaT0rpa(|)HH Ha CHAHKarene Purasil™ 60A, 230-400 MKM CHTO (38-63 MKM) 

(Whatman) (KOJiOHKa: AnaMeTp 50 MM, BbicoTa CAoa copSeHTa 75 MM, CHCTeMa reKcaH -

STHjianeTaT - MeTaHOJi (300:150: 1)). HojiynaJiH 6.7 r npoAyKTa 5, BBIXOA 45 %. 

25 K pacTBopy coeAHHeHHa 5 (4.9 r, 0.016 MOJIB) B TeTparHApo4>ypaHe (50 MJI), 

Ao6aBjiajiH 10%) Pd/C (0.5 r). PeaKnnoHHyio cMecb rHApnpoBajiH BOAOPOAOM npn 80 

aTM. B TeneHHe 12 nacoB. Elocjie npoxo>KAeHHa peaKUHH cMecb nponycKaJiH nepes CJIOH 
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ijejuiHTa (10 MM). PacTBopHTejib yqajiajiH B BaKyyMe. OcTaxoK onnmajiH c noMomtio 

MeTOAa KOJIOHOHHOH xpoMaTorpa(j)HH Ha CHjiHKarejie Purasil™ 60A, 230-400 MKM CHTO 

(38-63 MKM) (Whatman) (KonoHKa: AnaMeTp 20 MM, BbicoTa cjioa cop6eHTa 40 MM, 

cncTeMa xjiopo(j)opM - MeTaHOJi (4:1)). nojiynajiH npoAyKT 6 2.7 r (75 % ). EecnBeTHbie 

5 KpncTajiJibi, pacTBopHMLie BO^e, Rf = 0.2 B CHCTCMC xjiopocjiopM - MeTaHOJi (4:1). )KX 

MC, HHflHBHayajitHbiH nHK, BpeMa yaepacHBaHHa 1,9 MHH, [M+H]+=227 (ycjiOBHa F). 

B3)KX B ycjioBHax 1, HHAHBHAyajibHbiH nHK, BpeMa yaepacHBaHHa 13,6 MHH. CneKTp 

.AMP !H (400.13Mrn, ^MCO-d6, 8, M.A., J/Tn): 1.78 (pent. 2H. CH2C^CH2, J= 6.9 

Hz); 2.25 (t, 2H, C/£COOH, J= 7.1 Hz); 2.58 (t, 2H, C^CO, 7.5 Hz); 2.74 (t, 2H, 

10 CHzC, J= 7.5 Hz ); 4.01 (t, 2H, C/^O , J=6.5 Hz); 6.74 (s, 1H, CCH_); 7.50 (s, 1H, 

NC//N). 

14. CnHTe3 aMHjoB nHporjivTaMHHOBOH KHCJIOTBI. Ha npHMepe CHHTe3a 

coejHHeHHa 188 

PacTBop CBe)KeneperHaHHoro (HJIH CBeacenojiyneHHoro) aMHHa 1 (3 r, 0.0168 

MOJia) H nHporjiyTaMHHOBOH KHCJIOTBI 2 (2.4 r, 0.0168 MOJia) B IOMJI MeTaHOJia, 

BbmepacHBajiH HeAejno, pa36aBJiajiH 10 MJI acjinpa, 0T<j)HJibTp0BbiBajiH BbinaBinHH 

20 ocaAOK. npo^yKT npOMbiBajiH cyxnM 3<|>HpoM c AoSaBJieHneM 10% MeTaHOJia. BBIXOA 4 

r (82,2%). )KX MC, HHAHBHAyajibHbiH nHK, BpeMa yAep>KHBaHHa 3,6 MHH, [M+H]+=290 

(ycjiOBHa T). B3)KX B ycjioBHax 1, HHAHBHAyajibHbiH nHK, BpeMa yAepacHBaHHa 10,6 

MHH. CneKTp 'H-iIMP (400,13 MTn, £MCO-d6, 8, M.A., J/rn): 1,85-2,23 (M, 4H, 

CH2CH2CH), 3,26 (M, 2H, CCH2CH2N); 3,55 (M, 2H, CCH^l^N); 3,95 (M, 1H, 

25 CH2CH2CH); 7,41 (T, 2H, 6eH30THa30Ji, J=7,6 Tn), 7,49 (T, 2H, 6eH30THa30Ji, J=7,6 Tn), 

7,77 (c, 1H, NH), 7,95 (A, 2H, 6eH30THa30Ji, J=8,0 Tn), 8,06 (A, 2H, 6eH30THa30ji, J=8,l 

Tn); 8,19 (T, 1H, NH, J=5,7 In). 

15 3 

15. CHHTC3 Ci-Cfi ajiKHJiaMHAOB Ha npHMepe cHHTe3a coeAHHeHHa 141 
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5 

Xoporno nepeMeniHBaeMyio cMecb racTaMHHa (12 r, 0.108 MOJIB), aneTOHa (6.27 

r, 0,108 MOJIB), yKcycHOH KHCJIOTBI (9.7 r, 0,162 MOJIB), TpHaneTOKCH6oporHApHAa (22.9 

r, 0,108 MOJIB) B 400 MJI MeraneHa BbwepacHBajiH 3 AHH npn TeMnepaType 30-35°C. 

5 /JoSaBJiajiH 100 MJI 20% rHApoKCHAa HarpHa. CJIOH pa3AejiajiH, aKCTparnpoBajin 

xjiopncTbiM MeTHJieHOM c AoSaBJieHHeM H30np0naH0Jia (5*50). PacTBop ^njiBTpoBajin 

iepe3 rnApocKonnHecKyio BaTy. PacTBopHTejib yaajiajiH B BaKyyMe. nojiynajiH 2.2 r 

(13,3%>) coeAHHeHHa 3, Hcnojib30BajiH ero AaJiee 6e3 AonojiHHTejibHon OHHCTKH. 

K pacTBopy coeAHHeHHa 3 (2.2 r, 0.014 MOJIB) B H3onponaHOJie(20 MJI) 

10 AoSaBnajiH npn nepeMeniHBaHHH H oxjia>KAeHHH rjiyTapoBtift aumnpm (46 r, 0.053 

MOJIB). Ilocjie AoSaBjieHHa, peaKnnoHHyio cMecb BbiAepacajiH 12 nacoB. PacTBopHTejib 

yAajiajin B BaKyyMe. OcTaTOK OHHiuajiH xpoMaTorpa^Hen Ha CHjiHKarejie Ha KOJIOHKC 

AJIHHOH 30 CM, AHaMeTpOM 5 CM. 3jIIOeHT XJI0p0(J)0pM-XJI0p04)0pM-MeTaH0A (5:1). 

BBIXOA 1.5 r (39,1%). [M+H]+=268.17. CneKTp JIMP (400.13Mrn, £MCO-d6, 5, 

15 M.A., J/Tn): 1.12 (s, 6H, C£3); 1-75 (pent, 2H, CCH2C^CH2C, J=7.0 Hz); 2.17 (t, 2H, 

CC^2CH2CH2C, J=7.0 HZ); 2.39 (t, 2H, CCH2CH2C^C, J=7.1 Hz); 2.90 (t, 2H, 

CC^2CH2NC, J=7.0 HZ); 3.37 (s, 1H, OH); 3.60 (s, 1H, CCH2CH2NC/£); 3.69 (t, 2H, 

CCH2C^NC, J=7.0 HZ); 6.90 (s, 1H, NCtfC); 7.49 (s, 1H, NCtfNH); 8.24 (s, 1H, NH) 

AHanorHHHO c npHBeAeHHBiMH MeTOAHKaMH nojiyneHbi cjieAyioniHe coeAHHeHHa 

20 (6e3 orpattHHeHna nepeiHCJieHHbiMH), npHBeAeHHbie B TaSjinne 2: 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



PCT/RU2015/000121 



WO 2015/137846 PCT/RU2015/000121 

115 

4-» c <u a 
CN vq 

tr 
b s 
Ct 
s 

to" 
>o 

"T3 

o u 
S fee 
s? u s 

CO 

o o 
w 

cn X 
*""? PL, 00 
(N S 
(N 
II e* 

+" a, 
X £ 4- <u s B 

U 

EC 
<N 

Os 

r<-> 

SJ cn 1 % 
51 ® 
u 
X u 
£ 

© 

^ S N 3 X X 
v> © 
tIT Tl 
5 9 z ° 

ffi <N 
<" o 

X u 
(J 5 sa 
u 

'N U 
a 
© 

5) 
U 
K O 
2 
X (N 

r-
ro 
rn 

EC 
<N 

O o 
(N 

ffi <N 
u 

"N 
X 
lO 
vb 

51 
Si x u u 
X 
<N 

•O HH w x 
g ""! 
AN 
N 
E EC 
T—t 

v 5^ 4 u 
rN 

o tc u 

N 
ffi 

51 
X u 

<N 

K O o 

ffi u 
2 
ffi 
CN 

in 

51 O 
2 

00 
(N 

51 
% X u 
® u z 

CO 

o 9 
5 % ffi 

O HC <N 
Z w 
® a U o 

6 ® 
o "1 
2 ^ 

EC is 
2 

00 

CO 

I a, a> 
R 
« s (L> a, 
03 
« 
S e 

x 

m 

vo 

3AMEHflfOLMW/1 J1I/1CT (flPABUJlO 26) 



WO 2015/137846 PCT/RU2015/000121 

116 

EC X 
CN CN 
•*—» 
T3 

CN >/"> 

a 

CN 

X 
4-s 

a (D 
3 

to 
vo 

"O 00 

o u 
fct 
tJ 

ro 

O o 

N 
EC 

CN 
ON 

<N 

CN 

EC 
(N rj 

- EC u 
? .« EC 
5 1?" y. 
? s s ' 2 

EC 

CN 

a 
p 

U 
<N w u 

a u 
- EC 
OH £ 

* 5 Eql 

I £ 5 o o u 

p» 

O 

u 
EC1 
u 
£ u u 
EC 
CN 

t--c> 
CN 

1? 
EC 
p 

U 
£ o 
EE? 
u 
$ 
o u 
EC 
CN 

§ *-
o EC rs «—< 
EC 
U 
EC 

ffi 
CN 

c-» 
VO 
CN 

N 
EC 
Os 
OS 
II •—> 

EC 
U 

o 
EC z 

sq 
CN 

EC 

ON 
CN 

N 
EC 
>n 

II <—» 
EC 

(N 

EC 
U 
661 
O 
EC 

X. 
CN 

CN & 
«s _ *rt CN 

N 
EC 
lO 

EC 

r-o 

8 
O 

R I 
EC 

£ U ffi JH °° g 
f X •-» U 
y EC EC X 
2 c/T gi 5 
U vo 

(N 

EC 
U 
EC 
O 

CN 

EC W 
CN U 

<N 

d) EC 
q EC 
ro )Z 

ffi « 
s E3 
2 35 

>4 
£H 

CN 1 
CN* £ 

S 
W a s s 
33 cc 
ctf 3! a S 

CN 
<u « X! 
>% S 

« « O s t=5 
CD O 
a, 
CQ CQ 

I 

B 
K 1=1 

>S 
E3 a 
05 
§ 
£ s 
tt 
§ 
33 
K 

u 
£ 

a 

w s 
ffl 
O 
t? 
o >* 

lO 

CN 

EC + 

X 
-O 

oo ON 

3AMEHflOHMI/l J1HCT (nPABI/IJlO 26) 



WO 2015/137846 PCT/RU2015/000121 

117 

EE « H-| I—I B 

CN 
o" 
« 
B 
9 
CQ 
IS! 
* 
OH 
U 
R 
W 
S u a 
CQ 

B B 
B 

>B 

B 
•fl 

£ 
B « 
B « 
B 
S 

U 

>4 
B 
HQ 

B 
ffl 
S <=t 
B 
B 

m" 
X w 
B 
CQ 
O 
« 
o 

CQ 

X 
S CT> 
ffl 

w 
B as o .t=t 
o 
W' 

•<t 
CN 

ffi + 

EC EC 
CN (N 

O cn 

a 

s 
to" 

OS 
lO 
CN 

SO 
Q 

O 
U 

<N 

O ffi 
o y. 

B 
B 
2 

'St 
»n" 
w 
B 
§ 
CQ 
B 
* o, <u 

tx 
u &. 
CQ 

B" 
B 
B 

u 
a* 
u , , o m u 

o 
N: a 
"N* 't 
X t~-" 

EC 
O o 
u 
a1 
u 
EC 
CN tsr 

B 
(-H 

o o 
cn 

EC 
CN 

00 

CN 

/NS 

EC 

a 3 
p-i 

o r--
. a 

a o u u 
. *61 a o u u 
& 
<D 
E 

N C a w 
CN Qj 
o cn 

II -B 
^ & 

„ o 

& s, 
2 a 

a B 

OS 
CN 

OS 
CN 
ro 

N a 
OS 
SO 

^5 
& 
O I, a 11 
* ^ 

£ § 
H ^ o 
00 rs so EC 
CN O 

& o a 
a* 

a 
CN 

o 

N a 
cn 
u-i 

a z 

OS r-
t> 

& 
I 
a" 
CN 

B u 
OH 

•*t 
SO 

CN 
T—H 

00 
cn 
CN 

a + 

r~-

U 
a1 

* B a 

K U Q ^ a §' 
+-T i-pT 

u 
u 
a" 
CN 

SO 

CN 

n 
2 

to" 

O 
o 

N 

£ * 
s £ 2 IT d -» 
§ U 

a g 

cn 

N a 

0 a 
1 3 u u 

, a O <N 

u 
i-S" ^ a 
U cn 

fS a 
u 
o 

£1 
u 

(N a o u & « 
H a 
U CN 

N a 
CN 

l_ti" l> S " 
0 a 
1 
o 

cn 
CN 

•*t 
Os 
o' 
"N* a y 
in 

2 
a"1 

u w 
tcjl CN 
o a 00 
o 
2 N a 

« ^ 
N O a o 

— u ^ w 
so o 
a U o z 
a^ a" 

CN 
cn sq 
rn oo 

3AMEH?1f01Hl/11/l J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

118 

a + 

c <D 
3 

o 

•<d- u 
(N a o 
fS a 

u u is1 
3 u 

w N 
00 X 

© cn 

51 
a 
cn 

U a 
I u 

(N a 
CO 

v© 

i o u 

a 
<N 

CN 

f-
cn 
m O • - u 
N a a 

CN 

N 

£ * 
m 

r- w 
Jl oo 

U cn 

o 

o 
o 
•"d-

CN Jr 
*"1 0_ 
00 
cn 
CN 

U 
<N a u 

* a u 

U' 
<N ^ a u 
(N a u u 

a" 
CN 

o & 
0) 
H a 
O CN 

u a 
% a u 

- U 

£ £ 
o 
cn 

a 
U 
u 

a" 
CN 

ON 

00 

S 
55 

*1-
ON 

a 
S 
a o 

a~ 

NO 
CN 
r-^ 

§ 
a 

o 

NO U 
<N a u •_• (N a a 

fe & s 

to 
so 

T3 

o u 

cr u 
cn 

o o •^r 
CN Jr 

00 
cn 
CN 

+" 
a + 

cx 
£ 
<D 
1=1 X 
U CN 

51 u u 
a" 
CN 

NO 

CN 

a 
o 

O 
(N a u 

51 u 
a1 
o u 

HH s ™ £ 
*-f CN 

II 
in 1—5 

o 
cn U a 
~ % s g 

(N - a u 
A 0 

. a" 
(J cn 

3 ® 
cn 
^o 

o 
00 
00 

51 
O 

NO a cn 
O cn 

(N a u u 

3 C. o §1 
00 Z 

a „ 
^ vS <N s—^ a <*• 
G ON 
a1 ^ 
H ^ & a 

o 
00 

tui u 
a" 

a 
CN 

N a 
CN 

_r N s a 
NO 
cn 
i> 

in N a 

u a 
I 

N O a u 

r 51 
r-
cn 
CN 

• 0 
o a A 
® ^ g 

y o 
t/5 H-t bi-1 w rj X y 

' ttj| u 
r-» 
cn 

CN cn 

3AMEHFlfOLHMI/1 J11/1CT (flPABHJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

119 

r o 
"S « II a, 
^ U 
^ ffi o 
J-L fN a 
u u H 51 
« u 

3 u„ 

I s—/ 

o o 

a u 

CN 

in 
CN 
CN 

EC + 

EC 
CN 

CN 
OO 
CN 

N 
EC 

... N 
N EC a 

CN 

a 
51 
Si a 

P 
"*3" 

a 
CN a u 

EC* 
U u o 

I ° 

m r~~-II 
d ^ 
® U 

<N a g 
& 

* EC 
a U 
£ U <u H a 
U CN 

VO O 
51 
Si a o (N 

a u o 

CN 

N a 

a 
CN 

in 
y—4 

CO 

^N1 

a 
CN 
l> 

a 
CN 

r— m 
CN 

N a 

a 

a u 
EC 
CN 

"O 
w 
r-~ oo 
>n 

51 
% a u 
a1 
u u a 

os 

a u 
y, a 
o 

51 o 
a 
% a 
51 * u 
a cn 
Z cn 

Z rs a a u 
~ E£ 
Vl CJ w y 

%> 5i 
cn y 
vb .. a 
i? 1-1 

a & 
p 00 

"1 

x s 
S 

NO 
CN 

W 
IS 
9 « 
IS 
* 
D, <L> 

o 
OH pa 

•s x 
h4 

is 
CQ 
IS 
fct 
X 
IS 

X w 
IS 
pa 
o t=! 
o >> 
pa 

r o 
"3 
8 11 •-> 

u 
S a* 
- S 5 5 H 51 
w u 3 ° 

a a 
CN CN 

00 
CN 

r» 

cn cn 

51 a o 

a 
& z 

fN a u 
<N a 

o u I1« 
cn 
o 
Os 

tO 

X) 
I o 

O 

a 
CN 

vo O 

a u 
<N a o o 

CN 51 
^ N 

£ S 
s £ cn t> 

r-
O n 

cn a o ^ 
(S — a o u 

o o 

cn s~ 
2 e r-
CN 

a + 

u 
a" o 
51 

2 Si * £ 
a u 
£ <D H a 
O CN 

a 
CN 

N a 
o 
r-^ 

O 

U a 
1 
o a o 

cn 
CN 

§ 

o 

"51 
as <j 
^ O 
X £ N «" a a 

*-H 
O 

II ,-H 
^ <N 
(J OS 
a cs 

g s1 
£ S 
U Z 

in vo 

3AMEH?1f01H 1/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

120 

r o +-» • c o 
8 II 3 ^ 

•3- u 
V£5 rs 
^ EC u 
9s ffi1 

fe Si 

00 
*3; 
rn 

S o 

1 
til o 
EC1 

u o 
s 
ti 
s 

to" 
vo 

o u 
S 
tt 
a 

t-H 

cn 

d o 
"3-

Si 
O 
U 

EC 
CN 

NO 

CN 

"N" 
EC 
o 

«? EC 
w CN r-
cn 72 
cn 

N ON 
EC 

O 
Si 

cn JT"1 

*""• P-( oo Q 
r- 2 
CN W J ^ 

1^-, OH 
X £ 

u 
£ u 

Si 
EC u u 

<3 
H EC 
U CN 

o 
(N 

EC u 
EC u o 
U EC 

u 
EC 

(N 

EC o 
SI u u 

EC 
CN l o 
' <N 

t- EC 
cn u 
cN U 

2s EC EC •«t 

Z, u u 

I 
ffi 

vq 
cn 

U 

U 
2 

o 
•"St 
00 

U 
X z 

vo 
ON 

a 
CD u 

vo u 
<N 

EC 
U 

•_• tN 

s EC 
fe Si s 

to 
v© 

T3 

o o 

a 
u 

Si o u 
EC 
CN 

VO 

CN 

N 
EC 

«Tl 
cn 

si 
O 
X 

c--
cn 
cn U 
•- U 

N 
EC ^ 
0 c/T 
r-~ w 

i-» 1—1 ^ oo 
U oo 
EC ^ 

1 | u o 
<N 

EC EC 
2 

N 
EC EC 

CN 

o ^ vp 
O 00 

SI 
U a 

m 

oo 
r-
(N 
II + 
x + 

o 
® U 
N—' fS 

~ EC EC o 
SI 

„ U 

* EC 
U OH 

£ 
CD 
H EC 
U CN 

(N 

EC 
O 

(N 

EC 
U o 
EC 
CN 

t-» 
cn 

o 

U <N 
N 

EC 

^1 
Z 

<N 

EC 
1-5 U 
_ f CN 
y ffi 
EC u 
% U 
EC 
U EC si ~ 
8 -
EC ^ CN r-

U 

U 

^1 

« 

m in 
CN 

U 

u u 
EC 
2 

r o 
"2 t-^ 
8 II £> l~) 

TT 
V© 

U 
<N 

EC 
U 

" tN 

a EC 
fe Si 

w N 
vo EC 
^ o m ~-

Si 

s 
to" 

O u 
S 

N 
£ K 

cn c> 

s 
U 
U 

EC 
CN 

NO 

CN 

U 
EC 

I . 3 
cn U .. o 

EC 

r-
cn 

N 
EC EC 

CN 

O 
VO 

o ^ s 
o o •3-

cn JT 
o 
ON 
CN 

EC + 

OH 

i 
& 
R EC 
G CN 

U 
(N 

EC 
U 
S 
Si 
EC u u 

U EC (N ^ 

EC 
U 

<N 

EC 
O o 

p 

^1 
U 

EC 

on 

oo 
ON 

u 
EC 
U 
2 

cn 
oo 

U 
EC 

<N 

EC 
O s u o 

a s 

EC 
CN 

cn 
CN 

00 >z 

« EC 

Si 

C/5 73 

Tf T-H 
O'N m 

Os 

00 os 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

121 

o 
ON 
CN 

EC + 

§ 

vo 

er 

st 
s 

to" 
VO 

T3 

o o 
S 

a u, 
S cn 
d 
o 

o EC 
CN 

M ON 3H cn 
CN ON 

cn S~ 

U w 
<N 

EC 
u CN 

<N 
EC 
O 

ro 
00 o 
"t U 
m 

N 
EC SI 

U u 
EC 
CN 

u 
S si o 

• «N fN 

K EC 
EC O " fN 

Si o 

EC 

O 

EC 
~ Si 
c/f Z 

O 
l> 

EC 
U u 

cn 
rn 

N 
EC 

ON 

& <u 1=1 
U 

Si ® >4? CN 
U si 
Si 
EC 

N 
oo EC 
vb oo 
II vb 

O U 
EC EC 

r--cn 
O <N 
U 

% 
EC u u 

2 
SI 

EC 
CN 

N 
EC 

SI . ffi u u u u 

£ u 
^1 u 

EC 

oo 
ON 

U 

EC 

tf ° 
O II 
Q-t •—5 

^1-
VO 

u 
fN 

EC 
O 

VJ fN 

I 5 1 g 
tt W 
S 

to" 

w N 
m EC 

- S 
Si 

o 
EC 
CN 

o o 
5 z 
of SI 
~ Si 
R EC 
m U 
., O 
N 

EC 
O u so 

CN 

EC 
CN 

>n 
»n 

m 
d 
ON 
CN 

EC + 

N £ * 
s 
15 
a u 

O cn 
N X 

SI 

Si 
Si 
EC <N 
O t-
^ 11 
EC 
O 
O 
EC 
CN 

^ Si 
* EC u 
£ u 
H EC 
O CN 

t-> 
cn 

CJ CN 

O 
EC 

E£ o 
SI u u 

£ EC EC CN 

00 

ON 

U 

O 
2 

o 
ON 
00 

s o 
O 
O 
2 
EC 

ON 
SO 
00 

si 
2 

ON 

O 
U u 

u 
EC 

/TK 

© 
CN (N 

3AMEI-mfOLHI/1M J11/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

122 

a <D 
3 
•>3-

© EC 
(N 

u w 
r-i 

U 00 

^ 3 
w o 
(N 

B EC u 
1 SI 

ON o 
ON 
O 
CN 

EC + 

2 
to" 

>o 
T3 
i o u 

B 
U 

o o 

EC 

& 
D 
B o 

CN 

N 
EC 

N 
EC 
vq 

U o 
EC 
CN 

vr> U 
SI CN 

"N" 
EC 
o 

U 
IN 

EC 
U 

(N 

EC 
U u 

^ EC £ N 
u si ^ u 
EC 
U CN u 

m 

EC 
£ 

O ^ 
(N ^ 

EC X 
U 
U hS* ¥ EC ^ u 

* CN 

EC EC 
CN o 
e iSq| 
ON O 
CN 
cn EC 

N t3 
EC ^ 
CN ^ 

vr> 
II 

2 ° 
EC 5 
U si 

EC 
CN 

N 
EC 

U i> 
O rn 
Z cn 

si 
X 

"Si" 
ON 

N 
EC 
vq 
TT 

Si u 
CO 
2 

ON o 
ON 
O 
CN 

II + 

C 
V 
3 
•sf 
VO 

B 

to 
vo 

T3 
i o u 

B 
U s 
cn 

© o 
Tl" 

o 

O 
(N 

EC 

EC 
CN 

U m 

g " 
I f 
O 

EC (N II 

vo O 
SI 

8 
£ 

CN 
ON 

CN 

"N" 
EC 

U 
<N 

EC 
U 

CN 

EC 
U u 

EC 
CN 

X o 
& si ^ I s ^ ^ EC ^ 
OH U CN 
B U .. 0) ^ 
K EC O CN 

N 
EC 

o 

4 
§ 
u 
§ 
SI u 
EC 
U ^ 
H G 
ffi tcj| 
m {j 

P; x 
VI 

3" t-EC vo 
o 

Jl U ^ Si u u 
EC co 
£ t£ 
o «r 
SI u u 

r~~ o 

r o 
a> II 
3 ^ 
^ u vo <N 
^ EC 

U r_- <N 
EC 

u O 
1 SI 
3 o 

EC 
CN 

t~~- rr 
cn ON 
cn 

•ii N w EC 
o q 
00 t> 
CN 

st u 
CO 

to 

O 
O 

B 
l-H 
£ 
cn 

d .o 

•T EC 
CN 

VO 

CN 

'N' 
EC 
o 

f § 
* t£1 
T-™H U 

• (N 

^ EC 
O o 
oo 
EC 
CN 

1 EC 

U s 

ON 
o 
ON 
o 
CN 

cc + 

o 
ffi s 
& SI s u <s 

EC 
o 

u u 
<D 
H EC 
U CN 

n cn 
fS 

EC ^ 
O 
° ffi 

EC ? 
CN || 

H-5 

^ EC 
% 
EC 
U 
SI ^ u 

EC co 

r-~ 

X 
% 
EC 
U 

CN 

EC 
O 
^1 o 

ON r-
•o 

r-
cn 
CN 

Si si o z 
EC EC 

CN 
(N 

CO 
CN CN 

3AMEH?1fOIHI/1l/l J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

123 

c 
a 
TI-o 

B 

2 
to" 

O 
U 
% n 
B 
U, 

o o 
"3-

X 
CN 

O 

U w 
fS 

EC o 
O oo 
EC " 
O 
Si £ o EC 

w Si W [J 
CN O 
K 2 

EC 

l cn o 

O 

EC 
CN 

o 
tN 

EC . 
o EC 

r- U 
£ % 

EC 
U 

vo U 
SI CN 

EC 
o 

U 
<N 

EC 
O 

(N 

EC 
U u 

EC -M ts a 
O w y, 
Ec:| 

(N o 

% S ^ r~l 

EC M 

o jr 
PH 

I CN 

EC + 
a, 
£ 0) 
B u 

Si EC £ N 
u 
SI ^ 
Si 
EC 00 

U CN o 
EC 
CN 

N 
EC 

CN v© <> 
II vo 

i§§ 2 ° 2 
<N . S- o 

g £ 5 
SI <3 S U *• 
U cn O) 
Z cn 

a <D 

B 
b S 
n 
2 

to" 
v© 

o u 
S n 
B u 
S 
cn 
1—H 

o o 

o ffi 
t> 
CN 

PM 

CN || * + 
r—n 

5 & + <D 

UJ 

B o 

O 
r~^ 

U 
tN 

EC 
U 

<N 

EC 
O 

u o 
EC 
CN 

M3 

CN 

"N" 
EC 

O 
(N 

EC 
U 
si 
Si 
EC 
U o 
EC 

EC y: 
<N 5 Ec; 

U ^ s * 
00 

I 
U 

N 
EC 

- EC 
U A ° 

. EC 
U cn 
SI 
S -EC n 
O cn 

<N 

EC 
U u 

EC 
CN 

r-
CN 
oo' 

I 
r EC 

EC 
CN 

N 
EC 
o 

cn 

O 
EC 
% 
EC <N 0 

^ SI 
N O 

EC U 

CN 
ON 

° a 
- z, 

£ 3 « S 3 EC 
U 

t- y 
cn Ecj| 
cn U 

CN 
VO 
CN 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

124 

2 <D 

V© 

a u 

i 
OO 

T3 

o o 
S 
« 
tf 

l-H 
£ m 
l-H 

c5 
o 

o X 

CN 
PH s 

CN || + & X B + (U 
S B u 

p 

U 
CN 

X 
O 

<N 

X 
U 
SI o u 
X 
CN 

ON 

CN 

"N" 
X 
d 

U 
rN x o 

SI 
Si x 
V u 
trf 

ffi "N" jji ™ ffi g1 

o 

v© 

m ffi z 
* SI 
•a u 

X _ u 
IT ® 4 u 
u ft 
SI u _ 

r4 ' 
ffi n u ^ 

(N . *N 

X u u 

X 
CN 

N 
X 
p 
r-~" 

X 

T 
ON 

X z 
ffi1 
u 
£ u 
^1 o 

oo 
oo 

X 
% 
X u 
SI u 

ST ® . K U n 

CO 
CN 

^ X 

°. z 
ffi Hrf 

cn 
v© 

00 

C 

a 
NO 

a 
b S 
n 
s 
to 

T3 

o u 
« 
B 

I-H 
S m 
*—i 

d o 

o X 
*""1 PH r-
(N S 
CN || + 
r " 'i 
X £ + <u 

B u 

o 

U 
(N 

X u 

o 
u 
ffi 
CN 

ON 

CN 

X 
© 

U 

u 
SI 
Si x u o 
ffi 

Hp( ,-—s S a 
~ <=> 
w r-

II 
ON 
CN 
cn O 

X 

•rf 
rn 
OO 

N 
X 

X 

X 
V 
SI £ u 
<J W 

Si o o u 

« X 
O cn 
SI 

N 

u 
fjl V© 

ffi cn 
U m 

CM 
ffi 
u a 

P 
HFT r~~-

* 4 
-t-T (J 
^ ffi 

l u 
r~i • - m 

"N" O 
X U 

p 
00 

si 
X 

ON 

r-ro 
CN 

Si o 
X 

& Si 
r- y 
m O 

§ 

TJ-
NO 

o 

U 
(S 

X u 
(N 

ffi u 

ffi "N* 
fs x 
*s O 
w r-

B 
fen . 
1 SI 
3 U 

r~ oo 
CN 

00 
CN 
CN 

X + 

to 

o u s n 
a u 
S 
m 
d o 

X 
CN 

M3 

CN 

X 
© 

U 
£ u 
SI 
Si x o u 

X 

~ SI 
ffi Si 

X ~ o u 
II 2 I—» ^ 

, X o ^ 

ffi o u 

K 
CN 

N 
X 
© 

& <D 
K ffi 
U (N 

r-rn 
CN 

I 
OS SI 

^ S x n n1 
U cn V 

m vo 

SI o 
x 

X 

1 u 
SI £ 

^ u ^ 
x Z c^ 

CN 
00 
CN 

ON 
CN 

3AMEI-mfOLHI/1M J1I/1CT (flPABHJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

125 

EC 
CO 

3 
CO o 

cr u 

f=t 

2 
00 
\£ 

T3 

o u 
S 
fct 
a u 
S 
CO 

d o 

CO X 
d PH s CN || + ' (X 
EC £ + <D 

LJ 

c 
U 

N 
EC 
O 

N 
EC 
in 
d 

EC 
U 
EC u 
SI u 
EC1 
u u 
EC 
CN 

in 
ON 

N 
EC 
vd 

SI 

V© 
in § £ 

(S 
EC CT1 

U ^ 
SI in 
(J co 
U cn 

X S CN " 
v OO ^ 
w ^d rn II in A p 
CN 

Si 
ffi 
2 

EC 

l 
U 

<N 
EC 
O 

N 
EC 
O 

N 
EC 

<N V© 
II 

o 
2 

o 

a 
1 o 

(N 
X u u 
2 

Ed 
CN 

EC u 
EC 
O (N 
EC „ 
u & 
SI co O ™ 
{J CO 

tS £ 

EC 
CN 

*3" 

CN 

N 
Ed 
oo 
V© 

m 
o 

EC 
St 
U 
EC* 
Si 
EC o u 

V© 

$ § 
u 

EC 

EC 

o 
in 

EC 
CO 

co 
ON 

a 

N 
EC 
•"3-
Os 

N 
EC 
o 
r-^ 

5 EC 
« U 

^ EC 
Jf> O 
6 SI 8 si S a * 8 
h » 
S ^ 
CO 
1—H +-* 

§ g~ 
ON 

EC EC 
~ % 

„ EC cr o 
^ SI u u 

EC 

N CN 

CO 
CN 
CN 

O 

EC 
O 
EC 
U 

CO 

CN 

N 
EC 

EC ffi u 

in o 

N 
EC 
00 
vd 

EC 

1 £ 
O o 
EC 
2 

co 
d 
-3-
CN 

EC + 

EC 

o. 

N 
EC 
•<3-

S SI o o 

SI 
u A 

m 
. EC 

EC y, CN EtJl 
U 
J? <£ K w O 

(N 
^ X 
^ O 
CN U 

OS CN 

CN 
cn 

N X 
OO 
\D 

CN 
00 

si 
% 
EC 
U 

(N 
Ed u u 
EC 
2 

Os 

u 
2 

o 

Si u 
2 

SI o 

CO 
Ov 

EC 
(N 

EC 
U 

(N 
EC 
0 

1 

O cn cn 

3AMEHflfOmm/1 J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

126 

a" >a 
a 
2 a 

hQ 

00 5 
n a w CQ 

IS a a (=C 
cd a 
05 a a 
* 
C3k CN 
<D 

£ 8 a 
CQ 

W o n 
<D o 
G, 
CQ CQ 

CQ 

B jxj a Q 
a cn 
>a CQ 
a 
ja w 
§ w 
£ a ca a o 
CQ t=! 
a o 
et a a o ^r 

r. CN 
II U CN 
II 

S + 
ffi + 

a u 

en 

O* 
O 

X 

& <u a o 
a a 

CN 

w a 
9 
CQ 
a 
* &, 0) 
£ 
w 
2 <D 
CL, 
85 

M a a 

X ffi 
CN CN 

K X 

c~-
©^ 
CN 

ON 

CN 
S .a 

<N t-' 
ffi ^ 
U r-' 
ffil' A 
Si 
ffi u 
X 

OS 
vo 

a fc= 
•—j 

ffi 
O 
O o 
ffii u 
X 
CN 

ON 

CN 
V-"N a u 
>n 
t--' 

to ^ 
vS ffi ^ s O O 

O o 
S ffil 
fct u 

ON 
©^ 

a 
l-H 
VO 
l> 

K 
ffil 
U 

EC 
CN 

aa 
B 

VO 
O 

a u 

r-" 

H 
(X 
a 3 

00 

1? 
CS 

ft •& 
EC 

O 
un 

/—s 
9 
CL, 

en 
en 
vD 

9 S ft g 
U •©< £ 

a <D 
cx 

CN 
l> 

U 
fM 

EC o 
" CN 

a EC 
fe Si S 

to 
•3 

~T3 
I o a 

tc 
a u 

en 

© o 

EC 
CN 

en 

N 
EC SI o 

U 

EC 
CN 

Ch U 

S Si u 
. «N CN 

x g >—•I fSj 

CN EC 
K U 
II u 

K Si PH £ 

® £ 
A ^ 

S oo 

$ ® o Q CN w 

Hi P-H o £ o 
a 
(N 

CN 
cn 

o 
in 
AN 

SI u 
• •> EC 

'N en 

U ffi 
o 
t> 

r-m 
CN 

X + 

33 o 
& SI 

CN 

6* 

o OH £ <D 
H X 
O CN 

u 
<N 

X 
U (N 

r-

N 
X 

CN 
ON 

St o 
EC 

o 
X z (N 

EC u .. 
SI ^ 
O cn 
U cn 

CN 
cn 

cn 
cn 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

127 

x s s 

CN 

W s 
§ 
CO s 
OH 
ID 

£ 
« 
<D 
DH 
CO 

« 
3 x 
J3 

cr u 
S 
m 

o" o •^r 

i 

X 
& 
H « 
ID a o 
x a 
2 

CO CN 
« CQ o" 

E3 "-1 

tn J w « s 
« s § 

a tc CO 
§ 
a 

s o K 
N CO <=i 
K 
N 

S o G, 
tc 
X s 

<D tc 
X s VO £ 

m W 
u CN 

II 2 a> s + 
EC 

P. « 
+ B Cj K X 

EC 
O 
O o 

CN 

EC u 
Ecf 
EC u 
EC 
CN 

H 
EC 
<D e 

VO 

cr u 

tt 
5S 

to 

vo -a • 
O 
U 

EC EC 
CN CN 

Ov 
u-) ^ 
00 CN 

t=r 
^ u 
B ro 

1-1 l> 
II in •-> 

^ EC 
^ £ - o 
EC O 

X 

VO 
00 

H 
si s 

VO 00 

X 
U 
<n 

ml u 
' £ 

% 
EC 
U 
Ecf 
Si tc u 

„ CN 
EC ^ 
CN a 

u 

x 
-&1 
O e 

* ffi 
EC ~ 

rv 00 
U CN 

_T 

co o 

EC 
CN 

VO 
CD 
co 

"t? 
ID •€H 
O e 

H w u 
C 

CN r-

X 
i-H 

co 

EC 
O o u 
ECl u 

X 2 
u w 

ro 
in 
t-" vo" 

^ ^ £1 
Si •& * 
I £ tcl u 

ov 

f-5 
d 

CN 
00 

r-
l-H 

3 PH 
l-H Tt 

^ t£ t> X 

X 

I u 
ffi 
CN 

M 
B 

co 
© 

ST 
UH 
in 
r»" 

U 
ECl 
O 

oo 
VO 

tr u 
oo 
r-~ 

DH 
co 

m 
CN 

OH 

ET 
U 

i-r 
OH I 
VO 

EC 

VO 

00 

I 
X 

rf 
co 

in 
cn 

3AMEHflfOmm/1 J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

128 

x sS 
s tS 

in 

B 
53 c3 « 
§ % (X <u 
5 
I <D 
6 CQ 

B B 

'§ kQ 
S3 
•Q 

B 
CQ 

B B 

u 

>> 
« s 
ffl s et 53 B 

CN 

X w s 
CQ 
o 
R o 

CQ 

to 
« 
IS « 
o 
R o >> 

r-
CN 

tC + 

a 
u 

o 
o 

PH 

* 
X 

<D 
B 
U 

53 
B 

Os 
oo" 
w 
IS 
9 
CQ 
IS 
* 
(X u 
£ 
w 
<D 
£< CQ 

« 
IS 
B 

o t~» 
CN CN 

/-"N /—N 
B B 

t-H f-H 
in in 
. ̂ ts 

X tC 

X o 
' 8 

si o 

<N 

X u 
tcl u 
re u 
,_r X tC (N 

£ 
B £ <D 
3 ts 
VO ^ 
vo B 
r—T ^ 

b J!, 
*~~3 ^ 

EC 
§ 
u 
ml u 

o ^ 
u EC 

CN 

tt 
2 

to" 

13 

CN 

B 
C-H 
O 
t-«" 

X 

I u 
EC 
CN 

CQ a 
oo 
CN 
cn" 

B (_ 
CD 
r-" 

U 
tcl u 
X 
CN 

H. 

I o o o 
£ 9 
^ EC 
/—S 1—« 

a 
l-H 
CN 
CN 

r-" 

DH 
B 

>> 
OH I 
•si-

EC 
1—H 

| 
00 
VO 

B 
U 
"d-
r-" 

w 
OH I 
in 

CN 

CN 

B 
u 
CN 
cN 

PL, 
1 

CN 

3 
m 
CN 
oo" 

Si 

in 

w 
B 
§ 
CQ 
IS 
* 
D, 
Hi 

w 
<U 
DH 
CO 

>B 
3 
B 
HQ 

s 
CQ 
B 
B 
K 

CN" 

s 
CQ 
O 
t! o 

B 
U 

cn 

oo —, 
O OS 
CN" CN" 

B 
u B 

m in 
P-" 

(N 

EC 
U 
tcl1 

8 u 
8 x w (N 

EC 
O 
o u 

« tcl tc u 
tc 
CN 

X w 
B 
c er> 

=B CQ 
3 
tfi /—s 

to 
§ « 
£ § 
s § 
§• >> 

vo 
CN 

B °° 
u 
B 

tc + 

00 
VO 

B 

tt 
s 

to" 

O 
O 
S 
feC 

CN 

1? u 

tc 
§ 
u 
tcl u 
EC 
CN 

O 

VO^ 
vo" 

"B 
U, 
cn 

X 

I o 
EC 
(N 

n 

CN cn 

tc o 
0 u 

1 

X 
o" 
DH 
B g 
>-» 

"N—•' 

CN 

CN 

cn - SI I tz 
£ 5 
"" £ II & a o 
tcl u 
tc 
^ £1 
vb- o 

o 

oo" 

vo 
m 

r» 
cn 

3AMEH?1f01Hl/11/l J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

129 

S 

vo 

« 
2 

to* 
VO 

T3 

o 
u 
S 

a u 
S 
co 

d o 
•<d-

a 
CN 

EC 

i 
a 
o 

(N 

EC 
R 'N U K 
EC 
CN 

N 
X 
en 

o\ 
cn 
CN 

O) 
cn 

s 
O 
X 

o 
r-' 

a a> (X 

co 
CO 

u 
. . (N 

tc 
CN rj 
00 
~ EC 

1 I 
q U 
II ffi <-> (N 

tC 

EC 
O 

<N r/5 
X u 
SI 
u 
^ N-
EC 
CN (N 

r- 1-5 
V.O * 
r4 ffi ... z 

© 
EC 

in 
VO 

N 
EC 

cn JT 

CN 

EC + 
a 
£ 1) a 
u 

u 
£ 
u 
SI 
Si 
EC 
O 
u 
EC 
CN 

LJ 1 . 

CN 
F" — I 

CN 

"N" 
EC 
CN 

$ a O tj 
IN 

EC w ,, u 5 
Ji (N 

„ EC co 
u v 
SI u 
u 
EC1 

Si 
EC 
U ^ EC' 

cn cn 

vo 
Ov 

EC 
CN € SI 

U 

& u 

EC EC 
CN CN 

H" & 
W 00 

00 CN 

~ "a" 
a cn 

I—i t~S 
II 

m H-J 

ii X 
~ § 
tc u 
% 
EC 
u 

w 

£ « 

ECl 
O 

t£f S 
^ £ EC pi cn U o 

„ CN 
EC ^ (N a-

u 

to 

H 
B <D a 

r-

a u 

cn 

EC 
O 
o 
u 
ECl 
u 

a u 
EC 
o 

•*3" 
vo 

l-H 
in 

it II 

EC 
£ 
ECl 
U 
EC 
CN 

« 
w 
t> £1 
en z 
'a u, 

EC 
in cT 
t> II 

(X a II 0 
U N—• 

ECl 00 
r-H 

U OO 

oo 
cn 

Os cn 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

130 

S3 
S s 

00 

« a a cs « a 
* 
DH 
& 

D 
DH 
CO 

uQ 
tC S w 

« a 
ffl 
o « o 

a 
CO 

a a 

o 
ON 

tr 

r-~ 
CN 

EC + 

a u 
S 
co 
o" o 
'3-

I s « O 
X ffi)' * a B B 
1=1 HH o EC 

CN 
EC 
K 
2 

VO 

H a 
(U a 

>n vo 
<-H VO 

W a a «s 
CO s 
* 
DH u £ 

a u 

w 
2 <D 
DH 
CQ 

« a a 

to 

O 
U 
2 
tc 

"3" 
00 t? 
CN O 

t-f 
>N 

!—•I a 
tr s u i 

CO 
*n 
II EC 
ii •™5 

o 
EC Nw' 

Z, co 
O 
O vo" 

ECl 
/»"N 

EC U Z 
EC ECl 
(N O 

tc 
VO CN 
CD 
CN s 

00 a CO, 
l-H co" 
in . r> 

r-" 'a 
II 

LH. 
l-H 

r—5 
C\ CN 

EC t~~-" 

8" II >-> 
U CJ 
ffil tcl u o 
EC EC 
CN CN 

w 

00 
(N 

EJ 

r-" 

t? 
O 
St a 
S3 

VO 

tC 

ON 
vo" 

a 
U 

r-" 

t? 
O 
tt a a 
m 

EC 

o 
ON 
vo" 

>o 
CN 

a 

t~-" II 
t? o « a a 

EC 

00 
CO 
o" 

"a 
U 

t--" 

t! 
O 
St a a 

EC 

fcf 

ffi o o u 

o 
DH a 

CO 

£ 
EC 
H" 
DH a 

EC EC 
CN CN 

00 
ON lO °- (N 
CN 

ffi* 
U 
ECl' 

EC 
o 
EC 

VO 

£ 
a 

to 

sr u 
m 

EC 
O o u 
tcl u 
ffi 
CN 

o 
CN 
CN 

'a 
CO 
t>" 

II 

DH 
I 

CN 

EC Z-N 
CN a 

*s 

CN 
CO ,«0 
CN N 

- 5 -a 'z, 
O O 
U u 
% tcl 1=1 u 

a u 
CO 
r»" 

EC 
Z 
tcl 
O 
EC 
CN 

CQ 

""3" 
O 

a u 
CO, 
r»" 

>H 

OH 
co 
EC 
CN 

•t 
oo" 

I 
EC 
f-T 
DH a 

CO 
oo 

•—r ^ £ r> 

U CN 

tcl " o 
in 

o 

3AMEI-mfOLHI/1M J11/1CT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

131 

CN 
C <u 
CL 

VO 

a 

si 
2 

to" 
vO 

I o 
U 
S tc 
w u s co 
d o 

u E 
O 

EC 
CN 

"N" "N" W 
EC EC ~ 

CN 

N 
EC 

o w 
<N 

ffi oo 
{J VO 

<N 

X 
U 

u o 
EC 
CN 

vo O 
*81 

vb 
tN 
Ov 

Os 
tN 
OO 

™ U 
. * <N 

/—S HpM N E x u 
««o 

CN 

" X ffi u S 
% Z ^ H « u,°. £ 
EC EC 
O 1 t/T ° s ^ 
Erf *•© q 
(N ^ OO 

« O -r. 
X 'N' £1 » 
O CM 

<N VO 

X 
U 
U 

CO 

N 
EC 

x co 
;• os 

U 
\X o 

x 
tN 

ON in vo °® 

O 
* X 

U CN 
o 

Si u II co w O ° 
U ® U 
X O -

r-
CO EC 

N 
CN EC 

I 
£1 ? 
O fi 
O CO 

T V. 

O 
in 8 

>x 
3 
EC 
•fl 

s 
CQ 

S3 
BS 

o 

PQ 
w s 
CQ o « o >-. 

•sf 
in 
(N 

EC + 

X s 
2 

co 

w s 

CQ 
s 
* (X 
V 
R 
w 
2 
<D &, 
CO 

w s 
G 

sc « 
s 
2 

CN 

X «s 
M 
K 
* a, 
<D 

£ 
« 
2 tL> 
& 
03 

HQ 
as 
HQ 

IS 
CQ 
s 
§ 
s 

co 

CQ 
O 
R o 

EC vo 

r-o 

tr 

2 

t-lH ttl 
HH v—• CN r» 

„ f-
O vo 
o -r 
CN X 

CO 

II 

to CN 
VO *a 
o u 

o 
u 
SI 
U EC 

E n ™ g1 ~ 
CO 

5' £ 

CN 

X _ 
O in 

„ OO 

EC K 

tf u 
co 
d o 
CO 

X 
Pi 
5 
t* 
a, 6 u 
B u 

o 
o 

tN 

tc 
U co 

CN O 

u 
EC 
CN 

N 
tC 
CO 

z 
EC 

CO >n 

* ^ 9 
- o u o 
£1 EC EC o U EC 

CN m 
^l-

3AMEHFIKDLI4m/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

132 

U 

tC vo 

in o 

a u 

n 
2 

CO 

O o 

(N vq 
CN 

N 
EC 

B £ 
S i=t 
s a-

u 
S 

« 
ES3 

CO 

EC o 
03 o 
pa CO 
s s—'^ 
K cx ffi 
<u 
£ P-. 
w £ 
2 <D 
ex cx oa H « 
« a> 
s a 
a u 

EC 
O 
8 x SI z w SI 
M» u tc CN W 

VO CN 

<N ^ 

C? tC CN o o 
Si N 
tC tC 
y- «• 

CO 

SI u 
tC rj 

* SI & o <s 
r- EC ^ u 
7k K 
SI u & 

I 
t/2 
Xi 

o 
VO 

u z 
X 

u-l 

si o o 
tc 

r-r-
VO 

tc 
CN 

3 
cn 
(N 

/---V a u 

2 
co" 

VO 
T3 

o u 
S 
« 
a 
u 
S m 
© o 

m X 
r-H 

*—H & <rf 
CN || t* 
+ cx 
X s + <u s 
l_—J 

G 
U 

N EC 

^ SI 
ON O 

EC tc CN —< 

(N 

EC 
O o z X o u 

^ £ u ™ 
tc >£ o w 

tc S 
1Z fi 

•sT 
EC 
00 
vo 

(N 
ON 
cn 

N 
ffi 
CN 
© 

o 

si 
u z 

tc 
CN 

(N 

tc 
CN 
d 

EC 

I 
O 

O g 
5 tc 
X N 
<-> rf si r 

„ U r-
U U <N 

EC o o 
<? CO 

EC 
y vo 
tC3 ^ 
U t-

(N 

EC 
Z 

51 o 

vo 
m 

EC ™ 

<N 

K 

U 

EC 
EC 
Z 

§ i-rT B £ 
ON 
^ w cn 

X X y, ° 
^ y, 
y ttii z 

X 

N tc 
00 
vo 

o 

I 

"3-
ON 

X 

o z 

l/-> VO 
•"3" 

3AMEHFlfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

133 

tC tC 
cn CN 3 tC EC tC 

o 
oo 

a 
* 

to 

tr u 

^ ,>r 
m oo 
CN 

tC + 

T3 

cn 
in 
CN 

N 
X 

00 
vb 

tC 
£ 
tC 
U 
§ 
u 
X z 

B 

: 3 
(N 
CN 

OS 

o U a K 
U 
51 

s R cn U 

o tC 
CN 

X 
CN 

CN 

"NT 
tc 
CN 
00 
.11 

N 
tC 
00 

r vb 

Si 
£ 
tc 

in 
o 

51 
O 
tc 

(N 
00 

X 

51 § 
U X 

CN 

X u o 
X z 

m 

tC o 
in 
cn 
CN 

C* 
Oi s <u 
E u o 51 

tc 
O K 
U CN U 

<N . tc 
^ Si 
2 * 
cn Z 

51 u tc u tc £ 

tc x 
O tc <-> £ 
J? tc tc y u 
tc nf? & 5 
Z ^ z 
tc tc 

72 Tj" 
w CN 

oo 
m ^ 

tc 
r- '7 

.« U 
N CN tc t£ Z u S1 g z z 

VO 

- tc ^ y 
N tCI 
tc & 
^ tc r~- n 
II 
^ tc u u 
t£ tc o S 
51 £ s> 
X u u 
tc 
CN 

u tc 
^J-51 u e <N "—' 

tC CO o ^ 
<N tc o o 

CN 

oo 
vb 

tc 

I ; u 
N tc 

cn X CN oo 

cn 

a z> 
3 
CN 
VO 

O 

N 
tC 
cn 
oo' 

tc 
I u 

<N 

CO 
<N 

tc 
% tc 

N cj 
K 
o 
1> 

OS 

Ov 
VO 
CN 

tc + 

<2 3 
X u 

<N 

CC 
Si ^ u 

u ^ 
® £ 
Si r 
EC 
U 

tc o tc u z 
tc 
CN 

cn 
Ov 
CN 

51 z 
x 

00 
ON 

g 
a 

y £ 5 

5 
o 

tc 4 
«5 3 
vo „ 

u o 

tc 
CN 

VO 

CN 

N tc 

tc 
U W 
tc in 
O <N i-^J 
tC . 

a I 
a £SI -

O "l 
^ R * 2 u ^ 

CN J.T 

£ u tc 

•*fr 
oo 

3AMEH?1fOIH 1/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

134 

X vo 

m 
cn 

to 

O 
U 

a 
u 
S 
cn 

© o 

Os EC 
Ov vo 
CN 

EC + 

CN 
VO 

X 
Z 

O 
ON 

EC 
U 
EC* 

a 
CN 

EC ^ I 
U tcl N rrjl wo a H ^ U U <N 
X 

CN o 
m 

~ vo 
cn 

Si o 
- X 

EC 
CN 

? co 

EC4 

Si x u 
EC o 
X u 
51 o 
EC 
% 
EC o I g r (D 

K 

N 
EC 

CN 

EC 
O 
r»' 

N 
EC 

u 
3 

(N 

X u 
EC 
U 

(N 

EC a 
EC u 

fN 
EC , 
U ^ 
51 If u ^ 

N 
X 

u i (N _ 

If g 0 

^ 5 u 

EC vo 

00 
in 
CN 

N 
X 

EC 
O 

EH 
CN 

u u 
EC 

O cn 
CN 

U 
EC 
U 
51 a u u 

EC 
O 

fN 
EC 

EC 
CN 

s 
3 

EC 
o 

EC 
Z 

fN 
EC 
U 

<N 

EC 
U 
EC 
O 
51 

CN (J 

II EC 
>-j <N 

EC rf 
I s 
o CN 

(N • ^ 
HH /—N 
HH <N y, EC 153 Si Si 5 x y u Z 

8 z 
x 
IT) 
VO 
K 

S 
O 

t--
cn 
cn 

N 
EC 
m 
vb 

EC 

I 
3 o 
EC 
U 

fN 
EC 
U 

EC 
CN i-S? ffi EC 

U CN 
(N 

EC 
U 
5 

EC u sr! ^ N EC 

CO 
CN 
CN 

C3 <D a 
r-~ •3-

N 
u EC 
O ov 
EC 
CN 

VO 

'Ti m 
EC ^ 
O -

(N 

EC 
O u 

£ EC 
2L u ® a 

u 

N 
EC 

o 
CN 
CO 
00 
CN 

EC + 
£ 

5 o 
EC 
% 
EC 

u u 

tc u 
. 51 u u 

<N fN 
EC EC u u 
U 4? £Q 3 u o 

tc u 
51 u 
y 

tc 
CN 

00 

CN 

EC 
OS 
vb 
II 

. I fN 

® EC U EC 
51 & u z 

<N 

EC 
U 
51 o z 
£ u" 
A § 

51 o 

cn 
OS 

N 
EC 
o 

Ov 

CN 
EC 

N" O 
K 
CN 
r-' 

O 
EC 
CN 

cn 51 
Si -tc ^ u u 

fN fN 
tC EC <-> Si 
tc 51 ^ y o z 

51 o 

OS 
OS 

0= 

OS 
"3-

o 
IV) 

3AMEH?1fOIH 1/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

135 

S3 0) a 
^ z 
T—I fN 

^ X 

5^ 
O 

X 
CN 

N 
ffi 

O o 

ON vo 
CN 

X + 

X vo 
B ffi 

W (-S) 

vq rf 
cn (N 

n 
2 

tO 
vo 

T3 
O u 
S t=c 
rf 
s 
CO 

X 
U 
K vo 

00 
00 

N a 
CN 

* U 
H £$| 

$1 £ u g 
N a 

a 

o 
ON a o 
~ ~ 5 S> 

a u u 

a u u. 
in a 
ON (N 

^ £ a n o 
fN N a a 

51 o J" 

u a 
I S ° 

a z 
a1 
S> 
a u 
51 

u 
£ I u 

fN a o 
CM a •n cj 

a 
CN 

Si §' 
a" 

CN cn 
00 

a 

5 
t* 
DH 
H « 
c a 

V CN 

u 
fN 

a u u ^ 
a o 
a SI a u u u 

cn 

O 
u a z 

a 
% a o . 

fN fN a a o u 
Si ^ . 51 y c^ u z 

r-~ cn 

« 

a 
4-i 

r-
CN 

1=1 
h 

to 

\D 

o u s 
fet 
w u s 

cn 

o o •^r 
o a 
fH 

© 
TC 

PL, 

CN 
II +' P< a + a> 

1=1 
O 

CN in 

•st 
00 
CN 

'N" a 
o 
vd 

a o u 
51 o 
a1 
o u 

00 
in 
CN 

a 
00 
vb 

a 
I 
o u z 

oo 
vb 

a 
51 o 

fN a u o z 
a' 
CN 

ON cn 
cn 

S 

© 
vb 

II 
i-> 

X o u 
fN a u 
5 o 

00 
l> 
^ SI 5i ° 
o z 

vo 
m 
r-

Si 
a z 
a" 

cn 
in 

cn 
© 

I fN a u 
fN a u o z 

© 
•cf 
00 

r v ^ ^ u oo a 
* VO >zr 

. Si CN ^ 
„ N U & X z 

3AMEH?1fOIH 1/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

136 

3AMEH?lfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

137 

S3 
R 

© 

w 
S3 
§ 
M sa 
* 
OH 
U 
£ 
<D 
CU 
pa 

w s R 
>s 
S3 
*0 

<=C 
R 
pa 
sa « 
S3 
R 

u 

>s 
S3 

>> 
fct 
R « R n x R 

CN 

X 
W 
R oa 
o 
R o 

ca 

X 
* en CQ 

w 
« s 
CQ 
O 
SS o 

cn 
un 
CN 

X + 

R u 

cn 

o 
o 

* 
tC 

<L) 
R u 
S3 
R 
2 

MD 

W 
R 
§ 
pa 
S 
* cx <u 
£ 
« 
2 u cx 
pa 

« 
s 
R 

r-- ON o <o 
CN (N 

R u 
t--" 

R 
U 

tc u 
tcf u 

EC 
O 

' 8 ~ si 5 
- tC 

ffi cs 
CN 

H 
H 
® £2 
S -3 ^ 

ON O vo R 
r-T (-1 
•• 

!-• 1 
tC 
£ 
O u 
tcl u o u S *—• CN 

CN 

ti ^ 

e( 
2 

CO 
VO 

T3 

cn 
vo 
vo" 

I 
U 
X 
CN 

un 
CN 
cn 

X u z 
tc 
vo 

CN °\ 
CN 

o" 
00, 
CN 

l 
U 
tc 
r4 

& 

CN 
00„ 
t> 

u z 

cx 
S3 
3 

in 

tcl u u 

o 
d 
R 
3 

"W^ 

oo^ 
vo" 

. ^ • z 
tc 

ex 
R 
3 

00 

I 

CN 

CO 

tcl 

e 
[—1 fsj 
T <* 
t~-T CN 
II 

© 
00 

o 
ON 

f-" 

tc z o o 
tcl 
O 

CN 

SI o 

SI ^ 
O g 
s ffi 

•rf ® s ^ vo 
t-« 
vo" 

o ON 
in 

m 

« 

£ 

CN CN 

'R R" 
U (-H 

"fr 

EE ffi 0 0 

tcl 

u 

tcl' s> 
tc u 
X 
CN 

o u si u 
tc 
CN 

tcl u 
X vo 

CN 
cn 

H w 

R cn 
<L» (N) 
R w CN 

O 
&H 
S 
3. 

• <? 00 
K ^ 
O -

o I 
X 
H" 
d 
R 

CN 
00 

a X y ° 

a a 
r-H 

ir> 
oo 
m 

3AMEHFIKDLI4m/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

138 

SI 3 u u » 
* cx 

cx 
is g 

oo 
vo" 

CN 
VO 
vo" 

ss 

I a 
00 Z 
VOr 

oo" v x •s HH 

i 
o 
cx 
S3 g >% 

o 
cx 
S3 g 
w 
00 

SI o I U £> w OO 

X ^ » ft >s ffi 

m 
CN 
m" 

s 
O 
K 
CN 

u 
55 
ffi 

cx s g 
>> 

CN >n 

CX 
S3 g 
w 
r-~ 
cn 

S* t 

N? co cn U °-
^ CN 

m Cf ^ 

5 £ al 
? t o 
OH 

I ® u 
X {fit 

ffi 
CN 

VO 
CN 

<D 
S3 

o 
X .. u ^ 

° s ® 
<N 

S3 
S3 

m 

S3 ffi 
Si CN 

CN ON 
CN VO 

W 

X 
o 
cx 
S3 g 

in 
r-" 

si u u 

ex 
s 
g 
sb 
•<T 
oo, 
vo" 
cn 
vo, 
vo" 

00 

s 
z, 
X 
o" 
ex 
isl g 

OS 
oo" 

si z 

o 
cx 
S3 

SI J, SI 
x 
CN 

CX 
IS g 

VO 
00 

U z 

X 

ex 
is 

ON m o 
vo 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

139 

m 

o 
CN 

in 

CN 

- a 
^ o 
§ 

• <N 
2 X 
„ u 

^ 51 
T3 O 

I CN o x u u §• ° 
h"r ffi 

CN 

a 
CN 

u 
51 
U CM 

co fN a u 
<N 

u a u 
« 00 

a vb 
CN II 

B u 
m 

d o 

a 

CN 

a + 
Cu 

a> 
B 

c u a 
vo vo 

N a 

51 

C"> 
"3; 
CN 

a 
o 

U 
(N a u 
<N a u 
5 

a 
z 

fN a u 
51 o o 
% 

a 
CN 

m t> 

in 
o Q\ 

i> 

a a g 
K u' 

* 
3 x 
o 
51 u o o 
a" 
CN 

O r-

5i 
3 a 
i- 55 o 
^ a 
N a 
00 
vb 

I 

VO 
m 

U CN 
U 

u o a 
CN 

N a 

8 
£ 

A &? 
i h-i $ ' g 5 

SJ * z fN ^ 

a x ' u s u 
^7 CO CO 

a 

B >B B 
B l-H 
2 B 

•0 £ 
rn ra co 
o" 

B © 
w 
B 

CO 
B 

o 

B l=C 
cs B OH CO B £ 

co" 
OH 
<U 

co" 
1 a 

R S§ R 
CQ £ w O 

§ R <D 
(U o B 
OH 
CQ « 

u 
a B 
in 

>B ffl in 
25 >—1 

B 
hQ < w 

B 
w 
B 
CQ 

B cs 
CQ 
B 
* B 

CQ 
O 
R 

B cs 
CQ 
B 
* 

B o OH R 0) 
B 
B 

's—• 

vo £ 
vo w 

u CN 
II <u 

£ + 
r—i a 

OH pa 
+ « Q B 

B 

H 
B 
<D 
B 

B 
U 
co 
vo" 

a u 

a vo 

00 

B 
fcs 

s 
co" 

vo 
T3 
i o u 

CN 
CN 
CN 

B 
l-H 
rf 
r-~" 
II 

a 
CN 

CN 
m" 

B 
(-H 

ON 

r-" 

a 
§ 
u 
al S> 
u al o 

O 55 
X a 

a 
CN 

r-
© 
CN 

a 
CN 

O 
vo„ 
CN 

B O 
LH W 
i U 

o 

r-t 
vo" 

B 
U 

a1 
o 
al1 
o 

(N a o 
X 
CN 

o o o 
al o 
a" 
CN 

O 
d s 
0 

00 

co ^-s 
\o ffil 
i z 
ai o rn a o 
a" 

r-oo 

1 
O 

a 
o 
d 
B 
0 

s—• 

CO 
00 

o 
£ 

vo CN 
VO 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

140 

a a 
2 

cn 
OS 

« 
K 
B 
cd co s 
* 
CL, a> 
£ 
w 
2 <D 
CX 
CQ 

W 
S3 a 

=B 

S3 
-Q i 
CO a 
fct 
K 
B 

O 

K K ffi 
OS CN CN 

O 

OO co 

ET 

to 

O u 

so 
o, 
CN 

a u 

r»" 

<N 
ffi o 
Si1 

o so 
CN 

33 
U 
rf 
r-" 

O o u 
SI o 

$ 5f 
t-. '~H 

Si | 
O s 

" i. 
X 

vo 
o 
§• 
I 2 

& O ® 
^ 7s CN 
a w 

m 

co 

vo" 

SI U 
X 
CN 

O 
a a 

o c-« 

ro ® <N 
„ t»» 

O 
o 

&H 

H 
33 <L) 
33 

CT 
U 

rf 
CN 
CO 

9* 
U. 

oo 
l so 

& ^ ° 
£ u u 
8 Si SI u u a 

^ _r 
U Z Si ^ y 
-* 
u X 
SI J § 
o 3 Z 

CQ 

OH « 

<u 
OH 
CQ 

« a a 
SB 
3 
EC 
•0 

O 

X K 
CO CN 

f^r co oo o-
o" _r 

k u 

o ^ 
O in 
U os g 
X 
CN 

CO 

l U 
w X g B 
CN § 

a a 2 
00 

§ 
« a 
* o, 0) 

w 
2 u 
O, 
CO 

a a 

to 

O 
O 

sr u 

X u 
SI u 
EC u 
ffi 
CN 

R 
(-H 

in 
r-" 

>n 
CN 
co" 

a u 

r-" O 
O 

fN 

X u u 
CO vo 
^ 10 
o" ~ 
o 
S 3 
PL, [—I 
5! 

t-~ 
II 

•—J 

(N 
K 
U 
SI 

SI ® o CN vj 

w CN 

o JH" 

s 
O, u 
<D a u u 

CN 

<N a u 

o vo^ 
CN 

O 

vo 
rf 

a o u 
X 

o, a 

CO 

vo" 

a u 

vo 
II 

U 
£ u 

33" 
U 
in 
r~~" 

S] * S] 
U 
ffi 
CN 

Si 

o 
OH a 
0 

I 
OH a 

CN 

/—i ts u 

x z 

co 
VO 

rf 
VO 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

141 

EC 
CN 

O 
o 

X 
£ 
Eel 
U 

r-" 

U 
£ 
X 
o 

X 
CN 

CN 
to 

x\ u u 
£ 3 
oo 
vo 3 

X u 
ECl u 
X 
CN 

cn 
VO 

a 
u 
vq 
vo" 

o O 
^ U 
<N O 

^ $ u o 

X\ 
Z 
EC 

ex s 
0 

at 

X 

cx s 
0 >> 

a u a 
o 

a 
% 
et 
2 

to" 
vo 

T3 
i 

0 u 1 
tf 
U 

EC o 
X u 

9, 
EC 
U 

fN 
X o 
X 
CN 

OS 

N 
EC 
OS 
vd 

*—< l_d 
t~- DH 
CN Z 
- 8 
3 u 
X (N 

EC 
O o 
EC 

OS 
vo 

EC 

r-~-
iri 

'St 
ON 

U 
£ 

EC 
O 
EC 
O <N 

EC 
O 

<N 

EC 
O 
51 
U EC 
EC °o 
CN vb 

N 
EC tC 

EC 
CN 

CO 
CN 
cn 

>n 
Ov 

O 

EC r-
Q ^ 
y. ^ 

u £ 

cn 
d 
o 
•*t 

en s 
vo 
m 
CN 

EC + 

EC 

EC 
O 
EC 
O 

(N 

EC 
_ O 
£ 51 
t* o 

<N 

& EC 5 ° 
U 
« EC 
G CN 

o cn 
CN 

N 
EC 
in 
OS 

N 
EC 
cn 

EC 
% 
EC 
O 
8 u u 
EC 
Z 

EC" 
CN 

fN 
EC 
U 

fN 
EC 
U 

(N 

EC 
U 

EC 

X 

in 
r-~ 
o\ 

EC 

I 
U 

fN 
X u 

I 
Erf 

1-2 ^ ^ CN 
rf 00 

to 
o 

rf 8 o 
2 EC * 9 
.. X 
tc EC 
oo O. 
vb 

EC1 

EC 
U 

(N 

EC 
U 

Si 

EC 
U 

8 o u 
EC o 

fN 
EC 
U 

m 
VO 

VO 
VO 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

142 

X « 
a E3 
2 a 

hfl 

>n § 
cT tc 

a w m 
a a 
a tc cd a oa a 

cx CO 
<u 
w s W\ 

a pa 
w o 
2 t! 
tu o 
cx pa 

CQ 

« X a 
a * 
« CQ 
E3 
a 
•fl l-H 

d w 
k a 

CQ 
a o oa E! 
a o 
tc 
a w 
a CN 

*3-*\ CN 
II u CN 
II 

S + 
X 

k> + 
y 

s, s 
r-oo _r 

in *3-
VO vo 
^ CN 

# — 
fen EC ^ U. 

a a 
2 

r--" 

a 
CS 
CO a 
K 
& 
R 
w 
<L> 
CX pa 
a a a 

tc 
2 
to 

\o -a 
i 

O u 

X u 
S co 

(N 

55 
O 

8 
EC 
CN 

co 
CN 
CN 

3 S 
£ ^ 
co CM 
^ io 
N l~-' 

?§ A a 
X EC z -
51 £ 
O OS 

r-~ 
vo 
/N" 
EC 

c? r~~-
w t-^ 

<^1 CN 

(N 

X u 
EC 
CN 

N 
X 
t>-
in 

o ffi co o 
x 51 - u 

<N 

X o 

N 
X 
CN 

t* 
cx if 51 
4) + a a 
U 

Q 9, 
u U 

rs 
x EC O X 

X II 55 
•"> M" „ x 
ECJ| J u ^ <? CN EC °° 

O 
55 

« 
2 a J 

tt a « a 

EC 
CN 

"S 
U 

S& 

Os 
in 

co 
CN 

N 
En 
CN 

En 
CN 
(f1-

co q 
CO 

N 
EC 
00 

II En 

8 " 8 g 
U 
M X 
* ^ 

« a 
05 
O t=5 
o 

vo 
CN 
CN 

EC + 

a a 
2 

vo, 
Os 
w a 
§ 
co a 
* cx <D 

£ 
W 
2 <D 
CX 
CQ 

w a a 

00 

CN 

15s 
En 
CN 

O f» 
CN 

En 
00 

cx 
£ 
CD a 
U 

En 
fN 55 En o o u 

5' 51 u o 
EC EC 
U CN 

VO 
00 

u 

oo 
•*fr 

tCil 
U 
U 

o r-
vb 

N 
En 
vb 

X 

I u 

f 
EC 

vo 
oo vo 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

143 

>a 
a 

tt a 
S3 a f=t 
a a 

x w a oa 
o « o >> 
CO 

« 8 B ^ 
C fP) 

s « 
3 • 
3 c 

a 
03 
o 
R o ?*"» 

a 
a 
2 

IT) 
•Cj* 

« a 
§ 
« 
a 
* 
cx 
<D 

£ 

<L> 
OH 
CQ 

o 

oo 
S3 »—1 

8. * 
. «N 

ON N vo ffi 
—1 CN 

M a 
tc a a TJ-

CN 
CN 

EC + 

a a 
2 

CO 

co a 
* 
& 
£ 
<D 
ex 
CO 

w a a 

a 
N 
tt 
s 

GO" 
*£ 

"T3 
i o u 

a u 
£ 
CO 

d o 
CO 

•*fr 
CO 

N 
EC 
O; 
in 

EC 
O 
O u 
51 u 
EC 
CN 

m 
CN 
CN 

N 
EC-
CN 

^r 
«n 

EC 
£ 

CO 
« 00 

ii £1 
V 8 
«" ffi 

ON CN 
VO ON 
vb 

N N 
EC EC £ 
r~- ON 
vb in O 

II T 2 
- EC 
a. ^ 1 t* u 

<N 
OH ah U o 
<D 
B EC 
U CN 

51' ii-u 4i 
£ o 
EC 
(N 

CT 

U 

K 
vT -w 
o 
ON 

'N' 
EC 

<L) r r ex G r 51 
00 u 

<N T: EC 

CN 

>—5 

U 
(N 

cr u 
u 

tN 
EC •s u 

r EC 
H £ 
S X to" (N 
vo -tJ1 

"O -—' 

(N 

EC 

EC O 
O U 

(N . 

X ffi U EC 
5 -p. u tc z 
EC 
CN 

o u 

CT 
l-H s 
CO 

r-
p 
CN 

EC 
CN 
r~* 

in 
oo 
vb 

EC 
o 

o 

U 
EC* 
Si tc o 

CN 

EC 

!_ 
tc 

„ u 
C/3 O v' y 

O 
EC 

ON vo 

X tc 

vo 
CO 
CN 

EC + 

d U 
3 t£ t-ln ~ ° 
-ffi 51 

CL, U 

l K (J 
cx tC H e » <u 
H EC 
O CN 

% u 
^1 51 y 

U EC 
U U 
U u 
EC S 
CN "-1 

CN 00 vo ^ 
oi vb 

N N 
EC EC 

O u 
EC 
Si 

o 

N 
EC 
o 

51 o 

CO 
CN 

O 

00 

EC 

U 

r-

ON 
VO 

o 
r-

3AMEH?1fOIHI/1l/l J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

144 

EC 
CN £ 

in 

U o 
EX? Si 

u 
EC 

Ov co 
CN 

'a 
^ u 
3 o 
5 ^ to 

jf u 
"w „ 

o EC 8 ^ 

U U ^ 5 O EC 
O -
EC ^ 
CN cn 
+-r © 
w r-
*a- ^ 1? 
71 EC 

CO 
r-^ tS 

51 o 

o o 

I 
ON 

c^i 
"N" 
EC 
IT) 

r-
CN 
CN 
II + 

r-""-i 

EC + 

SJ u 
co 
d o 

EC o 
& 51 
* EC 
& U 
£ ET? 0) HH 
G U u u 

u 
fN 

EC 

EC 
U 
o 
O CO 

. , (N 
O EC Tt 

o <N 
U oo 51 

EC 
O u 
EC 
CN 

CS <D 
3 
vo 
in 
CN 

EC 
CN EC 

o o 
CN >7 
•"t 
^ EC 
N 1 

EC rf 
co w 

5 

£ 

G 
s s 

M3 
co" 

w S 

« 

OH u 
£ 
w 
<D 
OH 
CQ 

«" s 
G 

G 0> 

00 r--

s? u 

S 
co" 

*T3 
i o u 

G 
l-H 

o o 

EC 

00 
in 
CN 

N 
EC 

EC 
O o u 
51 u 
EC 
CN 

m 
CN 
CN 

N 
EC 
0\ 
vb 

EC 
CN 

O 

N «. x gi 
in v 
i> 
II EC 

U 
51 o 
EC 
CN 

•"3-
CN 

O m 

3 U 
U 

s ® 
I/O {< 

~ Ex? 
PlH ^ % 51' 
* 9 
& " 
U —1 K EC 
O CN 

EC 
U 

o o 
51 u 
EC 
CN 

N 
EC 
VO 

o 
51 o 

X Z ̂ ^2 

CN CO 

3AMEHFlfOLHMI/1 J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

145 

oo 
CN 

EC + 

oo 

er 

H 
£ 

OO 
vo 

-O 
i 

O u 

i=r 
u 
ro 

d o 

EC 

a 
£ u e 

ffi EC 
CN 1—1 

>> c/T 
. -4-> N 

EC o 
as in 

i> oo' 
CN II • «s CN 

•"9 y 

H
z)

; EC ^1 

H
z)

; 

O o 
u z 

EC u X i> 
II 5 

>-5 o u 
rf 

EC 
O u 

EC 
CN 

o 
CN 
t> 

<N 

EC 3 1? o CN EC 
5 ro in 
u r-^ u 

EC 
II >—a 

tc ffi 
CN II 

O o >--» Jul 
EC u 

VO 
r-

O u 
CN tc o 5 u 

u * 
(N tc o 

EC 
5 

(N tc o r-H 

u o 

r-
in 
© 

EC 
O u 
EC u 
51 § o z o 
u 
EC 
u 

fN 

X o 

u 
EC 
u fN 
EC 
U u 

y, tc tcjl EC 
Z rf 
EC (N ro 

* CN 
C/5 

O 
CN 
00 

§ 
u •_r (N 

EC ffi 
z u 
cr1, <N Si EC y u 
Z u 

EC >o 
rf 

00 

a 

t=t 
2 

to" 
NO 

"O 

O o 
S t=c 
cf 
u 

o o 

N JO 
K ^ 
in 
i> 
II 

•-> 

EC 
O u 
EC 
o 
51 u o 
EC 
CN 

-3 „ 

- T3 

tc 
CN •** 
CN 
CN 

N 
EC 
ro 
00 

Si 
EC z S§ 
3 EC 

00 
ON 
CN 

EC + 

EC 
U u 
51 
EC 
O 
O 

EC EC 
- CN 

VO 

O 
CN 

EC 
in 

O tc u 
«N (N w a n B 

°°„ EC 

EC r+L 

CN 

rn 

EE 
ro <J 
op Etj| A u 
m KU 

EC U 

O 
Z 

EC 
O 

H u 51 

r-
ro 
CN 

s a 
& 8 
2 <-> 
00 EC 

O 

5 u u 

S EC EC 
U J 
51 o u 

'd-

•t' 

U z 
V) 

CN 

•*fr r-
in 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

146 

X 
CO 

ON o 

a 

St 
S 

to" 

O u 

a u 
S co 
d o 

N 
K 
o 

N 
X 
in 
© 

ffi u 
ffi u 
51 
X u u 
CN 

VO 
ON 

ffi 
O 
U 
X 

. U 
f 51 

• * x X 
N 
X 
r-
vb U u 
N 

l-H HH 
CN W 
-rt ^ 3 d 

T 
co 

ffi 
Si u 

<N 

X u 
fS 

K' o y 

N 
ffi 
o 
c-i 

<N X 
"51-
00 
CN 

5 

Cu s * VO 
CX II s ^ 
S 5 u u 

ffi u 
fN 

X u 
51 u u 
X 
CN 

00 •*3-
CN 

u 
a 

00 
CO 
CO 

N 
X 
in 

O in 

oo *-H 

y x ^1 o y u z a s: I ^ u 
u 

5i 9 o1 
® y 
U ffi a u 
I1 ffi z u 
(TT y 

o 
CN 
K 
15s 
X 

II 

CN X o 
§' ® 
EC 00 
u a x 

: a 

CO 
CN 

Si 51 y o Z o 

VO t~-r-

3AMEHFlfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

147 

X cn 

cn as 

a 

N 
X 
rt 
OS 
II 

•-J 

N 
X 
o 
r-^ 

•<t 

X 
N a X 

Os ra­
il ^ 

to 

51 
O 

H « * 5 .. x >3 u 
o u 
S x fci <-> 
rf H 

U, ffi 
ro ^ 

§ I 

X u a 
u fN 
X y 
51 y 
u 

in 

a o u a u 
51 a y y u 

CN a 
T—H 

rt PH 
00 
CN 
II 3 

+" r—•! o. a £ H- <L> 
£ a y 

N a 
^t 

51 

Si 
a 
y 

fN a 
y 
u 
X £ cn ^ 

« o • 
CT1 C— 

a 
CN 

CN 

cn 

U 
£ 
a" 
r—^ r\ - ad CO ^ 

oo cn 
. * ON 

Si % 
y a 
55 0 
a" y a a 

«r y 
vS tU| 
© £ <N O 
r-- u a 

y 
fN a u 

Si z 

N a 
>n 
r-^ 
II 

r-
CN 
CN 

N a 

a o y a Si « 
9 £ 
a o 
O CN 
O oo 

I 
U a u 

fN a u o 

r-rn 
CN 

18 
o 
u a 
y 

<n a u 

X ffi CN ^ 
r. '—l 

5, OS 
rt 
*t 
CN 

a 

CO 
vo 

T3 
i o u 

rf 
f-H 

o 
o 
rt 

CN 

>n 
00 
CN 

a + 

a o o 
5 o a 
y 

(N a z 
a" 
CN 

in 

CN 
/"•N 
N a 

CN 
d 

U 
<N a 
y 
a 

S a 
it 
cn 

CN 
•*t 

I 
a" 
CN 

X ® a <N 

2 £ 
00 CN 

*8 
Si a 8 y 

CN 

& O 
g 51 
a U 
y y 

N Q a ^ 
in ON 

cn 

^ S a » o 
y 
a 
y 

51 a u o 
U y 

fN fN a a 
CN O 
-T* SI 
W o 
— a 
CO z 

u z 
X 

© 
CN 

u 
fN 

a u 
fN a a o y u y -si a z ~ 

^ u N a 
m 

r-
U ^ 
a ^ 
u c> y. 5i 

o u a 5 
o „ 
y a a 
ttjl CN . y 
y </T 

fN Nw 

a o 
y CN 
y oo 

a y 
CN a z 

00 as r~-

3AMEHFlfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

148 

in 

co 

a + 

a 
CO 

oo 

ET 

H 
tt 
s 

to" 

vo 
T3 
I o u 
s u 
« 51 
b a u 

fN a u o 
a" 
CN 

a 
CN 

3 
r-
CO 
CN 

N a 
VO 
OS 

N a 
CO 
d 

a o o a o 
51 u u 
a 
CN 

£ ^ 
^ vo 

•£• ON 

^ o a o g -
a rf y u w 
W IN in g a <*> 

o o 

a 

51 u u 
a" 
CN 

O 
00 
CO 

c 
<D 

3 
VO 
m 

51 
u 
£ 

51 o o a u 
fN a u o 

a" 

o 
CO 
d 

a 

CO 

d o 

VO 
CO 
CN 

5 u u 

ix £ 
<D 1=1 

N a 
vo 
OS 

O a 

u 
51 u o 

CO 
o 

U „ 

y * I 
fN II a A 

O p-rT 

4 O 5 g 
£ 9. 
co a 
in U 

vo 
N' in 

^1 
a 
55 

CN r~-

U 
* 51 
3 8 
3 a - y CN a 

CO U vb 

U 
(N a o u 

o a z 

CN 
00 

a •-
/VI <N N 

+-r a 
VO ® 
00 \o 
<N JL 

Ef a o ^ u 
a o 
51 u u 

o a" 
O CN 

CO 

VO 
T3 

a u 
S co 

in 
© 
CO 

N a 

a o 

u 
fN a u u 

a" 

CN <n 

N a 
in 

r-
oo 

U z 
a" 

o vo 

o 
Os 

Os a 
© — 

PH 
00 
(N II 
+ 0< a £ ~h O £ e u 

O O 
© VO 
5^ II 

O o 
5 
a o 

^ y Z~ a o o o a u 
51 u o ^ 
a" ^ 
CN 

5i o u a u 
a* 

Hll u 
Z ^ 
H sf 
a i 

a o u a y 

* rf 
a os 
—' o 
rf OS 

CO 
CN 

51 o o 

oo 
CO 

N a 
m 

U a u 
fN a u u a 

51 o z o 

a o 

o oo oo 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

149 

CN 

T 
CN 

f 
s 

CO 

so -o 
i 

O u s 
s 
cn 
1-H 

© 
o 

vb & oo 5 
CN & 

N 
ffi 
in 

tC 
O 
O 

o 
X u 
ffi o 
X 
CN 

vq 
CN 

N 
33 

N 
tC 
in 

^ X 5 o 
8 u 
3 tc 
oo U 
CN (J 

N 
tC 
m 

EC o 

EC 

ON 
*3" 

N 
EC 

EC 

in 

2 £ 
00 o 
^ tc y ° 
S" £ y o 
^ y 
EC t$' EC 55 
rf O* 
© ® 
CM u 

• (N 
^ EC 

O in 
X 

X + 

&! 
PH 

8 u 

op U 

s> 8 
U X 
tc ^ 
O T3 

§ a 
O CO 

oo 

tC o u 
CM tc 

Sl 
tc o 

tc o u 
fN tc 

X 
Si o 

o 
Si z 
a 
CN 

O 
CN 

~ 00 tc 

r~- •<< 
vo O 

8 
O u tc u 

fN 
X o u 

r-cn 
CN 
T—H 

si o u 
fN 

X o tc o 
tc o 

vo 
oo 
CN 

tc + 

CN 
00 

ro 
00 

3AMEHFUOU4MI/1J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

150 

a 
a 
2 
cn 
rl-

« 
a a 
oa a 
K 
CX 
V 
£ 
w 
2 (J 

CQ 

a a 
iK 
3 
a 

» 
a 
Kt a a 

O 

uQ 
a 

fet 
a 
CQ 
a cc a 
a 

CN* 

X 
B? a 
CQ 
O 
K o 

pa 

£ 
£D 
CQ 

W 
W a oa o 
K o 

VO 
CN 
CN 

33 + 

OO CN 
© <> 
CN CN 

a u 
in in 

» u 

53 
CN 
O" 

VO 
00 

k VO 

DH 
S 
I 

53 

<D 
a a 
a a 
2 

ON 

W a a aj 
CQ 
a 
* cx u 
R 
« 
<D 
CX oa 
a a a 

ffi s u o 
sSf 
53 
U 

' 8 
£1 o 
53 53 CN 

CN 

E-r 
a 
<U 

os 
VO 

00 

CN 

'a u 
in 
i> 
II 

r a 
^ 2 s o 06 s _s5 331 •? o 
O ,—T U 33 
Sjn CN 

, IV n & 

a u 
oo 
r»" 

53 

Ii 
U 
®" 
CN 

oa 
ui *—> 

CN 
CO 
co 

a 
l-H 
00 
r-^1 

U 
aSl o 
33" 
CN 

I 
53 

H" 
cx a 

o 
ON 

fit o 
2 

a a 
2 

rt-

oa a 
« 
cx 0> 
£ 
w 
<L> 
CX 
oa 
« 
a 
G 

00 
in oo vo oo 

3AMEH?lfOLJ4MI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

151 

a 
a 
2 

cn 

« a 
§ 
CO 
a 
* cx <D 

W 
2 u cx a 

« 
a 
a 

>a 
3 
a 
•0 

£ 
a 
CO 
a f=c 
a 
a 

u 

JS 

a 
A 

St 
a 
oa 
a st 
a 
a 

» 53 
tn cn 

cn 
r-i r-
o" 1 
O *-H s •-
PLH ? t-H 

cn 
vo" 

m 

<N 

/--v 

U 
in 
r-" 

® Si 
O 

2" S w u 
§ U 

X 
cx 
£ X 
o O 

- E 53 ^ 
SV si $ R u <-> 

91 
u 
CD 
oo" 
II >—> 

-11 
2 X 

v*—' *—I 

00 tf 
in o, 

a u 
a 
a 
2 

cn 
cn 

« 
a 

oa 
a 
* 
cx <D 
£ 
w 
<D 
CX oa 
« 
a 
a 

o 
X 
cn 

•*t o 

a 
h 

tO 
so 

"O 
i 

O u. 
St 

tN 
X o 
53" 
(N 

5 ffil <N (J 

H 
<D (N 

ON 
53 

ON 
C-

U 
2 

2 53 
vo vo 

a 
U 

II "-s 

si 
X u o 

m 
r~-r 
(N 

<N 
(N 

gl £ 
^ CJ 

5 O CJ 
SI O u 
53" EC 

U 
531 u o 

-
*1 m 
^ oo" 

si ^ 8 g1 
. T ^ X 53 

3 3 
VO t~-
I> © 
vo" oo" 

w 
a 
§ 
oa 
a 
K 
cx 0) 

w 
2 0) 
cx « 

=a 
S 
a 
•o 

« 
a 
oa a 
st 
a 
a 

>a ffl 
3 • 
a r* A <i 

u 

X 

« 
a co o 
ti 
o 

r--cn 

a + 

cr u 

o 
o 

I 
53 

u 
a o 
a 
a 
2 

ON 

« 
a 
a ca oa a 
S 
cx <u 
£ 
w 
<D 
CX oa 

M" a a 

H 
a 0> 
£, 
ON 
VO 

a 
l-H 
©^ 
vo" 

II 
•—J 

d 

X 
O u 
53" 
cn 

ON 
o" 

a u* 

to 
vo 

T3 I 
O 
u 

X £ 
CN 

oo 
o 

VO 00 

r-
00 
<N" 

531 
O 

(N 

53 
O 
U 

u 
2 

SI 2. a o 
<Nl 

53 
U 
SI u 
X 

cn 

531 
O 
2 
rc 

(N CJ 
531 
U 
O 

a u 
r-^ 
r-" 53 

(N 

in 
r»" 

U 

vo" 
II 

1-5 

VO 

53 ^ 
CJ ON 

a 
U-, 
00^ 
t>" 

II 
sSI cn 

U HH' 
i-H 53 53 u 
u. si 
® H CN U 

SI , 
U 531 
U 
53 

2 
53" 

o 

r-
00 

00 
00 

3AMEHflfOmm/1 J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

152 

EC 
S 

00 
o" 
« 
a s « 
S3 
* a <L> 

<D 
ft 
CQ 

IS 
K 

uQ 
33 
HQ 

£ 
S « 
§ 
33 
K 

u 

« 
33 
HQ 

a « a 
et 
33 
G 

X 

CQ 
O 
K o >-. 
CQ 

£D 
PQ 

w a 
CQ 
O 
ts 
o >•> 
m oo 
m 
II + 

+ 

a ts 55 
*4" 

55 

o" o •^r 

H 
33 0) 
3, 
vo vo 

m 
CN 

J? S) 
P, & 
E ^ § u 

55 vo 
K 
U 

33 
S 
2 
fN ir> <N" °o 
-H O 

55 00 
U ^ 
O ^ 
53" SI . *. cn u 

3 o ^ 53 "—' |_^ 
U (N EC 
531 ^ 1 O m 

ffi" S £ 
53 u vo" si 

O 531 
U U 

w a 
33 
03 
CQ a 
* 
& 
R 
w s o a 
CQ 

«" 
S3 
S3 

a 
fei 

tO 

vo 

o u 

m 
CN 

tr u 

r-" 

53 
CN 

55 
U 
U 

as 
CN 

CO 
r~-r 
CN 

<N (N 53 SI 
O U 
Sf S1 
U O 

CN <N 53 SI u u 

in 

Si o 
2 
55" 

Os 

3 
CN 
oo" 

SI 
2 

3 
0 

oo" 

? 
U 
on 
oo" 
II 

H-j 

1 

<o 
oo" 

O 
2 

53 
O 
O u 

o 
d, a 
0 

g1 

f 55 

n 
o 
oo" 

U 
2 
53 

CN 
t-

X o o u 
a 53 

C3 r-H 
U o 
^ d oo a 

I1 
s 
Os 
ir> 

Os 

CN 

3 
l-H 

p-" 
II 

Os 
00 

o os 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

153 

3 % 
l-H r-

ON rn 
tN t--" 

^ <N •H 
IT CN 

^ o 
ECl gl u y 
Hp" 2 
u EC 
Eel ^ 
u & 

u u 

CN 

EC 
-3-

VO 
CN 

^ ""a-

CN 

EC 
U o 

p EC 
l-H co 

t-" Jk ° 
^o 

/—< 

U 
2 
EC 

o 
"a1 

m 
r\ 

^ CN 

si s; 
O ffil 
HH 2 

o 
w cf 
00 W 
^ >n 
vo cn 

o 

CO 

^ cn 
EC .* 
u e? a 5 y £1 
EC U u u 
EC EC 
CN CN 

00 

3 
U 
CN 
oo" 

ECl 
O 

<N 

EC 
U u 
5 i1 

o 
in 

S3 
S 
2 

co 

HQ 
S3 
A 

a « a tc a 
a 

a u 
S 
co 
o" 
o 

OH 

£ 
ffi 

OH 

£ 
D a 
u 
a 
a 

H 
a 
<D 
a 
o vo 

a 
U 
CN 
r-' 

EC 
U 

EC 
CO 

A EC 3 
ON 
CN 

O 
^ m 

S K 

oo co 
CN r-h 

Ea e 
O l-H 

EC' 
O 
ECl 
U 

EC 

CN 
r~-' 

EC 
U 

5 Wl 
•5 U 

2 m 

/—t 

I 
EC 
CN 

OH 
a 

-3-

r-~ 
cT 
o 

w 
a 
09 
0 

1 
o 
"3-
CO 

EC + 

1 „ o 
ON CN 

w ^ a ^ 
§ a 
CQ 

£ 5 SI o 
L u 

a u 
^N 

OH <D 

« s 
1) 
OH oa 
«" 
a 
a 

i 
to" 

o u 

vo 
CN 
rf 

(N 

EC ^ 
y,, ® 
ECl S> 
O ECl 
" O 

00 

vo" 

O 
ffil 
O 

<N 

EC 
EC ffi H 
CN CN U 

EC 
U 

£ o o o 

o 
d, a a 

J>3 
ON 

i 
K 
CN 

ON 
t>" 

u' 
2 
EC 

ON 
CN 
ON 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

154 

21 i u al 
u 2 

§ 
a 
c<3 a s 
* cx 

cx pa 

£ a u 
>n 

o 
r~-
o 

cn vo 
o 
o 
rf 

MH 
ECl U, u ECl 

Os ^ *•" $ 
EC u 

)S CQ 

« g y 
® S 
cx O F - 33 

EC ^ vo r 
- & 3 3 

t-»- S 
^ r~-O vo 
CN 1-1 
00 

« 
B pa o 
ti o 

v*-x 

CN oo cn 

EC + 

<D a u 
K 
BS 
2 

00 

05 
S 
§ 
pa s 
* cx <u 
£ 
w 
<u cx pa 

« ss c 

ECl 
U u 
EC 
CN 

EC 
CN 

o" 
ci, s 
3 >% 

S vo 
w r-~ oo 
Os CN 

a 

et 
3 

co" 
VO 

•O 
i 

O u 

33 u 
ECl u 
ECl u 
33 
cn 

in 

l> 

Si o 
<N 

EC 
r>' u 9,, U 
O 33" 

CN 

vo" 
00^ 
CN" 
/—s 

tci 

ECl 
U 
EC 
rt 

CN 

CN 
in 

331. 
U 
2 

& u 
ON 
r-" 

z1 

EC 

00 

oo" 

? 
U 
CN 
oo" 

g1 

s 2 
° O 
ON U 
r-" 2 

8 e 
^ cn 

t-H oo 

cn 
ON ON 

3AMEHFIKDLI4m/1 J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

155 

B 
B 

CN 

B 
CS « 
B 
* cx 
0) 

w 
2 u 
CX ca 

« 
B 
B 

sB 
13 
B 

B 
M 
§ 
B 
B 

u 

>B 
3 
B 
US 

fct 
B 
03 
B 

B 
U 

cn 

o" o 

CX, 
S 

CN 

'B 
U • 
in 
r-" 

(N x 
t* u 
s Si' 

m o (=! 
o 

p-
in cn 

ffi + 

0> 
B 
U 

B 
B 

vo-oo" 
« 
B 
§ 
03 
B 
* 
CX <D 

£ 
W 
<u cx 
03 

W 
B 
B 

U 
(N 

X u 
X 
CN 

(J 
B <u 
3 
vo vo 

B 

2 
to 

X ffi 
CN -H 

w r-
00 

vo vo" vo . „ 
^ si u 
X X 
O U 
SI U 

O £ 
X O 

m 

& ?-
t- 3 oo O 
<N 2 

-v X 
SI 

: SI 
S1 o u 

T3 
t o u 

S n 

u 
a 

K 
O 
S) 
u tc u 

m <o 
oo" 

U 
°„ 
oo" 

SI 
2 

rj-
0\ 
p»" 

I1 
X 

£ 9* 
1 

P-^ vo 
p-" r--' 

si \ s t 

in os 
vo as 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

156 

§ 
a ix 
«> ^ 

o 
o 

U 
<N 

£f 

n 
s 

O u 

rn 

d 
o 
rj-

oo 
CN 

33 + 

CN 

I o 
33 

to m 
so rf 

•O ^ 
m ON 

N 
X 

X 
Z 

o 
<N 

X u 
33 <-> 
O 

(N 

33 
U 
tQ ~ 
U 
33 ^ 

51 
<N oo 
Is, 00 

m 
in 

33" 8 

33 
2 
X 
Si 
u 

o £ 
Z 2 
33" 2 
*-H , ̂  

vf O 
v—' <N 

cn 

£ « 

u 
<N 

33 
U 

33 
- , 2 
N U 
13 33 
-. U 
iT ^ lX o o 

00 

Si 

33 
U 
£ 
9, 
33 

U O I g 
33 33" 

U 
-ffi ^ 

CO CO 

u 
yH (N 

t* u 
33 
2 

OH 

£ 
<D 
e 33 
U CN 

o 
fS 

33 
O 

tN 

33 
U 
33 
2 

33 
CN 

rfr 
O 
rn 
N 
33 

rt-
o o 

ON 
S (> 
N i-H 
33 5 
"5 ^1 
1? u 

8 o 
33" 

en 
CN 

VO 

rf 
lO 
CN 

33 + 

o o\ oo 
ON 

3AMEHFlfOLHMI/1 J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

157 

ffi EC 
CN CN 

00 

a 
u 
£ 
cn 

d o 
rf 

cn 

t> 
CN 
cn 

EC + 

00 
CN 
CN 

£ SI 
^ -- EC 
tj cn 
S £ 

co" ^ 
« 00 

*o 1 

o u x 
S£ cK 

N 
X 

EC 
O 

EC o 
Si o 

<N 

X 
U y X ° 
o 
SI u o 
X 
CN 

X 

CN 
cn 

X 
Hrf O EC o 
"" EC 
rf <j 

2 §' 
oo U 

• «s . f1 

a £ 
o "i 3 >-7 <N ^ 

* EC 

CN 
00 

T3 •-— 
CN 

N 
EC 
lO 

CO OS 

N 
X 
cn 

N 
EC 
cn 

ffi X EC 

5 o 
* SI 
6 S-5 X 
c U u o 

u 
<N 

EC 
U 
SI u u 

EC o 
Si 
X 
2 u 
EC 

cn 

so 
in 

y 

o u 
EC 
U 

(S 

EC u 

X o u 
EC 
y u 

§' 5*1 
5=1 o 8 
« * B 

EC 
2 
O 
EC" 
CN 

EC 
2 
EC o 
r-H (M 

rf 00 

o 
CN EC 

r-
cn 

N y CN 
EC 2 -

PH 

u 

EC 
CN 

» 
W 

00 

U 
ECl 
V 

(N 

EC 

I 
U 
EC" 

o co 

? SI 
-&1 2 o s 
H 

EC 

cn 

so" 

us 
<D 

-©< 
o 
K 
H 

* 
2 EC 

«o 

Os 

CN 

a 
(-H 

t--
II 

EC 
2 
O u 

<n 
oo^ 
so" 
a 

U-, 
in 

EC 
2. 

H 
si s 
3 

Tf 
CD 
oo" 

3 
EC 
CN 

(X 
s 
3 
w 
rf 
OS 

/—t a 
<D 

-& o a 
H 

ECl ECl 
U U 

os 
OS 

o 
o 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

158 

"S <u 
& 
o cn 

cr 
t-H 

£, 
to" 

NO 
"T3 

o o 
« 
cf 

(-H 

S ro 
O 
o 
w 

vo a 
y—i 

OH 

CN 
II + CX a •g 
-f- <u 

B 
U 

<N 

2 
fN 

CJ 
fN 

K 
U 
SI u u 
CN 

'N1 

a JL 

a 
CN 

O 
© 
cn 

/N" 
X 
CN 

CN 

u a 
I u 

fN 
X u 

N a 
rr 
r~-' 

U 
X u 
X 

cn 
-1 U 
CN W 

N a a 
o 
VO 

<N 

X 
% a u 
SI 
a o u 
a" 
CN 

U 
SI o u 
a" 
CN 

lO 
ON 
CN 

"N* a 
o 
vo 

o y 
- U a a 

(N £ 

ON _< 

cn 2 3?, 

a 
3 
cn 
CN 
K 
15s 

a 
ri-

N a 
ON 

o 

N a 
ON 

L. «N 

^1 
O 
U u a 
2 

N a 
o r~~-

rf o 

x s 
y vo 

cn 

II 
S 

<N a 
I u 

(N a u 
fN a u 

O NO 

a u 
8 u 

>/"> 

^1 u a u u a 
a" 
13 
T3 

N a 

N a 
ON 

a 
a 
Si u u a 
2 

cn o 

Si 
a 
a u o 
a" 

1/2 a 
*k rf 

ON a o 
<N a 

3f SI 
CN 2 

SI 

s 
o 
cn 

X 
I -
u ® 

CN 

si 
B U 

9 <* 
i-ff CN 
^ CN 

&3I 
U 
U 
73 

a" 

, a 

cn 

cn 
ON 

a + 

n 
S 

to" 
so 

-d 

o o 

a u 
S 
cn 
i—H 

o" o rt 

OH 

N 
a" ® 
CN O 

r vd 
"S 'I g ^ 
cx 

a 
SI xT U ^ 
J? ®o a vo 
U vd 

<N 

o 
CN 
r-' 

£ 
T^-

CO 

8 
a" 

CN r~« 

N a 
o 
vd 

<N a 
% a o 
SI u 
a' u 

a 
2 

fN a u 
fN a u 

SI u u 
X 
CN 

ON 

a u u 
a" 
CN 

N a 
o 

5 | i =a 15s o 
® a 
cn cj 
r-ii a u u 

a" 
CN 

N £? h-1 Os 

O Tl 
w-i J| £1 
a -y a 
H;| N 
CJ C/3 a w r) ° 
Vj t> 

a ^ 

<u x a 
U CN 

N a 
y m 

a 
% a u 
a1 
u 
SI o u 

T3 
T3 

CN 
O 

N a 

N a P 
cn i/S 
<=> II 
r-

i? g 
® a ^ s T ^ A u 

CN 
O 

3AMEH?1fOIHI/1l/l J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

159 

« 

u 

a u cr u 
in 

cn r--
o 
o 
n-

<N 

X 
2 

o 
ffil' 

D. a 
<D 
« ffi 
U cs 

ffi 
2 
O u 

. ffil 
5 U 

X 
CN 

t* 
i 

K 

ON <o 
cn" 

a u 
in 

VH 

OH 

VO 

O 
CN 
CN U 

^ 35 cn 35 

X 3 
rt-

w oo 
ON £ £( 

... 2 

a a 
H a <D 
£, 
00 r~-

W 
« i—1 

s •• a o 
3 r1^ oa H s ^ 
* , 
DH u 
£ 

CJ u 
cn 
t>" 

35 
% 
35 
U 

35 
CN 

<© 
CO 

35* 
2 
ffil 

ffif 51 

w 
2 ID 
DH 
09 

w a a 

n 
£ 

to" 

O u 
£ 

u rs 
X u 
X 
CN 

b* a 
CD 

oo 

X 
CN 

t"--
r-^ 
CN 

£ 
OH 

X 

© 
00 

tr 
l-H 
<n 
r-" 

X 

I 
a 

l-H 
cn 
t~-" 
II 
i-i 

; u 
x 
CN 

« « 

H 
d a g 

ON co 
oo" 

OH 
I 

Tj" 

X 

00 

'5s 
C-H 
oo^ 
t--" 

a u 

>> 
OH 

oo 

X « 
>4 a 
kQ 

l=t 
a 
03 a 
st a a 

tr u 
cn 
©" 
o 
,^-

CN ^ 
t fN 
II x 1-5 u 
H" ,-P1 
w X 
oo O 

CN 

^ l-H ^ 3H 
t* u 

X 
rt-

cn 
vo" 

§ 
ft 

r©H 

X ffi 
CN 00 

X ^ 
CN CN 

« a 
09 
O 
K o >> 

CN 
CN 
CN 

x + 

<D a u 
a a 
2 

CN 

W a 
9 a a 
K a <u 
£ 
w 
2 o 
DH 
09 

« a a 

a u 
CN 

P-

a' 

Ct 
2 

to" 
vo 

T3 

SO 
VO 
CN" 

(N 

X 
U 
X 
CN 

in 
CN" 
vo 

CN 

CN 
X u 

O X o 
S a feC C 

m 

vo" 

£ 
U 
a u 

vo" 

a 
l-H 

§ 
00 
CN 
cn 

a 
? + 
x 
2 
X rr 

ffi £ CN 
« oo" tr i 

vo 

oo" 

s 
DH 

•& 

ffi 
1—H 

0 

lo 

§ 
DH >» 

-©H 
1 

X 
X 

cn 
o 

rt 
o 

3AMEH?1f01Hl/11/l J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

160 

G 
<D 

O 
C"> 

a 

ss 
CO 

o u 

cr 
u 
£ 
cn 

© o 

X 

tN 

EC z 
X x o ^ 
EC J 
o 

"I N w 

EC © 

r-
II 

H-s N 
EC 

© 
oo 

EC + <u 
G u 

SI o u 
X 
CM 

CI 

CN 

© 
© 
rn 

EC 
© 
r-^ 

EC 
Z 

EC 
2 
SI 
EC u u 
oo 
EC 
CN 

cn 
cn 

II 
'—5 

u g 
EC 

£ EC U 

r-- r-
cn vq 
cn t~~-

SI 
f u A u cn 

<N 

EC 
% 
EC 
U. Ov 

EC 
CN 

N 
EC 
© 
i> 

EC 
2. 

N 
EC 
cn 
cn 

8 
EC 

& si 3 SI u 
(N 

X u 
u © 
,_r vd SS I' CN *—i 

N 
EC 

EC1 S 
U -cf 
EC* © 
U un 
O K 

EtJ| 
O ^ 
C/3 
o Ov 
>_r r--

I 
EC 
CN 

d 
D 

<N 

EC 
& Z 

<N 

3 EC ^ o 
*"H <N 

AN EC 
a U 
^ SI , u 
et U 
S EC 

to" ^ 
.£ 

V 00 o <=> 
O CN | <S •=£ x 
a p 

bd vd 

CN 
© 
cn 

EC 
CN 

© 
r--' 

SI u 
2 m 
EC 
O 

u 
Si 
u EC 

CN CN 
EC ^ 
O ^ 
o VO 

„ cn 
EC 
CN ^ 

N 
EC 
© Ov 

f-; 
CN 

§ 
© 
© 
"3-

VD 

CM 

EC + 

<N 

EC 
% 
EC 

_ U 
& SI i ̂ EC 
& o & u 
<U 
K EC 
U CN 

EC 
cn 

rf r-^ 
CN 

EC" 

I 
U 

<N 

EC 
O 

(N 

EC 
U u 

SI 
EC 
CN 

© r-

U 
2 
EC 

CN vn 

U 
U 

N 
EC 
© 53 
vo 

EC Si ~ z 
rf 
OV 
VO w 

CS 
EC od 

i/-> 
© 

vo 
© 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

161 

a <D 

O 
cn 

tr 

£ 
«o 

VO 
T3 

u, 

cn 
r-H 

© o 

vo 

<N 

EC + 

EC 
CN 

cn 
CN 

§ 
U 
EC 
cn 

o 
r-^ 

EC 
2 ffi 

<N (N 
HJ „ u ~ 

p 
00 

1 
X 
CN 

CN o ~ 
u CN 

SI u 
U 
EC 
2 
EC 
CN 

CN 
cn 
• «N 

X 
© 
r-^ 

N 
X 
© 
vo 

00 KS1 
O 3H 

N U 

EC 
2 

(N 

ffi a 
fN 

SI ^ 
H Si EC 2 
~ x 

o r~-

ai 

EC 
_ ^ 
® 5 
£) SI i ̂ ? a & o £ u <u 
R EC 
O CN 

EC 
o 
vd 

fN 
EC 
* 
EC 
U 
EC* 
U 

EC 
U 

(N 

EC 
U u 
EC 
CN 

I SI 
O p 
cn 

CJ N 
U EC 

V) 

CN 
IT) 

. ̂  co 
oo 

o Ec;| 
r-' 2 

II fS 

EC 
U 

(S 

EC 
O o- g 

EC 2 
O HPT o EC 
EC „ 
2 3 

EC 
2 

} SI 

S 
s S 
a S 

H i 4 si 
2 u 

CO K 
vo cn 

T3 
I o 

U s 
fct 
tf 

l-H s 
cn 

EC 

EC SI I-LH (J 
I—I <N 

^ EC 
V O *-» u 
u si * 
U EC *2 <N 
U <£ 

fN 
EC 
U u 

cn 
CN 
cn 

<N 

CN 

EC 
o 

•EC 
CN 

r-
cn 
CN 

N 
EC 
o 

EC 
2. 

•x * 
Si £ u u 

_ fN 

EC EC EC u 
- O 

^ Etj| 
"1 ~ 
^ EC 

* - § 
EC EC O 

o o rr 
cn 

d 
CN 

EC + 

U 
CN 

x 5 
SI 

^ Si * £ & u U u 
<D 
B EC 
O CN 

o 

CJ 
fN 

EC 
U 

u 
SI u u 
EC 
2 

- • EC EC CN 
U 
SI Os 
O r-
CJ <N 

cn 
cn 

N 
EC 
© 
r-^ 

rf 
cn 
00 

1 (N 

EC 
CJ 

fN 
EC 
O o 
EC 
2 

o oo o 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

162 

(D 

rf 
VO U 
~ £ 
£ 3 G X 
S O 

SI 
o £ 

to 
vp CN 

T3 „ 

N 
X ^ 

\ 5 
X JI 

si £ 
o rf (N . X v . u il 

^ u ^r v X x 

t-; 
t-^ 

X 

X 

rf 
OV 

X 
CN 

rf 
O 

y ^ z N 
~ ffi 
ffi vo 

o u 

a 
£ cn 

^o 

CN 

"N* 
X 
o 

o 
o 
rf u 

<n x O 
(N 
o cn 

X + 

SI 

N 
X 

u 
SI 
K 
U 
£ u o 
X 
CN 

X 
CN 

X 
Si ii ° 

£ u 
: x 

00 vo 

Si 

N 
X 
VO 
r-' 

cn 

N 
ffi 
O 

T3 

Ov 
CN 

u 
X u u u 
2 

X 
Si u 

„ u 
tul u u 2 

8 o 
^ 9 
* X & ° 
U u 
0) 
e ffi 
U CN 

ffi 
2 

fN 

ffi 
U ffi 
SI -u 

~ y r-
N W cn 
X Z c^ 

r-
cn 
CN 

K 
U 
U u 
2 
X 
CN 

X 
Si u o u 
2 

S ffi 
w CN 
cn _r 
cn 2 3 

ffi 
U 
U u 
Si z 
X 

rf cn 
00 

1 <N 

ffi 
O 

fN 

X u u. 
ffi 
2 

§ 
a 
rf 
VO 

p 
r-^ 

O 
<N 

~ X ^ u nr <? 
H 
S O 
1 SI 3 8 

X 
yp CN 

^3 rv 
I 4-> 

8 s 
S CN 
tj; ^ 

N 
X 
o 

Si 
0 u 
X 

1 u 
CN 

X . u 
cn O 

X z 

K 
CN 

CN 

£ 

rf cn 
00 

8 
<N 

X u 
<N 

X o u 
X 
2 

x a 

tj P; 

u 
cn 

o o 
rf 

cn 

"N* 
X 
© 

U rs x 5 
o r-» 
CN 

X + 

PH 
£ s 

x 
£ u 
V 
K X 
U CN 

8 
x u 

<N 

K 
U 
° S3 
X z 
CN fN 
<_r X & u 
£ 8 
?: B 

X 
ffi 2 

8 o u u 

rf U ov 
^ 5 
8 £ o ^ 
ffi 2 

^ x 
O 

r-^ U 
- U 
^ U 
ffi ^1 
p 2 
iT a 

Ov 
O 

3AMEH?1fOIHI/1l/l J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

163 

ri- EC vo CN 

tO 

cn EC 
o 
rj-
CN 

a + •> SI 
O' S? 
U <N 

X 

o 
00 ju' 

8 u 
EC 

2 (N 

EC 
U 

<N 

EC 
U (/a o 

^ EtJl 
2 
EC 

rj-
00 
vd 

8 
O 
EC 

cn 
cn 
N 
ffi 
O 

o r-

1 
X 
9 
X u u 

"S ^ 
& 1 

ri" vo O 
fN 

^ X ^ u 
r? X H 5 

un 
tN o cn 

X + 

VO 

fcC 
a 
I-, 

o 
o 
rl" 

fN 

N 
X 

PH 
£ 
&H 

& u <D « 
H EC 
U tN 

00 
vd 

EC 
tN 

*51 u o 
00 

tN 
tt 
S 

EC S" <N nc 
i <*.> 

o u 
u 
u 

o J? 
t-: X 
LIL fN 
^ X o u 

1? ^1 
X o 

EC u o u 
u ^ 
3 EC 2 cn 
si s" U o 

fN . 

EC u u 
x Q cs Hj| u 

X 
2 
X 

vo 

cn 
tN 
cn 

(N 

X u 
SSI 
9, 
X u 

u 
EC 
CN 

N 
X 3 
00 — 

II r~-

U" § X o 

cn 
CN 

2 
EC* 
U 

a 
i SI 
N 
X 

O cn 
O cn 

tN 

rj-
ON 

EC 
rj-

N 
X 
rf-

cn 
00 

N 
X 
oo 

X 
- Si x g1 

X O 
Si " 
x u 
EC 

EC 
CN 

T3 
T3 

O 
O 
00 

EC* EC u u 
P' •£ EC 

U u 
§ EC ^ 

CN 
VO 

8 
X u u 

u u p 

3AMEHFlfOLHMI/1 J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

164 

cn 

CN 
in 
CN 

a + 

C <D 

VO r-~ 

tr 

H 
2 

to 

O u s fc* 
sf 

l-H 
S 
d o 

a 

& <u 
a 
U 

a 

o 
t> 

£ 
U 

u 
a1 
U 

fN 
a os 
O ON 
U <N 

a i? cs a 

cn ^ <=* A 
CN 

a ^ 
i/-» ^rr1 

£ u rs a u 
u z 
a" 
rj-

00 so 
rn 

so U 
(N .. a -» U 

Z SI u u 
a H u. a 

CN 

a 
£ 

gi x o ~ 
a" & 
<-< rt 
c/f ^ 
w 00 

51 u 
a" 

r-
rn 
co 
N a 

u _ 
(N 

EC u rn-u ™ 
£ f 

II os >—> en 
U ^ 
SI u a 

fN a ^ 
z ^ 

a 
cn 

so 

tr 

tt 
2 

so 
CN 

a 
o 

U 
a 

1 S T3 
I o o 

S 
t* 
a u 
£ 
m 

o o 
r}-

U 

U 
a1 

9 a u o 
a" 
CN u 

fN a u 
U CN 

CN 

a 
CN 

C <D 
3 
SO 
vo 

m 

d 
rj-
CN 

a + 

"" N & a 
* 
& 
<D a 

o 

U U 

N a 
o 

II 
l—J 

u 
(N a u 

a* u 
£1 u o 
a 
CN 

a 
cn 

r~~ 
en 
en 

N a 
r-; 
rt-

N a 
o 
l> 

a 
Si 

u z 

ri-oo 
so 
'N" a 
r-; 
rf-

a u a u 

en 
oo 

a o a o 
fN a 

Si 
5 
a" 

r-
so 

O u u a a u z 

oo 
© 
cn 

z o 
a" 
CN 

O 
rf 
rn 

a u a . . o a 

'N* 8 a o 

Si u Z 

>n 
CN 

% a u a u 
Si z 

3AMEHFlfOLHMI/1 J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

165 

EC 
cn 

a 

St 
S 
to 

vo 
"O 
i o o 

Sf 
l-H s 
cn 
»' H 

d o 

cn EC 
T—t 

d cu 
rf-
CN 
II 

s 
+ 

& 
X + <D 
S 
U_l 

1=1 
y 

in 

CN 

/NS 

EC 
o 
K 

U 
CN 

EC 
U 

y 
EC* y 
y 
EC 
CN 

a <u a 
•f 
VO 

N 
EC 
m 
VO 

ta u 

CN 
OS 

>—1 cn 

^ AN Jl ® 
u 
£1 £ 
9, rf 
EC w 

6 Pi (N * i 
EC 
U u 

Si 
y tc 
£ ~ 
EC 

CN 
OO 

si 

EC 
CN 

r~-
cn 

N 
EC 
CN 
d 

<N EC 
U 

N 
EC 
o 
r»' 

EC 
O £) 
y 
y 
EC 
Z 

N rt M y 
,-S1 

CN EC 
o o 

X X 
N * 

EC ® 
in — 

c/f 
CN 
OO 

O 
<N tc 

U EC 
hi? tN EC 

ta m 
U u ™ 
EC £ CN EC 

tC 

Si y 
fN 

X u y 
tc 
% 
EC 

EC y 
EC 

X O (N . a u 
Mi § 

u 
£ 

in 
vo 

c 0) 
3 
VO 
VO 

o 

U 
fN - tc 

AN U tr C EC 
5 u 1 SI H o 
2 O 
^ EC 

I +-> 

8 2 
6 CN 

~r N 
* EC 

^ 5 t> ® S 

CO 

vd 
<n 
CN 

ffi + 

t-H s 
cn 

d o 
rT 

K 
PH 

O 
r»" 

U 
CN 

EC 
U 
sa 

5 O 
° EC 

£ O u B rc 
U CN 

EC 
CN 

CN 

£ 

U 

8 
EC 
O 
EC 
U y 
EC 
CN 

EC 
CN 

4 T3 

n-rr 
cn 

8 
O u 

r» 
cn 
cn 

EC 
rT 
d 

EC 
O 

EC 
O 

<N 

EC 

Si u 
fN 

EC 
U hrH U EC 
ffi rf 

C <D a 

rf u 
fN 

o EC 
U 

Si z, §' a 
CN 
00 

vo 
r-^ 
cn 

N 

vq 

EC 
O 

fN 
EC 
U 
EC 
y 

8 g _ 
EC EC i? u u 

fN 
EC y 
y 

EC 

EC y 
EC y 
SI N y 

vo 
cn 
CN 

EC 
O 

y 
EC o 

CN in 

o 
Os 

cn 
oo 

EC 

EC y v y 
EC y y EC z, 

in VO 

3AMEH?lfOLHW/1 J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

166 

s a 
in r-

CN 

o 
CN 

+ 

OH 

u 
l-H1 -1 X ^ u 

Ef -S4 

H X 
^ O 

rf" ^ 2 U 
s u 
^ X 

<N 
T3 r, I +-> 

8 ^ s 
a 

m 
© o 

^ % s ^ ~ 
H 9 s 
AN X -' 
^ H u u. 
EC co 

CN 
EC oo 
CN 

00 
in ro 

CN 

CN 

EC 
CN 
r-^ 

U 

co EC U 
aSI 
9 x u 

t* 
DH 
£ u <u 
K X U CN 

N X 

o 
£] 
X o 

tN 

X u u 
ffi" 
CN 

OS co 
CN 

X 

CO O 

^ ST o X 
X £ 
""1 CN 
vi in 

co >C 

3 

% 
EC 
U 

u u 
ffi 

rf 
C\ 
vd 

^ £ O X 
U -H 

CN ^ 

r~-
rf 
oo 

U 

X 
w" 

N x 
vd 

X 
I u 

EC 
CN 

rf 

CO 

O N 
U EC 

/NS U 
X z 

xz' 

oo 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

167 

a <u a 
rf 
VO 

CJ 
U 

o 

U 
<N 

EC 
o 

fN 
X 

N 
X 
Os 
vd 

II 
fN t"-5 

X 
CN 

U 
O 

O 
X 

. I 

X 
CN 

00 vo 

LT) 
O 
CN 

| 
fN 

X o 
fN 

X 

™ X 
vo CN 

T3 „ 

O CJ 

CJ u s 
m 

vo 

CN 

"N" 
EC 
o 
p-' 

CN 

in 
CN 
CN 

EC + 

s § u 
vT fN 

EC g 

EC 
U 
u 
ffi 
CN 

m 
CN 

O ^ 
fN x U 9 a x ^ o 

N 
EC 

o 
ta 

o 

PH 
5 U' 
* EC 6 o £ U <u 
K EC 

CJ CN 

EC 
CN 

u 
EC 
% 
EC 

s S ^ U 
EC U 

r-
ro 

vo U 
^ CJ 

I ̂ 
EC rf 

EC 05 
U t-
y AN 

I g 
« £ 

X to ^ 
00 
10 ^ 

o 
EC 

O r- o 
vd EC 

Si 
£ 

cn 
ro 

EC 
Si 
ffi 
£ 

OS o 
CN 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

168 

a 
l-H 

m 

U on 

(N 
<N 
(N 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

169 

"S ^ 
OH 1 

•3" 
VO O 

<N 
- 55 

O 
E x N 3 
3 8 
^ a 
j£> CN 
T3 ,s 

t 8 <* 
S « 
£ « 
^ o 

55 
CN 

VO 

N 
53 

O 
o 

t--
CN 
CN 

53 .+ 

OH 

N 
53 
o 

O 
X z 
51 
9 X o o 
X 
CN 

u 
(N 

X u 
" 51 9 

X u u 

u -
51 n o 
a N-9 a 

' o X u o 
X 
CN 

CX, u 
fU 
B X 
O CN 

0 
X' 

1 
„ £1 
N U 

53 O 

ov 
in 
oo 

Si u z 
55" 

CN 
00 

I 
Os 

§ 
c^ 
co 
CN U 

. Si 
cn O 

r-
CO 

cn 
CN 

« 
is) 

CN 

« s 
§ 
oa s 
* 
OH 
<D 

« s <D 
OH 
oa 

w 
X E 
« 

33 
ffi 
*0 

k s « 

U 

« s 
03 
O (=5 
o 

r-
CN 
CN 

53 + 

E E 
2 

00^ 
oo" 

§ 
CQ 

1 o, <D 
£ 
« 
2 (U 
O, 
oa 
« 
X G 

G <D a 
o 

a 

n 
2 

oO 

O o 
S 
« 
ef 

l-H 
£ 
cn 

d 
o 
•t 

CN 

55 

53 
§ 
U 

u 
53". 
CN 

P-
O 
CN 

N 
55 
T 

vo 
vq CN 
CN 
cn 

55 
CN 
l> 

HH CM 
- 53 

OH CJ l ̂  u 
<N 

& 53 U 0 <u 
B 53 

O CN 

53 
O 
O 
U 
51 
U 
53" 
CN 

<N 

00 

'N* 
X 
00 
vo 

u" § 51' 5 u X 
X 
CN * *-» 00 s—' . 
ON ^ >n ^ 
CN Q 
AN 531 

O 
53 O 
•"sf 

53 
O 
O 
O 

53 53 

00 
o p 
CN 

55 
CN Si 
53 U 
%, % 5 X O 53 

3AMEHFlfOLHMI/1 J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

170 

EC 
CN 

r-" 
*a u 
cn 

tc 

I 
U 
EC 
CN 

ea 
w 
00 

cn 

U 
cn 

O 
EC! 

EC 
O 
0 o 

1 

EC 
o 
ft 
K 
3 
w 
>n 
CN 

a 
% 

s" 
ft s 

lO 
00 

U r-
EC 
CN £1 u 

£ 

x s 
2 

•St 

9 « s 
N 
CL, 
D 
£ 
W 
<D 
ft 
CO 

a s a 
>X 
3 x 

I g 
a s n ss a 
o 

« 
ts 
S3 
>4 

n x « 
S3 
£ 
S3 

U 
W 
S3 n o 
t? 

t-» 
CN 
CN 

EC + 

S3 
X 
2 

vo 
irf 

9 
CQ s 
* 
ft <U 

£ 
w 

S3 u ft 

o t-» 

a 

St 
a 

co" 
vo 

T3 
i o o 

a u 
S 
cn 

c> o 

00 
r-H 

CN 

"N" 
EC 
cn 

EC 
S o s1 
tc 
CN 

p 
CN 

Os 
CN 
cn 

N 
EC 
p 
r-^ 

U 
51 u 
EC 
CN 

r-~ 
P-; 
CN 

EC 
Z 
EC 

o 
OS 

o 
^ N N |T! 
HJH HM 

n K ffi 
r- „ 

2 (U 
ft oa 
« s a 

<D 
X 

U 

" EC EC ° 
U O 

£ 
U EC 
EC ™ 
CM w 

VO 

EC 
CN 

EC 

I 
O 

CN 
VO 
CN 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

171 

tJ 
l-H 

cn 

o" o 
-3-

00 CN 
00 00 
—* CN 

a u 
u u, 
m in 

w CN 
2 EC * u 
x EC! 

EC u 
X 
CN 

Hr 

E <D 
a 

<D 
a 
U 
a 
a 
2 

00 
vo cn 
l-H vo 
w a 
§ 
CQ 

X z o o 
ECl o 
X 
CN 
H" 

cn 
C5 
CN 
AN 
CT 

f-H 
in 

CX o £ 
w 
2 <D 
CX 
CQ 

W a a 

fcs A 
r X 5 ° 

2 O *»" 9 
J? SI 

£1 
u 
£ 

00 
00^ 
r»" 
/^"s 
X 

I o 
CN 

o 
cn 
cn 

tr 
(-H 

CN 
t> 

£1 
Z, 

O 
U 
S 
tt 

u 
Eel 

O <-> 
X 
CN 

H" 
CX a 

- I 
CN vo 

r, cn 
sb oo" 

x 
CN 
•4-i a <D 
3 
vo 

ST 

H 
n 
2 
to 

VO 
T3 I o o 

w U s 
cn 

d o 
•<d-

CN 

X 
^r 
r-^ 

ffi 
§ 
U 

u 
EC 
CN 

vo 
o 
CN 

N 
EC 

EC 
CN 

O 

cn 

•NT 
EC 
o 

U 
51' u 
EC 
CN 

o 
p 
cn 

N 
EC 
CN 
in 

N 
EC EC 
^ z 

^ EC 

t-» 
ov 

a a 
2 

^ EC 
CN O 

EC O 
U u ~ 
51' 51 S 
u u %, 
EC ffi 51 
O ft O 

cn 

Ov 
O 
d 
r-H 

CN 

ffi + CN 

51 u 
EC EC 
CN ^ 
-M c/f 
Vs_^ 

00 o cn ^ 
cn oo 

5i 5i o z 
EC EC cn *—< 

cn c> 
cn t^* 
AN 

3 ES ° q 
t> K 

EC EC 
Z Z 
EC 5 
o o 
5 EC 
U U 
U U 
£ Z 

r-
CN 

00 
CN 

Ov 
CN 

3AMEH?lfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

172 

* ® 

3 A 
Tf 
VO 

a 

r\ 

et 
2 

<o 

O 
(N 

X u 
(N 

ffi u 
51 u o 

5 a 
CN 

ffi x 
CN CN 

m 
t--
CN m 

N 
X 5i 

O 

oo 
00 

^1 o 

a 
CN 

CN 
cn 
00 
• Cv 

51 
£ 

o o 

a 
S 
m 

d o 

vo 
1—H 

CN 
• r> 

X 
o 
r-^ 

X K 

O 
51 CJ rn 

rs • ^ 

r-
m 

cs a 
OO PH 
m 5 CN e 

X + 

o 
fN a u 

51 
i ̂ ^ a 
& o S u 
<D c a 

CJ CN 

a u 
fN 

a u o 
a u ^ a 

N a 
o 

£ 
ia u 
51 

N U a o 

r~~ 
rn 
CN 

C/3 

CN 
CN 

N a 
P 

CJ 
a 

I 
£ o 
CJ 

CJ 

a" 

oo 
oo 

r> 
t^-

tr u vo 
in 

io oo" 
r~-" 

a 
al u 

*\ a 
CN 

al a 
x 

CN 
lO 
oo" 

i § 
Cv 

r~n 

a u 

a 

r-

>n oo" 

U 
al u 
a" 
CN 

I 
H 
CSH 
K al u 

O 
CO cn 

3AMEHflK)LiJMI/1 J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

173 

CN 

OO 
cn 
fN 

II + 
X + 

S 
3 
vo 

CJ 
H 
£ 

OO 

VO 
T3 
i o o 

fcC 
CJ u 

cn 

o 

U 
CN 

33 „ 
U w 

r»J HH 
CN 

<N 

33 
U 
51 o u 

2 11 
T-H ^ °! o~ 
5s 51 x o 

fN 
35 u 

35 
CN 

CN 
ON 

35 
p 
in 

N 
X 
O 
u-i 

in 

CN cn 

O 
"3-

X u 
O' £ 

^ X 
y y 
!33l u u 

51 5Z 
ffi 

X cn 

r-
cn 
cn 

a 
_T 00 
w 
vo 00 o 

o 
r-^ 

« X u u 

N 
X 33 
Os OS 
vd vd 

^ y 
^ ttJl 
N (J z, 

X 
35 u 
O HJ 
5 o & 

<N 

X u o 
CN 35 

o 
00 
00 

cn 
CN J 51 

u u 
X X z z 
a 51 Q U O &3l 

fN "Z .. a . 
u o w 
U U x 

"S ® 
& 1 
vo 

CJ u 

u 
IN 

X u 
CN 

X 

N 
X 
o 
r--' 

II 
s 

&5 O 
5 t=t 

2 
to 

U 
U 

35 
CN 

OS 
r~-
CN 

u 
35 
£ 
51 

cn o 

N 
X 
cn 
oo 

N O 
X 33 

CJ cn 
, n» oo 

X £ 
<> CN H-i-i 

T3 r\ _ 
I -u 

O o 

^1 u u 

vo 

o vo 
CN 

X + 

tc 
CJ u 
£ cn 

o o 

D a u 

u" 
5? 5 X o 

fN 

X u 
^ l-H ~ X O o 

X ,. 
CJ H, 

&3I £ 
?.Ss u 
m CJ n -cn X 

o 
i> 

CN 
33 
U 
51 u 

fN 

33 
U 
O 

u 
X 
CN 

o 
cn 
CN 

X ±3 CN 33 

N 
33 
o 

O 
33 
Z 

<N 

33 
U 
51 

00 

o 

Os p 
00 

1 
33" 

cs 
OS 

^1 
U 

U cn O 
u cn Iz; 

zf 

CN cn 
cn 
cn 

3AMEI-mfOLHI/1M J1I/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

174 

c u 
3 
vo 
— 

Cf 
l-H 

S 
to" 

T3 

O o 
2 
tc 
a 

t-H s 
cn 
r-H 

© o 

cn ffi — 
r>-* OH 
o 
CN 
II 1 + 

r—n a & + (U c 
O 

o 

CJ 
EC 
9 
K O 

3 o 
a* 
CN 

VO 

CN 

K 
CN 

CN 

co" 

a 

u 
51 
9 a 

„ o 
^ HH « a o o 

N a 
o 

N a 
IT) 

a S 
CN 

t£> a 
m SN a co o 
5i S o u 
a" a" 

i> co 
co 

a 

a o 

£ £ 
?• N 

CN 
00 

N a 
CN 
00 SHI 

O 
N R a ^ z 

a 
>o 

N a 
o 

N a 
o o o 

a1 
u 
S 

<N a u CJ 

u 
a 
CN 

l> 
CO 
CN 

a N CN a 

u u a a z z 
£ 51 u u 
51 a o u o u 

a 
Si 
CJ oo 
a ^ o o 
5 I 
T3 
T3 

8 o 
t< u 

a ~ u n ° 
a z 

<u v 3 A 
^t-vo 

a 

o 
fN a u 
fN a s u 
5 u 
CJ 

"1 a 
vp CN 

XJ ^ 

o u 

a 
CN 

CN 
00 
CN 

a 

N a 
o 

CJ a z 
5 u 
EC" u u 

a 
a 

tc 
a u 

CO 

d 
© 
•«3-

VO 

CN ... u 
£ 51 a o 

u a u a a 
co U 

& Si >n v 
CO ^ 
CO hf 

O r» 

Si 

o 
l> 

co 
r-»" 
r-
CN 

a + 

(N 

a 5 

fN a ,, o 
)1L fN ^ a u u 

Si z 
a 

. 9, u a u u z, u 
a" a" 

00 CN 
in Os 

75 

PH 
S 
t* 
ft 
5 (D H a 

CJ CN 

51 S> 
a 
CJ u 

u 
a" 
CN 

co 
CN 

N a 

N a 
o o 

TT 
CO 

N a N a 
t> II 

51 o 
a"-

o a 
% a u 
51 ^ 
U co 
O co 

oo oo 

a 
y Mi a ^i u u o o a a z z 

zz'\ /•s 

cn 
^Ti cn 

3AMEH?lf0IHMl/l J1MCT (flPABl/inO 26) 



WO 2015/137846 PCT/RU2015/000121 

175 

<D V a A 

& N 
OO EC 
n (N 
cn 

II 
•*T 
vo 

a 

H 
n 
£ 
to 

U 
<N 

EC u 
(N 

X u 
u u 

5 EC 
CN * 

5} 
EC 
cn 

cn 
cn 

t3 
o u 
S 
tt 
cf u 
S 
cn 

© o 
*3-

VO 
CN 

EC + 
CX 
5 <u 
C EC 
O CN 

VO 
r*H 

CN 

X 
© 

O 
tN 

X u 
51 s* 
K u u 

o 
EC 
£ 
51 9, 
EC 
O 
O 
EC 
CN 

O 
in 

O 00 

51 N 
EC 
<N 

u 
EC* 
S> „ 
EC -> 
H u" o u; 

% 
EC 
U 
51 u u 

£ EC EC CN 

tc 
CN 

Is-cn 
CN 

U 
&Q 

EC 
a> 

m 
Os 

G 
o 
£ 

cn 
r~-
00 

1 
X 

Os 

c u 

<3-
vo 

a 
b 

o 

U 
<N 

X o 
<N 

EC ^ o «r =3 
3 8 

*° ffi 
_^p CN 
"O 1 ^. 
8 £ 
e. CN 

EC EC 
(N <M 

OO 
CN cn 

s 5i 
3H O 

; u 
J N 

c? EC 51 
cn 

d o 

cn 

vd o 
CN 

EC + 

PH 

O 
tN 

EC 
O 
51 

* EC 
tt u 
0) 
H EC 
U CN 

r-
cn 

U 
<N *T 

EC ^ 
Q. EC 

o 
(> 

<N 

EC 
U u 
EC U 
CN EC 

N 
EC 
Os 
vd 
II 

»—5 

EC 
Si 
x u 

EC 

T3 
3 
00 
00 
vd 
N 

EC 
o 

00 
cn 

"N" 
EC 
OS 
00 

N 
EC 
00 
vd 

5l o 
EC 
U 
EC O 

EC 
73 
"O 

I 
„ SI 
N U 

EC U 

y ~ EC o 
i> 

r-
cn 
CN 

5 
EC 
O u 

N 
EC 
00 
vd 

00 
in 
00 

8 z 

CN 
Os 

Si u z 

3 N 
^ EC 
in os 
t> so 
sT ^ 

EC tC 
Os (J 
00 EC 

^ Si tCil o 
o 2 o z 

vo 
cn 

t--
cn 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

176 

en 

§ 
a 
•"3-
VO 

a 
k 
rf 
s 

oo 
vo 

T3 

O u 

a 
l-H 

o o "3-

tc 

o 

U 
<N 

u w 
^ (N 

N tc a 
m —t 
vo 9P 

VO £H 
CN 

tc + 

CN tc o 
u u 
tc 
CN 

vo 
CN 

U tc z. 
R =£1 
CN 

N tc 
VD 
in 

CN 
OS 

N tc 
oo 

q 
CN 

N 
tC 
vq 
in 

N X 

& <u 
B 
U 

£ § 
(N S a V u JL rs 

tC u u 
tc H 
O m 
51 ^ S> -
X u u 

o 
EC 

4 9 
EC tC 
en O 
^ u o 

tc 
>n 
rn 
cn 

-N* S tc 3 
in in 
vd II vo 

r-en 
CN 

51 o 
EC 

EC N 
CN 3H 

u 
EC 

I 
sr 

U en 
U ci 

g ttjl g y 
Si y 0 EC U <-> 

8 
5 tC 
T3 T^l 
m w 
r- o 
. * oo 

1 e 
tc z 
x 
m m 

tCil 

I u 
<N 

EC 

tC 
O z 
y 

o tcil 
u 2 
EC tC 

!-? 00 O c °- °°« 
S CN CN 5 

H" K 
m 
o o 

PH 

I tc 

a 
l-H 

Cf 
l-H 

in in 
r-" r-" 
ii " >—! 1—5 

5 U 
G w U EC 

CN 
a 
a 
£ 

EC 
O 
o u 

~ tcl tc <j 
EC 
CN 

tc u g> 

w 

oo 

w a 
§ 
n a 
* o, a> £ 
« 
<D 
OH « 
«" a a 

H a 
4) 

O 

a 
>-5 

rf 
s 

cO 

O 
U 

Os 
1—H 

CN 

'a u 
in 
r~-" 

tc 
§ 
u 
tcl o 
EC 
CN 

00 
vo" 
AN a u 
co 

EC 

I 
U 
EC 
CN 

a" u 
CD 
oo'' 

oo" 

I 
H 
OH a 

|H 

OS 
00 

- r-" 

PH 
. r-

A tc 
oo 
en 

a 
t—H 
CO 
o" 

VO 

a u 
•^i-

y Y? 
ECl 
O 
tc 
CN 

i-i >% 
% 
HH 

VO 

o 
r»' 
/ts 
UH 

oo" 

PH 
a 

a u 
vo" 
II 

H-s 
j-T 
>N 

PH 

m 

oo en 
Os 
en 

3AMEHFIKDLI4m/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

177 

ro 
vd 
r-
CN 

EC + 

c <D a 
vo 

a 

H 
et 
S 

to" 

O u 
2 

cf u 

o o 

EC 

* 

& 
0) 
E 
U 

o 
o 
EC 
CN 

vo 
CN 

ON VO 
fN ro 

o 

O 
(N 

tc u 
tN 

tc 
u 

. „ f» 

N AN AN 
E N N g tc tc 
r-: 00 o 
II SP 9^ tC 

tc 
<N 

^ *1 
CO 

'N" 
tc 

y N N 
5 tc EC © °® 

vo 
U' H II 
Ts !-S !-> 
EC 
u 
o 
EC 
CN 

u 
£ 51 EC u 
O hH r-: EC ^ o 
L_L CN 
^ tc y ° 

CN 
tc 
u 

ro ro 
co 
N 
tC 
o 

^ y 
EC a o u 
£ EC u y, Z Eq| 

- tc 
T3 
w 
00 
OS 

O 
ffi 
(N 51 S> 

EC u u 
tc £ CN W 

51 o 
ro 
CN 

U 
tc 
^ iJL, tc -
y rf 5 ir 
O CO 
u 

o 
•<3-

T3 
T3 

O so co 

Si o 
Z 
EC 
CN 

00 

I 
tc 

OS 

N 
EC 
o 
Ov 

EC 

Si u 
u z 

N 
EC 
o 
i> 

tC 
Si o g 
£ 

EC vo 

(N EC 
r-H CN 

N 
EC 

U 
5 

EC tC 

o 1/3 

O o vq 5; 
co vo 

B 
fe <N O' 

3 . *s (N 

" 1? EC 
tC 
q 
r»' 

tt 

£ 
to" 

T3 

R « y EC s o 

u 
fN 

EC 
U u 

u EC 
^ CN 

tJ u 
co 
t—H 

© o 

51 Os 
CO 

O CN 

N 
EC 
o 

5i 
o 
EC 

i> 
CO 
co 

N 
EC 
o 
r-' 

t- tc 
oo vo 
CN 
II + 
tc + 

C* 
DH 

<u 
E 

tC o o 
EC 
CN 

C 
<D 
DH 

m r-

N 
EC 
o 

U 

I 
O 

(N 
tC u u 
tc 
CN 

Os vq 
CO 

o 
ts 

EC 
O 

(N 
EC 
O 

EC 
CN 

•tjl O 

u 

h 

SI 
Z 
EC 

CN 
00 

EC 

o z u 
% 
EC 

U U OS 

CN 
tc .. o ~ w y, 

o EC St3 
C* O U 

O U U CN U 2 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

178 

N 
tc EC 
CN OO 
+-r vd 
w II o 
t--

CN 

CN 

EC + 

CN 

/s? 
u 

rf 
2 

OO 
vo -a 
i 

O 
O 

cr 
l-H 

co 
d o 
rf 

OH 

DH 
H 

EC 

I 
U 

(N 

tC o o 
EC 

X 
CN 

VO 
tN 
CO 

N tc 
00 
vd 

tC 

tC 
U 
51 o 

<N >/-> 

Si u z 
® EC - tc 
in 
o 
i> 

o 
00 

51 X Z S, 
u 
£ 

X 
CN 

o vo 
vd 

2 
O 
EC 
Z 

X 

o r-~ 

51 

a rj 
S EC u z 

z, 
y. ^ I u § 
IJH. 

EC o 
<N Q 

^ tc m — o 

•<3-
CN 
00 

<N 

X 
U 
EC 
£ 
Si z 

CO o ~ a 
y % x 53 z u 

<N fN 

EC X u u y y 
SC!l ^i z z 

X 
CN 

co 
CN 

00 
vd 
tl 

51 
* $ « EC X u 

£" % H 
^ tc 53 

U CN 
SI c 
o S 
EC co 

"S 
rf 
s 

to 
VO 

-O 

•<fr 
VO 
l> ; EC 

£ . . 
N 

O 53 X 
O <N 00 
2 S MS 
t=t -< 1 

r. 

tr 
UH 

SI u z 

Crt 

T3_ 
Os 

in "-m 
o U 

CN 

CO 

d o 
•rt-

N 
X 
00 
vd 

TJ-
CN 
CN 

tc + (D 
e u u 

tc 
I £ o .. o 

O EC-
X Z 
3 a EC CN 
O _r 
5 

EC 
CN 

o 

o vo 
vd .. I1 
N X 

VO 
O CN 

tc 
00 
vo 

CO 

O 
EC* 
U o 

tc 

•<3" 
CN 
00 

EC 
0 tc 
£ 

1 
co q 
oo 

EC EC 
% % <N fN 

EC EC u u 
fN fN 

tC EC o o u o 
tt!l &3l 
Z Z 

xz 

CN CO rt 

3AMEH?llOIH 1/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

179 

m 
oo cn 
CN 

II + 

EC + 
2 

EC 
CN 

O 
vd 

X 
£ 

fN 

EC 
U 

fN 

EC u 
51 ^ 
U 
U cn 

EC ^ 
<N ffi 
^ oo 
(N 
CN 
CN 

N OT 
EC ̂ OS o t--

- EC ® g 

51 g u £ 
fN •> 

EC EC 
U ^ 
EC 
O o 
EC 
CN 

o 
r~-

-

ft H « 
<D a u 

N 
EC 
o 
vd 

EC 
fN 

EC 
O 
51 9, 
EC 
O u 

EC 
£ 

fN 

X u 
5 o u 
EC 
£ 
EC 
CN 

CN r-
CN 

- y 
^ E^l 
ON U 

^ EC 
N 

EC rf 
00 w 

vd o 

cn p 
00 

1 
EC* 

x o o 
EC 
£ 

ON 

EC 
% 
EC 
U 

CN 

EC 
O 
Si z 
EC 

X £ <N PC 

ffi 

51 o 
fN 

EC 
U _ 
x 8 
Z vd 

$ 
EC 
CN 

CN 
00 

I 
fN 

EC 
'U 
h4? EC U EC 
£ £ 8 1 S g 

& 

EC 
CN 
-t-T 

cn >o 
CN 

't? 
b s 
n 
£ 

CO 

M0 
Q 
o o s 

33 
K 

fee 
2 cf u 
r-" s 

cn 
s *—< 
a © 
ctf o « •Tf s 
* 
ft X 
<U 

ft 
w £ 
2 <D 
ft P< « H 

w <u 
s e 
a o 

t/3 

51' u 
EC 
CN 

VO 

N 
EC 

vd 

cn 

CN 
X z 
EC 
CN 

cn 
JO 

»n 
i—H 

51 u z 
l EC 

-3-oo 
vd 
N 

EC 
II 
U o 
5' A o 
EC 
CN 

OS 
r-; 
CN 

N 
X 
00 

u 
5' 

EC 

I 
U 
X 
CN 

cn 
cn 
N 

EC 
r-
vd 

o o 
o\ 
N 

EC 
vq 
>n 

X z 
EC 

vo 
CN 
00 

8 I 
EC EC 

^r IT) 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

180 

CO 

oo 

EC + 

EC 
CN 

OS 
P-

§ 
CM 

EC 
O 

fN 

X u u 

VO 

EC 

CO p 
00 

£ 
X 
0 

fN 

EC 
U 

1 
i 

® ta 

KCO 
OS 

U , 

ii 
EC £ CM Q 

oo 
CN 

<N 

EC 
U 

(N 

EC . ... u y 
N ^1 

' 2 £ 

O 
VO 
vd 

EC 

(N 

EC u 
EC 
£ 

c 
<D a 

<n co 

nr 

to 
>sO 

X3 
i o u 

EC z (N „ 

EC- X 
U (N 
51 <£ 
u o 
EC1 ~ u o 
EC 
CN 

CN 

"N^ 
EC 

CN 

EC 
£ 
51 

OS r-

51 
EC 
CN 

u 
fN 

SN VO 
EC 

o 
VO 

c <D a 
OS r~-

^ £ « EC a 
l-H o 

vd 
CO 
r-H 

d o 

o 
CO 
CN 

EC + & 
<D 
H EC 
O CN 

X 
% 
EC 
U 

fN 

EC 
O 
51 o u 

EC a 2 ft 
(N 

EC 
O 
5 
X N u tc 

o o 
EC 
CN 

N tc 
p 
l> 

co 
O 
00* 

51 
£ 

fN 

EC 
U 

fN 

EC 
U 
EC" 
O 
U 
EC 

EC 
Z 

S 51 
I? U 

- (N 

EC 
U 

(N 

EC 
U o 

CN o 

o 
vd 

CO 
OS 

I 
9 
O 

« EC 

vo 
p 
CN 

U 

EC 
£ 
EC* 
U 
E£ u 
5 o u 

EC 
CN 

oo 
<N 
CO 

N 
EC 

EC ^ 
0 n 

(S CN 
EC -
U ^ 

01 (N 

u u 
0 tc 
H-T Z* iH (J 
1 H:l 3 z 

VO 
"3" 

r-~ 
*4-

3AMEH?lK3L141/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

181 

x s 
2 

ro 

§ x 
CQ 
s 
* cx 
& 

w 
2 <u 
CL, 
to 

w s e 
JS 
3 a 
PQ 

£ s 
CQ 

& 
S 

U 
S 

>s 
2 tc A 

tc 
s 
CQ s tc x 
S3 

s 
CQ o 
t! 
>> 
CQ 

ffl 

W s pa 
o 
o 

m 
oo 
ro 

cn + 

a 
u 
S 
ro 

o" o 

PH 

* I 
S 
CX 
H 
W <D 
e u 
K 
S3 
2 

VO 
©" 

w s 
§ 
oa s 
* cx <D 

W 
2 <D 
CX 
oa 

w" s 1=1 

H 
X <u 
1=1 

VO 
*o 

a 
l-H 
in 
vo" 

ffi 
U 
U 
X 
ro 

ro o 

cr 

n 
2 
to 

vO 
T3 

i o u 

ro vo 
CN 

CN "3*" 
in AN 
^ nf? ™ jj 
"75 ffil £1 u 
U O 
£' a u i 
£1 ^ 
U o 
HH O ffi — 

ffi 

o 
/5t 

in U 
o-" 

si oo" 
II 

•-9 u u ml 
X 
T—H ecf 
o 

VO 
r--t 
vo" 

ro 

CN 

X u o 
a ffi 

[-H rn 
^Tr 

o' 
o 

>--» vo 
<N ro 

ffi •« 

il 3 y A 
ffi O 
O O 
£ X 
CN CN 

3 
o 
T—H 

00 

U 
in 
oo" 
Ii >—> 

g1 

2 X 

El 
U 

(N 

X 
O 
O 

X 

oo 
in 
•^J-" 

£1 u z 

o 
oo 

ro 

X 
Tfr 

CN 

£)' u 

K 
CN 

r-
VO 

tr 

tc 
2 

to" 

M3 
T3 

X ffi X 
CN 1 1—H 

2^ £ fcf 

CN 
^r ro 

r»n oo" 
ro" • «-• As 

o" vo^ 
£1 u 

<N u' 
ro" ffi 

O 
X o X 
o 
£] X d 

/—t u u 2" 
00 

© 
in 
r-" 

tr u 
in 

X 
CN 

*\ 

CN 

rn 

a o o 

t~-" 
II 

1-5 

£1 
X u a z 

co 
ON o 

o" 
X 
r*^ 

CN £ d, cf 
CO s 

B CO 

CN 
O co^ 

oo" 

3 VO 
co" 

^r r-^ 
vo" & 

l-H 

% 
/*—S 

X £t 
°0^ 

K o o II o 
£1 £1 o 

r4 
X u 

>—> 
ffil u o u 

00 CT\ 
•rf 

3AMEH?lK3L141/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

182 

S3 
53 
S 

w s 
§ 
pa 
S3 
* 
OH <D 

W 
<D 
DH pa 

12 w 

et 
S CQ 
S 
tf • 
S3 
S 

X w s 
pa 
o 
e? 
o >> 

a u 

o 
o 
<st" 

I 
E 

H 
K <u 
3, 
00 vo 

CJ 
U 
CN 
vo" 

co 
ON 
CN" 

ov 
i> 
vo" 

o 
00 

El 
O 

<N 

E 
CN CJ 

U 

EC 

« ?*N s « 
CO 

: S3 ffl 
2 
l-H s < 
£ 
IS pa s t=£ 
S3 
S3 

u 

& . 
ii rj <u ^ 

E 

CQ 
O 
o 

o 
cn 

E + 

S3 y 
S3 
S3 

Ov 
« 
S3 
S3 cs CQ 
S 
N 
DH o £ 
« 
2 
0) 
DH pa 

« s c 

u 
erf 
cn 

Ov 
Ov 

CJ u 

to 

vo 
T3 
I o u 

El 
U 
E" o 
El u 
trf 

in 

^ o 
m El 
CN O 

CJ u 
l> 

(N 

E 
O 

E 
CN 

m 
o 

n 
u z 
ec 
CN 

O 
in 

/•—I 

efit 
E 
CN 
o" 
d s 
a 

E 
O o o 
E 
o" 
DH 
S3 
3 
sb 
OV 

9* 
OV 1 
m in 

oo 
© 

tNI E 
« U, S> 
E. O u u 
EC E" 
CN CN 

£1 o o 

eel 
a x 

—i ov 
« o 

w oo" 

£3 <D a 
CN in 

CJ 

K 
rf 
£ 

to" 

tN 

E 

I 
CJ 

<N 

E 
CJ 

(N 

E 
O 
E 
£ 
EC 
CN 

-o OV 
O 
U 
S «=i 
CJ u s 

cn 
r-H 

d o 

EC 

CN 

15s 
E 
vo 
vd 

cn 
Ov 

E + 

(N 

E 

1 
£! 

PH U 

5 £ y 

6 <D 
H E 
O CN 

E 
£ 

Ov 
vd 

EC 
vo 
vo 

E* EZ 
ec o 
ec u 
si u 
E 
£ 
ec 
CN 

CN 
CN 

N 
E 
in 
vd 

tfil 
55 
EC 
CN 

Ov 
r-~ 

O 
E 
Si o u 

cn 
in 

N 
E 
o 

O 
Si 
E 
O 
U 

in 
oo 
/•—v 
E£ z 
EC 
S* 
E 
U 

«N 

E 
Si z 
ecf 
5 I1 
OV g 

U 
* * 
E E 

^ in 

U 
X tCJl S CJ 

o 
in m 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

183 

C5 
<D 

3 

a" 

H 
n 
£ 

to" 
vo 

-a 
i 

O u 
2 
fct 
tf 
u 

ro 

© 
o 

ON 

ffi + s 

VO 

a 
u 
a1 
u 
SI o o 
a 
<N CM 

a 
CN 

oo 

r--r~-
N 
ffi 

CN *> 
. „ l> 

^N4 j!, 
ffi . 
vo ffi 
vd Z 
II O 

J s1 
h-2 Csl 

a1 H 

a £ * s 
HH <*< 

ffi O o 
a ffi1 
0 o gg 
1 g 
3 £" 

ro 

15s 

a 
IT) 
vd 

vo 
vo 

Si 
o 
2 

u o 
fN a 
a a 

SI a SI a* U ™ 

* 
OH £ 
O 
a 

U 

a o a z 
a" ^ 
CN 1 a 

oo 
CN 

lO 
U' "5 

<N VO a -u 
fN a o a z 

N a 
vq 
vd 

O 
<N a u 

a* u 
I1 z 
a 

CN 
00 

a 

u z 

ON 
00 
K 

I 
a 
CN 

ON 
r-~ 

a 
ro 

in 

a 

H 
tt 
s 

to" 

CN 

1? a P 
vd 

*? U 

a* z 
SI S> 
a u 
a* u o 

£ a" 
O CN 

fN a z 

00 
CO 
co 

N a 
r-

N a 
o 

a 

m 
CN 
r-^ 
A~\ a 

u z 
x 

o o 2 n 
a 
I-. 

m 
p 
ro 

r~i a u 
U N 
a a 
CN O 

r 
E H" s ^ 
a 
CN ro 

VO 

CN 

a + 

~ N & a B ° 
O. II 
H |-"> 
W «v 

S SI u u 

a 
% a u 

fN a o 
SI u o 
a" 
CN 

ro "<* a 00 
o ^ 

-3 u £ o a 
a ^ u *• 
* T 
S * . a ^ y s—•"' S o u 

si o a z u 
a" 
CN 

ro 

a 

r~-
ro 
00 

1 
a" 
CN 

O 
o 

a u a u 
fN a 

Si z u 

rf w 
r- z 
vo *f? ^ 5 
a ^ 
& Mi a §i 
o £ y 
&3i a o 
^ 3 

/^2 

to 
ro 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

184 

C <N § x a* z 
(N 

EC 
O 

" r-4 
^ tc 
s u 
^ SI . u 
rf o 
3 tc 

o 
m 

to 

cf u 

o 
o 
*3-

ON 

tc + 

oo 
vd 
4 
tC 
Z 

. SI 
m O 

(N 

tC 
(N 

O 
O 

N 
tC 

« 00 

CN 
VO 

o ^ 
O CN 

N 
EC 
VO 
I! 
<N 

X 
_ * 
X o 
& ^ 2 o 
* X 
& o 
ti o 
e EC 
U CN 

X u u tc 

5 ® tC CN 
<£ 

ffi CN u 
?: 8 g 

I 
tc A 
CN 

ON 

I 
^ tC s % 
Ei 
cl1 u 

Z- tc 
tc cn 

u 

I 
o 
r-

Si o 00 
CN 

CN 
t> 
CN 
S" "> 

£ tc tc u 
CN 

I £] 
u 

vo tc o o 

£ 
X 

In 
o 

N tc 

SI 
* tc o 

CN tc u o tc z 

tc tc 
H 

& 
a 00 c~> 

LS in 
1? ® 
(-H 00 

CN 

A x 
h z tc 

5 3 £ 
tc 
CN 

CQ 

00 

(X 
S 
0 

m oo 
cn i> 

!=T 
U 

u 

a u, 
00 

cr u 
00 

>0 <Z5 
tCI 
O z 
tc 

GO 
tCI 

CN 
o 
ON 

tcl 6' & u u z 

in 
in 
in 

3AMEHflfOLI^I/1 J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

185 

o oo 

X + 

S3 <D 

© 
ro 

a 
t-H 

rf 
s 

to" 
vo 

o u 
S fee 
a u* 
S 
ro 

d o 
"3-

<L> 
B u 

(N 

K 

O 0x1 

£ -u 

N EC 
X -
© rf t|T ° 
A ^ 

00 

SI u u 
X 
CN 

O 
O 
ro 

"N" 
EC 
o 

St z 

ro 

CN 

'N" 
EC 
o 

X 

I 
0 J 
1 5 
8 i 
C/3 -<3-

„ OS 
EC i> 
CN 

EC 

I 
vc ^ ^ U A u 

„ 00 
<N 

EC 2 ft 
<N . 

X & 
O Os 

t> 

ro 
ro 

EC 
o 

SI 
X 
CN 

O r» 

& si ^ si 
U ^ 

fN 

U EC 
o 
VO 

HS1 U S u 
£ 

u 
EC 
CN 

O 
EC 
U 

U vo (J 
U f- oo 

c <u 

o 

EC 
£ 

N 
X 
© 

EC 
_ U 
^ fS 

^ EC 
a O 
^ SI o s 
rf 

to 

O 
ffi 
CN 

EC 
CN 

O 
O 
ro 

'N' 
EC 
o 

EC 

I 

XJ i m o 
CJ CN 

B 
U 

ro 

d o 
•st* 

N 
EC 

CN 

00 
OS 

+ 
EC + 

x § 

EC 
£ 

fN 

EC 
O 

. SI 
vo CJ 
Ji, U •> £ 

fN 
EC w 2 ft 

EC 

I 
U 

fN 

EC 
U •• y 

x w 
o w o X 
* rf a ^ 
CN ^j-

00 

a si 
Z, 

N 
EC 
p 

EC 

Os 

si 2 <-> 
H ^ 5 a 6 ° 
£ u 
0) 
H EC 
U CN 

OV 
C-; 
CN 

X 
© 
vd 

SI 
£ 

rs ac 
SI 
O 
EC ® 
O rf rs 
EC © 
U r-
U 

, O 

U 
X 

Os 
in 
00 

/f^9 

vo >n r-~ 
in 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

186 

o 
cn 

<D 

fN 

EC 
U 

' - fN 
^ ffi 
a u 
^ SI « o 
rf u 
2 EC 

co" ^ 
£ & 

V so 
o "1 
U ^ s ^ 
R- N « X 
a © 

bn ^ 

HTT N 

m II 
cn 

EC 
q 
r-^ 

m 
o o 

<N 

EC 
£ 

U 
EC 
£ 
Si o 

^ K 
* H EC U 

% EC SI ^ 
^ i£ 
i-ff in os o ^ 
tc1 ^ o ^ 
u En 
af q 
(N C> 

OS m 
oo 

Si u 
£ 

^t <N 
00 

I 
"3-
ON 

!N EC O 
~ ~ SI. oo 
OS 

HI' + 

o 
o I 

1 u 
° EC' 
fr ^ £ u 
0) 
e EC 
U CN 

U 
EC 

_ N EC CN 
Si ««' ® S 

? 8 A o 
o r-

U 

Si u 

G k-H1 <D w 
fN 

EC 
„ U 

~ £ a u ^ si . o 
rf u 
a EC 

EC 
CN 

N 
EC 

r o 

o 
cn 

oo 
~£ 

T3 

CN 

cn 
O 
o CN 

n 
a 

l-H 

m 

(N 

EC 

I 
^ O 

fN 
EC 
U 

fN 
EC 
U u 

EC 
% s ^ N O 

EC £ 
O u 
EC 

in 
CN 

o 

N 
EC 
o 
s£> 

o o 

00 
Os 

EC + 

EC 
% 

X o 
& S 5 o 
w EC 
6 O £ u <u 
e EC 
U CN 

CN 

O q 
CO 

EC 
o 
SO 

tc 
CN 

cn 

N 
EC 
o 
II 

•—5 

EC 
% 
EC 
O 
SI o o 
EC 
£ 

-3-os 

si z, 
X 
CN 

® SI 
r- U 

£ £ 
% rf 
EC 

co o 

o U 
fN 

W oo 

Si $ S1 Z * x 
3 ^ . EC 
J*L O 

U 
EC 

so Z 

00 m 
OS m 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

187 

c <D a tc 
% 
tc 

_ u 
^ tc1 

rsr u 
^ SI « u « o 
* tC 

CO <N 
vo 

V ro o ~ 
CJ CN 

o 
ro 

t=t 
a 
u 

ro 

© o 

ON 
O 5 
CN CS 

tC + 

N 
tC 
q 
so 

tC 
% 
tC 
U 
SI o 
tc u u 

a 
S 
0) 
K tC 
U CN 

tc 
CN 

o 
q 
ro 

tc 
o 
i> 

U 
tc 
£ 

<N tc u si u u 
tc 
(N 

•*f 

CN 

151 

tc 
o 
so 

N 
tC 
O 

U tc 
I u 

(N tc u u 
tc 
CN 

CN 

N 
tC 
o 

tC 
£ 
Si S> 
tc o 
tc" o u 

tc 

r-» 
00 
00 

Si u 

tc 
CN 

CN 
ro 
00 s £ 

CN 
ON 

a 
tc 
CN 

O ""i 
^ U 

^ cc a g 
CN 

tC _ u 
^ t? 
a O ^ si 
^ O u 

tC 
CN 

AN N 

tc ^ o 
°® 00 
VP II 

o 
ro 

tt 
s 
t<r 

VO 
T3 ro 
o 
CJ CN 

sf 

ro 

d 
o 
"3-

N 
ffi 
o 
SO 

(S 

tc 
£ 

ON 
O 
CN 

tc + 

jC 
CX 

tc u si 
2 <J 
* tc 
& u 
U O <u 
H tc 
O CN 

tc 
CN 

o o 

N tc 
00 
so 

u tc 
% tc u 
SI u u 
tc 
CN 

00 
ON 
CN 

U 
tc 
o 
SO 

U H 

^ tcl si g 
U 2 
tc o u 
tc 
CN 

ro 
CO 

N 
K 
© 

fN a 
i 
u 

<N 

tC o o 

EC 

oo 

00 

si 
£ 
tc 

U 
U 

ro 
t-; 
oo 

N 
tC 
q 
oo 

TJ- 7 
S| 

T". u 
3 ® I g 
tc tc 
CN ^ 

o ri­se 
oo 

o 
SO SO 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

188 

<u a 
<N 

EC u 
fN 

X . u N ^ ^ u 

KN 
(N 

© 
ro 

fct 
s 

to 

u 
X 
CN 

OS 

rn 
15s 
HI 
© 

f X 
8 CN 
j§ 
£ 5=2 
bj 
^ A ro ^ 
" (N 

EC 
% 

*• X u 
~ " SI 

9, 
& H 

rB EC 
U CN 

© 

U 
EC 
Z 
SI 
O 

fN 

EC 
O 
U 

© 
© 
"T 

X 
% EC SI ^ 
^ ii (N s—' 

O ^ 
JH f> EC •-
O u 
EC 
CN 

N 
EC 
© 

'St 
O 
OS 

Si u z 

© 
ro 
00 

SI z 

tN 
OS 

© 
in 
tN 

EC + 

© 
© 
ro 

I ^ EC U 
si 
U u 

o SI X z 

© 
vd 

® £ " Si 
on O 
© § z 

g 
a 
© 
ro 

EC 
% 
EC 
U 

^ EC 
& U 
^ si . u rf u 
s EC 

tN 

ro 

co 
vo 

"T3 

O 
CJ CN 

N 
EC 
© 
vd 

SJ u 

(N 

EC 
Z 

i g 
© 
© 

X 
tN 

© 
© 
ro 

N 
EC 
OS 
MD 

U 
EC 
% 
EC 
U 
SI u o 
EC 
tN 

N 
EC 
ON 
^d 

O 
EC 
Z 
SI s> 
EC u u 
ffi 
tN 

w-l 
ro 
ro 

N 
EC 

- y, 3 531 
O CN 

OS 

SI EC 
£ 1 
EC 
CN 

© 

N 
EC 
CN 
OS 

OS 
*3* 
CN 

EC + 

OH SI u 
* EC 

O u & 
<D 
H EC 
U CN 

fN 

EC 

I 
§ £ 
C u 

fN 

EC 
U u 

CN t-; 
CN 

© 
^d 

II 

© 
00 
00 

EC 
CN 
OS 

EC 
Si u u EC 

I § U z 
<N «~N 

E& EC 
U ^ y 
!UI ^ 
U g x °°r 

3 | 
^ ffi 
r-*- i—i 

CN vo CO vo 

3AMEHflfOmm/1 J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

189 

u-l 

Os 

CN 

X + 

3" 
G cs a 
<u a o 
OH z K 
o 
rn 

(N a u 
<N a 

X 
CN 
-4-T 

II l—) 
U a 

/w u O z u £1 o 
cn £1 u 

u o 
rf 
s 

to 

o 
a* 
CN 

N a 
o 
r-^ 

<N a u u 
vo 

T3 
-*-T 

m 
II •—» a" 

CN 
O >—1 U •<-T 
u CN a 
2 
tc 'N1 

a 
% a 

in 
cn 

G 
U, s m 

o 
vd 
A 

u 
u o 

'N a 
o 

r—t (N 

u 
u o 

© 
o a 

% 
EC 
CN 

II 

<N 

X a u 
-*-T 

O 
a 
% 

&H £61 OS 
CN £1 

S o 
OS 
CN u 

t* <N a 
(N a cx u a u 

£ u o <N 

<u 
G X vd 

II 
H-IH u u CN 1! 

>—5 u 

X 

vq 
oo 

O 
U 

00 

§ ~ 
- Q s 51 

e o 
£? Z ON ^ 

- r--

t£l 
Z 
X 
CN 

o r--

o 
00 
00 

u z 

£ 
O a-
o 
rn 
*-< 

G 
U 

rf 
S 
to 

VO 
T3 

O o s 
G 
U 
S 
rn 
1-H 

c> 
o 
w 

>n ffi 
r—( — 
00 CLH 

CN 
II 

s 
+ p 
a s + <u 
£ 
L__J 

G u 

(N 

ffi K 
(N 

^ a 
N CN 

•"in rv 
HH 73 

S = 
A S 

o o 

U 
E£ u 
£1 
U 

s a * s 
cn 

N 
ffi 
O 
vd 

X 
% a u 
S> 
a u u 

u a 
% a u 
£1 u u 
a" 
CN 

VO 
00 
CN 

'N* a 
o 
vd 

y u' 
z n1 
ta % u z 

(N „ 

u 
u rf 
tc « 
CN Tt 
4-r t> 

ON 

00 

'N* a 
o 

a 
Si u 

rt 
rn 

a 
o 

N a 
o 
f-' 

Si 
a o <N a 

I £ 
o w rs| HIH a •-
O TS" 

<N 

a vo 
u ON 
O vd 

CN rn 
oo 

8 z 
a" 

CN Z 
£ ^1 » o 
AN Z 

I 5 

"3-
VO 

in vo 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

190 

S3 ,_£> CL> sc 3 g 
O ng1 
co >J-1 

^ (N 
^ EC a u 

. u 
rf u 
a EC 

CN tO 

o o 
rl-

in 

oo 
CN 

EC + 

CN l"L| 

^ r-

0 
CJ CN 

1 "3 
^ * CJ o 
bn ^ 
co ^ 
i—< (N 

" tC 
_ % 
ffi U 
& ^ i ̂ «a & o £ u 

<D 
B EC 
U CN 

CO 

15s 
EC 
o 

fN 

X 

O 
EC 
% 
X u 
o u 
X 
CN 

u <N — 
X js 
U ^ 
i-S4 cn EC .» 
O ffi 
EC £ CN t> 

O (J - g 
§ ^ 
EC O 
® EC 

rj " H H-> (J 

S ESI 
<£ a 
CN CJ °c u 
t- ij 

" Z 
EC 

EC 3 
^ t-

00 T—I © °° 

^ y, 
LS 
£3 £ EC ^ 
ON 
•/S 

ffi 
Si u u o z 
EC 

EC u 
<N 

EC 
O u 

ON 

& ^ 
U 
EC 

f- £ 
ro <n 

55 
U 
O 
Si z 
EC 

>n 
IT) 

CN 

N 
X 
ON 

VD 

'St 
(N 

EC + in oo 
in co tj 
« h U 

VO 
VO 

r-vo 

3AMEH?lfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

191 

s 
o 
rO 

a 

rf 
£ 

oo 
~£ 

T3 
i o u 

a u 
ro 
O o •«t 

vo EC 
t~-

CN 

ffi + 

fN 
EC 
£ , 
EC EC 
U ^ 

fN • ^ 
EC 
U 

u u 
EC 
CN 

o 
© 
ro 

N 
EC 
oo 
v6 

ro 
"l U 
<N EC 

Z 
EC tc 
o & 
V? 531 

O 

N 
EC 
00 
vd 

O 
EC 
Z 
£51 
Si 
EC 
U o 
EC 
CN 

EC 
TJ 
T3 ^—-
00 

N 
EC 
o 

ON i s 
EC 
X 
Si u u 

C\ 

5 9 
® Z 

N 
« K 
CN 00 
ro vd 

• r II 

EC ttii 

ro 

EC 
CN 

O r-

PH 
S 
CX £ u c 
O 

EC* 
% 
EC 
U 
£61 u 

fN 
EC 
U u 
EC 
CN 

u 
EC 
(N 

VO 
OO 
CN 

EC 
q 
vd 

q O 
EC 
U 
EC 
U 
u 
Z 

fN 
EC 

I u x 
fN r,"H 

EC 
O 
El? 

N 
EC ^ 
00 EC 
vd U 
II w 
^ O 
N !z 

EC £j| 
© O 
? H 
^ EC 

TJ 
T3 

00 
U t-
U vd 

EC 
Si 
K u o z 

in 
'St 

EC 

£ 
o 

EC 
Si o 

u u 

<N ro 
oo 

o ro 

^ 52 a z 
fN 

EC 

^ EC* 
tr U 
^ £61 - o 
rf u 
2 EC oo ™ 
•£ 

V ro 
o "I o <N 

I" ^ ^ EC 
a q 

f—i vo 

w N 
i-H W 
CN ^ 

O 
t-^ 

vo 
ro 

O 
O 
"3" 

vo 

rt 
CN 

EC + 

(N 

EC 
_ % X g 
& ^ ^ Si 
* EC 
& U U O 
<D 
c EC 
O CN 

u 
EC 

I 
A s 
EC O 
Z j£ £61 « 

<N 

EC ^ 
O ^ 
EC •-
U 15s 
U EC 
x 5 CN 

N 
EC 
q 
t-^ 

o o 
ro 

IvT 
EC 
q 
vd 

O 
EC 
Z 
EC1 
U 
£61 o o 

/—s o 
£c!l o 
£ EC 
EC 1—H 

<N 3 rf vo vo 
Os ro 
CN 

AN 
> «N N 

EC 
EC o 
00 ON 
vd 
II 

II vd 
II l—s 
>-5 N 
N EC 
EC 00 
q vd 

II 
II 
9 O 
§ £t:] 
O 
§ u 

EC u 
U EC z y u !33 z U 
EC EC •—1 1—11 

TS TJ 
t3 T3 

00 O 
ON ro 
VO r-^ 

EC 

3 
i—H 

00 

8 §' 
EC 

rt 
OV 

I 
EC 
CN 

O 

N 
EC-
o 
ON 

N 
EC 
o 

. EC 
EC U S, ^ EC! y 
U Z u u z z 

00 vo ON vo 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

192 

ro 
T—H 

CN 
ro 

+ 

ffi -t-T 
ro 

^ oo 
•w ^ 

CN 
00 ^ 
^ N 
^ K 
tr r-

E-. vo H A 
rf N 
SS K 

CO ^ 

O * u u 
§. EE 
R U 

r? ^ b u S EE ro Q 
^ EE ° £ 
O Z 
s w 
EE <N 

in 

ffi o u 
EE M" u S 
u w 
O $ 
EE" ^ 
CN >C; 
_r N 
3 EE 
os m 
<=> t< 
ro II 

EE 
os 
CN 
oo 

^ Z s § 
$ x. tea x 
U ~ 
K s2) 
^ o 
® £ 

N 
EE EE 

O ^ y 

u 
E$i 

U 
ffi1 
o u 

o 
CN 

15s 

EE 
m 

U 
EE 

U 

Si z 

DH 

£ 
<D 
e 

OS 

£1 u u 

o 
<N 

EE 
U 
EE 
U "n 
EE 
Z 
EE" £ CN EE 

EE 

CN 

O w 
H?? ^ EE oo 
O ^ 

<N 1 
HH • r\ 

S | u S 
EE U 
Z Z 

EE 

o 
"3-
CN 

I 
U 
EE 
U 

<N 

EE 
U o 

r-» 
CO 
CN 

u 
tN 

EE 
V 

fN 

EE 

Si 
* § s 8 

^2 

o r-

3AMEHFlfOLHW/1 J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

193 

tN 

VO 
OS 

cr 

H 
n 
SS 

CO 

O 
O 

cr u, 
ro 

d 
o 

in DH 
00 
ro 

O 
X a 

CN 

X + 

0 rf 
Eqj ^ 
CJ 
CJ CN 

•v LJ' 

£ ™ a 
T3 in 

os ir 
'—l !—J 

u 1 s 

c 
a 
OS 
ro 

a 
m 

CN 
•*3" 

N a 
m 
vd 

U 
(N 

X 

X u a u 
K 
55 
ffi (N 

ro 

& u 
C 
O 

o 
X u a 
£ 

N a 
vo 
00 

X o 
Si u 

fN 

X u u 
a" ® 
o u a u 

H ^ u a 
a" ^ 
CN 00 

OS O 
O 3 a 71 u 
/~N fN a a ° y, 
u tc: 
=3 a 

S a" 55 £ 

1 a 

CN 00 

£] 
a 

o 
CN 

o oo 
£ 
a a 

3 u 
\o 55 

X in 

oo 

Si 
a 
5 o 5 £ 
X a ° rl 
CN y 

8 o u 

os os 

£i o u 
fN a u o a z 
x 
~ 8 >£ §' 
ro CJ <* a =: u 
^ a* 
5 U 

N a 

a 

I 
o 

fN a 
0 

1 
a 

r» 
ro 
CN 

a +* 
ro w 

w CN 
,—< CN °® 
T-H N ^ a 
a f-

£-< vd 

r ^ rf N s a 

T? II 
o *~1 

s * « u 
c? ^ 
S a 
CO (J 
^ a o s 
o ^ 
^ a" a M 

00 
vd 
II »—> 

a" 
55 

fN sc o a 
ta s u ^ 
u OS 

„ T 

a ^ 
CN N ^ a 
w 00 

§ * CN >—s 

'N' a 

* 8 
u 

<N a u u 
£ 

OS 
ffi ^ a 
rf o 

vo a 
in z 
K g 
X u 
Si SI 
* 5 z; » 

C/5 

Crt 
8 £ °. 

in ^ a ° ^ —I 

t C/5 

N a 
m 

S5i ° «3l 
y <s 

, u 
i ^ 

ro 
oo 
CN 

a + 

a 
CN 

a ^ OS 
OH ^ 

<L> a u u 8 

o 
fN a u a 

U os a z T. 
a 2 
CN a-

o 
CJ 

<N a u 
§ Si u 

u 
fN a o 
fN a o a 

&3l 
O 

g 
a U trf 
55 5s a 

CN 
r-

ro 
t--

3AMEH?1fOIHI/1l/l J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

194 

ro 

EC 

ro 

ro 
CN 
ON 

I 
O 
CN 
00 

Si §i u o 
c/2 o 
~ EC W (J 

1 <N 

& O 
CN (J 
ro _ 

oo 
q 
ro 
<n 
CN 

ffi + 

•< 00 
J II 
^ >-"9 

EC u 

N 
EC 
00 
II 

•—i 

EC 
O 
Si u 

fN 

EE 
O 
u 

r-
ro 
CN 

o 
GO 

EC 

"S ® 
<D v 3 A 

in 
VO O rs 

EC u 
(N 

EC 
U 

a 
u 

P-; 
rj-

N 
X 

tc: 
u 
X u 
X u 
£ 

r~-
*3-

cr 

rf 
2 
^ EC 

VQ CN 
"O ^ 
i 

O u s t=t 
cr 

l-H 
£ 
ro 

s ® V CN JL 

ON 
CN 
CN 

"N" 
X 
q 
t-.' 

o o 
"st 

00 
CN 

X + 

o 
rv| 

X O 
& ^ 

* EC 
£ u <u 
B X 
U CN 

vo 
CN 

N 
EC 

O 

x u 
(N 

EC 
U 
u 

HI CN pi 
3 Si ?. S 
© n u 8 * 
x £ 

x u 
EC - y 

£ S1 
-a 2 
2- a 
in i—i 

^ H-T i> s 
ro 

N 00 

ro 
ro 

N 
X 
r-~ 
00 

T3 
3 
00 

X 
00 
t-^ 

O 
X u 

oo 

3 
55 
EC 

^ K 

S x 
- 8 a 

u •3; 
CN 

N 
X 
r~~-
oo 

X o 
Si u 

O ^ 
u 00 
tui Af O N . EC 
X m 

^ ^ s £T o £ EC u u 

ro 

EC 

N 
X 
00 

8 o 
u 
EC 
o a 
£ u 

ro 
CN 

N 
EC 

./No 

'Tf r- r-

3AMEHFIKDLI4m/l J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

195 

d <D 
& 
in vo 

CJ 
u, 

o 

U rs 
EC o 

<N 

EC 

£51 et 
s 

to" 

U u 

ON 
q 
CN in 
CN 

tC + 

X 
_if CN T3 
i +-< 

o X C) ^ 
2 CN 

i-f N £ K 
m ^ s II 
© 
2 U 

. <N 

X u 
& ^ 5 a <s 

X o o <u 
e EC 
U CN 

x S (N ^ 

xT w 
X ^ O rn 

m 

if Si 
* 8 

CN 

5 | 
X 55 
oo X 
•*• EE 

U O 
EC "I o o® 

<N • «N 

EC ^ 
y X 

00 Si u 
«N V 

EC EC 

U 
£61 u 

<N 

X o 
(N 

X (J u 
EC 
CN 

r~-
ro 
ro 

N 
X 
q 
in 

TJ 

q 

£ci u 
X o o 

« X 

t* 
OH 

EC o u 
EC u 
£1 

N U 
EC U 

CN 

N 
EC 
q 
in 

EC' 
O 

Si u <s tc o u 

8 o u 
EC o 

fN 

EC 
O u 

m 

/""N 

Si u 
Kfl 

EC ON ^ vo 
rf oi 

m 
vo 

CJ 

"S ^ a> V 3 A 
u 

<N 

EC 
U 

fS ^ tc ^ u 
rf" ^ 
^ u 

EC 
_o CN 
TJ 

o ^ y $ 
H" ^ t->L ^rv 

_? N 
£ W 
^ £ m t> 

oo 
rn 
rn 

8 o u 
EC 
ro 

O 
d 

EC 
O 

Si u 
(N 

rf EC 

^ 8 ro ^ 
ro 

O o •<fr 

o r~-
CN 

EC + 

O 
Ol 

EC 
„ O 

& ^ 5 u 
* EC 
6 <-> U u 
<1) 
H tC 
O CN 

EC 

o 
ro 

N 
EC 
o 
d 

EC 
u 8 
EC g 
2 £51 w u 
5 H 
CN w 
AN ^ N —r 
KT3 

U ® 
t^l ~ 
U A 
EC ^ 
U ro 

x 2' 

z 
EC 

ro 
CN 
vd 

N 
EC 

O 
£51 
Si 
EC 
U 

<N 

EC 
O 

C/3 N 
ffi ON 
O CN 
ro oo 
II -
^ £ o u 
EC EC u y £ gi o ° 
y x ttj tc 
H rf 
EC m 

o 
CN 
vd 
N 

EC 

N 
EC 
o 
ro 

8 o u tc u 
(N 

EC 
U u 

vo r-r-» 

3AMEH?lfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

196 

x s 
2 

CN 

« 
S3 

CQ 
S3 
* 
On 

R 
w 
2 
CL) a, 
09 

W 
S 1=1 

« 
53 
>4 

& 
53 « 

X 
S3 

u 

1 
EC 
>4 

I I 
IS 

1 

CQ 

ST 
§ 
05 

I 
00 

? 

a 
u 

cn 

<z> 
© 
ri-

tC 
CN 

cn os 
CN rf 

ffi £1 o, u 
"^1 (N 
. EC u u 

- tfil EC 
cu U U 

O 

i 

K 
tcl 

0) 
c 
U 

X s 
2 

w 
S3 
X 
P3 
03 s 
K a, <D 

« 
2 
O 
CX 
CO 

w 
is! 
1=1 

EC EC 
ri- <—i 

cn fN 
CN O 
CN "sf 

i 
cn >r 
00 m 
~ EC 

U 
o 
EC 
ro 
c? rf 

2 
«o ^ 

*? ^ 
O EC 
U U 
S tcl 
tj u 

o vo 

ffit o & 
O l-H 

EC * 

t ®1 IT; 
00 ^ 

^ EC 

S rf u w 
J? ^ EC q 
O oo 

C <L) a 
VO 

tr 
fe EC 

s ^ 2 <D 
- CX 

CO "—' 

O 
U 

X 
u s 
o o 
rf 

cn 

N 
EC 

vo 

EC 
U 

m 

rf 
m 
CN 

EC + 

tC u 
® S6I 
& u« 

« 9, 
& 
<D 
e EC 
O CN 

EC 
O 

SI u 
EC s> 
EC 
O 

<N 
•• EC 
U 

EC EC* 
CN U 

~r EC a S <D lN 

r- r-cn *-< 
>-H CN 

N N 
EC EC 

ws 
vd t> 

II II 
rs (N 

EC EC 
O O 
EC 8 u o 

<N fN 
EC EC u o 
8 EC o u 

CN fN 
EC EC 
U U 

vo 

EC 
CN 

CM 
EC 

2" x 
oo U _; (s 
M EC 
N <N 

EC tc 
vo O 
V ^ 4 U 
EC EC 
52 CN 
^ <£ oi 
EC csi 
U cn 

EC 

OS 
00 

£1 
U N' 
U EC 
EC 
CN 

VO 

vo r~; 
CN 

EC 
Z 

.« 

EC O 
(N 

EC 
U u 

cn 

8 
O 
EC 8 

Z u 
EC1 

S> a 
EC 
U u 

q 
CN 

O (N 
EC 
U 

(N 
EC 
U 

Si z 
Si o z 
I-1H Tf 
—1 (-sj 
VO 00 

m £* 
00 PH 

t §1 
N U 

EC Z 

oo 
r~~ 

OS 

3AMEH?1fOIHI/1l/l J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

197 

s a 
r~-
CN 

a 

* CN 

2 c 
" • 0) 
to sB> 
jo VO 
V ^ 

8 
EC 
CN 

u rs" 
ffi 

g N U oo 
tC 
O tC 
£ 

o u 

ro 

o 
rf 
CN 

X + 

a u 
S 
ro 

d o 

X 

N 
ffi 
O 
vd 

EC 
CN 

CN 
CN 
CN 

N 
EC 
lO 

CN 

tC 
vq 
t--' 

U 
SI 

fN 

EC 
U 
t£ o 
£1 

PH U 
<N 1 ® cq (J 

H1 5 £ £ 
<D 
B EC 
U CN 

EC 
£ 
U 

fN 

X u 
u 

II u 
•—i *v 

- S tc ^ u 
SI « 
o ^ 
tC1 2; O 15s 

(N HH 
tc 35 
u «*J 
tc f 

t/5 
© s-' 
vd ¥ °° 

<N i-T 
tC 3 0 fc 
hS1 ^ tc j? o ® 
* tc 

o EC x y, z ^ S * 
S EC 

r- w 
o in 
ro ^ 

t"' 
N >T ffi y 

tU| 
u 

^ * 
EC ® z u 
SI in O °°. 
^ vo 

tC 
U 'N 
U tC 

u 
EC 
Si 
EC 
O 
Si z 
x 

CN 
00 

1 
EC 

^w' 

*n 

oo 

x 
u z 

>a 
to a 
h4 

a pa 
S3 
a 
S 

X « 
CQ 
O t=! 
o 

CQ 

S g 

a a 
2 

ro 

W a 
9 
CO 
SJ 
N a 
!D 
£ 
w 
2 o 
OH 
CQ 

a u 

ro 

CO 
© ,^-

i 
EC 

H X <u 
£ 
vo vo 

cf 
CN 
vo" 

X EC . EC 
vo 
©^ 
ro 

m r-^ 
CN 

00 
rf 
rf 

r—s 

ECi 

& t£ s 8 o u 

CO 
>a CQ 
*Q 

S CQ 
§ « 
b B 
R PQ 
S O 
pa t: 

S & 
a w 
a r-

CN 
r f 

EC + 

a a 
2 

i/n 

« a 
CQ a 
OH 
0) 

« 
<D 
eu 
CQ 

w" a c 

EC 
ro 

vo 
0\ 

a 

tc 
2 

oo 
VO 

T3 
I o u 

tc 
o' 5 ^ EC EC o 
u X\ tcl 3 
U HH 

EC — 

CO 

CN 

ON 

(-H 

00^ 
vn 
II 

ECl 
Z 
EC 

ON 

VO 

£ g 
^ Ea 
^ X 
M U 

tc „ 
0 w a1 S S $ g 8 
1 i 

CN rf 

CN 
ON 
vd" 

9* 
l-H 
(N 
oo" £1 u -» 

u tcl 
EC * 
1 EC 

ON 
ON 

ECl -j 
r^ C3. EC Si u y o z 

o 
oo 00 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

198 

a K 
CN 

OO 0 SO 
ON n 

(N rs) m 

W 

~ ro 

tr u 
VO 
oo" 
r-T 

a o 
al u u 

I u <N a u o 
a" 
CM 

Os 

ro 

S? u, 

a 

00 

r-" 

si O u 

CN r-
so" 

ai o (N a o u 
K a" 

00 

U H-T 
£ o 
& =9 al u u u 

s ^ 
O PH 
oo 5 
ro a 

£ °~ 
a* % u 
al ai u u 
O S5 

a a 3 
CN ' CO 

^ 00 
3 oo" 

VsO 
£ CN co _ ^ 
co". 

4? ai 
% u 

al a O u-
a1 u 
S a a a o ° £ 
a" o 
al o u 

a u 
CN 
oo" 

g1 

CN 
in 

a 

vo 
<3 
ro" 

uo t-^ 
CN 

<=t 
SO 

oo" 

§ 
u 
irT 

II 

i1 
ttf 

er 
C-H 

so" 

% a o 
a1 
u 
al u o 

Os 

.. O 
al * 
8 S 

Z/N 

CN 
00 

CO 
00 

3AMEHflfOmm/1 J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

199 

us s 
2 
m 

« 
SI 
§ 
CQ 

a, <u 
R 
w 
2 <u 
Pu CQ 

hi 
X a 

5S 
3 x 
A 

s 
pa 
S3 « 
S3 
S 

U 

a u 

cn 

©" 
© 

PH 

CN 

•9s 
u •^r 

x w s 
CQ o 
K o 

CQ 

X 
* 
D 
PQ 

« s 
pa 
o 
t! o 

"w? 

VO 
CN 
m 

a + 

2 a 
t* o 
a al1 
- o 
& a 

a 
CN 

O 
VO 
rn 

a o 

ON 

oo 
o 

al o u 

-9 
l-H 

al 
£ 

al ® u u 

L_J /—\ 5 g 
o u 

o 

u c 
U 

S3 
S3 
2 

OS 
oo" 

§ 
CQ 
S3 
* a <D 

£ 
w s 
<D 
Cu pa 

« s c 

u a 
a 
CN 

CN 00 
vo" 

H 
S3 <U 
S3 

O 
VO 

ST 

n 
£ 

CN Wl 
ON U 

ON 
r-~-
CN 

co 

V o u 
£ 

u u 
a" 

I * u o <Ni 
a oo 
U <*1 

>• al o 
a" 

a 
I o u 

ON 
ON 
l> 

As 

u z 

o 
1—H 

in 

As 
al z 
a" 
CN 

d 
d, 

a 
r"H 

o 
cl 

3 u 
ON 
>n 
II 

al z 
a" 

oo" 

CN 

w s s 
CQ 
S3 
* 
Pi <u 
R 
w 
<L> a pa 

1 hQ 
S3 
hQ 

I 
d s CQ 
S3 »=t 
X s 

rn 
X 

CQ 
O 1=3 
o >> 
CQ 

* >< 
§ I CT> 

PQ « 
3 
S3 
A 

u 

w 
is 
pa o t=! 
o 

o 
CN 

a +, u w 
i-ff a « 
U rs 

U 

B 

OS 

I 
g >•*> 

00 
*© 
f-" 
AN 
W 

l-H 
© 

NO^ 

VO 
00 

<N a u 
ai o ^ a ai z z 

00 
in 
00 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

200 

tC 
CN 

N a 
oo 

o 
^ J? s 
g SI fe w S 
st 
£ 

to 
VO 

I o o 

ON o 
M3 
O 
CN 

X + 

O 

'N' 
EC 
CN ^ 
, r 00 

ffi o 
ffi' 
Z\ 
EC' 
CN 

O 
rn 
ro 

ON 
CN 
CN 

'N" 
tC 
CN 

a u, 
S 
ro 

O 
o II ; 

w ^ x si 
•p-1 ' Ss ' 

5 u ^ P3 S o s I u % 

u 
tc 

N fcji K gi 
s ^ r- HH 
II S !-» Z 

I 5 
ffi1 ^ 
U — 

S1 5 
u z 
K 
CN 

N 
EC 
o 

ON 
ON 

Si 
u Z u Si 
K O 
£ CO 

X tC 

CN |£i 
OO ON 

§ g 
S SI u ••H <N 
® ffi 

U u 
Z' 

: t- 00 

CN 

y u 
tui 
^ S oo fU 
tC o 
~ tt;| 
3 Z 

o 
in 

N 

CN 

tc ^ ** 00 

00 

ro 
U 
X 

N 
ffi 
ro 
ro 

H Si W o tc z z u 
® tc 

r-~-
v£> 

u 
tc 

u 
Si 
2 

N 
X 
© 

^ K 
"N* ^ 
tC ^ 
ro ON 
ro ON 

CN 

CN 

z Si e & ° ^ 
5 Y\ z u <j £ 

(N #N 3 s 
6 3 

u o 
tc 
Z 

so 
00 

r-» 
oo 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

201 

S3 
S3 
S 

VO 
rn 

w s 
S3 
OS « 
53 
* a <D 

£ 
W 
2 
CX « 

53 
1=1 

>53 
3 
53 
hjQ 

k 
5! a 
5! « 
5! 
53 

u 

>5! 
3 
53 
>-Q 

l 
5! 
CQ 
53 
et 
S3 
53 

X W 53 
CQ 
O 
e? o 

PQ 

« 
53 
CQ 
O 
e? o 
w 
o 
ON 
CN 

EC + 

t=r u 
m 
cT 
o 

EC 

EC 
CN 

VO 
CN 
rn 

EC u 
ECI' 
U 

~ sSl & o 

ECl 
u 

fN 

EC u 
re u 
EC 

m 
ON 

„ rn 
<D 
S3 
O 

S3 
5! 
2 

VO 
©" 

w 
53 

CQ 
53 
* 
a> 
£ 
w 
<u cx « 
«" 
51 
53 

EC 
•"3- § 

VO^ 

§ 

B 8 
S3 o 

VO 

EC 
CN 

ON 
#s 

m 
CN 
CN 
lO 
00 

U » 
l-H EC 

U u 
- ffi 
^ CN 
a -s. 
rf 
s ^ 
^ £ 
- EC" 

U 
ECl' 

^ U n u 

IT) 
in 

VO 
r-" 

'§ 
3 
53 s 
M 
S3 
tD 

VO 

EC 
CN 

VO 

oo" 

5f u 

00 

o 
S3 s o 
CO sc 
<D 

VO 

EC 
CN 

in 
ON 

53" 
t-H 

EC 
£ 

ON 

oo" 
/--N a 
t-H 

O 
U 

EC °° 
I A 

R 
O 
3 
5! H O 
M 
S3 
<D 

VO 

EC 
CN 

r»" 

3 
U 

>n 
i—H 

cn 
cn II + 
EC + 

oo 
oo 

ON 
oo 

3AMEH?lfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

202 

EE 
CN 

*a 
o 
oo 

a 
fe X 
n 
£ 

to 
VO . 

*V /N" 
O EC 
O in 

a ^ r ^ 
l-i N 
S EC 
ro ON 

s«—' fN 

EC 5 

N 
EC 
o 

EC 
£ 

<N 

EC 
O 

i E^l 
© 
CN 

u u 
£ 
EC 
CN 

CN 
CN 

EC + 

OO 
CN 

EC 
ON 

II 

U 
Ex? S> 
EC 
U u 

oo 

ro 

N 
EC 
o 

f 
EC 
CN 

OO 
ro 
00 

8 
% 
EC 

8 
O 

^ EC 

ON 

EC 
£ 

• S> 
<N EC 

EC U 
£ U 

Si o 
x/i 

EC 

EC 
CN 

U 
!N 

EC 
O _ 
8 » 
U CN 

U O U rn 

N 
EC 
>n 
© 

ON 
ro 
d 

U oo 

in 
ON 
oo 

•EC 
CN 

o 
00 

a 

H rf 
£ 

CO 
vo 

T3 
i o 

O in 
S d 

N 
EC 

EC 

o 

EC 
CN 

U 
EC* 
S* 
EC .. u 

EC U u 

EC 
£ 

I 8 
r-o 
CN 

N 
EC 

U u oo oo 

ro 
ro 
II *—> 
ttjl 
U 
£ u 
EC 

w-

B R 

« V 
tr ^ 

t-i N 
S EC 
ro ON 

CN 
(N 

ffi + 

O o 

PH 

EC 
CN 

O o 

N 
EC 
ON 
c-^ 
II 

ro 

EC 
o 

N 
EC 
ro 
ro 
II 

i—i 

ESI 
O oo 

<N 

EC 

2 <-> 
* Etj] 
& o U 
<D 
K 

E^l 
; S* 

EC g 
" u 

oo 
EC 
CN 

EC 
U 

o 
(N 

EC 
U _ 
E$1 * 
O ro 

N tc 
lO 
d 

U U O ro 

8 
O 
EC 

I1 
EC 
CN 

00 U ?n 
EC z ^ 
3 Z 
® EC 

ON 

N 
EC 

o 
ON ON 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

203 

K 
<N 

O 
00 

N 
X 
© 
r-^ 

a 
i—i i—f 

to 
VO 

T3 

(N 

Tt" r-
(N 

X + 

fM a 

u 
a1 
S> 
a u u 

vo 
<N 

u 
X z 

(N 

u X 
tfil ~ u ^ 

N 
O X 
0 IT) 
2 © 
^ T 
rW "I 
U N 
£ a 
co m 

1 »' 
ffi EC 

* Si 
OH O 

HM 
H U u u 

a 
tN 

ro 

ro 

X 
o 

a o 

SI S> a u u 
ffi 
(N 

T3 2> 
Os 
•rf 

AN 
N 
ffi 
•<d-
t-^ 

N 
X 
00 

X 
Si 
x o o 
C/} 

T3 
T3 

K 
ffi 
Si u o 
£ 

f-

ffi 
o 
00 

N 
X 
t> 

"3" 

O 
EC o _ 
SI ^ 
U ^ 
O ro 

&3 
U 
X _ o 

£ X o 
m O 
^ oo 

oo 
ro 
00 

© 
£ 

© 
oo 

K 
00 

X 
a 
Si u u 
tZ3 

in 
OS 

SI 
O 
X 

Os m 

i Si 
N £ a 
q 
oo 

X 
(N 

a 

OS 
CN 
oo" 

U 
CN 
oo" 

I1 

oo" 

u 
£ 

^ a* 
© 1-1 
^ ON 

m 

sl i o al 
u £ 

CN 
ON 

ro 
OS 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

204 

w s s 

w s 
§ 
PQ 
5) 
* 
<D 

£ 
« 
<D 
& « 

w 
IS a 
« 
3 as 
hQ 

£ a 
CQ 
IS 
tC a a 

u 

« 
3 
K 
A 

IS oa is 
tc 
K 
S 

w 
IS 
CQ 
o 
R 

w 

tN 
cn 

tC + 

a u 

cn 

o" 
o 

X 

& a> a 
U 
a a 
2 

tN 
ON" 

w a 
§ 
CQ 
IS 
* 
OH 
1) £ 
« 
<D 
OH ea 
« 
S : a 

cn 
tN 

AN a 
t-H 
in 
r-" 

CN 

X u 
tcf S> 
X u 
a 
CN 

H" a 
<D 
3, 
VO 
vo 

ET 
U 

tt 
2 

X tC 
CN *— 

•*fr r-^ 
cn 

m r- 9* u 
ON 
in ~ El a1 

9, w rf 
31 * 5 u ^ £ 
a ^ ^ 
CN VO _H 

00 
§ vo 

m 
ON 
tN 

tN 
oo" 

1"? 
t-H 

tO 
vO 

T3 

ON CJ ^ o 
CN 

As ffi 
ffil S>, ~ 
tC o U «n 

X u 
^ oo 

s X 

> tcl 
9 O 

00 
ON 

O 
O 
S 

tc 
Ti-
I g s I 
U Z, 

u 

00 
ON 

a u 
cn 
r-" 

U 
tcl u 
X 
tN 

X 

ON 
tN 
00 

a 
t-H 
00 
t>" 

ON 

PH 
in 

m 
CN 
/*—N a 
t-H 
m ON 
\o 

ffil 

to 

a (-, 
O rn 

INI i, x v u J!, 
tcl ;zf 
tc u 
H- tC 
O CN 

>H 

PH 
l 

CN 

3 
•>3-

ON" 

'a 
tH 
t-; 

PH 
VO 

tc 

o vo^ 
oo" 

a' u 
ON 
t> 

ON" 

>H >> 
PH 

X o o u 

a u 

ON 
m 
ON 

3AMEHFlfOLHW/1 J1I/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

205 

a a 
2 

VO o 

w 
IS! 
§ 
M 
K 
* 
CL, <u 
£ 
« 
2 u 
OH CQ 

w s 
E3 

>K 
2 
X 
A 

I tc 
S « 
a tc 
X a 
o s 

sS 

X 
A 

tt 
IS « 
IS 
tt a 
IS 

X w 
IS 
PQ o t=! 
o 

CO 

n 
CQ 

« 
IS oa o (=! 
o 

m 
(N 

a 
£ 

a u 

m 

o" o •<3-

a 
"e u 

B 
U: 
a, a 
S, 

o" 
T—H ; 

w a 
S: 
M a 
N 
O.-<D 

R 
w 
2 
tD 
OH i a 
« 
a a 

r-~ 
ON 

a u 
vo" 

a 
CN 

VO 
OS 
rn 

a u 
io 
vo" 

IN a u 
al1 
S* * a £ =a a o °! a1 

a <a a 
O 
al u 

°°« a 
<—< *4-

u w 
l—> in 

r >o 
s? CN" 
2 

to" 2s 
vo 2 

T3 

6 a" 
O m 

al u 

^o, 
00 
rn 
vo" 

"a u 
rn 
vo" 

£ 
PH 
al o 
a 
CN 

un 
o 

a 
£ 

in 
m 

(5 £ 
ii 

^ 31 U 

o 

0 
u 

1 u 

o 
CN 
io 
r»" 

a z 
al u 
X 
CN 

S? 

cn 
cn 
cn 

SJ 
U 

in 

u § 
cn * 
i> a 

u 
al o 
a" 
CN 

m <q 
m" 

<D 

2 
a" 
cn 

CN 
oo" 

a u 
a" 
o 

00 o 

a u 
os 
vo" 

o o 
^J-

I a 

a" w 
CN 

<0 
CN 

<0 a 
E-H cn a a <D a u 

U o" 
in v—' 

00^ vo" 
II 

ov 
>—i r»" 

"5" tsi 'a 
CQ U ^ 

^ m a 
s ® a ov u 
a a 
2 

VO 
vo" 

W a 
§ « a 
* o, <u 
£ 
<L» 
& CQ 

Srf" 
K a 

vo 
CN 

a 
ts 

2 

co" 

O 
O 
£ tc 

u 
al u 
a" 

II >—> 

I u 
a" 
CN 

oo 
in ^ 
CN in •-" °\ 

m" a 
in 
vo" 

a 
t-H 
cn 

^ i> 
« J!, a ^ 
o u 
al al u o rs a x 
U CN 

vo 
Os OV 

00 
OS 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

206 

B 
S 
2 
in 

« 
B 
B cs 
CO 

fa, <u 
£ 
w 
2 o> 
(X 
« 

w 
B 
B 
« 
13 
B 
i-Q 

s pa 
§ 
B 
B 

u 

K 
r1"3 00 

cn 

CN" 

cn rtf SJ ^ u u 
Q cn cn 
^ r-" t> 
W || II 

fS 2 x t? u 
ffil 

« 
B 
PQ 
O 
3 
w 
CN 
OO 
CN 

X + 

P< 
£ 
<D 
B o 
B 
B 

CN 

« 
B 
§ 
pa 
B 
* 
& 
£ 
« 
u 
CL, 
CQ 

w 
B 
B 

X 
§ 
A 

X tj 
o „ 

X 
CN 

o 
fN 

K 
CN 

h< 
B <u 
B 

vo 

CJ 

et 
S 

OO 
VO 

T3 • o u 

© 
CN 

'CJ 
l-H 
cn^ 
r»" 

X o o u 
ffil u 
X 
CN 

CQ 
w 
oo 
C* 
CN 

CJ 
l-H 

T 
r-" 

O 
aa u 
X 
CN 

cn^ 
rf 

ffi cn 
cT 
o 
CN 

ffi cn 

I 
x 
H 
OH 
B 
3 >> 

©^ 
oo" 

•flT 
£ 
£ 
ffi cn 

oo 

cn" 

Cf u 
l/n 

EC 

I u 
K 
CN 

B 
U. 

K 

I 
O 

ffi 
CN 

CQ 
W 

m 

cn 

'tJ 
U 
in 

U 
ffil u 
X 
CN 

© 

CJ u 
cn 
r-' 

R 
o 
et 
B 
B 

X 
CN 

vo 
ON 
vo" 

a> 

ffi cn 

tn 
CN 

VO 

CJ 
t-H 
©^ 
oo" 

§ 
£ 
B 

K 
CN 

CN cn 

CJ 
U 
t> 
in" 
II 

i-J 

ffil 
5Z 

H 
CX. 
B s 

O ^ £ °-
£ ^ 
CN" cn 

vO 

0) 

X 
rn 

CJ u 
in 
r-" 

C-" 

R o fct 
B 
B 

VO 

ffi 
CN 

00 

3 
U 
VO^ 
l> 

R 
O 
tc 
B 
B 

ON 
ON 

O 
o 
CN 

3AMEH?lfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

207 

x is 

lO 
CN 

w s 
§ 
CO 

a* <L> 

£ 
(D 
CX 
03 

W 
IS a 
« 

E3 x 
A 

co 
IS cj 
53 
IS 

O 
S 

« 
3 
S3 
ja 

03 
IS fc[ 
X IS 

cr u 

o o 

00 <o 
CN 

CO 

ro 
tC ro 

a 
l-H 

a u 
m in 

vo 
in 

J. ro" 

(N 

• EC « u 
aST u a, 

H « 
<D 
e 
U 
w 
IS 
2 

ro^ 
K 

o? 
S 
§ 
03 

CX <u 
& 
w s <u 
cx 
n 
w is c 

EC 
O 
O 
o 

- ffil EC o 

a 
U 

vo" 

z1 

EC 
H 
d, s 

lO 
©^ 
oo" 
As 0) 

O 
EC 
CN 

EC 
CN 

S3 ° I °i 
X cN 

EC 

I | o Si 
EC H 
CN X 
03 « o 

o 

a 
h 
»—j 

rf 

«o 
vo 

T3 
i o u 

a u. 
m 

EC 
§ 
U 
ECl 
U 
EC 
CN 

VO CN 
CN CN 
ro" t--

a u 

00 

£1 u 
EC 

ECl ro 
ON 

U' vo" 
I-H" /—N w o 
CN 

EC 
O 
o u 

CN 

CN" 

a u 
r--t 
in 

Cf u 

ro 

o" o 

r- r-H 
00 V© 
r-T CN 

a u, 

o" 

Cf u 
co^ 
r-" 

I * S? O 
tcl' u 
EC1 
u 

EC 

' I 
ECl 
O & 
i—i C r. W 

o EC CN 
CN 

S3 
53 
2 x 00 

0) 
IS 

ro in 
r-H VO 

IS 

« 
IS 
* cx <D 

©^ 
CN" 

"i? 
l-H 
CO 

a 
l-H 

w 
<D 
CX « 
w" is x 

EC 
O 
O 

«©" u 
§ ECl 

U 
O ^ U EC 

CN 

2 

VO 
T3 

tc ON r- o" 
1—1 K ro 
(H _** ro^ 

MD EC oo" 
CN T—H <N 

r»" 'a 
. «N 6 u 
'a 
l-H u 

m" in o II 
r-" <—> 
II •"-> 

ON 
lO tcl 

EC 
Z 
ECl 

"c? 
(-H ffi 

O 00^ 
r-" H" 

EC II CX 
CN *—> IS 

n « 
-a" P* 
i 

a >> 

B VO 
CN EC oo" ro" CN 
AN H" . 3 Cf 
U t~-

l-H 

r--' r»" oo 
II II >--> _«N 

a" 1—s 

u u ^3" 
ECl 
U r-" 

II 

PH 
O 

EC 
CN 

>—s 

Xt 
PH 

EC 
CN 

H" I 
CX s tc u 

o 
CN 

CN 
O 
CN 

3AMEI-mfOLHI/1M J1I/1CT (flPABI/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

208 

a a 
2 

lO 
cn 

w a 
§ 
a 

* 
DH a> 
£ 
« 
a> 
DH 
CQ 

« 
S a 
>a 
13 
K 
J 

CQ a 
tc 
B 
S 

O 

a 
t-, 

co 

cT 
o 

PH 

VO 
00 

a u 

r--

CO 

U 
ro 
o" 

U 
W ECl' 

EC ® " § 
O 

DH 

£ 
<D 
B u 
a a 
2 

a cs pa a 
* 
OH u 
K 
« 
<D 
OH 
CQ 

W a a 

U 
rs 

EC 
U 
EC 
CN 

H' a 
<D a 

ECl 
O 
EC 
(N 

<o 
CN 

vo a 
r—T t—H 

co^ 
3 ^ 
U 1 

EC 
O o u 
ECI u 
EC 
CN 

(-H 

vcT 

kH >> 
OH 
EC 

I 
U 
EC 
CN 

a 
w 

vo 

EC 

ON 

a 
l-H 

l-H 

Dp 
Tf 

X vo 
CN ' 
CO * ' 'w' 
>N CO 
CJ cn 

U. r-

vo 

to 

O u 

0 u 
EC 

1 u 
EC 
CN 

u 
OH I 

cu 
CO ^ 

EC b (N 0\ 

in 
S-l 

vo PH 

a a 
2 
r» 
(N 

§ 
« a a 
OH 
<D 

R 
W 
2 m 
OH 
M 

w a a 
« 

E3 a 
hQ 

a a n a a 
o 

a u 

CO 

©" 
o 

CO ON 
Os O^ 
,-T CN 

a 
t-H 

r-" 

I ® « O 
w ECl' - S> 

a u 
ro^ 
r-" 

EC 
§ 
u 
ECl EC u u 

u EC <N 
CN 

(D a 

a a 

CN 

a )o <u 

"3" 
vo 

w a 
m 
o 
R o 

o 
ON 
CN 

EC + 

« -1 
a .. s e 
* r 
& « 
£ * 
« 
2 
<D 
OH 
a 

« a a 

to 
VO 

T3 

CN 

Av a u 
ro^ 

EC 
O 
o u 
ECl 
U 

<u 

EC 
ro 

o 

•*? 

EC 

I 
O 
EC 
CN 

ro" 

a u 
»n 

U 

K o 
8 
tc a 

CO a u 
vo 

ON 

a u 
lO 

§ 
3 
et a 
2 a 
CO a 
(U 

vo 

m 
l/~> 

a u 
ON 
o" 

O 
S3 

a 
t-H 
r-^ 
«n 
II 

•--5 

ECl 
55 

a 
CO a <u vo 

ffil s 
O „ U EC 

CN 

u 
EC 
CN 

EC 

H 
OH a 
3 

o 
CN 
oo 

EC EC a u 
si * 
w t~-^ II 
•<t '"I 
o" § 
-? S 

tc a 
2 a 
CO a 
<D 

VO 

a u 

r-" 

CO 
o 
CN 

"<3-
O 
CN 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

209 

x s 
2 

CN 

« 
is! 
B 
a 

a, <L) 

£ 
w 
2 <u 
OH 
CQ 

B c 
3S 
3 x 
•fl 

CD B 
St 
B 
IS 

u 

X 
* 

1 hQ 
as 

§ 
oa 
S 

£ § 
oa 
§ 

« 

CQ 

§ 
oa 

I 
© 
T 

? 

t? 00 £ °-
£H CN (N 

""tf" 
CN 

CO CJ CJ ~ u. u 
© in in 
® K t~-" 
3- II || 
« 1—5 

s £ ® 

z 55 
si * o a 
X Tr ft £, 

(J 
55 rf' u 
DH s 
<L> 
B o 
x s 

« 
B 
§ 
oa 
B 
* 
DH 
<U 

£ 
w 
2 
<D 
DH 
05 

«" 
B 
B 

o o u 
HH" SI g u 
55 
CN 

Hr 

B 
<D 

3, 
00 
VO 

CT 

X 
CN 

00 

CN 

1j 
U 
in 

tc 
2 

X z o 
•O S> 
jf rf 
•? U 
O J u ® S CN 

, *V fcC ^ 

© 
ON 

a 
U 

VO 

55 
Z 
aSI u 
55" 
CN 

oa « 
Ov 
CN 

55 
CO 

vo 
ON 

51 
U 

U 
o" 

oo 
ON 
VD 

X 

o 

© 

vo 

CJ 
l-H 

CJ u 
CN 
vo" >n 

B 
B 
2 

co 

« 
B 
§ 
PQ 
B 
* 
DH u 
£ 
« 
2 
0> 
DH oa 

w 
B 
B 

>B 

B 

£ 
S 
PQ 

O 

>B 
13 
B 
J 

tC 
B 
PQ 
B « 
B 
B 

IB 
l-H 

co 

©" 
© 

CO 
oo 

CJ 
U 

CN 

B 
UH 
co, 
r~-" 

s X S ^ u I? 
55 rf1 

O 
55 
O 

O u 
si u 

PH 

r-
in 

CJ 
l-H 
°0, 
vo" 

DH 
H « 
D 
H HH ~ U 55 rM 

CN 

B 
l-H 
ON 
in 
II 

^ 55 
EG *z 

I " u ^ 

B 
PQ 
O 
K o 

© 
CO 

'55 + 

B 
B 

vo 

« 
B 
B cd 
CQ 

H 
B 
<U 
B 

vo 

cr 

CO 
©^ 
CN 

tJ 
l-H 
CO_ 
r~-" 

00 
co^ 

„ oo" 

55 
CN 

X o o 
2 3 rf s T u o u 

DH <D 

£ 

DH oa 

tc 
2 

to" 

B 
B 

55 
CN 

oa « 
ON 
*3* 

CJ u 
oo 
vo" 

o 
rf 
O 
55" 
CN 

B 
U 
© 
vo" 

X 
CN 

PH 
o 
3 
©_ 
00 

X 
CO 

in 
© 
CN 

VO 
© 
CN 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

210 

a s 
2 

so 
CO 

w IS) 

a s 
* a, 
£ 
w 
2 
(D 
PH ea 

w s 1= 

« 
3 x 
uQ 

>> 
tC s « 
is! 
tC 
35 
5! 

u 

ffi ffi 

« X 
ffi o o o 

X s 
2 

co 
CN 

§ 
m s 
* 
PH u 
R 
w 
2 
<D 
PH oa 

« s a 
« 
3 
X A 

tc s « s tc 
X 
ES 

U 

o tc 
X s 

oo 
00 

N, so ^ s 
^ SC­
ON w 

so" so 
II CN 

X 

I u 
X 
CN 

§ 

S3 
CN 

ea « 
r-
CN 
CO 

a u 
CO 
r~" 

U 
cfil u 
ffi 
CN 

r x H " 

o 

CN 
CN 

cr u 
CN 
Os 

t! 
O 
tC 
33 
S3 

so 

X 
£ 

ON q, 
oo" 

a u 
oo^ 
oo" 

Tt"" 

« 
o tc 
33 
S 

X 

CN 
CO 

cr u 
SO^ 
o" 

X 
O 
O 
U 

o 
o 

EC 
l-H 

lO 

r-o 
CN 

00 o 
CN 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

211 

a 
s 
2 

vo co 

« 
s 
9 « 
s 
* 
OH 
D 
£ 
w 
2 4> 
& 03 

W IS a 
« 
3 
a 
hQ 

« 
is ec a 
IS 

u 

X 
* 

!>S 
3 a A 

s « 
IS St a s 

X 

« o 
o 

co 
•"3-
CN 

EC + 

Cf 
t-H 

o o •<s* 

O 
U 

a. 
S3 
S 
2 
r-
o" 

9' m IS 
* 
OH <U • 
£ 
w 
2 u 
OH ca 
« 
a a 

m o 
CN 

oo 

a 
CN 

00 o 
(N CO 

EC i> 
u ON 
EC m 

r>-

m 

'El? 
U 

r CN 

EC 
U 
EC 

00 oo 
CN 

- EC 
EC! y 
U 

fN 

EC 
U 
EC 
CN 

"3-

CN 
CN 

I 
to 

EC 
CO 

CN 

EC 
U 
EC r~-

EC 

a 
0 >. 
o oo 

EC 

I 
U 

<N 

EC 
U 

§ 

ON 
NO 

a 

n 
2 

tsO 

v£ 
T3 
i o o 

S 
« 
sf 
u 
co 
d o 
Tt-

00 

CN 

"N" 
EC 
•3-

EC 
CN 

o 
CN 

. U 
S SSI 
o u 
SI u 

u 
EC 
CN 

EC 
CN 

OO o 
CN 

"N* 
EC 
CO 

tc" 

in 

C-^ 

<D 

9 

EC 

IT) 
"3" 

<l) 

CN 

"N" 
EC 

EC 
O o 

EC o o u 

o q 
CN 

N 
EC 
00 
in 

£ EC 
£ 

t* O 
fN a ' u <u 

e EC 
O CN 

U U 
$ SI 

U 
EC' 
O EC 

00 
CO 
NO 

N 
EC 
CN 
r-^ 

NO 
00 

CN 
* 5 
§ 5 

Hr ^ 
g <N 

00 
VO 

Cf 
u 

fit 
2 

to" 
ND 

T3 
i o o 

Cf 
l-H 

EC 
CN 

3 
u 

f-" 

CO m 

5 I 
^ EC 

EC 
§ 
9, U $ a u 

u 
£ 

u 
EC 
CN EC 

CN 

VO o 
Cf 

l-H 

co 
o o 

o 
VO 

<N ^ 

Cf 
l-H 
m 
r-' 

cr 
u 

r-" 

U 
U 

EC 

" O 
00 vo 
CN 

EC +, 

5 o 
OH EC 
U U EC a> ^ CN 
6 S ^ 

& 
g 
*•»> 
r-vo 

^ SI 
VO Z 
^3" 
r-" EC 

1 St o 
OH IS 
3 

o r-

i 
EC 
CN 

OH S 

ON o 
CN 

o 
CN 

00 ro ro 

3AMEH?lf01Hl/11/l J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

212 

tC 4^ 
CN ^ 

M, CN 

m : cc 

<N 
oo 
CN 

DC + 

00 
m 

a 
*—> 
ti 
£ 

OO 

O 
U 
S si 
cf u 

m 

CD 
© 
"3-

I 
tC 

<D 
B o 

cr 
l-H 
in 

tC 
U car 

in vq 
CN 

Cf 
l-H 

O 
o u 

a u 
u 

o 
d B a 
w 
O r~-

I 
U tcl 
tc u 

O ffi 
s 
CN 

(N 

00 
E " 
<D CN 

a s 
3 

m 
tc 

VO CN 

O <S 
Si tCI IS 
O 3 
CC ^ 
CN cn 

£ » 
cr 

(-H 00 
VD 

„ r-" 

2 A. 
I II O 
u 

tc tcl 

cr 
u 

<n 

't? 
t-H 

t-^ 

u z 

I tC U ft 

tcl u o 

s 3 

5 
tc 

IS 
3 
w 
O 
VO 

g 

CC tc tc 
CN CN CN 

VO £> ^ m ® 
T CN fN 

LJ AN B> » B> 
l-H u 

« 1 

vo os 
CN 

tC + 

OO 
VO 

T3 
I 
o u 
tc 
cf 

l-H 

cn 

CD 
CD 

t* 
I 

EC 

& 
U a 
o 

fN 
CC 
u 
tcl 
S> 
tc u 
tc 
CN 

i> 

o 
o 
u 
tcl u 
tc 
CN 

(H o 
X 
a CN 

cr 
t-H 

cr 
u 

r-" 

" g Z" ° 
Z, U 
tcl' tcl u u 

in 

a u 
u 

OH 
IS 
3 

in 

vo" 

U 
EC 
CN 

rn 

3 
l-H 

P-" 

o 
aSI 
u 

tCI 
£ 

o 
o, 
is 
3 
w 
in 
c-~ 

I 
tC 
CN 

d 
OH 
IS 
3 
vb 
>n 
in 
r»" 

cr u 

u z, 

3 
o 
{i. 
IS 
3 >> 
o r-~ 

E? 

X 
IS 
2 

m" 

9 
03 

OH 
(U 

w 
<D 
OH co 
« 
IS 
E 

B 
S 
2 

CN 

« 
B 
B e) 
03 

OH 
(D 

£ 
w 
2 
<L> 
OH a 

M 
B 
E 

« 
C3 
E 
*0 

£ 
S a 
I 

E 
B 

u 

*Q 
E 
HQ 

t=t 
B 
CO 
B tt 
E 
S 
rn 
X w s 
CQ o 
R 
O 

« 

cn 
CQ 

« 
B 
03 
O 
R o 
5^ 

CN 
m 

CC + 

i z 

o 
X 

ON m o 
m m 

CN 
Tf 
m 

3AMEH?1f01Hl/11/l J11/1CT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

213 

3AMEI-mfOLHI/1M J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

214 

Tecrbi Ha SHQjiorHqecKVK) aKTHBHOCTb 

Aanee npHBe^eHO AeTajibHoe onncaHHe SKcnepHMeHTajibHbix npHMepoB, 

nO^TBepacaaiOmHX 3<|)(|)eKTHBHOCTb coeAHHeHHH oSmefl (f)OpMyjIbI I AJia npO(j)HJiaKTHKH 

H JieneHHa 3a6ojieBaHHH B COOTBCTCTBHH C A&HHHM H3o6peTeHHeM, me npHBe^eHHtie 

5 npHMepti He npeAHa3HaneHbi AJIH orpaHHneHHa oSteMa H3o6peTeHHa. 

IIpHMep 1 

npOTHBOBHpVCHOe AeHCTBHe COejHHeHHH o6meH (|)OPMVJIbI I B OTHOineHHH 

BHpyca KoKcaKH in vivo 

npoBe^eHHa nccjieAOBaHHH 6biji Hcn0Jib30BaH TpHncHH3aBHCHMbift nrraMM 

10 HCXV A2, npeABapHTejibHO aAanTHpoBaHHbm H Bbi3braaiomHH rnSejib Mbiuieft OT 

KOKCaKH-BHpyCHOH HH^eKIJHH. 

3KcnepHMeHT npoBOAHJiH Ha 6ejibix Mbimax caMijax, BecoM 6-7 r. )KHBOTHBIX 

HH^Hi^HpoBajiH BHpycoM BHyTpHMbmieHHO B o6i>eMe 0,1 MJi/Mbiuib. B onbrre 

Hcn0Jib30BanH A03y AAH 3apa>KeHHa IOLD50, BbBLiBaroinyio neTajibHOCTb y Mbmien. 

15 O cn0C06H0CTH coeAHHeHHH oica3biBaTb jieneSHWH 3(J)(j)eKT cyAHJiH no rnSejiH 

HH^HiiHpoBaHHbix BHpycoM HCXV A2 Mbimeft B ontiTHOH rpynne no cpaBHeHHio c 

rpynnoM >KHBOTHHX, He nojiynaBmnx jieneHHe. 

HccjieAyeMbie coeAHHeHHH H njian;e6o BBOAHJIH >KHBOTHMM nepopanbHo no 

jieneSHOH cxeMe. B KanecTBe nuaneSo MbimaM BBOAHJIH <|>H3H0Ji0rHHecKHH pacTBop. 

20 OTpHLiaTeJTbHblM KOHTpOJieM CJiytfCHJIH HHTaKTHbie aCHBOTHbie, KOTOpbie COAep^ajlHCb B 

Tex >Ke ycjioBHax, HTO H onbiTHbie rpynnbi B 0TAejibH0M noMemeHHH. 

JJjia npoBeAeHHa siccnepHMeHTa 6buiH c(|)opMHpoBaHbi rpynnbi no 14-15 Mbiinen 

B KaacAOH. CoeAHHeHHa BBOAHJiHCb B A03e 30 MT/KT Maccbi Tejia. HccjieAyeMbie 

BemecTBa BBOAHJIH nepopanbHO, 1 pa3 B cyTKH, B TeneHHe 7 Alien (nepBoe BBeAeHHe -

25 nepe3 24 naca nocjie HH^HiinpoBaHHa). HaSjnoAeHne 3a JKHBOTHMMH ocymecTBuajiH Ha 

npoTa^eHHH 15 AHeft, OKCAHCBHO B3BeuiHBaa H perHCTpnpya CMepTHOCTb >KHBOTHBIX. 

CoeAHHeHHa o6meM <j)opMyjibi I oica3ajiH 3amHTHoe AeficTBHe B OTHOineHHH 

3KCnepHMeHTaJIbHOH KOKCaKH-BHpyCHOH HH^eKIIHH, CHH^Caa rnSejIb >KHBOTHbIX H 

yBejiHHHBaa cpeAHioio np0A0Ji)KHTejibH0CTb >KH3HH XCHBOTHBIX. /JaHHbie no HeicoTopbiM 

30 KOHKpeTHbiM coeAHHeHHaM 4>opMyjibi I (6e3 orpaHHneHHa yKa3aHHbiMH) npeACTaBjieHbi 

B TaSjiHiie 3. 

ripOTHBOBHpyCHaa aKTHBHOCTb HCCJieAOBaHHblX CoeAHHeHHH, onncaHHaa B 

3AMEHFlfOLHMI/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

215 

npHMepe, CBHAeTejibCTByeT o TOM, HTO AaHHbie XHMHHecKHe coeAHHeHHa MoryT 6BITB 

Hcn0jib30BaHti B KanecTBe 3(f)(])eKTHBHbix jieKapcTBeHHbix cpeACTB npn KoKcaKH 

3HtepOBHpyCHOH HH(J)eKUHH. 
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TaSjinqa 3 

3(j><l>eKTHBH0CTh coeAHHeHHH oGmeti (popMyjibi I B OTHOUICHHH KoKcaKH A2-

BnpycHoft iiH(J)eKUHn Ha MoaejiH y Mbimeii 

HccjieayeMbie 

CoeAHHeHHH 

fl|o3a 

HccjieAyeMbix 

CoeAHHeHHH 

H npenapaTa 

CpaBHeHHH 

Mr/Kr 

Bcero 

5KHBOTHbIX 

B rpynne 

OSman 

neTajib-

HOCTb, 

% 

CpeAHHH 

npOAOJDKHTeJIbHOCTb 

HCH3HH (cyTKH) 

HHACKC 

3aiHHTbI 

(%) 

HccjieayeMbie 

CoeAHHeHHH 

fl|o3a 

HccjieAyeMbix 

CoeAHHeHHH 

H npenapaTa 

CpaBHeHHH 

Mr/Kr 

Bcero 

5KHBOTHbIX 

B rpynne 

OSman 

neTajib-

HOCTb, 

% OTHOCH 

TejibHan 

no 
CpaBHeHHHD 

c 

KOHTpOJieM 

HHACKC 

3aiHHTbI 

(%) 

CoeAHHeHHe 

193 
30 15 40,1 24,9 +14,2 45,3 

CoeAHHeHHe 

149 
30 15 53,3 19,6 +8,9 27,2 

CoeAHHeHHe 

251 
30 14 42,9 22,2 +10,0 33,3 

CoeAHHeHHe 

2 
30 14 28,6 32,3 +20,1 55,6 

CoeAHHeHHe 

34 
30 14 50,0 20,5 +8,3 22,2 

CoeAHHeHHe 

12 

30 15 40,0 24,9 +14,2 45 

CoeAHHeHHe 

13 

30 15 46,7 19,0 +8,3 36 

CoeAHHeHHe 

14 

30 15 50,0 21,4 +10,4 36 

CoeAHHeHHe 

23 

30 15 50,0 23,8 +13,1 36 

CoeAHHeHHe 

30 

30 15 
60,0 13,1 +2,4 18 

CoeAHHeHHe 

35 

30 15 
53,3 16,6 +5,9 27 

3AMEHF1KD 11(1/1 l/l J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

217 

CoeAHHeHHe 

36 

30 15 53,3 16,7 +6,0 27 

CoeAHHeHHe 

89 

30 15 53,3 17,7 + 7,0 27 

KoHTpOJIB 

BHpyca 

15 73,3 10,7 

CoeAHHeHHe 

90 

30 14 35,7 25,9 +15,1 50 

CoeAHHeHHe 

67 

30 14 35,7 27,0 +16,2 50 

KoHTpOJIb 

BHpyca 

14 71,4 10,8 

CoeAHHeHHe 

75 

30 14 35,7 27,3 +14,3 50 

CoeAHHeHHe 

29 

30 14 35,7 26,7 +13,7 50 

CoeAHHeHHe 

275 

30 14 42,9 22,4 +9,5 40 

CoeAHHeHHe 

197 

30 14 42,9 22,2 +11,2 33,3 

K0HTp0JIb 

BHpyca 

14 71,4 13,0 

CoeAHHeHHe 

32 

30 14 42,9 22,2 +10,0 33 

CoeAHHeHHe 

44 

30 14 28,6 32,3 +20,1 55 

CoeAHHeHHe 

71 

30 14 35,7 28,6 +16,4 44 

K0HTp0JIb 

BHpyca 

14 64,3 12,2 
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IIpHMep 2 

np0THB0BHpvcH0e neftcTBHe coeAHHeHHH o6men cbopMyjihi I B OTHOineHHH 

ajanTHpoBaHHoro K MbiinaM PC BHpyca 

^Jia onpe/iejieHHa np0THB0BHpycH0H 3(})(j3eKTHBHocTH XHMHHCCKHX coeAHHeHHH B 

5 OTHOineHHH PCB Ha SKcnepHMeHTajibHoft MOACJIH Mbiinen in vivo Hcnojii>30BajiH BHpyc 

nejioBeKa hRSV, npeABapHTejibHO aAanTHpoBaHHbiH K pocTy B JierKHx Mbimen. 

>KHBOTHMX HHcJjHiiHpoBajiH BHpycoM B A03e 5,0 logTCIDso HHTpaHa3ajibH0 nofl jierKHM 

3(J)HpHbiM HapK030M B oSteMe 0,05 MJi/Mbiiub. HccjieAyeMtie coeAHHeHHa BBOAHJIH 

^CHBOTHBIM nepopajibHo 1 pa3 B cyTKH B TeneHHe 5 AHCH no jieieSHon cxeMe B A03e 30 

10 Mr/Kr. IlepBoe BBeAeHne ocymecTBJiajin nepe3 24 naca nocjie HHtjmijHpoBaHHa. B 

KanecTBe njiane6o MbiinaM BBOAHJIH <|)H3H0Ji0rHHecKHH pacTBop. OTpHiiaxejibHMM 

KOHTpOAeM CJiy>KHJIH HHTaKTHbie KHBOTHbie, KOTOpbie COAeptfCaJIHCb B OTAeJIbHOM 

noMemeHHH B Tex ace ycjioBHax, HTO H onbiTHbie rpynnbi. 3KcnepHMeHTajibHbie rpynnbi 

coAep»cajiH no 12 Mbiinen. IIpenapaTOM cpaBHeHHa cjiy>KHji Pn6aBHpHH B A03e 40 

15 Mr/nr. 

OueHKy npOTHBOBHpyCHOH aKTHBHOCTH HCCJieAyeMblX coeAHHeHHH npOBOAHJIH 

no 3(J)(|)eKTHBHOCTH npeAOTBpameHHa CHH^ceHHa Maccbi Tejia H no noAaBJieHHio 

penpoAyKHHH hRSV B JierKHx HH^nuHpoBaHHbix Mbimen nyTeM H3MepeHHa BHpycHoro 

THTpa B onbiTHbix rpynnax no cpaBHeHHio c KOHTPOJIKHOH Ha 5-e H 7-e cyTKH nocjie 

20 HH(jDHHHpOBaHHa. 

Pe3yjibTaTbi onpeAeJieHHa Maccbi Tejia >KHBOTHBIX no HeKOTopbiM KOHKpeTHbiM 

coeAHHerinaM ^opMyjibi I (6e3 orpaHHneHHa yKa3aHHbiMH) npeACTaBJieHbi B TaSjinue 4. 

B rpynne BHpycHoro KOHTpona OTMenajiH AOCTOBepHoe CHHaceHHe Maccbi Tejia Mbiinen 

no CpaBHeHHIO C HHTaKTHblMH >KHBOTHbIMH. llpOTHBOBHpyCHaa aKTHBHOCTb 

25 coeAHHeHHH o6men (J)opMyjibi I npoaBHJiacb B yBejiHneHHH Maccbi Tejia Mbimen no 

CpaBHeHHIO C KOHTpOJIbHblMH HCHBOTHblMH. 

TaSjinua 4 

CpeAHHe 3HaneHHH Maccbi Tejia Mbimen Ha 5-e H 7-e cyTKH nocjie 

HH(J)HUHpOBaHHH hRSV 

npenapaT 
Macca Tejia Mbiinen Ha 5-e, 7-e cyTKH nocjie HH^HHHpoBaHHa 

hRSV (M±SD), n=6 npenapaT 
5 CyTKH 7 cyTKH 
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CoeAHHeHHe 149 15,44±0,31 # 17,32±0,59 # 
CoeAHHeHHe 1 16,43±0,14# 17,98±0,26# 

CoeAHHeHHe 117 16,07±0,12# 16,48±0,28 # 
CoeAHHeHHe 3 16,65±0,28# l-7,32±0,25# 

CoeAHHeHHe 120 16,12±0,27# 17,22±0,20 # 
CoeAHHeHHe 4 16,77±0,20 17,08±0,32 # 

CoeAHHeHHe 5 16,02±0,16# 17,78±0,26# 

CoeAHHeHHe 121 16,35±0,20# 17,38±0,29# 

CoeAHHeHHe 122 16,93±0,32 16,37±0,21# 

CoeAHHeHHe 123 15,87±0,20# 17,55±0,53 

CoeAHHeHHe 124 16,43±0,26# 16,37±0,43# 

CoeAHHeHHe 6 16,47±0,26# 17,02±0,29 # 

CoeAHHeHHe 7 17,17±0,26# 18,53±0,55 

CoeAHHeHHe 8 15,18±0,18 17,13±0,27# 

CoeAHHeHHe 9 15,75±0,33 16,18±0,29# 

CoeAHHeHHe 10 16,18±0,29# 16,53±0,20# 

PHEABHPHH 16,20±0,24# 17,23±0,22# 

BHPYCHLIH 

KOHTPOJIb 
15,45±0,25 15,32±0,31 

HHTAKTHblE 17,30±0,19# 18,00±0,24# 

# - pa3JIHHHH CTaTHCTHHeCKH 3HaHHMbI no CpaBHeHHIO C KOHTpOJIbHOH TpynnOH 

(p<0,05, t - KpHTepHH CTbioAeHTa). 

KpoMe Toro, TepaneBTHHecKoe ^eHCTBHe coeAHHeHHH o6men (jjopMyjibi I 

OHeHHBajiH no CHOCO6HOCTH noAaBJiHTb penpoAyKiiHio BHpyca hRSV B JierKHx MbimeH 

nepe3 5 H 7 cyTOK nocjie HH<j)HHHpoBaHHH. THTP BHpyca onpeAeJiJiJiH THTpoBaHHeM 

1 0%-OH cycneH3HH jierKHx Ha KyjibType KJICTOK Hep-2. Pe3yjibTaT yHHTbiBann nepe3 2 

5 cyTOK HHKy6au,HH npn 37°C no Ijmj. Pe3yjibTaTbi onpeAeJieHHJi HHfJjeKipioHHOH 

aKTHBHOCTH hRSV B cycneH3H«x JierKHx Mbiinen B KyjibType KJICTOK Hep-2 nocjie 

npHMeHeHHH HccneAyeMbix coeAHHeHHH H npenapaTa cpaBiieHHa npeACTaBJieHbi B 

TaSjinne 5. BBeAeHHe coeAHHeHHH o6meS (|)opMyjiBi I 5KHBOTHBIM npnBOAHjio K 

CHH»CeHHIO HH^ieKUHOHHOH aKTHBHOCTH hRSV. 

10 H3yneHHe np0THB0BHpycH0r0 ACHCTBHH coeAHHeHHH o6meH ^opMyjibi I Ha 
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MoaejiH hRSV-HH<j)eKUHH y Mbiuiett noKa3ajio, HTO 3aaBJiaeMbie coeAHHeHHa 

npeAOTBpamaioT CHH>KeHHe Maccbi Tena H CHHK3IOT penpoAyKumo BHpyca B JierKHx y 

aCHBOTHblX. 

Ta6jinu(a 5 

IIoAaBJieHHe penpoAyKUHH hRSV B JierKHx y Mbimen 

IIpenapaT 
5 cyTKH 7 CyTKH 

IIpenapaT 
Ig Alg lg Alg 

CoeAHHeHHe 149 2,6±0,1 1,9±0,1 2,3±0,4 1,4±0,4 

CoeAHHeHHe 1 2,88±0,59 1,73±0,59 1,46±0,17 2,34±0,17 

CoeAHHeHHe 117 3,00±0,41 1,60±0,41 1,46±0,24 2,22±0,34 

CoeAHHeHHe 3 3,04±0,42 1,56±0,42 1,46±0,17 2,18±0,28 

CoeAHHeHHe 120 3,04±0,47 1,56±0,47 1,50±0,25 2,05±0,25 

CoeAHHeHHe 4 2,58±0,51 2,02±0,51 1,38±0,24 2,58±0,53 

CoeAHHeHHe 5 2,17±0,37 2,43±0,37 0,88±0,31 2,93±0,31 

CoeAHHeHHe 121 3,08±0,47 1,52±0,47 1,50±0,14 2,09±0,22 

CoeAHHeHHe 122 3,04±0,44 1,56±0,44 1,75±0,41 1,88±0,47 

CoeAHHeHHe 123 2,50±0,43 2,10±0,43 1,33±0,19 2,62±0,50 

CoeAHHeHHe 124 2,46±0,22 2,14±0,22 0,83±0,37 2,97±0,37 

PnSaBHpHH 2,1±0,12 2,4±0,12 1,15±0,12 2,4±0,12 

BnpycHbiH 

KOHTpOJIb 
4,60±0,30 3,8±0,29 

ElpHMep 3 

ripOTHBOBHPVCHOe AeHCTBHe coeAHHeHHH o6lIieH d)OpMVJIbI I B OTHOHieHHH PC 

BHpyca Ha MOAejiH v MbimeH c yrHeTeHHOH HMMVHHOH CHCTCMOH 

npOTHBOBHpyCHyK) aKTHBHOCTb XHMHHeCKHX CoeAHHeHHH B OTHOHieHHH 

10 pecnnpaTopHO-CHHIJHTHajibHoro BHpyca nejioBeKa (HITOMM A2, C HH(|)eKiiHOHHbiM 

THTpOM 5xl06 TCID50/MA) OIieHHBajIH Ha MOAejiH BHpyCHOH nHeBMOHHH y MbimeH 

JIHHHH Balb/c. Bnpyc BBOAHJIH }KHBOTHbIM HHTpaHa3aJIbHO B 06'beMe 50 MKJI nOA 

jierKHM 3(|)HpHbiM HapK030M. ^Jia yraeTeHHa HMMyHHOH peaKiiHH npoTHB PC BHpyca 3a 

5 AHen AO HH(J)HIIHpOBaHHa >KHBOTHbIM BBOAHJIH BHyTpnSpiOmHHHO UHKJIO(})OC(})aH B 
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A03e 100 Mr/Kr. H3ynaeMbie coeAHHeHHH npHMeHHjin no jieneSHOH cxeMe 1 pa3 B cyTKH 

B A03e 30 Mr/Kr B TeneHHe 5 AHeft, HaHHHan nepe3 24 naca nocjie HH^Hi^HpoBaHHH. 

AKTHBHOCTb CoeAHHeHHH OHCHHBajIH no CHHJKeHHK) OTeKa HH(J)HD;HpOBaHHOrO 

pecnnpaTOpHO-CHHiiHTHajifcHbiM BHpycoM JierKoro no cpaBHeHHio c KOHTponeM Ha 

5 nHTBIH AeHb nocjie HH<|)HIIHpOBaHHH. 

KaK BHAHO H3 npHBeACHHblX pe3yJIbTaTOB no HeKOTOpbIM KOHKpeTHbIM 

coeAHHeHHHM oSmeft (j)opMyjibi I (6e3 orpaHHHeHHH yKa3aHHbiMH) B TaSjiHue 6, 

HH(J)HIlHpOBaHHe >KHBOTHbIX BHpyCOM npHBOAHJlO K (|)OpMHpOBaHHK) TH>KeJIOrO OTeKa 

AerKHx (3,15-2,05 Samia H3 4-X B03M0)KHbix). HccjieAyeMbie coeAHHeHHH oSmeM 

10 (jjopMyjibi10Ka3biBanH HopMajirayiomee BOSACHCTBHC Ha cTpyKTypy jieroHHon TKaHH. 

TaS.inua 6 

CTeneHb OTeKa JierKHx npH PC- BHpycHoft nHeBMOHHH y Mbimen Balb/c 

Ha 5 cyTKH nocjie nutjwHHpoBaHHH (M±SD, n=5) 

HccjieAyeMbie coeAHHeHHH H 

npenapaT cpaBHeHHH 
^03a, Mr/Kr 

CTeneHb OTeKa jierKHx Ha 5 

CyTKH nOCJie HH(f)HUHpOBaHHH, 

6ajiiibi 

KoHTpojib BHpyca - 2,70±0,25 

CoeAHHeHHe 148 30 2,00±0,31* 

CoeAHHeHHe 2 30 1,95±0,32* 

CoeAHHeHHe 34 30 1,75±0,4* 

PnSaBHpHH 50 1,85±0,42* 

KoHTponb BHpyca 0 2,05±0,23 

CoeAHHeHHe 35 30 1,48±0,17* 

KoHTpojib BHpyca - 3,15±0,22 

CoeAHHeHHe 121 30 1,30±0,60* 

CoeAHHeHHe 139 30 1,75±0,77* 

CoeAHHeHHe 115 30 1,60±0,5* 

CoeAHHeHHe 118 30 1,85±0,45* 

PnSaBHpHH 50 1,75±0,59* 

KoHTpojib BHpyca - 1,70±0,17 

CoeAHHeHHe 193 30 0,80±0,17* 

CoeAHHeHHe 184 30 1,00±0,19* 
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CoeAHHeHHe 96 30 0,35±0,11* 

CoeAHHeHHe 141 30 0,55±0,21* 

KoHTpoAt BHpyca - 1,90±0,12 

CoeAHHeHHe 89 30 0,75±0,17* 

CoeAHHeHHe 91 30 0,40±0,11* 

CoeAHHeHHe 197 30 1,15±0,23* 

PnSaBHpHH 50 1,75±0,47* 

KoHTpojib BHpyca - 3,15±0,22 

CoeAHHeHHe 3 30 1,6±0,89* 

CoeAHHeHHe 1 30 1,3±0,27* 

CoeAHHeHHe 198 30 1,55±0,30* 

CoeAHHeHHe 275 30 1,80±0,20* 

Pn6aBHpHH 50 1,75±0,59* 

KoHxpojTb BHpyca - 2,70±0,25 

CoeAHHeHHe 5 30 1,10±0,19* 

CoeAHHeHHe 6 30 0,90±0,22* 

CoeAHHeHHe 4 30 1,95±0,31 

CoeAHHeHHe 9 30 1,00±0,17* 

Pn6aBHpHH 50 1,00±0,17* 

KOHTpOAb BHpyca - 2,05±0,23 

CoeAHHeHHe 120 30 1,05±0,14* 

CoeAHHeHHe 251 30 0,90±0,21* 

CoeAHeHHe 123 30 1,30±0,17* 

Pn6aBHpHH 50 1,24±0,18* 

* OTMeneHti 3HaneHHH, OTjinnaiomHeca OT KOHTpojibHbix B Kaac^oM oribrre no t-

KpHTepmo CTBioaeHTa (p<0,05). 

npoTHBQBHPvcHoe neacTBHe coejHHeHHH o6men (bopMVJibi 
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A™ npoBe/ieHHfl HccjieAOBaHHH 6BIJI Hcn0Jib30BaH aBTOpcKHH niTaMM hRV. 

)KHBOTHbIX HH(J)HL[HpOBajIH BHpyCOM HHTpaHa33JIbHO nOA JierKHM 3(j)HpHbIM HapK030M B 

o6i>eMe 0,05 MH/MMIIIB. 

5 JJjia onpeaejieHHa 3(])(J)eKTHBHOCTH coeAHHeHHH B OTHOHICHHH hRV Ha 

3KcnepHMeHTajitHOH MOAejiH in vivo BHpyc npeABapHTejibHO THTpoBajiH Ha Mbimax, 

3aTeM npoBOAHJiH 3apa»ceHHe MbimeH H nepopaJibHo BBOAHJIH nccjieAyeMbie 

coeAHHeHHH. Ha 4-bie cyTKH nocjie HH^HunpoBaHHa npoBOAHJiH oueHKy 

HH(^eKUiHOHHoro THTpa BHpyca THTpoBaHHeM JieroHHoft cycneH3HH B KyjibType KJICTOK 

10 Hela. HH^eKHHOHHbiH mrp hRV- BHpyca B JierKHx JKHBOTHBIX onbiraoH rpynnbi no 

cpaBHeHHio c rpynnoH KHBOTHBIX, He nojiynaBinHX jieneHHe, onpeAenajiH no H,n^. 

HccjieAyeMbie coeAHHeHHa H njrau;e6o (<|)H3H0Ji0rHHecKHH pacTBop) BBOAHJIH 

JKHBOTHBIM nepopaJibHo 1 pa3 B cyTKH, B TeneHHe 4 AHen, HaiHHaa nepe3 12 nacoB 

nocjie HH(J)HiiHpoBaHHa. CoeAHHeHHa BBOAHJIH B A03e 30 Mr/Kr Maccw Tejia >KHB0TH0r0. 

15 B KanecTBe oipHijaTejibHoro K0HTp0Jia Hcnojib30BajiH HHTaKTHbix ^KHBOTHBIX, KOTopbie 

coAepacajiHCb B OTAejibHOM noMemeHHH B Tex ace ycjioBHax, HTO H onbiTHbie rpynnbi. 

Hepe3 4 cyTOK nocjie HHtjjHUHpoBaHHa npoBOAHJiH oueHKy np0THB0BHpyCHOH 

aKTHBHOCTH HCCJieAyeMblX coeAHHeHHH no CHH5KeHHK> HH(j)eKHHOHHOH aKTHBHOCTH 

BHpyca, onpeAeJiaeMOH B KyjibType KJICTOK Hela. 

20 Pa3BHTHe HHc[)eKiiHOHHoro npouecca 6HJIO CBH3ano c yMeHbmeHHeM Maccbi Tejia 

acHBOTHbix B rpynne BHpycHoro KOHTpojia, npn STOM Macca Tejia Mbimen jieneHbix 

HccjieAycMbiMH coeAHHeHHaMH oSmeft 4>opMyjibi I 6bma Bbime Maccbi KOHTpojibHbix 

MCHBOTHblX Ha 3 H 4 cyTKH. 

HccjieAOBaHHe Beca jierKHx Mbimen noKa3ajio, HTO B nponecce 3KcnepHMeHTa Bee 

25 JierKHx HH(J)HUHpoBaHHbix Mbimen npeBbiman Bee jierenx HHTaKTHbix >KHBOTHMX, 

CBHAeTejibCTBya o aKTHBHO TeKymeM HH^CKUHOHHOM npouecce. noA BjinaHneM 

HccjieAyeMbix coeAHHeHHH oSmen <])opMyjibi I Bee JierKHx ^KHBOTHBIX A0CT0BepH0 

OTJinnajica (6biJi HHace) OT rpynnbi BHpycHoro KOHTpojia H npaKTHHecKH He OTjinnajica 

OT Beca JierKHx y HHTaKTHbix Mbimen. 

30 Pe3yjibTaTbi onpeAejieHHH HH^CKHHOHHOH aKTHBHOCTH hRV B cycneH3Hax jierKHx 

MbimeH B KyjibType KJICTOK Hela nocjie npHMeHeHHa HeKOTOpbix KOHKpeTHbix 

coeAHHeHHH oSmeft (j)opMyjibi I (6e3 orpaHHneHHa yKa3aHHbiMH) npeACTaBjieHbi B 
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TaSjimje 7. 

Ta6jinua 7 

rioAaBjieHne penpoAyKuim hRV B jierKHx Mbimen 

IIpenapaT 
^03a npenapaTa, 

Mr/Kr 

MH^eKUHOHHblH THTp BHpyca B 

jierKHx lg TCID50 (4 cyTKH nocjie 

HH^HUHpOBaHHa) 

CoeAHHeHHe 2 30 0,1 ±0,05 

CoeAHHeHHe 6 30 0,4 ±0,15 

CoeAHHeHHe 34 30 0,5 ±0,20 

CoeAHHeHHe 115 30 0,05 ±0,05 

CoeAHHeHHe 118 30 0±0 

CoeAHHeHHe 141 30 0±0 

CoeAHHeHHe 197 30 0,37 ±0,06 

CoeAHHeHHe 198 30 0,35 ±0,04 

CoeAHHeHHe 251 30 0±0 

CoeAHHeHHe 275 30 0,45 ±0,1 

KoHTpojib - 2,3 ±0,3 

5 JieneHHe coeAHHeHHAMH oGmen (JjopMyjibi I npHBOAHJio K CHHKCHHIO 

HH(J)eKUHOHHOH aKTHBHOCTH hRV. 

H3yneHHe npoTHBOBHpycHoro ACHCTBHS coeAHHeHHH o6meft 4>opMyjibi I Ha 

MOAejiH hRV-HH^eKHHH y Mbimen noKa3ano, HTO 3aaBjiaeMbie coeAHHeHHa 

npeAOTBpamaiOT CHHaceHHe Maccbi Tena H yBenHneHHe Maccw JierKHx AO 3HaneHHH, 

10 HaSnioAaeMbix B rpynne HHTaKTHbix acHBOTHbix, a TaKace cHHacaiOT penpoAyKiinio 

BHpyca B nerKHx y acHBOTHbix. 

flpHMep 5 

ripOTHBOBHpVCHOe AeHCTBHe CoeAHHeHHH o6ffleH (boPMVJIH I B OTHOineHHH 

BHpyca naparpnnna 
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A1™ npoBeAeHHa nccjie,n,OBaHHH 6HJI Hcn0JiB30BaH uiTaMM BHpyca naparpnnna 

Sendai. Becnopo^Htix 6ejibix Mbimen caMHOB BecoM 10-12 r HH^HunpoBajin 

HHTpaHa3ajibHo no# jierKHM 3<j)npHbiM HapK030M B oSteMe 0,05 MJi/Mbinib 

aaanTnpoBaHHbiM K JierKHM Mbimen mTaMMOM naparpnnna Sendai. fljia 3apaaceHHa 

5 Hcn0jib30Baira A03y BHpyca 10LD50, Bbi3biBaiomyio 70-80% jierajibHOCTH y Mbimen. 

B 3KcnepHMeHTe Hcn0Jib30BanH no 20 Mbimen B KaacAon rpynne. B KanecTBe 

OTpniiaTejibHoro KOHTpojia ncn0Jib30BajiH HHTaKTHbix acHBOTHbix, KOTOpbie 

coAepacajiHCb B Tex ace ycnoBnax, HTO H onbiTHbie rpynnbi B OTAenbHOM noMemeHnn. 

H3yneHne npoTHBOBHpycHoro jieflcTBHa coeAHHeHHH o6meH 4>opMynbi I ocymecTBnajiH 

10 nyreM nepopanbHoro BBe^eHHa BemecTB 3apaaceHHbiM acHBOTHbiM 1 pa3 B AeHb B A03e 

30 Mr/Kr/Mbimb nepe3 24, 48, 72, 96 n 120 H nocjie HHtJiHunpoBaHHa BHpycoM. MbimaM 

KOHTpojibHofi rpynnbi BBOAHJIH B Tex ace ycjiOBnax njiaije6o (0,2 MJI 4>H3HOJiornHecKoro 

pacTBopa). 3a acHBOTHWMn HaGjnoRaim B TeneHHe 14 cyTOK nocjie 3apaaceHHa, 

yHHTbiBaa rnSenb Mbimen B rpynnax. 

15 Kaac^oe acnBoraoe ocMaTpHBajiocb eace/iHeBHo. OCMOTP BKjHonaji oueHKy o6mero 

noBeaeHHa H cocToaHHa acHBOTHbix. B AHH BBeaeHHa npenapaTOB OCMOTP npoBOAHJica 

AO BBeACHHa npenapaTa B ycTaH0BjieHH0e BpeMa n npnMepHO nepe3 2 naca nocne 

BBeAeHna. OSpameHHe c acHBOTHbiMH ocymecTBjiajiocb B COOTB6TCTBHH C 

MeamyHapoAHbiMH cTaH AapTaMH. 

20 AKTHBHOCTB coeAHHeHHH oueHHBajiH, cpaBHHBaa jieTanbHOCTb B rpynnax 

acHBOTHbix, npnHHMaBmHx npenapaT H njiaueOo. 

rioKa3aTeJib jieTajibHocra AJI» rpynn acHBOTHbix, nojiynaBumx coeAHHeHHa 

oSmen (j)opMyjibi I, 6bui cHnaceH Ha 30-60%. /fcHHbie no HeK0T0pbiM KOHKpeTHbiM 

coeAHHeHHaM 4>opMyjibi I (6e3 orpaHnneHHa yKa3aHHbiMH) npeACTaBjieHbi B TaSjinue 8. 

TaSjiHua 8 

JleTajibHOCTb B 3KcnepHMeHTajibHbix rpynnax HCHBOTHMX 

npenapaT /1,03a npenapaTa 

(Mr/Kr) 

JleTajibHOCTb, % /1,03a npenapaTa 

(Mr/Kr) 

CoeAHHeHHe 2 30 35,0 

CoeAHHeHHe 6 30 25,0 

CoeAHHeHHe 34 30 15,0 

CoeAHHeHHe 115 30 30,0 
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CoeAHHeHHe 118 30 30,0 

CoeAHHeHHe 141 30 40,0 

CoeAHHeHHe 197 30 25,0 

CoeAHHeHHe 198 30 30,0 

CoeAHHeHHe 251 30 35,0 

CoeAHHeHHe 275 30 40,0 

KoHTpojib BHpyca - 75,0 

HHTaKTHbie - 0,0 

IIpHMep 6 

ripOTHBOBHpVCHOe jeHCTBHe COejHHCHHH oSlIieH (bopMVJIbl I Ha MOjejIH 

3KCnepHMeHTaJIbHOH ajeHOBHPVCHOH HH(j)eKHHH 

5 B pa6oTe 6bui ncn0Jib30BaH aaeHOBHpyc nejioBeKa 5 rana. C uenbio 

B0cnp0H3BeAeHHfl afleHOBHpycHOH HH(J)eKn,HH 6biJiH Hcn0Jib30BaHbi HOBopoacAeHHbie 

CHpHHCKHe XOMaKH, y KOTOpblX 3T0T BHpyc BbI3bIBaiI AHCCeMHHHpOBaHHyiO BHpyCHyiO 

HH(|)eKUHio c nopaaceHHeM neneHH, jierKHx H cepAua. HccjieAOBaHne npoBOAHJiH Ha 

acHBOTHbix nepe3 48 nacoB nocjie poacAeHna. B KaacAyio rpynny BKJifonajiH no 5 

10 xoMaKOB. Bnpyc BBOAHJIH >KHBOTHbiM n0AK0acH0 B oSteMe 0,1 MJI, B A03e 105 TCID50 . 

JleneHHe ocymecTBJiajin nepopaJibHo coeAHHeHHaMH oQmen (j^opMyjibi I B A03e 30 Mr/Kr 

Beca acHBOTHbix nepe3 12, 36 H 60 nacoB nocjie HH^nunpoBaHHa. DKHBOTHBIM rpynnbi 

ruiaueSo BBOAHJIH $H3noJiorHHecKHH (|)0C(j)aTHbiH 6y<J)ep. B KanecTBe oTpnuarejibHoro 

KOHTpOAa HCn0Hb30BajIH HHTaKTHbix )KHBOTHbIX, KOTOpbie COAep>ICajIHCb B Tex ace 

15 ycnoBHax, HTO H onbiTHbie rpynnbi. Hepe3 72 naca nocjie 3apaaceHna >KHBOTHBIX H3 

KaacAon rpynnbi 3BTaHa3npoBajin, BCKpbiBajiH H H30JiHp0BajiH neneHb. JleneSHbiH 

3$4>eKT oueHHBajin no ACHCTBHIO Ha yjibTpacTpyKTypHbie 0C06eHH0CTn Mop<j)oreHe3a 

aAeHOBHpycHOH HH^eKijHH B neneHH npn noMomn sjieKTpoHHofi MHKpocKonnn. 

B pe3yjibTaTe 6bijio n0Ka3aH0, HTO JieneHHe coeAHHeHHaMH o6men (})opMyjibi I 

20 npHBOAHJIO ,K CHHaceHHK) HHTeHCHBHOCTH ACCTpyKTHBHblX npOIjeCCOB H 

BocnajiHTejibHbix peaKunn B neneHH, HopMajiH3ya ee CTpyKTypy KaK Ha ypoBHe 

opraHH3aHHH TKaHH B uejioM, TaK H Ha ypoBHe OTAejibHbix renaTonnxoB. Pe3yjibTaTbi 

HHTerpanbHOH oueHKH noBpeacAeHnn no HeKOTopbiM KOHKpeTHbiM coeAHHeHHaM o6men 

4>opMyjibi I (6e3 orpaHHneHHa yKa3aHHbiMn) npeACTaBjieHbi B TaSjiHije 9. 
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TaSjinua 9 
Ouemca HHTeHCHBHOCTH flecTpyKTHBHbix npoueccoB B neneHH 

llpenapaT ^03a npenapaTa (Mr/Kr) OueHKa noBpeacAeHHH 

CoeAHHeHHe 2 30 CjiaSbie noBpeacAeHna 

CoeAHHeHHe 6 30 CjiaSbie noBpeacAeHHa 

CoeAHHeHHe 34 30 Cjia6bie noBpeacAeHna 

CoeAHHeHHe 115 30 Cnadbie noBpeacAeHHa 

CoeAHHeHne 118 30 Cjia6bie noBpeacAeHHa 

CoeAHHeHHe 141 30 Cjia6bie noBpeacAeHHa 

CoeAHHeHHe 197 30 CjiaSbie noBpeacAeHHa 

CoeAHHeHne 198 30 Cjia6bie noBpeacAeHHa 

CoeAHHeHne 251 30 Cjia6bie noBpeacAeHHa 

CoeAHHeHHe 275 30 Cjia6bie noBpeacAeHHa 

HHTaKTHbie - OTcyxcTBne noBpeacAeHHH 

KoHTpojib BHpyca - HHTeHCHBHbie noBpeacAeHHa 

npHMep 7 

npOTHBOBHpVCHOe AeHCTBHe CoeAHHeHHH oSlIien (bODMYAH I Ha MOAejiH 

3KcnepHMeHTajit.Horo repneTHnecKoro MeHHHro3Hijed)ajiHTa v Mbiineft 

B HccneAOBaHHH Hcnojn>30BajiH Bnpyc npocToro repneca, 2-ro aHTnreHHoro 

5 THna. BecnopoAHbix 6ejii>ix Mbimen, caMijoB, 7-8 r BecoM, HH^HiinpoBaJiH i/c 

(BHyTpHM03r0B0H nyTb BBefleHHa) B oSteMe 30 MKJi/Mbimb, coAepacameM A03y 10LD50. 

J\JIS 3apaaceHna Hcnojib30BajiH A03y 10LD50, BbBbiBaiomyio 100% JieTanbHOCTb y 

Mbimen. 3KcnepHMeHTajibHbie rpynnbi coAepacarra no 20 Mbimen. B KanecTBe 

OTpnuaxextbHoro KOHTpojia ncnojib30BajiH HHTaKTHbix >KHBOXHMX, KOTOpwe 

10 coAepacairacb B Tex ace ycAOBHax, HTO H onbiTHbie rpynnbi B OTAejibHOM noMemeHHH. 

H3yneHHe npoTHBOBHpycHoro ACHCTBHH coeAHHeHHH o6iueH <j)opMyjibi I ocymecTBJiajiH 

nyTeM nepopanbHoro BBeAeHHa BemecTB 3apa>KeHHbiM >KHBOTHLIM 1 pa3 B AeHb B A03e 

30 Mr/Kr/Mbimb nepe3 24, 48, 72, 96 n 120 H nocjie HH(j)HijHpoBaHHa acHBOTHbix 

BHpycoM. MbimaM KOHTpojibHoft rpynnbi BBOAHJIH B Tex ace ycjioBHax njiaHe6o (0,2 MJI 

15 (|)H3HOJiorHHecKoro pacTBopa). 3a acnBOTHbiMH HaSjiioAajiH B TeneHne 14 cyTOK nocjie 

3apaaceHna, yHHTbiBaa rnSejib Mbimen B rpynnax. 

KaacAoe acnBOTHoe ocMaTpHBajiocb eaceAHeBHO. OCMOTP BKAionaji oneHKy 
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o6mero noBeAeHHH H COCTOHHHH >KHBOTHBIX. 06pameHHe c >KHBOTHLIMH np0B0AHJi0Cb B 

COOTBeTCTBHH C MOKAyHapOAHblMH CTaH^apTaMH. 

AKTHBHOCTB coeAHHeHHH oijeHHBaJiH, cpaBHHBaH jieTajibHOCTb B rpynnax 

)KHBOTHbix, npHHHMaBHiHX npenapaT n njiaueSo. 

5 IIoKa3aTejib jieTajibHOCTH AJIH rpynn >KHBOTHMX, nojiynaBiimx coeAHHeHHH 

o6men ({jopMyjibi I, 6hui CHHJKCH Ha 25-50%. ^aHHbie no HeK0T0pbiM KOHKpeTHbiM 

coe^HHeHHHM o6meft (JjopMyjibi I (6e3 orpaHHHeHna yKa3aHHbiMH) npeACTaBjieHbi B 

TaSjiHije 10. 

Ta6jraiia 10 

10 JleTajibHOCTb B 3KcnepHMeHTajibHbix rpynnax /KHBOTHbix 

N° n/n IIpenapaT ^03a npenapaTa (Mr/Kr) JleTajibHOCTb, % 

1 CoeAHHeHHe 2 30 55,0 

2 CoeAHHeHHe 6 30 60,0 

3 CoeAHHeHHe 34 30 70,0 

4 CoeAHHeHne 115 30 65,0 

5 CoeAHHeHne 118 30 70,0 

6 CoeAHHeHne 141 30 50,0 

7 CoeAHHeHHe 197 30 55,0 

8 CoeAHHeHHe 198 30 60,0 

9 CoeAHHeHHe 251 30 65,0 

10 CoeAHHeHne 275 30 60,0 

11 CoeAHHeHne 5 30 35,0 

12 CoeAHHeHne 7 30 20,0 

13 CoeAHHeHne 15 30 30,0 

14 CoeAHHeHne 44 30 40,0 

15 CoeAHHeHHe 52 30 25,0 

16 CoeAHHeHne 68 30 30,0 

17 CoeAHHeHne 92 30 25,0 

18 CoeAHHeHHe 100 30 30,0 

19 CoeAHHeHHe 104 30 45,0 j 
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20 CoeAHHeHne 124 30 40,0 

21 CoeAHHeHHe 126 30 40,0 

22 CoeAHHeHHe 131 30 45,0 

23 CoeAHHeHHe 149 30 25,0 

24 CoeAHHeHne 193 30 25,0 

25 CoeAHHeHne 341 30 30,0 

26 KoHTpojib BHpyca - 100,0 

27 HHTaKTHbie - 0,0 

IIpHMep 8 

npOTHBOBHPVCHOe jeflCTBHe COejHHeHHH o6nieH (bopMVJIBI I Ha MOjejIH 

3KCnePHMeHTajIbH0H KOPOHaBHPVCHOH HH^CKHHH V MblHieH 

5 B HCCJieflOBaHHH 6bIJI HCn0JIb30BaH aBTOpCKHH HITOMM HCoV, 

HaeHTH<J)HUHpoBaHHHH KaK BHpyc 2-OH rpynnbi, aHTnreHHO noAo6HbiH npoTOTnnHOMy 

nrraMMy OC-43. HayneHHe S^CKTHBHOCTH coeAHHeHHH npoBOflnjin Ha Mbiinax JIHHHH 

C57BL/6 nyTeM cpaBHeHna jieTajibHocra jieneHbix H KOHTpojibHbix HCHBOTHBIX B 

TeneHHe 14 anen nocjie HH(J)HUHpOBaHHH. 3KcnepnMeHTaJibHbie rpynnbi coAepacajm no 

10 20 MbimeH. ^CHBOTHBIX HHtjiHUHpoBajin BHpycoM HHTpaHa3ajibHO noA JierKHM 3(j)npHbiM 

HapK030M B oSteMe 0,03 MJi/Mbmib. 

HccjieayeMbie coeAHHeHHa BBOAHJIH JKHBOTHMM nepopaJibHo B A03e 30 Mr/Kr 

Maccbi Tejia. )KHBOTHbie KOHTpojibHon rpynnbi nojiynajin 4>H3H0Ji0rHHecKHH pacTBop. 

npenapaTbi BBOAHJIH nepopaJibHo 1 pa3 B cyTkH B Tenenne 5 AHen. JleneHne >KHBOTHBIX 

15 HanHHajiH nepe3 24 naca nocjie HH^niiHpoBaHHa. 

noKa3aTejib jieTajibHOCTH AJia rpynn >KHBOTHHX, nojiynaBinnx coeAHHeHHa 

o6men (j)opMyjibi I, Sbiji cHHaceH Ha 30-50%. flaHHbie no HeKOTopbiM KOHKpeTHbiM 

coeAHHeHHHM 4>opMyjibi I (6e3 orpaHnneHna yKa3aHHbiMH) npeACTaBjieHbi B TaSjimje 

11. 
Ta6juma 11 

JleTajibHOCTb B 3KcnepHMeHTajibHbix rpynnax HCHBOTHMX 

npenapaT 
H 03a npenapaTa 

(Mr/Kr) 
JleTajibHOCTb, % 

CoeAHHeHHe 2 30 30,0 
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CoeAHHeHHe 6 30 35,0 

CoeAHHeHHe 34 30 45,0 

CoeAHHeHne 115 30 30,0 

CoeAHHeHne 118 30 40,0 

CoeAHHeHne 141 30 35,0 

CoeAHHeHHe 197 30 45,0 

CoeAHHeHHe 198 30 40,0 

CoeAHHeHne 251 30 30,0 

CoeAHHeHHe 275 30 40,0 

KoHTpojib Bnpyca - 60,0 

HHTaKTHbie - 0,0 

ripHMep 9 

OiieHica 3d)d)eKTHBHQCTH coejHHeHHH Ha MOnejiH Ha3Q(faapHHrHTa v KPBIC 

HHflyKUHio Ha30(|)apHHrHTa npoBOAHJiH nyreM HHTpaHa3ajibHoro BBeAeHHa 

5 pacTBopa <J)opMajiHHa KpbicaM B Kaacflbin HOCOBOH XOA. 

BBe,aeHHe <j)opMajiHHa B H0C0Bbie XOAH Kpbic npnBOAHT K pacnpocTpaHeHHio 

BocnajieHHa Ha npnjioKamne TicaHH, B pe3yjibTaTe nero pa3BHBaeTca KJinHnnecKaa 

KapTHHa, cxoflHaa c CHMnTOMaMH Ha30(f)apHHrnTa y nejioBeKa. 

Ilocjie aKKjiHMaTH3anHOHHoro nepno^a GBIJIH c^opMHpoBaHbi cjieayiouiHe 

10 rpynnbi acHBOTHbix: 

HHTaKTHbie aCHBOTHbie, nOJiyHaBIUHe <|)H3HOJIOrHHeCKHH pacTBop 

BHyrpnacejiyflOHHO B KOJinnecTBe 0,2 MJI, HH^yicHHa Ha3o4»apHHrnTa He npoBOAHJiacb; 

-KOHTpojibHaa rpynna, acnBOTHbie, nojiynaBinne (})H3HOJiorHHecKHH pacTBop 

BHyrpHacenyAOHHO B KOJinnecTBe 0,2 MJI, B TeneHne 3 AHen nocjie HHAyKijHH 

15 Ha30^apnHrnTa; 

- acHBOTHbie, nojiyHaBinne nccjie^yeMbie BemecTBa B A03e 18 Mr/Kr B TeneHne 3 

AHen nocjie HHAyKirnn Ha30(f)apHHrHTa. 

KjiHHHHecKHH OCMOTP KaacAoro >KHBOTHoro npoBOAHJica eaceAHeBHO He MeHee 2-x 

pa3 B AeHb. 
20 B 3KcnepnMeHTe Ha Kpbicax JTHHHH Wistar nyreM KHflyKiinn Ha30(J)apHHrHTa 

BBe^eHHeM B HocoBbie XOAM pacTBopa <|)opMajiHHa 6buin nojiyneHbi naTOJiornnecKne 
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H3MeHeHHH B KOHTpojifcHofi rpynne >KHBOTHBIX, xapaKTepnsyiomne pa3BHTne ocTporo 

BocnajMTejitHoro npoijecca B BepxHHx AHxaTejibHtix nyrax. Bbi3BaHHaa nam/iorna 

xapaKTepH30Banacb rnnepnjia3Hen, yBejinqeHneM KOJinnecTBa 6oKajioBHAHbix KJICTOK, 

BbipaaceHHon HHcJjHjibTpanHeH MOHOHOHyKJieapaMH n JieflKOiiHTaMH, rnnepnpoAyKiiHeH 

5 CJIH3H KeJie3aMH nOflCJIH3HCTOH OSOJIOHKH. 

Ilocjie 3BTaHa3nn BO Bcex rpynnax Kpbic 6wjia H3yneHa KapTHHa BocnajieHHa B 

HOCOBHX xo^ax n rjiOTKe. HocoBbie XOAH npoMbiBajin 5 MJI. <])H3. pacTBopa, 

onpeAejrajin KOJIHHCCTBO KJieTOHHbix SJICMCHTOB B 1 MKJI. 

Ta6jinaa 12 

MaKpocKonHnecKaH xapaKTepHCTHKa imieHCHHH CJIH3HCTOH HOCOBBIX XOAOB 

r pynna n Ee3 imieHeHHH 
CjIH3HCTbie BblAeJieHHH 113 

HOCOBblX XOAOB 

HHTaKTHbie 20 20 0 

KoHTpojib 20 0 20 

CoeAHHeHHe 2 10 3 7 

CoeAHHeHHe 6 10 4 6 

CoeAHHeHne 34 10 3 7 

CoeAHHeHne 115 10 3 7 

CoeAHHeHHe 118 10 5 5 

CoeAHHeHne 141 10 4 6 

CoeAHHeHne 197 10 6 4 

CoeAHHeHne 198 10 7 3 

CoeAHHeHne 251 10 4 6 

CoeAHHeHne 275 10 3 7 

CoeAHHeHne 92 10 6 4 

CoeAHHeHne 149 10 5 5 

CoeAHHeHne 193 10 6 4 

CoeAHHeHHe 341 10 6 4 

CoeAHHeHne 5 10 5 5 

CoeAHHeHne 7 10 6 4 

CoeAHHeHHe 15 10 7 3 

CoeAHHeHne 52 10 5 5 
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CoeAHHeHHe 68 10 3 7 

CoeAHHeHHe 100 10 3 7 

CoeAHHeHne 131 10 5 5 

CoeAHHeHne 44 10 4 6 

CoeAHHeHne 104 10 6 4 

CoeAHHeHHe 124 10 7 3 

CoeAHHeHne 126 10 4 6 

n - KOJIHHCCTBO acHBOTHbix 

H3 npeACTaBJieHHOH TaSjiHiw 12 BHAHO, HTO coeAHHeHHH o6ii],eH (JjopMyjiti I (6e3 

orpaHHneHHH yica3aHHbiMH) OKa3biBaiOT npoTHBOBOcnajiHTextbHoe /jeScTBHe H 

noKa3biBaK)T CBOIO TepaneBTHneicyio 3(|)$eKTHBHOCTb Ha MOACAH Ha3o<J)apHHrHTa. 

OapMaKOJiorHnecKoe AencTBHe nccAeAOBaHHbix coeAHHeHHH Bbipaacanocb B CHnaceHHH 

5 npHTOKa KjieTOK BocnajieHHa H rnnepceicpeuHH CJIH3H. BojibinHHCTBO coeAHHeHHH 

oSmeH 4>OpMyjIH I CHHJKaJIH KOAHHeCTBO KJieTOHHbix 3JieMeHTOB B Ha3aJIbHbIX CMblBaX 

Ha 40-85% no cp&BHeHHio c KOHTPOACM. 

IIpHMep 10 

OnpeAejieime 3^4,eKTHBHOCTH coeAHHeHHH Ha MOACJIH cTa<j)Hji0K0KK0B0H 

10 nHeBMOHHH MbimeH 

ScjxjDeKTHBHOCTb coeAHHeHHH npoBOAHAH Ha 6ecnopoAHbix Mbirnax (caMKn), 

3apa>i<eHHbix Staphylococcus aureus (niTaMM aAanTnpoBaHHbin K MbimaM). BBeAeHne 

coeAHHeHHH MbimaM HaHHHajin 3a 5 AHen AO 3apaaceHnn opajibno B A03ax 15 n 30 Mr/Kr 

B oSieMe 0,2 MA. Ha iiHTbin AeHb Mbiinen 3apa>icajiH noA AerKHM 3<J)npHbiM HapK030M 

15 HHTpaH33aAbHo BBeAeHHeM Staphylococcus aureus B A03e 109 KOE B oSbeMe 0,05 MA. 

Hepe3 1 nac nocAe 3apa>iceHHH MbimaM npoAOJDKajiH BBOAHTb coeAHHeHHH B 

BbimeyKa3aHHbix A03ax eme 2 AHH. B KanecTBe npenapaTa cpaBHeHna ncn0Ab30BaAH 

aMnHUHAAHH, BBOAHMblH OAHOKpaTHO BHyTpHBeHHO B A03e 20 Mr/Kr. B KanecTBe 

KOHTPOAH CAy>KHjiH MbiniH, 3apa>i<eHHbie HHTpaH33aAbHO Staphylococcus aureus H 

20 jreieHbie PBS. Hepes Asoe cyTOK Mbimen 3a6nBaAH, BCKpbiBaAH rpyAHyio noAOCTb n 

AeAaAH OTnenaTKH Jieranx Ha naniKH rieTpn c KOJiyMSHHCKHM arapoM. IIocAe 

HHKySnpoBaHHH B TeneHne 24 nacoB npn 3 6°C (jiHKCHpoBajTH HaAHHHe (HAH 

OTcyTCTBne) SaKTepnajibHoro pocTa Staphylococcus aureus B cpaBHeHnn c KOHTpoAeM. 

HHTeHCHBHOCTb 6aKTepnaAbHoro pocTa oiieHHBajiH B Sajuiax H BbipaacaAn B %. 
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Pe3ynbTaTbi npeACTaBjieHbi B TaSjiHije 13. 

H3 npeACTaBJienHOH Ta6jiniji>i 13 BHAHO, HTO coeAHHeHHH o6meft 4)opMyjibi I 

(6e3 orpaHHHeHHH yKa3aHHbiMH) oKa3bmaioT aHTHSaKTepnajitHoe AencTBHe H 

nOKa3BIBaiOT CBOIO 3(|)<|)eKTHBHOCTI> Ha MOfleJTH nHeBMOHHH. 

5 TaSjinua 13 

3(j)(J)eKTHBHOCTb COe/IliHCHIIH ofimeH (JlOpMyjIbl I Ha MO/iejIH 

CTa(J)H.10K0KK0B0H nHeBMOHHH MblUieH 

IIpenapaT OijenKa pocTa SaKTepwif, B % IIpenapaT 

15 Mr/Kr 30 Mr/Kr 

CoeAHHeHHe 2 50 55 

CoeAHHeHHe 6 45 55 

CoeAHHeHne 34 25 50 

CoeAHHeHHe 115 55 25 

CoeAHHeHne 118 55 50 

CoeAHHeHHe 141 55 40 

CoeAHHeHHe 197 45 60 

CoeAHHeHHe 198 45 55 

CoeAHHeHHe 251 55 20 

CoeAHHeHne 275 35 40 

AMnHUHJIJIHH 25 

KoHTpojib 82.5 

HHTaKTHbie 0 

0 - pocTa HeT 

25 - e£HHHHHi>ie KOJIOHHH (AO 10) 

10 50 - eflHHHHHbie KOJIOHHH (ao 100) 

75 - MHoacecTBeHHtie KOJIOHHH (6ojn>me 100) 

100 - cnjioniHoft pocT 

IIpHMep 11 

OueHKa 3(j)<}>eKTHBHOCTH CoeAHHeHHH oGmcft (J)OpMyjIbI (I) Ha MOfleJlH 

15 nepH6poHXHTa y Kpbic 

KpbicaM-caMuaM JIHHHH BncTap 0AH0KpaTH0 HHrajiHUHOHHO BBOAHJIH ce(j)aAeKc 
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G-200 B R03Q 5 Mr/Kr. HccjieAyeMbie coeAHHeHHa BBOAHJIH >KHBOTHL>IM 

BHyTpHM(ejiyA0HH0 neTbipex-KpaTHO: 3a 24 H 1 H AO, a TaKace 24 H 45 H nocjie BBeAeHHa 

ce^aAeKca. Hepe3 48 H nocjie HHrajiauHH cecfja^eKca np0H3B0AHjin 3BTaHa3Hio 

acHBOTHbix, jiencoe 3a6npajiH Ha rncTOJioniHecKHH aHajiH3. Cpe3ti TOJILUHHOH 4 MKM 

5 OKpaiUHBaJIH reMaTOKCHJIHHOM H 303HH0M. OljeHHBajIH BOCnaJIHTejIBHLie H3MeHeHHa 

JierKHx. OiieHKa npOBOAHJiact no 5-TH SajitHOH niKajie: 

• 1 6ajui - BocnajiHTejibHbiH HH(J)HJiLTpaT 3aHHMaeT 0-20% njiomaAH 

nccjieAyeMoro rncTOJiorHHecKoro npenapaTa, 

• 2 6ajuia - BocnajiHTejibHbiH HH^njtbTpaT 3aHHMaeT 21-40% nnomaAn 

10 HCCJieAyeMoro rncTOJiorHHecKoro npenapaTa, 

• 3 6ajura - BocnajiHTejibHbiH HHtJwjibTpaT 3aHHMaeT 41-60% njionia/iH 

HccjieAyeMoro rncTOJiorHHecKoro npenapaTa, 

• 4 6ajuia - BocnajiHTejibHbiH HH^HJibTpaT 3aHHMaeT 61-80% njiomaAH 

HCCJieAyeMoro rncTOAoniHecKoro npenapaTa, 

15 • 5 6ajuioB - BocnajiHTejibHbiH HH^HjibTpaT 3aHHMaeT 81-100% njioma/iH 

HccjieayeMoro rncTOJiorHHecKoro npenapaTa. 

KojinnecTBO Kpbic B rpynne - 7-10 HIT. 

rHCTOJiorHHecKHH anajiH3 jierKoro noKa3aji, HTO OAHOKparaoe HHrajiaijHOHHoe 

BBeAeHne ce^aaeKca KpbicaM Bbi3biBaeT BbipaaceHHbiH npnTOK KJICTOK BocnaJiHTejibHoro 

20 HH(|»HJIbTpaTa, B OCHOBHOM JIHM(J)OUHTOB, B oSuaCTb SpOHXHOJI (liepH6pOHXHT)(Ta6jIHL[a 

14). 

BHyTpnacejiyAOHHoe BBeAeHne nccjieAyeMbix coeAHHeHHH KpbicaM CHH3HJIO 

npH3HaKH nepH6poHXHTa. Bee nccJieAyeMbie coeAHHeHHa oSiuen (j)opMyjibi I (6e3 

orpaHHneHHa yKa3aHHbiMH) npoaBJiajin aKTHBHOCTb B AHana30He TecrapyeMbix A03. 

25 Ta6jiima 14 

rHCTOAorHHecKHH aHajiH3 jierKoro Ha MOACJIH nepn6poHXHTa y Kpbic (M±m, 

n=7-10) 

Fpynna ^03a CoeAHHeHHH 
(MT/KT) 

nepn6poHXHT (Sajuibi) 

HHTaKTHaa - 1,57±0,2 

KOHTpOJIb - 3,14±0,26 

XC2 1.8 2,14±0,34 
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18 2,37±0,3 

XC6 1.8 2,14±0,14 

18 2,37±0,37 

XC34 1.8 2,21±0,36 

18 2,17±0,3 

XC115 1.8 2,27±0,37 

18 2,43±0,2 

XC118 1.8 2,4±0,31 

18 2,1±0,22 

XC141 1.8 2,25±0,31 

18 1,71 ±0,29 

XC197 1.8 2±0 

18 1,86±0,26 

HHTaKTHaa - 1,86±0,34 

KOHTpOJIb - 3±0,31 

XC198 1.8 2,44±0,34 

18 2,44±0,29 

XC251 1.8 2,44±0,29 

18 2,0±0,31 

XC275 1.8 2,08±0,15 

18 2±0,29 

npHMep 12 

JleKapcTBeHHbie (boPMbi COCHHHCHHH no H3o6peTeHHfo 

CoeAHHeHHa no H3o6peTeHHio MoryT 6brn> BBe^eHH nepopaJibHo, 

5 HHTpaHa3aJlI>HO, BHyTpHMblllieHHO HJIH BHyTpHBeHHO B BHfle CTaH^apTHblX 

jieKapcTBeHHBix (})opM, co^epKamnx HeTOKCHHHbie 4)aPMayeBTHHecKH npneMJieMbie 

HOCHTeJIH. 

^aHHbie coeAHHeHHa MoryT BBOAHTbca naiwemy B A03ax, cocTaBJiaiomnx OT 0,1 

AO 10 Mr/Kr Beca Tejia B AeHb, npeAnoHTHTejibHO B A03ax OT 0,5 AO 5 Mr/Kr, OAHH HJIH 

10 6ojiee pa3 B AeHb. 

IIpH 3TOM cjieAyeT OTMCTHTL, HTO KOHKpeTHaa A03a AJia KaacAoro KOHKpeTHoro 
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naijHeHTa 6ya;eT 3aBHcexb OT MHornx (})aKTopoB, BKAionaa B03pacT, Bee Tejia, noji, 

o6iuee C0CT0HHHe 3AopoBba H peacnM nvnamin nanneHTa, BpeMa H cnoco6 BBe^eHHa 

JieKapcTBeHHoro cpeACTBa, CKOPOCTB ero BMBefleHHa H3 opraHH3Ma, a TaKace Taacecra 

3a6ojieBaHHa y AaHHoro nauneHTa, npoxoAamero jieneHHe. 

5 OapMaueBTHHecKHe KOMIIO3HIIHH coAepacar coeAHHeHHa no H3o6peTeHnio B 

KOJinnecTBe, 3(j)(j)eKTHBHOM j\5\% AOCTH>KeHHa noAoacHTejibHoro pesyjibTara, n MoryT 

6bITB BBCAeHbl B BHAe CTaHAapTHblX JieKapCTBeHHBIX (J)OpM (HanpHMep, B TBepAOH, 

noAyTBepAOH HJIH >KHAKOH (J)opMax), coAepacamnx AaHHoe CoeAHHeHHe B KanecTBe 

aKTHBHoro HHrpeAneHTa B cMecn c HOCHTejieM HAH HanojiHHTejieM, npnroAHbiM AJia 

10 nepopajibHoro, BHyTpnMBiineHHoro HJIH BHyTpnBeHHoro BBeAeHna. AKTHBHBIH 

HHrpeAneHT MoaceT 6biTb BKjironeH B KOMno3nuHio BMecTe c OSBIHHO Hcnojn>3yeMbiMH 

HeTOKCHHHHMH <j)apMaijeBTHHeCKH npHeMJieMblMH HOCHTeAaMH, npHTOAHblMH AJia 

H3r0T0BJieHna pacTBOpOB, Ta6jieTOK, nnjiiojib, Kancyji, Apaace H JIIOSBIX Apyrnx 

JieKapCTBeHHHX 4>opM. 

15 B KanecTBe HanojiHHTejieM MoryT SBITB ncn0Jib30BaHbi pa3JiHHHbie BemecTBa, 

TaKne KaK caxapHAM, HanpnMep, rAi0K03a, AaKT03a HAH caxapo3a, MaHHHT HAH COP6HT, 

np0H3B0AHbie uejuiK)A03bi H/HJIH 4>oc4>aTbi KajiBijna, HanpHMep, TpHKaJibnnH 4>oc(j)aT 

HJIH KHCABIH (})0C(f)aT KajibHHa, B KanecTBe CBa3yiomero KOMnoHeHTa MoryT 6BITB 

Hcn0jib30BaHbi TaKne, KaK KpaxMaAbHaa nacTa, HanpnMep, KyKypy3Hbin, nmeHHHHbiH, 

20 pncoBHH, KapTO^ejibHbiH KpaxMan, aceAaraH, TparaKaHT, MeTHJmejuiK)Ji03a, 

rHApoKCHnponHJiMeTHAii:ejijnojio3a, HarpneBaa COJIB Kap60KCHMeTHJmejnii0Ji03bi H/HJIH 

nOJIHBHHHJinHppOJIH AOH. IIpH He06x0AHM0CTH MOryT SblTB HCn0JIB30BaHBI 

pa3ptixjiaioin;He areHTbi, TaKne KaK BBiineynoMaHyTBie KpaxMaJiBi H 

KapSoKCHMeTHAKpaxMaji, nonepeHHOcniHTBiH nojiHBHHHjinnppojiHAOH, arap HJIH 

25 ajiBrnHOBaa KHCJioTa HJIH ee COJIB, TaKaa KaK ajiBnmaT HarpHa. 

TaKace MoryT SBITB BKjnoneHBi Heo6a3aTejiBHBie AoSaBKH, HanpHMep, areHTBi, 

peryjinpyioiuHe TeKynecTB, H CMa3BiBaiomHe areHTBi, TaKne KaK AHOKCHA KpeMHHa, 

TajiBK, cTeapHHOBaa KHCAOTa H ee COJIH, TaKHe KaK cTeapaT Marana HAH CTeapar 

KajiBuna, H/HJIH nponHAeHrjiHKOjiB. 

30 B KanecTBe AoSaBOK MoryT 6BITB TaKace ncn0AB30BaHBi CTa6HJiH3aTopBi, 

3arycTHTenH, KpacnTejin H oTAyniKH. 

ITpn npnroTOBJieHHH cTaHAapTHon AeKapcTBeHHOH c|)opMBi KOJIHHCCTBO 
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aKTHBHoro HHrpe^HeHTa, Hcnojii>3yeMoro B K0M6HHauHH c HOCHTejieM, MO>KCT 

BapbHpoBaTbca B 3aBHCHM0CTH OT nauneHTa, npoxoAamero jieneHHe, H OT KOHKpeTHoro 

cnoco6a BBeAeHHa JieKapcTBeHHoro cpencTBa. 

TaK, HanpHMep, npn Hcn0Jib30BaHHH coeAHHeHHa B BH^e pacTBopa ^Jia 

5 HHteKUHH, co^epacaHHe aKTHBHoro areHTa B HHX cocTaBjiaeT 0,01-5 Macc.%. B 

KanecTBe pa36aBHTejien MoryT 6MTB Hcn0Jib30BaHbi 0,9% pacTBop xjiopn^a HarpHa, 

aHCTHjijinpoBaHHaa Boaa, pacTBop HOBOKaHHa AJia HHteKUiHH, pacTBop PHHrepa, 

pacTBop rnK)K03bi, cneitfuJjHHecKHe Ao6aBKH AJW pacTBopeHHa. Flpn BBeAeHHH B 

opraHH3M coeAHHeHHa B BHue Ta6jieTOK, HX KOJIHHCCTBO cocTaBjiaeT 5,0-500 Mr Ha 

10 cTaHjiapTHyK) JieKapcTBeHHyio 4>opMy. 

JleKapcTBeHHtie <J)opMbi coeAHHeHHH no H3o6peTeHHio AJIH Hcn0Jit30BaHHa B 

cooTBeTCTBHH c HacToaiijHM H3o6peTeHHeM nojiynaioT no CTaHAapmbiM MeTOAHKaM, 

TaKHM KaK, HanpHMep, npoueccbi cMeniHBaHHa, rpaHyjinpoBaHHa, (J)opMHpoBaHHe 

apaace, pacTBopeHHe H nHO$HJiH3auHa. 

15 TaSjieTHDOBaHHaa cboDMa 

Ta6jieTHpoBaHHyio (f>opMy nojiynaioT, ncnojib3ya npHBeaeHHbie HHace 

HHrpeaneHTbi: 

AKmueuoe eeiqecmeo: 

CoeAHHeHHe no H3o6peTeHHio HJIH ero 

<|)apMaiieBTHHecKH npneMJieMaa cojib 
10 Mr 100 Mr 

BcnoMozamejibHbie eemecmea: 

MHKpoKpHCTajuiHHecKaa uejiJiK)JT03a 70,55 MT 95,90 Mr 

jiaKT03a MOHOTHApaT 67,50 Mr 99,00 Mr 

HaTpna rjiHKOjiaT KpaxMaji 0,75 Mr 1,50 Mr 

TajibK 0,60 Mr 1,20 Mr 

Marana CTeapaT 0,60 Mr 2,40 Mr 

Macca ndpa ma6jiemi<u 150,00 Mr 300,00 Mr 

OSojioHKa 4,50 Mr 9,00 Mr 

Macca Ta6jieTKH 154,50 Mr 309,00 Mr 

KoMnOHeHTbi cMeuiHBaiOT H npeccyioT JXJIK 06pa30BaHHa TaSjieTOK. 

20 Cvnno3HTppHH 
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IlpHMep cocraBa cynno3HTopna: 

CoeAHHeHHe no H3o6peTeHHio HJIH ero (JiapManeBTHHecKH 1-100 Mr 

npneMjieMaa COJIB 

Macjio KaKao KOJIHTCCTBO, 

Heo6xoAHMoe juin 

nojiyneHH a 

cynno3HTopna 

ripH HeoSxOAHMOCTH B03M03CH0 H3rOTOBJieHHe peKTajIBHBIX, BarHHaJIBHBIX H 

ypeTpajiBHBix cynno3HTopHeB c cooTBeTCTByiomHMH HanojiHHTejiaMH. 

PaCTBOP JJia HHBeKUHH 

5 IlpHMep cocTaBa pacTBopa RJW HHBeKijHH: 

CoeAHHeHHe no H3o6peTeHHio HAH ero (JjapManeBTHHecKH 1-50 Mr 

npneMAeMaa COJIB 

BoAa AJia HHBeKijHH 2 MA 

PforoTQBJieHHe JieKapcTBeHHBix (|)OPM 

JleKapcTBeHHBie (JtopMti coeAHHeHHH oSmeft (j)opMyjit.i I AJia Hcn0JiB30BaHHa B 

cooTBeTCTBHH c HacroamHM H3o6peTeHHeM nojiynaioT no cTaHAapTHBiM MeTOAHKaM, 

TaKHM KaK, HanpHMep, npoueccBi CMeniHBaHHa, rpaHyjinpoBaHHa, <J)opMHpoBaHHe 

10 Apaace, pacTBopeHHe H jiHo4)HjiH3auHa. 

TaGjierapOBaHHaa d)OPMa 

Ta6jieTHpoBaHHyio <J)opMy nojiynaioT, HcnojiB3ya npHBeAeHHBie HHace 

HHrpeAHeHTBi: 

CoeAHHeHne oSmeii <J)opMyjiBi I HJIH ero c^apManeB-raqecKH 

npneMJieMaa COJIB 100 Mr 

KpaxMan Kapxo<J)ejiBH&iH 20-50 Mr 

Marana CTeapaT 3 Mr 

AapocHJi 1 Mr 

JlaKT03a AO 300 Mr 

KoMnoneHTBi cMeniHBaiOT H npeccyioT AJia 06pa30BaHHa TaSneTOK BecoM 300 Mr 

15 KaacAaa. 

^CejiaTHHOBBie KancyjiBi 

CoeAHHeHHe oGmeti (JjopMyjiBi I HJIH ero COJIB -100 Mr, 
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JlaKT03a (caxap MOAOHHBIH), KpaxMaji KapTo<J)eAbHbiH, KpeMHHa AHOKCHA 

KOAJIOHAHKIH (aapocHJi), MarHHa CTeapaT - AO nojiyneHHa MaccBi coAepacHMoro KancyjiBi 

220 Mr 

YKa3aHHbie Bbirne HHrpeAneHTbi CMeuiHBaiOT, rpanyjinpyioT, rpaHyjibi 

5 noMemaiOT B TBepAtie acejiaTHHOBbie xancyjibi B KOJinnecTBe 220 Mr. 

Cvnno3HTopHH 

IlpHMep cocTaBa cynno3HTopHa: 

CoeAHHeHHe o6meii <j)opMyjibi I HJIH ero 

(j)apMaueBTHHecKH npneMJieMaa COJIB 10-100 Mr 

Macjio KaKao KOJIHHCCTBO, HeoSxoAHMoe AJia 

noJiyneHHa cynno3HTopna 

IIpH Heo6xOAHMOCTH B03M05KH0 H3rOTOBJieHHe peKTaJIbHblX, BarHHaJIbHBIX H 

ypeTpajibHbix cynno3HTopHeB c CooTBeTCTByiomHMH HanojiHHTejiHMH. 

10 PacTBop jjia HHT.CKHHH 

IlpHMep cocTaBa pacTBopa am HH^CKUHH: 

CoeAHHeHHe oSmeii (bopMyjiBi I HJIH ero 
10-100 Mr 

(jjapMameBTHHecKH npneMJieMaa cojib 

BoAa AJW HHteKUHH 2 MJI 

B KanecTBe pacTBopHTejia npn npHroTOBAeHHH pacTBopa AJIH HHBCKUHH MoryT 

6biTb Hcn0Jib30BaHbi - 0,9% pacTBop Harpna xjiopnaa, AHCTHJiJinpoBaHHaa BOAa, 

pacTBop HOBOKanHa. OopMa BtmycKa - aMnyjibi, <J)jiaKOHbi, HHIPHIJ-TIOSHKH, «insert». 

15 CocTaB 1 pacTBopa AJIH HHteKUHH: 

CoeAHHeHHe oSmen ^opMy^bi I HJIH ero cojib - 100 Mr 

BoAa AHCTHJiJinpoBaHHaa - 5 MA 
B KanecTBe pacTBopHTeAa npn npHroTOBjieHHH pacTBopa AJIH HHTDCKUHH MoryT 

6bITb HCn0Ab30BaHbI - 0,9% paCTBOp HaTpHa XJIOpHAa, H30T0HHHeCKHH 4>oc4)aTHbiH 

20 6y<j)ep. OopMa BbinycKa - aMnyAbi, (JwiaKOHbi, uinpnu-TioSHKH, «insert». 

B03M0>KH0 H3rOTOBAeHHe pa3JIHHHbIX JieKapCTBeHHblX (J)OpM AJia HHteKIIHH -

CTepHJIbHblX paCTBOpOB, CTepHJIbHblX nopOHIKOB H Ta6jieTOK. 
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OOPMYJIA H30BPETEHHH 

10 

15 

1. CoeAHHeHHe o6nteM <j)opMyjibi I: 

HJIH ero c{)apMaiteBTHqecKH npneMJieMaa cojib, 

rae 

R1 npeacTaBjiaeT CO6OH 

R3 

,N 
HJIH 

m npeACTaBJiaeT CO6OH uejioe HHCJIO 0, 1 HJIH 2; 

n npeacTaBJiaeT CO6OH ijejioe HHCJIO 0, 1 HJIH 2; 

R2 npeacTaBJiaeT CO6OH H HJIH C1-C6 ajiKHJi; 

R3 H R4 KaacAbifi He3aBHCHMO npeacTaBjweT CO6OH H, O, C1-C6 ajiKHJi, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeacTaBJiaeT CO6OH -COOH, -C(0)NH2, 
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H 
N-

\ 
N , " ^ v -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

me R5 MoaceT 6bm> Heo6fl3arejibHo 3aMemeH 3aMecTHTejieM, Bbi6paHHbiM H3 

rpynnbi cocToameH H3 6eH3Hjia, 6eH3Hji-0C(0)-, C1-C6 ajiKHjia, OH H -NH2; 

R6 

-(CH2)P «(CH2)0 

Q npeflCTaBJiaeT CO6OH 

R 8 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npHCoe/jHHeHbi, MoryT 

06pa30BbiBaTb UHKJI 

QHR1 BMecTe c (j)paraeHTOM -C(0)N-, K KOTOpOMy OHH npncoeflHHeHbi, MoryT 

H2N 

o 

06pa30BbiBaTb UHKJI O , Heo6a3arejibHO 3aMemeHHbiH no aMHHorpynne 

10 rpynnoft-C(0)CH3; 

o npejcTaBjiaeT CO6OH uejioe HHCJIO 0 HJIH 2; 

p npeacTaBJiaeT CO6OH nejioe HHCJIO OT 0 ao 3; 

R6 H R7 KaacabiH He3aBHCHMO npeacTaBJiaeT CO6OH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HJIH CrC6 ajiKHJi-NH2; 

15 rae R6 H R7 MoryT SbiTb Heo6H3arejibHo 3aMemeHbi OJJHHM HJIH asyMK C1-C6 

ajiKHjiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 
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CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 
o 

R npeACTaBjiaeT COSOH 

,N. 

H, -COOH, NH2, 
HN-

'hf 
HN. .NH 

HN. 

'NH 

(X 

'NH 

H 
-N. 

\^N 

1 

/ 
N N' 

'N 

\ 

"N' 
•N 
H 

.N, 

'N 

• N 

\ 

10 
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/ 

V 
•N 
/ 

N. 

N-

/ V NH 

,N. 

N-

•© 

a N N 

"N 

N I N 

H 
N. 

N—^ 

% 

N—N 
H 

S-
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o 
me R Mo>KeT 6biTt Heo6a3arejibHo 3aMemeH OAHHM HUH 6onee 3aMecTHTejiHMH, 

BbiSpaHHbiMH H3 Cj-Ce ajiKHJia, C1-C6 ajiKOKCH, rajioreHa, -COOH, -OH, nnpHAHJia, -O-

6eH3Hjia H <J)eHHjia; 

5 HJIH CoeAHHeHHe, Bbi6paHHoe H3 cjieayiomnx CTpyiaypHbix (JiopMyji: 

71 "mj 
72 

0 

npn ycnoBHH, HTO CoeAHHeHHe He Bbi6paHo H3 cjieAyiomnx coeAHHeHHH: 

HoMep no 3aaBKe OopMyjia 

211 I VJ' 
H 

212 -CV-T)-
0 N=/ 

213 
OH O 

214 
H 

215 
O O N=\ 

NH2 
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216 °r^rN^ 
217 

218 

OH 

° N 

219 
O NH^ 

220 

NH2 

°Y^vNHr^r^-
H3C-i °HOA0 ^ 

221 

CH3 

OH O 

NH2 /L NO \1—N 
H 

222 

H o 
"T^TNX 

0 

223 T 
H 

224 
H2N^^^NV^C^N I I 

OH H 

225 

/=\ 
HN^xJ 

CH3 

226 cr^^x^" c° 
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227 ' T' hl""" 
H 

228 

229 

CH3 

O o lL(f 

230 

231 °r^YNH^n 
OH o 

232 °r^YNH-^iO 
OH O 

233 
O.. yv .NH /v r^r^o 

234 

235 c~Vt^o 
236 °r^r-~*P 

H 

237 

O-CHg 

H 

238 
9 

\ r"^iP 
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239 

OH 

H 

240 OJCyW" 
0 0 

241 

242 
CH3 

243 
_X HaC*" 'NH 

jrr^o-
O OH 

244 

245 
O O NH J/ 

246 
NH2 HOYWN"^O 

247 YYY^ OH CH3 O N==/ 

248 -Vr~Q 
249 

V»„ 

T X./ 
H 
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250 
H 

251 

252 

OH 

o A. NH J/ 
O^ OH 

- 253 YJCT"tP 
H 

254 
NH2 

r^r 
255 "°^nrrxp 

HO^^O £ 

256 

NH2 

257 -VTNH^Y> 
H3CL.NH O NH^y 

T o 

258 H2H<^^Y YYNH 
o Jiv, N=s/ 
HOsO 

259 
o NH2 

O NH^y 

260 -^cc^P 

3AMEH?1f01H 1/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

251 

261 °r^YNxxP 
H 

262 —Y'NH^^Y^I 
OH O IL 

N 

263 Y^Y""^0 OH O 

264 Y^YH^yv-, 
OH 0 W 

265 
OH O 1 / 

266 o 
267 

OH O 

268 
CH3 

6H O 

269 °r^rrr> 
OH 

270 V^T"H^V> 
OH O S—1/ 

271 
OH O 

272 
HOv^rNHr>t)N O O Js^ NH-»y 

O 

H3C^ 
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273 

274 

275 HOi—rN^t^ 

. 276 

NH2 °r"~rW> 
277 V^YNH^ON 

OH O l:==/ 

278 
H 

279 

OH 

280 

OH 

O NH_^ J ° 

281 °x~XO? 

282 

283 •^ory-cP 
OH ^ 
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284 

285 

286 
o o 

N—" NH2 
H 

287 

288 
r—-NH 

T \HJU 

289 vnrro 3 HO^^O [J 

290 
H 

o 

291 
CH3 J H 

a Jk 
HO ,N 

292 
NH2 

HO 

293 
H 

294 CW> 
295 

r JV~JCC 
~ so 
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296 
o 

H 

297 
4ys 

C° 

298 
o 

299 

300 

H 

301 TN^CP 
H 

302 
O N==/ 

303 
O N==/ 

304 

305 
H 
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255 

306 
H 

307 

CH, o O 

H2N'^^NH'\ 

N= 

308 

NH2 

0 

309 

310 

311 
r^"-NH 

312 

313 
c, 

314 
.NH. /V ^.O 

315 

316 
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317 
0 ^-N 

318 

0 

H n if ̂  
H 

319 
H2N \T ^ 

O «L-/ 
H 

320 
NH2 OH 

0 

321 

H 
/N ji NH2 OH 

VkA^-^vAo 
0 

322 
OH pS=\ 

o 

323 o 

324 Y^OCO 
325 v^cco 

IH3 

326 

327 H2N^^YNH"^^ 0 k/° 
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328 

NH2 

i~V"rc-
HO ^0 

329 

330 

0
 

5 £ o 
331 

o 

Z
 

X
 

332 

NH2 

OH O ks „0 

333 

NH2 

o OH O 

334 

NH2 

V~^NY~Y> 
OH O N==/ 

CH3 

335 —r^r> 
OH 0 NH^ 

343 
0 0 
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344 
H 

0 0 ro 
N 

345 

346 

HCL H . 

s 

347 
>°Y-Y^XX 

348 
N N 

0 0 ~o -N 

349 

350 o ^TyT 

351 0 ' 0 ^L_/ 
2. CoeAHHeHHe HJIH ero 4>aPMaiJeBTHHecKH npneMjieMaa cojib no n. 1, 

npeACTaBjiaiomee CO6OH: 
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HoMep no 3aaBKe OopMyjia 

1 
°Y\/YNVY\ 

OH 0 
H 

2 
OH 0 NH^/ 

3 
OH o NHV 

4 
OH O N=s/ 

5 OH 0 l^NJ 
H 

6 Ynrx) 
7 

OH O 

8 
OH O HN\^ 

9 
Ov /\ /v >NH /\ /\ Y^Y ̂ Y> OH O °\^ 

10 
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11 
OH O N\^N 

12 
OH O 

13 
OH 0 N=N 

14 rru 
15 Ynrno 

H 

16 

17 
0 ° 

18 Y^Y^Vv 
OH 0 

H 

19 °Y^^YNH--^YN^Y% 
OH 0 

^ N 

20 YnTXO 
21 

HO. /N. /v --NH /\ Y^Y ̂  0 0 W 
22 

OH O N-~s 
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23 
OH O <•==,/ 

24 V^YNH^0« 
OH 0 

25 
OH 0 N—o 

26 
OH 0 

27 

28 °r^YNH^t> 
29 

OH O N—Q 

30 
CH3 

O O N^:/ 

31 
CH3 

X X LJ* 

32 
OH O 

33 
. .NH n 

34 CV /\ NH Jl 3 
Y ̂  Y ^ ̂  s 

OH O 
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35 
OH O 

36 °r~rN^0-
37 

OH 0 

38 

o-CH, 

OH 0 

39 

CI 

40 

41 
OH 0 

42 V^NK^YX OH 8 SA<; 
CH3 

43 
CH3 

OH O N=s/ 

44 

o 
J1 CH, 

H3C [j \ /N 
O HH~y 
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45 

o 
II CH3 

H3C II /,N 
0 NH~y 

46 VYY"^ 
OH NH2 0 l\te=/ 

47 

°^CH3 

HO^J 3 IH-^N 

o 

48 
o o 

N 

N 

J 

49 O 0 

50 0 0 

\ 

51 o o ( 13 
> 

52 
CH3 

°r^rNH^t> 
53 

54 
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55 

0r^YH^cr >0 O N——^ 

6 
56 

57 

CH3 

0 o NHJ' 

58 

H3C^ 

»^Y^YH^Y> 
0 0 NH^y 

59 
.NH .NH -HO ir-or 

O 0 NH^y 

60 
.NH .NH /v T^Y 

0 0 NH^y 

61 O N==' 

H3C 

62 
6H3 

63 

H3AH3 

64 —fnd H3cr U N 

3AMEH?lfOLHW/1 J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

265 

65 o—rNH"X> 
66 

OH 

0 0 NH^/ 

67 

OH 

r^iro 
68 

N 

69 crHr 
N 

70 

0 

/v. OH 
NH 

o 
N(7 

v—NH 

71 vnt^o 
72 HOA^V^O^V^X^ 

0 

73 XH>VVV'NVN^ 
OXQX5/NH 
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74 
O NH~y 

OH 

75 

O 
II CH3 

HO' H3C HIT ,NH ° 

76 

CH3 

o o NH^y 
O OH 

77 "Txrxo-
78 

CH3 

"YW'VY, 
O O NH_y 

O OH 

79 
wrrr"BrY)» 

0 NH, 0 A. NH«y 
0 OH 

80 

H3CV^O 

•^oXP" 

81 Hv-VHm O O NK^ 
OH 

82 "rrort> 
0^ OH 

83 

OH 

Y-xos-0^ OH 

3AMEH?1f01H 1/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

267 

84 X T X> 
85 

0H0>^0 

^JT^W^NHX^^CH3 
H 

86 
H OH 

87 °rV"' 
C H 3 

88 
OH 0 NH^ 

HN ^0 

OH OH 

89 

II V^/N 
OH 0 X NH^y 

HN ^0 

Yr' 
H3C 

90 

0!T^YNHrY)N 
OH 0 NH—^ 

HN ^O 

°^S^V<Y^CH3 

NH2 CH3 

91 
OH O NH^ 

HN ^O 

°S^j-^V^"CH3 
H3C° 

92 HN ^0 

N H 2 
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93 
°r^nr"jco 

H N ^^**0 A H 3C H3C^ ^CH3 

94 
OH 0 N H 

H N -^^-0 

°T^L 
H 3 C H 3 

95 

-O 
OH 0 

HN^^-0 °rS 
OH OH 

96 

HNC^ 
OH O 

H N ^^O 

05srS 
NH; OH 

97 

CH3 H t 
/N~>1 HN^^O OH 

V^4y"VvA) 
O 

98 

CH, 
H I 

HN^O 

O 

99 

H3C. SP HO. .JO H 

XpXCO 
O^^OH 

100 H2N^^YNH-^^XS^ 
0 
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101 O NH-/' ^ 

102 

H2N—/ 

103 JH ^NH /v A. ^ 
H2hT N 

O 

104 V NH 

H2N—' 

105 
/s. /\ -NH .N. H2N^ 

0 s—^ 

106 

CH3 | 3 H 

0 N 

107 

CH3 

/v /v. -.NH /v J\ 
H2N-^^Y /I* 

o N—J 
H 

108 
CH3 

109 O. ^ ,NH 

OH O NH—^ 

110 
OH O NH^y 
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111 
OH O 

112 

113 ^ rcP 
OH O 

114 
CH3 H 

OH O 

115 vnrct> 
116 

H 

OH O _J 
HO 

117 
CH, 

1 H 

118 

H 

°Y^YNH-^^N// 
OH O 

119 
„ N r\> 

1 II H 
OH O 

120 OH O *-—jg 
H 

121 V^V^Y> 
OH 0 

122 V^Y"^£> OH O S—'J 
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123 
OH o o-»y 

124 
OH O ^O 

125 OH O U—N' 
H 

126 Y^YH^r> 
OH O N*~N 

H 

127 
OH O 

128 
H 

OH O N— 

129 
°Y^^N|/NHN^Y'\S 

OH 0 «=t/ 

130 vnf^o 
131 AH O 

132 Tnr"^! 
133 

OH O 

134 
H 

ir~\ °rr~~r~K^0' 
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135 
H 

136 

N==^ 

OH O 

137 
OH O !•=,/ 

138 °r~T^cP 
H 

139 

140 
OH O ^ 

141 
HaC^^CHa 

^ '^NH^ 

142 
NH2 J H 

HN^ NH V 

143 HNYNH-^^^NH— 
NH2 O N 

144 
NH, 
I H 

HN^^ NH 

145 
„ NH, °a~ / 

H 

146 
H,N. .NH -NH /\ ,NH2 Y 

NH2 0 
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147 

o 
Hl\k ^NH .NH JL 

NH2 O 

148 
OH O NH_^ 

HN O 

.O OH 
H3C^ 

149 

« O 
HN °J\ 

HsC 

150 

/= N 

°r^rNx 
Hljr^O 

OH NHj 

151 

O 

N^^^Si^v"NH^V^/V^NH2 

N 
H 

152 

0 

Nrr^ANH^NH2 
^—N 

H 

153 

N 

154 
0 ^—N 

155 H2N Y ^ Ny 
0 *—s 

156 
0 '—N 
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157 
•v /\ .NH .NL 

0 *—0 

158 
0 "—N 

159 
H2N ^ j) 

0 N—N 
H 

160 
° NT 

161 H2N T Tl^ 
0 N,^ 

162 o fT> 

163 *-~YTr^ 
164 

H2N^^NH--N^N-\ 

vv 
165 0 k/Sf 

166 

ys. ./"s. ^.NH xv .N^. ° <y 
V^-NH 

167 H2N/^Y^^YVN-\ ° 

168 
/\ /-V .f.'H -

"^Y ̂ 3 
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169 H2N-^^YNH^YNy^ ° 

170 

171 

CH3 

N H"^0 

HO -"^=0 N 

172 HN-^O 

173 

0 

X NH CH3 

HO 0 N=/ 

174 "more or OH 

175 Y-TXO 
176 V^OCO 
177 "mrxo 
178 "^TCCC-

SCH3 

179 
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180 

o o 

/ ^ NH ^ OH 

181 
"T^rXO 

V 
182 

"r^cm 
183 

HO 

184 
"°r^TNrx> 

O-^^H H 

V 
185 

186 
0 —s 

187 

188 
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189 

NH2 

^CH3 

190 

NH2 

rr-D 
191 

NH2 

°VV/VNH^/VN 

OH o s—y 

192 

NH2 

V^M^Yh 
OH 0 S-^ ^ 

193 

0 

°Y^/YNyJkrY0 
OH o I - a 

V^NH CH' 
W 

194 

o 

°Y^^YNHyJ1-NH-Y0 
OH O OH 

V ,NH 
N==/ 

195 
9 o M-N 

196 NY 
0 

197 ) y . , r.r 

198 JUW>i 
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199 °r^rN^6r 
0 o N 

200 "l 

201 

202 jUWC-o 
203 xr-Y—O 

O O 

204 
O 0 N-^Vi /) 

205 

O ° / 

HO-^^O^NH--X^-N\^N 

206 ? 
207 

208 

- F 
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209 
\ 

210 °mf^o 
336 

337 "mono-cr NH2 

338 
HOI—ort> 

O NH 
1 

339 O O A. N==/ 
O N 

/ \ 

340 
HOmr^% 

341 

342 
°^>r«^rv. 

H IS w 
3. Cnoco6 npo^HJiaKTHKH HJIH JieneHHa 3a6ojieBaHHH, BM3tiBaeMbix PHK-

coaep>Kaiu,HMH BHpycaMH, npHHaAJie^camHMH pofly 3HTepoBHpycoB, po,ziy 

MeTanHeBMOBHpycoB, pofly nHeBMOBHpycoB, poay pecnHpoBHpycoB HJIH po/iy 

ajib(f)aKopoHaBHpycoB, H/HJIH ^HK-coflepacamHMH BHpycaMH, npHHa^jieacamHMH 

5 ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, BKJiroiaiomHH BBe^eHHe 
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nauneHTy 3(J)(j)eKTHBHoro KOJinnecTBa coeAHHeHHa oGmeft (f)opMyjn,i I: 

R2 

R\ .N. 

O 

HJIH ero (JtapMaiieBTHHecKH npneMJieMOH COJIH, 

rae 
R1 npeacTaBjiaex CO6OH 

R3 

(CH2)m 

m npeACTaBjiaeT COSOH iiejioe HHCJIO 0, 1 HJIH 2; 

10 n npeACTaBJiaeT CO6OH uejioe HHCJIO 0, 1 HJIH 2; 

R2 npeacTaBjiaeT CO6OH H HJIH C1-C6 ajiKHji; 

R3 H R4 Ka>KAwfi He3aBHCHMO npe^CTaBJiaeT COSOH H, O, Ci-Cg aJiKHJi, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeACTaBJiKeT CO6OH -COOH, -C(0)NH2, 
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H 
N-

\ 
N , " ^ -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

rjje R5 MoaceT 6biTb Heo6a3aTejibHO 3aMemeH 3aMecTHTejieM, BbiSpaHHbiM H3 
rpynnbi cocToameft H3 6eH3Hjia, 6eH3Hji-0C(0)-, C1-C6 ajiKMa, OH H -NH2; 

R6 

.(CH2)p -(CH2)0 

*R 

Q npe/icTaBJiaeT CO6OH R7 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npncoeflHHeHbi, MoryT 

06pa30BbiBaTb IIHKJI 

Q H R1 BMecTe c ^panvteHTOM -C(0)N-, K KOTOpOMy OHH npncoeflHHeHbi, MoryT 
o 

H,N 
N 

4 06pa30BbiBaTb IJHKJI O , HeoSjBarejibHo 3aMemeHHbiH no aMHHorpynne 

10 rpynnoft-C(0)CH3; 

o npe^cTaBjiaeT CO6OH nejioe HHCJIO 0 HJIH 2; 

p npeflCTaBJiaeT CO6OH nejioe HHCJIO OT 0 AO 3; 

R6 H R7 KawiMH He3aBHCHMo npeACTaBjiaeT CO6OH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HJIH CI-C6 ajiKHji-NH2; 

15 me R6 H R7 MoryT 6biTb Heo6fl3arejibHO 3aMemeHbi OAHHM HJIH flByMH C1-C6 

ajiKHjiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 
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CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 
-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -
CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npeacTaBjiaeT CO6OH 

.X 

H, -COOH, NH2, 
HN-

HN. 

'NH 

'W HN. 

'NH 

H 
.N. 

.NH 

/ 

1 

N N' 

'N 'N' 

\ 

\\ 

.N. 

'N' 

-N 

\ 

'H 

10 
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•Nx 

N N N 

O-Q 
N S 

xyjj 
N 
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Q 

me R MO>KeT SBITB Heo6a3arejibHO 3aMemeH OAHHM HJIH 6ojiee 3aMecTHTejiaMH, 

BbiSpaHHtiMH H3 CpCe ajiKHJia, C1-C6 anKOKCH, rajioreHa, -COOH, -OH, nnpHflHJia, -O-

6eH3Hjia H ^eHHjia; 

5 HJIH CoeAHHeHHe, BbiSpaHHoe H3 cjieAyioiunx CTpyKTypHbix (ftopMyji: 

71 

72 

0 

npn ycjiOBHH, HTO coe^HHeHHe He npe^CTaBjiaeT CO6OH 

4. Cnoco6 no n. 3, me BHpyc, npHHa£jie>KamHH poxy 3HTepoBHpycoB, Bw6paH 

H3 rpynnbi, BKjnonaioineH pHHOBHpycbi, BHpycbi KoKcaKH H 3HTepoBHpyc rana 71. 

10 5. Cnoco6 no n. 3, me BHpyc, npHHaaJieacamnft po,a;y nHeBMOBHpycoB, 

npeflCTaBjiaeT COSOH pecnHparopHO-CHHiiHTHajibHbiH BHpyc, BHpyc, npHHa&neacamHH 

po^y MeTanHeBMOBHpycoB, npe/icTaBJiaeT COSOH MeTanHeBMOBHpyc nejioBeKa, BHpyc, 

npHHaAJieacamHH po/iy pecnHpoBHpycoB, npe^cTaBJiaeT COSOH naparpnnn, BHpyc, 

npHHafljieacamHH K pony ajib(})aKopoHaBHpycoB, npe^cTaBjiaeT CO6OH KopoHaBHpyc. 

15 6. Cnoco6 no n. 3, me ceMeftcTBO ajjeHOBHpycbi BKjnonaeT poa 

MacTaxteHOBHpyc, K KOTopoMy OTHOCHTCH a^eHOBHpyc nejioBeKa. 

7. Cnoco6 no n. 3, me 3a6ojieBaHHe npeacTaBJiaeT CO6OH 3a6ojieBaHHe, 

Bbi3BaHHoe BHpycoM repneca npocToro 1-ro HJIH 2-ro rana. 

8. Cnoco6 npo(J)HJiaKTHKH HJIH JieneHHa o6ocTpeHHa acTMbi, xpoHHHecKOH 
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10 

15 

06cTpyKTHBH0H 6one3HH JierKHx, MyK0BHcuHA03a, KOH'&iOHKTHBHTa, racTposHTepHTa, 

renaTHTa, MHOKapAHTa, BKjnoHaiomHH BBe^eHHe naijHemy 3<JxJ)eKTHBHoro KOJinnecTBa 

coeAHHeHHa o6men (j)opMynBi I: 

R2 

Rl .N. 

O 

HJIH ero 4>apMaueBTHHecKH npneMJieMOH COJIH, 

me 

R1 npe^cTaBJiaeT CO6OH 

R3 

x(CH2)m 

N 

m npe^CTaBJiaeT CO6OH nejioe HHCJIO 0, 1 HJIH 2; 

n npeflCTaBJiaeT CO6OH nejioe HHCJIO 0, 1 HJIH 2; 

R2 npe^cTaBJiaeT COSOH H HJIH C1-C6 anKHJi; 

R3 H R4 Kaacflbift He3aBHCHMO npe^cTaBJiaeT CO6OH H, O, Ci-Ce ajiKHJi, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npe/icTaBJiaeT COSOH -COOH, -C(0)NH2, 
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10 

15 

H 
N-

\ 
N , ' ' v -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

r^e R5 Mo>KeT SLITB Heo6a3arejibHO 3aMemeH 3aMecTHTejieM, Bbi6paHHbiM H3 
rpynnbi cocToameft H3 6eH3HJia, 6eH3HJi-0C(0)-, C1-C6 ajiKHJia, OH H -NH2; 

R6 

-(CH2)p '(CH2)0 

*R 

Q npeACTaBJiaeT COSOH R' 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npncoeflHHeHbi, MoryT 

06pa30BbiBaTb UHKJI 

QHR1 BMecTe c (^pansieHTOM -C(0)N-, K KoropoMy OHH npncoeflHHeHbi, MoryT 
Q 

06pa30BbiBaTb UHKJI 'O , Heo6a3arejibHO 3aMemeHHbiH no aMHHorpynne 

rpynnoH -C(0)CH3; 

o npeflCTaBJiaeT CO6OH nejioe HHCJIO 0 HJIH 2; 

p npeflcraBJiaeT CO6OH nejioe HHCJIO OT 0 AO 3; 

R6 H R7 KaayibiH He3aBHCHMO npe^cTaBJiaeT co6oft H, C1-C6 ajiKHJi, -C(0)NH2, -

COOH, -CH2OH, HJIH Ci-Cfi ajiKHji-NH2; 

rae R6 H R7 MoryT 6biTb Heo6a3arejibHO 3aMemeHbi O^HHM HJIH flByMa C1-C6 

ajiKHJiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 
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CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npeflCTaBJiaeT CO6OH 

,N. 

H, -COOH, NH2, 
HN-

HN. 

'tf HN. 

'NH "NH 

H 
.N. 

.NH 

N 

/ 

.N. 

N N' 

'N 

\ 

'N' •N 
H 

,N. 

'N 

-N 

\ 

'H 

10 
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N S 
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HJIH o . 
r^e R Mo>KeT 6biTb Heo6a3arejibHO 3aMemeH OAHHM HJIH Sojiee 3aMecTHTejiaMH, 

BbiSpaHHbiMH H3 C1-C6 ajiKHJia, C1-C6 ajiKOKCH, rajioreHa, -COOH, -OH, impH^HJia, -O-

6eH3HJia H (f)eHHJia; 

HJIH CoeAHHeHHe, BtiSpaHHoe H3 cjie^yiomnx cTpyKTypHbix (f>opMyji: 

71 Tornr) 
72 HOA^O^JC; 

0 

npn ycjiOBHH, HTO coe^HHeHHe He npe^CTaBjiaeT CO6OH 

9. Cnoco6 npo^HJiaKTHKH HJIH jieneHHa OCJITOKHCHHH npn HH^CKIIHOHHMX 

3a6ojieBaHHax, Bbi3biBaeMbix PHK-coAep>KamHMH BHpycaMH, npHHaaJieacamHMH po^y 

10 3HTepoBHpycoB, MeTanHeBMOBHpycoB, po/iy nHeBMOBHpycoB, po^y pecirapoBHpycoB 

HJIH 

poay ajib(J)aKopoHaBHpycoB, H/HJIH JI,HK-coAepacainHMH BHpycaMH, npHHazuie>KamHMH 

ceMeiicTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, BKJiiOHaiomHH BBe^eHHe 

naiineHTy 3(j)(J)eKTHBHoro KOJinqecTBa coeAHHeHHa o6meft (JjopMyjibi I: 
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R2 

R. .N. 

O 

HJIH ero 4>apMaueBTHHecKH npneMJieMOH COJIH, 

rae 

R1 npeACTaBjiaeT CO6OH 

R3 

HJIH 

m npe^CTaBJiaeT CO6OH uejioe HHCJIO 0, 1 HJIH 2; 

n npeflCTaBjiseT COSOH uejioe HHCJIO 0, 1 HJIH 2; 

10 R2 npeflCTaBjiaeT CO6OH H HJIH C1-C6 ajiKHJi; 

R3 H R4 KaacabiH He3aBHCHMO npeflCTaBjiaeT CO6OH H, O, C1-C6 ajiKHji, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeACTaBjiaeT COSOH -COOH, -C(0)NH2, 

H 
N-

\ 
N* -NH2, HN=C(NH2)NH-, NH2S(0)2-, 
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(NH2)2CHNH- HJIH CH3C(0)NH-; 

me R5 Mo>i<eT SBITB Heo6a3aTejibno 3aMemeH 3aMecTHTejieM, BbiSpaHHbiM H3 
rpynnbi cocToamen H3 6eH3Hjia, 6eH3Hji-0C(0)-, C1-C6 anKHJia, OH H -NH2; 

R6 

•(CH2)P 

" R 
-(CH2)0 

Q npe^cTaBJiaeT CO6OH R , 
'y 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npncoeAHHeHbi, MoryT 

06pa30BbiBaTb UHKJI 

QHR1 BMecTe c ^pameHTOM -C(0)N-, K KOTopoMy OHH npncoeAHHeHbi, MoryT 
o 

06pa30BbiBaTb UHKJI 'O , Heo6a3arejibHO 3aMemeHHbra no aMHHorpynne 

rpynnoH -C(0)CH3; 

10 o npeflCTaBJiaeT COSOH uejioe HHCJIO 0 HJIH 2; 

p npeflCTaBJiaeT COSOH uejioe HHCJIO OT 0 AO 3; 

R6 H R7 Ka^cziHH He3aBHCHMO npeACTaBJiaeT CO6OH H, C1-C6 ajiKHJi, -C(0)NH2, -

COOH, -CH2OH, HJIH CrC6 ajiKHji-NH2; 

me R6 H R7 MoryT 6brn> Heo6tf3aTejibHO 3aMemeHbi OAHHM HJIH AByMa C1-C6 

15 ajiKHjiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

20 -CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HAH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npeACTaBJiaeT COSOH 
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H, -COOH, NH2, 

,N. 

HN-

' NH 

W 
'NH 

HN. 

'N' 
H 

HN. 

H 
.N. 

'NH 

.NH 

N 

.N. 

N-

/ 
N N' 

• N .N. 

N' 
H 'N 

\ 

'N' H 'N 

"N 
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/ 

/ 
N-

-N 

V NH 

H 
N, 

"-Q 
N—^ 

o. 

N-

>0^ 

N 

Jj 

HJIH o . 

•N /X 

N N 

:N 

H 
N 

N 

w % 

% 

N—N 
H 

S-

r^e R8 Mo>i<eT 6bm> Heo6a3aTejibHO 3aMemeH OAHHM HJIH Sonee 3aMecTHTeji»MH, 

Bbi6paHHBiMH H3 C1-C6 aJiKHJia, C1-C6 anKOKCH, ranoreHa, -COOH, -OH, nnpHflHJia, -O-
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6eH3Hjia H (|)eHHjia; 

HJIH coe^HHeHHe, BtiSpaHHoe H3 cjie^yiomnx CTpyioypHBix (jjopMyji: 

71 

72 

0 

npn ycjioBHH, HTO coe^HHeHHe He npe^cTaBjiaeT CO6OH 

10 

15 

10. CnocoS no n. 9, me ocjioacHeHHe npe^CTaBjiaeT CO6OH ^apHHTHT, 

Ha3o4>apHHrHT, TOH3HJIJIHT, napHHrHT, jiapHHroTpaxeHT, jiapHHroTpaxeo6poHXHT, 

SpOHXHT, 6pOHXHOJIHT, nHeBMOHHH) HJIH o6CTpyKTHBHBIH CHH^pOM ABIXaTejIBHBIX nyTeft. 

11. Cnoco6 npo^HjiaKTHKH HJIH JieneHHa pHHopen, ocTporo H HH^eKiinoHHoro 

pHHHTa, 4)aPHHrHTa» Ha3o4>apHHrHTa, TOH3HJiJiHTa, jiapHHrHTa, JiapHHroTpaxeHTa, 

JiapHHr0Tpaxe06p0HXHTa, 6pOHXHTa, SpOHXHOJIHTa, nHeBMOHHH HJIH 06cTpyKTHBH0r0 

CHH^poMa jiBixaTejiLHbix nyTen, BKJHonaiomHH BBeaeHHe nauneHTy 3<Jx|>eKTHBHoro 

KOJiHHecTBa coeAHHeHHH oSmeft (jjopMyjibi I: 

R2 

HJIH ero (j)apManeBTHHecKH npneMJieMOH COJIH, 

r«e 

R1 npe^cTaBJiaeT CO6OH 
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10 

15 

N 
HJIH 

m npe^cTaBJiseT CO6OH uejioe HHCJIO 0, 1 HJIH 2; 

n npeacTaBJiaeT COSOH uejioe HHCJIO 0, 1 HJIH 2; 

R2 npe^cxaBjiaeT COSOH H HJIH Ci-Cg aJiKHJi; 

R3 H R4 Ka>KAbiH He3aBHCHMo npe,ncTaBJiaeT COSOH H, O, C1-C6 ajiKHji, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeflCTaBJiaeT COSOH -COOH, -C(0)NH2, 

H 
N-

\ 
N , , v -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

me R5 MO)KeT SBITB HeoSasarejibHO 3aMemeH 3aMecTHTejieM, BbiSpaHHbiM H3 

rpynnbi cocToameM H3 6eH3Hjia, SeH3Hji-0C(0)-, C1-C6 ajiKHjia, OH H -NH2; 

R6 

.(CH2)c • (CH2)r 

" R 

Q npeACTaBjiaeT CO6OH R7 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npncoeAHHeHbi, MoryT 
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06pa30BbiBaTb UHKJI 

QHR1 BMecTe c (j)parMeHTOM -C(0)N-, K KOTopoMy OHH npHCoe^HHeHbi, MoryT 

H,N 

06pa30BbiBaTb UHKJI , Heo6a3axejibHo 3aMemeHHbra no aMHHorpynne 

rpynnoH -G(0)CH3; 

5 o npe^cTaBJiaeT CO6OH qejioe HHCJIO 0 HJIH 2; 

p npe^cTaBJiaeT CO6OH nejioe HHCJIO OT 0 AO 3; 

R6 H R7 KaacAbra He3aBHCHMO npeACTaBjiaeT CO6OH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HJIH C1-C6 ajiKHJi-NH2; 

r^e R6 H R7 MoryT 6biTb Heo6si3aTejibHO 3aMemeHbi OAHHM HJIH AByMa C1-C6 

10 ajiKHJiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

15 -CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npeACTaBJiaeT CO6OH 

H, -COOH, NH2, 
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H 
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H 
N. 

N—^ 

N-

N 

H 

N N 

HJIH o . 

•N 

:N 

s-!) 

r^e R MO>KeT 6HTB Heo6a3aTejibHo 3aMemeH OAHHM HJIH 6cuiee saMecTHTejiHMH, 

Bbi6paHHtiMH H3 C1-C6 ajiKHJia, C1-C6 ajiKOKCH, rajioreHa, -COOH, -OH, nnpHAHJia, -O-

6eH3HJia H 4>eHHJia; 

HJIH CoeAHHeHHe, Bbi6paHHoe H3 cjieAyromnx CTpyKTypHbix cJ)opivryxr: 

71 

72 HA^Y^ 
0 

10 npn ycjiOBHH, HTO CoeAHHeHHe He npeACTaBJiaeT COSOH 
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0 
335 N 

12. Cnoco6 no Jiio6oMy H3 nn.3-11, r«e CoeAHHeHHe o6ineM (JjopMyjrw I BBOAJIT B 

TBep^OH neKapcTBeHHOH (J)opMe. 

13. CnocoS no JiioSoMy H3 nn. 3-11, rae a^^eKTHBHoe KOJIHHCCTBO coeAHHeHHa 

o6men cjjopMyjiLi I HJIH ero (JjapMaueBTHnecKH npneMJieMOH COJIH cocTaBjiaeT 0,1-10 

5 Mr/Kr MaccBi Tejia. 

14. Cnoco6 no jno6oMy H3 nn. 3-11, me a^eKTHBHoe KOJIHHCCTBO 

npe/iCTaBjiaeT CO6OH pa30Byi0 A03y coeAHHeHHa oSmeii (jiopMyjiti I, cocTaBJiaiomyio 2-

10 OT 3 AHen AO 14 AHeft. 

16. OapMaueBTHHecKaa K0Mn03HUHH AJIH npo(J)HjiaKTHKH HJIH JieneHHa 

3a6ojieBaHHH, Bbi3biBaeMbix PHK-coAepacamHMH BHpycaMH, npHHaAJie^amHMH poAy 

3HTepOBHpyCOB, poAy MeTanHeBMOBHpyCOB, poAy nHeBMOBHpyCOB, poAy 

pecnHpoBHpycoB HJIH pOAy aJib^aKopoHaBHpycoB, H/HJIH ^HK-coAepacamHMH 

15 BHpycaMH, npHHaAJieacamHMH ceMencTBy aAeHOBHpycoB H/HJIH ceMencTBy 

repnecBHpycoB, coAep>i<amaa 3<Jx])eKTHBHoe KOJIHHCCTBO coeAHHeHHa o6men (J)opMyjibi 

I: 

300 Mr. 

15. Cnoco6 no jno6oMy H3 nn. 3-11, rAe CoeAHHeHHe o6men (JjopMyjibi I BBOAHT 

R2 

Q 

o 
I 

HAH ero (JjapMaueBTHHecKH npneMJieMOH COJIH, 

20 
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\ \ N' N' 

,N 
HJIH 

m npeACTaBjiaeT CO6OH uejioe HHCJIO 0, 1 HJIH 2; 

n npe^cTaBJiaeT CO6OH uejioe HHCJIO 0, 1 HJIH 2; 
-y 

R npe^cTaBjiaeT CO6OH H HJIH C1-C6 ajiKHji; 

R3 H R4 Kaac^biH He3aBHCHMO npeflCTaBJiaeT CO6OH H, O, Q-C6 ajiKHji, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npe^cTaBjiaeT CO6OH -COOH, -C(0)NH2, 

H 
N-

\ 

10 

N , ^ -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

r^e R5 MO>i<eT SbiTb Heo6a3arejibHO 3aMemeH 3aMecTHTejieM, Bbi6paHHbiM H3 
rpynnbi cocToamen H3 6eH3HJia, 6eH3HJi-0C(0)-, C1-C6 anKHJia, OH H -NH2; 

R6 

.(CH2)0 '(CH2)F 

"R 

Q npe^cTaBjiaeT COSOH R7 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npncoeflHHeHbi, MoryT 

15 06pa30BbmaTb UHKJI 

Q H R1 BMecTe c (JjparMeHTOM -C(0)N-, K KOTopoMy OHH npncoeflHHeHbi, MoryT 
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06pa30BMBaTi> UHKJI o , Heo6a3aTejibHo 3aMemeHHMH no aMHHorpynne 

rpynnofi -C(0)CH3; 

o npeflCTaBJijjeT COSOH uejioe HHCJIO 0 HJIH 2; 

p npe^cTaBjiaeT CO6OH uejioe HHCJIO OT 0 ^o 3; 

5 R6 H R7 KaacflbiH He3aBHCHMO npe^cTaBJiaeT CO6OH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HJIH Ci-C6 ajiKHJi-NH2; 

r^e R6 H R7 MoryT 6HTB Heo6H3arejii>Ho 3aMemeHH OAHHM HJIH ^ByMH C1-C6 

ajiKHJiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

10 CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 

15 R8 npeACTaBJiaeT CO6OH 

v_/ \ / ^ \ MM MM ' 
H, -COOH, NH2, 

'tf HN. .NH 

H 
.N. 

'NH 

HN. 

'NH 

N 
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1 

N. 

/ 
N N' 

• N M. 

\' N M •N' 
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.N 
N' 

,N 
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• N 
\ 

/ 
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N 
^ . 

N' N" NXN^N\^N 

'N* 
• N • N 

% 

•/ 

N 
'N" 

\ 

N' •N 

N-

/ 
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'N -N 

N 

•N 
/ 

N-
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\ 

H 
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H 
N, 

N—J 

N-

N 

U 
•N 

% 

HJIH o . 

"N 

me R MO>KeT SbiTb HeoGnsarejiLHO 3aMemen OAHHM HJIH 6ojiee 3aMecTHTejiaMH, 

BBiSpaHHHMH H3 C1-C6 anKHJia, C1-C6 ajiKOKCH, rajioreHa, -COOH, -OH, nnpH^HJia, -O-

6eH3Hjia H (|)eHHJia; 

HJIH CoeAHHeHHe, BbiSpaHHoe H3 cjieflyiomnx CTpyrrypHbix <j)opMyji: 

71 

72 HA^Y^9 
0 

10 npn ycjioBHH, HTO coe^HHeHHe He npeflCTaBJiaeT CO6OH 
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10 

15 

20 

H 4>apMaueBTHHeCKH npaeMJieMbie HOCHTCJIH H HanojiHHTejiH. 

17. KOMIIO3HUH3 no n. 16, me BHpyc, npnHafljieacamHH poAy aHTepoBHpycoB, 

BbiSpaH H3 rpynnbi, BKJiioHaioiiieH pHHOBHpycbi, BHpycbi KoKcaKH H 3HTepoBHpyc rana 

71. 
18. KoMno3Huna no n. 16, me Bnpyc, npHHaAJieacamHH poAy rmeBMOBHpycoB, 

npeACTaBJiaeT COSOH pecnupaTopHO-CHHUHTnajibHbiH BHpyc, Bnpyc, npHHaAJioicamHH 

poAy MeTanHeBMOBHpycoB, npeflCTaBJiaeT CO6OH MeTanHeBMOBnpyc nejioBeKa, Bnpyc, 

npHHaztJieKamnn pofly pecnnpoBHpycoB, npe^CTaBjiHeT CO6OH naparpnnn, BHpyc, 

npHHaaJieHcamnn K poay ajib^aKopoHaBHpycoB, npeACTaBJiaeT CO6OH KopoHaBnpyc. 

19. KoMno3HijHH no n. 16, me ceMeftcTBO aaeHOBnpycbi BKjnonaeT poA 

MacTaAeHOBHpyc, K KOTopoMy OTHOCHTCH afleHOBHpyc nejioBeKa. 

20. KoMno3Hii;HH no n. 16, me 3a6ojieBaHHe npeflCTaBjiaeT COSOH 3a6oneBaHHe, 

Bbi3BaHHoe BHpycoM repneca npocToro 1-ro HJIH 2-ro ran a. 

21. OapMaueBTHnecKaa KOMIIO3HUHH AJia npo^njiaKTHKH HJIH JieneHHa 

o6oCTpeHHH aCTMbl, XpOHHHeCKOH 06CTpyKTHBH0H 60Jie3HH JierKHX, MyKOBHCIIHA03a, 

KOHiioHKTHBHTa, racTpoaHTepHTa, renaTHTa, MHOKapAHTa, coAepKaman 3$4>eKTHBHOe 

K0JiHHecTB0 coeAHHeHHH o6meH (JiopMyjibi I: 

R2 

HAH ero (|)apMaiieBTHHecKH npneMJieMOH COAH, 

me i 
R1 npeACTaBAaeT CO6OH 

R3 

AC H2)m /(CH2)n 

"R 
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V 
N" 

\ 
N" 

10 

15 

N 

m npeflCTaBJiaeT CO6OH nejioe HHCJIO 0,1 HJIH 2; 

n npeflCTaBJiaeT CO6OH uejioe HHCJIO 0, 1 HJIH 2; 

R2 npe^cTaBJiHeT CO6OH H HJIH C1-C6 ajiKHji; 

R3 H R4 KaKAMH He3aBHCHMO npe,a;cTaBjiaeT CO6OH H, O, C1-C6 ajiKHji, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeacTaBJiaeT COSOH -COOH, -C(0)NH2, 

H 
N-

\ 
N , ^ -NH2,HN=C(NH2)NH-,NH2S(0)2-, 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

me R5 MO>KeT 6BITB Heo6a3areJibHO 3aMemeH 3aMecTHTejieM, Bbi6paHHbiM H3 

rpynnbi cocroameH H3 6eH3Hjia, 6eH3Hji-0C(0)-, C1-C6 ajiKHJia, OH H -NH2; 

R6 

,(CH2)0 .(CH2)E 

' R 

Q npeACTaBjiaex COSOH R , 

Q H R2 BMecTe c aroMOM a30Ta, K KOTopoMy OHH npHcoeflHHeHbi, MoryT 

06pa30BbiBaTb IJHKJI 

QHR1 BMecTe c (j)parMeHTOM -C(0)N-, K KOTOpOMy OHH npHcoe^HHeHbi, MoryT 
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10 

15 

H>N 

06pa30BbiBaTt UHKJI "o , Heo6a3aTejibHo 3aMemeHHHH no aMHHorpynne 

rpynnoft -C(0)CH3; 

o npe^CTaBjiaeT COSOH uejioe HHCJIO 0 HJIH 2; 

p npe^cxaBJweT CO6OH uejioe HHCJIO OT 0 AO 3; 

R6 H R7 Ka>ic^biH He3aBHCHMo npe^cTaBjiaeT COSOH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HJIH C1-C6 ajiKHJi-NH2; 

r^e R6 H R7 MoryT 6biTb Heo6«3aTejibHo 3aMemeHbi O/JHHM HJIH AByMH C1-C6 

ajiKHjiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npeflCTaBJiaeT CO6OH 

H, -COOH, NH2, 

H 
.N. 

O 
N 
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H 
N, 

N—^ 

\ 

N-

N 

J1 
•N 

.0 

N 

:N 

HJIH 

me R Mo>KeT 6BITB HeoSjoarejiBHo 3aMemeH OAHHM HJIH 6ojiee 3aMecTHTejiaMH, 

Bti6paHHbiMH H3 C1-C6 ajiKHJia, C,-C6 ajiKOKCH, rajioreHa, -COOH, -OH, nnpHAHjia, -O-

6eH3Hjia H <j)eHHJia; 

HJIH coe^HHeHHe, BBiSpaHHoe H3 cjie^yiomnx CTpyKTypHBix ^opMyji: 

71 

72 

0 

10 npn ycjiOBHH, HTO CoeAHHeHHe He npeACTaBJiaeT CO6OH 
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10 

/\>?\ 
335 

OH 
I 
0 

T^N 

H cjjapMaueBTHHecKH npneMjieMbie HOCHTCJIH H HanojiHHTejiH. 

22. OapMaueBTHHecKaa K0Mn03HU,Ha £jia npo(j)HjiaKTHKH HJIH JieneHHa 

OCJIO>KHeHHH npH HH(j)eKIJHOHHbIX 3a60JieBaHHaX, BEI3bIBaeMLIX PHK-COAep>KaiIIHMH 

BHpycaMH, npHHaAJieHcamHMH po/jy 3HTep0BHpyc0B, MeTanHeBMOBHpycoB, po^y 

nHeBMOBHpycoB, pojxy pecnHpoBHpycoB HJIH 

poAy anb4)aKopoHaBHpycoB, H/HJIH ^HK-coAep>KamHMH BHpycaMH, npHHafljie^camHMH 

ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, co^epacamaa 3(j)(j)eKTHBHoe 

KOJiHHecTBO coeAHHeHHa oSmeii 4>opMyjibi I: 

R2 

HJIH ero (JmpMaweBTHHecKH npneMJieMOH COJIH, 

rae 
R1 npe,n;cTaBjiaeT COSOH 

R3 

15 
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10 

15 

m npe^CTaBJiaeT COSOH uejioe HHCJIO 0, 1 HJIH 2; 

n npeACTaBjiaeT COSOH uejioe HHCJIO 0, 1 HJIH 2; 

R2 npeflCTaBjiaeT COSOH H HJIH C1-C6 ajiKHji; 

R3 H R4 Ka>K/ibiH He3aBHCHMO npeacTaBjiaeT CO6OH H, O, C1-C6 ajiKHji, -NH2, 

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npe^CTaBjiaeT CO6OH -COOH, -C(0)NH2, 

H 
N-

\ 
N , ^ -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

rae R5 MO)KeT SbiTb Heo6a3arejibHo 3aMemeH 3aMecTHTejieM, Bbi6paHHbiM H3 
rpynnbi cocToameft H3 6eH3Hjia, 6eH3Hji-0C(0)-, C1-C6 ajiKHjia, OH H -NH2; 

R6 

-(CH2)0 

Q npe^CTaBjiaeT CO6OH 

(CH2)C 

•R« 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npHCoe^HHeHbi, MoryT 

06pa30BbiBaTb UHKJI 

QHR1 BMecTe c (J)parMeHTOM -C(0)N-, K KOTopoMy OHH npncoe^HHeHbi, MoryT 
O 

H,N 

06pa30BbiBaTb UHKJI 0 , Heo6a3aTejibHO 3aMemeHHbiH no aMHHorpynne 

rpynnoH -C(0)CH3; 

o npe^CTaBjiaeT CO6OH iiejioe HHCJIO 0 HJIH 2; 

p npeacTaBJiaeT CO6OH nejioe HHCJIO OT 0 ^o 3; 

R6 H R7 Ka^mbiH He3aBHCHMO npe,acTaBJiaeT CO6OH H, C1-C6 ajiKHji, -C(0)NH2, -
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10 

COOH, -CH2OH, HJIH C1-C6 ajiKHji-NH2; 
6 7 me R H R MoryT 6HTI> Heo6a3aTejibHC> 3aMemeHbi O^HHM HJIH flByMa C1-C6 

ajiKHjiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npe^CTaBJiaeT CO6OH 
,N. 

H, -COOH, NH2, 
HN-

'tf HN. .NH 

HN, 

'NH 'NH 

H 
.N. 

N 

1 

15 

/ 

V 
N N' 

'N 'N' 

\ 

.N. .N 

\ 

'N' 
•N 
H 
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g me R MoaceT SBITE. Heo6a3aTejibHo 3aMemeH OAHHM HJIH 6onee 3aMecTHTejiHMH, 

BBiSpaHHHMH H3 Ci-C6 ajiKHJia, C1-C6 ajiKOKCH, ranoreHa, -COOH, -OH, nnpn^HJia, -O-

6eH3Hjia H 4>eHHJia; 

5 HJIH CoeAHHeHHe, Bbi6paHHoe H3 cjieAyioiunx CTpyKTypHbix (j)opMyji: 

71 T"T0 
72 H0A^N^°Y^XN^ 

0 

4 

npn ycjioBHH, HTO coe^HHeHHe He npeACTaBjiaeT CO6OH 

H (JiapivraiieBTHHecKH npneMJieMbie HOCHTCJIH H HanojiHHTejiH. 

23. OapMaiieBTHHecKaa KOMHO3HIIHH no n. 22, me ocjio)KHeHHe npeACTaBjiaeT 

10 C060H (jjapHHTHT, Ha3o4>apHHrHT, TOH3HJIJIHT, JiapHHTHT, JiapHHTOTpaxeHT, 

JiapHHr0Tpaxe06p0HXHT, 6pOHXHT, SpOHXHOJIHT, nHeBMOHHIO HJIH oScTpyKTHBHblH 

CHH^poM AbixarejibHbix nyTen. 

24. OapMaueBTHHecKaa K0Mn03HUHa AJia npo$HjiaKTHKH HJIH JieneHHa pHHopen, 

ocTporo H HHCjDeKIIHOHHOrO pHHHTa, (JiapHHrHTa, Ha3o4>apHHrHTa, T0H3HJIJIHTa, 

15 JiapHHrHTa, JiapHHroTpaxeHTa, jiapHHroTpaxeo6poHXHTa, 6poHXHTa, SpOHXHOJiHTa, 

nHeBMOHHH HJIH o6cTpyKTHBHoro cHHApoMa AbixarejibHbix nyTen, coaepacamaa 

3(f)4)eKTHBHoe KOJIHHCCTBO coeAHHeHHa o6meft <j)opMyjibi I: 
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HJIH ero (JjapMaijeBTHHecKH npneMJieMOH COJIH, 

r«e 

R1 npeACTaBJiaer COSOH 

R3 

AA 

m npe^cTaBJiaeT CO6OH nejioe HHCJIO 0, 1 HJIH 2; 

n npeflCTaBJiaeT CO6OH uejioe HHCJIO 0, 1 HJIH 2; 
-y 

10 R npeztcTaBJiaeT CO6OH H HJIH C1-C6 ajiKHji; 

R3 H R4 ica^tm He3aBHCHMO npeACTaBJiaeT coSoii H, O, C1-C6 ajiKHji, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeacTaBJiaeT CO6OH -COOH, -C(0)NH2, 

H 
N-

\ 
N' -NH2, HN=C(NH2)NH-, NH2S(0)2-, 
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(NH2)2CHNH- HJIH CH3C(0)NH-; 

me R5 MoaceT SBITB He06a3aTejibH0 3aMemeH 3aMecTHTejieM, BbiSpaHHbiM H3 
rpynnti coCToameft H3 6eH3Hjia, 6eH3Hji-0C(0)-, Cj-C6 anKHjia, OH H -NH2; 

R6 

-(CH2)0 .(CH2), 
•R« 

Q npe/icTaBJiaeT CO6OH R , 

Q H R2 BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npHcoe^HHeHbi, MoryT 

06pa30BbiBafb UHKJI 

QHR1 BMecTe c <J)parMeHTOM -C(0)N-, K KOTopoMy OHH npHcoe^HHeHbi, MoryT 
o 

H,N 

06pa30BbiBaTb UHKJI "O , Heo6a3arejibHO 3aMemeHHbiH no aMHHorpynne 

rpynnoH -C(0)CH3; 

10 o npeacTaBJiaeT CO6OH n;ejioe HHCJIO 0 HJIH 2; 

p npeflCTaBJiaeT CO6OH nejioe HHCJIO OT 0 AO 3; 

R6 H R7 KaambiH He3aBHCHM0 npeacTaBjiaeT COSOH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HJIH CrC6 ajiKHji-NH2; 

r^e R6 H R7 MoryT 6biTb Heo6a3arejibHO 3aMemeHbi O^HHM HJIH flByMa C1-C6 

15 ajiKHjiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

20 -CH2CH(0H)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npeflCTaBJiaeT CO6OH 
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H, -COOH, NH2, 

,N. 

HN-

'NH 

N: J "H' HN, .NH 

H 
.N. 

'NH 

HN. 

'NH 

N 

J 

iN-

/ 
N N' 

• N ,N. • N 

H' 'N 

\ 

N 
N H 'N 

\ 

/ 
'H 

'N 

• N. .N. 

.N 
'N' 'N N 

J N S 
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/ 

/ N 

\ -N 

r^i 

H 
N. 

N—7 

°\ ^../N 

N 

N-

/\ 

\ / 
N 

u 

HJIH o . 

N % 

N 

N—N 

S-1> 

rae R8 MoaceT SbiTb Heo6H3arejibHO 3aMemeH O/IHHM HJIH 6ojiee 3aMecTHTejiHMH, 

Bbi6paHHbiMH H3 C1-C6 ajiKHjia, C1-C6 ajiKOKCH, rajioreHa, -COOH, -OH, nnpH^HJia, -O-
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6eH3HJia H (jieHHJia; 

HJIH coe^HHeHHe, BbiSpaHHoe H3 cjieayiomnx CTpyKTypHtix 4>opMyji: 

71 

72 

0 

npn ycjioBHH, HTO CoeAHHeHne He npeacTaBJiaeT CO6OH 

H <j)apMai;eBTHHecKH npneMJieMbie HOCHTCJIH H HanojiHHTejiH. 

5 25. Ha6op ana npo<J)HjiaKTHKH HJIH JieneHHa 3a6ojieBaHHH, Bhi3biBaeMtix PHK-

coaepacamHMH BHpycaMH, npHHafljieHamHMH poAy 3HTepoBHpycoB, poAy 

MeTanHeBMOBHpycoB, poAy nHeBMOBHpycoB, poAy pecnHpoBHpycoB HJIH poAy 

ajib^aKopoHaBHpycoB, H/HJIH flHK-coflepacamHMH BHpycaMH, npHHaAJieacamHMH 

ceMencTBy aneHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, BKJnonaiomHH 

10 KOMno3Hi[Hio no JiioSoMy H3 n.n. 16-20 H HHCTpyKiiHH no ee npHMeHeHHio. 

26. Ha6op no n. 25, rxe BHpyc, npHHazyieacamHH poAy nHeBMOBHpycoB, 

npe,acTaBjiaeT COSOH pecnHpaTopHO-CHHijHTHajiLHbiH Bnpyc, BHpyc, npHHaAJie>KamHH 

poAy MeTanHeBMOBHpycoB, npeACTaBjiaeT CO6OH MeTanHeBMOBHpyc nejioBeKa, BHpyc, 

npHHamieacamHH pony pecnHpoBHpycoB, npe^cTaBjiaeT CO6OH naparpnnn, BHpyc, 

15 npHHazme>icamHH K po;iy ajib^aKopOHaBHpycoB, npe^CTaBJiaeT coSoft K0p0HaBHpyc. 

27. Ha6op no n. 25, r#e ceMeftcTBO aAeHOBHpycbi BKjnonaeT poA 

MacTaaeHOBHpyc, K KOTopoMy OTHOCHTCa aAeHOBHpyc nejioBeKa. 

28. Ha6op no n. 25, r^e 3a6ojieBaHHe npeflCTaBjiaeT CO6OH 3a6ojieBaHHe, 

Bbi3BaHHoe BHpycoM repneca npocToro 1-ro HJIH 2-ro THna. 

20 29. Ha6op AJia npo^HJiaKTHKH HJIH JieneHHa o6ocTpeHHa acTMM, xpoHHneCKOH 

06CTpyKTHBH0H 60Jie3HH JierKHX, MyK0BHCHHA03a, KOHtlOHKTHBHTa, racTposHTepHTa, 

renaTHTa, MHOKapAHTa, BKJnonaiomHH KOMno3Hi;Hio no n.21 H HHCTpyKijHH no ee 

npHMeHeHHio. 
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10 

15 

20 

30. Ha6op AJia npo<J)HJiaKTHKH HJIH jienenna ocjio>KHeHHH npn HH^eKUHOHHtix 

3a6ojieBaHHax, BtmiBaeMbix PHK-co/iep®anjHMH BHpycaMH, npHHaAJieacanpiMH poAy 

3HTepoBHpycoB, MeTanHeBMOBHpycoB, po,ny nHeBMOBHpycoB, pony pecnHpoBHpycoB 

HJIH 

po^y ajTB(J>aKopoHaBHpycoB, H/HJIH ^HK-coAepacamHMH BHpycaMH, npHHaAJieKamHMH 

ceMencTBy aAeHOBHpycoB H/HJIH ceMencTBy repnecBHpycoB, BKJnonaiomHH 

KOMno3HiiHio no jnoSoMy H3 n.n. 22-23 H HHCTpyKUHH no ee npHMeHeHHio. 

31. Ha6op no n. 30, r^e ocjio>KHeHHe npeACTaBjiaeT CO6OH (JjapHHTHT, 

Ha30(|)apHHrHT, TOH3HJIJIHT, jiapHHrHT, jiapHHroTpaxeHT, jiapHHroTpaxeoSpoHXHT, 

6pOHXHT, SpOHXHOJIHT, nHeBMOHHH) HJIH 06CTpyKTHBHfeIH CHHApOM AtlXaTeJIBHBIX nyTeM. 

32. Ha6op AM npocfrajiaKTHKH HAH JieneHHa pHHopen, ocTporo H 

HH(j)eKn;HOHHOrO pHHHTa, (JiapHHTHTa, Ha30(})apHHrHTa, TOH3HJIJIHTa, JiapHHTHTa, 

AapHHroTpaxeHTa, JiapHHroTpaxeoSpoHXHTa, 6poHXHTa, 6p0HXH0JiHTa, nHeBMOHHH HJIH 

06cTpyKTHBH0r0 CHHApoMa AbixaTejibHLix nyTen, BKJnonaiomHH KOMno3HiiHio no n.24 H 

HHCTpyKEtHH no ee npHMeHeHHio. 

33. TlpHMeHeHHe coeAHHeHHa o6meH <J)opMyjiti I: 

R2 

HJIH ero <J)apMaixeBTHnecKH npneMJieMOH COJIH, 

rAe 

R1 npeACTaBjiaeT COSOH 

R3 
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10 

15 

'N 

HJIH 

m npeACTaBjiaeT CO6OH ijejioe HHCJIO 0, 1 HJIH 2; 

n npeACTaBjiaeT CO6OH iiejioe HHCJIO 0,1 HJIH 2; 
'y 

R npeACTaBjiaeT COSOH H HJIH C1-C6 ajiKHji; 

R3 H R4 Ka>KAbift He3aBHCHM0 npeACTaBjiaeT CO6OH H, 0, C1-C6 ajiKHji, -NH2, 

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeACTaBjiaeT CO6OH -COOH, -C(0)NH2, 

H 
N-

\ 
N , ^ v -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HAH CH3C(0)NH-; 

rAe R5 MoaceT SBITB Heo6a3aTejiBHO 3aMemeH SaMecTHTeAeM, BBiSpaHHBiM H3 

rpynnbi cocToameft H3 6eH3HJia, 6eH3HA-0C(0)-, C1-C6 aJiKHjia, OH H -NH2; 

R6 

.(CH2)0 .(CH2)C 

' R 

Q npeACTaBjiaeT CO6OH R , 

Q H R2 BMecTe c aroMOM a30Ta, K KOTopoMy OHH npncoeAHHeHbi, MoryT 

06pa30BbiBaTb UHKJI 

Q H R1 BMecTe c (JjpameHTOM -C(0)N-, K KOTOpOMy OHH npncoeAHHeHbi, MoryT 
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H,N 

06pa30BHBaxb UHKJI ro , Heo6a3arejibHo 3aMemeHHbiH no aMHHorpynne 

rpynnoH -C(0)CH3; 

o npeACTaBjiaeT CO6OH uejioe HHCJIO 0 HJIH 2; 

p npe/icxaBJiHeT CO6OH uejioe HHCJIO OT 0 ao 3; 
f\ 7 5 R H R Kaacflbift He3aBHCHMO npeACTaBjiaeT CO6OH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HJIH C1-C6 anKHJi-NH2; 
f\ 7 r^e R H R MoryT 6biTb Heo6a3arejibHo 3aMemeHbi OAHHM HJIH AByMa C1-C6 

ajiKHjiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

10 CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 
o ' 

15 R npeACTaBjiaeT CO6OH 
,N. 

H, -COOH, NH2, 
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H 
N. 

N-

\ 

N-

N 'N 

Ck 

'H 

:N 

s-

HJIH 

r^e R MoaceT 6brrb HeoGasarejibHO 3aMemeH OAHHM HJIH 6ojiee 3aMecTHTejiaMH, 

Bbi6paHHbiMH H3 C1-C6 ajiKHjia, C1-C6 ajiKOKCH, rajioreHa, -COOH, -OH, nnpHAHJia, -O-

6eH3Hjia H (JieHHJia; 

HJIH CoeAHHeHHe, Bbi6paHHoe H3 cjie^yioiitHX CTpyKTypHbix <f)opMyji: 

71 

72 

0 

10 npn ycjiOBHH, HTO CoeAHHeHHe He npeACTaBjiaeT CO6OH 
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0 
335 / 

OH 0 NH^y 
N 

AJia np0H3B0ACTBa JieKapcTBeHHoro cpeACTBa AJM npo(|)HjiaKTHKH HJIH JieneHHa 

3a6ojieBaHHH, BbBbreaeMbix PHK-coaepacamHMH BHpycaMH, npHHaAJieacainHMH poAy 

3HTepoBHpycoB, po^y MeTanHeBMOBHpycoB, poAy nHeBMOBHpycoB, poAy 

5 pecnHpoBHpycoB HJIH pony ajib(J)aKopoHaBHpycoB, H/HJIH /JHK-coAepacamHMH 

BHpycaMH, npHHaziJieacamHMH ceMencTBy aAeHOBHpycoB H/HJIH ceMencTBy 

repnecBHpycoB. 

34. IIpHMeHeHHe no n. 33, me BHpyc, npHHaAJioKaiimft poAy 3HTepoBHpycoB, 

Bbi6paH H3 rpynnbi, BKjnonaiomeH pHHOBHpycbi, BHpycbi KoKcaKH H SHTepoBHpyc rana 

35. npHMeHeHHe no n. 33, me BHpyc, npHHafljieacamHH poAy nHeBMOBHpycoB, 

npeACTaBjiaeT CO6OH pecnHparopHo-CHHijHTHajibHbiH BHpyc, BHpyc, npHHaAJieacamHH 

poAy MeTanHeBMOBHpycoB, npeACTaBjiaeT CO6OH MeTanHeBMOBHpyc nejiOBeica, BHpyc, 

npHHaAJieacamnfi poAy pecnHpoBHpycoB, npeACTaBjiaeT CO6OH naparpnnn, BHpyc, 

15 npHHaAJieacamnfi: K poAy ajib^aKopoHaBHpycoB, npeACTaBjiaeT CO6OH KopoHaBHpyc. 

36. npHMeHeHHe no n. 33, rAe ceMencTBO aAeHOBHpycbi BKjnonaeT poA 

MacTaAeHOBHpyc, K KOTopoMy oraocHTca aAeHOBHpyc nejioBeKa. 

37. npHMeHeHHe no n. 33, rAe 3a6ojieBaHHe npeACTaBjiaeT CO6OH 3a6ojieBaHHe, 

Bbi3BaHHoe BHpycoM repneca npocToro 1 -ro HJIH 2-ro THna. 

20 38. npHMeHeHHe coeAHHeHHa o6meft <J)opMyjibi I: 

10 71. 

R2 

O 

HJIH ero (J)apManeBTHHecKH npneMJieMOH COJIH, 

rAe 

R1 npeACTaBjiaeT COSOH 
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10 

15 

/NS /W 

.N 
HJIH 

m npeACTaBjiaeT CO6OH uejioe HHCJIO 0, 1 HJIH 2; 

n npeACTaBjiaeT COSOH uejioe HHCJIO 0,1 HAH 2; 
-j 

R npeACTaBjiaeT CO6OH H HJIH C1-C6 ajiKHji; 

R3 H R4 KajKAtiH He3aBHCHMo npeACTaBjiaeT CO6OH H, O, C1-C6 ajiKHji, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeACTaBjiaeT CO6OH -COOH, -C(0)NH2, 

H 
N-

\ 
N , ^ ^ -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HAH CH3C(0)NH-; 

rAe R5 MoaceT 6brrb Heo6a3aTeAbHo 3aMemeH 3aMecTHTejieM, Bbi6paHHbiM H3 
rpynnbi cocToamen H3 6eH3HJia, 6eH3Hji-0C(0)-, C1-C6 aAKHJia, OH H -NH2; 

R6 

'(CH2)p -(CH2)0 

"R 

Q npeACTaBjiaeT CO6OH R7 

Q H R BMecTe c aTOMOM a30Ta, K KOTopoMy OHH npncoeAHHeHbi, MoryT 
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06pa30BBIBaTI> IJHKJI 

Q H R1 BMecTe c (J)parMeHTOM -C(0)N-, K KOTopoMy OHH npncoeAHHeHbi, MoryT 

H,N. 

06pa30BbiBaTb IJHKA *O , HeoSasareAbHo 3aMeineHHbiH no aMHHorpynne 

rpynnoft -C(0)CH3; 

5 o npeACTaBjiaeT CO6OH uenoe HHCJIO 0 HJIH 2; 

p npeACTaBjiaeT CO6OH nejioe HHCJIO OT 0 AO 3; 

R6 H R7 Ka>KAbiH He3aBHCHMO npeACTaBjiaeT CO6OH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HAH C1-C6 aAKHA-NH2; 

rAe R6 H R7 MoryT 6biTb Heo6a3arejibHO 3aMemeHbi OAHHM HAH AByMa Ci-Cg 

10 aAKHAaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

15 -CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HAH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npeACTaBAaeT CO6OH 
.N. 

V_/ \ / \ ... — MM MM —/ I 
H, -COOH, NH2, 
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H 
N. 

N—J 

N-

N 

11 
0N 

y \ 
N N 

HJIH o . 

-N 

s-

me R MoaceT 6biTb HeoSsraarejibHO 3aMemeH OAHHM HJIH Sojiee 3aMecTHTejiaMH, 

Bti6paHHbiMH H3 Ci-Cg ajiKHJia, C1-C6 ajiKOKCH, rajioreHa, -COOH, -OH, nnpHOTJia, -O-

6eH3Hjia H ^eHHjia; 

HJIH coe^HHeHHe, BbiGpaHHoe H3 cjie^yiomnx CTpyKTypHbix ^opMyji: 

71 

72 H0A^°rxjc; 
0 

10 npn ycjiOBHH, HTO CoeAHHeHHe He npeACTaBjiaeT CO6OH 

3AMEH^f01HMM J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

349 

10 

npO(j)HJiaKTHKH HJIH JieieHHH oGoCTpeHHH acTMbi, XpOHHHeCKOH 

06CTpyKTHBH0H 60Jie3HH JierKHX, MyKOBHCUHA03a, KOH'blOHKTHBHTa, raCTp03HTepHTa, 

renaTHTa, MHOKapAHTa. 

39. npHMeHeHHe coeAHHeHHH o6men <J)opMyAbi I: 

R2 

HAH ero 4)apMaijeBTHHecKH npneMAeMOH COAH, 

rAe 
,i R npeACTaBAHeT COSOH 

,N 
HAH 

15 

m npeACTaBAaeT CO6OH ueAoe HHCAO 0, 1 HAH 2; 

n npeACTaBAaeT co6on ueAoe HHCAO 0, 1 HAH 2; 

R2 npeACTaBAaeT co6on H HAH Q-C6 3AKHAJ 

R3 n R4 KaacAbift He3aBHCHM0 npeACTaBAaeT coGon H, O, Q-C6 aAKHA, -NH2, 
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10 

15 

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeACTaBjiaeT CO6OH -COOH, -C(0)NH2, 

H 
N-

\ 
N , ^ ^ -NH2, HN=C(NH2)NH-, NH2S(0)2-, 

(NH2)2CHNH- HJIH CH3C(0)NH-; 

me R5 MoaceT Sbixb Heo6a3axejibHO 3aMemeH 3aMecTHTejieM, BbiSpaHHbiM H3 
rpynnbi cocxoameft H3 6eH3Hjia, 6eH3HJi-0C(0)-, C1-C6 ajiKHJia, OH H -NH2; 

R6 

.(CH2)0 

Q npeACTaBjiaeT CO6OH 

(CH2)p 

•R8 

Q H R BMecTe c aTOMOM a30Ta, K KOTOpOMy OHH npncoeAHHeHbi, MoryT 

06pa30BbiBaTb UHKJI 

QHR1 BMecTe c 4>parMeHXOM -C(0)N-, K KOTOpOMy OHH npncoeAHHeHbi, MoryT 
Q 

H,N V 

06pa30BbiBaTb HHKJI O , Heo6a3axejibHo 3aMemeHHbiH no aMHHorpynne 

rpynnon -C(0)CH3; 

o npeACTaBjiaeT CO6OH uejioe HHCJIO 0 HJIH 2; 

p npeACTaBAaeT COSOH uejioe HHCJIO OT 0 AO 3; 

R6 H R7 KaacAbiH He3aBHCHMO npeACTaBjiaeT CO6OH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HAH CI-C6 ajiKHJi-NH2; 

rAe R6 H R7 MoryT 6biTb Heo6a3arejibHO 3aMemeHbi OAHHM HJIH AByMa C1-C6 

ajiKHJiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -
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CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

-CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HJIH -CH(C(0)NH2)(CH(0H)CH3); 

R tipe^cTaBJiaeT CO6OH 

,N. 

H, -COOH, NH2, 
HN-

HN. 

IT HN, 

"NH 'NH 

H 
.N. 

.NH 

N 

10 

/ 

tf 

.N. 

N N' 

'N 

\ 

'N 
•N 
H 

.N. 

'N 

• N 

\ 

'H 
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\ 

N. 

/ 

H .N. .N. 

/ 
SI 

V 
I 

/ 
N-

•N 

V 
N. 

/ 

H' 
•N 

N 

H 
N, 

N-
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me R8 MoaceT 6biTb Heo6a3arejibHo 3aMemeH OAHHM HJIH Sojiee 3aMecTHTejiaMH, 

BbiSpaHHbiMH H3 C]-C6 ajiKHjia, C1-C6 ajiKOKCH, ranoreHa, -COOH, -OH, nnpn^HJia, -O-

6eH3Hjia H 4>eHHjia; 

5 HJIH coe^HHeHHe, BbiSpaHHoe H3 cjieAyiomnx CTpyKTypHbix <f>opMyji: 

71 TY^i) 
72 H0AVX^°Y^^N^ 

0 

npn ycjiOBHH, HTO coe^HHeHHe He npeACTaBjiaeT COSOH 

AJia npo(J)HJiaKTHKH HJIH JieneHHa OCJIOJKHCHHH npH HH^eKiiHOHHbix 

3a6ojieBaHHax, Bbi3biBaeMbix PHK-coAepacamHMH BHpycaMH, npHHaAJie>KamHMH poAy 

10 SHTepoBHpycoB, pony MeTanHeBMOBHpycoB, pony nHeBMOBHpycoB, po,ny 

pecnHpoBHpycoB HJIH 

poAy ajib(J)aKopoHaBHpycoB, H/HJIH ^HK-coflepacaiiiHMH BHpycaMH, npHHaAJieacamHMH 

ceMencTBy aAeH0BHpyc0B H/HJIH ceMencTBy repnecBHpycoB. 

40. npHMeHeHHe no n. 39, me ocjiomieHHe npeACTaBjiaeT COSOH (J)apnHrHT, 

15 Ha30(J)apHHrHT, TOH3HJIJIHT, jiapHHrHT, JiapHHroTpaxeHT, jiapHHroTpaxeo6poHXHT, 

6pOHXHT, SpOHXHOJIHT, nHeBMOHHK) HJIH o6cTpyKTHBHbIH CHHflpOM AblXaTeJIbHblX nyTeH. 

41. npHMeHeHHe coeAHHeHHa oSmeH 4>opMyjibi I: 
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HJIH ero <|)apMai],eBTHHecKH npneMJieMOH COJIH, 

r«e 

R1 npeACTaBjiaeT CO6OH 

R3 

.N 
HJIH 

m npeACTaBjiaeT CO6OH nejioe HHCJIO 0,1 HAH 2; 

n npeACTaBjiaeT COSOH ijejioe HHCJIO 0, 1 HAH 2; 
•j 

10 R npeACTaBjiaeT CO6OH H HJIH C1-C6 ajiKHji; 

R3 H R4 Ka>KAbifi He3aBHCHM0 npeACTaBjiaeT COSOH H, O, C1-C6 ajiKHji, -NH2, -

NHC(=0)CH3, OH H -NHC(0)CH2C00H; 

R npeACTaBjiaeT CO6OH -COOH, -C(0)NH2, 

H 
N-

\ 
N" -NH2, HN=C(NH2)NH-, NH2S(0)2-, 
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(NH2)2CHNH- HJIH CH3C(0)NH-; 

me, R5 MoaceT 6bm> Heo6a3areAbHo 3aMein;eH 3aMecTHTejieM, BbiSpaHHbiM H3 
rpynnbi cocToameft H3 6eH3Hjia, 6eH3Hji-0C(0)-, C1-C6 ajirajia, OH H -NH2; 

R6 

.(CH2)p •(CH2)0 

"R 

Q npeACTaBjiaeT COSOH R7 

Q H R BMecTe c aTOMOM a30Ta, K KOTOpOMy OHH npncoeAHHeHbi, MoryT 

06pa30BbiBaTb HHKJI 

QH R1 BMecTe c (JjparMeHTOM -C(0)N-, K KOTOpOMy OHH npncoeAHHeHbi, MoryT 
o 

H5N 

06pa30BbiBaTb HHKJI 'O , Heo6a3aTejibHo 3aMeineHHbiH no aMHHorpynne 

rpynnoH -C(0)CH3; 

10 o npeACTaBjiaeT COSOH nejioe HHCJIO 0 HAH 2; 

p npeACTaBjiaeT COSOH uejioe HHCJIO OT 0 AO 3; 

R6 H R7 KaacAHH He3aBHCHMO npeACTaBjiaeT CO6OH H, C1-C6 ajiKHji, -C(0)NH2, -

COOH, -CH2OH, HJIH CI-C6 aJiKHJi-NH2; 

me R6 H R7 MoryT 6biTb Heo6a3aTejibHo 3aMemeHbi OAHHM HJIH AByMa C1-C6 

15 aiiKHJiaMH, -CH(CH(0H)CH3)(C(0)0C2H5), -CH(CH(OH)CH3)(COOH), 

CH(CH(CH3)2)(C(0)0CH3), -CH(CH(CH3)2)(C(0)NH2), -CH(CH3)C(0)0CH3, -

CH(CH3)C(0)NH2, -CH(CH2CH(CH3)2)(C(0)0CH3), 

CH(CH2CH(CH3)2)(C(0)0NH2), -CH(CH2OH)(COOH), 

CH(CH(0H)CH3)(C(0)0CH3), -CH(CH2(0H))(C(0)0CH3), -CH(C(0)NH2)(CH20H), 

20 -CH2CH(OH)CH3, -(CH2)2OH, -(CH2)3OH, -CH2C(0)NH2, -CH2C(0)0CH3, -

CH2COOH, -C(0)0CH3 HAH -CH(C(0)NH2)(CH(0H)CH3); 

R8 npeACTaBjiaeT CO6OH 
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H, -COOH, NH2, 
NH HN 

.N. 

HN-

' NH 

W ¥ HN. .NH 

'NH 

HN. 

H 
.N. 

'NH 

N 

1 

N-

/ 
N N' 

• N .N. 

W 'N N' 

\ 
/ 

"H 'N 

.N 

\ 

'N 

.N. ,N. .N 

.N 
'N' N N N S 
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/ 

/ 
N-

-N 

V 

H 
N, 

\ 

N-

N 

H 
"N /V 

N N 

N—J 

HJIH o . 

"N 

H 
/N\ 

% 

N—N 
H 

N 

S-1 

r^e R8 MoaceT 6BITI> Heo6a3aTejibHO 3aMemeH O/JHHM HJIH 6ojiee 3aMecTHTeJiflMH, 

BbiSpaHHtiMH H3 C1-C6 ajiKHjia, C]-Ce ajiKOKCH, rajioreHa, -COOH, -OH, nnpHAHJia, -O-

3AMEH?lK3L141/11/1J11/1CT (flPABl/IJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

362 

6eH3HJia H (peHMJia; 

HJIH coe^HHeHHe, BbiSpaHHoe H3 cjienyiomnx CTpyKTypHbix (fiopMyji: 

71 

72 

0 

npn ycjiOBHH, HTO coe^HHeHHe He npeACTaBjiaeT COSOH 

335 
OH 

n 
0 

Y/ NH_y 

5 AJIH npO(J)HJiaKTHKH HJIH JieneHHa pHHOpeH, ocTporo H HH(J)eKIIHOHHOrO pHHHTa, 

4>apHHrHTa, Ha30$apHHrHTa, TOH3HjuiHTa, jiapHHrHTa, JiapHHroTpaxeHTa, 

JiapHHr0Tpaxe06p0HXHTa, SpOHXHTa, 6pOHXHOJIHTa, nHeBMOHHH HJIH 06CTpyKTHBH0ro 

cHHApoMa AtixaTejibHbix nyTen. 

42. Cnoco6 nonyneHHa coeAHHeHHH o6men (})opMyjibi I, OTHOcamnxca K 

10 MOHoaMHAaM AHKap60H0Bbix KHCJIOT, HJIH HX 4>apManeBTHnecKH npneMJieMbix cojien no 

n.2, BKJiioiaioiUHH B3aHMOAeHCTBHe cooTBeTCTByioinero aHrHApHAa c aMHHOM HJIH 

AHnenTHAOM B noAxoAameM OpraHHHecKOM pacTBopHTejie Heo6H3aTejibHo B 

npHCyTCTBHH opraHHHecKoro 0CH0BaHHa. 

43. Cnoco6 nonyneHHa coeAHHeHHH o6men (JiopMyjibi I, oraocamnxca K CJ-C6 

15 ajiKHjiaMHAaM, HAH HX <f)apMaueBTHnecKH npneMJieMbix cojien no n.2, BKJnonaiomHH 

B3aHMOAeHCTBHe CooTBeTCTByiomero aMHHa, coAepacamero C1-C6 ajiKHJibHtin 

3aMecTHTejib no aMHHO rpynne c rayTapoBbiM aHrHApnAOM B OpraHHHecKOM 

pacTBopHTejie. 

44. Cnoco6 nojiyneHHa coeAHHeHHH o6meft ^opMyjibi I, OTHOcamnxca K aMHAaM 

20 AHKap60H0Bbix KHCJIOT, coAepacanjHX B rjiyTapHJTbHOM ocTaTKe Kap6oKCHJibHyio rpynny, 

3aMemeHHyio C1-C6 anKHjioM, HJIH HX <J>apManeBTHnecKH npneMJieMbix cojien no n.2, 

BKJnonaiomHH: 

(a) B3aHMOAeHCTBHe cooTBeTCTByiomero aHrnApHAa c 3MHHOM B noAXOAameM 
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OpraHHHecKOM pacTBopHTejie He 06H3areAbH0 B npHCyTCTBHH opramiHecKoro 
pacTBopHTejia H npn KHnaneHHH; 

(b) cycneH/jHpoBaHHe nojiyneHHoro aMH^a B CJ-C6 cnnpTe, Ao6aBAeHHe no 

KanjiHM TpHMeTHjixnopcHjiaHa npn KOMHaTHOH TeMnepaType. 

5 45. Cnoco6 nojiyneHHH coeAHHeHHH o6men 4>opMyjiM I, OTHOCHHIHXCH K aMHflaM 

^HKapSoHOBEix KHCJIOT, coflepacamnx B rayTapHJibHOM ocTaTKe Kap6oKCHjibHyio rpynny, 

3aMemeHHyio C1-C6 ajiKHjiOM, HJIH HX (JtapManeBTHHecKH npneMJieMbix cojien no n.2, 

BKJnonaiomHH: 

(a) CHHTe3 MOHO C]-C6-cjio)KHoro 3(J)Hpa rayTapOBOH KHCJIOTBI, nyTeM H3 

10 rjiyTapoBoro aHrnflpH.ua H cooTBeTCTByiomero C1-C6 cnnpTa MBTOAOM aKTHBHpoBaHHbix 

N-OKCHcyKiiHHMHflHbix s^HpoB B 6e3BOflHOM OpraHHHecKOM pacTBopHTeAe; 

(b) B3aHMOfleHCTBHe nojiyneHHoro Ci-C6-cjioacHoro 3<|)Hpa rayTapOBOH KHCJIOTBI 

c COOTBeTCTByiOmHM aMHHOM B npHCyTCTBHH KOHAeHCHpyromero areHTa, 

npenMymecTBeHHo l,l'-Kap60HHAflHHMHfla30Aa, B OpraHHHecKOM pacTBopHTejie. 

15 46. Cnoco6 nojiyneHHa coeAHHeHHH o6iu;eH ^opMyjibi I, OTHOCHIUHXCH K aMHAaM 

AHKap60H0Bbix KHCJIOT, coflepHaiimx B rayTapHJibHOM ocTaTKe MOHO- HJIH 

#HMeTHJibHbie 3aMecTHTejiH, HJIH HX (J^apMaueBTHHecKH npneMJieMbix cojien no n.2, 

BKJHonaioiUHH: 

(a) pacKpbiTne MOHO- HJIH AHMeTHjnaMemeHHoro rayTapoBoro aHTHApHAa nyTeM 

20 nepeMeniHBaHHH ero B MeTaHOjie npn KOMHaTHOH TeMnepaType B TeneHHH 24 nacoB; 

(b) BBeAeHHe BO B3aHMOAeftcTBHe MOHO- HJIH AHMeTHAsaMemeHHoro 

MOHOMeTHAOBOro 3(|)Hpa rayTapOBOH KHCJIOTbl c COOTBeTCTByiOIUHM aMHHOM B 

OpraHHHecKOM pacTBopHTeAH, npenMymecTBeHHo N,N-AHMeTHJi(|)opMaMHAe, B 

npHCyTCTBHH KOHAeHcnpyioinero areHTa, npeHMyinecTBeHHO c 1,1'-

25 Kap60HHAAHHMHAa30A0M. 
47. CnocoS noAyneHHH coeAHHeHHH oSmeft (JiopMyAbi I, OTHOCHIIIHXCH K aMHAaM 

AHKap60H0Bbix KHCAOT, coAep>KauiHx B rayrapHAbHOM ocTance B KanecTBe 3aMecTHTeAH 

THApoKCHAbHyio rpynny B a-n0A0)KeHHH, HAH HX <j)apMaueBTHHecKH npneMAeMbix 

coAen no n.2, BKAK)HaiomHH: 

30 (a) noAyneHHe 5-0KC0TeTparHAp04>ypaH-2-Kap60HHA XAopHfla H3 5-

0KC0TeTparHAp0(J)ypaHa-2-Kap60H0B0H KHCAOTBI nyTeM ee B3anMOAeHCTBHH c 

OKCOAHJIXAOpHAOM B OpraHHHecKOM paCTBOpHTeAH npH OXAaaCAeHHH; 

3AMEI-mK)LHI/1M J1MCT (nPABMJIO 26) 



WO 2015/137846 PCT/RU2015/000121 

364 

(b) B3aHMoaeHCTBHe 5-0KC0TeTparaflp04)ypaH-2-Kap60HHJi xjiopn^a c 

COOTBeTCTByiOmHM aMHHOM B OpraHHHecKOM paCTBOpHTejIH B npHCyTCTBHH nOTania, C 

nocjieayiomHM rHApojiH30M JiaKTOHa B npHCyTCTBHH mejionn ao uejieBoro aMHAa. 

48. Cnoco6 nojiyneHHH coeAHHeHHH oSnieft (J)opMyjibi I, OTHOCHIUHXCH K 

5 rayTapHjibHfeiM np0H3B0AHBiM AnnenTHAOB, HJIH HX c^apMaueBTHnecKH npneMJieMbix 

cojien no n.2, BKJiiOHaiomHH: 

(a) CHHTe3 AnnenTHAOB HCXOAH H3 AH-Boc-3aiHHiiieHHoro rncTHAHHa H 

COOTBeTCTByiOmeH aMHHOKHCAOTbl MeTOAOM aKTHBHpOBaHHblX napa-HHTpO(|)eHHJIOBbIX 

a^HpOB B N,N-AHMeTHJi(J)opMaMHAe; 

10 (b) cHHTHe Boc-3amHTbi oSpaSoTKon 3amHmeHHoro AnnenTHAa 

TpH^TOpyKCyCHOH KHCJIOTOH; H 

(c) AoSaBjieHne rjiyTapoBoro aHrHApHAa K TpH4)T0paneTaTH0My np0H3B0AH0My 

AnnenTHAa B N,N-AHMeTHJi(j)opMaMHAe B npHCyTCTBHH 2 3KBHBaneHTOB N-

MeTHAMOp4>OJIHHa. 

15 49. Cnoco6 nojiyneHHH coeAHHeHHH o6mefi (J)opMyjibi I, OTHOCHIIIHXCH K 

npOH3BOAHbIM y-aMHHOMaCJIHHHOH KHCJIOTbl H COOTBeTCTByiOmerO aMHHa, HJIH HX 

(^apManeBTHHecKH npneMJieMbix cojien no n.2, BKJnonaiomHH: 

(a) nojiyneHHe HMHAa30JiHA N-Boc-y-aMHHOMacjiHHOH KHCJIOTH nyreM 

B3aHMOAeHCTBHH N-B0C-y-aMHH0MaCJIHHH0H KHCJIOTbl C 1,1' -Kap60HHJIAHHMHfl030JI0M B 

20 cpeAe 6e3B0AH0ro opraHnnecKoro pacTBopHTejin; H 

(b) BBeAeHHe HMHAa30JiHAa N-Boc-y-aMHHOMacjiaHOH KHCAOTBI BO 

B3aHMOAeHCTBHe c COOTBeTCTByiOmHM aMHHOM npn HarpeBaHHH B cpeAe 6e3B0AH0ro 

opraHHHecKoro pacTBopHTejia. 

50. CnocoS nojiyneHHH coeAHHeHHH o6men <J)opMyjibi I, OTHOCJHUHXCH K 

25 np0H3B0AHbiM nHponiyTaMHHOBOH KHCJIOTbl, N-aneraji- rjiyTaMHHOBOH KHJiOTbi no a-

Kap60KCHJibH0H rpynne HAH rjiyTaMHHOBOH KHCJIOTH no y-Kap6oKCHJibHoft rpynne, 3-

aMHH0CyJIb(})0HHJinp0nH0H0B0H KHCJIOTbl H COOTBeTCTByiOmerO aMHHa, HJIH HX 

4>apMaiieBTHHecKH npneMJieMbix cojien no n.2 MCTOAOM aKTHBHpOBaHHblX N-

OKCHCyKIIHHMHAHblX 3(|)HpOB, BKJIIOHaiOmHH B3aHMOAeHCTBHe N-OKCHCyKUHHHMHflHOrO 

30 3(J)Hpa COOTBeTCTByiOmeH KHCJIOTbl C COOTBeTCTByiOmHM aMHHOM npH KOMHaTHOH 

TeMnepaType B cpeAe 6e3B0AH0r0 opraHnnecKoro pacTBopHTejia. 

51. Cnoco6 nojiyneHHH coeAHHeHHH o6men (})opMyjibi I, OTHOCHIUHXCH K 
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npOH3BOAHMM IIHpOrjiyTaMHHOBOH KHCJIOTbl, N-aiteTHJI- rjiyTaMHHOBOH KHJIOTbl no a-

Kap60KCHJibH0H rpynne HJIH rjiyTaMHHOBOH KHCJIOTBI no y-Kap6oKCHJibHoft rpynne, 3-

aMHH0CyjIb(J)0HHJinp0nH0H0B0H KHCJIOTbl H COOTBeTCTByiOmerO aMHHa, HJIH HX 

(JjapMaijeBTHHecKH npneMJieMbix conen no n.2, BKJiiOHaiomHH npHBefleHHe BO 

5 B3aHM0fleficTBHe KoiiAencHpyioiiiHx areHTOB, npe^noHTHTejibHo N,N,N',N'-TeTpaMeTHji-

0-(6eH30TpHa30Ji-l-Hji)yp0HHyM TeTpa<j)Top6opaTa, B npHcyrcTBHe opraHnnecKoro 

OCHOBaHHfl B OpraHHHecKOM pacTBopHTejie. 

52. Cnoco6 nojiyneHM coeAHHeHHH o6meii <|)opMyjiBi I, OTHOCanuixca K 

np0H3B0AHbiM nnporjiyTaMHHOBOH KHCJIOTM, N-aueraji- rjiyTaMHHOBOH KHJIOTBI no a-

10 KapSoKCHJibHon rpynne HJIH rjiyTaMHHOBOH KHCJIOTBI no y-KapSoKCHjibHoii rpynne, 3-

aMHH0CyjIb(J)0HHJinp0nH0H0B0H KHCJIOTbl H COOTBeTCTByiOmerO aMHHa, HJIH HX 

(JjapMaueBTHHecKH npneMJieMbix cojien no n.2, BKJnonaiomHH AJiHTejibHoe 

BbmepacHBaHne, npe^noHTHTejibHO B TeneHHH He^ejiH, CooTBeTCTByiomero aMHHa H 

nnporjiyTaMKHOBOH KHCJIOTBI B OpraHHHecKOM cnnpTe. 

15 53. Cnoco6 nojiyneHHH coeAHHeHHH o6men (jiopMyjibi I, OTHOcamnxca K 

aMHflaM, 06pa30BaHHbIX 3-(4-HMHAa30JIHJl)aKpHJI0B0H KHCJIOTOH H 3-(4-

HMHAa30JIHJl)np0nH0H0B0H KHCJIOTOH H COOTBeTCTByiOmeH aMHHOKHCJIOTOH: 2-

aMHHOneHTaHOBOH KHCJIOTOH, 4-aMHHOMaCJiaHHOH KHCJIOTOH H 6-aMHHOreKCaHOBOH 

KHCJIOTOH, HJIH HX (jjapManeBTHnecKH npneMJieMbix cojien no n.2, xjiopaHrcmpHAHbiM 

20 MeTOflOM, BKJIK)HaiOIH,HH: 

(a) nojiyneHHe xjiopaHnmpHflOB cooTBeTCTByiomnx KHCJIOT c Hcn0Jib30BaHHeM 

npenMymecTBeHHo THOHHirxjiopHAa, 

(b) BBeaeHHe BO B3aHMOfleHCTBHe nojiyneHHoro xjiopaHrHApHfla 6e3 

AOnOJIHHTeJIbHOH OHHCTKH C COOTBeTCTByiOmeH aMHHOKHCJIOTOH npH KOMHaTHOH 

25 TeMnepaType B cpefle 6e3BOflHoro opraHnnecKoro pacTBopHTejia. 

54. Cnoco6 noJiyneHM coeAHHeHHH o6meft 4>opMyjibi I, OTHOcamnxca K 

aMHflaM, 06pa30BaHHbIX 3-(4-HMHAa30JIHJl)aKpHJI0B0H KHCJIOTOH H 3-(4-

HMHAa30JIHJl)np0nH0H0B0H KHCJIOTOH H COOTBeTCTByiOmeH aMHHOKHCJIOTOH: 2-

aMHHOneHTaHOBOH KHCJIOTOH, 4-aMHHOMaCJiaHHOH KHCJIOTOH H 6-aMHHOreKCaHOBOH 

30 KHCJIOTOH, HJIH HX <J>apMaijeBTHHecKH npneMJieMbix cojien no n.2, BKJnonaiomHH 

npHBeAeHHe BO B3anMOAeHCTBHe KOHAeHCHpyiomnx areHTOB, npeAnoHTHTejibHO 1,1'-

Kap60HHjiAHHMHAa30Jia, B OpraHHHecKOM pacTBopHTejie B npHCyTCTBHH opraHnnecKoro 
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OCHOB&HHH H npH HarpeBaHHH, npeflnoHTHTejibHo AO 80°C. 

55 Cnoco6 nojiyneHHH coeAHHeHHH oSinefi (})0pMyjibi I, OTHOCHLUHXCH K 

npOH3BOAHbIM, COAep>KamHM -C-0-C(=0)- CB33b, HJIH HX (J)apMan,eBTHHeCKH 

npneMJieMbix cojien no n.2, peaKunen MnnyHo6y H3 CooTBeTCTByiomero cnnpTa H 

5 KHCJIOTbl. 
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