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MNPOU3BOJAHBIE XUHA30OJIUHA, IPUMEHAEMBIE JIUIS JIEYEHHASA BUY
INEPEKPECTHAA CCBIJIKA HA POJACTBEHHBIE 3ASBKH

[0001] Hacrosias 3asiBka ucrpalumBaeT NPUOPUTET HA OCHOBAHUH MTPEABAPUTEIbHOMN
3asiBku Ha mateHT CIIA ¢ cepuiinbiM HOMepoMm 62/096,748, nonanuoii 24.12.2014,

COACPIKAHUE KOTOpOﬁ MOJIHOCTBIO BKJIFOYUCHO B HACTOALIYIO 3aABKY MOCPECACTBOM CCBIJIKH.

YPOBEHb TEXHWKH
[0002] Xorsa B neuennn BUY u CITM/] 6bu1 fOCTUTHYT HEKOTOpPBIH nporpecc, BUU-
UH(EKIHUS 0CTaeTCs rI00ATBbHOM PoOIeMOi 3JpaBOOXpaHeHuUs. B paMKax TaKOro JICYeHHs
YaCcTO MPUMEHSIFOTCSI HeHYKJIEO3HIHbIe MHrUOUTOPBI 00paTHOM Tpanckpurtassl (NNRTI,
HHHMOT), B 4acTHOCTH, B paMKax CXeM BbICOKOAKTHBHOH aHTHPETPOBUPYCHOH Tepariu
(HAART, BAAPT). Xots stoT noxxox u 3¢ dextuseH, y MHorux nssectioix HHUOT
UMEIOTCS] HeJOCTATKH, TIOCKOJIBKY MX MPHUMEHEHHe CBSA3bIBAIOT ¢ MyTauusamu BUY, kotopsie
MOTYT NPUBOAMTH K JIEKAPCTBEHHON yCcTOHUNBOCTH. COOTBETCTBEHHO, CYLIECTBYET
noTpeOHOCTh B IOTIOJHUTENBHOH paspadorke sddexrnBaprx HHUOT.
[0003] B Hacrosimem nokymenTe onucansl coenuHennss @opmyisl (1) u ux
¢dapmareBTH4YECKH IpUEMJIEMbIE COJIM, KOMIIO3ULIMH U JIEKaPCTBEHHbIE (POPMBI,
coneprKallre TaKie COeANHEHHS, FITH UX (apMalleBTHYECKH MPUEMIIEMbIE COJIH, U CITOCOOBI
NPUMEHEHHUS U NOJyYeHHs TAKUX COeANHEHUH MITN UX (papMalieBTUYeCKH MPHUEMIIEMbIX

COJIEN.

KPATKOE OITMCAHUE

[0004] B HexOTOpBIX BapuaHTax pealn3aliy HACTOSALIEe OMUCAHUE OTHOCHUTCS K
coeauHeHusiM @opmysl (1) uau Tayromepy Takoro COeAMHEHMs,

R* RS
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Q npencrapasier coboii N  wm R0

X!, X% u X? kaxnplii He3aBucuMoO npescTapisier coboit N umu C(R'), npu ycnosun,
yto MakcumyMm 2 u3 X', X? u X° npencrasnstoT coboii N,

R! npencrasnsier co6oii -H, -CN, -OR?, -C(O)OR?, ranoren, Cisanxun, Cs.
ouksioankun wim Ci.srerepoaikmi, npudeM kaxabiil Cisankui, Cs.jouuknoankui u Ci.
6T€TEPOAJIKII HEOOM3aTENIbHO COAEPIKUT B KadecTBe 3amecTureneii 1, 2, 3, 4 wnu S rpynn
R'?, koTOpbIe MOTYT ObITH OMHAKOBBLIMU HJIH PA3HBIMH,

R? npexcrasasier coboii -H, -CN, -OR? -NR?RP, -C(O)OR?, ranoren, Ci.cankun, Cs.
roumkstoankui uiu Ci.¢ rerepoankm, npudeM Kakabid Cisankwn, Cs.joumknoankut u Ci.
6T€TEePOAJIKII HEOOs3aTEIbHO COACPIKUT B KayecTBe 3amectureneii 1, 2, 3, 4 wiu 5 rpynn
R!?, koTOpbIE MOTYT OBITH OMHAKOBLIMU UM PA3HBIMH,

R3 npencrapaser coboii -H, -OR?, -SR?, -NR*R®, -NHC(O)NR?R®, C;sankui, Cs.
roukoaikmi win Ci.s rerepoanki, nmpudeM Kaxkabiii Cisankmi, Cs.jouuknoankui u Ci.
6TeTepPOAIKIII HEOOs3aTEIbHO COMEP KUT B KadecTBe 3amecTureneii 1, 2, 3, 4 wnu 5 rpynmn
R'?, koTOpbIe MOTYT GbITH OMHAKOBBIMU HJIH Pa3HBIMH,

R* npexcrapasier coboii -H, -OR?, ranoren, -NO», -CN, -NR*R®, -NHC(O)NRR®, -
OC(O)NR?R?, -CH,C(O)NR?R®, C1.anxu, C-1otuknoankut umu Ci TeTepoanKu,
npudeM Kbl Ci.eankum, Cs.jouukyioankui u Ci.s TeTepOaKI HeO0s3aTENbHO COASPKUT
B Ka4ecTBe 3amectuteneii 1, 2, 3, 4 unu 5 rpynn R'?, koTopble MOTyT GbITH OIMHAKOBBIME
WUJIN pa3HbIMU,

R’ npexcrapasier coboii -H, -OR?, ranoren, -NO», -CN, -NR*R®, -NHC(O)NRR®, -
OC(O)NR?R?, -CH,C(O)NR?R®, Cy.anxu, C-jotuknoankun umu Ci TeTepoanKu,
npudeM Kbl Ci.eankum, Cs.jouukyioankui u Ci.s TeTepOaK HeO00s13aTENbHO COASPKUT
B KauecTBe 3amectuteneii 1, 2, 3, 4 unu 5 rpynn R'?, koTopble MOTyT GbITh OIMHAKOBBIME
WJIN pa3HbIMU,

R® npexcrapasier coboii -H, -OR?, ranoren, -NO», -CN, -NR*R®, -NHC(O)NRR®, -
OC(O)NRR?, -CH,C(O)NR?R®, Cy.anxun, C-1otuknoankut umu Ci TeTepoaKu,

npudeM Kbl Ci.cankumi, Cs.jouukyioankui u Ci.s TeTepOaKI HeO00s3aTENbHO COASPKUT



B KadecTe 3amectuteneii 1, 2, 3, 4 umu 5 rpynn R'2, koTopble MOTYT GBITH OIMHAKOBLIMH
WUJIN pa3HbIMU,

R’ npencrasnsier co6oii Creankun, Cs-jotmknoankui, Ci-sreTepoaiki, rajJores, -
OR? -CN unu -NO,, npudem kaxabiii Cisankui, Cs.jouuknoaikui u Cis reTepoakul
HE0Os3aTeNbHO CONEPKUT B KauecTBe 3aMmectuteniedt 1,2, 3, 4 wm S rpynn R'?, kotopbie
MOTYT OBITh OZJTHAKOBBIMH WJIH Pa3HBIMH,

R® npencrasnsier coboit Cieankun, Cs-jotmknoankun, Ci.sreTepoanku, rajoreH, -
OR?, -CN wmu -NO», npudem kaxnabiii Ci.samkui, Cs.jormknoankui 1 Ci.6 TeTepOoasKiI
HEO0A3aTeILHO COIEPKHUT B Ka4ecTBe 3amectuteneii 1, 2, 3, 4 wm 5 rpymm R'2, xotopeie
MOTYT OBITh OJJUHAKOBBIMU UJTH Pa3HBIMHU,

R’ npencrasnsier co6oit -H, Cr.sankun umu C3.10UKIOANKU, TTpudeM Kaskabiit Ci-
sanku U C3.10LIMKIJIOATKUIT He0Os3aTeIbHO CONEPKUT B KauecTBe 3amectuteneii 1, 2, 3, 4
uu 5 rpynn R'? koTopble MOTYT GbITh OIMHAKOBLIMU WU PA3HBIMH,

R npencrasnser coboii -H, Ci.samkun win C3.101MKI0aIKI, TIpHdeM Kaxabiii Ci.
sk U C3.10LIUKJIOATKUIT HE0Os3aTeIbHO COAEPIKHUT B KauecTBe 3amectuteneii 1, 2, 3, 4
uu 5 rpynn R'?, koTopble MOTYT ObITh OIMHAKOBLIMU HJIU Pa3HbIMU,

kaxbiii R HesaBucumo npencrasnster coboii -H, -CN, -OR?, -C(O)OR?, ranores,
Crsankmn, Cs.joumknoankus wiu C16TeTepoaKiil, KOTOPbIE MOTYT OBITh OJJMHAKOBBIMHU
WK pasHbIMY, pudeM Kaxabiil Creankni, Cs.jouuknoankun u CiereTepoankun
HE0Os3aTeNbHO CONEPKUT B KauecTBe 3aMmectutesiedd 1, 2, 3, 4 umu 5 rpynn R', kotopbie
MOTYT OBITh OZJMTHAKOBBIMH WJIH PAa3HBIMH,

xaxbiii R'?2 Hesasucumo npencrasnser coboii Cisankun, Cs.jouukaoankun, Ci.
srerepoankui, 5-10-unensslil rerepounknni, Ce.0apui, 5-10-4neHHslil rerepoapu,
ranoren, -OR?, -C(O)R?, -C(O)OR?, -C(O)NRR?, -OC(O)NR?R®, -NR*C(O)OR?, -SR? -
S(0)12R?, -S(O).F, -S(0):NR?*R®, -NR*S(0),R?, -N3, -CN umu -NO,, npudem kaxmbiii Ci-
sanku, Cs.joumknoankui, Ci.srerepoankui u S-10-4eHHbIH reTepOLMKINT HeoOs13aTeTbHO
comepxut 1, 2, 3, 4 nnu 5 3amecTuTene, BBIOPAaHHBIX U3 CIENYIOLINX PYIII: TaJIOTeH, -
OR? -C(O)R? -C(O)OR?, -C(O)NR?R?, -OC(O)NRR®, -NR*C(O)ORP®, -SR?, -S(0)12R?, -
S(O).F, -S(0):NR*R?, -NR?*S(0):R®, -N3, -CN, 1 -NO;, KOTOpbIe MOTYT GBITh OIHHAKOBBIMH

WUJIA pa3HbIMU,



kaxeiii R? u RP nesasucumo npencrapmser coboii -H, -NH,, Cisanku, Cs.
rouuksoankui, Cisrerepoanku, 5-10-unennsiii rereporukimi, Ce-joapui wiu 5-10-
YJIeHHbIN reTepoapud, npudeM kaxabii Cisankui, Cs.jonukinoankui, Cisrerepoankui, S-
10-unennsit rereporukini, Ce10apui u 5-10-4eHHBIN reTepoapi HeoOs3aTeIbHO
COZEpKUT B KauecTBe 3amectuteneit 1, 2, 3, 4 unu 5 rpynn R, kotopeie MoryT 6biTh
O/IMHAKOBBIMHU WM pasHbivu, 1 R? u R® BMecTe ¢ aToMOM, kK KOTOPOMY OHH
NPUCOEANHEHBI, 00pa3yroT 5-10-4NeHHbIH IreTepOLUKII, U

kaxaelil R'? HesaBucumo npencrasiser coboit -CN, ranoren, Cisamku, Cs.
rouuksoankmt, Cisrerepoaikui mwin S-10-ujeHHbIN TeTePOMKITIIL,

HJIN €T0 q)apMaLleBTI/I‘{eCKI/I MPUEMIIEMBIM COJISAM.

[0005] B HEKOTOpBIX BapuaHTax peaan3alui HACTOSAIIEE PACKPBITHE OTHOCUTCS K
(apmarieBTH4YeCKOI KOMIIO3UILMH, coneprxameil coenunenne @opmyner (I) wm ero
(bapmaneBTHYECKH IPUEMIIEMYIO COJIb U (hapMalleBTHYECKH MTPUEMIIEMbIH HOCUTEb.
[0006] B HekoTOpBIX BapuaHTax peajnu3aiii HACTOSIIEE PACKPBITHE OTHOCUTCS K
U3EIIHI0, COAeprKalleMy enHULY NO3UPOBKH coenmHeHunst @opmyner (I) wum ero
(bapMaLeBTUYECKH MPUEMIIEMON COJIH.

[0007] B HekoTOphIX BapuaHTax peajn3alii HACTOSIIEE PACKPBITHE OTHOCUTCS K
crioco0y MHruOnpoBaHusl 0OpPaTHON TPAHCKPUNTA3I Y HYKAAIOLIETr0Cs B 3TOM CYyOBeKTa,
BKJIFOUAKOIUI BBeaeHue coenuaeHust @opmyisl (I) wiu ero gpapmaneBTudecku
MPUEMJIEMON COJIH CyOBEKTY.

[0008] B HEKOTOpBIX BapuaHTax peaanu3alui HACTOALIEE PACKPBITHE OTHOCUTCS K
croco0y sedeHust uin npenotepamenuss BUU-undexkunu y Hy:KIaromerocs B 3ToM
cyOBbeKTa, BKIIIOYAOIINiA BBeneHne cyobekTy coenunenus @opmyasl (1) umm ero
(bapMarieBTUYeCKH MPUEMIIEMOM COJIH.

[0009] B HekoTOphIX BapuaHTax peajn3aliui HACTOSLIEE PACKPBITHE OTHOCUTCS K
crioco0y nedeHus unu npenorspainieHuss BUU-undexkunn y cyOpekTa, BKIFOUAIOIIEMY
BBeZieHHEe CyObekTy coenuHeHust @opmyibl (1), wnu ero papmarieBTHUECKH TPUEMIIEMOK
cosii. B HEKOTOPBIX BapHAHTAX peau3alu CyOBEKT MOABEPIKEH PUCKY WH(PULIMPOBAHHUS
BHUY, kak B ciydae cyObeKkTa, UMEIOIIEero OOUH MM OOJIbIIE H3BECTHBIX (PaKTOPOB PUCKA,

CBSI3aHHBIX C HHUIMPOBaHUEM BHpycoM BHY.



[0010] B HekoTOpBIX BapuaHTax peaanu3alii HACTOSIIEE PACKPBITHE OTHOCUTCS K
cnocoOy nevenus wim npenorepainenus BUY-undeximu y Hy KIaro1merocst B 5TOM
cyOBeKTa, BKIIOYAIOIINN BBeleHUE CyObeKkTy coenuHeHust @opmyel (1) umu ero
(bapmaneBTHYEeCKH PUEMIIEMOI COJT B KOMOMHALINY C TepaneBTUIecKH 3G (eKTHBHBIM
KOJIMYECTBOM OJTHOTO MJIH 0OJIEe JOTOHUTENbHBIX TEPANIEBTHYECKUX areHTOB.
[0011] B HekoTOphIX BapuaHTax peaanu3alii HACTOSIIEE PACKPBITHE OTHOCUTCS K
coequHeHno @opmyibi (I) winm ero papMaleBTHUECKH TPUEMIIEMON COJTH JUIsl TPUMEHEHHS
B MEAUIIUHCKOW TEPAITUH.
[0012] B HekoTOphIX BapuaHTax peajn3alii HACTOSIIee PACKPhITHE OTHOCUTCS K
coequHeHno @opmyibl (I) wim ero papMaleBTHUECKH MPUEMIIEMO COJIU JUTSl TPUMEHEHUS
B JIe4eHUH win npeporspaiiennn BUU-nadekuny y cyobekra.
[0013] B HekoTOphIX BapuaHTax peaanu3alii HACTOSIIEe PACKPBITHE OTHOCUTCS K
npuMmeHeHuro coearaenus @opmynsl (1) unm ero papmManeBTHYECKH MTPUEMIIEMON COJTH ISt
M3TOTOBJICHHUS JIEKAPCTBEHHOTO CPEACTBA AJIS JIeUeHUs Wik npenorspamienus BITU-
uHpexunn y cyonexTa.
[0014] JlonoTHUTENbHBIE BAPUAHTHI HACTOSIIIETO PACKPBITHSI OTTMCAHBI B HACTOSILIIEM
TOKYMEHTE.

KPATKOE OITMCAHUE UEPTEXXEHN
[0015] Ha ®urype 1 nokazaHbl pe3yiabTaThl HCCAEIOBAHMS MPOQUIIS YCTOWIHBOCTH
npotus myranToB BUUY-1 no oOpatHoii Tpanckpunraze (HIV-1 RT, OT BUY-1) nis
HEKOTOPBIX COEANHEHMUIN.

INOAPOBHOE OITMCAHUE

[0016] Huxecnenyromniee onucaHne HAMUCAHO C YYETOM TOTO, YTO HACTOSIIEE
PACKpPBITHE CIIeAyeT PaCCMaTPHUBATh KaK MPUMEp 3asBICHHOTO OOBEKTa, U He
MPEINOJaraeTcsi OrPaHUYEHHUS COMyTCTBYIOLIEH GopMyIibl H300peTeHUsT KOHKPETHBIMU
NPUBEIEHHBIMU B KQUE€CTBE WILTFOCTPALIMU BApUAHTAMU PEaTH3aLH. 3aroI0BKH,
UCTIOJIb3yeMbI€ B HACTOSLIEM OMTUCAHUM, MPUBEACHbBI HCKITFOYUTEIBHO AJIsl yAOOCTBA, U UX
He CJIeflyeT paccMaTpHUBaTh Kak Kakoe-1u0o orpaHuueHne popMyJibl H300peTeHMsL.
BapuanTe! peanuzanuy, NpuBeAEHHbIE TOCIE KAKOTO-JIO0 3aroI0BKa, MOKHO OOBEIHHSATD

C BapUaHTaMU peajiudalluy, MpUBCACHHBIMU IMOCJIC Jr000ro APYyroro 3arojioBka.



[0017] Ecnu He yka3aHO WHOE, BCe TEXHUYECKUE U HAyIHbIE TEPMHUHBI, UCIIOJIb3yeMbIE B
HACTOSILIEM OTUCAHUH, IMEIOT 3HaUeHHe, OOBIYHO NMPHUIABAEMOE UM CPEIHUM
CIELUANNCTOM B JaHHOH obnactu. Tupe B Hauane UM B KOHLIE XUMUYECKON TPYTIIIBI
UCTIONB3YETCsI UTs yIOOHOr0 0003HAUEHHsI TOUKH NMPHCOSTUHEHUS] K OCHOBHOH MOJIEKYJIE,
XUMUYECKHE TPYIIBI MOTYT ObITh H300pakKeHbI C OTHUM WM OoJiee THpe, Win 0e3 HUX, He
Tepsisi IPU 3TOM CBOErO OOBIYHOTO CMbICNa. BoHUCTas TMHS, IPOBECHHAS Yepe3 JTMHUIO
B XUMHUYECKON CTPYKTYpe, YKa3bIBa€T Ha TOUKY MPUCOECAMHEHHs rpynnbl. ITyHKTHpHAS
JIMHHS B XUMHUYECKOH CTPYKTYPE YKa3bIBAET Ha HEOOsA3aTeNbHYIO CBsi3b. [Ipedukc, Takoi
KakK «Cyy» min (Cy-Cy), yKaszbIBaeT, uTO CIAEAYIOLIAs TPYIa COAEPIKUT OT U IO V aTOMOB
yriepona. Hanmpumep, «CisaKiny O3HA4YAeT, YTO aJKUJIbHAS TPYINa COAEPKUT oT 1 10 6
aTOMOB YIJIepOJa.

[0018] IIpu ncnosnb30BaHUU B HACTOSILEM JOKYMEHTE TOPrOBbIX Ha3BaHUM,
MOJPa3yMeBaeTCsl, YUTO OHU HE3aBUCHMO BKJIIOYAIOT MPOAYKT, UMEIOLINH Takoe TOProBoe
Ha3BaHMe, M aKTUBHBIHN (apMalieBTHIeCKUi HHrpenueHT(bl) MPOAYKTA, UMEIOLIEero
YKa3aHHOE TOPrOBOE Ha3BaHUE.

[0019] B HacTosiieM JOKyMeHTE U B MpHIararinencs popmyse uzoodpereHus: Gopmbl
€IMHCTBEHHOIO YNCIIa (COOTB. apTHKIISIM «a», «any» U «the» B aHTIIHIICKOM sI3bIKE)
BKJIFOUAIOT MHOKECTBEHHOE UHCJIO TOTO JK€ TEPMUHA, €CJIH KOHTEKCT sIBHO He TpedyeT
obpatHoro. COOTBETCTBEHHO, HANpUMep, YKa3aHUE KCOSNNHEHHST» BKIIIOYAaeT MHOKECTBO
TaKUX COEAMHEHHH. , a YKa3aHHe «aHAIN3a» BKIIOYAeT YKa3aHHWe OHOro Uiu Goee
aHaJM30B U T.A.

[0020] «AJIKHII» B HACTOSIEM JOKYMEHTE MPENCTaBIIsieT COOOH JIMHEHHBIN HITH
pa3BeTBIICHHBIN OJJHOBANIEHTHBIN yriesonopoa. Hanpumep, ankunpHas rpymnmna MoskeT
comepxkathb OT 1 1o 20 atromoB yriepona (m.e., (Ci-20)aKui), WIH aIKUIbHAS TPYIIIA MOKET
conep:kathb oT 1 o 10 aromoB yriaepona (m.e., (Ci-10)aJKuI), WK aJKUIbHAsL TPYIIIa MOKET
conepskath oT 1 10 8 atomoB yriepoaa (m.e., (Ci-g)ankun), wim ot 1 10 6 aToMOB yriepoaa
(m.e., (C1-¢ anxun), wnu ot 1 1o 4 atomoB yriepona (m.e., (Ci-4)ankun). [Tpumepst
AJIKUJIBHBIX TPYII BKIIOYAIOT MepevHCIeHHble, HO He OrpaHNunBatoTcs uMu: MeTua (Me, -
CH3), stun (Et, -CH,CH3), 1-niponun (#-Pr, #-nipomun, -CH,CH>CH3), 2-niporwn (7-Pr,
uzonponun, -CH(CHs)z), 1-6ytun (n-Bu, #-Oytun, -CH,CH2CH2CH3), 2-metun-1-nponun
(i-Bu, uzo6ytun, -CH,CH(CH3),), 2-6yTtun (s-Bu, cex-6ytun, -CH(CH3)CH,CH3), 2-meTu-



2-niponun (#-Bu, mpem-6ytun, -C(CHs)3), 1-nentn (#-nentun, -CH,CH,CH>CH,CH3), 2-
nentun (-CH(CH3)CH2CH2CH3), 3-nentun (-CH(CH2CHs),), 2-metun-2-OyTu (-
C(CHj3),CH2CH3), 3-metun-2-0ytun (-CH(CH3)CH(CHs),), 3-metun-1-0ytun (-
CH>CH,CH(CHs)2), 2-metuin-1-6ytun (-CH2CH(CH3)CH2CH3), 1-rexcun (-
CH,CH,CH,CH,CH>CH3), 2-rekcun (-CH(CH3)CH2CH,CH,CH3), 3-rekcun (-
CH(CH2CHj3)(CH,CH2CH3)), 2-metun-2-nertun (-C(CH3),CH,CH,CHj3), 3-metui-2-
nentun (-CH(CH3)CH(CH3)CH2CHs), 4-metun-2-nentun (-CH(CH3)CH,CH(CHjs),), 3-
metmn-3-neatun (-C(CHs)(CH2CHs)), 2-metun-3-nentun (-CH(CH2CH3)CH(CHs)), 2,3-
aumetun-2-0ytun (-C(CH3),CH(CHzs),), 3,3-mumernn-2-6ytun (-CH(CH3)C(CH3)s u okTun
(-(CH2),CHj3).

[0021] Tepmun «apui» B HACTOALEM AOKYMEHTE OTHOCUTCSI K OAUHOYHOMY HOJIHOCTBIO
COCTOSLIIEMY U3 aTOMOB YIJIEpO/ia KOJIbIlY WJIM K CUCTEME U3 HECKOJIBKUX MOJHOCTBIO
COCTOSILIIMX U3 ATOMOB YIJIEPOJIa KOJIell, TAe 10 MEHbLIeH Mepe OHO U3 KOJIEI] SIBIISETCS
apomarudeckuM. Harpumep, B HEKOTOPBIX BApHAHTAX PeasM3aliii apriIbHast TPYIIIa
conepxut ot 6 10 20 aTOMOB yriiepoza B KoJiblie, oT 6 70 14 aTOMOB yriepona B KOJbIIE, UK
oT 6 10 12 aTOMOB yrJieposa B KoJiblie. ApHIT BKJIFOYAeT paaukan peHus. Apui Takke
BKJIFOUAET CUCTEMBI U3 HECKOJIbKUX KOH/IEHCHPOBAHHBIX KOJIel (HalpHMep, CHCTEMBI KOJIell,
conepskaiue 2, 3 uiam 4 KoJiblia), coaepkaiiue npumMepHo oT 9 1o 20 aToMOB yriieposa, B
KOTOPBIX 110 MEHbIIEel Mepe OJJHO KOJIBLIO ABISETCS apOMATHYECKUM U IIPH 3TOM JpyTrue
KOJIbIIa MOTYT OBITh ADOMAaTHYECKUMHU MJIM HEAPOMATUYECKUMH (T.€., KapOorukibl). Takue
CHCTEMBI U3 HECKOJIbKUX KOHIEHCHPOBAHHBIX KOJIEL[ HeOOs3aTeIbHO 3aMeIeHbl OHON HITH
6onee (Hanpumep, 1, 2 wnu 3) OKCO-rpynmnamMu Ha 000 KapOOLMKITNYECKOH YacTH
CHCTEMBI U3 HECKOJbKUX KOHICHCHPOBAHHBIX KoJiell. KoJbIia CHCTEMBI 13 HECKOJIBKUX
KOHJIEHCHPOBAHHBIX KOJIEI] MOTYT OBITh COEIMHEHBI APYT C APYTOM COIPSKEHHBIMH, CITUPO-
¥ MOCTHKOBBIMU CBSI35IMHU, TI€ 3TO JOMYCTUMO C TOUKHU 3pEHHsI TpeOOBaHU BaJIEHTHOCTH.
Taxoke crenyer MOHNMaTh, YTO KOT/Ia YIIOMHHAETCs KOHKPETHBIH (INana3oH aTOMOB)-
YIEHHbIN apui (Harpumep, 6-12-4neHHbIH apuiT), yKa3aHHBIH AUana3oH aTOMOB OTHOCHUTCS
K 00IIeMy 4HCiTy aTOMOB KOJIbLia (ATOMOB B KOJIbIIE) B yKa3aHHOM apiie. Hanmpumep, 6-
YIEHHBIN apui OyzeT BKio4arh ¢peHm, a 10-wieHHbI apui Oyaer BKmo4yath HahTun u 1,

2, 3, 4-rerparunponadrun. Heorpanmumnparomye npuMepbl apHUIbHBIX TPYII BKIIFOYAIOT



NepeYrCICHHbIE, HO HE OTPaHUYMBAIOTCS MU (peHw, uHaeHwt, Hadrun, 1, 2, 3, 4-
TeTparuApoHa(THIL, AHTPALIEHNT U T.II.

[0022] «ApUNanKuI» OTHOCHUTCS K aJKWJIBHOMY PaJuKay, ONPEeaeIeHHOMY B
HACTOSALEM NOKYMCHTE, B KOTOPOM OJUH U3 aTOMOB BOAOPOAA, CBA3AHHBIX C aTOMOM
yIJeposaa, 3aMEHEH Ha apHJIbHBIN paJuKall, OMMCAHHBINA B HACTOSIIIEH 3asiBKE (/1.€., apwJI-
AKUJIBHBIN (parMeHT). AJIKUJIbHAS TPYIINA «aPUIAKUIAY BKIIFOYAET aJIKUJIbHbIE TPYIIIbI,
KOTOpBbIe comepkar ot 1 1o 6 aromoB yriepona (T.e., apu(Ci-Ce)ankui). ApriaiKiibHbIE
IPYIIBI BKIIOYAKOT NEPEYUCICHHbBIE, HO HE OTPAHMYNBAIOTCS UMU: OeH3mI, 2-peHnsTan-1-
wi, 1-pennnnponasn-1-wn, HagTunmernn, 2-HadTridTaH-1-11 U T.1I.

[0023] «boponoBas kucaoTa» otHocurcs K rpymnmne -B(OH),.

[0024] «CnosxHbIN 3¢up OOPOHOBOW KUCIIOTBDY OTHOCHTCS K CIIOXKHO3(UPHOMY
MPOU3BOAHOMY COCUHEHMsI, COAEePIKAILEro rpymny OOpoHOBOM KuchaoThl. [Toaxonsimue
CJIOKHO3(DUPHBIE MPOU3BOAHBIE OOPOHOBBIX KHCJIOT BKJIIOYAKOT COETUHEHUS (DOPMYJIBI -
B(OR),, raoe kaxxapiii R HE3aBUCHUMO MpenCcTaBIisieT COOOM Ak, apuil, apUIaTKUJL,
rerepoankui unu rerepoapui. Kpome toro, nse rpynmnsl R B -B(OR); moryT ObITh

COeIMHEHbI ¢ 00pa30BaHUEM IUKIHMYECKOTO dhUpa, HANpUMep, AIMEIOIIETro CTPYKTYPY

N

O—R, mpuyem kaxblif R MoxeT ObITh TaKHM K€ KaK APYTHUe MK OTJINYATHCS.
ITpumeps! coXKHBIX 3GUPOB OOPOHOBOI KHCIOTH! BKIIIOYAIOT MMHAKOJIOBBIN 3up
OOPOHOBOM KUCJIOTHI U KATEXOJIOBBIN 3(hup OOPOHOBOI KHUCIIOTHI.

[0025] «{ukIoankmn OTHOCUTCS K OMHOYHOMY HAChILIEHHOMY WUJIA YaCTUYHO
HEHACBIIIIEHHOMY MOJHOCTBIO COCTOSILIEMY U3 aTOMOB yIJIepOJa KOJbL, COJEPKAIIEMy OT
3 1o 20 atomoB yriepoaa B rukiie (m.e., C3-Cao MKIOATKIIT), HanpuMep, ot 3 1o 12
aTOMOB KoJiblla, Hanipumep, oT 3 1o 10 atoMoB koJsbLa. TepMUH LIUKIOATKIID) TAKXKe
BKJIFOYA€T CUCTEMbI U3 HECKOJbKUX KOHACHCUPOBAHHBIX, HACBILIEHHBIX U YACTUYHO
HEHACBILICHHBIX COCTOSIIIHX ITOJIHOCTBIO M3 ATOMOB YIJIepoaa KoJel (Hanpumep, CHCTEMbI
Kouiel], cofepskatnue 2, 3 unu 4 kapoonukindeckux konbia). COOTBETCTBEHHO, LIUKIOATKUI
BKJTIOYAET MOJULUKINYECKHE KapOOIMKIIbI, TAKHE KaK OUILMKIMYECKHe KapOOIMKIIbI
(nanpumep, ONuMKIMYecKkre KapOOLIMKIIBI, CofepIKalie NpUMepHo ot 6 10 12 aTomoB
yrieponia B LMKIe, Takue kak ounmkino[3,1,0]rekcan u ounmkio[2,1,1]rekcan), u

NOJIMLIMKIIIYECKHe KapOOLUUKIIbI (Hanpumep, TPULUKIHIECKHEe U TeTPALHKINIeCKIe



KapOOLHMKIIbI, COAeprKalue 10 mpuoau3uTenbHo 20 aTOMOB yriepona B kosblie). Kombia
CHUCTEMBbI M3 HECKOJIBKUX KOHICHCUPOBAHHBIX KOJIEL MOTYT OBITh COSAHMHEHBI APYT C IPYTrOM
COTIPSDKEHHBIMH, CITUPO- U MOCTUKOBBIMU CBSI3SIMU, €CJTH 3TO JOMyCTUMO C TOUKU 3PEHHS
TpeOoBaHuUs BaJIeHTHOCTH. HeorpaHuyuBaroIre mpuMepbl MOHOLIUKIMYECKOTO
LUKJIOAJKUIIA BKIIFOYAIOT LIUKJIOTPOITHJI, HUKJIOOYTHJI, LIMKJIOEHTWI, |-IUKIONEHT-1-eHu,
1-mmknonenT-2-eHun, 1-IUKJIONEeHT-3-eHIJI, IUKJIOTeKCHa, 1-1uKaorekc-1-exum, 1-
LIUKJIONEKC-2-€HMI U 1-LIMKJIOreKC-3-€HUI.

[0026] «T"ano» mnm «rajmoren» OTHOCUTCS K BTOPY, XJIOPY, OpoMy U Hoxdy.

[0027] TepMmun «rerepoankun» B HACTOSALIEM JOKYMEHTE OTHOCUTCS K aJIKHITY,
OTIPEACICHHOMY B HACTOSILIEM JOKYMEHTE, B KOTOPOM OJMH UJIH 00Jiee aTOMOB YIJieposa B
ankuie 3ameHenbl Ha O, S wr NRY (v, ecnv 3aMeHeHHBIH aTOM yriieposa siBISeTCs
koHueBbIM, To Ha OH, SH nmm N(RY),), npuuem kaxnerii RY HezaBucuMo npencrasisier
coboii H nnn (C1-Ce)ankun. Hanmpumep, (C1-Cg)rerepoalikui moapasyMeBaeT reTepoaKu,
B KOTOPOM OJIiH wiu Ooniee atoMoB yriepona B Ci1-Cg ankusie 3aMeHEHbI Ha TeTEPOaTOM
(marmpumep, O, S, NRY OH, SH unu N(RY);), koTopble MOTYT ObITh OIMHAKOBBIMHU HIIN
pasHbIMU. [IpuMepsl reTepoakuiioB BKIFOYAIOT CJIEAYIOIINE, HO He OTPAaHUYMBAIOTCS UMU!
METOKCHMETHJI, STOKCUMETHII, METOKCH, 2-TUAPOKCHATII U N,N’-TMMe TUJIIPOTHIAMHFH.
I'erepoarom B rerepoaiikuie MOKET HEOOsI3aTENIbHO OBITh OKHCIIEH WITH aJIKUIHMPOBAH.
I'erepoarom MoskeT OBITH pa3MellleH B JIF0OOM BHYTPEHHEM TMOJIOKEHUU TeTepOapUbHOMN
IPYIIIBI WU B TIOJIOKEHUH, TI0 KOTOPOMY 3Ta TPYIINa MPUCOSTUHEHA K OCTAIbHOM
Mmosiekyie. [IpuMepsl BKITFOYAIOT NiepeurcieHHble, HO He orpannumnBarotrcst umu. -CH>OCH3,
-CH,CH,NHCH3, -CH,CH2N(CH3) -CHs, -CH2SCH2CH3, -S(O)CH3s, -CH>CH»S(0).CHs, -
CH,CH,OCHj3, -CHCHN(CH3)CHj3,-CH;NHOCH;3 u -CH,OC(CHs)s.

[0028] Tepmun «rerepoapur» B HACTOSALIEM JOKYMEHTE OTHOCUTCSI K OTAEJIBHOMY
reTepOLUKINYECKOMY KOJIbILY, KOTOPOE COAEPIKUT N0 MEHbIIEH Mepe OJTUH aTOM, OTJIMYHBIH
OT yIJiepoJia, B KOJIbLE, TPUYEM 3TOT aTOM BBIOPAH U3 TPYIIIbI, COCTOSIIIEH 13 KHCIOPO/a,
a30Ta U Cepbl, TOT TEPMUH TAK)KE BKJIFOUAET CUCTEMbI M3 HECKOJIbKIX KOHIEHCUPOBAHHBIX
KOJIEL, KOTOPBIE COAEPKAT MO MEHbIIEH Mepe OJHO TAKOE apOMATHIECKOE KOJIBLO, IPUYEM
yKa3aHHbIE CUCTEMbI U3 HECKOJIBbKUX KOHASHCHPOBAHHBIX KOJIEI, OTIMCAHBI HIKe DoJiee
noipo6HO. COOTBETCTBEHHO, STOT TEPMUH BKIJIFOUYAET OTAEIbHBIE APOMATUIECKHE KOJIbLIA,

coneprkalire OT NpUOTH3UTENBHO | 10 6 aTOMOB yryieposa B UKJIe H IpuMepHo 1-4



reTepoaToMOB B LIMKJIE, BBIOPAHHBIX M3 FPYIIBI, COCTOSIIEH U3 KHCIOPOaa, a30Ta U Cepbl, B
KOJIbLe. ATOMBI CepBl M a30Ta MOT'YT TaK)ke MPUCYTCTBOBAaTh B OKHCIEHHOH opme, IpH
YCIIOBHH, YTO KOJIBLIO SIBJIAETCS apOMaTUUECKUM. Takue KoJblia BKIIOYAIOT IIEpEUUCICHHBIE,
HO HE OTPaHUYMBAOTCS UMU: MUPUANI, TUPUMHIIUHNI, OKCA30IHI WK Gypui. ITOT
TEPMUH TaK)Ke BKJIFOYAET CUCTEMbI U3 HECKOJbKUX KOHAEHCHPOBAHHBIX KOJIell (Harpumep,
CHCTEMBbI KOJIell, comepskaiire 2, 3 uiu 4 KoJiblia), T1e reTepoapuiibHas rpyrna,
oTperiesieHHasl BBILIE, MOXKET ObITh KOHAEHCHPOBAHA C OJHUM MM OoJiee KoJel,
BBIOPAHHBIX U3 IreTepoapmiio (¢ 0OpazoBaHueM, HApUMeEp, HAQ TUPHINHIIIA, TAKOTO KaK
1,8-HaTHpUAMHIIT), TETEPOLMKIIOANKIIOB, (C 0Opa3oBaHueM, Hanpumep, 1, 2, 3, 4-
TeTparuapoHapTUPUINHIIIA, TAKOTO Kak 1, 2, 3, 4-rerparunpo-1,8-Hadrupuaunanm),
LIUKJIOAJIKMIIOB (¢ 0Opa3oBaHueM, Harpumep, 5,6,7,8-TeTparuipOXHHOINIIA) U apUIIOB (C
oOpa3oBaHHeM, HAPUMEDP, HHIA30JIMIA) , C OOpa30BaAHUEM CHUCTEMbI U3 HECKOJIBKIX
KOHJIEHCUPOBaHHbIX KoJiell. COOTBETCTBEHHO, IeTepoapul (OTAeNIbHOE apOMaTHIeCKOe
KOJIBLIO WJIM CHCTEMa M3 HECKOJIbKUX KOHJEHCHPOBAHHBIX KOJIEI) COAEPKUT pumMepHo 1-20
aTOMOB yTJIepO/a B LUKJIE U MPUMEPHO 1-6 rerepoaToMoB B KoJbLe. Takue CUCTEMBI U3
HECKOJIBKIX KOHIECHCHUPOBAHHBIX KOJIEI] MOTYT HEOOS3aTeIbHO CONIePKaTh B KAUeCTBE
3amectureneil ogHy nim ooxee (Hanpumep, 1, 2, 3 unu 4) okco-rpyni Ha
KapOOLIMKINYECKON UITH FeTePOLMKINUECKON YacTAX KOHAEHCUPOBAHHOIO KoJblla. Konbia
CHCTEMBI U3 HECKOJIBKUX KOHIEHCHPOBAHHBIX KOJIELl MOTYT OBITh COEIUHEHBI APYT C APYTOM
COIPSDKEHHBIMHU, CITUPO- U MOCTUKOBBIMH CBSA3SIMH, TI€ 3TO JOMYCTUMO C TOUYKH 3pEHUs
TpeboBanuii BaneHTHOCTH. [lopazymeBaeTcs, 4TO OT/IeNIbHbIE KOJIbIIA CUCTEMBI U3
HECKOJIbKMX KOHAEHCHUPOBAHHBIX KOJIEL] MOTYT OBITh CO€AMHEHBI JPYT C IPYTOM B JIIOOOM
nopsiake. Takxke cieayeT MOHUMATh, YTO MECTO MPUCOEANHEHHs] CUCTEMbI U3 HECKOJIbKUX
KOHJICHCHUPOBAHHBIX KoJiell (KaK OMpeaeeHo BbIIIe U FeTepoapuiia) MOKET HAaXOIUThCS B
Jr000M IOJIOXKEHNH YKa3aHHOM CUCTEMBI U3 HECKOJIBKUX KOHIEHCUPOBAHHBIX KOJIell,
BKJIIOYAsl T€TEPOAPHIIBHYIO, T€TEPOLIMKINYECKYIO, APHIBHYIO HIIH KapOOLIMKINIECKYIO
9aCTh CUCTEMbI U3 HECKOJIBKIX KOHIEHCHPOBAHHBIX KOJIELl, U IPH JFOOOM MOAXOASLIEM
aToOMe CHUCTEeMBbI U3 HECKOJIbKUX KOHJEHCHPOBAHHBIX KOJIell, BKJIIo4asi aTOM yriepoja u
rerepoaroM (Harpumep, a3oT). [lpumeps! reTepoapuiioB BKIFOUAIOT, O3 OrpaHHYeHHUs
NepPeUNCIeHHBIMI: TUPUANIT, TUPPOJINI, TUPA3HHIII, MTUPUMUANHNT, THPUAA3UHILI,

MUPA30JIHIT, THEHHUIT, HHIOJUJI, UMUAA30 I, OKCA30JIHI, THA30JIUI, (PypHII, OKCaaHa30IIII,
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THUAINA30JIAIL, XUHOJIWJI, H30XHHOJIIII, O€H30THA30 I, OSH30KCA30JIMII, HHAA30JIHIL,
XUHOKCAJTIII, XUHA30JIUJL, 5,6,7,8-TeTparuapon30XuHOIUHIIT OeH30(ypaHuI,
OEH3MMHIA30IUIT ¥ THAHA(PTEHUIL.

[0029] «I'eTepOLMKIOANKUID WA «T€TEPOLMKINDY B HACTOSILLEM JOKYMEHTE
OTHOCHUTCSI K €IMHCTBEHHOMY HACBIIIEHHOMY WJIM YaCTUYHO HEHACBIIIEHHOMY
HEapOMaTUYECKOMY KOJIbLY MJIM HEApOMAaTUYECKOW CHUCTEME U3 HECKOJBKHX KOJell,
cofeprKalliM MO MEeHbIIEeH Mepe OIUH IreTepoaToOM B KOJIbIIE (II0 MEHbLIEeH Mepe OaUH
reTepoaToM B LIMKJIE, BLIOPaHHBIN U3 KUCIOPOJa, a30Ta U cepbl). Ecnn He yka3aHo nHade,
reTepOLUKIIOANKHIIIbHAS TPYIIIIA COAEPIKUT OT 5 10 mpuOnu3ntenbHo 20 aTOMOB KOJIbLIA,
Harmpumep, ot 5 10 14 aToMOB KOJIbLA, HAIPUMED, OT 5 10 10 aTOMOB KOJIBLIA.
CoOOTBETCTBEHHO, 3TOT TEPMHH BKIIFOYAET OT/IEJIbHBIE HACBIIIEHHbBIE MJIH YACTHYHO
HEHACBIIICHHBIC KOJbLIA (Hampumep, 3, 4, 5, 6 win 7-4ieHHbIE KOJIbLA), COAEPIKALINe OT
npuOmM3uTenpHoO | 10 6 aTOMOB yryiepoaa B IUKJIE U OT npubau3uTensbHo 1 a0 3
reTepoaToMOB B LIUKJIE, BBIOPAHHBIX M3 PYIIIBI, COCTOSIIEH U3 KHCIOPOAa, a30Ta U CEePHI B
KOJIbLIE. DTOT TEPMUH TAK)KE BKJIFOYAET OT/AENIbHbIE HACBILIEHHbIE WJIM YACTUYHO
HEHAChIIIeHHbIe KOJblia (Hampumep, S, 6, 7, 8, 9 unu 10-4ieHHbIE KOJIbIIA), COMEPIKaIIUe OT
npuOIU3UTENBHO 4 10 9 aTOMOB yIyIepoAa B IIMKJIE U OT NpUOIU3UTENbHO 1 10 3
reTepoaToMOB B LIUKJIE, BBIOPAHHBIX U3 IPYIIIBL, COCTOsAIIEN U3 KUCIOPOJa, a30Ta U CEPhI B
koublie. Koubla cucTeMbl M3 HECKOJIBKUX KOHIEHCUPOBAHHBIX KOJIELl MOTYT OBITh
COEIUHEHBI APYT C IPYrOM KOHACHCUPOBAHHBIMH, CIUPO- 1 MOCTUKOBBIMU CBSI3SIMHU, 1€
5TO AOMYCTUMO C TOYKH 3pEHHUS TPeOOBAHUIN BaJICHTHOCTH. | €TepOLMKIIOANKIIIbHbIE
TPYIIbI BKIKOYAKOT CAEAYIOLIUE, HO HE OTPAHUYMBAIOTCS UMH: a3€TUANH, a3UPUJIUH,
UMUA30JUIUH, UMHUHO-OKCOUMUIA30JUINH, MOP(OINH, OKCHUpaH (3TIOKCHU]), OKCETaH,
MUTIePa3UH, TUNEPUINH, TUPPAZOIUINH, TUNEPUINH, TUPPOJUINH, TUPPOJIUINHOH,
terparuapodypaH, TeTparuapoTHOGEH, TUTHIPONUPUANH, TETPATHAPOTTUPUANH,
XUHYKJIAAUH, N-OpoMnuppoauanH, N-XJIOPHIHIIEPUANH U T.11.

[0030] «'mapokcm» miH «TUAPOKCUI» OTHOCUTCS K rpynme -OH.

[0031] «OKCO» OTHOCHUTCS MPUCOSTMHEHHOMY IBOHHOM CBsi3bt0 Kuciopony (=0). B tex
COENMHEHHUSX, TJie OKCO-TPYIINa CBA3aHa C SP’-aTOMOM a30Ta, yka3aH N-okcuo.

[0032] ITOHSTHO, YTO MOTYT MIPUMEHSTHCA KOMOMHALIMN XUMUYECKUX IPYII, U YTO

CHELHANNCT B JAHHOW 00NacTh pacro3HaeT Takne komOuHauuu. Hanpumep, rpymmna
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«TUAPOKCHAKUAI) 0003HAYaeT TUIPOKCHIIBHYIO TPYIIITY, MPUCOSTUHEHHYIO K aJIKHIIbHOM
rpyImrme.

[0033] TepMuHBI «HEOOS3aTENBHBINY WITH «HEO0S3aTeNIbHO» 0003HAYAIOT, YTO
OIMCAHHOE Jajiee COOBITHE TN OOCTOSATENBCTBO MOXKET IMETh MECTO, HO €r0 MOJKET H He
OBbITh, M1 YTO 3TO ONUCAHME BKJIIOYAET CIIydau, KOrJia 3TO COOBITHE M 0OCTOSITENbCTBO
MMeeT MECTO, H CJIy4aH, KOT/Ia 3TO COOBITHE WIH O0CTOATENIECTBO HE HMEET MeCTa.

[0034] Tepmun «TayTomMepsl» B HACTOALLEM AOKYMEHTE OTHOCUTCSI K M30MepaM
COEAMHEHUsI, KOTOPbIe OTIIMYAIOTCS APYT OT Apyra MOJOXKeHHUEM ITPOTOHA U/UiH
pacrnipeneneHueM 351eKTpoHOB. COOTBETCTBEHHO, MPEAYCMOTPEHBI U ONUCAHBI KaK
TayTOMEpBI, CYIIIECTBOBAHNE KOTOPBIX OOYCIOBJIEHO MUrpaLiell IPOTOHOB, TaK U
TayTOMEpBI, CYIECTBOBAHNE KOTOPBIX O0YCIOBICHO M3MEHEHUSIMU BaJICHTHOCTH, H CIIEyeT
MOHUMATD, YTO JJIsI KOHKPETHOTO COEIMHEHHUS] MOJKET CYIIeCTBOBAaTh OoJiee IBYX
TayroMepos. [IpumMeps! TayTOMEPOB BKJIFOYAIOT, HO HE OrPAaHUYUBAIOTCS NEPEYUCICHHBIMU:

KETO-€HOJIbHBIC TAYyTOMEPDIL:

1 OH
R! = R!
R3 R3
H
R2 CKETOY R? «cHOM»
NR4 NHR4
R! == R!
R3 R3
H
R unvum» R? «(CHAMHH»

HMHUH-CHAMHWHOBBIE TAYTOMEPDIL.

0
OH

HIAKTaM»

JIaKTaM-JIaKTUMHBIE TayTOMEPHI: «WIaRTHM?

TAyTOMEPDBI aMUd - UMHUAO0BAasA KUCJIOTA.



(o)

OH
/K
—~——
1 2
R NHR R1 NR2

«amum
KHMHAO0BAA KUCJIOTa»

AMHUHO-UMHWHOBBIC TAYTOMEPDIL.

NH, NH
XN L NH
G F

CAMHH»

1
UM , 1 TAyTOMEPHBIE (POPMBI I€TEPOAPUIIbHBIX TPYIII,

COIeprKalINX aTOM KOJIbIIA, IPUCOSTUHEHHBIN U K pparmenTy -NH- kosnbiia, 1 k pparMeHTy
=N- KoJiblla, TAaKHe KaK MPUCYTCTBYIOT B MHUPA30JiaX, MMUAA30JaX, OEH3UMHUAA30J1ax,
TpHa3oJax u Terpasoiax (cm., nanpumep, Smith, March's Advanced Organic Chemistry (Se
u3n.), crp. 1218-1223, Wiley-Interscience, 2001, Katritzky A., Elguero J, ¢ coast., The
Tautomerism of Heterocycles, Academic Press (1976)).

[0035] «DapmMaLeBTHYECKH MPUEMJIEMbII» OTHOCUTCSI K COCIMHEHUSIM, COJISIM,
KOMIIO3UIUAM, JICKAPCTBCHHBIM (bOpMaM U APYruM MatepuajiaM, nNpuroaHbiM AJis
noJy4eHus papManeBTHUECKOH KOMIIO3UIMH, MOAXOAAIIEH T (hapMaleBTHIECKOTO
IIPUMEHEHUS B BETEPUHAPUH WIH Y YEJIOBEKA.

[0036] «PapmaLeBTHUYECKU MPUEMIIEMAast COJIbY» OTHOCUTCS K COJIM COEANHEHUs], KOTOpas
SIBJISIETCST (hapMalleBTHYECKH MTPUEMJIEMOM, U KOTOpast oOnaaaer (MM MOXKeT ObITh
npeoOpa3oBaHa B popmy, koTopasi obsagaet) 1eneBoit papmMakoIOrudeckol aKTHBHOCTBIO
HCXOIHOTO COeMHEHHsA. Takue CONU BKIIFOYAIOT COJIM IPHUCOSAMHEHUS KUCIIOT,
O6pa30BaHHbIe C HCOPraHM4E€CKUMHU KUCJIOTAMH, TAKUMU KaK XJIOPOBOAOPOAHASA KUCJTIOTA,
OpOMOBOZIOPO/IHAS KHCIIOTA, CEpHAasl KMCIIOTa, a30THast KUCIOTa, ¢pochopHas KUCIOoTa U T.11.,
W 00pa30BaHHBIE C OPraHUYECKUMHE KHUCJIOTAMH, TAKIMHU KaK YKCYCHAs KHCJIOTa,
Oen3oncynbdoHOBasE KUCIOTa, OeH30HHAast KUCIOTa, Kampopcyab(poHOBas KUCIIOTA,
JIMMOHHAsl KUCIIOTA, STAHCYIb(OHOBAs KMCIIOTA, PyMapoBast KUCIOTA, TIFOKOT€TOHOBAS
KHCJIOTA, TIFOKOHOBAsI KUCJIOTA, MOJIOYHASI KUCJIOTA, MAJIEMHOBAsI KUCJIOTA, MaJIOHOBAsI

KUCJIOTa, MyHJIAJIbHASL KUCJIOTA, METAHCYIb(OHOBAS KUCIIOTA, 2-Ha(TaaIuHCYIb(OHOBAS
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KHCJIOTa, OJIEMHOBAs KUCJIOTA, MAIbMUTHHOBAS KUCJIOTA, MPOIMTHOHOBAsS KUCJIOTA, CTeapoBasi
KUCJIOTA, SIHTAPHAsI KMCJIOTA, BUHHASI KUCJIOTA, M-TOJYOJICYJIb(OHOBAsI KHCIIOTA,
TPUMETHIIYKCYCHAsI KHCJIOTA U T.IL., U COJIK, 0OPa3yIOLIUeCs], KOTAa KUCIOTHBIA MPOTOH,
HpI/ICYTCTByI-OH.[I/Iﬁ B COCAUHCHHUH, J'II/I6O 3aME€IacTCa MOHOM METaJlla, Hanpumep, NOHOM
IIEJIOYHOTO METaJJIa (Hanpumep, HATPUs WK KaJksi), 'OHOM IIEJOYHOTO MeTajlia
(Hanpumep, KambIUs WA MAarHus) WK HOHOM aJTFOMUHUS, WK KOOPIUHUPYETCS C
OpraHu4€CKUM OCHOBAHUEM, TAKUM KaK JU3TAHOJAMUH, TPUSTAHOJIAMUH, N—
METHIJITJIFOKAMHH U T.11. Takke B 3TO OnpeneneHne BKIFOYSHBI COIM aMMOHUS U
3aMELICHHOTO WM KBATCPHU3BUPOBAHHOTO aMMOHUA . HpeI[CTaBI/ITeJ'[beIe
HEOrPaHMYHBAIOLIHE CIIHCKU (hapMaLleBTUUECKUX COJIEH MOKHO HAlTHU B UICTOYHHMKAX S.M.
Berge c coasr,, J. Pharma Sci., 66(1), 1-19 (1977), u Remington: The Science and Practice
of Pharmacy, R. Hendrickson, non pex., 21e usnanue, Lippincott, Williams & Wilkins,
Philadelphia, PA, (2005), na ctp. 732, B Tabnuue 38-5; o0a 3Th HCTOYHHUKA BKIIFOYEHBI B
HaCTOSIU.[I/Iﬁ AOKYMECHT ITYTEM CCBLIKH.

[0037] «CyOBeKT» U «CyOBEKThI» OTHOCUTCS K JIFOJSIM, TOMALTHUM JKUBOTHBIM
(nanpumep, cobakaM U KOLIKaM), CEJTbCKOXO035IHICTBEHHBIM JKUBOTHBIM (Hanpumep,
KPYITHOMY pOTaTOMy CKOTY, OBLIaM, KO3aM U CBHHBSIM ), TaOOPaTOPHBIMH KUBOTHBIM
(nanpumep, MbIlIaM, KpbICaM, XOMSIKaM, MOPCKHM CBHHKaM, KpPOJIKaM, co0akaM 1
00e3bsHaM) | T.II.

[0038] B HacTosieM TeKCTe «JICUEHUE» WIIH KIPOLIECC JICUSHHsD» MPEACTABISAET COOOMH
MOJXOJ K TOJYUEHHUIO TOJIE3HBIX WITH JKEJIaTeNbHbIX PE3YIbTAaTOB. s 1ieneil HacTosIero
PACKpPBITHS MOJIE3HbIC WA KEJIATCJIbHBIC PE3YJIbTAThl BKIIIOYAIOT MEPEIUCICHHBIC, HO HE
OTPAaHUYHUBAIOTCS UMH: OOJIETYeHNE CUMIITOMA W/ WJIH YMEHbIIEHUE CTEIIEHH CUMIITOMA
W/WK peOTBpAlleHUe YXYALIEHUS] CHMITTOMA, CBSI3aHHOTO C 3a00JIeBaHHEM WU
COCTOsTHMEM. B OZTHOM BapHaHTe pean3aliy «JICYCHUE» UIH KIPOLECC JCUSHUSD
BKJIFOUAET OJTHO WK OoJiee U3 CIIEAYIOLIEro: a) MoAaBIeHne 3a00JIeBaHUs W COCTOSTHUS
(nanpumep, yMeHbIIEHNE OJTHOTO M 0OJIee CHMITTOMOB, IPUYMHOIN KOTOPBIX SIBJISIETCSI
3a00JIeBaHNe WM COCTOSIHHE, W/WITH CHIDKEHHE CTeNeHU 3a00JIeBaHMsI UITA COCTOSIHUS ), b)
3aMeJJIeHHe WM OCTAHOBKA Pa3BUTHUSI OJHOTO UJIH 0OJiee CUMITTOMOB, CBSI3aHHBIX C
3a00JIeBaHUEM WJIU COCTOSTHUEM (Hanpumep, ctadbunnsanus 3a00JeBaHNs HITH COCTOSHUS,

3a/eprKKa yXyIUIeHHs UK MPOrpecCUpoBaHus 3a001€BaHUS UM COCTOSIHHS ), U C)
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obneryenue 3a00eBaHKsI UM COCTOSIHUS, HAITPUMEP, 00ecrieueHne perpeccuu
KJIMHUYECKUX CUMIITOMOB, CHIDKEHHE BBIPAKEHHOCTH OOJIE3HEHHOTO COCTOSTHUS, 3a/lepKKa
NpOrpeccupoBaHus 3a00JIeBaHUs, TOBBILIEHNE Ka4eCTBa KU3HU, U/UIIN YBEJIUYEeHUs]
NEepUO/a BBKUBAHUS.

[0039] B Hacrosimem TekcTe «3aaepkka» pa3BUTHs 3a00J€BaHUS WM COCTOSHUS
0003Ha4YaeT OTCPOUMTD, 3aTPYAHUTh, 3aMETHTh, 3a1€PKaTh, CTAOUIM3UPOBATh W/WJIH
OTJIOXKHUTH Pa3BUTHE 3a00JIEBAHMSI MJIM COCTOSTHUSL. JTa 3a7ePyKKa MOKET UMETh Pa3IIHYHYIO
MPOJOJIKUTENBHOCTD B 3aBUCUMOCTH OT UCTOPUH 3a00/1€BaHuUs /WU HHIAUBUIYYMA,
KoTOporo Jeyar. Kak 3To oueBHIHO A CrieLaircTa B JAHHOM 00acTH, TOCTATOYHAS HITH
3HAUUTENbHAS 3a7iepKKa MOXKET Ha MPAKTUKE BKIIFOYATh IPEIOTBPALIEHUE, U B TOM Clly4dae
y MHOMBHAYYMa HE pa3BHBaeTCs 3a00JeBaHue WM cocTtosiHue. Hanpumep, criocod, KOTopsIi
«3anepxkuBaery pazsurue CITH/]] npencrasisier coboii crnocod, KOTOPbIH CHUXKAET
BEPOSITHOCTh Pa3BUTHUs 3a00JI€BaHMUs HA JAaHHOM BPEMEHHOM OTpe3Ke W/ UM CHIDKAeT
cTereHb 3a00JIeBaHNs Ha JaHHOM BPEMEHHOM OTpe3Ke, 10 CPAaBHEHUIO C CUTYalueH, B
KOTOPOH 3TOT crocol He Ucnonb3yeTcs. Takue cpaBHEHHUsI MOTYT ObITh OCHOBAHBI Ha
KJIMHUYECKUX UCCIeNOBAHUSX HA 3HAYUTEILHOM 4ncie cyorekToB. Hanpumep, passurtue
CITN /I MOXHO BBISIBUTH C UCTIOJIb30BAHUEM U3BECTHBIX METOJIOB, TAKUX KaK IPOBEpKa
BUY" craryca HHAMBUAYYMA U OLEHKA Ynciia T-KIETOK y CyObeKTa WU IPYrUxX
noka3zareneii passurus CIIN/I, Takux kak kpaliHee yTOMJIEHHE, IOTEPsI MACChI, TOCTOSIHHAS
auapesi, BBICOKas TeMIieparypa, Ha0yxuue TuMpaTuiecKue y3bl Ha Iee, B MOJMBIIIEYHBIX
BIAJAVHAX WU B Maxy, WJIX IPUCYTCTBUE OMIOPTYHUCTUYECKOIO COCTOSIHUSA, O KOTOPOM
M3BECTHO, YTO OHO cBsi3aHo co CITH]L (nanpumep, coctosiHue, KOTOpOE OOBIYHO HE
HaOMoaeTcs y HHAUBUAYYMOB ¢ QYHKLIMOHUPYIOIIEeH NMMYHHON CHCTEMOM, HO BOSHUKAET
y nauueHToB co CITH/I). Pa3BuTHe MOKET Takke OTHOCHTBCS K TIPOTPECCHPOBAHUIO
3a00eBaHNsA, KOTOPOE BHA4ale MOXKeT ObITh HEOOHAPY)KUBAEMBIM, U BKIIIOUYATh
BO3HUKHOBEHHE, PELUANB U HAYaJIO.

[0040] B HacTosileM TeKCTe «pe0TBPaLleHe» WU KIIPOLiecC NPeNOTBPALIECHUS
OTHOCHUTCS K CX€Me, KOTOpas 3alUINaeT OT BO3SHUKHOBEHHUs 3a001eBaHNs WIN HapyLIEHUs
TaKUM 00pa3oM, UTO KIMHUYECKUE CHMITOMBI 3a00JIeBaHUS HE PA3BUBAIOTCS.
CoOTBEeTCTBEHHO, IIPEJOTBPAIEHNEe» OTHOCUTCS K MPUMEHEHHUIO Tepanuy (Hanpumep,

BBEICHHUIO TEPANEBTHUECKOTO BEIIECTBA) K CYOBbEKTY IO BOZHUKHOBEHHS OOHAPYKHBAEMbBIX
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npu3HAKOB 3a00yieBaHus y cyObekTa (Hanmpumep, BBEISHUIO TEPAEeBTUYECKOrO BellleCTBa
CyOBeKTY IpU OTCYTCTBUH OOHapy>KHBaeMOro HH(EKIMOHHOTO areHra (HarpumMep, BUpyca)
y cyobekTra). CyOBEeKT MOXKET MPEACTABNIATh COOON MHANBUAYYMA, TTOIBEPKEHHOTO PUCKY
pa3BuTHs 3200JI€BaHNS WM HAPYIIEHHSI, KaK B CJIy4ae HHANBUAYYMA, UMEIOIIEro OAUH HIIH
Oonblire N3BECTHBIX (PAKTOPOB PHCKA, CBSI3AHHBIX C PA3BUTHEM HJIM BOSHUKHOBEHHEM
3aboneBanus win Hapymenus. COOTBETCTBEHHO, TEPMHUH «IpenoTspatnenne BIU-
MH(EKINN» OTHOCUTCS K BBEICHUIO CYOBEKTY, Y KOTOPOro Het oOHapyskuBaemoii BITU-
uHbpekuy, Tepanesrudeckoro Bemectsa npotus BUY. TToHATHO, 4TO CyOBEKTOM IS
NPUMEHEHHs IPEeBEHTUBHON Tepaniy, HarpasieHHoH npotuB BIY, Mosxer ObITh
UHIUBUYYM, NTOJIBEP>KEHHBIN pUCKYy MH(pUIIMpoBaHus Bupycom BHU.

[0041] B HacrosiieM TekcTe «oABep:KeHHbIN PUCKY» UHAUBUAYYM IPEACTABISAET
co0olf THANBHUAYYMA, TOABEPSKEHHOTO PUCKY Pa3BUTH 3a00JI€BaHUS, KOTOPOE JIevar.
WHauBuayyM, «IOABEPKEHHBIN PUCKY», MOXKET UMEThb WM He UMeTh OOHapYKUBaeMoe
3a00ieBaHNe WU COCTOSIHUE, 1 OOHApykrBaeMoe 3a00JIeBaHe MOKET MPOSIBIISITHCS HITH HE
NPOSIBJIATECS y HETO IO JIEYEHUs ONIMCAHHBIMY B IAHHOM JIOKYMEHTE CIIOCOOaMHu.
«ITonBep:xeHHBII PUCKY» 0003HAYAET, YTO Y MHANBUAYYMA €CTh OJFH WIH OOJIbIIE TaK
Ha3bIBaeMbIX (PaKTOPOB PUCKA, KOTOPbIE MPEACTABIISIIOT COO0H H3MepsieMble TapaMeTphbl,
KOTOpbIe KOPPETUPYIOT C Pa3BUTHEM 3a00JI€BaHUS UM COCTOSIHUS U U3BECTHBI B IAHHOM
obmactu. ManuBuayym ¢ ogauM min Oojee u3 3Tux (pakTopoB pHUCKa HMeeT DOJIee BBICOKYIO
BEPOSITHOCTb Pa3BUTHUs 3a00JI€BAHUSA MM COCTOSIHUS, YeM UHIUBUIYYM Oe3 3Toro ¢axkropa
pucka (mu 0e3 5Tux ¢axkropos) Hampumep, HHAUBUAYYMBI, IOABEPIKEHHBIE PHCKY
pazsutust CITHU/], npencrasinsioT coboit nanuBuayymos ¢ BUY.

[0042] B nacrosiem Tekcre TepMuH «3(P(PEKTUBHOE KOJMUECTBO» OTHOCHTCS K
KOJINYECTBY, KOTOpoe 3(h(ekTHBHO obecneunBaeT jKeIaTebHbIA OHOIOrHYeCKUi 1T
MEIULIMHCKUN OTBET, BKJIIOUYasi KOJMYECTBO COEUHEHHs], KOTOPOE, IIPH BBEJIEHUIO CYOBEKTY
IJIsL IeYeHus1 3a00J1€BaHMUs, JOCTATOYHO ISt OOECTIEYEHHsI TAKOTO JIEUeHUS 3200 IeBaHMUsI.
DddexTrBHOE KONMMUYECTBO OyIET BAPbUPOBATH B 3aBUCUMOCTHU OT COCIMHEHUS,
3a00JIeBaHUs U €r0 TSDKECTH, a TakKe BO3pacTa, MacChl U APYTUX [1apaMeTPOB CyObEKTa,
KOTOpOTO Jieyat. DPPeKTUBHOE KOINIECTBO MOXKET BKIIFOUATh JHANa30H KOJnuecTs. B
JaHHOMW 00JIACTH MOHUMAIOT, YTO 3(h(HEKTUBHOE KOJUYECTBO MOXKET OBITh B OHON MU

foJiee mo3ax, m.e., M DOCTIKEHUS JKeJIaTeIbHOM KOHEYHOH TOUKH JIEUEHHUST MOXKET
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TpeOOBaThCS €MUHCTBEHHAS 7033 WK HEKOTOPOE KOJUYECTBO 103. DPPEKTHBHOE
KOJIMYECTBO MOJKET PACCMATPUBATHCS B KOHTEKCTE BBEIEHHS OHOTO HJI OOJIBLIETO YUCia
TEPANEeBTUYECKUX ar€HTOB, U MOKET CUUTATHCS, YTO OTAEIbHBIN areHT BBOIAT B

3¢ (}HEeKTUBHOM KOJIMYECTBE, €CJIU B KOMOMHALIUU C OAHUM WJIH OOJIbIIEM YHUCIIOM IPYTHUX
areHTOB MOXET OBITh TOCTHTHYT HJIH JOCTHIACTCS JKEJIATeNIbHbIN WJIH MOJIE3HBIH PEe3YJIbTaT.
INoxxoasuye 1035l JFOOBIX BBOAMMBIX COBMECTHO COSIMHEHHUI MOTYT ObITh
(Heobs3aTeNbHO) CHIXKEHBI 32 CYeT OOBEMHEHHOTO eficTBUS (Hanpumep, anqUTUBHBIX UITH
CHUHepreTudecknx 3(pPpexToB) coenuHEHHI.

[0043] Ecnu npsiMo He omnpeaeneHo HHOe, HacTOosALIee PACKPBITHE BKIIIOUAET BCE
TAyTOMEPBI COEAMHEHUH COTJIACHO HACTOSIIIEMY U300PETEHHIO, OMTMCAHHBIX B HACTOSIIIIEM
TOKYMEHTe, IayKe eCIIH MPsIMO YKa3aH TOJBKO OIMH TayToMep (Hanpumep,
MOJIPa3yMEBAETCS, YTO YIIOMHUHAHUE OJTHOW TayTOMEPHOH (OpMbI BKIIIOYaeT 00e
TayTOMepHbIE (POPMBI B TE€X CITyYasix, KOTJAa MOJKET CYIIEeCTBOBATh Mapa U3 JBYX
TayTOMepHbIX popM). Hampumep, npu ykazaHUHM COEAMHEHUS, COAEPIKALIETO JaKTaM
(nanpumep, yepe3 CTPYKTYPY WM XUMUYECKOE HA3BAHUE ), MOHITHO, YTO COOTBETCTBYIOIIUN
JAKTUMHBIN TayTOMEp TaKKe BKIIFOUEH B 3TO PACKPBITHE M OIUCAH TaK K€ KaK €CJH Obl
JIAKTUM OB YKa3aH B SIBHOM BHJI€ OTAEJbHO, WJIH BMECTE C JJAKTaMOM. B Tex ciyyasix,
KOT'ZIa MOXET CYLIECTBOBATh OOJIBINE IBYX TAYTOMEPOB, HACTOSLIEE PACKPBITHE BKIIIOUAET
BCE TaKHe TayTOMEPBI, Jake €CJIU XUMUYECKOEe Ha3BaHHEe W/UJTU CTPYKTYypa OTPAKAOT
TOJIBKO OJTUH TayTOMED.

[0044] Komno3unum, onucaHHble B HACTOSIIEM JOKYMEHTE, MOT'YT BKJIOUATh
COEMHEHHE COrJIACHO HACTOSIIEMY PACKPBITHIO B BUIE PALIEMHUUECKOMN HITH
HepaleMHu4eckoil cMecH CTepeor30MepOB UM MOTYT BKJIOYATh COEAMHEHHE COrTIaCHO
HACTOSIIIEMY PACKPBITHIO B BUJIE IO CYLIECTBY YUCTOro nu3omepa. CTepeousomepsl
BKJIIOYAIOT SHAHTHOMEPBI U quactepeoMepbl. COeIMHEHUs MOTYT CYIIECTBOBATD B
CTepPeOn30MEepHOI (hopMe, eClTi OHH COIepIKaT OAMH WIH 0OJiee aCHMMETPHYHBIX LIEHTPOB
WJIM JBOWMHYIO CBSI3b C ACUMMETPUYHOMN 3aMEHOM, U, COOTBETCTBEHHO, X MOKHO TOJIy4aTh B
BHUJI€ OTAETbHBIX CTEPEON30MepOB WK cMeceil. Eciu He yka3aHO MHOe, Npearnosaraercs,
YTO ONHMCAaHUE BKIIFOYAET OT/ENIbHBIE CTEPEOH30MeEpHI, a Takke cMech. CriocoObl

ONpEACNICHUS CTCPCOXUMUU U Pa3ACICHUA CTCPECOUZOMEPOB XOPOIIO U3BECTHBI B JIaHHOM
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obnactu (cMm., Hanpumep, rnaBy 4 Advanced Organic Chemistry, 4e u3z., J. March, John
Wiley and Sons, Heto-Hopx, 1992).

[0045] CrienmanucTy B TaHHOM 00acTH TaK:Ke MOHSTHO, YTO 3TO PACKPHITHE TAKKe
BKJIIOYAeT JI000€ COEAMHEHNE, PACKPBITOE B HACTOSIIIIEM JOKYMEHTE, KOTOPOE MOXKET ObITh
oforamieHo 1o Jro0oMy HIIH BCEM aTOMaM A0 COOTHOIIEHUN H30TOMOB, MPEBbIIIAKIINX
NPUPOIHbIE, OJHUM UK OoNiee H30TOMAaMH, TAKUMH Kak, 0e3 orpaHnyenus, aeiirepuii (*H
wiu D).

[0046] Takke pacKpbIThl COEAUHEHHUS, B KOTOPBIX OT 1 0 n aTOMOB BOJAOPO.AA,
CBA3aHHbIX C aTOMOM yrJjiepoaa, MOTyT 6I>ITb 3aMEHCHBI Ha aTOM HeﬁTepHH niin D, rae n
MpPeACTaBIIsIET COOON YHUCIO aTOMOB BOAOPOAa B MoJiekyie. Kak M3BECTHO B JaHHOMU
o0iacTH, aToM JefTepus IpeCTaBIIsseT COO0H HePaTuOaKTUBHBIN H30TOI aTOMa BOJOPOA.
Takue COCAUHCHHUS MOT'YT IIOBBIIIATDH YCTOﬁqHBOCTb K MeTa6OHH3My U, COOTBCTCTBCHHO,
MOTYT OBITh TIOJIE3HBI AJIS1 YBEJIMUESHHSI BPEMEHH TOJTYKU3HH COSIUMHEHHUH TP BBEICHUH
mitekonmraromemy. Cau., nanpumep, Foster, «Deuterium Isotope Effects in Studies of Drug
Metabolism», Trends Pharmacol. Sci., 5(12):524-527 (1984). Takue coenuHeHus
CHHTE3UPYIOTCS CPEICTBAMH, XOPOIIO U3BECTHBIMU B JAHHOW O0JIACTH, HANIPUMED, IyTeM
MPUMEHCHUA UCXOAHBIX MATCPHUAJIOB, B KOTOPbIX OAWH WUJIHU 6OJ'IbI.He aTOMOB BOOpOAa
3aMEHEHBI Ha IEUTEPUL.

[0047] CoenuHeHus1, UMEIOLIHEe KOHKPETHYIO (OpMyITy, ONTUCAHHYIO B HACTOSIIIIEM
JOKYMEHTE, OXBATHIBAIOT PACKPBITOE COEAMHEHUE U BCE UX (hapMaLIEBTUYECKH MPUEMIIEMbIS
COJIH, CJIOKHBIE 3(UPBI, CTEPEOH30MEPHI, TAYTOMEPHI, MPOJIEKAPCTBA, COJNBBATHI U
nelTeprupoBaHHbIE (OPMBI, €CITH HE YKA3aHO HHOE.

[0048] B 3aBrcHMOCTH OT KOHKPETHBIX 3aMecTuTenell coennaenus Popmynel [ Moryt
CYIIECTBOBATh B TAyTOMEpHBIX popmax. IIoHATHO, UTO 1UIs ONIpeneNeHHO CTPYKTYPBI
COEUHEHHsI MOTYT CYLIECTBOBATH BE U OoJjiee TayToMepHbIX (popm. Hampumep,
coenunenne Popmyiel I (rne R? npencrasnsier co6oii -OH) MoskeT CyIecTBOBATh IO

MEHbIIeH Mepe B CIEAYIOLINX TayTOMEPHBIX (hopMax:
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[0049] Kak 3T0 MOHATHO AJIs CrelUajicTa B JaHHOM 001acTH, MOTYT CYIECTBOBATh

pa3JINYHbIe APYTUe TayTOMepHbIe GOPMBIL, H MPEATONAraeTcs, 4YTO OHHU BXOJST B 00BeM
coenuHenuit ®opmyiel I. HekoTopeie onrcanus B HACTOSALIEM JOKYMEHTE B SIBHOM BHUJIE
YKa3bIBAIOT HA «HUX(€ro) TayTOMEPBI», HO CIENyeT MOHNUMATh, YTO JaKe MPH OTCYTCTBUHU
TaKOTO BBIPAKEHHS TAyTOMEPhI MPEyCMOTPEHBI U OMHCaHbl. Jlanee, MOHATHO, YTO
coenuHeHust PopmyJibl [ MOTYT MEPEXOIUTh U3 OJHUX TAYTOMEPHBIX (DOPM B APYTHE HITU
CYIIECTBOBATH MPH PA3JINYHBIX COOTHOIIEHHSIX (POpMa B 3aBUCUMOCTH OT KOHKPETHOTO
OKPY’KEHUS] COETMHEHUS.

[0050] CoennHeHus, pacKpbIThIe B HACTOSIIEM JOKYMEHTE, MOTYT COAEPKaTh
XHpaJIbHbIE [IEHTPBI, KOTOpbIe MOTyT ObITh B (R)- mitu (S)-koHpUrypaunu, mix KoTopble
MOTYT BKJIFOYAaTh UX cMeCh. COOTBETCTBEHHO, HACTOSIIEE PACKPBITUE BKIKOYAET
CTEPEOU30MEphl COEANHEHMI, ONMCAHHBIX B HACTOSIIEM JOKYMEHTE, B COOTBETCTBYIOLINX
ClIy4asix, 10 OTAEIBHOCTH, JTHOO CMeIIaHHbIe B JIFOOBIX nponopiusix. Ctepeon3zomepsl
MOTYT BKJIFOYATh NEPEUUCIICHHbIE, HO HE OTPAaHUYUBAIOTCSA UMHU. SHAHTUOMEPHI,
IHacTepeoMephbl, palieMIYecKre CMeCH B X KOMOHHAIuH. Takue crepeon3oMepbl MOTYT
OBITh TIOJIY4YEHBI U Pa3AEICHbI C UCMOJb30BAHUEM OOBIYHBIX METOAMK, JIUOO MyTeM
OCYLIECTBJICHHUS PEaKLFi YHAHTHOMEPHBIX UCXOJHBIX MAaTEPHAJIOB, JINOO MyTeM pa3aeIeHus
M30MEpOB COEANHEHNH COTJIACHO HACTOSIEMy H300pPETEeHHIO, PACKPBITBIX B HACTOSIIIIEM
IOKYMEHTE.

[0051] CoenuHeHus1, paCKpPbIThIE B HACTOSIIEM TOKYMEHTE, MOTYT MPEACTABIISATh COO0H
coenunenust @opmyiisl (I) ¢ ogHUM KM OOJBIIUM YUCIIOM XUPATBHBIX LIEHTOB, KOTOPBIE

moryT uMeTh (R)- mm (S)-KoHPUrypauuo, WM KOTOPbIe MOTYT BKJIFOYAaTh UX CMECh.
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[0052] Hacrosiee packppITiE BKIIOYAET KaK PalleMHUYECKHE CMECH COSIUHEHMUSI
Dopmynsl I, Tak u BeIgenenabie nzomeps Popmynsl (I) nnm mobdoro ee Bapuanra. B
clly4asix, KOI7la COeIMHEHNe, PACKPBITOE B HACTOSAIIEM JOKYMEHTE COAEPKUT Oosiee OHOrOo
XHPAJIbHOTO LIEHTPa, HEKOTOPbIe, HU OJUH U3 WJIN BCE XUPAJIbHBIE LIEHTPbI MOTYT OBITh
SHaHTHOMepHO oboraieHbl. COOTBETCTBEHHO, cMecH coenuHennst Popmynel (I) moryt
OBbITh palleMUYECKUMH [0 OAHOMY MJIH OOJIBIIEMY YHCITY XHPAJbHBIX LEHTPOB H/UJIH
OHAHTUOMECPHO O6OFaH_ICHHbIMI/I o OAHOMY WJIHU 60J'IbH.ICMy YUCITY XHUPAJbHBIX HEHTPOB .

[0053] Hacrostmee onucanne otHocutes k coenuHerHnto @opmyost (1)
R* R®

DS
A A

rae

1
W

R RT v N
I S

Q mpencragisier cobo N WIH R

X!, X? u X? kaxnplii He3aBucumo npeacrasisier coboit N um C(R'Y), npu ycnosuw,
yto MakcumyM 2 u3 X!, X? u X® npencrasnstoT coboii N,

R! npencrasnsier coboit -H, -CN, -OR? -C(O)OR?, ranoren, Ci.¢anku, Cs.
rouuksoankmi uin Ci.srerepoankit, mpudeM Kakabiid Cieankmn, Cs.joumuknoankui u Ci.
6T€TEePOAJIKII HEOOs3aTEIbHO COAEPKUT B KauecTBe 3amectureneii 1, 2, 3, 4 wiu S rpynn
R!2, xoTOpBIE MOTYT OBITH OMHAKOBBLIMH MJIH PA3HBIMH,

R? npencrapasier coboii -H, -CN, -OR?, -NR?R®, -C(O)OR?, ranoren, Ci.cankun, Cs.
rorktoankun wiu Cie rerepoanku, npuueM kaxkabiid Cr.sankui, Cs.jouuknoankmt u Ci-
6TeTEePOAJIKIII HEOOs3aTEIbHO COMEP KUT B KadecTBe 3amecTuteneii 1, 2, 3, 4 wnu S rpynmn
R'?, koTOpbIe MOTYT GbITH OMHAKOBBIMU HJIH Pa3HBIMH,

R3 npencrapaser coboii -H, -OR?, -SR?, -NR*R®, -NHC(O)NR?*R®, Csanxui, Cs.

rouukstoankut uin Ci.¢ rerepoankm, npudeM Kakapid Cisankwn, Cs.jouuknoankut u Ci.
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6TeTepPOAJIKII HEOOs3aTEIbHO COMEPKUT B KadecTBe 3amectuteneii 1, 2, 3, 4 wnu S rpynn
R'?, koTOpbIe MOTYT GBbITH OMMHAKOBBIMU UJIH Pa3HBIMH,

R* npencrasnser coboii -H, -OR?, ranoren, -NO», -CN, -NR?R?, -NHC(O)NR®R?, -
OC(O)NRR®, -CH,C(O)NR?R®, C1.anxu, C-1otuknoankut umu Cie TeTepoaKu,
npudeM Kbl Ci.cankum, Cs.jouukyioankui U Ci.s TeTEPOANKIIT HEO0s3aTENbHO COISPKHUT
B KauecTse 3amectureneii 1, 2, 3, 4 umu 5 rpynn R!2, koTopbie MOTyT GbITh OMHAKOBLIMU
WUJIN pa3HbIMU,

R® npencrasnser coboii -H, -OR?, ranoren, -NO», -CN, -NR?R?, -NHC(O)NR®R?, -
OC(O)NR?R®, -CH,C(O)NR?R®, Cy.anxu, C-1otuknoankut umu Ci TeTepoanKu,
npudeM Kb Ci.cankum, Cs.1ouukyioankui U Ci.s TeTEPOANKIIT HEO0s3aTENbHO COISPKHUT
B Ka4ecTBe 3amectuteneii 1, 2, 3, 4 unu 5 rpynn R'?, koTopble MOTyT GbITH OIMHAKOBBIME
WUJIN pa3HbIMU,

R® npencrasnser coboii -H, -OR?, ranoren, -NO», -CN, -NR?R?, -NHC(O)NR®R?, -
OC(O)NR®R?, -CH,C(O)NR?R®, C1.anxu, C-1otuknoankut umu Ci TeTepoanKu,
npudeM Kbl Ci.canku, Cs.1ouukyioankui u Ci.6 TeTEPOAKII HEO0s3aTENbHO COASPKHUT
B KauecTse 3amectureneii 1, 2, 3, 4 umu 5 rpynn R!2, koTopbie MOTyT GbITh OMHAKOBLIMU
WUJIN pa3HbIMU,

R’ npencrasnsier co6oii Cieankun, Cs-jotmknoankui, Ci-sreTepoanku, rajJoreH, -
OR? -CN unu - NO,, npuuem kaxabiii Crsankmi, Cs.jotuknoankui u Cis reTepoankuil
HE0OA3aTeNbHO CONEPKUT B KauecTBe 3aMmectutesielt 1, 2, 3, 4 umu 5 rpynn R', kotopbie
MOTYT OBITh OZJMTHAKOBBIMH WJIH PAa3HBIMH,

R® npencrasnsier co6oit Cieankun, Cs-jotmknoankun, Ci.sreTepoanku, rajoreH, -
OR?, -CN wmu -NO», npudem kaxabiii Cisamkui, Cs-joruknoankus 1 Ci.6 TeTepOoaNKiI
HEO0A3aTeILHO COEPKHUT B KadecTBe 3amectuteneii 1, 2, 3, 4 wm 5 rpymm R'2, xotoprie
MOTYT OBITh OJJUHAKOBBIMU UJTH PA3HBIMU,

R’ npencrasnsier co6oit -H, Cr.eankun umu C3.10UMKIOANKU, TTpUdeM Kaskabiit Ci-
sanku U C3.10LIMKIJIOATKUIT He0Os3aTeIbHO CONEPIKUT B KauecTBe 3amectuteneii 1, 2, 3, 4
unu 5 rpynn R'? koTopble MOTYT GbITh OMHAKOBLIMU HJIH Pa3HLIMU,

R npencrasnser coboii -H, Ci.samkun win C3-101MKI0ATIKI, TIprdeM Kaxabiii Ci.
canki U C3.10LIMKIJIOATKAI HE0Os3aTeIbHO CONEPIKUT B KauecTBe 3amectuteneii 1, 2, 3, 4

uu 5 rpynn R'? koTopble MOTYT ObITh OIMHAKOBLIMU HJIU Pa3HbIMU,
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kaxeiii R Hesasucumo npencrasmster coboii -H, -CN, -OR?, -C(O)OR?, ranores,
Crsankun, Cs_jorukmnoankui win CisreTepoankuil, KOTOpble MOTYT OBbITb OAMHAKOBBIMHU
WIH pasHbIMH, mpudeM Kaxablil Creankui, Cs.jouuknoankui U CereTepoankin
HEO0A3aTeILHO COIEPKHUT B KauecTBe 3amectuteneii 1, 2, 3, 4 wm 5 rpymm R'%, kotopeie
MOTYT OBITh OJJUHAKOBBIMU UJTH Pa3HBIMU,

kaxaeiil R'? HesaBucumo npencrasnser coboit Crsankun, Cs-jouuknoankun, Ci-
creTepoankui, 5-10-unennslii rerepounkiani, Ce-10apui, 5-10-uaeHHbIN reTepoapui,
rasore, -OR?, -C(O)R?, -C(0O)OR?, -C(O)NRR®, -OC(O)NR?R®, -NR*C(O)OR®, -SR?, -
S(0)12R?, -S(O):F, -S(0),NR?*R®, -NR*S(0),R?, -N3, -CN um -NO, npudem kaxmpiii Ci-
cankmi, Cs.jouukinoankui, Ci.sreTrepoaiikui u S-10-4IeHHbIH reTepOoLHKINT He003aTeIbHO
comepxut 1, 2, 3, 4 unu 5 3amecTuTeNe, BBIOPAHHBIX M3 CISAYIOIIHUX PYIII: TaJOTeH, -
OR?, -C(O)R? -C(O)OR? -C(O)NR?R®, -OC(O)NR?R®, -NR*C(O)OR?, -SR?, -S(0)12R?, -
S(O).F, -S(0)NR?*RP, -NR*S(O)R?, -N3, -CN 1 -NO3, KOTOpBIE MOI'yT OBITh OHHAKOBBIMU
WJIU pa3HbIMU,

kaxnpiil R* u R Hesasucumo npencrasnser coboii -H, -NH,, Cy.samxun, Cs.
rouuksoankmi, Cisrerepoanku, 5-10-unennsiii rereporukinmi, Cs.joapui wiu 5-10-
YJIEHHBIN retepoapu, npudeM kaxablil Cisankun, Cs.onuknoankui, Ci.ererepoaiku, 5-
10-unennsiit rerepormknn, Cs.10apui u 5-10-uneHHBIN reTepoapui HeoOsA3aTeIbHO
COMepKUT B KauecTse 3amectuteneit 1, 2, 3, 4 unu 5 rpynn R, kotopeie MoryT 6biTh
OJIMHAKOBBIMH M pa3HbivH, uiu R? 1 R® BMecTe ¢ aToMOM, K KOTOPOMY OHH
NPUCOEANHEHBI, 00pa3yIOT 5-10-4JIeHHBIH reTePOLUKII, U

kaxbii R Hesasucumo npencrasnser coboii -CN, ranoren, Ci.ganku, Cs.
torrkJIoankuy, Ci.ereTepoankui uin S-10-4JIeHHBIN TeTePOLUKINIL,

WJIA €r0 TayToMep Wi (papMalieBTHUECKH IPUEMIIEMOM COJTH.
[0054] B HeKkOTOpBIX BapuaHTax peanusanuu B popmyne (I) R? npencrasnser co6oit -H,
-CN, -OR?® mnu C¢ankui.
[0055] B HeKkOTOpBIX BapuaHTax peamusaruu B popmyse (I) R? npencrasiser coboi -
CN.
[0056] B ogHOM BapuaHTe HACTOsIIIEE OMUCAHNE OTHOCUTCS K COSIMHEHUSIM ()OPMYJIbI

(IT), koTophie mpeacTaBstOT coboi coenuHerns Gopmyiet (I):
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Q npescrassier coboii N  wm R

X!, X% u X? kaxnplii He3aBucuMoO nipesicTapsier coboit N umu C(R'), npu yenosun,
yto MakcumyM 2 u3 X', X? u X° npencrasnstoT coboii N,

R! npencrasnsier co6oii -H, -CN, -OR?, -C(O)OR?, ranored unu Ci-6adKu, IpuyemM
C16aIKUI HeOOS3aTeNLHO COAEPIKUT B KadecTse 3amectuteneii 1,2, 3, 4 uau 5 rpymmn R12,
KOTOpbIE MOTYT OBITh OMHAKOBBIMH WJI Pa3HBIMH,

R3 npexcrapiser coboii -H, -OR?, -NR*R®, -NHC(O)NR?*R®, C;sanxun umu C;.
sTeTepoaKi, npuueM kaxaplii Cieankun u Crererepoankui HeoOs3aTeIbHO COIEPKUT B
xadecTBe 3amecTuteneii 1, 2, 3, 4 uau 5 rpynn R'2, koTopele MOTyT OBITh OJMHAKOBBIMH
WUJIN pa3HbIMHU,

R* npencrasnser coboii -H, -OR?, ranoren, -NO,, -CN, -NR?R®, Cysanxun umn Ci
rerepoaskui, npuueM Kaxabiil Cisankun u Ci rerepoaskui HeoOs13aTeIbHO CONEPIKUT B
xauecTBe 3amectuteneii 1, 2, 3, 4 unu 5 rpynn R, koTopsle MOTyT GbITh OTMHAKOBBLIMH
VI Pa3HbIMUY,

R npexcrasisier coboii -H, -OR?, ranoren, -NO», -CN, -NR?R®, C.samxun mwm Ci
reTepoankui, nmpudeM Kakablid Cieankui u Ci6 FeTepoaTKiiI He00sA3aTeIbHO CONEPIKUT B
xauecTBe 3amectuteneii 1, 2, 3, 4 unu 5 rpynn R!2, koTopsle MOTyT ObITh OMHAKOBLIMH
WA Pa3HBIMU,

R® npencrasnser coboii -H, -OR?, ranoren, -NO,, -CN, -NR?R®, Cysanxun umu Ci

rerepoankui, npuueM Kaxabiil Cieankui u Cie reTepoakui Heo0sS3aTeIbHO COEPIKUT B
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KauecTse 3amecTuteneii 1, 2, 3, 4 umu 5 rpynn R'2, koTopele MOTYT GBITH OIMHAKOBBIMH
WUJIN pa3HbIMU,

R’ npencrasnsier co6oii Cisankun, Ci.srerepoankun, ragores, -OR?, -CN umu -NO,,
npudeM Kakblid Ci.6alKi1 HeoOs3aTeNbHO COAEPIKUT B KayecTBe 3amectureneii 1, 2, 3, 4
unu 5 rpynn R'?, koTopble MOTYT GbITh OMHAKOBLIMU HJIH Pa3HLIMU,

R® npencrasnsier co6oii Cisankun, Ci.srerepoankun, ragores, -OR?, -CN umu -NO,,
npudeM Kaxbiid Ci.6alKil HeoOs3aTeNbHO COACPIKHUT B KauecTBe 3amectureneii 1, 2, 3, 4
uu 5 rpynn R'? koTopble MOTYT GbITh OMHAKOBLIMHU HJIU Pa3HbIMU,

R’ npencrasnsier cob6oii -H unmu Cieankun, npudem C1.6aIKHI HeOOA3aTeNbHO
COZEpKUT B KauecTBe 3amectuteneit 1, 2, 3, 4 unu 5 rpynn R'2, kotopeie MOryT GbITh
OIMHAKOBBIMH UJIU Pa3HBIMU,

R npencrasnser coboii -H unmu Cieankun, npudem Ci6alkui HeoOs3aTeNbHO
COMNEPIKUT B KauecTse 3amectuteiei 1, 2, 3, 4 umu 5 rpynmn R'2, koTopbie MOryT OBITH
OAUHAKOBbIMHU WUJIN pa3HbIMU,

kaxbiii R HesaBucumo npencrasnser coboii -H, -CN, -OR?, -C(O)OR?, ranoren
win C16aJIKIIT, KOTOPBIE MOTYT ObITh OTMHAKOBBIMH FUTH pa3sHbIMH, mpudeM CisalKu
HEO00A3aTeILHO COIEPKUT B Ka4ecTBe 3amectuteneii 1, 2, 3, 4 wmu 5 rpymmn R'?, kotopeie
MOTYT OBITh OJJUHAKOBBIMU UJIH Pa3HBIMU,

kaxbiii R!? Hesasucumo npencrasnser coboii Cisankimt, Cs.jouukaoanku, Ci.
creTepoankui, 5-10-unennelii rerepounkani, Ce-10apui, 5-10-uaeHHBIN reTepoapui,
rajnoren, -OR? -C(O)R?, -C(O)OR?, -C(O)NRR®, -OC(O)NR?R®, -NR*C(O)OR®, -SR?, -
S(0)12R?, -S(O).F, -S(0):NR?*R®, -NR*S(0),R?, -N3, -CN um -NO,, npudem kaxmbiii Ci-
cankmi, Cs.joumknoanku, Ci.srerepoaiikui u S-10-ueHHbIH reTepOoLHKINT Heo0s3aTeIbHO
conepxxut 1, 2, 3, 4 nnu 5 3amecTuTene, BBIOPAaHHBIX U3 CISAYIOIIHUX IPYIII: TaJOreH, -
OR? -C(O)R? -C(O)OR? -C(O)NR*R®, -OC(O)NR?R®, -NR*C(O)OR?, -SR?, -S(0)12R?, -
S(O).F, -S(0)NR?*RP, -NR*S(O),R?, -N3, -CN 1 -NO», KOTOpBIe MOI'yT OBITh OJHHAKOBBIMU
WJIN pa3HbIMU,

kaxeiii R? u R HezaBucumo npencrapiser co6oit -H, Ciankui, Cs.10lHUKIOATKA,
Cisrerepoanxu, 5-10-unennsiii rerepouukian, Ce-10apui uin 5-10-useHHbIN reTepoapu,
npudeM Kaxnbiil Ceankm, Cs.jouuknoankui, Crererepoankui, S-10-uneHHbli

rerepounkiii, Cs.10aput U 5-10-4ieHHBIN TeTepoapuil HeOOsI3aTeIbHO COAEPIKUT B
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KauecTse 3amecTuteneii 1, 2, 3, 4 umu 5 rpynn R, koTopele MOTYT GBITH OIMHAKOBBIME
WK pa3HbIMU, uiu R* u R® BMecTe ¢ aTOMOM, K KOTOPOMY OHH MPHUCOEAUHEHBI, 00pa3yoT
5-10-4yieHHBINA FETEPOLUKII, U

kaxeiii R Hesasucumo npencrasnser coboii -CN, ranoren, Ci.ganku, Cs.
rouuksoankui, Cisrerepoaikui win S-10-ueHHbIN TeTePOLMKINIL,

WJIA €ro TayToMep Wi (hapMalieBTUYECKH MpHeMIieMast COJlb.

[0057] B HekoTopeix BapuanTax peanuzaunu B popmynax (I) u (II) Q mpencrasnsier

1
wwans

10
RO R

coboit N

[0058] B HekoTopeix BapuanTax peanusanuu B popmyiax (I) u (II) Q npencrasnser

|
Rg“)“"\\//"
coboi R
[0059] B HekoTOpbIX BapuanTax peanusanuu B popmynax (I) u (II) X!, X? u X3 kaxmpiii
He3aBucHMO npescTassier coboit N unu C(R'"), mpuuem 2 us X!, X? u X? npencrasnstor
cob6oii N. B HekoTOpbIX BapHaHTax peanusaiuu X', X> u X° kaxablil He3aBUCUMO
npencrasnser coboit N unu C(R'), npuuem onun us X!, X? u X? npencrasnser co6oit N. B
HEKOTOPBIX BapHaHTax peanuzannd X', X* 1 X° kax/Iblii HE3aBUCHMO MPECTABISAET COOOM
N unu C(R'Y), mpuuem vu onun uz X!, X2 u X° ne spasercs N.
[0060] B HekoTOpbIX BapuaHTax peamusanuu B popmynax (I) u (I1) X', X* u X? kaxmbiii
npencrasysier coboit C(R''). B nekoTopeix BapuanTax peanusauuu B popmynax (I) u (1)
X!, X% u X? kaxnpiii npeacrasser coboit CH. B HeKOTOpbIX BapHaHTax peanusanuu X'
npencrassier coboit N, X* npencrasnser coboit C(R'), u X? npencrasnser co6oii C(R').
B HeKOTOpbIX BapHaHTax peamusanuu X' mpencrasiser coboit N, X? npescTapisieT coboit
CH, u X° npencrasnser coboii CH.
[0061] B HekoTOphIX BapuaHTax peanusanuu B opmynax (I) u (II) X! npencrasaser
coboii N, X? npencrasnser coboit N, u X* npencrasnser co6oit C(R!!). B HekoTopbix
BapMaHTax peanusauuu X' mpencrasnser coboii N, X? npencrasnsier coboit C(RM), u X?
npencrasiseT coboii N. B HeKOTOPBIX BapHaHTaX peanu3aui X' IpeacTaBiseT coboil

C(R"), X% npencrasnser coboii N, u X° npencrasnser coboit C(R').
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[0062] B HekoTophbIX BapuaHTax peanusauuu B popmynax (I) u (II) R! npexncrasnser
coboii -H unu Cieankun. B HekoTopbIX BapuaHTax peanusauuu R! npencrasnser co6oit -H.
B HekoTophIX BapuaHTax peamusanuu R! npencrasnser co6oii Cisankun. B HEKOTOPbIX
BapuaHTax peanusanuu R!' npencrasnser co6oit MeTu.

[0063] B HekoTOpbIX BapuaHTax peanusanuu B popmynax (I) u (II) X!, X* u X°
npencrassioT coboit C(RM), kaxaeiii R nesasucumo suiopans! u3 -H, -CN, -OR?,
ranorena u Cisankuna, u R! soiopan us -H, -CN, -OR?, ranorena u Cisankuna. B
HEKOTOPBIX BapHanTax peanusanuu X', X? u X° npeacrasnstot coboii C(R'), kaxmpiii R'!
npencTasnsioT coboii -H, u R! npencrasnser coboii -H.

[0064] B HeKOTOpBIX BapuaHTax peamusaiuu B popmynax (I) u (II) X! npencrapaser
coboii N, X* npencrapnser coboit C(R'"), u X* npencrasnser coboii C(R'"), kaxmpiii R'!
He3aBucuMo BeiOpansl u3 -H, -CN, -OR?, ranorena u Cisankuna, u R! Bei6pan u3 -H, -CN, -
OR?, ranorena u Cjsankuna. B HEKOTOPBIX BapuaHTax peanusanuu X' npeacTrasiser codoit
N, X? npencrasnster coboit C(R!'), u X3 npencrasnsier coboit C(R!Y), xasxapiii R1!
npencrasnstoT coboit -H, u R! Bei6pan us -H u Cisankuna. B HEKOTOpBIX BapHaHTax
peanusanuu X' npencrasnsier coboii N, X? npencrasnser coboit C(R!), u X° npencrasnser

coboit C(R'"), kaxnpiit R!! npencrasnsor coboii -H, u R! npencrasnser coboii -H.
;\NH

R1
\2\?'(1

X3 x?
e
[0065] B HekoTopeIx BapuaHTax peanusanyu B popmynax (I) u (II) R?
@®opmyast (1) umu (II) BeIOpan u3
L S S N o LR N N 'y
NH NH NH NH NH NH NH
ZN “ N YN #°N Z N “ |
||
N N S ) & S N o~
\l \l |l \l |l | Il
N, N _ N N _ N _ N zN

2
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[0066] B HexkoTopeix BapuanTax peanuzanyu B popmynax (I) u (II) R?
N Ry
NH NH
Z "N
S I

®opmyiel (1) unu (IT) mpencrasnsier coboit N wam N B HekoTophIx BapraHTax

o
f( NH
“NH
1
R Z 3(1
o
I
peanu3anuu R?  ®opwmyast (1) wm (II) npencrasisier cooit. N . B HEKOTOPBIX
Y
; NH
NH SN
R! 1 |
= |)|( 2
x&rx2
\l
BapUAHTAX Pean3aluu R ®opmyner (I) wm (IT) npencrasasier coGoii N

[0067] B HeKkOTOpBIX BapuaHTax peanusanuu B popmynax (I) u (II) R* npencrasnser
coboii -H, -OR?, -NRR®, -NHC(O)NR*R®, C1sankun umu Ci6 reTepoankui. B HEKOTOpbIX
BapuaHTax peanusauuu R mpencrasnser co6oit -H, -OR?, -NR?R® um -NHC(O)NRR®.
[0068] B HekoTopbIX BapuaHTax peanusanuu B opmynax (I) u (II) R? npexncrasnser
coboii -NR*R? umi -OR?. B HekoTopbIX BapuaHTax peanusamuu R mpencrasiser co6oii -
NH; nnmu -OH.

[0069] B HeKkoTOpBIX BapuaHTax peamusanuu R mpencrasnser coboii -NRR. B
HEKOTOPBIX BapHaHTax peammsanuu R* npencrasnser co6oit -NR?R®, npuuem kaxmsiii R* u
R® nesaBucumo npencrasser coboii -H umu Crsankun, rae Cisankul HeoOs3aTeNbHO
COZepKHUT B KauecTse 3amectuteneit 1, 2, 3, 4 unu 5 rpynn R'®. B nexotopbix BapuanTax
peamusanuu R* npencrasnser co6oit -NR?R®, npraem kaxpiii R? u R® mezasucumo

npencrassier coboii -H umu Crsankun. B HeKOTOpbIX BapuaHTax peanusanuu R?
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npencrasisier coboii -NR?R®, mpryem kaxasiii R? u R® HesaBucuMo npescrasnser co6oi -
H, meTu1, OyTHI WK HUKJIONPONUIMETH. B HEKOTOpBIX BapuaHTax peanusamun R?
npexncrasisieT codoii -NHa.

[0070] B HekoTOpBIX BapuaHTax peanusanuu B popmynax (I) u (II) R* npencrasnser
coboit -OR? B HekoTOpbIX BapuaHTax peanusauuu R’ npencrasnser coboit -OH.

[0071] B HekoTOpbIX BapuaHTax peanusauuu B opmynax (I) u (II) R? npexncrasnser
coboii -H. B HekoTopbIx BapuaHTax peanusanun R npencrasnser co6oit -NHC(O)NRRP.
B HeKOTOpBIX BapuaHTax peanusaiuu R® npencrasnser co6oii -NHC(O)NH..

[0072] B HeKkoTOpBIX BapuaHTax peanusanuu B popmynax (I) u (II) R* npencrasnser
coboii -H, -OR?, ranoren, -NO,, -CN, -NR*R®, -NHC(O)NR*R® umu Csankun. B
HEKOTOPBIX BapHaHTax peanusanuu R* npencrasniser coboi -H um -OR?.

[0073] B HekoTOpBIX BapuaHTax peanusanuu B popmynax (I) u (II) R npencrasnsier
coboit -H, -OR? ranoren, -NO», -CN, -NR?R?, -NHC(O)NR*R® um Cisankun. B
HEKOTOPBIX BapHaHTax peanusanuu R’ mpencrasmuser coboit -H, -OR?, ranoren, -NO,, -CN,
-NRR® uyu C.samku.

[0074] B HekoTOphbIX BapuaHTax peanusanuu B popmynax (I) u (II) R® npexncrasnser
coboii -H, -OR?, ranoren, -NO,, -CN, -NR*R?, -NHC(O)NR*R® umu C.sankun. B
HEKOTOPBIX BapHaHTax peanusanuu B popmynax (I) u (II) R® npencrasnsier coboit -H.
[0075] B HekoTOpBIX BapuaHTax peanusaiuu B popmynax (I) u (I) xea u3 R*, R’ u R®
npencTassoT coboit -H, u onun u3 R, R® u R® npencrasnser coboii -H, -OR?, ranores, -
NO, -CN, -NR?R®, -NHC(O)NR?R® unu Csankui. B HeKOTOPBIX BapHaHTaX peaan3aliu
nsa u3 R*, R® u R® npencrasmsor coboit -H, u onun us R*, R® u R® npexncrasnser coboii -H,
-OR?, razoren, -NO,, -NR*R® unn Cisankun. B HEKOTOPLIX BAPUAHTAX PEaH3aLliH 1Ba U3
R* R’ u R® nmpencrasmsror coboit -H, u omun 3 R*, R u R® npencrasnser coboii -H, -
OCH3, ranoren, -NO», -NH» wimm metwn.

[0076] B HekoToOpbIX BapuanTax peanusauuu B Gopmynax (I) u (I) R*, R®> u R®
HpeACTaBISIOT coboit -H.

[0077] B HeKOTOpBIX BapuaHTax peamusaiuu B popmynax (I) u (II) R7 npencrasnsier
coboit Cisankun, Ci.srerepoaskun, ranoret, -OR?, -CN unn -NO,. B HekoTOpbIx

BapuaHTax peanusauuu R’ npencrasnser coboii Cieanku, ranored um -OR?,
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[0078] B HekoTOpBIX BapHaHTax peamusamuu B popmynax (I) u (I1) R® npencrasnser
coboit Cysankun, Ci.srerepoankui, rajnores, -OR?, -CN wunn -NO,. B HekoTopbix
BapuaHTax peanusauuu R® npencrapnser co6oii Ci.gamkun, ragoren umm -OR?,

[0079] B HekoTOpbIX BapuaHTax peanusanuu B popmynax (I) u (II) R” u R® apnsrores
OIMHAKOBBIMU U BbIOpaHbl U3 Cisankmna, Cisrerepoankmia, rajgorena, -OR?, -CN u -NO;.
B HekoTOpbIX BapuaHTax peanusamuu R’ u R® sensrorcs onuHakoBbiMu U BbIOpaHs! u3 Ci-
cankmia, rajgorex uau -OR?.

[0080] B HekoTophIx BapuaHTax peanusauuu B popmynax (I) u (II) R’ u R®
npencrasnstoT coboit Cieankun. B HekoTopbIx BapuanTax peanusaiuu R’ u R?
NPEACTABIAIOT COO0I METHII.

[0081] B HekoTopbIX BapuaHTax peanusauuu B popmynax (I) u (II) R” u R®
npencTassoT coboii -OR?. B HexoTOphIX BapuanTax peanusauuu R’ u R® npencrapnsror
coboii -OCH3.

[0082] B HekoTOpbIX BapuaHTax peamusaruu B popmynax (I) u (IN) R” u R®
TpenCcTaBNsAOT coboii ranored. B HekoTOpbIX BapuaHTax peanuszauud R’ u R®
NpeACTaBISIOT coboit prop.

[0083] B HekoTOpBIX BapuaHTax peanusanuu B popmynax (I) u (II) R? npencrasnsier
coboit -H umu Creankun. B HeKOTOpBIX BapuaHTax peanusamuu R’ npencrasnser coboii -H
WJTH METHJL.

[0084] B HekoTOpbIX BapuaHTax peamusaiuu B popmynax (I) u (II) R' npencrasnser
coboit -H unu Crsankun. B HekOTOpbIX BapuaHTax peanusauuu B popmysax (I) u (II) R'
npexacrasisier coboit -H nim metuni.

[0085] B HekoTOpbIX BapuaHTax peamusaiun B popmynax (I) u (II) R? npencrasnsier
coboii -H unu Cieankun, u R'® npencrasnser co6oit -H umu Cisankui. B HeKOTOpbIX
BapuaHTax peanusauuu R’ npencrapnser co6oit -H unu metun, u R'° npencrasnser coboii -
H unu metus. B HekoTopbIX BapuanTax peanusauuu B popmynax (I) u (I) R” u R

HpeACTaBISIOT coboit -H.

29



[0086] B HekoTopbix BapranTax peanusauuu B popmynax (I) u (I1) Q seibpan uz N

2

AN

|N| M u N

[0087] B HekoTopeix BapuaHTax peanuzaunu B popmynax (I) u (II) Q mpencrasnser

coboii N,
[0088] ITousTHO, uTO NMEIOOYIO NepemenHyro st Q dopmya (1) u (IT) MoxHO
KOMOHHHPOBATS C 0001 nepementoii R B popmynax (1) u (II), Tak e Kak eciu Obl

Kaxxaas KOM6I/IHaLII/I$[ ObLIa MpUBEACHA B ABHOM BUIAC U OTACIIbHO. Haan/IMep, B OJTHOM

]
yvwwv

A

sapuante popmyi (I) u (II) Q npencrasnsier coboii N u R® npencrasnser co6oit -NH,.

]
www

A

B npyrom Bapuante Q npencrasisier coboii N u R npencrasnser co6oit -OH.

[0089] ITonsTHO, uTo MOOYI0 nepemennyro s R7 gpopmya (I) u (I1) MoxHO
KOMOHHHPOBATS ¢ 0001 mepemennoii R B popmynax (1) u (II), Tak e Kak eciu Obl
Kakasi KOMOMHAIMsI ObLla IPUBEICHA B SIBHOM BHIE U OTAEIbHO. Hampumep, B o1HOM
sapuanTte popmyJ (I) u (II) R” npencrasnser coboit metun, u R? npencrasnser coboii -NH,.
B npyrom Bapuante R’ npencrasnser co6oit metun, u R* npencrasnsier coboit -OH.

[0090] TMonsiTHO, uTo MObYyI0 nepemennyro s R® popmyier (1) u (II) MosxkHO
KOMOHHHPOBATS C 0001 nepemennoii R? B gopmyne (I) u (IT), Tak xe kak eciu ObI Kaxmas
koMOuHanus Obljia MPUBEIEHA B IBHOM BUE U OTAENbHO. Hanmpumep, B OTHOM BapuaHTe
dopmya (I) u (IT) R® npencrapnser coboii metun, u R? npencrasnser coboii -NH,. B

npyrom sapuante R® npencrasnser coboit metun, u R® npeacrasnser co6oii -OH.
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[0091]  TlomsaTHO, uTo MOOGYIO nepemennyo s R*, R® u R® gopmyn (1) u (1) mosxHO
KOMOMHUPOBATH ¢ Moboii mepemenHoii R B popmynax (I) u (II), Tak ke kKak ecu Obl
Kakaas KoMOMHanus Oblla IPUBEIEHA B SIBHOM BHIE U OTAeabHO. Hanpumep, B oqHOM
sapuante dopmyi (I) u (II) R*, R® u R® kaxnwiii npencrasnser coboii -H, u R?
npencrasnser coboit -NH,. B npyrom Bapuante R*, R’ u R® kasxblii npencrasnser co6oii -
H, u R® npencrasnaser coboii -OH.

[0092] TonsTHO, uTo Mobyio nepemennyio maa X', X2 u X° gopmyn (1) u (II) MosxHO
KOMOUHMPOBATH ¢ Moboii nepemennHoii R B gopmyre (I) u (II), Tak e kak ecau Obl Kaxaas
KOM6I/IHaL[I/I$I 6bIJ'Ia MPUBEACHA B ABHOM BUAEC U OTACIBHO. Haan/IMep, B OJHOM BapHaHTE
dopmyn (I) u (I) X', X? u X® kaxnwii npeacrasiser coboit CH, u R* npencrasnser co6oii -
NH>. B onnom Bapuante popmyi (I) u (IT), X' npencrasnser coboii N, X? npencrasisier
coboit CH, u X* npencrasnser coboit CH, u R? npencrasnser co6oit -NH,. B npyrom
BapuanTe X' npencrapiser coboit N, X* npencrapnser coboii CH, u X° npencrasnsier
coboit CH, u R® npencrasnser coboii -OH. B npyrom papuanre X', X* u X> kamaprit
npencrasnser coboit CH, u R? npencrasnser co6oii -OH.

[0093] IMonsiTHO, uTO MOOYyr0 nepemennyro anst R popmyn (1) u (IT) moxkHO
KOMOHHHPOBATS C 10001 nepementoii R B popmynax (1) u (II), Tak e Kak eciu Obl
Kakaas KoMOMHanus Oblia IPUBEIEHA B SIBHOM BHIE U OTAeNbHO. Hanpumep, B 01HOM
sapuante dopmy (I) u (II) R! npencrasnser coboit Bonopon, u R npencrapaser coboii -
NH.. B npyrom Bapuante R npencrasnsier co6oit Bonopon, u R? npencrasnsier coboii -OH.
[0094] B HekoTopbIx BapuanTax peanusaiuu Gopmyin (1) u (II), rne R npencrasnsier
coboii -NH», coennHeHne MOTyT UMETh OJIMH WK 0oJiee U3 CIEAYIOLUINX CTPYKTYPHBIX
NPU3HAKOB!

a) X!, X? u X* kaxmpiit npencrasnser coboit CH,

b) R’ npencrasnsier coboii MeTHI,

¢) R® npencrasnsier coboit MeTu,

N
I

d) Q npencrasnsier coboii N nu

e) R*, R% u R® xaxnpiit npeacrasser coboii -H.
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[0095] B onHOM BapuaHTe COEQUHEHMs] COOTBETCTBYIOT MO MEHBILIEH MEpe OJHOMY U3
npusHakoB (a)-(e). B npyrom BapmaHnTe CoeMHEHUsI COOTBETCTBYIOT ABYM MK Oouiblie (a B
HEKOTOPBIX BapUaHTaxX BCEM) U3 MPHU3HAKOB (a)-(€). B KOHKpETHOM BapHaHTe COCTUHEHHS
COOTBETCTBYIOT IpU3HaKy (a). B apyrom BapmaHTe COeNMHEHUs COOTBETCTBYIOT MPU3HAKAM
(a), (b) u (c). B npyrom BapuaHTe CO€AMHEHMs COOTBETCTBYIOT mpusHakaMm (a) u (d). B
IPYrOM BapUaHTe COEINHEHHsI COOTBETCTBYIOT MpU3HAKaM () u (e).

[0096] B HexoTopbix BapuanTax peamusamuu Gopmyn (1) u (II), rne R npencrasnser
coboii -OH, coennHeHne MOTYT UMETh OJMH WK 00JIee U3 CIEAYIOUINX CTPYKTYPHBIX
NPU3HAKOB:

a) X! npencrapaser coboii N, X* npencrasnser coboit CH, u X° npencrasnser coboit CH,
b) R7 npencrasnsier co6oii MeTuI,

¢) R® npencrasnser coboii MeTu,

N
I

d) Q npencrasnsier coboii N nu

e) R*, R% u R® kaxnplit npeacrasaser coboit -H.

[0097] B ogHOM BapuaHTe COEAMHEHHs COOTBETCTBYIOT IO MEHBLIEH Mepe ONHOMY U3
npu3HaKkoB (a)-(e). B npyrom BapuaHTe COenMHEHUs] COOTBETCTBYIOT ABYM MJIH OOJIbIIE
(mpu3HaKoB (a)-(e), a B HEKOTOPBIX BAPHAHTAX BCeM). B KOHKpETHOM BapHaHTe COIMHEHHS
COOTBETCTBYIOT NPU3HaKy (a). B apyrom BapuaHTe CO€AMHEHUSI COOTBETCTBYIOT PU3HAKAM
(a), (b) u (c). B npyrom BapuaHTe COeAMHEHHsI COOTBETCTBYIOT Npru3HakaM (a) u (d). B
APYroM BapUaHTe COEMHEHHsI COOTBETCTBYIOT IIPU3HAKaM (a) u (e).

[0098] B HekoTopeix BapuanTax peanuzanuu Gopmya (1) u (1), roe Q npencrassier

Va

coboii N coenuHeHre MOTYT UMETD OJMH WK DOJIee U3 CIENYIOIIMX CTPYKTYPHBIX

TIPH3HAKOB:
a) X!, X? u X° kaxnprii npencrasnser coboit CH wmu X! npencrasnsier coboit N, X?

npencrasnsier coboit CH, u X> npencrasnser coboit CH,
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b) R® npencrasnsier coboii -NH, umu -OH,
¢) R7 u R® npencrasnsor coboit Meru,
d) R*, R’ u R® xaxmpiii mpencrasnser coboii -H.

[0099] B ogHOM BapuaHTe COEAMHEHUsI COOTBETCTBYIOT IO MEHBLIEH Mepe OTHOMY U3
npusHakosB (a)-(d). B apyrom BapuanTe coeqHEHHsI COOTBETCTBYIOT IBYM MU OOJIblIIe
npu3HakoB (a)-(d) (a B HEKOTOPBIX BapHaHTax BceM). B KOHKPETHOM BapHaHTe COCIIHEHHSI
COOTBETCTBYIOT NPHU3HAKY (a). B 1pyrom BapuaHTe COeMHEHNs] COOTBETCTBYIOT MPU3HAKAM
(a) u (b). B npyrom BapuaHTe COemMHEHHsI COOTBETCTBYIOT IpusHakam (a), (b) u (c). B
APYroM BapHaHTe COEMHEHHsI COOTBETCTBYIOT Ipu3Hakam (a), (b) u (d).

[0100] Hacrosee packpbpITHE OTHOCHUTCS K CIEAYIOINM COEIUHEHUAM UIIH UX

(hapMaLeBTUYECKH MPUEMIIEMBIM COJISIM.

Ctpykrypa Unentuduxarop
COEIUHEHUS
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[0101] Hacrositiiee pacKkpbeITHE OTHOCHUTCS K CIEAYIOMIEMY COSIUHEHHUIO WIJIH €T0

TayTOMepy WM (papMareBTHYECKH TPUEMIIEMON COJH:
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[0102] Hacrosiee packpbpITHE OTHOCHUTCS K CIAEAYIOIIEMY COCIUHEHUIO WIIH €r0

(bapmareBTHYeCKH IPUEMIIEMO COJIH:

OH
NH =N

N/)\NH N/)\NH
O o O
X If] A Il]

N N
Il 1]
N N

, 1 €r0 TayTOMEpPaM, TaKUM KaK

DapmaneBTUYECKIE KOMIO3UIIUN

[0103] DapMaLeBTUYECKHE KOMITO3ULINH, COAEPKAILNe COCTUHEHUS, PACKPBITHIE B
HACTOSILIEM JOKYMEHTe, WX UX (papMaleBTHUECKH MPHEeMJIIEMbIe COJIH, MOTYT OBbITh
M3TOTOBJIEHBI C HCIIOJIB30BaHNEM OOBIYHBIX HOCHUTENEH (Hanpumep, HEaKTHBHOTO
MHIPEINEeHTa UM BCIIOMOTaTeIbHOIO MaTepuaa), KOTOpble MOIYT ObITh BBIOpaHbI B
COOTBETCTBHH C OObIMHON MpakTUKOil. TabieTku MOTyT conepikaTh BCIIOMOTaTeJIbHbIE
BELIECTBA, BKIIFOYasl CKOJIb3SIINE BELIECTBA, HATIOJIHUTENH, CBA3yoLue U T.11. BonHble
KOMIIO3UILIMY MOTYT OBITh U3TOTOBJICHBI B CTEPIIIBHON (popMe, U B Cllydae, KOraa OHU
NpeaHA3HAYEHBbI AJIs TOCTaBKH, ITyTeM, OTIMYHBIM OT MEPOPANBHOT0, 0OBIYHO MOTYT OBITH
W30TOHNYECKUMHU. Bce KOMNO3ULUU MOTYT JOTIOJHUTEIBHO COAEPKATh BCIIOMOTaTe/IbHBIE
BEIeCTBA, TakKe Kak onucanbl y Rowe ¢ coast., Handbook of Pharmaceutical
BcnomorarenbHbie BelecTBa, 5S¢ u3nanne, American Pharmacists Association, 1986.
BcriomorarenbHbIe BeliecTBa MOTYT COAEPKaTh ACKOPOMHOBYIO KUCIIOTY U APYTHE
AHTHOKCHUJAHTBI, XeNaTUPYIOLUe areHTsl, Takue kak IATA, yrneBonopoabl, Takue Kak
JOEKCTPUH, THAPOKCUANKUIILEIIION03a, THAPOKCHAIKUIMETHIILEIUIFII03a, CTeapoBas
KHCJIOTa U T.II. B HEKOTOPBIX BapuaHTax pearn3alii KOMIO3ULIUSA OTHOCUTCS K TBEPAOH
JIEKapCTBEHHOM (opMe, BKIIIOUAst TBEPAYIO IIEPOPANIbHYIO JIeKapCTBeHHY0 opmy. pH
KOMIIO3UILIMY MOKET BApbUPOBATh B THAMA30HE OT MPUOIH3UTEIHHO 3 10 MPHONU3UTEIIHHO

11, HO 0OBIYHO cocTaBisieT npUOIN3UTENBLHO OT 7 10 10.
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[0104] XOTsl aKTUBHbIE MHIPEIHEHThI MOKHO BBOJIUTH OTJAEIBHO, MOXKET OBbITh
MPEANOYTUTENBHO, €CIIN OHH NIPENCTaBJIEeHbI B popMe hapMalieBTHIECKUX KOMITO3ULIHH .
Kommnosuiun, kak 1uisi BETEpHHAPHOTO MPUMEHEHHS, TaK U JIJIsl IPUMEHEHUS Y YeJIOBEKa,
coneprkaT Mo MeHbInel Mepe ogHo coennHerne @opmysl (I), COBMECTHO € OTHUM HITH
OonbLUIMM YHCIIOM (papMalieBTUYECKU MPUEMIIEMBIX HOCUTENEeH U HeoOsS3aTeNbHO IPYTUMHU
TepaneBTHYECKHUMHU UHIpeAneHTaMu. B otHOM BapuaHTe peanusanun GapMareBTudecKas
KOMITO3ULIMS conep kut coennHerne @opmynel (I) mnu ero Tayromep miu
(bapmalieBTHYECKH IPUEMIIEMYIO COJIb, (PapMalLieBTUYECKH TPUEMIIEMBIN HOCUTENb U OAUH
Apyroii TepaneBTHUECKUl HHIpeareHT. HocuTenb (HOCUTENN) SBISIOTCS KITPUEMIIEMBIMIY B
TOM CMBICJI€, YTO OHH COBMECTHUMBI C APYTHMH UHIPEAUEHTAMU KOMITO3ULIUH U
¢dusnosornyeckn Oe30MacHbI AJIsI PELUITHEHTa KOMIIO3HLIUH.

[0105] Kommnosuiun npeactasisitoT co00i KOMIMO3ULMH, TOIXOASIINE ISl Pa3JINYHBIX
nyTel BBEJEHUs, BKJIIOYas MepopaibHoe BBefeHne. KoMnosuuum MoryT ObITh
IpeACTaBJIeHbl B yIOOHOH NO3UPOBAHHO JIeKapCTBEHHOH (opMe U MOTYT OBITh
M3TOTOBJIEHBI JIOOBIM U3 CIIOCOOOB, XOPOIIO U3BECTHBIX B 00nacT papmanesTuku. Takue
CrocoObl BKJIFOUAIOT 3Tal 00beIMHEHHUS] aKTHBHOTO HHTPENUueHTa (Hanpumep, COeNUHEHUs
@opmysl (1) wu ero papmareBTHUECKOM COJTM) C OMHUM T OOJIBIINM YUCJIOM
HEAKTHUBHBIX HHIPEIUECHTOB (Hanpumep, HOCUTENIEM, BCIIOMOTaTeIbHBIM
(apmarieBTHYeCKUM BeIeCTBOM U T.A.). KoMnosuiu MoryT ObITh IOJTy4EeHbI TyTEM
PaBHOMEPHOTO U TLIATEIBHOTO CMEIIUBAHUS AKTHBHOTO UHTPEIUEHTA C YKUIKUMU
HOCHUTEJISIMH WJIM TOHKO W3MENIbUEHHBIMHU TBEPABIMU HOCUTEIISIMU, UM U TEM, U IPYTUM, C
nocieayrmuM GopMoBaHHEM MPOAYKTA (MIPH HEOOXOAMMOCTH). METOIUKH U3TOTOBJICHHS
B 11esioMm onucanbl B Remington: The Science and Practice of Pharmacy, 21° uznanue,
Lippincott Wiliams & Wilkins, Philadelphia, [Tencunsanus, 2006 (CIIIA).

[0106] OrnucaHHbIE B HACTOALIEM AOKYMEHTE KOMIO3ULIUH, MOIXOSAIINE IS
MEepOPANLHOTO BBEIEHHSI, MOTYT OBITh MTPEICTaBJICHbI B BU/IE TUCKPETHBIX €INHUIL
(mo3upoBaHHas JiekapCTBeHHAst (JopMa), BKIIFOUasi, 0e3 OrpaHUYESHUS. KATCyJIbl, Calle WK
TabNeTKU, KaXasi U3 KOTOPBIX COAEPKUT 3apaHee ONpesieIeHHOe KOJMUECTBO aKTHBHOTO
HUHTPEIUEHTA.

[0107] DapMaLeBTUYECKUE KOMIIO3ULUH, PACKPBITHIE B HACTOALLEM AJOKYMEHTE,

conep:kaT OHO WK 0oJiee COeNMHEHUH, PACKPBITHIX B HACTOSIIEM JOKYMEHTE, WU UX
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(bapMareBTUYECKH MPUEMIIEMBIX COJI€i, COBMECTHO C OIHHUM UK OoJiee hapMalieBTHUECKH
MPpUEMJIEMBIMU HOCUTEIAMU HUJIN BCIIOMOTATCJIbHBIMUA BEIICCTBAMU U HeO65[3aTeJ'IbHO
IPYTHUMH TepaneBTUYeCKUMU areHTamu. dapmaneBTHyeckre KOMIIO3ULINY, COAEpsKaIue
AKTHBHBII HHIPEIUEHT, MOTYT OBITh IIPE/ICTaBIIEHBI B JIFOOOI hopme, moaxoasmeit st
MpPEAnoiaraeMoro nyTu BeefeHus. [IpuM npuMeHeHnH AJisl TEPOPATBHOTO MPUMEHEHHUSI,
HampuMep, MOTYT OBITh H3TOTOBJICHBI TAOJIETKH, TPOLIE, JISASHIIbI, BOJHBIE UM MACIISTHbIE
CYyCIICH3UHU, JUCTICPTUPYEMBIC IMOPOLIKU WUJIU I'PAHYJIbI, SMYJIbCUU, TBEPABIC UJIU MATKUEC
KarCyJIbl, CHPOTIBI HIIH 3JIUKCHPBL. KoMIo3uimu, npenHasHaueHHbIe ISl IEPOPATBLHOTO
NMPUMEHEHUA, MOT'YT 6bITb HU3roTOBJICHBI B COOTBETCTBHUHU C .]'II-O6}:>IM HN3BECTHBIM B I[aHHOfI
obnactu crnocoboM M3rOTOBEHHS (hapMaLIEBTUYECKUX KOMIO3ULIUN, U TAKUE KOMIIO3ULIUU
MOTYT COZIepKaTh OJUH WK OOJIbIIE areHTOB, BKIIFOUAs MOJCIACTUTENH,
BKYCOApOMATUYCCKUEC arCHTBI, KPACUTEIN U KOHCEPBAHTHI, KOTOPBIC MO3BOJIAKOT NOJYYUTh
cbenoOHbIi npenapat. [TpuemiemMsl TabneTky, coaepsKaliie akTUBHBIN HHIPEITUEHT B CMECH
C HCTOKCUYHbBIM q)apMaL[eBTI/ILIeCKI/I MPUEMJIEMbIM BCIIOMOT'aTEJIbHBIM BEILIECTBOM,
HOAXOASALIMM JUIsl U3TOTOBJICHUS TAOJIETOK. DTH BCIIOMOTaTeIbHBIE BELIECTBA MOTYT
NPeACTaBIATh COOOM, HAMPUMED, HHEPTHbBIE pa30aBUTENH, TaKKe Kak KapOOHAT HATPHS UJIH
KaJIbLIHs, JIAKTO3a, MOHOTHUAPAT JIAKTO3bI, KPOCKAPMEJII03a HaTpusi, MOBUIOH, (ocdar
KaJIbLIMS VUTH HATPUS, TPAHYJIUPYIOIIHE BELIECTBA U PA3PhIXJIUTENH, TAKUE KaK KyKyPy3HBIN
KpaxmaJl WM aJbIMHOBAs KHCJIOTA, CBSI3YIOIHE, TAKHE KaK LEJUTI0JI03a,
MHKPOKPHCTAJUINYECKAs LIEJUTF0JI03a, KPaxMall, KeNaTHH I TYMMHapaOuK U
CMa3bIBAIOIIHE BEIIECTBA, TAKHE KaK CTeapaT MarHus, CTeapoBasi KUCIOTA FITH TaJIbK.
TaOnerku MOTYT ObITH O€3 MOKPBITUS HII MOT'YT UMETh ITOKPBITHE, HAHECEHHOE C
UCIIOJIb30BAHUEM JIFOOBIX M3BECTHBIX METOMUK, BKIIOYask MUKPOUHKAIICYIISALHIO, JUTS
3aACPIKKU ACZUHTETpallui U BCACbIBAHUS B XKEJIYJOYHO-KUIICUHOM TPAKTE, YTO
o0ecrieyrBaeT yCTOHUMBOE IEHCTBHE B TeUEHUE OoJiee MPOIOIKUTENIBHOTO MEPHOJA.
Hanpumep, MOKHO NPUMEHATDH 3aMeJISIOUN MaTepral, TaKOH Kak
[JIHLEPUIMOHOCTEApAT, OTAEIbHO MM B KOMOHHALIMU C BOCKOM.

[0108] KonndecTBo akTHBHOTO MHIPEIUEHTA, KOTOPOE MOXKHO OOBEIUHSATD C
HEAKTUBHBIMH UHI'PEAUEHTAMU JJIA TOJYYCHUSA J'IeKapCTBeHHOI\/'I q)OprI, MOKET
BapbUPOBATh B 3aBHCUMOCTH OT MPEIONaraeMoro cyObekTa Je4eHH!st i KOHKPETHOTO MyTH

BBeZeHus1. Hampumep, B HEKOTOPBIX BApHAHTAX PealM3ally JeKapCTBEHHAs (popma IJist
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MEPOPATLHOTO BBEICHHUS JIFOISIM MOKET coaep kath nmpuom3utensbHo ot 1 go 1000 mr
AKTUBHOI'O MaTE€pHraJia, O6’I:>CILI/IHCHHOFO C IMOoAXO A NM U YI[O6HI:IM KOJIMYECTBOM
marepuaia - Hocutens (Hanpumep, HEAKTUBHOTO MHTPENEHTa UIIH BCIIOMOTaTeIbHOTO
MaTepuana). B HEKOTOpBIX BapUaHTaX peair3alii MaTepUaI-HOCUTE b BAPbUPYET OT
npuOIU3UTENBHO 5 10 MpubIu3nuTenpHO 95% OT BCel KOMMO3UIMU (Macc.:Macc. ).

[0109] Crnenyer moHUMAaTh, YTO B IOTIOJIHEHHE K UHTPEIUEHTaM, KOHKPETHO
YIOOMSHYTBIM BbIIIC, KOMIIO3ULIUU COTJIACHO 3TUM BapUuaHTaM peaiu3allu MOTYT BKJIFOY4ATb
ApYTHe areHTbl, 0ObIYHO MPUMEHseMble B JAaHHOM 00J1aCTH, B 3aBUCUMOCTH OT THUIIA
KOHKPETHO!N KOMITO3ULIUH , HAITPUMEP, KOMITO3ULINH, TOAXOASIIHNE Jisl IEPOPATBHOTO
NPUMEHEHUS, MOTYT BKJIFOYaTh BKyCOAPOMAaTHUECKHUE BEIECTBA.

[0110] B HexOTOpBIX BapuaHTax peajn3alii KOMIO3ULMS, COAepIKallas paCKPbITHIN B
HACTOSIIEM JOKYMEHTE aKTUBHBIN HHrpeaueHT (coenunenne @opmyier (I) umm ero
(dapmaleBTH4YEeCKH PUEMIIEMYIO COJIb), B OJJHOM BapHaHTE HE COAEPKUT areHTOB, KOTOpbIe
BJIMSIIOT Ha CKOPOCTh, C KOTOPOH MeTabOIN3NPYyeTCsl aKTUBHBIA HHIPEANEHT.
CoOTBEeTCTBEHHO, NMOHATHO, YTO KOMIIO3ULIMY, cofeprkainne coennHenne @opmyisl (1), B
HEKOTOPBIX BAPHAHTAX PeajM3alii He COEepIKaT areHTOB, KOTOPbIe MOTJIH ObI TIOBJIUATH HA
(nanpumep, 3aMeNINTD, 3aTPYAHUTH UIIH 337epKaTh) METaO0IM3M coennHeHNst PopMyIIbl
(I) unu xakoH-1mub0 APYroro akTHBHOTO MHIPEIUEHTA, BBOJUMOIO Pa3elibHO,
NOCJIEIOBATENLHO HITH OTHOBPEMeHHO ¢ coenuHenneM @opmyibl (I). Takxke MOHATHO, YTO
mr000# u3 cnocoOoB, HAOOPOB, U3AEITUH U T.I1., MOAPOOHO ONMUCAHHBIX B HACTOSLINX
JOKYMEHTAax, B HEKOTOPBIX BAPUAHTAX PeaJH3aLH HE COAEPIKUT areHTOB, KOTOPbIE MOTIIN
ObI MOBIUATE (HANpuMep, 3aMEININTb, 3aTPYAHUTD HIIU 3a/1epKaTh) Ha MeTaboIn3M
coeaunenust @opmyiel (1) umm kakoro-amudo Apyroro akTUBHOTO MHIPEUEHTA, BBOAUMOIO
pa3neNnbHO, MOCIeNOBATEIbHO HITH OTHOBPEMEHHO C coequHeHneM oo @opmyist (1).

Cnoco0bl IpuMeHeHus

[0111] B Hacrosiem JOKyMEHTE pacKpbIT CIOco0 MHrHOMPOBaHMS 0OpaTHON
TparckpunTaszbl BUY y nHnuBnayyma, Hy>KAar0LErocs B 5TOM, BKIIIOYAOLIII BBEACHNE
coequnennst @opmyisl (1) wnu ero papmareBTHYECKH MPUEMIIEMOM COJTU 3TOMY
UHIUBUAYYMY. B HEKOTOPBIX BapuaHTax peann3aliui HHAUBUAYYM, HY>KAAIOIIMNCS B 3TOM,
npexacrasisieT coboit yenoseka, nHpurposanHoro BUU. B HekoTOpsIX BapuaHTax

peanu3aluy HHIUBUAYYM, HYKAAIOLIUICS B 3TOM, MIPEACTABIISIET COOON YesOBeKa,
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uHpuuposanHoro BUY, y kotoporo eie He passuiics CITU]]. B HekoTOpbIX BapriaHTax
peann3alny HHANBHAYYM, HY)KOAIOLIUICS B 3TOM, IIPECTaBIIsAET COOOM MHANBUIYYMA,
noasepkeHHoro pucky pazputusa CITU]]. B HekoTOpBIX BapuaHTax peain3aluu
UHIUBUAYYM, HYXXAIOIIUICS B 3TOM, MPENCTABIsIeT COOOH uenoBeka, NHPUIINPOBAHHOTO
BUWY, y xotoporo yxe passuics CIIH/l. B HekoTOpBIX BapuaHTax pealu3aly pacKpbITbIX
B HACTOSIIEM JOKyMeHTe crocoboB coenunerne @opmynbl (1) unu ero papmarieBTuyecku
pueMJsieMast CoJib BBOAAT 3TOMY HHAUBUIYYMY Pa3AebHO, MOCIEN0BATENbHO UIH
OJHOBPEMEHHO C IPYI'MM aKTHUBHBIM MHIPEAUEHTOM Ui JeueHus BUY, takum kak
coeanHeHyst, Hruodupyrome nmporeasy BUY, HeHykiieo3uqHbIe HHTHONTOPHI 0OpaTHON
TpaHckpunTassl BUY, Hykieo3uaHble HHTUOUTOPBI 00paTHOH TpaHckpunTassl BUY,
HYKJIEOTHTHbIE HHTUOUTOPBI 00paTHOH TpaHckpunTassl BUY, HHruOUTOpHI HHTETpashl
BUWY, uaruburtopst gp41, nuaruduroper CXCR4, uaruduropser gpl20, nuaruduroper CCRS,
MHTUOUTOPBI MOMMEPHU3ALMU KallCUa U APYTHe JIEKapCTBEHHbIE CPEACTBA AN JIeUeHUs
BUY u ux xomOuHaumwy.

[0112] B HEKOTOPBIX BapUaHTaX peaTH3alMH PACKPBIT CIIOCOD JIEUSHUS WU
npenotepatnennss BUYU-undexym y nHanBuayyMa (HanpuMep, 4eoBeKa), BKIFOUAOI U
BBezieHue coenuueHust @opmyunsl (I) wum ero gpapmaneBTHUECKH IPUEMIIEMON COIIM STOMY
UHAUBUIYYMY.

[0113] B HEKOTOpBIX BapHaHTax peasu3alyy pacKpbIT COCO0 HHIMONPOBAHUS
perunkaiuu Bupyca BUY, neuenus CIIN/L nnu 3anep:kku BosHukHOBeHust CITM/L y
UHIUBHAYYMa (HapUMep, YeTOBEKa), BKIIOYAIOINI BBEACHHE COSTMHEHHS JII000H 13
¢dopmy (1) mm ero papmaneBTHIECKH IPUEMIIEMOH COJTM STOMY HHINBHUIYYMY .

[0114] B HEKOTOPBIX BapuaHTaX peaM3aly PaCKpPhIT CIIOCOO JIEUSHUS HITH
npenotspamenust BUU-undexkuny y nHanBUAyyMa (HarpuMep, 4eIoBeKa), BKIIOYarOIUi
BBenieHue coenuHenust @opmynsl (I) unu ero gpapmaneBTHUECKU IPUEMIIEMO COJIM STOMY
UHAUBUIYYMY. B HEKOTOPBIX BapuaHTax peajn3alui HHAUBUAYYM MOABEPKEH PUCKY
nHpuuuposanus Bupycom BHMY, kak B ciyuae cyObekTa, UMEIOIEro OUH UiH OoJbLIe
M3BECTHBIX (PAKTOPOB PHUCKA, CBSI3AHHBIX C HHpHULIMpOBaHHeM BupycoM BUY.

[0115] B HEKOTOpBIX BapHaHTax peau3aliy MpemiokeH crnocold tedenus BUY-
uH(peKuun y MHANBUAYYMa (HallpuMep, Yesl0BeKa), BKIIOYArOIUil BBEIEHUE COeNNHEHUS

@opmyisl (1) unm ero papmaneBTHIECKH IPUEMIIEMOH COJIM 3TOMY UHAUBUAYYMY.
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[0116] B HeKOTOpBIX BapuaHTax peanu3aluu pacKpbIT crnocod nedenus BUY-undekium
y HHAUBUAYYMA (HanpuMep, 4eJoBeKa), BKJIIOYAIOLINH BBECHHE HHAUBUAYYMY,
HYKJIAIOLEMYCsl B 3TOM, TepaneBTHUeCKH d3PPEKTUBHOTO KOJINYECTBA COETUHEHUS
@opmynsl (1) unu ero papmaneBTHIECKH TPUEMIIEMOH COJIM B KOMOMHAIUH C
TepaneBTHYeCKH 3PPEKTUBHBIM KOJIMYECTBOM OJHOTO WH OOJiee TOTONHUTEIbHBIX
TepaneBTHYECKUX ar€HTOB, BEIOPAHHBIX U3 TPYIIIbI, COCTOSAIIECH U3 COENHEHUH,
uHrubupyomux nporeasy BUY, HeHykJI€03UIHBIX HHTHOUTOPOB OOpATHON TPaHCKPUIITA3hI
BUY, nykineo3ugHbIx HHTHOUTOPOB 0OpaTHOH TpaHckpuntazbl BUY, HykiI€0THAHBIX
UHruoUTOpPOB 0OpaTHOH TpaHckpunTassl BUY, narnduropos unrerpassl BUY,
uHrudutopos gp41, uarudburopos CXCR4, nuaruduropos gpl120, narudbutopos CCRS,
MHTHONTOPOB TOJIMMEPU3ALMN KallCU/Ia U IPYTHX JIEKAPCTBEHHBIX CPENICTB AJISI JICUSHUS
BUY u ux xoMOuHaLUA.

[0117] B HekoTOpBIX BapuaHTax peann3anuu packpbito coenuHenne @opmysl (1) umu
ero (papMaleBTHYECKH MTpUeMJieMast COJIb IJisl PUMEHEHUsI B MeIUIIMHCKOH Tepanu BIU-
undexunu (nanpumep, BUY-1) nnu pernukanuu supyca BUY (nanpumep, HIV-1) unn
CIIN/ wnu 3anep:xku BosHukHOBeHus1 CITHU/] y unauBuayyma (Hanmpumep, dyeaoBeka)).
[0118] B HEKOTOpBIX BapUaHTaX pean3allu PacCKPbITO CoOeaquHeHue 000l u3 Gopmyn
(I) unu ero gapmanieBTHUECKH NTpHEMIEMasi COJIb [ MPUMEHEHHUs] B U3TOTOBICHUU
JeKapCTBEHHOTO cpencTna [yt jtedeHnss BUYU-undexuny, win permkaunn BUY, nm
CIIN/ umu 3aaeps>xku BosaukHOBeHUs1 CITN]] y uHanBUAyyma (Harpumep, 4eIoBeKa).
OnuH 13 BapHaHTOB pean3alii OTHOCUTCS K coennHeHnio @opmyisl (I) mnu ero
(bapmarieBTHIECKH IPUEMIIEMOI COJIH [Tl IPUMEHEHHsSI B PO IIIAKTHYECKOM HITN
tepanesTudeckoM JeueHnn BUY-undexunn v CITU]] unm st npuMeHeHus B
TepaneBTUYECKOM JIEUeHUH UJIH 3a/iepskke Bo3HnKHOBeHus1 CITH/I.

[0119] B HEKOTOpBIX BapuaHTax peau3aliyd PACKPHITO IPUMEHEHUE COEAUHEHUS
®opmyinsl (1) wnu ero papmareBTHUECKH TPUEMIIEMOI COJTH IS U3TOTOBJIEHHUS
JIEKapCTBEHHOTO cpencTna [yt [nedenusi| BUY-undexunn y uanusunyyma (Hanpumep,
4enoBeka). B HEKOTOpBIX BapHaHTax peanu3aliy pacKpbITO COeANHeHUe 000l u3 Gopmyn
(I) mnu ero gapmaneBTHUECKH ITpHEeMIIEMast COJIb I IPUMEHEHUs B PO UIIAKTHKE UITH

TepaneBTudeckoM JeueHnn BUY-undexumm.
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[0120] B HeKOTOpBIX BapUaHTax peajr3aliu B Coco0ax MPUMEHEHHsI OCYIIECTBIISIFOT
BBEJICHNE NHANBUAYYMY (HaIIpUMep, YeIOBEKY), Hy KIA0IeMyCsl B JiedeHHH. B HeKOTOphIX
BApUAHTAaX peaju3aliu B CIoco0ax MPUMEHEHUs OCYLIECTBIISIOT BBEEHNE HHIUBUAYYMY
(HarpuMep, YeIoBeKy), MoABepKeHHOMY pucky passutust CITH/L.

[0121] B Hacrosimem nokymeHTe packpeito coequnenne @opmynsl (1) unu ero
(apmarieBTH4YeCKH pUeMIIeMast COJIb JJIsl IPIMEHEHUs B Teparuy. B ogHOM BapuaHTte
peammszaunu coenuHenne @opmynel (I) mnum ero gpapmaneBTHUECKH pUEMIIEMasi COJIb
NpeAHa3HaueHbl AJIs IPUMeHeHUs B criocobe neueHuss BUY-undexuuu, nnm penaukanuu
BUWY, nnu CITU/, nnu 3apepsxku BosaukHoBeHus: CITW] y nnauBuayyma (Hampumep,
YEJIOBEKA).

[0122] Taxske B HACTOSIIIEM TOKYMEHTE packpeiTo coenunenne @opmyisl (1) mmu ero
(bapmarneBTHUYECKH pueMIieMast COJb AJIsl IPIMEHEHHs B CIIOCO0e JIeUeHNs NI
npenotspaiienuss BUY y unausuayyma, Hy>KJaroLerocs B 3ToM. B HEKOTOpPBIX BapUaHTax
peanu3auvy HHANBUAYYM, HYKOAIOLIUICS B 3TOM, IIPEICTABIIIET COOOM YeoBeKa,
uHuuuposanHoro BUY. B HekOTOpPBIX BapHaHTax peanu3aliy HHAUBUAYYM,
HY>KIAIOLIUICS B 3TOM, MPENCTaBIIsIeT co00M yenoBeka, nHpuuuposanHoro BUY, y
koToporo ete He pazsuiicst CITH/I. B HekoTOpbIX BapuaHTax peaausaliil UHIUBUAYYM,
HY>XJAIOIUICS B 3TOM, NIPEACTaBJIsieT OO0 MHAUBUAYYMA, NOJIBEPKEHHOTO PUCKY
pasButus CIIM/I. B HekoTOpBIX BapHaHTax peann3alui HHIUBUAYYM, HYKAAIOLIUICS B
3TOM, NpeNCTaBiseT co0oi uenoseka, nHGuuupoBaHHoro BUY, u y koToporo yxe pa3Buics
CIIiA.

[0123] Tax:ke B HACTOSLIEM JOKYMEHTE pacKpbITo coenuHeHune @opmysnl (1) wiu ero
(dapmalieBTH4ECKH IpueMiieMas COJib AJIsl IPUMEHEHUs B TeParieBTUUECKOM JIEUEHUH HIIH
3apepxke BosHUKHOBeHus1 CITU/I.

[0124] Taxke B HACTOSALIEM JOKYMEHTE PacKkpbITo coenuHeHne @opmyssl (1) wium ero
(bapMareBTH4IECKH pUeMIIeMasi COJIb JJIsi IPUMEHEHUs B TPO(UIAKTHYECKOM W
TepaneBTuyeckoM jJeueHun BUYU-undeximm.

[0125] B HekoTOphIX BapuaHTax peanuzanuu coenuHeHne @opmyel (I) nnm ero
(dapmareBTHYeCKH IpUeMIieMast COJIb MOTYT MPUMEHSTHCS B KAUeCTBE UCCIIEIOBATEIBCKOTO
MHCTpYMEHTa (Hampumep, Ui H3y4eHUs] MHruOupoBaHus obpatHoii Tpanckpunrassl BUY y

cyObeKTa Wi in Vitro).
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IlyTu BBENNEHUS

[0126] Onno unu Gosiee PacKPBITHIX B HACTOSIIIIEM JOKYMEHTE COSIUHEHHI, HMEFOIINX
dopmyany (I) (Takke Ha3bIBAEMBIX B HACTOSLIEM JOKYMEHTE AKTUBHBIMH UHIPEAUEHTAMH ),
MOYKHO BBOJUTD C IPUMEHEHHEM JIFOO0TO MyTH BBEISHHS, TIOAXOISIIEro It 3a001eBaHMs,
koTopoe sedat. [logxoasimye nyTy BKIOYAKOT NEPOPaAIbHBINA, PEKTAIbHBIN, HA3aJIbHBIH,
TONMUUeCcKoe (BKIIFOUasi OyKKaJIbHBIN U CyOJIMHIBAJIbHBIN), TPAHCAEPMAJbHBIN, BATHHAJIBHOE
U TTapeHTepabHOE (BKIIIOYAsT OKOKHBIN, BHYTPUMBILIEYHBIH, BHYTPUBEHHBIH,
BHYTPUKO>KHBIN, HHTpaTeKaJIbHbIN U AIUAYpaNbHbIil) U T.11. IToHATHO, 4TO
NPEANOYTUTEIbHBIN MyTh BBEIEHUSI MOXKET BAPbUPOBATh B 3aBUCUMOCTH OT, HAITPUMED,
COCTOSIHMSI peLIUNUEHTa. B HEKOTOPBIX BapuaHTax pean3allii PaCKpPhITble COSTUHEHMUS
SIBJIIFOTCSL OMOAOCTYIIHBIMU NP NI€POPATBHOM BBEIEHUU U MOTYT BBOJUTHCS MEPOPATIBHO.

CxeMa nmpuMeHeHus

[0127] Coenunenus, Takue kak coenuHeHne @opmyisl (1), MOKHO BBOIUTH
UHIUBUYYMY B COOTBETCTBUU C 3(peKkTHBHON cXeMOl NPUMEHEHHs B TEUEHHE KeJTaeMOro
Mepuoia BPEMEHH MITH CPOKA, TAKOTO KaK 10 MEHbIIEeH Mepe NpUOIHM3UTEIBHO OUH MECSIII,
10 MEHbLIeH Mepe MPUOIU3UTENBHO 2 MecsLa, 10 MeHbIIei Mepe MPUOIU3UTENbHO 3
MecsiIa, 10 MEHbLIEH Mepe MPHOIM3UTEIbHO 6 MECSIIEB MK MO MEHbIIEH Mepe
npubmusuTensHo 12 Mecsues win Oosblie. B omHOM BapuaHTe COeiMHEHNE BBOIST 10
cXeMe, NPEAyCMaTPUBAIOLIEN €XXETHEBHOE BBEICHUE I BBEACHUE C NIEPEPLIBAMU B
TE€UEHUE )KU3HU UHAUBUAYYMA.

[0128] Jlo3upoBKa MK 4acToTa BBeeHHs coenuHeHnst @opmynel (I) Mmoryt ObITH
OTKOPPEKTUPOBAHBI B TEYEHHE KypCa JICUEHUs] HA OCHOBAHUU CYKJI€HUs Bpada, KOTOPBIN
OCYLIECTBJISIET BBEICHUE.

[0129] CoennHeHne MOKHO BBOJUTb UHIUBUAYYMY (HapHUMep, 4elOBEKY) B
s¢dexTuBHOM KONMUecTBE. B HEKOTOPBIX BApHAHTAX PEANU3ALNN COSTUHEHNE BBOIAT OUH
pa3 B JI€Hb.

[0130] CoenuHeHue, paCKphITOE B HACTOSIIEM JOKYMEHTe (Hampumep, Jirodoe

coenuHenrie @opmyibl (1)) MOKHO BBOIUTH MPH BETUYHHE JO3UPOBKH COSTUHEHHS
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®opmyinsl I, koTopas siBsiercs 3pdexruBHON. Hanpumep, BeuYrHA JO3UPOBKH MOXKET
coctasyATh OT 10 Mr 1o 1000 mr coenunenus, Harpumep, ot 75 mr go 100 mr coeaunenus.
Kombunarmu

[0131] B HEKOTOpBIX BapUaHTaX peajn3aliy PaCKPBIT CIOCO0 JIEYeHUs UK
npenorepatienuss BUU-undpekumn y yenoseka ¢ 3Toi nHpekunen i puckoM nHOEeKInu,
BKJIFOUAIOIIUH BBEICHUE YKa3aHHOMY YeJIOBEKY TeparneBTUIeCKU d((PEKTHBHOTO
KOJINYECTBA COCMHEHUS, PACKPBITOrO B HACTOSIEM JOKYMEHTe, MM ero (hapMaleBTHIecKH
npuemMIIeMOH CoM B KOMOMHAIMU C TepaneBTU4Yecku 3(h(HeKTUBHBIM KOJHMYECTBOM OHOTO
i OoJiee (HampuMep, OHOTO, ABYX, TPEX, OAHOTO WIIH IBYX, UM OT OJHOTO JIO TPEX)
JOTIOJIHUTENBbHBIX TEPANeBTUUYECKUX areHTOB. B 0OTHOM BapHaHTe peaau3aluy pacKpbIT
croco0 neuennst BUU-undekunu y gyenoseka ¢ 5Toit nHpeKuuei uin puckoMm nH(pekuuy,
BKJIFOUAIOINUI BBEIEHHE YKa3aHHOMY YeJIOBEKY TepaneBTHUeCKH 3 PEeKTHBHOTO
KOJINYECTBA COEIMHEHUs], PACKPBITOrO B HACTOSILEM JJOKYMEHTE, UM ero (hapMalieBTUIeCKU
IpHUEeMIIEMOH COJIM B KOMOMHAIMY C TepaneBTHYecKH 3(h(HEeKTUBHBIM KOJHMUYECTBOM OJTHOTO
wnu Gonee (HampuMep, OJHOTO, ABYX, TPEX, OAHOTO WM ABYX, UJIM OT OJTHOTO JIO TPEX)
JOTIOJIHUTENBbHBIX TEPANIEBTUUECKUX Ar€HTOB.

[0132] B HekoTOphIX BapuaHTax peajn3aliui HACTOSIIEE PACKPBITHE OTHOCUTCS K
crioco0y neuennst BUU-nndexumy, BKIOYaOleMy BBeJIeHUE MAlUeHTy, HYKIaoIeMycs B
3TOM, TepaneBTHYeckH 3P (PEeKTHBHOTO KOJINYECTBA COSTMHEHUS, PACKPBITOrO B HACTOSIIEM
JTOKYMEHTe UJH ee (papMalieBTHUECKH ITPUeMIIEMOI CONi, B KOMOWHALIUU C TepaNeBTUYECKU
3¢ PeKTUBHBIM KOJIMUECTBOM OJHOTO WK 00Jiee TOTOJHUTENBHBIX TEPAeBTHUECKIX
areHTOB, KOTOPbIE MOIXOAAT 1St Neuernuss BUY-undexnmm.

[0133] Taxkxe B HACTOALIEM JOKYMEHTE packpbITo coenuHerne @opmynsl (1) umu ero
(dapmarieBTHYEeCKH pueMIieMast COJb U IPYroil akTUBHBIN HHIpeueHT aist eueHns BY
IUIs IPUMEHEHUs B criocobe nedeHus wu npenotepatnenus BUY. B onnom Bapuanre
peayM3aluy Ipyroi akTUBHBIN UHTpequeHT 1 jJedeHus BUY BeiOpaH U3 rpyrmsl,
COCTOsALIeH U3 COeqUHEeHNH, HHruoupyromux nporeasy BHUY, HeHyK1€03UIHBIX
UHTHOUTOPOB 00paTHOI TpaHckpunTasel BUY, Hykine03uaHbIX HHIHOUTOPOB OOpaTHOM
TpaHckpuntazel BUY, HyKII€OTHAHBIX HHTHONTOPOB 00paTHOHN TpaHcKpunTazsl BHUY,

uHruoutopos uHTerpassl BUY, naruouropos gp41, uarnburopos CXCR4, nHrudburopos
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gp120, uarudutopoB CCRS, MHrHOUTOPOB MOJUMEPU3ALIUN KATICHAA U APYTHX
JIEKaApCTBEHHBIX cpencTB A jiederrst BUY u ux koMOuHaImid.

[0134] Taxoke B HaCTOSIIEM JOKYMEHTE pacKpbITo coenunenue @opmyis (1),mmm ero
(bapmarieBTHYECKH pueMIieMast COJb AJIsl IPUMEHEHUsI B CIIOCO0e JIEUeHNs WITN
npenotspatnenust BUY, npuuem coenunenne @opmynsl (I) nnum ero gpapmaneBTuiecku
MIPUEMJIEMYIO COJIb BBOAAT OJHOBPEMEHHO, Pa3eIbHO U MOCIEN0BATEIBHO C APYTUM
AKTUBHBIM MHrpeAueHToM A eueHuss BUY. B ogHOM BapuaHTte peajin3aluu Apyroi
AKTUBHBIN UHrpenueHT s ieueHus BUY BbIOpaH U3 rpymnbl, COCTOSIIEH U3 COSTUHEHHI,
uHruoupyomux nporeasy BUY, HeHykII€03HIHBIX HHTHOUTOPOB OOPAaTHOH TPaHCKPHUIITA3bI
BHY, Hyk1€03uAHBIX HHTHOUTOPOB 00paTHOH TpaHcKkpunTasel BUY, HyKi1eoTHIHBIX
UHruOUTOPOB 00paTHOH TpaHckpunTassl BUY, narubutopos unrerpasst BUY,
uHrnoutopos gp41, uarndburopos CXCR4, naruduropos gpl120, narudburopos CCRS,
WHTHOUTOPOB MOJIMMEPU3ALINHN KATNlCHIa U IPYTUX JIEKAPCTBEHHBIX CPEACTB IS JICUEHUST
BUY, u ux KOMOMHAIHH.

[0135] CoenuHeHue, pacKpbITOE B HACTOSIIEM TOKYMEHTe (Harmpumep, Jrbdoe
coenuHenre @opmybl (1))MOKET MPUMEHSATHCS B KOMOWHAIIUK ¢ OJHUM MJTH OOJIBIINM
YHCJIOM JIOTIOJIHUTEIIBHBIX TePaIIeBTHUECKHIX areHTOB IPH JIF000H T03UPOBKE COSTMHEHUS
®opmynsl [ (Harpumep, ot 10 mr go 1000 mr coenuuenus uim ot 75 mr 1o 100 mr
COETUHEHUS).

[0136] B onHOM BapuaHTe peanu3aluy NpeasiokeHbl papMaleBTUIeCkue KOMIIO3HULINY,
coneprKalire COeINHEHNE, PACKPBITOE B HACTOSIIEM TOKYMEHTE, WU ero (papMaeBTHUECKH
NPUEMJIEMYIO COJIb, B KOMOMHALIMY C OAHUM WK OoJiee (HanmpuMep, OTHUM, OBYMSI, TPEMs,
OJIHUM WJIM IBYMsI HUTA OT OJHOTO JI0 TPEX) AOMOJHUTEIbHBIMU TEPATIEBTHUECKUMHU
areHTamu, u (hapMaleBTUYECKH MPHUEMJIEMbIN HOCUTEJb, pa30aBUTEb UITH
BCIIOMOT'aTeJIbHOE BELECTBO.

[0137] B ogHOM BapuaHTe peanu3ainuu packpbIThl HAOOPHI, COAEPIKALIHe PACKPHIThIE B
HACTOSILIEM JOKYMEHTE COeUHEHNE UK ero (hapMalieBTHIECKH TPUEMIIEMYIO COJIb B
KOMOHMHALIUY C OTHUM WK OoJiee (Harnpumep, OOHUM, ABYMsI, TPEMsI, OTHUM WU ABYMSI HJIN
OT OAHOTO JI0 TPeX) AOTIOJHUTEIbHBIMH TePaNeBTUIECKUMHU areHTaMH.

[0138] B onucaHHBIX BbILIE BAPHAHTAX pealn3alyii JOTIOJHUTENIbHBIN

TepaneBTHYECKHI areHT MOXKeT MpeAcTaBisATh codoit antu-BUY arent. Hampumep, B
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HEKOTOPBIX BAPHAHTAX PeajIM3alli IOTIOJHUTEIbHBIA TePAleBTUIECKUI areHT BHIOpaH U3
TPYIIIBL, COCTOSIIIEH N3 MHruOUTOPOB npoTeassl BUY, HEHYKII€O3UAHBIX HITH
HEHYKJICOTUIHBIX HHIUOUTOPOB 00paTHOH TpaHckpunTazsl BUY, Hykie€o3uaHbIX WK
HYKJICOTHIHBIX HHTHOUTOPOB 00paTHOH TpaHcKkpunTassl BUY, HHruOUTOPOB MHTETpa3bl
BHY, unruburtopos unrerpassl BUY, cBs3piBaroyxcs He B KATATUTHUECKOM caiiTe (Miu
AJUIOCTEPUYECKHX ), HHTHONTOPOB NpoHNKHOBeHNs1 BUY B kieTky (Hanpumep, HHrHOUTOPOB
CCRS, unruduropos gp41 (T.e., THTHOUTOPOB CIUSHYS) 1 UHTHOUTOPOB CBSI3BIBAHUS C
CD4), uaruduropos CXCR4, uarudburopos gp120, narudburopos HAJITH okcunase! u
GOPD, BakumH npotus BUY, narnduropos co3pesanust BUY, arentos, odparmarommx
JIATEHTHOE COCTOSsIHUE (HampuMep, MHrHOMTOPOB TMCTOH IEAIETUIIa3bl, UHTUOUTOPOB
npoTteacoM, aktuBaTopoB npoternHkrHasbl C (PKC) u unruburopos BRD4), coennnennii,
HaleJeHHbIX Ha Karcug BUY, («MHruONTOpOB Karcuaa», HarpuMep, HHIHOUTOPOB
NOJMMEPU3aLIUH KallCuAa UM COeANHEHHH, pa3pyIlalouX Karncui, HHrHOUTOpOB
Hykneokancuna p7 (NCp7) BUY, unruburopos Oenka kancuga p24), BEIIeCTs,
yIy4IIArImuX GapMakOKHHETHKY, UMMYHOTEPAIIeBTHYECKUX CPEACTB (HarpuMmep,
monyJsitopos Pd-1, moaynsropos Pd-L1, Mmoaynsitopos toll-nogoOHbIX perentopos,
aronuctoB MUJI-15, ), anturen k BUY, Oucneunpuyeckux aHTUTEN U aHTUTEIOTOA00HBIXY
TepaneBTu4deckux OenkoB (Hampumep, DARTs®, Duobodies®, Bites®, XmAbs®, Tand Abs
®, nponsBoaHbIx Fab), BKiItOYast MOJIEKYJIbI, HALlEJICHHbIE HAa MIUKOTPOTenH gp 120 nin
gp41 B1Y, koMOMHHPOBAHHBIX JIEKAPCTBEHHBIX CPeACTB i JedeHus BY, nuaruduropos
marpukcHoro 6enka BUY pl7, anraronucros UJI-13, MOnyIsTOPOB MENTHAMI-TIPOJIHII-
LIMC/TpaHC-u30Mepas3bl A, HHTHOUTOPOB NPOTENH-AUCYIb(H H30Mepasbl, AHTArOHHUCTOB
peuenropa CSa, uarnduropa JJTHK-merunrpancdepassl, moaynsatopos rena BUY vif,
UHruoUTOpOB dakropa nHpekunonHoct Bupyca BUU-1, uarnduropos Oenka TAT,
moxaynsaropos Nef BUY-1, moaynstopos TuposunHknHasel Hek, mHruGuTopoB kuHasel
cmeuanHoi tuHuK-3 (MLK-3), uarudutopos Oenka Rev, aHTarOHHCTOB HHTETPUHA,
MHIHOUTOPOB HYKJIEOIIPOTEHHA, MOAYJIATOPOB (haKTOpa CIUIAHCHHTa, MOAYJISITOPOB
conepkamero noMeH COMM 6Genka 1, uarudutopos pudonykieasst H BUY, Mmonynsitopos
perporukinuHa, HHruOnTOopoB CDK-9, narndutopos ICAM-3-cBs3bIBAIOIEr0 HEUHTEIPHUHA
1 nennpuTHBIX KieTok, nHrnoutopos 6enxa GAG BUY, unruburtopos 6enxa POL BUY,

MOAYJISITOPOB (hakTopa koMiieMenTa H, HHTMOUTOPOB YOMKBUTHH-JTUTa3bl, HHTUOMTOPOB
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Ne30KCULIUTHANHKHHA3bI, THTHOUTOPOB [UKJIMH-3aBUCHMOI KHHA3bI, CTUMYJIITOPOB
nponpoTternHkoHBepTa3bl PCY, nunrnburopos AT®-3asucumoii PHK-remmkaszst DDX3X,
MHTHOUTOPOB MPaMHUPYIOIIEro KOMILIEKCa 0OpaTHOM TpaHCKpunTasbl, HHrHOUTOpoB PI3K,
coenneHeHnH, packpbITbix B WO 2013/006738 (Gilead Sciences), US 2013/0165489
(ITerncunpBanckuii Yuusepcuret), WO 2013/091096A1 (Boehringer Ingelheim), WO
2009/062285 (Boehringer Ingelheim), US20140221380 (Japan Tobacco), US20140221378
(Japan Tobacco), WO 2010/130034 (Boehringer Ingelheim), WO 2013/159064 (Gilead
Sciences), WO 2012/145728 (Gilead Sciences), W02012/003497 (Gilead Sciences),
W02014/100323 (Gilead Sciences), W02012/145728 (Gilead Sciences), W0O2013/159064
(Gilead Sciences) u WO 2012/003498 (Gilead Sciences) u WO 2013/006792 (Pharma
Resources) u Apyrux jgekapcTBEHHBIX CpeacTs ajs gedenns BUY u ux koMOMHALINI.

[0139] B HEexOTOpBIX BapHaHTax pealu3alyy JONOJHUTENBHOE TEPAIEBTUIECKOE
CPEeACTBO BBIOPAHO U3 IPYIIIBI, COCTOSILIEH N3 HHrHOUTOpoB npoTteassl BUY,
HEHYKJICO3UIHBIX WJIH HEHYKJICOTUIHBIX HHTHOUTOPOB 00paTHOH TpaHCckpunTassl BUY,
HYKJICO3UIHBIX WJIH HYKJIEOTHIHBIX HHTHOUTOPOB 00OpaTHOM TpaHCckpurnTassl BUY,
UHrHOUTOPOB MHTerpassl BUY, uaruburopos unterpassl BUY, cBSI3bIBAIOLINXCS HE B
KaTaJIITUYECKOM caiiTe (MIIN aJUIOCTEPUYECKHUX ), BEIIECTB, YIIYUIIAIIINX
(hapMaKOKMHETHKY U UX KOMOWHALIHH.

[0140] B HekoTOphIX BapuaHTax peanuszauuu coenuHerre @opmysl (1) npeacraBieHo B
npenapare B popme TaONeTKH, KOTOpas MOXKET HeoOsA3aTeNIbHO COZlepKaTh OHO WK Ooee
OPYTUX COEAUHEHM, none3HbIX 11 geueHuss BUY. B HekOTOpBIX BapuaHTax peanins3anun
TabJIeTKa MOKET COAePIKaTh APYrOi aKTUBHBIN MHIpeAreHT st euenus BUY, Takoii kak
UHrubuTopsl npoteassl BUY, HeHyK1e0o3uAHbIe WIN HEHYKI€OTUIHbIE HHTMOUTOPBI
oOpatHo# TpaHckpunTazbl BUY, Hykiieo3uIHbIE WIH HYKJICOTHIHbIE HHIHOUTOPBI
oOpatHo# TpanckpunTaszsl BUY, narudurope! nunrerpassl BUY, nHrubutope! nHTErpassl
BUUY, cBs3bIBAIOIIMHCS HE B KATATUTUYECKOM caiire (MM aljioCTepUYeCKHe), BEIIeCTBa,
yaydiiarmue GapMakOKHHETUKY U UX KOMOUHALINH.

[0141] B HEKOTOpBIX BapuaHTax peaqn3aliy Takue TaONEeTKHU MOAXOIT I IpUeMa
OJIMH pa3 B IeHb. B HEKOTOPBIX BapuaHTaX pealn3aluy AONOJHUTEIbHbIN TepaneBTUIECKHIT

Ar¢HT BbI6paH M3 OAHOI'O Ujin Oonee u3 CJICAYIOIIUX
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(1) xoMOMHHpPOBaHHOE JIEKAPCTBEHHOE CPEICTBO, BLIOPAHHOE U3 TPYIIIIHI,
cocrositie 13 ATRIPLA® (3dasupens+renopoBup qu30mpoKkcu pymapar
+smrpunutadbun), COMPLERA® (EVIPLERA®, punnuBrupuH+TeHOPOBHUP AU30MPOKCUI
dymapar +amrpunradun), STRIBILD® (snBurerpasup-+kodurucrar+renodosup
IU30TPOKCHIT pyMapar +3MTpULUTAONH), KOMOWHALMIA JOJyTerpaBup+adakaBup cyibpar
+IaMUBYIUH, JOJyTerpaBup + abakaBup CyabdaT + JaMUBYIUH , JAMUBYAWH + HEBHPATHH
+ 3UIOBYIMH, AOJTyTErpaBUpP+PUINUBUPHH, aTa3aHaBHp CyJabdar + koOuIcTaT, JapyHaBup
+ kobunmcrart, 3paBupens + JaMUBYIUH + TEHO(POBHUP TU3OMPOKCHI (hymMapat, TEHOPOBUP
anadeHamua remudymapat + SMTPULUTAONH + KOOMLMCTAT + 3JBUTErpaBHp, Vacc-4x +
pPOMHUJIETICHUH, TapyHaBup + TeHodosup anadpeHamun remupymapar+ sMTpuUTabUH +
xobunucrat, APH-0812, panterpasup + namusyanH, KALETRA® (ALUVIA®,
JONIMHABUP+PUTOHABHP), aTazaHaBHp cynbdar + puronasup, COMBIVIR®
(3upoBynunt+namuByans, AZT+3TC), EPZICOM® (Livexa®, abakaBup cyibdar
+namuByuH, ABC+3TC), TRIZIVIR® (abakasup cynb(par+3unoByIHHITaMUBYIVH,
ABCH+AZT+3TC), TRUVADA® (TenodoBup TU30MPOKCHI pymapar +3MTpuLuTabuH,
TDF+FTC), TenodoBup + NaMUBYIANH U JAMUBYAHH + TeHOQOBUP AU30MPOKCHI (hymapar,

(2) uaruburope! nporeassl BUY, BeiOpaHHbIE U3 IPYIIIBL, COCTOSIIEH 13
aMIIpeHaBUpa, aTazaHaBupa, ocaMnpeHaBupa, GocamnpeHaBupa Kajbliys, UHAUHABUPA,
MHIUHABHpa Cyib(dara, TONMUHABHPA, PUTOHABUPA, He(INHABHPA, He(IMHABHPA ME3UIIATA,
CaKBHMHABMpa, CAKBUHABHUPA Me3WJIaTa, TUIIpaHaBupa, OpekaHaBupa, napyHasupa, DG-17,
TMB-657 (PPL-100) u TMC-310911,

(3) HeHyKII€03UAHbIE WIIN HEHYKIIEOTUIHbIE HHIHONTOPBI 0OpaTHON TPAHCKPHUIITA3BI
BUY, BriOpaHHBIC U3 TPYIIIBL, COCTOSIIIEH U3 ACTaBUPUINHA, AeIaBUPUINHA ME3HUIIATa,
HEeBHPAIMHA, STPAaBUPUHA, JATUBUPUHA, TOPABUHUPA, PHINMUBUpPUHA, ddasupensza, KM-023,
VM-1500, nentunana u AIC-292,

(4) HyKJI€O3MIOHbIE WIIH HYKJICOTHUAHBIE HHTHOUTOPBI OOPaTHOH TPAaHCKPHUINTA3bI
BHY, BeiOpannsle n3 rpynmsl, cocrosimeii n3 VIDEX® u VIDEX® EC (nunanosus, ddl),
3UIOBYINHA, SMTPULIUTAONHA, AUAHO3UHA, CTABYIMHA, 3aJIbLIUTA0NHA, IJaMUBYIHA,
LieHCaByAnHa, abakaBupa, abakaBupa Cyjbdara, aMIOKCOBHPA, dJIBYLUTA0ONHA, aJIOBYIMHA,
docdazuna, po3uByarHA THAOKCUIA, anpuuuTabuHa, amnokcosupa, KP-1461,

(ocanByiMHA TUAOKCUIIA, TEHO(POBHPA, TEHO(POBUPA AUZOMPOKCUIA, TCHOPOBHPA
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au3onpokcuia pymapara, TeHoGoBUpa AM30NPOKCUia remudymapara, TeHoGOBHpa
anapenamuna, reHodosupa anadpenamuna remudymapara, TeHopoBHpa anapeHamuna
dbymapara, anedoupa, anedoBupa TUIUBOKCHIA U (PECTUHABUPA,

(5) uaruburope! naTerpassl BUY, BoiOpaHHbIE U3 IPYIIIBI, COCTOSIIEH 13
KYPKYMHUHA, TPOU3BOIHBIX KyPKYMUHA, LINKOPUEBOH KUCIOTHI, IPOU3BOAHBIX LINKOPUEBOH
KUCJIOTHI, 3,5-nukadHeTouIXuHOBON KUCIOThI, MPOU3BOAHBIX 3,5-nuKkadenonixuHOBON
KHCJIOTBI, aypPUHKAPOOHOBOH KUCIIOTBI, IPOU3BOIHBIX aypHHKapOOHOBOM KHUCIIOTBI,
¢bensTunoBoro 3¢gpupa KoPeHOH KUCIOTHI, MPOU3BOIHBIX (PEHITHIIOBOTO 3(upa KoeiHoH
KHUCJIOTHI, TI/Ip(I)OCTI/IHa, IMPOU3BOJHBIX TI/Ip(I)OCTI/IHa, KBEPLECTUHA, ITPOU3BOAHBIX
KBEPLIETHHA, PAJITErpaBupa, 3JIBUTErPaBUpa, IOJIyTerpaBupa u kadorerpasupa,

(6) uarubuTope! MHTErpassl BUY, cBs3bIBaroNINecs B HEKATATUTHYECKOM CaliTe
(amnocrepuueckue) (NCINI), BeiOpanHbie 3 rpymibl, cocrosimei n3 CX-05168, CX-05045
u CX-14442,

(7) uaruburoper gp41 BUY, BeiOpaHHbIE U3 TPYMIIbI, COCTOAIIEH 13 3HQYBUPTHAA,
cudyBupTHIA U aTbOYBUPUIA,

(8) urruduropsl npoHukHoBeHuss BUY B kjieTKy, BHIOpaHHBIE U3 TPYIIIIHI,
COCTOsALIEN U3 LEHUKPUBUPOK,

(9) naruburopsr gp120 BIY, BeiOpanHbie U3 rpymibl, cocrosimei n3 Radha-108
(Receptol) u BMS-663068,

(10) uaruduropst CCRS, BeIOpaHHbIE U3 TPYIIILL, COCTOALIEH U3 arIaBUPOKa,
BUKPHUBHPOKA, MapaBHPOKa, eHukpusnupoka, PRO-140, ananraBupa (RAP-101), TBR-220
(TAK-220) u vMIP (Haimipu),

(11) uarudutops! csizbBanust ¢ CD4, BeIOpaHHBIEC U3 TPYIIIBL, COCTOSIIIEH 13
ubanusymada,

(12) naruduropst CXCR4, BeIOpaHHBIE U3 TPYIIIBL, COCTOsALIEH U3 mIepukcadopa,
ALT-1188, vMIP u Haimipu,

(13) Bemectna, yny4maromue GapMaKOKHHETHKY, BBIOpPAHHbIE U3 TPYIIIIbL,
cocTosALIeN U3 KOOMLIUCTAaTa U PUTOHABUPA,

(14) nMMyHOTEpaneBTHYECKUE CPENCTBA, BBIOPAHHBIE U3 TPYIIIbI, COCTOSIIECH U3
dermaVir, unrepneiikuna-7, lexgenleucel-T (VRX-496), nnaksenuna

(rMapOKCUXJIOPOXHHA), TiposelikuHa (anpaecieiikuda, MJI-2), uatepdepoHa ansda,
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unTepdepoHa ansda-2b, unrephepona anbha-n3, neruaupoBaHHOro uHTepdepoHa anbda,
uHTepdepoHa ramMmma, ruAPOKCUMOYEBHHEI, MuKO(eHonaTa Moderuna (MPA) u ero
cnoxH03(pUpHOrO nMpousBogHOro mukodenonara moperuna (MMF), WF-10, pubaBupuna,
WJI-2, NJI-2 XL, NJI-12, nonumepa noymsTunenumuna (PEI), remona, VGV-1, MOR-22,
BMS-936559, monyasitopost toll-mogoOueix penenropos (tlrl, tlr2, tlr3, tir4, tirS, tlr6, tlr7,
tlr8, tIr9, tIr10, tlr11, tlr12 and tlr13), puntatomumona u IR-103,

(15) Baxumubl mpotus BUY, BeIOpaHHbIE U3 IPYMIILIL, COCTOSAINEH U3 MENTHIHBIX
BAKLIMH, PEKOMOMHAHTHBIX O€JIKOBBIX CYObETUHNUYHBIX BAKLIMH, )KUBbIX BEKTOPHBIX BaKIUH,
JIHK-BakiyH, BaKLIUH HA OCHOBE BHPYCOMOIOOHBIX YaCTHII (IICEBJOBUPHOHHBIX BAKIIH),
NENTHIHBIX BaKUH Ha ocHoBe CD4, komOuHaimu BakuuH, rgp120 (AIDSVAX), ALVAC
HIV (vCP1521)/AIDSVAX B/E (gp120) (RV144), Remune, ITV-1, Contre Vir, AdS-
ENVA-48, DCVax-001 (CDX-2401), PEP-6409,Vacc-4x, Vacc-C5, VAC-3§,
PEeKOMOMHAHTHOH BakIIMHBI Ha OCHOBE aneHoBupyca-S ¢ JIHK u3 pa3ubix TakcoHoB (rAdS),
Pennvax-G, VRC-HIV MAB060-00-AB, AVX-101, Bakuunsl Tat Oyi, AVX-201, HIV-
LAMP-vax, Ad35, Ad35-GRIN, NAcGM3/VSSP ISA-51, sakiunsl ¢ nonu-ICLC B
kadyecTBe aabioBanTa, Tatlmmune, GTU-multiHIV (FIT-06), AGS-004, gp1406V2.TVI1+
MF-59, Bakuunbl rVSVIN HIV-1 gag, Bakuunel SeV-Gag, AT-20, DNK-4, Ad35-
GRIN/ENV, TBC-M4, HIVAX , HIVAX-2, NYVAC-HIV-PT1, NYVAC-HIV-PT4, DNA-
HIV-PT123, Buupenona, rAAV1-PGIDP, GOVX-B11, GOVX-B21, ThV-01, TUTI-16,
VGX-3300, TVI-HIV-1, Ad-4 (Ad4-env Clade C + Ad4-mGag), EN41-UGR7C, EN41-
FPA2, PreVaxTat, TL-01, SAV-001, AE-H, MYM-V101, CombiHIVvac, ADVAX, MYM-
V201, MVA-CMDR u DNA-AdS gag/pol/nef/nev (HVTNS505),

(16) anTurena k BUY, Oucnenuduueckue aHTUTENA U KAHTUTEIONMOJOOHBIE)
tepanepTudeckue Oenku (Takue kak DARTs®, Duobodies®, Bites®, XmAbs®, Tand Abs
®, mpoussoansie Fab), Bkimtouass BMS-936559, TMB-360 u MOJIEeKyJibl, HALIEJICHHbIE Ha
riukornpotenH gp 120 wim gp41 BUY, BeIOpaHHbIE U3 TPYIIIBbI, COCTOSLICH U3
6aBurykcumada, UB-421, C2F5, C2G12, C4E10, C2F5+C2G12+C4E10, 3-BNC-117 , KD-
247, PGT145, PGT121, MDXO010 (umumumymada), VRCO1, A32, 7B2, 10E8 u VRCO07,

(17) arenTsl, oOparnaroiye JaTeHTHOE COCTOSTHHE, BBHIOPAHHBIE U3 IPYIIIIbIL,
COCTOsALIeN U3 MHMMONTOPOB MMCTOHEALETUIIa3hl, TAKUX KaK POMHIEIICHH, BOPUHOCTAT,

HaHO6I/IHOCTaT, I/IHFI/I6I/ITOpOB MpoTCaCOM, TAaKUX KaK BEJIKaAC, AKTHBATOPOB INPOTCHHKHNHA3BI
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C (PKC), Takux Kak HHIOJIAKTaM, IPOCTPATUH, MHICHOJ B M MuanmiriniepuH-IakTOHBbIL,
nonomuimnaa, GSK-343, PMA, SAHA, unrubutopos BRD4, NJI-15, JQ1, aucynshpama u
amdorepurHa B,

(18) marudurops! 6enka p7 Hykneokancuna BUU (NCp7), BeIOpaHHbIE U3 IPYIIIBI,
cocrosien u3 a3oaukapOboHaMua,

(19) unruburops! cozpesanusi BUY, BeiOpaHHbIe U3 IPyIIbI, cocTosiel u3 BMS-
955176 u GSK-2838232,

(20) uaruduTopst PI3K, BeiOpaHHbIe U3 TPyMIbL, cOCTOsIIIEH U3 uaenanucuda, AZD-
8186, Oymapaucubda, CLR-457, nuktunucuba, HepaTuHiOa, puroceptuda, puroceptrda
Hatpusi, EN-3342, TGR-1202, annenucuba, nysenucuda, UCB-5857, tacenucuba, XL-765,
renatonucuba, VS-5584, komannucuba, kapOOKCHaMUI0TPpHUA30/1a OpoTaTa, mepudo3rHa,
RG-7666, GSK-2636771, DS-7423, nanynucuba, GSK-2269557, GSK-2126458, CUDC-
907, PQR-309, INCB-040093, nunapanucuda (pilaralisib), BAY-1082439, nuksurnnuta
(puquitinib) me3unara, SAR-245409, AMG-319, RP-6530, ZSTK-474, MLN-1117, SF-
1126, RV-1729, cononucuba, LY-3023414, SAR-260301 u CLR-1401,

(21) coenunenusi, packpbitbie B WO 2004/096286 (Gilead Sciences), WO
2006/110157 (Gilead Sciences), WO 2006/015261 (Gilead Sciences), WO 2013/006738
(Gilead Sciences), US 2013/0165489 (IlencunbBanckuii Y HuBepcuret), US20140221380
(Japan Tobacco), US20140221378 (Japan Tobacco), WO 2013/006792 (Pharma Resources),
WO 2009/062285 (Boehringer Ingelheim), WO 2010/130034 (Boehringer Ingelheim), WO
2013/091096A1 (Boehringer Ingelheim), WO 2013/159064 (Gilead Sciences), WO
2012/145728 (Gilead Sciences), W02012/003497 (Gilead Sciences), W02014/100323
(Gilead Sciences), W0O2012/145728 (Gilead Sciences), W0O2013/159064 (Gilead Sciences)
u WO 2012/003498 (Gilead Sciences), u

(22) npyrue nekapcTBeHHbIE cpencTBa i jeueHuss BUY, BbiOpaHHbIe U3 TPyIIbL,
cocrosimeit u3 TR-452, MK-8591, REP 9, CYT-107, amucioposupa, NOV-205, IND-02,
meTsHkedanuna, PGN-007, auemannana, ['amumyna, SCY-635, nponactuna, 1,5-
nukaddenonnxunosoit kucnotsl, BIT-225, RPI-MN, VSSP, Hlviral (H1Bupana), IMO-
3100, SB-728-T, RPI-MN, VIR-576, HGTV-43, MK-1376, rHIV7-shl-TAR-CCR5RZ,
reHHoTepanesTudeckoro cpeacrsa MazF, BlockAide (bnoxkeiin) u PA-1050040 (PA-040).
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[0142] B HekoTOpBIX BapuaHTax peaanu3aliui COeAUHEHNE, PACKPBITOE B HACTOSIIIEM
JOOKYMEHTe, WIH ero (apMalieBTUIeCKH NpUeMiieMasi COJb IPUMEHSIeTCs] B KOMOWHAINY C
OJIHUM, ABYMsl, TpeMsl UM OoJiee TOTIOHUTEIbHBIMU TePaneBTHUECKUMU areHraMu. B
HEKOTOPBIX BApHAHTAX PeaN3allii COEANHEHNE, PACKPBITOE B HACTOSIIEM JOKYMEHTE, HIIN
ero (hapmareBTHUECKH ITpHUeMIIeMast COJIb IPUMEHSIETCs] B KOMOWHAIUU C IBYMS
JOTIOJHUTENBbHBIMU TEPANIEBTUUECKUMU areHTamMu. B Apyrux BapuaHTax peaau3alnuu
COeIMHEHHE, PACKPBbITOE B HACTOSIIEM JOKYMEHTE, WIIH ero (hapMaleBTHIECKH IpreMiIeMas
COJIb IPUMEHSIETCS B KOMOUHALIMU C TPEMs IOTIOJIHUTEIbHBIMU TePaneBTUUYECKUMHU
areHtamu. B nanpHeNmux BapuaHTax peanu3aliy COeUHEHNEe, PACKPBITOE B HACTOSLIEM
JOKYMEHTE, WIH ero (papMalieBTHYEeCKU IpueMiieMasi CoJib IPUMEHsIETCs] B KOMOMHAIINHN C
YeThIPbMsI JONIOJHUTENbHBIMU TE€PANIEBTUYECKUMU areHTaMu. JTU OUH, [1BA, TPH, YEThIpe
wn GoJiee OTIOMHUTENbHBIX TEPAIeBTUYECKUX ar€HTa MOTYT IPECTABISATh COOOM
pa3uyYHbIE TEparieBTUUECKHE areHThl, BBIOPaHHbIE U3 OHOTO KJlacca TeparneBTUUYeCKUX
areHTOB, W/WUJIM OHU MOTYT OBbITh BIOpAHBI U3 Pa3HBIX KJIACCOB TEPANEBTHYECKUX areHToB. B
OJIHOM U3 KOHKPETHBIX BAPHUAHTOB PEAIN3aLIUN COCUHEHNE, PACKPBITOE B HACTOSIIEM
IOKYMEHTE, WK ero (apMaleBTUYeCKH IpUeMiieMasi COJIb TPUMEHSIETCs] B KOMOMHAIINHN C
HYKJICO3UIAHBIM WM HYKJIEOTUAHBIM HHIHOUTOpPOM 00paTHOi TpaHckpunTassl BUY u
HEHYKJICO3UIHBIM HHTMOUTOPOM 0OpaTHOH TpaHckpunrtassl BUY. B npyrom koHKpeTHOM
BapHaHTE peajn3alii COeJUHEHNE, PACKPBITOE B HACTOALIEM JIOKYMEHTE, UM €ro
dapmareBTH4YECKH TIpueMiieMast COJIb IPUMEHSIETCS] B KOMOWHALMHN C HYKJIEO3UAHBIM WU
HYKJICOTHIHBIM HHIHOUTOPOM 00paTHOH TpaHckpumntasel BUY, u coennneHmem,
uHrubupyomum nporeasy BUU. B npyrom BapuanTe peanusanyii COeANHEHNE, PACKPBITOE
B HACTOsLIEM JOKYMEHTE, WM ero (papMalieBTHUECKH ITpUeMIeMasi COJib IPUMEHSIETCS B
KOMOWHALINY ¢ HYKJICO3UAHBIM WIH HYKJIEOTHIHBIM HHITHOUTOPOM OOpaTHOM
TpaHckpunTassl BUY, HeHyKkI1€03uaHbIM HHIHOUTOpPOM 00paTHOM Tparckpunrassl BUY, n
coenuHeHreM, HHruoupyroumm nporeasy BUU. B nonosHUTesHOM BapHaHTE peain3aiuu
COeAMHEHHE, PACKPbITOE B HACTOSIIIIEM JOKYMEHTe, WM ero (JapMaeBTHIeCKH IpHeMiieMast
COJIb IPUMEHSIETCS B KOMOMHALIMU C HYKJICO3UIHBIM UJIH HYKJIEOTHIHBIM HHTHOUTOPOM
obpatHo# TpaHckpunTazbl BUY, HeHyK1€03UIHBIM HHTHOUTOPOM 00paTHOM
TpanckpunTassl BUY u cpeacTsoM, ynyuinaromuM papMaKOKHHETHUECKHE apameTpsl. B

HEKOTOPBIX BaApHAHTaX peajru3dalldi COCAMHECHUEC, PACKPBITOC B HACTOAILIEM JOKYMCHTE, UJIU
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ero (hapmarneBTHYECKH TpUeMIeMast CoJIb MPUMEHSIETCS] B KOMOWHAIIMY C TI0 MEHbIIEH Mepe
OJTHUM HYKJIEO3UAHBIM HHTHOUTOpOM oOpaTHO# TpaHckpunrassl BUY, naruburopom
MHTETPa3bl U CPEACTBOM, YIIYUIIAIOINM (hapMaKOKHHETHYECKHE apameTpbl. B npyrom
BapHaHTE pean3alii COeINHEHNE, PACKPHITOE B HACTOSIIEM JOKYMEHTE, UJIH €ro
(bapMaLeBTUYECKH MPUEMIIEMasi COJIb IPHUMEHSIETCS B KOMOUHALIMH C IBYMSI
HYKJICO3UAHBIMH WJIN HYKJICOTUAHBIMH HHTHOUTOpaMU 0OpaTHO TpaHckpunTassl BUY.
[0143] B KOHKpeTHOM BapuaHTe peajnu3aliui COeIUHEHUE, PACKPBITOE B HACTOSILEM
TOKYMEHTE, WK ero (hapManeBTHYECKH IIPHEeMIIEMasi COJIb TPUMEHSETCS] B KOMOMHALINY C
OITHHM, JIBYMsI, TPEMsI, YEThIPbMsI WK OOJiee TOTOJHUTEIbHBIMHU TEPANeBTHYECKUMH
areHTamu, BIOpaHHBIMU U3 pairerpasupa, Truvada® (Ternodosup au3onpokcui Gymapar
+amrpunurabun, TDF+FTC), mapasupoka, supysuptuna, Epzicom® (Livexa®, abakaBup
cynbgar +namusyaus, ABC+3TC), Trizivir® (abakaBupa
cynspart3unoBynunt+namuByand, ABC+AZT+3TC), anedosupa, anedoBupa
nunuBokcuia, Stribild ® (a3nBurerpaBup+koducraT+TeHOGOBUP TU30TPOKCHI (Hymapar
+amTpunuTabuH), pUINUBUPUHA, pulnuBuprHa runpoxiopuna, Complera® (Eviplera®,
pUINMUBUPHHA+TEHO()OBUpPA TU30TPOKCHIA (PyMapaTa +aMTpuLuTabrHa), KOOULKMCTATa,
Atripla® (3daBupens+renodoBup AU30MPOKCHI PymMapaT +3MTPpULUTAONH), aTa3aHABUPA,
aTa3zaHaBupa Cyibdara, JoJayTerpaBupa, snsurerpasupa, Aluvia® (Kaletra®,
JIOTIMHABUP+PUTOHABHP), PUTOHABHPA, SMTPUIUTAONHA, aTa3aHABUpA Cyibdara +
pPUTOHABHPA, TAPYHABHPA, JAMHUBYAMHA, MPOJIACTHHA, (ocamnpeHaBupa, pocaMmnpeHaBupa
kanbLus, d¢pasupensa, Combivir® (3unosynuat+namusynud, AZT+3TC), stpasupuna,
HemHaBHpa, HepHABUpA Me3waTa, HHTepdepoHa, AMAAHO3MHA, CTABYIMHA,
WHIMHABUPA, UHIMHABHPA CyJb(aTa, KOMOMHALIMH TEHO(DOBUD + IJAMHMBYANH, 3HIOBYANHA,
HEBHpAIHHA, CAKBHHABHPA, CAKBUHABHPA ME3UJIATA, AJIbIeCIeHKHNHA, 3aIbIUTA0HHA
TUIPAHAaBHpa, aMIIPEHABUPA, IeNaBUPUINHA, fenaBupuanHa Mesuinara, Radha-108
(Receptol), Hlviral, komOuHaumu saMuByquH + TeHOGQOBHP TU3OMPOKCHIT (yMapar,
koMOnHanmu 3¢asupeHs + tamuByuH + TeHohoBHp au3onpokcui pymapart, Gocdasuna,
KOMOHMHAIIMY JJAMUBYIMH + HEBUPAIUH + 3UIOBYANH, abakaBupa, abakaBupa cynbdara,
TeHo(oBHpa, TeHOPOBHpPA TU3OTPOKCHIIA, TeHOPOBUpPA TU30TPOKCHIIa (hymapara,

teHodoBupa anaperHamuaa u TeHodoBupa anadenamuna remudpymapara.
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[0144] B koHKpeTHOM BapuaHTe peajnu3alii COeIUHEHUE, PACKPBITOE B HACTOSIIIEM
AOKYMECHTE, UJIU €0 (I)apMaLIeBTI/ILIeCKI/I npuemiieMas COJib IPUMEHSCTCA B KOM6I/IHaL[I/II/I C
abakaBHpoOM cynb(haToM, TEHOPOBUPOM, TEHO(POBUPOM JUZOTPOKCHIIOM, TEHOGOBUPOM
AU30TMPOKCHIIOM (pyMapaToM, TeHOGOBHPOM AM3OMPOKCUIOM reMu(yMapaTom,
TeHo(poBHpPOM ajadeHaMuaoM Win TeHOHOBUPOM allageHaMUuaoM reMudymapaTom.

[0145] B koHKpeTHOM BapuaHTe peajnu3alui COeIUHEHNE, PACKPBITOE B HACTOSIIIEM
AOKYMEHTE, UJIU €0 (I)apMaLICBTI/ILIeCKI/I npuemiieMas COJib IPUMEHSCTCA B KOM6I/IHaL[I/II/I C
TEHO(POBHPOM, TEHOGOBHUPOM TUIOTPOKCHIIOM, TEHO(GOBUPOM AUZOMPOKCHIOM (hyMapaTom,
TeHO(OBHPOM ajaheHaMUIOM WU TeHO(POBUPOM ajlaheHaMUIOM reMudymapaTom.

[0146] B KOHKpETHOM BapuaHTe peaan3alui COeIUHEHUE, PACKPBITOE B HACTOSILEM
TIOKYMEHTE, WK ero (apMaleBTUYeCKH TpUeMIieMasi COJIb MPUMEHSIETCS] B KOMOMHAIINHN C
NEPBbIM JOTIOJIHUTECIBbHBIM TCPANECBTUICCKHUM ar€HTOM, BbI6paHHbIM U3 I'PYHIIbL, COCTO;IH_[eﬁ
u3: abakaBupa cynbdara, TeHohoBUpa, TEHOPOBUPA TUIOMPOKCHIIA, TEHO(POBHPA
au3onpokcuna ¢pymapara, reHodosupa anadpeHamuna u teHodosupa anadeHamuna
remudymapara, 1 BTOPbIM JOMOJHUTENbHBIM TEPANEBTUUYECKHM areéHTOM, BEIOPAHHBIM U3
IPYIIIBL, COCTOSIIIEH U3 SMTPHLNTAONHA U JIAMHBY IUHA.

[0147] B KOHKpeTHOM BapuaHTe peajnu3aliui COeIUHEHUE, PACKPBITOE B HACTOSILEM
JOKYMEHTE, UJIH ero (hapMaleBTUUECKU MTPHEMJIEMasi COJIb IPUMEHSIETCS] B KOMOMHALINH C
MEPBLIM NOMOJHUTECIBbHBIM TEPANCBTUICCKHUM ar€HTOM, BbI6paHHbIM U3 I'PYHIIbL, COCTOﬂH_[eﬁ
u3: TeHo(oBupa, TeHODOBHPA AUZOMIPOKCUIIA, TEHO(OBUpPA AU30MPOKCHUIIa pymapara,
teHo(oBUpa anadeHamua u TeHOPOBUpA anadeHaMmua reMudymapara u BTOPbIM
AOIMOJIHUTEIIbHBIM TE€PANICBTUYCCKUM arcHTOM, IpUieEM BTOpOI\/'I HOHOHHHTeHbeIﬁ
TEPANEeBTUYECKUI areHT MPeNCTaBIsIeT COO0H SMTPULIUTAONH.

[0148] B HekoTOphIX BapuaHTax peaan3aliy COeAUHEHNE, PACKPBITOE B HACTOSLIEM
JOKYMEHTE, WM ero (hapMaleBTUUECKU MTPHEMJIEMasi COJIb IPUMEHSIETCS B KOMOMHALIUY C S-
30 mr reHooBHpa anadeHamuna pymapara, TeHopoBHUpa anadeHamuna remrdymapara HiH
teHo(oBUpa anadpeHamuna u 200 Mr sMTpuruTabrHa. B HEKOTOPBIX BapHaHTax peann3anuu
CO€ZMHEHHE, PACKPBITOE B HACTOSIIIEM JOKYMEHTE, WU €ro (hapMalleBTHUECKHU NpreMieMas
COJIb IPUMEHSIETCs B kKomOuHauuu ¢ 5-10, 5-15, 5-20, 5-25, 25-30, 20-30, 15-30, unu 10-30
mr TeHodoBupa anaperHamuaa pymapara, reHooBupa anadpeHamuna remudpymapara mim

teHo(oBUpa anadpeHamuna u 200 Mr sMTpuLUTaONHA. B HEKOTOPBIX BapHAHTAX peai3aluu
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COeIMHEHHe, PACKPbITOE B HACTOSIIEM JOKYMEHTe, WITH ero (hapMalleBTUIECKH MpHeMiIeMast
CoJib puMeHsieTcst B komOuHauuu ¢ 10 mr tenodosupa anapenamuna gymapara,
teHo(doBupa anadpenamuna remudpymapara wim teHodosupa anadpenamuna u 200 mr
sMTpunUTabNHA. B HEKOTOPBIX BapHaHTax peasn3aluy COeIHHEHNE, PACKPBITOE B
HACTOSIIEM JJOKYMEHTE, WK €ro (papMalieBTHUECKU TpUeMJIeMast COJIb TPUMEHSIETCS B
koMOuHanuu ¢ 25 Mr teHodoBup anadenamuna pymapara, TeHopoBHpa anadpeHamuIa
remudymapara nim teHodosupa anapenamuna u 200 mr smrpunuradbuna. CoenquHeHue,
PaCKpBITOE B HACTOSIIIEM AOKyMEHTe (Harpumep, coeannenne @opmyuer (1)), MoxHO
NMPUMEHSATDH B KOM6I/IHaL[I/II/I C areHTaMy, paCKpbITbIMH B HACTOALIEM JOKYMEHTE, MPU J'IIO6OM
3HAa4YeHUHU JO3UPOBKH coeauHeHus (Hanpumep, ot 10 mr o 1000 Mr coenunenust, ot 10 Mr
10 500 mr, uiu ot 75 Mr 1o 100 Mr coeHeHuUs), TaK e Kak ecJid Obl Kajkaasi KOMOUHALHSI
JO3MPOBOK ObljIa NMPpHUBEAEHA KOHKPETHO U B SIBHOM BHJIE.

[0149] B HekoTOpBIX BapraHTax peaau3aiii COSAUHEHNE, PACKPBITOE B HACTOSIIIEM
AOKYMEHTE, UJIHU €0 q)apMaL[eBTI/ILIeCKI/I npuemiieMas COJib NIPUMEHSACTCA B KOM6I/IH3,LII/II/I C
200-400 mr TeHO(OBUpa AM3OMpOKCHIa PpymapaTa, TCHOPOBHPA TU3OMPOKCHUIIA
remudymapara wiu TeHopoBHupa auzonpokcuia u 200 mMr sMmTpunuTabuHa. B HeKOTOpbIX
BapUAHTAaX peajn3alii COeINHEHNE, PACKPBITOE B HACTOSIIEM TOKYMEHTE, UJIH ero
(bapmaleBTUYECKH TpuemMIieMasi CoJib IpuMeHsieTcss B komOuHarmu ¢ 200-250, 200-300,
200-350, 250-350, 250-400, 350-400, 300-400, wmu 250-400 mr TeHO(QOBUpPA AU3OMPOKCHIIA
dymapara, TeHOpOBHUpa AU30NPOKCHUIIA reMupyMapaTa UM TeHOGOBHPA AU30MPOKCHIA U
200 mr smTpunuTabuHa. B HEKOTOPBIX BapHUaHTaX peain3aliil COeTUHEHUE, PACKPBITOE B
HACTOsALIEM NOKYMCHTE, UJIU €0 @apMaueBTqucm/I npuemiieMas COJib MPUMEHSCTCA B
koMmOuHatmu ¢ 300 mr TeHo(oBHpa AM30TPOKcUIa pyMapara, TeHOGOBHUpPa AU3OTPOKCUIIA
reMudymapara win TeHoposupa auzonpokcuna u 200 mr smtpurprabuna. CoennHeHue,
PacKpBITOE B HACTOSAIIEM JOKyMeHTe (Hanpumep, coenuHeHne @opmynsl (1)) ,MoxxHO
NPUMEHSTh B KOMOMHAIINH C aT€HTAMH, PACKPBITBIMU B HACTOSIIEM JIOKYMEHTE, MPU JTIF000M
3HAYeHHUH O3UPOBKH coenuHeHus (Hanpumep, ot 10 mr o 1000 mr coequnenwust, ot 10 Mr
10 500 mr, unu ot 75 Mr 1o 100 Mr coenuHeHus ), TaK ke Kak eCiIi Obl Kaykiasi KOMOWHAIINS
TO3MPOBOK ObIjIa MPHUBEAEHA KOHKPETHO U B SIBHOM BHJIE.

[0150] B HeKOTOpBIX BapuaHTax peajnu3aluy €Clii COEANHEHUE, PACKPBITOE B

HAaCTOALIEM OOKYMCHTE, IIPUMCHAIOT B KOM6I/IHaI_II/II/I C OOHHUM HJIHU ooiee JOIIOJIHUTECIIBHBIMHA
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TepaneBTUYECKUMHU areHTaMH, KaK OMKMCAHO BbILIE, KOMIIOHEHTbI KOMIIO3ULIUN BBOAST B
pEe’KHUMe OJJTHOBPEMEHHOI'O MIIU TOCIIE0BATEIbHOIO BBeeH . B ciydae
MOCJIEIOBATENIBHOTO BBEIEHHsI KOMOMHALIMIO MOKHO BBOAUTD 3a ABa UK Oosiee BBEJEHUH.
[0151] B HekoTOphIX BapuaHTax peajn3alui COeIUHEHUE, PACKPBITOE B HACTOSILIEM
JIOKYMEHTe, O0OBbEeUHSOT (IPUMEHSIOT B KOMOWHALIMK) C OAHUM I Ooee
JOTOJTHUTEIbHBIMU TEPANIEBTHYECKIMHU areHTaMH B €IMHOM JIEKApPCTBEHHOU opme st
OJTHOBPEMEHHOI'0 BBE/IEHHSI [TALINEHTY, HAIlpUMep, B BIIE TBEPIOH JleKapcTBEHHOH (popMbl
111 IEPOPAIBHOTO BBEJICHUSI.

[0152] B HEKOTOpBIX BapHaHTax peasu3aliyi COeAMHEHHE BBOIAT C OJHHUM WK Oolee
APYTUMU TepaneBTU4eCKUMU areHTaMu. COBMECTHOE BBECHUE COCMHEHUs], PACKPBITOTO B
HACTOSIIIEM TEKCTe, C OHIM WU OoJiee APYTUMH TePANeBTUIECKIMU areHTaMHu B LIEJIOM
OTHOCHUTCS K OZTHOBPEMEHHOMY WJIU TOCJIEI0BATEIbHOMY BBEJICHUIO COEANHEHNS,
PACKpBITOrO B HACTOSLIEM TEKCTE, U OJHOTO UJM OoJiee IOTIONHUTENbHBIX TePAeBTHUECKUX
areHTOB, PH KOTOPOM TepaneBTHYeCKH 3P PeKTHBHBIC KOJNYECTBA COCIIMHEHS,
PaCKpBITOrO B HACTOSALIEM JOKYMEHTE, M OJJTHOTO WM 0oJiee JOTOTHUTENbHBIX
TEepPaneBTUYECKHUX ar€HTOB OJHOBPEMEHHO NMPUCYTCTBYIOT B OPraHU3Me MALUEHTA.

[0153] CoBMecTHOE BBEZIEeHHE BKIJIFOUAET BBEIEHUE PA30BbIX 103 COENMHEHU,
PACKPBITBIX B HACTOALIEM JOKYMEHTE, A0 WIH MOCJIE BBEIEHUS PA30BbIX 103 OJHOTO WIH
0oJee TOTOHUTENBHBIX TePAIIEBTHUECKIX ar€HTOB, HAIPUMEP, BBEACHUE COCIMHEHUS,
PACKPBITOrO B HACTOSILIIEM JOKYMEHTE, B MpeAeax CeKyHJ, MUHYT UJIM YacOB OT BBEJCHUS
OJTHOTO MK OOJIee NOTIOJHUTENbHBIX TEPANEBTUYECKUX areHToB. Hanprmep, HEKOTOPBIX
BAapPHAHTAX peaU3aliU Pa30BYIO 03y COCIUHEHMs], PACKPBITOrO B HACTOSIIIEM TEKCTE,
BBOJSAT NE€PBOH, MOCJE Yero, B TEUEHUE CEKYH] WM MUHYT, BBOJST Pa30BYIO O3y OJHOTO
wn OoJiee TOTIOTHUTENBbHBIX TEPANIeBTHYECKUX areHTOB. B KauecTBe albTepHATHBBI B
APYTUX BapUaHTaX peajn3alliyl pa3oBYIO 03y OJHOTO UM OoJiee HOMONIHUTETbHBIX
TEPANEeBTUYECKUX ar€HTOB BBOJAT MEPBOIA, IOCIIE YEr0 BBOAAT PA30BYIO 03y COCIUHEHMUS,
PACKPBITOrO B HACTOSIIIEM JOKYMEHTE B IIpeieNiax CeKyH U MUHYT. B HEeKOTOpBIX
BAPHAHTAX PEATU3ALUHU PA30BYIO 03y COCAUHEHMs], PACKPBITOrO B HACTOSIILEM TEKCTE,
BBOJSIT IIEPBOH, 3aT€M IOCJIE TIEPHOA, MPOAODKUTENBHOCTh KOTOPOTO H3MEPSIETCsl B 4acax
(Hammpumep, 1-12 1), BBOAAT pa3oByIO A03y OJHOTO MJIH 0OJiee TOTIOTHUTEIBHBIX

TEPaNeBTUYECKUX areHToB. B npyrux BapuaHTax peanus3aluy pa3oByIO A03Y OJHOTO WIH
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0oJee TOMOTHUTEBHBIX TePAIIEBTHUECKIX areHTOB BBOJST MEPBOH, 3aTe€M MOCIIE TEPHOJIA,
MPOAOJIKUTENBHOCTh KOTOPOTO U3MepsieTcsl B yacax (Hampumep, 1-12 9), BBOAAT pa3oBYIO
N03y COEANHEHMS], PACKPBITOrO B HACTOSIIIEM TOKYMEHTE.

[0154] B HexOTOpBIX BapHaHTax peasu3alyy MPeAIOKeH CII0Co0 IeUeH st Wln
npenorepatienuss BUU-undpekumn y yenoseka ¢ 3Toi nHpekunen i puckoM nHOEeKInu,
BKJIFOUAIOIIUH BBEICHUE YKa3aHHOMY YeJIOBEKY TE€PareBTHUECKH d(PPEKTUBHOTO
KOJIMYECTBA COENMHEHUs], PACKPBITOrO B HACTOSIIIEM TOKYMEHTE, MU ero (papMaleBTUYeCKH
pUEMJIEMOH COJI B KOMOMHALIMU C T€PaneBTUYeCKH 3(h(EKTUBHBIM KOJUIECTBOM OJHOTO
wiu Oosiee (HampuMep, OJJHOTO, IBYX, TPEX, OJHOTO WJIH JIBYX, HJIU OT OJJHOTO JIO TPEX)
JOTIOJTHUTENbHBIX TEPANeBTUUECKUX areHTOB. B 0IHOM BapuaHTe peajan3aluy NpeajioKeH
croco0 neuennst BUU-undekunu y gyenoseka ¢ 5Toit nHpeKuuei uin puckoMm nH(pekuuy,
BKJTIOYAIOIIUN BBEIEHHE YKa3aHHOMY YEJIOBEKY TepaneBTHUECKU 3P PeKTUBHOTO
KOJIMYECTBA COENMHEHUs], PACKPBITOrO B HACTOSIIIEM TOKYMEHTE, MM €ro (papMareBTUIecKu
pUEeMJIEMOH COJI B KOMOMHALIMHU C TepaneBTU4eCckKu 3((EKTUBHBIM KOJUYECTBOM OJHOTO
wim Oojiee (HanmpuMep, OJHOTO, IBYX, TPEX, OJHOTO MJTH JIBYX, HJIU OT OJJHOTO JIO TPEX)
JOTIOJIHUTENBbHBIX TEPANIEBTUUECKHUX ar€HTOB.

[0155] B onHOM BapuaHTe peanuszanud npeayioskeHbl HapMaleBTUYeCKHe KOMITO3ULUH,
CoJZleprKallie COCTUHEHNE, PACKPBITOE B HACTOSIIEM JOKYMEHTE, UK ero (hapMaleBTUIECKU
NPUEMJIEMYIO COJIb, B KOMOMHALIMU C OAHUM WK OoJiee (HanmpuMep, OTHUM, OBYMSI, TPEMs,
OJIHUM WJIY IBYMsI HJTU OT OHOTO JI0 TPEX) AOMOJHUTEIbHBIMU TEPATICBTHUECKUMHU
areHTamu ¥ (papMareBTUIECKU PUEMIIEMBII HOCUTENTb, pa30aBUTEIb HITH BCIOMOTATEIIBHOE
BELIECTBO.

[0156] B HEKOTOpBIX BapuaHTax peajM3aliy B HACTOSIIEM OMMCAHUN PACKPBIT CIIOCO0
neuenus BUU-uHdpekuy, BKIIOYAOIINNA BBECHHE MALUEHTY, HYKIAI0IEMYCsl B 3TOM,
TepaneBTHYeCcKu 3(P(HEKTUBHOTO KOJIMYECTBA COCTUHEHHSI, PACKPBITOTO B HACTOSIIIEM
TOKYMEHTE, WIH ero (hapMalieBTHIECKU MPUEMIIEMON COJTM B KOMOWHAIINY C
TepaneBTU4ecK 3(H(HEKTUBHBIM KOJMYECTBOM OJHOTO HITH 0OJiee AOMOJHUTEIbHBIX
TEPaNeBTUYECKUX areHTOB, KOTOPBIE MOAXOAAT [yt JeueHus: BUY-undexmm.

[0157] B HekoTOphIX BapuaHTax peaan3aliuy COeUHEHNE, PACKPBITOE B HACTOSILIEM
JOKYMEHTE, WK ero (hapMaleBTHUECKU MTPHEeMJIeMasi COJIb MPUMEHSETCS] B KOMOWHALIMU C

OIHHUM, ABYMs, TPEMS U Oouee JAONOJIHUTCIBbHBIMU TCPAIICBTUUCCKUMU arCHTaMM. B
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HEKOTOPBIX BAPUAHTAX PEANU3ALUHN COCIMHEHUE, PACKPBITOE B HACTOSILEM JTOKYMEHTE, WU
ero (hapmareBTHYECKH ITpUeMIeMast COJIb IPHUMEHSIETCs] B KOMOMHALIMY C IBYMS
JOTIOJIHUTENIbHBIMY TE€PANeBTUYECKUMU areHTaMu. B 1pyrux BapuaHTax peanusanuu
COEIMHEHHE, PACKPbITOE B HACTOSIIEM JOKYMEHTe, WIIH ero (apMaleBTHIeCKH IpHeMiIeMast
COJIb IPUMEHSETCS B KOMOWHAIIMU C TPEMS IOTIOJNHUTEIbHBIMU T€PaNeBTUUECKUMHU
areHtamu. B nanpHeNIINX BapUaHTax pealu3alii COAUHEHHE, PACKPBITOE B HACTOSLIEM
JIOKYMEHTe, WK ero (papMalieBTHIeCKH IpueMiieMasi Colib IPUMEHSIETCs] B KOMOMHAINHN C
YeTbIPbMsI JOTIOJIHUTENIBHBIMY TEPANEBTUYECKUMH areHTaMu. DT OZIUH, J1Ba, TPU WU
OoJee TOTOHUTENBHBIX TePAIIEBTHUECKIX Ar€HTOB MOTYT MPEACTABIISITh COOON pa3IMYHbIe
TepaneBTHYECKHUE areHThl, BBIOPaHHbIE U3 OJJHOTO KJIAcCa TEPaNeBTUUECKUX areHTOB, W/HIH

OHH MOT'YT OBITH Bbl6paHbI N3 PA3HBIX KJIACCOB TCPAIICBTUYCCKUX aI'CHTOB.

Ipumenenue xomounuposannoii mepanuu BHY

[0158] B HeKOTOpBIX BapuaHTax peaqu3alyy COeTUHEHHe BBOIST C OJHUM UITH Oosiee
APYTUMHU TEPANICBTUYCCKUMU AarCHTAMU. CoBMecTHOE BBCACHUEC COCAUHCHUS, PACKPBITOIO B
HACTOSILIEM TEKCTe, C ONHUM WiH OoJiee IPYTrUMH TePArleBTUYECKHMHU areHTaMH B L[EJIOM
OTHOCUTCA K OJHOBPEMEHHOMY WJIX MMOCJIEAOBATEIbHOMY BBEACHUIO COCANHEHUS,
PACKPBITOTO B HACTOSIIIIEM TEKCTE, U OJJHOTO WK 00Jiee JOTOJHUTEIbHBIX TEPAIeBTUYECKIX
areHTOB, MPH KOTOPOM TepaneBTHYeCKH 3(PeKTHBHOE KOMMUYECTBO COSTUHEHUS,
PACKpPLITOrO B HACTOALIEM TCKCTE, U OAHOTO UJIU 60.]'[66 AOMOJHUTEJIbHBIX TEPANCBTUICCKUX
areHTOB OJHOBPEMEHHO MPUCYTCTBYIOT B OpraHu3Me namueHta. B ciydae
MOCJIEIOBATEIbHOTO BBEIEHUS] KOMOMHALIMIO MOKHO BBOJHUTH 3a J1BA WK OOJiee BBEACHUN .
[0159] CoBMecTHOE BBEJIEHUE BKJIFOUAET BBEICHUE PA30BBIX 103 COEAMHEHUH,
PACKPBITBIX B HACTOALIEM JOKYMEHTE, A0 WM MOCJIE BBEIEHUS PA30BbIX 103 OJHOTO UIH
0oJiee NOMOJIHUTENBHBIX TePANleBTHUECKUX areHToB. Hanpumep, coenuHeHme, pacKpbiToe B
HACTOSIIEM JOKYMEHTE, MOKHO BBOJUTD B TEUEHUE CEKYH/, MUHYT WJIM YaCOB OT BBEICHUs
OJTHOTO MUK OOJiee JTOTOJHUTENbHBIX TePAIIeBTUUECKHIX areHTOB. B HEKOTOpBIX BapHaHTax
peanu3aluy pa3oBYIO 103y COEANHEHUS], PACKPBITOrO B HACTOSIIIIEM TEKCTE, BBOJAT MEPBOIA,
MOCJIe Yero, B TeUEHHe CeKYH/I WJIM MUHYT, BBOJST Pa30BYIO 03y OJHOTO Wiu OoJiee

AOIMOJIHUTEJIbHBIX TCPANIEBTUICCKUX arCHTOB. B xauectBe AJIbTCPHATUBHBI, PA30BYIO 103y

OJJHOI0 UJin Oouee JAOIMNOJIHUTCIIbHBIX TCPAICBTUUCCKUX ar€HTOB BBOJAT HGpBOfI, nocJjie 4ero
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BBOJIAIT PA30BYIO 03y COCMHEHUS, PACKPBITOIO B HACTOSIIIEM TEKCTE, B NIPEAeax CeKyH
WM MUHYT. B fpyrux BapuaHTax peajausaliy pa3oBYIO J03y COEIUHEHHs], PACKPBITOrO B
HACTOsLIEM TEKCTE, BBOJAT MEPBOI, 3aTeM, MOCIE NEPUOAA, MPOAOKUTENBHOCTh KOTOPOTO
u3MepsieTcs B yacax (Hanpumep, 1-12 1), BBOAAT pa3oByIO 103y OJHOTO WK Oolee
JOTIOJIHUTENbHBIX TePANeBTUUYECKUX areHTOB. B Apyrux BapuaHTax peaausaliy pa3oByIO
I03y OJHOTO WK O0Jiee NOTONHUTEIbHBIX TePANEeBTHYECKUX areHTOB BBOAST NEPBOH, 3aTeM
HIOCJIe IEPUOAA, IPOJOIDKUTENIBHOCT KOTOPOTO U3MepsieTcsl B yacax (Hampumep, 1-12 1),
BBOJST Pa30BYIO 103y COCAMHEHUs], PACKPBITOIO B HACTOSIIEM JOKYMEHTE.

[0160] B HekoTOphIX BapuaHTax peajn3alui COeIUHEHUE, PACKPBITOE B HACTOSILIEM
JIOKYMEHTe, OOBEUHSOT (IPUMEHSIOT B KOMOWHALIMH) C OHUM I Ooee
TONOJIHUTEIbHBIMH TEPANEBTUYECKIMHU ar€HTAMH B €IHOM JIEKapCTBEHHOH (hopme ast
OJTHOBPEMEHHOT'O BBE/IEHHsI TALIMEHTY, HAIPUMep, B BU/IE€ TBEPAOIl JIeKapCTBEHHOH (hOPMBI
111 IEPOPAIBHOTO BBEJICHUSI.

[0161] B HekoTOphIX BapuaHTax peanuszauuu coenuHerre @opmysl (1) npeacraBieHo B
npenapare B popme TaOIeTKH, KOTOpask MOXKET HeoOsA3aTeNIbHO COMlepKaTh OMHO WK Ooee
IPYTUX COEAMHEHUM, mojie3HbIX st JeueHuss BUY. B HekOoTOphIX BapuaHTax peann3ani
TabJIeTKa MOKET COAEPIKATh APYrOi aKTUBHBIM MHTPeIUeHT st euenus BUY, Takoii kak
UHrubuTopsl nporeassl BUY, HeHyK1€0o3uAHbIE WIH HEHYKI€OTUIHbIE HHTMOUTOPBI
obpatHo# TpaHckpunTazbl BUY, Hykiieo3uaHble HIIH HYKJICOTHIHbIE HHIHOUTOPBI
oOpatHo# TpanckpunTassl BUY, narudurope! uarerpassl BUY, nHrubutope! uHTErpassl
BUWUY, cBsi3biBaroOIMeECs He B KATAJIUTUYECKOM caiiTe (MM ajioCTepUYECKHE), BELIECTBA,
yaydiamue GapMakOKHHETUKY U UX KOMOUHALINH.

[0162] B HEKOTOpBIX BapuaHTax peajn3alyy TaKue Ta0NEeTKU MOIXOAST Uil IpUeMa

OJIIH pa3 B JICHb.

Kombunuposannas mepanus BHY

[0163] B onucaHHBIX BbIlIE BAPUAHTAX pea3allid JOTIOJHUTEJIbHBIN
TepaneBTHYECKUH areHT MOXeT MpeacTaBiaTh codoit antu-BHUY arent. Harpumep, B
HEKOTOPBIX BapHAHTAX PeaU3allii JOTIOJHUTEIbHbBIN TepareBTHUECKUI areHT BhIOpaH U3
TPYIIIBI, COCTOSIIEH U3 KOMOMHUPOBAHHBIX JIEKAPCTBEHHBIX CPEACTB It jeueHus: BUY,

IOPYTUX JIEKAPCTBEHHBIX CpeacTB s jJeueHus: BUY, uaruburopos nporeasst BUY,
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HEHYKJICO3UIHBIX WJIM HEHYKJIEOTHIHBIX HHTMOUTOPOB 00paTHOM TpaHCckpunTassl BUY,
HYKJICO3UAHBIX WJIH HYKJIEOTHUAHBIX MHIMONTOPOB 0OpaTHOMH Tpanckpunrassl BUY,
UHTHOUTOPOB UHTErpassl BUY, uarnouropos uarerpassl BUY, cBs3pIBaroInXCs HE B
KaTaJIITUIECKOM caiiTe (MIIH aJUIOCTEePUIECKUX ), THTHOUTOPOB MpoHnKHOBeHus: BUY B
KJIETKY, UHTHOUTOpOB co3peBanus BIY, areHTOB, 00palaroIiyux JaTeHTHOE COCTOSIHUE,
COEMHEHU, HalleleHHbIX Ha kanicug BUY, nMMyHOTepaneBTHUeCKUX CPENCTB,
uHruoutopos pochannosuron-3-kuHasel (PI3K), anturen k BUY, ducnenmdruecknx
AHTUTEJ U aHTUTEJONOJOOHBIX» TepaneBTHUECKUX OeNKOB, HHTHOUTOPOB MaTPUKCHOTO
6enxa BUY p17, anraronuncros MJI-13, MOaynaTOPOB MENTHAMI-POTHAI-LIUC/ TPAHC-
n30Mepasbl A, HHTHOUTOPOB NMPOTEHH-ANCYIb(QUAN30MEPa3bl, aHTATOHUCTOB pPeLenTopa
xommiemenTa CS5a, uaruduropa JIHK-merunrpancdepassl, moaynstopos rena BUU vif,
aHTaroHUCToB nuMepusaunu Vif, nHruburopos ¢pakropa nHpekunoHHoctu supyca BUU-1,
unruoutopos O6enka TAT, monynsitopos Nef BUU-1, moaynsitopos Tupo3unkuHassl Hek,
UHrHOUTOPOB KMHA3bl cMemmanHoH muHnn-3 (MLK-3), maruduropos crutiicuara BUU-1,
uHruouTopos Oenka Rev, aHTaroHNCTOB MHTErPHHA, HHT'HOUTOPOB HYKJICOTIPOTENHA,
MOJYJISITOPOB (hakTOpa CIIaiiCUHIa, MOIYJISTOPOB coaepskaiiero nomen COMM Genka 1,
uHruoutopos pudonykireasst H BUY, monynstopos perpounkinnna, nHruouropos CDK-9,
uHruoutopos ICAM-3-cBsI3bIBaIOIEro HEUHTErpUHA | TEHAPUTHBIX KJIETOK, HHTHOUTOPOB
6enxa GAG BHUY, unrudurtopos 6enka POL BUY, mopynsaTopos ¢akxropa kommiemeHnTa H,
UHTHOUTOPOB YOMKBUTHHIIUTA3bl, THTHOUTOPOB AE30KCHLIMTUANHKHHA3BI, HHTUOUTOPOB
LUKJIMH-3aBICUMOM KMHAa3bl, CTUMYJISITOPOB MPONPOTENHOBOH KOHBepTa3bl PCY,
uHrnouTopoB AT®-3aBucumoit PHK-renukasst DDX3X, HHrHOMTOPOB NMpaliMUPYIOIIEro
KOMIUIeKca oOpaTHO# TpaHckpunTasbl, uHrnonTopoB HAJIH okcunassl u G6PD, Bemectsa,
ynydmaromue GapMakOKHHETHKY, cpencTsa renHoi Tepanun BHY, Bakuunb! npotrs BUY

U UX KOMOWHAIHIA.
Kombunuposannsie cpeocmea onsn nevenus BUY

[0164] IIpuMepsl KOMOMHUPOBAHHBIX IEKAPCTBEHHBIX CPeACTB BKmouaroT ATRIPLA®
(3daBupens, TeHoGoBUp AU3OMPOKCUN pymapar u smrpunutabun), COMPLERA®
(EVIPLERA®, punnusupuH, TeHOGOBUp AU30TPOKCHI GyMapaT U SMTPUIUTAOKH),

STRIBILD® (3nBuTerpaBup, KOOULUCTAT, TeHOQOBUP AU3OMPOKCHN pymMapaT 1
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smrpunurabun), TRUVADA® (Teodosup ausonpokcit GyMapaT ¥ SMTPULUTAOHH,
TDF+FTC), napyHasup, TeHodosup anapenamus remudymapar, SMTpULUTAONH U
KoOuuIMCTaT, 3paBUPEH3, JTAMHUBYIUH U TEHO(DOBHP AU3OMPOKCHI (PymMapar, JaMUBYIUH H
TeHO(OBUp TU30TPOKCHIT pyMapaT, TeHOGOBHP U JTaMUBYAHH, TeHO(GoBUp anadernamun and
SMTpULIMTAOUH, TeHO(OBHP anadeHamMus, SMTPULUTAOUH U PUIIMBUPHH, TEHOQOBUP
anadeHamua remudymapat u SMTpULMTAONH, TeHOGOBHUD anadeHamun remudymapar,
SMTPULUTAONH U PUINHUBUPHH, TeHO(oBUp anapeHamun remudymapar, SMTpULIUTAONH,
xobunuctaT u sasuterpasup, COMBIVIR® (sugosyaun u namusynud, AZT+3TC),
EPZICOM® (LIVEXA®, abakasup cynbdar u namusymus, ABC+3TC), KALETRA®
(ALUVIA®, nonunasup u putonasup), TRIUMEQ® (nonyrerpasup, abakasup u
namupyaus), TRIZIVIR® (abakasupa cynb(ar, 3u0ByIHH 1 JAMUBYIHUH,
ABCHAZT+3TC), arazanaBup u KOOULIUCTAT, aTa3aHaBUP Cyib(aT 1 KOOHIUCTAT,
aTtazaHaBup cyibdaT U PUTOHABUD, AAPYHABUDP U KOOUIIMCTAT, AOIYTErpaBUp U
PUWINMBHPHH, TOJYTErpaBUp U PUINHUBUPHH THAPOXIIOPHI, TOIyTErpaBup, abakaBup
cynbdar U JAMUBY/AUH, JAMUBYIUH, HEBUPAIMH U 3UIOBYIUH, PAITETPABUP U JIAMHBYIHH,
AOPaBUHUD, IJAMUBYAUH U TEHO()OBHP AU3ONPOKCHI (pyMapar, fOpaBHHUP, JAMUBYIUH U
TeHO(OBUP TU3OTPOKCIIL, JIOTIMHABUP , PUTOHABHUP, 3UIOBYAUH U JIJAaMHUBYIHH, Vacc-4X U

pomunerncun u APH-0812.
Jlpyeue nexapcmeennvie cpeocmea npomus BHY

[0165] IIpumeps! Ipyrux jgekapCTBEHHBIX CPeACTB A JeueHus BUY BxmovaroT
arieMaHHaH, ancrioposup, «bannex», nedepunpon, 'amumyH, MeTaHKe(ATNH, HATPEKCOH,
IIponactun, REP 9, RPI-MN, VSSP, Hlviral (H1Bupan), SB-728-T, 1,5-
nukaddenomnnxunopas kucnora, rHIV7-shl-TAR-CCR5RZ, I'ennas tepanust AAV-eCD4-Ig
, renHas tepanust MazF | BlockAide (bnoxkeiin), ABX-464, AG-1105, BIT-225, CYT-107,
HGTV-43, HS-10234, IMO-3100, IND-02, MK-1376, MK-8507, MK-8591, NOV-205, PA-
1050040 (PA-040), PGC-007, SCY-635, TR-452, TEV-90110, TEV-90112, TEV-90111,
TEV-90113, RN-18, Immuglo (Mmmyrio) u VIR-576.

Hueubumoper npomeaszer BHY
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[0166] ITpumepbl nHrHOUTOPOB MpoTeazbl BUU BrIOUArOT aMIpeHaBUp, aTa3aHABUD,
OpexaHaBup, napyHaBup, pocampeHnasup, pocampeHaBUp KaibLsl, HHAWUHABHD,
UHJUHABUP CyJIb(arT, JONUHABUP, HehIUHABUD, HeIUHABUD ME3HUIAT, PUTOHABUP,
CakBHHABHp, CAKBUHABHpa Me3wiart, Tunpanasup, DG-17, TMB-657 (PPL-100), T-169 u
TMC-310911.

Hueubumoper oopamuoii mpanckpunmasvt BHY

[0167] ITpuMepb! HEHYKJIEO3UAHBIX UM HEHYKJICOTUIHBIX HHIHOUTOPOB 00paTHOM
TpaHckpunTassl BUY BkiIIOUarOT JanuBUpUH, JeNaBUPUANH, JeNaBUPUANHA ME3UJIaT,
JIOpaBHHUP, 3(aBUpPEH3, STPABUPHH, JIEHTHHAH, HeBUparnuH, punusupuH, AIC-292, KM-
023 u VM-1500.

[0168] ITpuMeps! HyKJICO3UIHBIX U HyKJICOTHAHBIX HHIHOUTOPOB OOpaTHOM
TpaHckpunrassl BUY Bxmouarot anedosup, anegosupa AUMUBOKCHI, SMTPULIUTAOHH,
TeHodoBUp, TeHoPoBUp anadeHamun, TeHopoBup anadenamun Gymapar, TeHOGOBUD
anadenamun remudymapat, TeHOGOBUP AMSOMPOKCHII, TEHOYOBUP TUIOMPOKCHIT (PyMapar,
Teno(osup Ausonpokcua remudymapar, VIDEX® u VIDEX EC® (nunanosus, ddl),
abakaBup, abakaBupa cynbdar, aJOBYANH, alPULNTA0NH, LIEHCABYAHH, TUIAHO3HH,
snByunTabuH, pectuHaBup, GocanByIuH THIOKCHI, (PO3UBYIUH THIOKCHII, JJAMUBYIUH,

docdazun, cTaByauH, 3anbuTaOuH, 3un0ByAuH 1 KP-1461.
Hueuoumoper unmeepazvr BH4

[0169] ITpumeps! nHrHONTOPOB MHTErpa3bl BUY BKIFOUAIOT SJBUTErPaBUpP, KYPKYMHH,
NPOM3BOJHBIE KYPKYMHHA, IUKOPUEBYIO KUCIIOTY, POU3BOAHbBIE INKOPUEBOI KUCIIOTHL, 3,5-
nukadeToOnIXUHOBYIO KUCIIOTY, POU3BOIHBIE 3,5-muKkadHenomIXuHOBON KUCITIOTHI,
aypUHKapOOHOBYIO KHCIIOTY, IPOM3BOJHbIE aypUHKAPOOHOBOH KHUCIIOTHI, (DEHITHUIIOBBIH
3¢up KopeHHONH KUCIOThI, MPOU3BOAHbIE (eHITHUIIOBOrO 3¢upa KodelHHONH KUCIOTEI,
TUPGHOCTHH, TPOU3BOAHBIE TUPHOCTHHA, KBEPLIETHH, PONU3BOAHbIEC KBEPLIETHHA,

panrerpasup, nonyrerpasup, JTK-351 u xaborerpasup.
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[0170] ITpumeps! CBSA3BIBAIOLINXCS] HE B KATAJTUTHYECKOM CaiiTe, WIH aJIOCTEPUIECKUX
uHrnouropos urrerpassl BUY (NCINI) Brmrouator CX-05045, CX-05168, T-169 u CX-
14442,

Hueubumopur nponuxnosenusa BIY 6 kiemxy

[0171] ITpumeps! HHrHONTOPOB MPOHUKHOBeHUs BUY B KIIeTKy (CIIHSHUS) BKITIOYAIOT
LeHUKpUBUPOK, HHrubutopsl CCRS, narndurtops! gp41, narnduropsr cessbiBanus ¢ CD4,
uHruourtops! gp120 u uaruduropsr CXCR4.

[0172] ITpumepsnt narudutopoB CCRS BKJIIOYAIOT aruiaBUPOK, BUKPUBUPOK, MapPaBHPOK,
neHukpuBupok, PRO-140, anantasup (RAP-101), vudesupok (TD-0232), TD-0680 u vMIP
(Haimipu).

[0173] ITpumeps! HHrHONTOPOB gp41 BKIIOYAIOT anbOyBUPUA, SHPYBUPTHI U
cudyBupTHUa.

[0174] ITpumepbl MHrUOUTOPOB cBsi3biBaHus ¢ CD4 BkrO4aroT nbanuzymad.

[0175] ITpumeps! naruduropos gpl20 BrmouaroT Radha-108 (penenTtoxn) u BMS-
663068

[0176] IMpumepst uarudutopos CXCR4 BrimouaroT miepukcadop u vMIP (Haimipu).

Hueubumopuwr cospesanuss BUY

[0177] ITpumeps! naruduTOpOoB co3pesanns BUY Bkmouaror BMS-955176 u GSK-
2838232.

Cpeocmsa, obpawarugue 1ameHmHuoe coCmosiHue

[0178] ITpumeps! cpencTs, 0OpaIlarOIINX JATEHTHOE COCTOSIHUE, BKJIIOYAIOT
uHrnoutops! rucronneanermnasel (HDAC), mHruOUTOpBI MPOTEACOM, TAKUE KaK BEJKAE,
axtusaropsl nporenHkuHasbl C (PKC), narnburopst BET-6pomonomena 4 (BRD4),
noHomuiwH, PMA, SAHA (cyOepaHuIoruapoKkcaMoBasi KUCJIOTa WM CyOepOuIT, aHWIUA, U
rugpokcamoBast kuciota), UJI-15, JQ1, nucynsdpam, amporepura B u GSK-343.

[0179] ITpuMepb! HHMMOUTOPOB M'MCTOHACALIETUIIA3bI BKIIOYAIOT POMUJIETICHH,

BOPUHOCTAT M MAHOOMHOCTAT.
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[0180] ITpumepsnr aktuBaTopoB PKC BKIIOUAIOT MHIOIAKTaM, TPOCTPATHH, UHI'€HOM B,

U TAALUITIULIEPUH-JIAKTOHBI.

Hneubumopor kancuoa

[0181] ITpumMeps! HHrHOUTOPOB KaICHA BKIIIOYAOT HHTHOUTOPBI MOJIMMEPHU3aLIN
Karcusa UM COEMHEHNs], pa3pyLIaoIne KalCua, HHIHONTOPBI Oenka p7 HyKJI€OKaNcuaa

BHY (NCp7), Takue kak a3unokapObOHaMua U HHTHOUTOPBI Oenka karcuna p24.

Hmmynomepanesmuueckue cpeocmea

[0182] ITpuMepbl IMMYHOTEPANIEBTHYECKHX CPEACTBBKIIOYAIOT MOIYJSATOPHI toll-
nooOHBIX pelenTopoB, Takue Kak tlrl, tir2, tlr3, tird, tirS, tir6, tlr7, tir8, tir9, tir10, tirl1,
tlr12 m tlr13, momynsaToper 6enka 1 nporpammupyemoii rudenu kietok (Pd-1), moxynstopsl
nuranga 1 nporpammupyemoii rudenu xinerok (Pd-L1), Aronucter MJI-15, DermaVir,
WHTEPJICUKHUH-7, TIJIaKBEHI (THAPOKCUXJIOPOXHH), TpoJieiikuH (anpaecieiikun, UJI-2),
unTepdepoH anbda, naTepdepoH anbda-2b, uarepdepon anbda-n3, neruIUPOBAHHBIN
uHTepepoH anbda, HHTepPEepOH ramma, THIAPOKCUMOUYEBUHA, MUKO(EHOJIAT MODETHI
(MPA) u ero cioxxHo3¢pupHOe npomsBoaHoe MukogpeHonat moperun (MMF), pubasupus,
nosumep nosmatuneanmut (PEID), renon, punraronumon, MJI-12, WF-10, VGV-1, MOR-
22, GS-9620, BMS-936559 u IR-103.

Hueubumopwr ghocchamuoununosumonxunazvl (PI3K)

[0183] ITpumepsl narudutopos PI3K BrimouaroT unenanucud, anmneaucud, Oynapaucuo,
KapOOKCHAaMHUIOTPUA30JI OPOTAT, KOMAHIUCHO, TyBeTUCHO, renaToaucud, HepaTUHUO,
nanynucu0, nepudosus, nUKTUIMCKO, nunapanucud (pilaralisib), mukBuTuHMO (puquitinib)
ME3UJIaT, pUrocepTHoO, purocepTud HaTpuii, coHonmcuO, Taceaucud, AMG-319, AZD-8186,
BAY-1082439, CLR-1401, CLR-457, CUDC-907, DS-7423, EN-3342, GSK-2126458,
GSK-2269577, GSK-2636771, INCB-040093, LY-3023414, MLN-1117, PQR-309, RG-
7666, RP-6530, RV-1729, SAR-245409, SAR-260301, SF-1126, TGR-1202, UCB-5857,
VS-5584, XL-765 u ZSTK-474.
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Anmumena k BUY, oucneyughuvecxue anmumena u « anmumenaonoooonsie »

mepaneemu4ecKkue oenxu

[0184] ITpumeps! anTuren k BUY, Sucnenmdudaeckux aHTUTEN U KaHTUTEIONONOOHBIX)
TepaneBTHYeCcKHX OenkoB BKmouatoT DARTs®, DUOBODIES®, BITES®, XmAbs®,

Tand Abs®, ITpoussomusie Fab, BMS-936559, TMB-360, 1 MONEKyJIbI, HalleICHHbIE HA
rikonporeud gpl20 unm gp41 BUY.

[0185] ITpumepsr MoJieKyI1, HaLEIeHHbIX Ha raukonpoTenH gp 120 unu gp41 BUY
BKIIIO4aroT OaButykcumad, UB-421, C2F5, C2G12, C4E10, C2F5+C2G12+C4E10, 3-BNC-
117, PGT145, PGT121, MDX010 (ummmnumymad), VRCO1, A32, 7B2, 10E8, VRC-07-523,
MGD-014 u VRCO7.

Bewecmea, ynyvwaiowue gpapmaxoxunemuxy,

[0186] ITpumeps! BelecTs, yIy4IIarImuX GapMakOKUHETHKY, BKIFOYAIOT KOOUIUCTAT U

PUTOHABHUD.
Jononnumenvnvie mepanesmuyeckue azenmst

[0187] IIpuMepsl TOMOJHUTENBHBIX TEPANIEBTUYECKUX ar€HTOB BKJIFOYAIOT COEAUHEHMUS,
packpsiTeie B WO 2004/096286 (Gilead Sciences), WO 2006/015261 (Gilead Sciences),
WO 2006/110157 (Gilead Sciences), WO 2012/003497 (Gilead Sciences), WO
2012/003498 (Gilead Sciences), WO 2012/145728 (Gilead Sciences), WO 2013/006738
(Gilead Sciences), WO 2013/159064 (Gilead Sciences), WO 2014/100323 (Gilead
Sciences), US 2013/0165489 (IlencunsBanckuii Yausepcurer), US 2014/0221378 (Japan
Tobacco), US 2014/0221380 (Japan Tobacco), WO 2009/062285 (Boehringer Ingelheim),
WO 2010/130034 (Boehringer Ingelheim), WO 2013/006792 (Pharma Resources), US
20140221356 (Gilead Sciences), WO 2013/091096 (Boehringer Ingelheim) u U.S.
20100143301 (Gilead Sciences).

Barxyunvr npomue BIHY
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[0188] ITpumepst Bakumnd npotrs BUY BKIIFOYAIOT MENTUIHBIE BaKLUHBI,
pexkoMOMHAHTHbIE OeTKOBbIE CyOheIMHUYHBIE BAKL[UHBI, JKIBbIE BEKTOPHBIE BAKLIUHBI,
JIHK-BakIuHbI, menTuaHbie BaKIIUHBI HA ocHOBe CD4, koMOuHatmm BakuuH, rgp120
(AIDSVAX), ALVAC HIV (vCP1521)/AIDSVAX B/E (gp120) (RV144), BakiuHy Ha
ocHoBe MoHOMepHoro gp120 BUY-1 noaruna C, Remune, ITV-1, Contre Vir, AdS-ENVA-
48, DCVax-001 (CDX-2401), Vacc-4x, Vacc-C5, VAC-3S, pekoMOMHaHTHYIO BaKLIUHY Ha
ocHoBe aneHosupyca-5 ¢ JIHK u3 pa3ubix TakcoHos (rAdS), Pennvax-G, Pennvax-GP ,
VRC-HIV MAB060-00-AB, MPHK-Bakuuny HIV-TriMix, HIV-LAMP-vax, Ad35, Ad35-
GRIN, NAcGM3/VSSP ISA-51, pakuuns! ¢ noau-ICLC B kauecTBe abIOBAHTA,
TatImmune, GTU-multiHIV (FIT-06), gp1406V2. TV1+MF-59, akumnay rVSVIN HIV-1
gag, Bakuuny SeV-Gag, AT-20, DNK-4, ad35-Gri/ENV, TBC-M4, HIVAX, HIVAX-2,
NYVAC-HIV-PT1, NYVAC-HIV-PT4, DNA-HIV-PT123, rAAV1-PG9DP, GOVX-B11,
GOVX-B21, TVI-HIV-1, Ad-4 (Ad4-env Clade C+Ad4-mGag), EN41-UGR7C, EN41-
FPA2, PreVaxTat, AE-H, MYM-V101, CombiHIVvac, ADVAX, MYM-V201, MVA-
CMDR, DNA-AJS gag/pol/nef/nev (HVTNS05), MVATG-17401, ETV-01, CDX-1401,
rcAD26. MOS1.HIV-Env, Bakiunay Ad26.Mod HIV, AGS-004, AVX-101, AVX-201, PEP-
6409, SAV-001, ThV-01, TL-01, TUTI-16, VGX-3300, IHV-001 1 BakUMHBI HA OCHOBE

BUPYCOMOAOOHBIX YaCTHULI, TAKHE KaK MICEBJOBUPHUOHHAS BAKLIUHA.
Komounuposannas mepanus BHY

[0189] B koHKpeTHOM BapuaHTe peaau3aiui COeIUHEHUE, PACKPBITOE B HACTOSIIEM
AOKYMEHTE, UJIU €T0 q)apMaL[eBTI/ILIeCKI/I npuemiieMas COJib NIPUMEHSCTCA B KOM6I/IH3,LII/II/I C
OITHHUM, JIBYMsI, TPEMSI, YEThIPbMS WK OOJiee TOTIOJHUTEIbHBIMHU TEPAEBTHYECKUMHU
arenTamu, BeiopaHHbIME n3 ATRIPLA® (3¢asupens, TeHOGOBHpP AU30MPOKCHI (yMapaT, 1
smrpumtabun), COMPLERA® (EVIPLERA®, punnusupus, TeHODOBUP TU3OMPOKCHI
dymapar u smrpunutabun), STRIBILD® (snBuTerpasup, kobuucTar, TeHohoBUp
mu3onpokcua pymapar u smrpururabun), TRUVADA® (TeHobOBUp AH30MPOKCHIT
dymapar u smrpunutadus, TDF +FTC), anedosupa, anedpoBrpa qUNMUBOKCHIIA,
KOOWIMCTATa, SMTPULIUTA0NHA, TEHO(OBHPA, TCHOPOBHUPA AU30MPOKCHIIA, TECHOPOBHUPA
au3omnpokcunia pymapara, TeHodosupa anapeHammuna, TeHoposupa anadeHaMun

aremudymapara, TRIUMEQ® (nonyrerpasup, abakaBup M JaMHBYANH), JOJNyTErpaBUpa,
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abakaBupa cynb(daTa U JaMUBYAUHA, PANTErpaBUpa, pajTerpaBupa U JaMUBYIMHA,
Mapasupoka, subysuptuaa, ALUVIA® (KALETRA®, nonuHasup U puTOHABHUP),
COMBIVIR® (3unosynus u namusyaus, AZT+3TC), EPZICOM® (LIVEXA®, abakasup
cynbdar u namusymun, ABC+3TC), TRIZIVIR® (abakasupa cyibhaTa, 3UTOBYIHHA 1
namuByauHa, ABCHAZT+3TC), punnuBupiHa, pUlmuBUpHUHA THAPOXJIOPUAA, aTa3aHaBUPa
cyibdara u KOOUIMCTATa, aTa3aHABUPA U KOOUIMCTATa, NapyHaBHpa U KOOUIIMCTATA,
aTasaHaBUpA, aTa3aHaBHpa Cyib(daTa, JOIyTErpaBUpa, SIBUTErPABUPA, PUTOHABUPA,
aTazaHaBupa cylibdaTa U pUTOHABHpPA, JapyHAaBUpPA, JAMUBYIHHA, IPOJIACTHHA,
¢docamnpenasupa, pocamMIpeHaBupa KajibLus, dpaBUpeH3a, STpaBUpUHA, He(IMHABHDA,
He(pmHAaBUpa Me3unaTa, HHTep(depoHa, AMIaHO3MHA, CTABYIHA, MHANHABUPA, HHAWHABHUPA
cynbdara, TeHOGOBUPA U IAMUBYAMHA, 3UAOBYINHA, HEBUPAIIMHA, CAKBHHABHPA,
CaKBHHABHMpPa ME3WJIaTa, ajlbAecIeiKiHa, 3aJbIINTA0NHA, THIIPAHABUPA, aMIIPEHABHPA,
nenaBUpHUInHA, AenaBupuanHa Mme3uiara, Radha-108 (penenrona), Hlviral (H1Bupan),
JaMUBYIUHA U TeHodoBupa nu3onpokcuia ¢pymapara, spaBupeHsa, JaMUByINHA U
TeHo(oBHpa Tu3onpoKkcuiIa pymapara, pocdasuna, tTaMUByIMHA, HEBUPATIMHA U
3UI0BYyIMHA, abakaBupa u abakaBupa cynbdara.

[0190] B 0aHOM U3 KOHKPETHBIX BAPUAHTOB pealiu3alii COeIUHEHUE, PACKPBITOE B
HACTOSILIEM JOKYMEHTE, WU ero apMalleBTUYeCKU IpueMiieMasi CoJlb IPUMEHSIETCS B
KOMOWHALINY ¢ HYKJICO3UAHBIM WIH HYKJIEOTHIHBIM HHITHOUTOPOM OOpaTHOM
TpaHckpunTassl BUY u HeHyk1€03uIHbIM HHTHOUTOpOM 00paTHOM TpaHckpunrassl BUY. B
JAPYrOM KOHKPETHOM BapHaHTe pealn3aliil COeUHEHUE, PACKPBITOE B HACTOSIILEM
IOKYMEHTe, WX ero (papMalieBTHYeCKH IpHueMiieMasi COJIb IPUMEHSIeTCs] B KOMOWHAINY C
HYKJIEO3UAHBIM WIN HyKJI€OTUAHBIM HHIHOUTOpPOM 00OpaTHOi TpaHckpunTassl BUY u
coenuHeHreM, HHruoupyoumm nporeasy BUU. B nonosHUTeIsHOM BapUaHTe peann3aiun
CO€ZIMHEHHE, PACKPBITOE B HACTOSIIEM JOKYMEHTE, WIIH ero (hapMaleBTHUECKU NpreMieMas
COJIb IPUMEHSIETCS] B KOMOWHALINH C HYKJICO3UIHBIM HJIN HYKJIEOTUAHBIM HHTHOUTOPOM
oOpatHo#i TpaHckpunTazbl BUY, HeHyKI€03UAHBIM HHIHOUTOPOM 00paTHOM
tparckpunTaszbl BUY u cpencreoMm, ynydmaromuM GapMaKOKHHETUYECKHE mapaMeTpsl. B
HEKOTOPBIX BAPHAHTAX PeajM3alii COeNUHEHNE, PACKPBITOE B HACTOSIIEM IOKYMEHTE, WIIH
ero (hapmareBTHYECKH ITpHUeMIIeMast COJb IPUMEHSIETCs] B KOMOMHALIMHY C 110 MEHbIIEei Mepe

OITHUM HYKJICO3UIHBIM HHTHOUTOPOM 00paTHO# TpaHckpuntassl BUY, uarnduropom

75



UHTErpa3bl U CPEICTBOM, YIYULIAIOIINUM (papMaKOKHHETHUYEeCKHe mapaMeTpbl. B npyrom
BapUAHTE PeaU3alliy COCIHEHNE, PACKPBITOE B HACTOSIIEM JJOKYMEHTE, WIIH ero
(bapMaLeBTUYECKH MPUEMIIEMAasi COJIb MPUMEHSIETCS] B KOMOMHALIMU C ABYMSI
HYKJICO3UAHBIMH WJIN HYKJIEOTUAHBIMH HHTHOUTOpaMu 00paTHO TpaHckpunTassl BUY.
[0191] B KOHKpETHOM BapuaHTe peaanu3alui COeIUHEHUE, PACKPBITOE B HACTOSIIEM
TOOKYMEHTE, WIH ero (apMalleBTUYeCKH IpueMiieMasi COJIb IPUMEHSIETCS] B KOMOMHAIINH C
abakaBupa cynbhaToM, TeHOGOBHPOM, TEHOYOBHPOM AU3OIPOKCHIIOM, TEHO(OBHPOM
JAU30TMPOKCUIIOM (yMapaToM, TeHOGOBUPOM AUZOMPOKCUIIOM reMuyMapaTom,
TeHO(pOBHPOM ajaheHaMuIOM Wi TeHO(POBUPOM ajlageHaMuaoM reMudymapaTom.

[0192] B KOHKpETHOM BapuaHTe peaan3alui COeIUHEHUE, PACKPBITOE B HACTOSILEM
TOKYMEHTE MJIH ero (papManeBTHYeCKH MprueMieMast COJIb MPUMEHSIETCS] B KOMOMHALNH C
TeHO(POBUPOM, TEHOPOBUPOM TUIOTPOKCHIIOM, TEHO(GOBUPOM AU3OMPOKCUIOM hyMapaTom,
TeHodoBrpoM anadeHaMuIOM Hiiu TeHOo(GoBUpoM anadeHaMuIoM reMudpymMapaTom.

[0193] B xoHKpeTHOM BapuaHTe peajn3alui COeIUHEHUE, PACKPBITOE B HACTOSIIIEM
JOKYMEHTE, WIH ero (papMalieBTUYeCKU IIpUeMiieMasi COJib IPUMEHSETCs] B KOMOWHALNY C
NePBbIM JOMOJHUTENbHBIM TEPANEBTUYECKUM areHTOM, BBIOPAHHBIM K3 PYIIIBI, COCTOSIIIEH
u3 abakaBupa cyibdara, TeHoGoBUpPa, TEHOPOBHPA TU3OMPOKCHIIA, TeHO(GOBHpa
nu3ornpokcuia pymapara, reHodoBupa anadeHamuna u TeHoosupa anadpenamuna
FeMI/I(bYMapaTa, 1 BTOPBIM AOIMNOJIHUTCIIbHBIM TCPAICBTUYCCKUM ar€HTOM, BbI6paHHbIM nu3
IPYIIIBI, COCTOSIIIEH U3 SMTPUIIMTA0ONHA U JTAMUBYIUHA.

[0194] B xOHKpeTHOM BapuaHTe peanu3aliy COeANHEHHNE, PACKPBITOE B HACTOSALIEM
AOKYMEHTE, UJIU €0 (I)apMaL[eBTI/ILIeCKI/I npuemiieMas COJib IPUMEHSCTCA B KOM6I/IH3,LII/II/I C
MEPBBIM JOTIOJTHUTEIBHBIM TEPATIEBTUYECKUM areHTOM, BIOPAHHBIM U3 IPYIIIIbI, COCTOSIIEH
u3 TeHo(oBUpa, TeHO(GOBHPA AU3OMPOKCHUIIA, TeHOGOBUpA JU3OMPOKCHIIA (pymMapara,
TeHo(oBHpa anadeHamuna U TeHopoBUpa anadeHamuna remudymapara, 1 BTOPbIM
JOTIOJTHUTENbHBIM TE€PANEBTUYECKUM areHTOM, MPHYEM BTOPON AOMOJHUTEIbHBIN
TepaneBTHYECKHH areHT MpeacTaBisieT coboil sMTpuuTabrH.

[0195] CoenuHeHue, pacKpbITOE B HACTOSIIEM TOKYMEHTE (Harmpumep, Jrbdoe
coenunenre @opmyisl (I))MokeT MPUMEHSITHCS B KOMOMHAIIMN € OJHUM WJIH OOJIBIINM
YHCJIOM JIOTIOJIHUTEIBHBIX TePaNeBTHUECKIX areHTOB MPH JIF000H T03UPOBKE COSTMHEHUS

Dopmyisl (1) (Hampumep, ot SO mr no 1000 Mr coennHeHHs).
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[0196] B HekoTOpBIX BapuaHTax peaanu3aliui COeAUHEHNE, PACKPBITOE B HACTOSIIIEM
AOKYMECHTE, UJIU €0 (I)apMaL[eBTI/ILIeCKI/I npuemiieMas COJib IPUMEHSCTCA B KOM6I/IHaLII/II/I c 5-
30 mr TeHO(oBUpa anadeHamuaa pymapara, TeHohoBUpa anaperamuna remupymapara win
teHo(oBUpa anadpeHamuna u 200 Mr sMTpurUTabNHA. B HEKOTOPBIX BapHaHTaxX peaan3anuu
CO€ZIMHEHHE, PACKPBITOE B HACTOSIIEM JOKYMEHTE, WIIH €ro (hapMalleBTHUECKHU NpreMieMast
COJIb TIPUMEHSIETCs B KomOuHauuu ¢ 5-10, 5-15, 5-20, 5-25, 25-30, 20-30, 15-30 unu 10-30
mr TeHodoBupa anapenamuna pymapara, reHodosupa anadpenammuna remudymapara mim
teHodosupa anaperamuga u 200 Mr sMTpUIHTAONHA. B HEKOTOPBIX BapUaHTaxX peaan3aliu
COCAUHECHUE, PACKPBITOC B HACTOSALIEM JOKYMEHTE, UJIK €0 (I)apMaL[eBTI/ILIeCKI/I npuemMjieMast
COJIb pUMeHsieTcsl B komOuHamu ¢ 10 mr rerodosupa anapenamuna gpymapara,
teHo(oBUpa anadeHamuna remudymapaTta uin TeHoposupa anadpeHamuna u 200 mr
sMTpuLHTabNHA. B HEKOTOPBIX BapHaHTax peann3aliui COeINHEHNE, PACKPBITOE B
HACTOsILIEM JOKYMEHTE, WU ero papMalleBTUYeCKU IpueMiieMasi CoJib IPUMEHsIeTCs B
koMOuHanuu ¢ 25 Mr teHodoBupa anadenamuna pymapara, reHooBupa anapeHammuIa
remMudymapara nuiu TeHodposupa anapenamuna u 200 mr smrpunutadbuna. CoenquHeHue,
PacKpBITOE B HACTOSIIEM TOKyMeHTe (Hanpumep, coenuHenne @opmyer (1)) MmoxkuO
KOMOWHHPOBATH (IPUMEHATh B KOMOWHAIINHN) C TIPEIUIOKEHHBIMU B HACTOSIIIEM JOKYMEHTE
areHTaMu MpH JIF0O00H BETMUNHE TO3UPOBKHU (Hampumep, oT S0 mr 1o 500 Mr coenuHeHws),
TaK K€ KaK €CJIN 6bI Kaxaasi KOM6I/IHaL[I/I$I AO3UPOBOK 6]31.]'[3, IMMPpUBCACHA KOHKPETHO U B
SIBHOM BHJIE.

[0197] B HexOTOpBIX BapHaHTax peau3alky COEAUHEHNE, PACKPBITOE B HACTOSALIEM
AOKYMEHTE, UJIU €0 (I)apMaL[eBTI/ILIeCKI/I npuemiieMas COJIb MPUMCHACTCA B KOM6I/IH3,]_II/II/I C
200-400 mr TeHodoBupa qu3onpokcuia pymapara, TeHO(GOBUpPA TU3OMPOKCHUIIA
remudymapara wiu TeHopoBupa auzonpokcuia u 200 mr smtpunmuTabuHa. B HeKOTOpbIX
BapUAHTAaX peajn3allii COeMHEHNE, PACKPBITOE B HACTOSIIEM IOKYMEHTE, UITH €r0
(apmarieBTUYECKH MpUeMIIeMasi COJib MPUMeHsieTcs: B komOuHarmu ¢ 200-250, 200-300,
200-350, 250-350, 250-400, 350-400, 300-400 umu 250-400 Mr TeHOOBUpA TU3OTPOKCHIIA
bymapara, TeHO(GOBUpPA TU3OMPOKCHIIA reMU(pyMapaTa Wik TeHO(QOBUPA TU3OTPOKCHIIA H
200 mr smTpunuTaduHa. B HEKOTOPBIX BapHaHTaX pealn3aliil COeTUHEHUE, PACKPBITOE B
HACTOSILIEM JJOKYMEHTE, WU ero ¢apMaleBTHIeCKH IpueMiieMasi CoJIb IPUMEHsIeTCs B

komOuHanuu ¢ 300 Mr TeHooBHpa AU30NpoKcuia pymapara, TeHOGOBUpa TU3OTPOKCHUIIA
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remudymapara wiu TeHopoBupa auzonpokcuia u 200 mr smtpunutadbuna. CoenuHeHue,
pacKpBITOE B HACTOSAIIEM IOKyMeHTe (Hanpumep, coenunerne @opmynsr (I)) moxkuO
KOMOMHHMPOBATH (IIPUMEHSITh B KOMOWHAIIMH) C TIPEAJIOKEHHBIMH B HACTOSIIIIEM JOKYMEHTE
areHTaMu MpH Jiro0oi BeTnyrHe 103upoBKH (Hanpumep, oT S0 mr 1o 500 Mr coennHeHwHs),
TaK jke KaK ecyiy Obl KakJast KOMOWHAIMA NO3UPOBOK ObLIa NpHBEeHa KOHKPETHO U B
SIBHOM BHJIE.

[0198] B onHOM BapuaHTe peanuszanuu NpeayioskeHbl HA0OPbI, COAEPIKALIIe PACKPBITOE
B HACTOsLIEM JOKYMEHTe COeAMHEHNe, UIIH ero (papMalleBTUUECKH TPHEMIIEMYIO COJIb, B
KOMOWHALINY ¢ OOHUM WK OoJiee (HarpuMep, OTHUM, IBYMs, TPEMSI, OTHUM HJIH IBYMSI,

HJIX OT OOHOI'O 0 Tpex) AOTOJIHUTEJIbBHBIMU TEPANIEBTUYCCKUMU ar€HTaMU.

Habops! 1 n3nenus

[0199] Hacrosiiee packpbiTe OTHOCUTCS K HA0OPY, COAep KALEMY COSIMHEHNE
Dopmynsl (1) unu ero papmanesTruecku npuemiemyro coib. Habop moxer
JOTOJHUTENBHO COAEeP KaTh MHCTPYKLUU 110 IPUMEHEHUIO, Hanpumep, Jis NIPUMEHEHUs B
UHruoupoBaHUM 00paTHO TpaHckpunTassl BHY, kak B ciyyae NpuMeHEHUs B JICYEHUH
BUY unu CITU]] nnu B Ka4ecTBE UCCIIEOBATENBCKOTO HHCTPYMeHTa. HCTPYKIMH 10
NPUMEHEHUIO OOBIYHO MPEACTaBISIIOT COO0 MHCTPYKIMH B MUCBMEHHOH (opme, XOTs
3JIEKTPOHHBIE HOCUTENH JUIl XPaHEHUs! JAHHBIX (HalpuMep, MarHUTHAs TUCKETa WU
ONTUYECKUH UCK) TAK)KE TPUEMJIIEMBI.

[0200] Hacrosiiee packpbiTie Tak:ke OTHOCUTCS K (hapMaleBTHIeCKOMY Habopy,
cojieprkallieMy OJUH WK OoJblile KOHTEHHEPOB, COAep KaIUX COeANHEHHEe TF000H 13
dopmya (I) unu ero papmareBTHUECKH pUeMIIEMYIO coiib. HeoOs3aTeIbHO K TAKOMY
KOHTelHepy (KOHTelHepaM) MOKeT IpUIaraTbCsl yBeJOMIIeHHE B (hopMe, PEANICaHHON
rOCyJapCTBEHHBIM OPraHOM, PETyJIUPYHOILIMM U3TOTOBICHUE, IPUMEHEHHE UIH MPOAAXKY
(bapmaneBTHYECKHX CPEACTB, OTpaXarolee 0100peHre YKa3aHHOTO OpraHa s
M3TOTOBJIEHUS, IPUMEHEHUS WU MTPOAAXKHU AJIsl TPUMEHEeHUs y yenoBeka. Kaxpiit
KOMIIOHEHT (B Cilydae MPUCYTCTBUs O0Jjiee YeM OJHOTO KOMIIOHEHTa) MOKET ObITh yIaKoBaH
B OTAEJbHBIN KOHTEHHEep, NN HEKOTOPble KOMIIOHEHTB! MOTYT ObITh OOBEINHEHBI B OJTHOM
KOHTEHMHEepe, eCIIU 3TO NJOMYCTUMO C TOUKH 3PEHUs IEPEKPECTHOM PEAKTUBHOCTH U CPOKA

xpaHeHusi. Habops! MOTYT OBbITH IpeACTaBIeHbl B TO3UPOBAHHBIX JIEKAPCTBEHHBIX (hOpMax,
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yIakoBKax 0e3 JeNeHust Ha O3bI (HalpuMep, B MHOTOIO30BbIX YIIAKOBKAX) WIIH B 103aX
MeHbIle CTaHnapTHO). Habopel Takke MOTYT BKJIFOUATh HECKOJBKO €IUHHYHBIX 103
COEMHEHHNH U MHCTPYKLUHU 1O MPUMEHEHHUIO, © MOTYT OBITh YIIAKOBAHBI B KOJINYECTBAX,
JOCTATOYHBIX JUIs XPAHEHHs M IPUMEHEHUs B anTekax (Hanpumep, antekax rnpu OOJbHULAX
WM aNTeKaxX ¢ PELENTYPHBIM OTAEIOM).

[0201] Takoke packprITO U3JENIHE, COAEPIKAIlee eNMHHULY JO3UPOBKU COESAMHEHUS
nrob6oi @opmyisl (1) unm ero papmaneBTHHECKU MPUEMIIEMOH COJIM B TIOAXOISIIEH
YIaKOBKE JJIs1 IPUMEHEHHS B CIIOCO0aX, OMICAHHBIX B HACTOSIIEM JTOKYMEHTE.
IMoaxonsiasi ynmakoBKa M3BECTHA B JAHHOM 00JIACTH U BKITIOYAET, HATIPUMED, CKJISTHKH,
COCYZbI, aMITyJIblI, OyTBIIKH, OaHKU, THOKYIO YIIaKOBKY | T.I. M3nenue Takke MOXeT ObITh
CTEPHJIN30BAHO W/WJIN TePMETU3HPOBAHO.

[0202] Hacrosimee packpbITHe TakKe OTHOCHUTCS K CIIOCco0aM 1 IPOMEKyTOUHBIM
COEMHEHHSIM, KOTOPBIE MOXKHO MIPUMEHSTh JUIS JISUEHHUS ONMCAHHBIX COSTUHEHUH UIIH UX
(apMaLeBTUYECKH MPUEMIIEMBIX COJICH.

[0203] JIOCTYITHO MHOKE€CTBO OOIIHUX UCTOYHHKOB, OTIUCHIBAIOIIHNX OOIEN3BECTHBIC
CXeMbl XUMHYECKOT'O CHHTE3a U YCJIOBUSI, MOAXOSIINE TSI CHHTE3a PCKPBITHIX COSAHMHEHHIA
(cm., nanpumep, Smith, March's Advanced Organic Chemistry: Reactions, Mechanisms, and
Structure, 7° uznanne, Wiley-Interscience, 2013.)

[0204] CoenuHeHus1, ONTUCAHHBIE B HACTOSIIEM JTOKYMEHTE, MOXKHO OUYHIIATh JIFOOBIMU
CPeACTBaMHM, U3BECTHBIMU B JAHHOM 00JIaCTH, BKIIFOUAsE XPOMATOTrpapuuecKue CpeacTBa,
Takue Kak BbICOKOd(dexTuBHasK sxunkocTHas xpomartorpadus (B2XKX), mpenapatusHas
TOHKOCJIOMHAast XpoMarorpadusi, kKosoHo4YHast (s -xpomarorpadust 1 FOHOOOMEHHast
xpomarorpadus. MOKHO IPUMEHSTh JIFOObIE TIOIXOAALINE CTALIOHAPHBIE (Pa3bl, BKIFOUAS
oObIuHbIe U OOpaleHHbIe Pa3bl 1 HOHHBIE CMOJTBI. Hallle BCero pacKpbiThie COSTMHEHMUS
OYMINAKOT MyTEM XpoMaTorpaduu Ha CUITUKarese u/uiu okcuzae amomunns. Cm., nanpumep,
Introduction to Modern Liquid Chromatography, 2e u3a., nox pea. L. R. Snyder, J. J.
Kirkland, John Wiley and Sons, 1979, u Thin Layer Chromatography, E. Stahl (ed.),
Springer-Verlag, Hero-Hopx, 1969.

[0205] B xone noboro npouecca nmoyueHus: ONMUCAHHBIX COSTUHEHHI MOKET ObITh
HEOOXOAMMO WU JKEJIaTEeIbHO 3aLIUIIATh YYBCTBUTEIbHBIE HIIH PEAKTUBHBIC TPYIIIBI HA

JTFOOBIX YUACTBYIOIIMX B MpoIecce MoyieKysax. Takas 3amuTa MOKeT ObITh JOCTHTHYTA 32
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CUeT MCIOJIb30BaHUS OObIUHBIX 3AIIUTHBIX IPYII KaK OMICAHO B CTAHAAPTHBIX padoTax,
takux kak T. W. Greene, P. G. M. Wuts, «Protective Groups in Organic Synthesisy, 4°u3n.,
Wiley, Horo-Hopk 2006 (Hero-Hopk, CIITA). 3amuTHbIe IPyIIbl MOTYT OBbITh yAANEHbI HA
MOIXOISIIEH MOCNeNYIOIel CTa i H3BECTHBIMH B TaHHOH obyacTu criocobamu.

[0206] Huoxe OynyT onmcaHsl NpUMepbl XUMUYECKUX BEIECTB, KOTOPbIE MOYKHO
NPUMEHSITh B CrToco0ax COrJIACHO BapHAHTAM peaH3alii HACTOSIero H300peTeH s, CO
CCBIJIKOM Ha WJUTIOCTPATUBHBIC CXEMbI CUHTE34d, ONMMChIBAIOIINE B O6H.ICM nyTb UX
NOJIy4YEeHHsI COTJIACHO HACTOSIIEMY AOKYMEHTY, U CIEAYIOLIUE anee KOHKPETHbIE IPUMEPHI.
CrierpanucTel MOMMYT, YTO AJIS TOJTYUEHUs PA3JINYHBIX COSTUHEHHH C HACTOSIIEM Cllydae
MOYKHO JIETKO Mo00paTh NCXOAHbIE MaTepPHalIbl TAKUM 00pa3oM, YTOObI IPOBECTU
3aMECTUTENH, IPUCYTCTBUE KOTOPBIX KEJIATEIbHO B KOHEUHOM COCIMHEHHH, Yepe3
PCAKIUOHHYIO CXEMY C UCIIOJIb30BAHUEM 3alIUTHBIX T'PYIIT UJIH 663 HHX, B 3aBUCUMOCTH OT
KOHKPETHOH CUTyalLuy, C MOJy4eHHEM LIeJIEeBOro NpoAyKTa. B ansTepHaTUBHOM BapHaHTe
MOXET 6I>ITb HeO6XO):[I/IMO WK JKEJIATEJIBHO IIPUMEHATD BMECTO KOHEYHOI'O LIEJIEBOTO
3aMECTUTES MOAXOAINYIO TPYIILY, KOTOPYIO MOKHO IIPOBECTH U€PEe3 PEAKLUOHHYIO CXEMY
Y 3aMEeHUTH MOIXOISIINM LIeJIeBbIM 3aMecTuTesieM. Kpome Toro, creuanucTt moiMeET, 9ro
HpeO6paSOBaHI/I$[, NMOKAa3aHHBIC B NIPUBEACHHBIX HIDKE CXEMaxX, MOXKHO OCYLIECTBJIATH B
J1000M TOpPsiIKE, COBMECTUMOM C JaHHBIMHU (PYHKIIMOHATIBHBIMU HJIM OOKOBBIMU IPYyTIIaAMH.
B nmpennouruTensHOM BapuaHTe KXy U3 PEaKIil, MOKa3aHHBIX B OOIINX CXeMax,
OCYLIECTBJISIIOT NPU TemriepaType oT npudiausurensHo 0 °C 1o temnepatypsl federMarim
UCMOJIb3yEMOI'0 OPraHUIECKOI0 paCcTBOPUTENs. ECaM HE yKa3aHO HHOE, IEPEMEHHBIE HMEIOT
3Ha4YeHUs], onpesieeHHble Bbiie 11t popmysl (I).

[0207] PenpesentraTuBHbBIE ITyTH CUHTE3a COCINHEHUM, PACKPBITBIX B HACTOSILEM
AOKYMEHTE, OIIMCAaHbI B IIPUBEACHHBIX HUXKE CXEMaX, U, B HACTHOCTH, B CICAYIOIIUX OAJICC
pUMepax.

[0208] BapuaHThI peanu3zanuy OTHOCITCS TAKXKe K CIOCO0aM U MPOMEKYTOUHBIM
COCAUHCHUAM, KOTOPbIC MOXKHO NPUMEHATH JJIs1 MOJIYHUCHUA OIMMUCAHHbBIX CoeI[I/IHeHI/Iﬁ nJIn
ux (papMalleBTUUECKU PUEMIIEMbIX COJIEH.

[0209] JIOCTYITHO MHOKE€CTBO OOIIMX UCTOYHHKOB, OTIMCHIBAKOINIHNX OOIEH3BECTHBIE
CX€Mbl XMMHUYECKOTO CUHTE3a U YCJIOBUS, MOAXOAIINE Ul CHHTE3a PACKPBITBIX

coenuHenwuit (cm., Hanpumep, Smith, March's Advanced Organic Chemistry: Reactions,
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Mechanisms, and Structure, 7e uzn., Wiley-Interscience, 2013.). Angew. Chem. Int. Ed.
2014, 53, 2-21, koTOpas NOJHOCTHIO BKJIFOYEHA B HACTOALLIUN JOKYMEHT MOCPEACTBOM
CCBUIKH, COAEPKUT 0030p peakinu oOMeHa propuna meau (VI) , KOoTopslii Tak:ke MOXKHO
MPUMEHSITh B CXeMaX CHHTE3a.

[0210] CoenuHeHus1, OMUCAHHBIE B HACTOALIEM TOKYMEHTE, MOKHO OYHIIATH JIFOOBIMU
CpeICTBaMH, U3BECTHBIMHU B TAHHOH 00JIACTH, BKIFOYAsi XpoMaTorpadhuiecKue CpeacTa,
Takue Kak BbIcOK03(pdexTuBHast sxunkocTHas xpomartorpadus (BDXKX), npenapatusnas
TOHKOCJIOMHAast XpoMartorpadust, KoJoHOYHas! pai-xpoMarorpadust 1 HOHOOOMEHHast
xpomartorpadus. MoKHO IPUMEHSITH JIFOObIE TIOAXOAALINE CTalOHAPHBIE (ha3bl, BKIIOYAs
oObIuHbIe U OOpamieHHbIe (Pa3bl 1 HFOHHBIE CMOJIBI. Hale BCero pacKpbIThie COSTMHEHUS
OYUINAIOT MyTeM XpoMaTorpaduu Ha CHIIHKArese u/wim okcuae amoMunus. CM., Hanpumep,
Introduction to Modern Liquid Chromatography, 2e u3a., nox pea. L. R. Snyder, J. J.
Kirkland, u3n.: John Wiley and Sons, 1979, u Thin Layer Chromatography, E. Stahl (pen.),
Springer-Verlag, Horo-Hopk, 1969.

[0211] B xone noboro npouecca moyueHus: ONMMCAHHBIX COSTUHEHHH MOKET ObITh
HEOOXOIMMO HJIH KeJIaTeIbHO 3alUIaTh YyBCTBUTEIbHBIE FIIH PEAKTUBHBIE IPYIIITbI HA
MOOBIX YUACTBYIOIIMX B ITpoIiecce MosieKyiIax. Takas 3amuTa MoKeT ObITh JOCTHIHYTA 32
CYET UCTIOJIB30BAHUS OOBIYHBIX 3AIIUTHBIX IPYII KaK OMMCAHO B CTAHAAPTHBIX paldoTax,
takux kak T. W. Greene, P. G. M. Wuts, «Protective Groups in Organic Synthesisy», 4° u3z.,
Wiley, Hero-Hopk 2006 (Hbto-Hopk, CIIIA). 3amuTHbIe FPyIIIbl MOTYT ObITh yAaNeHbI HA
MOIXOSIIeH MOCNeNYIOIel CTa i U3BECTHBIMH B TaHHOH 00JacTi criocobamu.

[0212] Huxe OynyT onmcaHsl IpUMepbl XUMUYECKUX BEIECTB, KOTOPbIE MOYKHO
IPUMEHSTH B CII0CO0AX COINIACHO BapHaHTaM pealn3allii HACTOSIIEero U300peTeHus, co
CCBUIKOM Ha WJUTIOCTPATUBHBIE CXEMbI CHHTE34a, OTIMCHIBAIOIIKE B OOIIEM MyTh U3
MOJIy4E€HHsI COTJIACHO HACTOSIIIEMY JOKYMEHTY, U CIEAYIOINE Jlanee KOHKPETHbIE PUMEPHI.
CrienuanucTel MOWMYT, YTO JAJIS TIOJYUEHUS PA3JINYHBIX COETUHEHHH C HACTOSIIIEM ClTydae
MOYKHO JIETKO TIoR0o0paTh UCXOIHbIE MaTepPHalbl TAKUM 00pa3oM, 4TOOBI MPOBECTH
3aMECTUTENH, IPUCYTCTBUE KOTOPBIX JKEJNATENIbHO B KOHEUHOM COSIMHEHHNH, Yepe3
PEAKIMOHHYIO CXeMY C MCIIOJIb30BAHUEM 3aIUTHBIX TPYIN UK 0€3 HUX, B 3aBUCUMOCTH OT
KOHKPETHOH CUTYaIluH, C MOJy4EeHHEM LIEJIeBOro MPOAYKTa. B anbTepHATUBHOM BapHaHTE

MOJKET OBITh HGO6XOI[I/IMO WK JKEJIATCJIbBHO IIPUMECHATD BMECTO KOHEYHOI'O LEJICBOTO
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3aMECTUTEA MOAXOSAINYIO TPYIILY, KOTOPYIO MOKHO IMPOBECTH YEPE3 PEAKLUOHHYIO CXEMY
Y 3aMEHUTDH NOAXOAALIUM LIEIEeBBbIM 3amecTureneM. Kpome Toro, cnenuanuct noiuMer, 4to
npeoOpa3oBaHysl, TOKa3aHHbIE B IPUBEIEHHBIX HIDKE CXeMax, MOXKHO OCYILLIECTBJISThH B
T000M TOpsiIKe, COBMECTUMOM C AaHHBIMH (PYHKIIMOHATIBHBIMH MIJIH OOKOBBIMH I'PYTIIIAMH.
Kaxxnyro U3 peakuui, moka3aHHbIX B OOILINX CXeMax, MOKHO ITPOBOJUTD IIPU TEMIIEpAType
ot npudnusurensHo 0 °C 1o Temnepatypsl AederMay HCHOIb3yeMOTr0 OPraHHYeCKOro
pactsopurens. Eciu He yka3aHO MHOE, IEPEMEHHbIE UMEIOT 3HAUCHUs], ONIPEIEICHHbIE
BbIte 1Ist popmyiel (1).

[0213] PenpesenraTuBHBIEC IyTH CUHTE3a COEAUHEHUN, PACKPBITBIX B HACTOSLIEM
JOKYMEHTE, OIUCAHbI B IPUBEACHHBIX HIKE CXEMAaX, U, B YACTHOCTH, B CJIEAYIOLIUX 1ajiee
IIPUMEPAX.

[0214] Cxema 1 neMOHCTpHUpYET penpe3eHTaTUBHBIN IPUMep CUHTE3a COeIMHEHUH
COIJIACHO BapHaHTaM peaji3aliu. ITa METOJOJIOIUs COBMECTUMA C OOJIBIINM KOJHYECTBOM

Pa3IUYHBIX (PYHKIMOHAIBHBIX TPYIIIL.

Cxema 1
4 3 R4 R3
5 R R NH2 R5 \N
R
SN RNZ X > 06 /)\
A X3__X R N™ Ny
R® N™ “yta N AL
Z1a RZ R z ?(1
]
1-A 1-B 1-C x?'ﬁ/x2
RZ
2a
R7 RB R4 R3
R5
@
7
R6 N)\
Q 1-D R R® . INH
O R\z\x1
1
X3 _X?
Q Y
nm R

[0215] Hacxeme 1, R!, R, R’  R* R® R R’ R® X' X2 X’ u Q cooTBercTByIoT

MPUBEICHHBIM B HACTOSILIIEM JOKYMEHTE ompenesieHnsiM. Takxke Ha cxeMe 1, Kak
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obcysxknaercs Hike, Y' Z1% u Z* npencrapasior coboil rpynmbl-NpeIecTBeHHUKY A5
oOpazoBaHust HEOOXOAMMBIX cBsi3el u rpymnm B ¢popmysie (1). McxonHble MaTepransl MOTYyT
OBITH MOJIyUY€HBl Y KOMMEPUECKUX MTOCTABLINKOB HIIM C IOMOIIBKO XOPOLIO U3BECTHBIX
npouenyp cuareza. Cunres @opmyssl 1-D oOcyxknaeTcst Hike B cxemax 4 u 5.

[0216] Ha cxeme 1 ocymecTBisieTcs: peakuust HyKJI€O(pUIbHOTO 3aMEIIECHUS] MEXAY
coenuHeHreM GpopmyJbl 1-A u 1-B ¢ nonydenuem coenunenns @opmyibr 1-C.
Amunorpynna ®@opmynsi 1-B pearupyer ¢ coenunenreM popmysbl 1-A u BetecHsier Y2,
KOTOPBIH MpeAcTaBiseT coO0H yXOISIYIO TPYIILy, TAKyIO Kak rajoreH, Tpuduar, Mme3unar u
Tosunat. B HekoTOpeIX ciydasx Y'? mpencrasmisier co6oii TajoreH, Takoi Kak Hoz, 6pom
WJIH XJIOP.

[0217] Hanee B cxeme | mpoucxoaut peakuus couetanusi mexay ¢popmynamu 1-C u 1-D
¢ nonyyeHueM coennHernss @opmyisl (I). B HEKOTOPBIX Cllydasix MOXKHO IPUMEHSTh
KaTaJIM3UPyeMYIO MajagieM PeakLUo apuiIrajoreHnaa 1 00poopraHuuecKkoro
coenuHeHus (HarpuMmep, peakius coderanust Cyn3yku). [Tpu npoBeneHnu peakyun
coueranus Cynsyku Z' B popmyne 1-C MOKeT IpencTaBisTh cOO0i raoreHu, Takol Kak
iton unu 6pom, a Z>* B popmynie 1-D MoskeT npeacTaBisTh cob0ii GOPOHOBYIO KMCIOTY MITH

CJIOXKHBIH 3pup 6OPOHOBOI KUCIOTHL. B HEKOTOPBIX ciyyasx Z>? npescTapiser coboi

o . B HEKOTOPBIX Cilydasix 3Tan COYETaHUs BKIIIOYAET MajulaueBblil KaTaau3aTop,
takoit kak 1,1'-6uc(nu-mpem-6yrundocduno)pepponen nawaauii auxaopun wiu 1,1'-
ouc(nudenundochuno)depporeH namnaaus TUXIOPHUA.

[0218] Hanee B cxeme 1 B Ka4eCTBE AILTEPHATUBHOU PEAKLIUN COUETAHUS MEXKIY
dopmynamu 1-C u 1-D MOKHO MPUMEHSTH KaTATHM3HUPYEMYIO MAIUTAINEM PEaKIII0 MEKAY
OJIOBO-OPTaHUYECKUM COEUHEHNEM U apUIITajJIoreHUIOM (HarpuMep, PeakIHio COUeTaHus
Crunne) ¢ nofyuenuem coenunenus ®@opmyiel (I). B peakuuu Crunne Z'* B popmyae 1-C
MOYKET IPEeACTaBIATE COOOM opraHnueckoe coennHeHne ojosa (-SnRy, rae R npexcrasnser
co0oii aNKuIbHyKo rpynmy), u Z** B popmyne 1-D MoskeT npencTaBasTh coboi rajJoreHusn,
TaKOM Kak Hox miu OpoM. B HEKOTOPBIX Cllydasix 3Tal COYeTaHUs BKIFOYAET MajiaIueBblil

KaTaJIU3aTop, TaKou kak ouc(rpu-mpem-oyrundochun)nannanuii (0).
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[0219] Cxema 2 mpexacrasisier coO0il penpe3eHTaTUBHBINA MPUMEpP CUHTE3a COEIUHEHU
COIJIACHO BapUaHTaM peain3alny H300peTeHus. ta MEeTOAOJIOTHsl COBMECTUMA € OOJIBIINM

KOJIMYECTBOM PA3JINYHBIX (PYHKIIMOHAJIBHBIX TPYIII.

Cxema 2
4 3 R4 R3
s R R NH2 R5 N
R B R1\H\
N 1
AL 3/ o R N/)\NH
R® N~ yta XYX Zta
z1a R2 R%x
2-A 2-B 2-C X3§KX2
R2
ZZa N 9 —
R? RS 0-P-0 R* R
R* RS R® R SN
« ¢
~N I RS N/)\
0~ "R® N 7 8 NH
R® N R Rt
2-D NH 2-F RN Ayt
o R RE X
Se; N
X3§KX2 @ R?
07 "R® R2 0]

2-E
[0220] Ha cxeme 2 R!, R, R3, R*, R5, R® R7 R® R’ R!° X! X2 X*wu Q coorsercTsyror

NPUBEIEHHBIM B HACTOSIIEM JOKYMEHTE OINpeneeHusIM. Takxke Ha cxeme 2, Kak
obcysxknaercs Hike, Y' Z1% u Z** npencrapasior coboil rpynmnbl-NpeIecTBeHHUKY A5
oOpazoBaHust HEOOXOAMMBIX cBsi3el u rpymnm B ¢popmysie (1). McxonHble MaTepransl MOTYyT
OBITH MOJIy4€Hbl Y KOMMEPUECKUX MOCTABLINKOB MIIN C IOMOIIBIO XOPOLIO U3BECTHBIX
NpoLenyp CHHTE3A.

[0221] B cxeme 2 mpoBoAUTCs peakuys HyKI€O(pHIBHOTO 3aMeLeHNs MEeXIy
coenuHeHreM GopmyJibl 2-A u 2-B ¢ nonydenuem coenunenus @opmyibr 2-C.
Amunorpynna @opmynsi 2-B pearupyer ¢ coenunenneM GopMmysibl 2-A 1 BeITecHseT Y2,
KOTOPBIH MpeAcTaBiseT coO0H yXOISIYIO TPYIILy, TAKyIO Kak rajoreH, Tpuduar, Mme3unar u
Tosunat. B HekoTOpeIX ciydasx Y'? mpencrasmisier co6oii TajoreH, Takoi Kak Hoz, 6pom

WJIH XJIOP.
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[0222] Hanee B cxeme 2 MPOBOIUTCS peakis coueTaHust Mmexxay dpopmyiaamu 2-C u 2-D
¢ obpasoBanueM coenuHeHus1 popmyiel 2-E. B HEKOTOPBIX ciiydasx MOKHO IPUMEHSTh
KaTaJIM3UPyeMYIO NMaIaJieM PeakLUo apuiIrajoreHnaa 1 00poopraHuuecKkoro
coennHeHus (HarpuMmep, peakuws coderanust Cyn3yku). [Tpu npoBeneHnn peakun
coueranus Cynsyku Z' B popmyine 2-C MOKeT PeACTaBIsTh cOOO0M raJoreHu, Takol Kak
iton unu 6pom, a Z>* B popmyie 2-D MoskeT IpeCcTaBIsTh co00ii OOPOHOBYIO KMCIOTY MITH

CJIOXKHBIH 3pup 6OPOHOBOI KUCIOTHL. B HEKOTOPBIX ciyyasx Z>? npescTapiser coboi

o . B HEKOTOPBIX Cilydasix 3Tan COYETaHUsl BKIIIOYAET MaJUlaueBbIi KaTaau3aTop,
Takoil kak 1,1'-6uc(nu-mpem-6yrundocduno)pepponennamnanus quxnopun wim 1,1'-
ouc(nudenundochuno)peppoueHnanianus AUKIOPUL.

[0223] Hanee B cxeMe 2 B Ka4eCTBE aJIbTEPHATUBHON PEAKIIMN COUETAHUS MEXAY
dopmynamu 2-C u 2-D MOKHO MPUMEHSTh KaTATHM3HUPYEMYIO MAIUTANEM PEaKIFI0 MEKAY
OJIOBO-OPTaHUYECKUM COEMHEHNUEM 1 apUIITajIoreHUIOM (HarpuMep, PeakIHio COUeTaHus
Crunne) ¢ nofydenuem coenunenuss @opmyiel (I). B peakuuu Ctunne Z'* B popmyne 2-C
MOJIET IPEACTABIIATE COOO0M oprannueckoe coennHerne onosa (-SnRy, roe R npexncrasnser
co0oii anKuabHyro Tpymnmny) u Z>* B popmyie 2-D MOKeT NpeacTaBIsTh cOO0i ranoreHus,
TaKOM Kak Hox miu OpoM. B HEKOTOPBIX Cilydasix 3Tar COYeTaHUs BKIFOYAET MajiaIueBblil
KaTaJIU3aTop, TaKOH Kak Ouc(rpu-mpem-oyrundochun)namianuii(0).

[0224] Jlanee, B cxeme 2 MPOBOIST PEAKLUIO coueTanus Mmexay popmyriamu 2-D u 2-E
¢ nonyyerneM coenuHernss Popmynsl (I). B HEKOTOPBIX Cilydasix MOXHO PUMEHSTh
PEaKLUIO COYeTaHHsI MEXIY CTaOUIM3UPOBAaHHBIM (OoCHOHATHEIM KapOaHHOHOM U
anbaerunom (Hampumep, peakuuro XopHepa-BaacBopra-OMMoHca).

[0225] Cxema 3 npencraBiisier coOOOH penpe3eHTaTUBHBIN PUMep CHHTe3a COeNHEHNH
COTJIACHO BapHAHTaM PEeaTM3aLIH H300peTeHNsA. DTa METOIOJIOT Ul COBMECTHMA C OOJIBIINM

KOJINYECTBOM PA3IMYHBIX (PYHKIIMOHAIBHBIX PYIII.
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Cxema 3

R* RS
R4 R3 2a R5
R? SN RY R® O SN
+ 6 /)\ 1a
PR ——> R NTY
R® 1 N™ ~y'a R R8
- ; e
3-A 1-D
Q
3-B
NH
Rl 2 R* R3
Z ||‘I R5 \N
S NG
r R® N/)\
R 7 8 NH
R R
e O RUA
=z 1
n
X3 X2
Q Y
R2

M
1 R2 R3 R4 RS R6 R7 R® Wl W2 W3

[0226] Ha cxeme 3, R', R*, R’, R, R’, R®, R’, R®, X", X°, X° u Q cOOTBETCTBYIOT
NPUBEAEHHBIM B HACTOSIIEM JOKYMEHTe onpeneneHusM. Takke Ha cxeMe 3 Kak
obcyxmaercs Huxke, Y2, Z1% u Z** npenctapasioT co0oi rpyNmbl-NPeaecTBEHHUKY [Ts
oOpazoBaHust HEOOXOOMMBIX cBsi3el u rpymm B ¢popmyie (I). McxonHble MaTepraisl MOTyT
OBITH MMOJIy4€HBbl Y KOMMEPUECKUX MTOCTABLINKOB MIJIN C TOMOIIBIO XOPOLIO U3BECTHBIX
npouenyp curreza. Cunres @opmyibl 1-D obcyknaeTcs Hiske B cxemax 4 u S.
[0227] B cxeme 3 mpoBoauTcst peakuus couetanus mexxay Gopmynamu 3-A u 1-D ¢
oOpazoBanueM coequHeHust GopMyJbl 3-B. B HEKOTOPBIX ciiydastx MOKHO MPUMEHSITh
KaTaJIM3UPYEeMYIO MaJJIaieM PeakLHIo apiraioreHnaa U OOpoOpraHuvIecKoro
coeauHeHus (HarpuMmep, peakius coderanust Cynsyku). I[Tpu nposeneHnn peakuyuu

la - .
coueranus Cynsyku Z' B popmyie 3-A MOXKET IPeNCTaBIATE COOON rajoreHu 1, TAKOH Kak
iion umu 6pom, a Z2* B popmyne 1-D MokeT IpeacTaBisaTh cob60ii GOPOHOBYIO KUCIOTY MM

CJI0KHBIH 3gup GOPOHOBOI KUCIOTHL. B HEKOTOPBIX clydasx Z** mpeacTasiseT coboil

o . B HEKOTOPBIX CiTydasx 3Tan COYETaHUs BKJIOYAET MaUIaNeBbIi KaTaInu3aTop,
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takoi kak 1,1'-6uc(au-mpem-6yrundochuno)peppoueHnanianus auxuopun wium 1,1'-
ouc(audenundochuno)deppoueHnamanmii TUXIOPUA.

[0228] Jlanee B cxeme 3 B KaUeCTBE aJIbTEPHATUBHON PEAKLUU COUETAHUS MEXIY
dopmynamu 3-A u 1-D MOKHO IPUMEHSATh KaTATU3UPYEMYIO MaJUIaineM PEaKIUU MEXTy
OJIOBO-OPTaHUYECKUM COETUHEHNEM U apUIIraJIoreHuIoM (HalpuMep, Peakifio COUeTaHus
Crunne) ¢ nofydenueM coenunenuss @opmyiel (I). B peakuuu Ctunne Z'* B popmyne 1-C
MOJIET IIPEACTABIIATE COOO0M opranndeckoe coennHerne ojosa (-SnRy, rae R npexncrasnser
coboii ankuIbHyIO rpymnmny), a Z>* B popmyne 1-D MoxkeT npeacTaBasTh coboii raloreHun,
TaKOM Kak Hox miu OpoM. B HEKOTOPBIX Cllydasix 3Tar COYeTaHUs BKIFOYAET MajiaIueBblil
KaTaJIU3aTop, TaKOH Kak ouc(rpu-mpem-0yrundochun)namranuii(0).

[0229] Jlanee, B cxeMe 3 peakLsi OCYIIECTBIISIETCS HYKIeO(QUIBHOTO 3aMeIeHHsI
mesxay coenuHeHneM Gopmysl 3-B u 3-C ¢ nonyuennem coenunenus @opmysi (I).
Amuno-rpynna @opmyini 3-C pearupyeT ¢ coenunenueM Gopmybl 3-B u Beitecusier Y2,
KOTOPBIH MpeAcTaBiIsieT coO0H YXOISIIYIO TPYIILY, TAKYIO Kak rajoreH, Tpudiar, Me3unar u
To3unat. B HekoTOpbIX ciydasx Y'? mpencrasisier co6oil rajgoreH, Takoi Kak oz, 6pom
WU XJIOP.

[0230] Cxema 4 neMOHCTpHUPYET perpe3eHTaTUBHbIN npumep cuHreza @opmyrsl 1-D.

Ta METOIOJIOTHsS] COBMECTHMA C OOJIBIINM KOJIMYECTBOM PA3JIMYHBIX (PYHKIIMOHAIBHBIX

TPy
Cxema 4
Q'a x2a Qta 2a
R7 R8 . R10 R7 R8 RY R8
TRV — > —_—
|N|
X1a Q Q
4-B
4-A 4-C 1-D

[0231] Ha cxeme 4, R7, R® R’ R!° u Q cooTBETCTBYIOT IPUBEIEHHBIM B HACTOSAIIEM
NOKyMeHTe onpeneneHusm. Takxke Ha cxeMme 4, kak oocy:xnaercs Hmxke, Q' X1y X
MPEICTABIISIOT COOO IPYyNIbI-MPEALIECTBEHHUKH 11 00pa30BaHusi HEOOXOAMMBIX CBSI3EH U
rpymm B ¢popmysie 1-D. McxoaHbie MaTepraibl MOTYT OBITh TIOJYYE€HBI Y KOMMEPUYECKHX

MOCTAaBUIUKOB UJIH C TIOMOIIBIO XOPOILIO U3BECTHBIX MPOLUECAYP CUHTE3A.
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[0232] Ha cxeme 4 ocyiecTBIsieTcs: peakius couetaHusi Mexxay gopmynamu 4-A u 4-B
¢ obpasoBanueM coequHeHust popmyiiel 4-C. B HEKOTOPBIX CiTydastx MOKHO PHUMEHSTh
apuIraJoreHu bl 1 alKeHOBbIE COeTUHEHUs (HapuMep, peakLuio coueTanus Xeka). B
clydae peakuuu couetanus Xeka X' B Gopmyne 4-A MoKeT IpeacTaBaaTh cobo0i
rajoreHu i, Tako Kak Hon wiu 6pom, a X** B popmyie 4-B MoskeT npencraBisTh coboit
BoJIopo. Peaknus coueranust Xeka MOXKET ObITb OCYLIECTBJIEHA B IPUCYTCTBUU
NaJuTaANeBbIM KaTanu3aTop, Takoi kak anerart nayuianus (II) B komOunaum ¢ Tpu(o-
To)pochuHOM.

[0233] Janee B cxeme 4 Q'? B popmysie 4-A u 4-C npencrasnser coboif rpymny-
NpeALIeCTBEHHUK OOPOHOBOM KHUCIIOTHI UJIH CJIOKHOTO 3¢upa O0POHOBON KUCIOTHI B
dopmysie 1-D, rae Z** npencrapnser coboii GOPOHOBYIO KMCJIOTY MM CJIOKHbIN 3(up
6oponHoBoii kucnotsl IIpoBoasaT peakiuro Soprnuposanus Popmyinsl 4-C ¢ nonydeHneM
coeausenust @opmyiel 1-D. B HEKOTOPEIX CiIydasix MOKHO NIPUMEHATD PEAKIMIO0 COYETaHUs
4,4,4'4'5.5,5' 5"-oxkramernn-2,2'-6u(1,3,2-nuokcaboponiana) ¢ apuirajoreHuI0M
(marmpumep, Peaxkuuro 6opunuposanus Maiiapa (Miyaura)). B peakiu 6opunpoBaHust
Maiiapa (Miyaura), Q' B popmyie 4-C MosxeT npecTaBIsTh COOOM raloreHu 1, Takoi Kak
fion unmu 6poM. B HEKOTOPBIX Ccydasx MOYKHO ITPOBOJUTH PEAKIIUIO COETUHEHUS (POPMYJIbI

4-C c4,4,4' 45,55 5 -okramernn-2,2'-6u( 1,3, 2-11okcabopoaHOM) € TIOJyYeHHEM

48
coenunenus popmynsl 1-D, B koTopom Z>* peacTasiser coboi o . B HekoTOpBIX

ciydasix STarn OOpUIMPOBAHUS BKJIIOUAET MAJUIAAHEBbI KaTaIU3aTop, TAKOW KaK alerar
naanus (I1) B komOuHamu ¢ nunukinorekcmn(2',6'-qumerokcu-[ 1,1'-oudennn]-2-
un)pochuHoM. MOKHO MPUMEHSITh IPyrUe peaknu OOPUITUPOBAHUS.

[0234] Cxema 5 neMOHCTpHUpYET Apyroil penpe3eHTaTUBHbIN npumep cuHTe3a PopMyJibl
1-D. DTa MeTononorus COBMECTUMA C OOJIBITAM KOJTHYECTBOM Pa3TMYHBIX
(YHKLMOHATBHBIX TPYIII.

Cxema S
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o]

1] 1 2a
Qs " No-g-0” Q= 7 8
+ —_— —_—
|
X1a N Q Q

I
5-A - 5C 1-D
[0235] Hacxeme 5, R7, R® R’ R!° u Q cooTBeTCTBYIOT NpHBEIEHHBIM B HACTOSAIIEM
nokymeHTe onpenenenusiM. Takke Ha cxeme 5, kak obcyxnaercs Hinke, Q' u X2
NPEACTABIISAIOT COOO0I rpyNIbI-NpeALIeCTBEHHUKH AJs1 00pa3oBaHUsA HEOOXOANUMBIX CBsi3el U
rpynn B Gopmyie 1-D. McxonHble MaTepuaibl MOTYT ObITh MOJYUEHBl Y KOMMEPUECKUX
MOCTABIIUKOB UJIH C MIOMOIIBIO XOPOIIO U3BECTHBIX MPOLIENYP CHHTE3A.
[0236] B cxeme 5 ocymecTBISIOT peakiuio codeTanus Mmexxny Gopmynamu 5-A u 5-B ¢
obOpazoBanueM coenuHeHust GopmyJibl 5-C. B HEKOTOPBIX Clydasix MOXKHO MPUMEHSITh
PEAKLIUI0 COYEeTaHHsI MEXIY CTaOUIM3UPOBAaHHBIM (oCcOHATHEIM KapOaHHOHOM U
anbaerunom (Hampumep, peakuuro XopHepa-Bancsopra-Ommonca). B peakuuu XopHepa-
Bancsopra-IMmonca X' B Gpopmyne 4-A MOXKET IIPEACTABIATL COOOIT abIerny| M KeTOH
(nanpumep, X' npeacrapaser coboit -CHO wunu -C(O)R).
[0237] Janee, B cxeme 5 Q' B popmyne 5-A 1 5-C npencrapisier coboii rpymnmy-
TpenIecTBEHHUK GOPOHOBOM KUCIOTHI B popmyne 1-D, npuuem Z>* npencrasnser coboit
OopoHoBas kucnora. [IpoBoasat peakuuto 6opunupoBanust @opmyiiel 5-C ¢ nosyueHuem
coenuHenust @opmyisl 1-D. B HEKOTOPBIX Cllydasix MOKHO MPUMEHSITh PEAKLIUIO KPOCC-
coueranus 4,4,4',4',5,5,5',5'-okramerun-2,2'-6u( 1,3,2-nuokcaboposiaHa) ¢ apuiIraJoreHuaoM
(marmpumep, peaknuro Oopunuposanus Maiiapa (Miyaura)). B peakuun GopumrpoBaHus
Maitapa (Miyaura) Q' 8 gpopmyne 5-C MOsKeT NpencTaBisTh OO0 rasoreHu 1, Takoi Kak
fon unu 6pom B HEKOTOPBIX Cilydasix MOKET ObITh MpoBeaeHa peakius Gpopmyinsl 5-C ¢

4,4,4'4'5,5,5',5"-okramernn-2,2'-6u(1,3,2-nuokcadbopoiaHoM) ¢ OTy4EHUEM COEAHMHEHUS

_E_B
\,
dopmyaer 1-D, roe Z>* npencrasnsier coboii o . B HEKOTOpBIX ciydasx stamn

OOpHIMPOBAHUS BKJIFOUAET MaJUTAUEBbIA KaTAIN3aTOP, TAaKOH Kak arerat najuiaaus (I11) B
koMOuHaumu ¢ aunukiorekcm(2',6'-numerokcu-[ 1,1'-6udennn]-2-nn)pochuHom. MokHO

NPUMEHSTD APyTUe peakyuyu OOpUIUpOBaHUS.
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[0238] Co0TBETCTBEHHO, KaK MOAPOOHO OMUCAHO B HACTOSIIIEM JOKYMEHTE, HACTOSIIIEEe
PACKPBITHE OTHOCUTCS K CIIOCOOY MOJy4eHUs] COSTUHEHHSI COTJIACHO HACTOSLIEMY
PAaCKpPBITHIO, BKIFOYAIOIIEMY:

R* R3

R2 N

1a NH
z 1
R\Z\I)Id
X3\ X2
he
OCYILECTBJICHUE PEAKLIMH COSTUHEHHS (POPMYJIBI: R? (1-C) c
2a
R7 RB
coerHeHneM (OPMYJIbI: Q (1-D), B pesynbTare yero oOpa3yercsi CoeTuHEeHNE
R R3
e
" N/J\
R RS NH
R1
O \2\?'(1
X3\ X2
Q he
Dopmyibt R (I), rne RY, R2 R R* R RS, R7 R® X! X2 X3 7' 7%

u Q COOTBETCTBYIOT NPUBCACHHBIM B HACTOALIEM JOKYMEHTC ONIPCACICHUAM.
[0239] CoOTBETCTBEHHO, KaK MOAPOOHO OMUCAHO B HACTOSIIEM JOKYMEHTE, HACTOSIIEE
PaCKpPbITUE OTHOCUTCA K CHOCO6y MOJYUYCHUA COCAUHECHUS COIJIACHO HACTOALIEMY

PACKPBITHIO, BKJIIOUYAIOIIEMY:
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OCYIIECTBJICHUE PEAKLINU COCTUHEHUS (POPMYJIBI: (3-B)c
NH,
1
R / 3(1
X3 Xx?
h4
coequHeHHEeM (POPMYJIbL: R®  (3-C), B pesynbrare uero o6pasyercsi COEAUHEHHE
R R3
e
" N/)\
R7 R8 NH
R1
O A
X3\ X2
Q he
Dopmy bl R (I), mpuuem R!, R?, R?, R* R° R® R’ R® X! X° X°,

Y'* u Q cOOTBETCTBYIOT IPUBEAEHHBIM B HACTOSIIIIEM JOKYMEHTE OMPEIETECHHUSM.

[0240] B HEKOTOpBIX CiIyUasX OMHMCAHHBIE BBILIE CIIOCOOB! TOTIOHUTEIBHO BKIIOYAIOT
sTan GopMUPOBAHUS COJIU COSAMHEHHUS, PACKPBITOTO B HACTOSALIEM JOKyMeHTe. BapuaHTsl
peayM3alny OTHOCSITCS K IPYTUM Ccrioco0am, OTIMCAHHBIM HACTOSIIEM JOKYMEHTE, U K
HPOAYKTY, MOJy4eHHOMY JIFOOBIM U3 OMMCAHHBIX B HACTOSIIEM JOKYMEHTe Criocodam.
[0241] 3a UCKJIFOYEHHEM TeX CIIy4aeB, KOT/Ia YKa3aHO MHOE, CIIOCOObI U METOIUKH
COTJIACHO BapUaHTaM peau3allii HACTOAIIEMY H300PETEHHIO OCYINECTBIISIFOT B LIEJIOM B
COOTBETCTBHH C OOBIYHBIMU METOAAMH, XOPOILIO U3BECTHBIMU U ONUCAHHBIMU B PA3JTUYHBIX
o0mux u OoJiee CrierUaIbHbIX HCTOYHHUKAX, U 0OCYKIaeMbIX B HACTOSLIEM omucanuu. Cm.,
nanpumep, Loudon, Organic Chemistry, 5¢ usnauue, Horo-Hopk: Oxford University Press,
2009, Smith, March's Advanced Organic Chemistry: Reactions, Mechanisms, and Structure,

7¢ nznanmio, Wiley-Interscience, 2013.

CITMCOK ABBPEBUATYP U COKPAIIEHHIA

AbOpeBuarypa - 3HaYeHHE

91



Ac - anetun
Bopin, - 4,4,4'4'5.5,5',5"-okctamerun-2,2'-6u( 1,3,2-nuokcaboponan)
bs - IHUPOKUH CHHTIIET

° C - rpanycos Llenbcus

d - nybner

JAXM - luxnopmeran

dd - ny6ner nybneros

DIPEA - N, N-quu30nponuiasTuiIaMuH

IM®A - N, N-mumerunpopmamua

JIMCO- numeTtuncynborcua

dppf - 1,1'-6uc(audenundocduHo)peppoiieH

dtbpf - 1,1'-6uc(au-mpem-6yrundpocduno)peppoueH

ECso - koHneHTpanus, odecrneunBaroias MoJOBUHY MaKCUMAaIbHOTO 3¢ dexra
5(BUB./3KB. - SKBHBAJIEHTHI

Et - sTun

EtOH - sTanon

I - TPaMMBbl

BD2XXX - BbICOKO3(EKTUBHAS JKUIKOCTHASI XpOMATOTpadust

qac/q - 4achl

I'u - T'epn

J - KOHCTaHTa CBSI3bIBAHUS

BD2XX - xunkocTHast xpomatorpagus - Macc-CreKTPOMETPHS

M - monp

m - MYJIbTUILICT
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m/z - OTHOIIEHHE MacChl K 3apsity
M+ - muk mMaccel

Me - meTun

mg - MIUIJTUTPaMM

MI'u - merarepiy

MUH - MUHYTa

MJI - MUJUTHITUTP

MM - MHJITUMOJIb

MM - MUJUIUMETP

MMOJIb - MUJUTUMOJIb

MOJI. - MOJIb

MC - macc-CrieKTpoMeTpus

MW (MB) - MHKPOBOJHOBBIH

HM - HAHOMOJISIPHBII

NMP - N-meTun-2-nuppoauioH
AMP - saepHbIIl MATHUTHBIN PE30HAHC
P(oTol); - Tpu(o-Tomun)dpochun
P(#-Bu); - Tpu-mpem-0Oytundochun
Pdy(dba); - Tpuc(nubensunmuaenaueron)namuiaanii(0)
q - KBapTeT

KOJIMY. - KOJINYE€CTBEHHBIN

Rf - koappunment ynep:xuBanus
PT/k1/K.T. -KOMHATHasi TEMIlepaTypa

S - CHHIJIET
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HAC. - HACBILEHHbIN

SPhos - muiuknorekcun(2',6'-numeroxcu-[ 1, 1'-oudennn]-2-un)pochun
t - TpuILIET

T®VYK - TpudropykcycHast KHCIOTa

TMS - Tpumeruncunun

Tr/tr - BpeMms yaepKUBaHUs

Y@ - ynprpaduoner

Macc. - MacCoBBbIil (BECOBOI)

Xantphos - (9,9-numernn-9H-kcantun-4,5 -aumn ) ouc(audernnpochun)
0 - XUMHYECKUH CIBUT

MKJI - MUKPOJIUTP

MKM - MUKPOMOJISIPHBIN

MKMOJIb - MUKPOMOJTb

[0242] IIpuBeneHHbIe HIDKE NPUMEPSI SIBISIIOTCS UCKITIOYUTENBHO ULTFOCTPATUBHBIMU U
HUKOMM 00pa3oM He OrpaHH4MBaeT HacToslee n3oopereHne. Ecny He oka3aHO MHOE,
npenapatuBHyro BOXX BOXX ocymectssitoT Ha cuctem Gilson HPLC, ¢
HCIIOJIb30BaHUEM TOJTyTIpenapaTHBHON KoJoHKH 21,2%250 mm 10 mukpon C18 Phenomenex
Gemini u rpaguenta 0-100% aneroHuTpuia B BOJE B KaueCcTBE NMOABIKHOHN (asel ¢ 0,1%
TpU(TOPYKCYCHOM KUCIOTHI P CKOPOCTH MOTOKA 20 MII/MUH.

[0243] XUMUYECKHE Ha3BaHUsA ISl BCEX NOJYYEHHBIX COCUHEHN T€HEpUPOBaI C

ucnonbzoBanueM [10 ChemBioDraw 12.0.

[0244] XOTs CTPYKTYpPBI B IPUBEIEHHBIX HIDKE IPUMepax N300pakeHbl B BUE
OTIpeieIeHHbIX T€OMETPUYECKUX H30MEPOB, B 3arojlOBKe W/HIIN OMMCAHUU IIPUMepa MOTYT
OBITh TIPUBEAEHBI OMPEIEIEHHON reOMeTprudeckuii usomep (Hanpumep, E- uimm Z-u3omepa)
UJIM HEKOTOPOE COOTHOIIEeHUE E- u Z-n30mMepos.
[0245] J71st OUMCTKU U UCCIIeIOBAHMSI HEKOTOPBIX COCIMHEHU N, OTTMCAHHBIX B

HUKCCJICAYIOIUX TPpHUMEPax, UCTIOJIb30BAJIN CJICAYIOIUE METOINI .
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[0246] Mertox BOXKX 1 — kononka Phenomenex Gemini-NX 3mk C18 110A, 100 x 2
MM 3 MUKpOH, anieToHuTpu ¢ 0,1% MypasBpuHOM kucaotsl, Boja ¢ 0,1% MypaBbUHOM
kucnoTel, 0 MuH - 7,0 muH 0-100% arieToHUTpHIIA, CKOPOCTH TIOTOKA 0, SMII/MUH.

[0247] Metox BOXKX 2 — kononka Gemini Smx C18 110A, 50 x 4,60 MM 5 MUKpOH,
aueroHutpui ¢ 0,1% ykcycHol kucnotsl, Boja ¢ 0,1% ykcycHast KUCJIOTBI, TpafueHT: 0 MUH
- 3,5 muH 5-100% aneToHUTpUIa, CKOPOCTh MOTOKA 2 MJI/MHUH.

[0248] Meton BOXKX 3 — kononka Kinetex 2,6mk C18 100A, 50 x 3,00 mm,
atieroHuTpu ¢ 0,1% MypaBbuHOMN KUCIOTEL, Boa ¢ 0,1% MypaBbUHON KUCIOTHI, TPAJUEHT:
0 muH - 1,4 mun 2-100% auneronunrpuna, 1,4 mus - 1,8 muna 100% aueronurpuna, 1,8 MuH -
1,85 mun 100%-2% aueronurpuna, 1,85 muH - 2 MuH 2% aLeTOHUTPUIIA, CKOPOCTh MOTOKA
1,8 M/MuH.

INPUMEP 1

(E)-4-((8-(4-(2-umaHOBHHII)-2,6-TMMeTHI() e HUJT ) XHHA3 OJTHH-2-

uia)amMuHo)oeH3oHuTpuI- Coennnenue 1

=N
N
z [l
N
\l
N
Jrtan 1: Cunre3 4-((8-0poMXHHA30/IMH-2-HJ1)aMHHO)0eH30HHTPHIIA (CoeqHHeHHs 1a)

NH,

; DY
~N If] =
/)\ N N

—_— = Br

NH

Br H30IPOMAHOI,
HArPEBAHUE C
00p. XOOAMTEHHKOM

N  Coenunenmne la
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[0249] Cwmecs 8-6pom-2-xnopoxunasonnsa (1,0 r, 4,10 mmoinb, Ark Pharm Inc, AK-
27609) u 4-unanoanununa (533 wmr, 4,52 mmosb, Sigma-Aldrich) B usonponanosne (15 mn)
HarpeBaJId PU HArPeBaHUH C OOPATHBIM XOJOAMIBHUKOM B TeueHue 15 4. TTony4yeHHbIi
TBEP/bIH MPOAYKT OTOUIBTPOBBIBAIN U IPOMBIBAJIHN ABAXK/IbI XOJIOIHBIM M30IPONAHOJOM (2
x 10 mu). I[IpoaykT cymmim Ha BO3AyXe, B Pe3yJbTaTe Yero Mojy4yaid YKa3aHHOE B
3aronoske coeaunenue la. "H-SIMP (400 MI'u, IMCO-ds) & 10,76 (s, 1H), 9,47 (s, 1H),
8,41 (d, J=8,8T1, 2H), 8,28 (dd, /=7,8, 1,2 'y, 1H), 8,06 (dd, /=78, 1,2 'y, 1H), 7,85
(d, J=8,8Tw, 2H), 7,44 (t, /= 7,8 'y, 1H). Macc-CrieKTpOCKOMHUsI BLICOKOTO pa3peIieHust
(noHm3auus snexrpopacnbuieHueM - ESI+) pacu. qsa CisHioN4Br [M+H] 325,00834, skcm.
325,00821. BDXX (m/z) 325,0 [M+H], Bpems ynepxxusanus = 4,69 mun (meron BOXX 1).

Jtan 2: Cunres3 (E)-3-(4-0pom-3,5-1umMeTHI(PeHHT)aKPUJIOHUTPHUIA (coeanHeHus 1b)

: Pd(OAc)2+P(oToI)3
NEts/CH;CN
110°C

coeaqunenue 1b

[0250] K pactopy 2,5-aubpom-1,3-ngumernndensona (2640 mr, 10 mmons, Oakwood
Products, Inc. - 018507) B 6e3BoHOM aneronuTpuie (25 mun) nodassin namtanus (11)
arerar (112 wmr, 0,5 mmouns), akpunonutpu (531 mr, 10 mmous), Tpu(o-tonun)docdun (131
mr, 0,5 MmoJ1b) U TpusTUIaMuH (4 M1, 30 MMOJIB), 3aTEM CMECh IPOAYBAJIA APTOHOM U
HarpeBanu nipu 110 °C B Teuenue 2 4. PeakIIMOHHYIO CMeCh (PHUIIBTPOBAIH Yepe3 LETUT U
MPOMBIBAJIN HAMOJHUTEND QribTpa Terparuapodypanom (10 mi). @unbTpar BhINapUBaIH,
3aTeM CHOBa pacTBOpsuH dTHIaneratoM (50 mit). PactBop mpombiBaiau Boxoii (50 mur).
Bonnbiii cioit moaBeprainu o0paTHOM sKcTpakiuu stusnaneratoM (50 mut). OObenuHeHHbIE
OpraHHYeCcKHe BEIeCTBa IPOMBIBAIN COJIEBBIM pacTBOpoM (30 M), CyIInin Haj
cynb(haToM HaTpHsl, (PHUIBTPOBAIH U KOHLIEHTPHPOBAIU MPU TIOHIKEHHOM JaBJICHUH, B
pe3yJbTaTe 4ero nojy4yany HeouHIneHHbli octatok. Ero moxsepranu xpomatorpadun Ha
cumkarene (rpagueHT ot 0-20% 3Tuanerar B M30-reKCaHax), B pe3yJibTaTe 4ero Moydain

HEOYHIIIeHHBIH POIYKT, KOTOPBIH 00padaTbiBasiu B yIBTPa3ByKOBOH BaHHE ¢ rekcaHoM (10
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mi1) B Tedenue 10 munyT. [IpoaykT ocaxmaau u3 pacTBopa U codupann GuibTpaLueii.
TBepabie BerecTBa MPOMBIBAIN XOJIOJHBIM I'€KCAHOM, B PE3YJIbTATe Yero MoJydann
coemunenue 1b. 'H-SIMP (400 MI'u, CDCls) § 7,25 (d, J = 16,6 ', 1H), 7,12 (s, 2H), 5,84
(d, J=16,6 T, 1H), 2,42 (s, 6H). BOXKX (m/z) Het curnana MC, Bpemsi yep:KUBaHUs =
2,78 muH (Metog BOXKX 2).

Jran 3: cunre3 (E)-3-(3,5-numernn-4-(4,4,5,5-tperpamerni-1,3,2-nnokcadoposian-2-

Wi1)(peHUT)aKPpHIOHUTPHIA (coeaAnHeHHs 1¢)

Br o. O
Boping B
Pd(OAc),
SPhos
= K,COj3
I IIM®A =, 100° C Z
N \f
N

[0251] Cwmecsk coequnenus 1b (391 mr, 1,66 mmosb), 4

Coequnenne 1c

4.4'4''55 5" 5'-oktamerun-2,2'-
6u(1,3,2-nnokcaboponana) (630 mr, 2,48 Mmorb), kapboHaTta kanus (687 mr, 5 MMOIIb),
arerara nawtagus (I1) (19 mr, 0,08 mmoub) u auipknorekcmi(2',6'-numerokcu-[ 1,1'-
oudenunn]-2-un)docduna (SPhos, 85 mr, 0,21 Mmmonb) B cyxom N, N-numeTunpopmamuse
(20 M) npoxysanu aproHoM u Harpesainu npu 100 °C B Teuenue 1 4. PeakinoHHyIO cMech
(GuIbTpOBANN Yepe3 LEeJUT U MPOMBIBAIH HAMOJHUTENb (QriibTpa TeTparuapodypanom (10
mut). PUIIBTpAT BBIIAPUBAIIH, 3aTEM CHOBA pacTBOpsuU 3THianeratoM (50 mi). PactBop
npombIBaK BoAoH (50 mur). BoxgHslit ciioii monsepraiu oOpaTHOM 3KCTPaKLIUN
stunaneratoM (50 mi). OObeqrHEHHbIE OPraHUYECKUE BEIEeCTBA MPOMbBIBAH COJIEBBIM
pactBopoM (30 mu1), Cymuan Haj Cyib(aToM HaTpus, GUIBTPOBAIH U KOHLIEHTPHPOBAIH
IPY TIOHIDKEHHOM JIaBJICHHH, B PE3YJIbTATe Yero MOJyYald HEOYHIICHHBIH OCTAaTOK,
KOTOPBIH ounmany xpomarorpadueit Ha cunukarene (rpaguest ot 0-20% sTunanerar B
130-TeKCaHax), B pe3yJbTare uero nonydanu coemunenue le. "H-SIMP (400 MI'u, CDCls) &
7,28 (d, J= 16,6 I'y, 1H), 7,00 (s, 2H), 5,84 (d, J=16,6 'y, 1H), 2,39 (s, 6H), 1,37 (s, 12H).
B2XX (m/z) 284,3 [M+H], Bpems yaepxusanus = 2,85 muH (Mmeron BOXKX 2).

Irtan 4: Cunre3 (E)-4-((8-(4-(2-umaHoBHHIIT)-2,6-AuMeTHI( e HHIT)XHHAZ0JIHH-2-

HJI)aMHHO)0eH30HUTpHUIIA (coequHeHus 1)
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A S
N I N/)\NH
Br _
PACly(dppf).CH,Cly O
I | KzCO3, CUOAC,
N IM®A 100 °C Z Il

ll
N

Coeaunenne 1
[0252] Cwmecsk coequnenus la (50 mr, 0,15 mmosb), coenunenus 1¢ (129 mr, 0,45
mmoub), [1,1'-6uc(nudenundochuno)deppouet |auxnopnamnanus (II), B komrmiekce ¢
muxiopmeranom, (100 mr, 0,12 mmonb), kapOoHaTa kanust (64 mr, 0,45 MMOJIb) U aLeTaTa
menu (I) (19 mr, 0,15 mmone) B cyxom N, N-numermndopmamuze (5 M) mpoayBaiu
aproHoM u Harpesasu ripu 100 °C B Teuenue 15 4. PacTBopurens ynansing npu
MOHM)KEHHOM JIaBJICHUH U TIOABEPraid HEOUUIIEHHYIO CMECh Xpomarorpaduu Ha
cunukarene (rpaguest ot 0-30% sTunanerar B u30-rekcanax). HeounmmeHHsIH MpoaykT
cHoBa ountnanu MmerogoM BOXKX (mpenaparuBHas kononka Phenomenex Gemini 10
mukpon C18, 250 x 21,2 mm, 10 mu/muH, rpaguent ot 10-100% aneToHuTpUia B BOAE), B
pe3y/bTaTe 4ero nojy4any ykasaHHoe B 3aronobke coemunenue 1. "H-SIMP (400 MI'w,
JIMCO-ds) 6 10,48 (s, 1H), 9,50 (s, 1H), 8,09 (d, /J=7,8 'y, 1H), 7,70-7,87 (m, 4H), 7,63 (t,
J=78Tu, 1H), 7,61 (s, 2H), 7,40 (d, /= 8,8 'y, 2H), 6,62 (d, /= 16,7 ', 1H), 1,94 (s,
6H). Macc-crnekTpOoCKOMNuUs BBICOKOTO paspelleHus (MOHU3aLMs 3JIeKTPOPACIIbUICHUEM -
ESI+) pacu. gnst CasHaoNs [M+H] 402,17132, sken. 402,17126. BOXX (m/z) 402,2 [M+H],
BpeMms yaepkusanus = 4,91 mun (metoq BOXKX 1).

INPUMEP 2

(E)-4-((4-amuno0-8-(4-(2-umaHoBUHMT)-2,6-1uMeTH/I() €HIJT) XUHA3Z0JIHH-2-

Wi)amMuHo)0eH30HUTPpUI- CoennHeHue 2
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Irtan 1: Cunres (E)-3-(4-(4-aMuHO-2-XJI0POXHHA30/HH-8-11)-3,5-

AUMETHI(PEHNT)AKPHUJIOHUTPUIIA (COeTHHEeHHUs1 2a)

0.0
NH,
N\
z
" XK
2 I N7l
N N
<AL Q
N™ °Cl K5PO,
Br PdCl,(dtbpf)
JIM®A: 4,0 (85:15) N
80°C I
N Coeaunenne 2a

[0253] Cwmechb 8-Opom-2-xnopoxuHazonua-4-amuna (129 mr, 0,5 mmons, Ark Pharm Inc,
AK-28702), coenunenus 1c (184 mr, 0,65 mmons), TpexocHoBHOTO (ochaTa kamust (159 wmr,
0,75 mmonb) u 1, 1'-6uc(mu-mpem-6yrundocduno )peppouennamianus auxnopuaa (65 mr,
0,10 mmoub) pactBopsiin B cMecu N,N-numerminpopmamun:sona(85:15, 40 mu) B
arMoc(epe aprona. Peakunonnyro cMech HarpeBanu 10 80°C B reuerne 30 MUHYT.
PeakiMOHHY0 CMECh OXJIaXKAaJIi JO KOMHATHOMH TeMITepaTypbl ¥ pa30aBIisif BOIOW U
stunaneratoM. OpraHudeckuil CIOH OTAEISUTN U MPOMBIBAJIN ABAX/IbI COJIEBBIM PACTBOPOM,
CYLIWJIM HaJ cynbdaTroM Maraus, nodasisian 0,5 0ObeMHOr0 5KBHBAJIEHTA IeKCaHa U

(UIBTPOBAIIN 3Ty CMECH Uepe3 2-CM CJIOH CUITMKAreisi, KOTOPbIH MPOMbBIBAJIH
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JOMOJIHUTENBbHBIM KOJIMUeCTBOM dTHanerarta. OObeANHEHHbIE OPraHNYeCKHe BEIeCTBa
KOHIIEHTPUPOBAJIU ITPH NOHIKEHHOM JIaBJIEHUH U 00padaThIBaii OCTATOK AUITUIIOBBIM
3¢pupoM B yJIbTpa3ByKoBOil BaHHe. [1omyueHHbIN TBEp bl NPOAYKT OTGUIBTPOBBIBAIN U
MPOMBIBAJIN JIBAXK]IbI AUITHIIOBBIM 3(HPOM U OJIUH pa3 reKCaHOM, B PE3yJIbTaTe Uero
NoJyuajd YKa3aHHOE B 3arojloBke coenunenue 2a. 'H-SIMP (400 MI'u, IMCO-ds) & 8,38
(bs, 2H), 8,28 (dd, /=8,1, 1,6 I'y, 1H), 7,66 - 7,52 (m, 3H), 7,43 (s, 2H), 6,46 (d, J = 16,7
I'n, 1H), 1,86 (s, 6H). BOXX (m/z) 335,2 [M+H], Bpems ynepxuBanus = 2,48 MuH (MeTox
B2XX 2).

Jrtan 2: cunre3 (E)-4-((4-amuno-8-(4-(2-unaHOBUHIIT)-2,6-1HMeTHI( e HHIT ) XHHAZ0JIHH-

2-u1)aMHHO0)0eH30HUTPH 1A (COeIMHEHHs 2)

NH,

H, H,

N N
Z "N

| Z°N
S ! 94
o ! '

—_—
O HCI O
N-meTun-2 -muppoTmA0H

S 120°C
A ll
N

INl lNI Coenunenmne 2
[0254] Cwmeck coequnenns 2a (100 mr, 0,30 mmonp), 4-unanoanununa (46 mr, 0,388
MMmoJib, Sigma-Aldrich) u pactBopa xnopoBogopoza B 1,4-auokcane (4M, 7 mki, 0,03
MMOJIb) B cyxoM N-meTni-2-nupposmaoHe (2 mi) Harpesanu npu 120 °C B Teuenue 2 u.
PeakMoHHyI0 cMeCh OXJIaJKAAIN 10 KOMHATHOH TeMIIEpaTyphl U JOOABISUIH TPUITHIIAMUH
(0,1 mn, 0,72 mmoub). Uepes 15 munyt nodasisiiu Boay (5 Mit), TBEpIbIi MPOAYKT
OT(UIBTPOBBIBAIN M TIPOMBIBAIIM BOON. HeounIeHHbIH 0CTaTOK pa3daBisiii B CMeCH
IUXJI0opMeTaHa AudTHIoBoro adupa (1:1, 5 mi), a 3atem oOpabaThiBaiu B yIbTPa3BYKOBOI
BaHHE B T€UEHUE 3 MUHYT. TBep):[oe COCOIUHCHUC OT(l)I/IJ'IprOBbIBaJ'H/I " IPpOMbIBAJI
IU3TUIOBBIM 3(upoM (5 MiT), B pe3ysbTaTe 4ero nojydyain YKa3aHHOE B 3aroJIOBKE
coenunene 2. 'H-SIMP (400 MT'w, JIMCO-ds) § 9,44 (s, 1H), 8,18 (dd, /=8,2, 1,5 ',
1H), 7,74 (d, J = 16,7 'y, 1H), 7,70 (d, J = 8,9 T'y, 2H), 7,51 (s, 2H), 7,48 (dd, J= 17,1, 1,3
I'm, 1H), 7,34 (dd, /=8,2, 7,1 T'y, 1H), 7,26 (d, /J=8,9 I'y, 2H), 6,54 (d, J= 16,7 'y, 1H),
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1,91 (s, 6H). Macc-criekTpOCKOIHUs BBICOKOTO pa3pelieHus (MOHU3aLus

snekrpopacnsiienueM - ESI+) pacu. nist CasHa1Ne [M+H] 417,1822, sken. 417,1820.

B2XX (m/z) 417,2 [M+H], Bpems yaepxusanus = 4,68 mun (metog B2XX 1).
IMPUMEP 3

(E)-4-((4-amuno0-8-(4-(2-unaHoBUHMI)-2,6-1uMeTH/I() € HIJT) XHHA3Z0JIHH-2-WJI ) AMHHO)-2-
MeToKcHOeH30HUTpHJI- CoennHeHue 3
NH,

NN
N/)\NH
J §1
= If}
N
If]
N

Irtan 1: Cunre3 4-((4-aMuHO0-8-0pOMXHHA30JIMH-2-HJ1)AMHUHO)-2-

MeTOKCHOEH30HUTPHJIA THAPOXJIopHaa (coeAnHeHHus 3a)

NH,
NH,
NH, o~ SN Hel
| N |N| DY
PN

N” 'NH

D ———— Br
Br HM30IPOIAHOI

180 °C o~
ll
N

Coeaunenne 3a

[0255] Cwmechb 8-Opom-2-xnopoxuHa3onuH-4-amuHa (259 mr, 1 mmonb, Ark Pharm Inc,
AK-28702) u 4-amuno-2-merokcubenzonutpuia (222 mr, 1,5 mmons, Ark Pharm Inc, AK-
77827) B uzonpomnanose (7 Mi1) HarpeBaJii MUKPOBOJIHOBBIM u3yueHueM mpu 180 °C B
TeueHue 8 4. PeakIHOHHYIO CMeCh OXJIAXKAAJIN 0 KOMHATHON TeMIepaTyphl, TBEPAbIA
MPOAYKT OT(HUIBTPOBBIBAIN U MPOMBIBAIIN XOJIOJHBIM U30TIPOTIAHOJIOM, a 3aT€M

IVSTHIIOBBIM 3(UPOM U T€KCAHOM, B Pe3yJIbTaTe Yero Moly4yaiu coenuHeHre 3a B Bue
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comu ¢ HCL. 'H-SIMP (400 MI'u, JIMCO-ds) & 8,24 (d, J = 8,1 ', 1H), 8,07 (d, J=7,6 T'y,
1H), 7,59 (d, /= 8,5 Ty, 1H), 7,42 (dd, /= 8,6, 1,9 T'y, 1H), 7,37 - 7,04 (m, SH), 3,99 (s,
3H). BOXXX (m/z) 370,3 [M+H], Bpems ynepxxuBanusi = 2,43 mus (Mmetogq BOXX 2).

Jtan 2: cunres (E)-4-((4-amuuo-8-(4-(2-unaHoBUHMIT)-2,6-1UMeTHI( € HHT ) XUHA30JIMH-

2-MJ1)aMHHO)-2-MeTOKCHOEH30HUTPUIA (coequHeHus 3)

0. .0

NH, NH,
SN HCl = N
N” >NH Il N/)\NH

Br

o~ PdCly(dppf).CH,Cl,
KsPO,, CuOAc,

IMOA 120 °C lNl

v
O
C)\

Coeaunenne 3
[0256] Cwmecsk coequnenus 3a (50 wmr, 0,14 mmosb), coequnenust 1¢ (76 mr, 0,27
MMmouib), [1,1'-6uc(nudennndochuno)deppouet |auxnopnamnanus (II), B komriekce ¢
auxyopmeranoM, (33 mr, 0,04 MmoIb), TpexocHOBHOTO (ocdara kaus (86 mr, 0,41 MMoIIb)
u anerara meu (I) (2 mr, 0,01 mmoub) B cyxom N,N-numernndopmamune (5 mi)
npoayBanu aproHoM U Harpesanu npu 120 °C B reuenue 3 4. PeakimOHHYIO CMeCh
OXJIQXKITAJTN 1O KOMHATHOW TeMITepaTyphl U pa30aBIsuId BOJOW U STHJIALIETATOM.
Opranndeckuii ol OTAENAIN U IPOMBIBAJIN IBAKABI COJIEBBIM PACTBOPOM, CYIINUIIH HaJ
cynbhaTtom Maruusi, 100aBsu 1 0ObeMHBIN SKBUBAJIEHT reKCaHa U (PUIBTPOBAIH STy
CMecCh uepe3 3-CM CIIOH CHJIMKAresis, KOTOPBIH MPOMBIBAIH JONOJIHUTEIBHBIM KOJTHYECTBOM
stunanerara. OO0beTMHEHHBIE OPraHUYeCcKHe BeleCTBAa KOHLIEHTPUPOBAIH MPU
MOHMKEHHOM JaBJIEHHH U MOBEPrajii HEOUHUIIEHHYIO CMECh XpoMaTorpaduu Ha
cunukarene (rpagueHT ot 5-50% sTunanerar B M30-rekcanax). 3aTeM MPOIYKT ITOBTOPHO
ouuIanu obparieHHo-hazoBoii xpomatorpadueii (5-100% aueronurpuna B Boxe ¢ 0,1%

TpU(TOPYKCYCHOM KHUCIIOTHI), B PE3yJIbTATE YT MOJIy4aId COJIb TPHUPTOPYKCYCHOH
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kucaoThl coenunenus 3. 'H-SIMP (400 MI'u, JIMCO-ds) & 8,25 (bs, 1H), 7,74 - 7,65 (m,
2H), 7,62 - 7,42 (m, SH), 7,30 (d, J = 9,0 T, 2H), 7,26 - 6,95 (m, 1H), 6,53 (d, J=17,0 'y,
1H), 3,41 (s, 3H), 1,93 (s, 6H). BOXXX (m/z) 447,4 [M+H], Bpems ynepxuBanus = 2,39
muH (Meton BOXX 2).

INPUMEP 4

(E)-4-((8-(4-(2-unaHoBUHMN)-2,6- 1M eTHI(PEHIT)-6-PTOPXHHAZ0THH-2-

ni1)aMmuHo)0eH3oHuTpuiI- Coenunenue 4

Jtan 1: Cunres3 4-((8-0poM-6-pTOpXHHA301HH-2-U1)AMHHO)0EH30HUTPHJIA

(coennnenus 4a)

NH,

N C —mm
N-MeTHAIHPPOTHAOH

200 °C

Br

N Coexunenue 4a
[0257] Cwmech 8-0pom-2-xnop-6-¢propxunazonusa (500 mr, 1,91 mmouns, Ark Pharm Inc,
AK-93358) u 4-amunobenzonutpuia (250 wmr, 2,12 mmons, Sigma-Aldrich) B cyxom N-
METHJIMUPPOJINAOHE HArPeBall MUKPOBOJIHOBBIM u3nydenueM npu 200 °C B TedeHue 5 u.

PeakinoHHy0 cMech OXJIaKaaliyd O KOMHATHOW TeMIIepaTyphl U MOIBEPrajii
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xpomarorpaduu Ha cuarkarese (rpaaueHt ot 5-50% sTunanerar B M30-Te€KCaHax), B
pe3ysbTaTe 4ero Mojyvail yKasaHHOe B 3arofoBke coenuHenue 4a. 'H-SIMP (400 MI'n,
IMCO-ds) 6 10,69 (s, 1H), 9,37 (s, 1H), 8,32 (d, /J=8,7T'y, 2H), 8,26 (dd, /= 8,5, 2,7 I'ny,
1H), 7,86 (dd, J=8,5,2,7T'y, 1H), 7,78 (d, /= 8,7 I'y, 2H). BOXX (m/z) 343,0 [M+H],
BpeMs yaep>kusanus = 4,72 muH (Metoq BOXKX 1).

Jtan 2: cunre3 (E)-4-((8-(4-(2-unanoBuHMI)-2,6-1uMeTHII(PeHIUT )-6-PTOPXHHA3Z OJIHH-

2-n1)aMHHO)0eH30HUTpHIA (coenuHeHus 4)
F SN Bopin,
N/)\NH 1) PdCly(dppf).CH,Cl,
KOAg, IM®A,100°C
2) PdCl,(dppf).CH,Cl,
K,CO3, MDA, 100°C
|N| Br

Br

=

lNl Coeaunnenne 4
[0258] Cwmecs coenunenus 4a (50 wmr, 0,14 mmonb), 4,4,4'4',5,5,5',5'-okrameTun-2,2'-
6u(1,3,2-nuokcadbopomana) (40 mr, 0,16 mmouib), auerata kajus (60 mr, 0,61 MMoJIb) 1
[1,1"-6uc(mudennndochuno)deppoueH | nuxnopnamianus (I11), B kommiekce ¢
auxnopmeranoM, (50 mr, 0,061 mmoue), B cyxom N, N-numerundopmamune (5 mi)
npoaysanu aproHoM u Harpesanu npu 100°C B treuenue 1 4. K peakunonHo cMecu
nobasJsiiu cMech coenuHenust 1b (33 mr, 0,14 mmons), [1,1'-
ouc(audenundochuno)deppouen]nuxnopnannanus (II), B koMIuiekce ¢ AUXIOPMETAHOM,
(50 wr, 0,061 mmonb) u kapboHarta kanusi (90 mr, 0,65 MMosb). PeakinonHy0 cMech
HarpeBanu 70 100°C B Teuenue S 4, OXJIaXxaanHu 10 KOMHATHON TeMIIepaTyphl,
KOHIIEHTPUPOBAJIU NTPH NOHIKEHHOM JIaBJIEHHH U TTOJIBEPrayiu xpomarorpaduu Ha
cuukarene (rpagueHt oT 5-50% sTunanerar B u30-rekcanax). HeounmeHHbIi MpoayKT
cHOBa ouutianu meroaomM BOXKX (npenapartusHas kosonka Phenomenex Gemini 10
mukpoH C18, 250 x 21,2 mm, 10 mu/mun, rpaguest ot 10-100% anetoHuTpuna B Boje), B

pe3ysbTaTe 4ero MoJydaiy yKasaHHOe B 3aronoBke coemuHenue 4. 'H-SIMP (400 MI'w,
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JIMCO-ds) 6 9,45 (s, 1H), 7,92 - 7,86 (m, 1H), 7,82 - 7,76 (m, 2H), 7,72 (s, 1H), 7,68 (d, J =
8,9 I'y, 2H), 7,58 (s, 2H), 7,36 (d, /= 8,9 I'y, 2H), 6,60 (d, J = 16,7 'y, 1H), 1,92 (s, 6H).
B2XX (m/z) 420,1 [M+H], Bpems yaepxusanus = 4,85 mun (metog BOXX 1).

MMPUMEP 5

(E)-4-((8-(4-(2-unanoBuHm1)-2,6-11¢pTOopPeHNHI)XHHA30JTHUH-2-

uia)amuHo)oensonutTpusi- Coexunenne S (cmech E/Z = 4/1)

=N

Jrtan 1: Cunre3 4-((8-(2,6-audrop-4-popmuidenns)xnHa3oauH-2-

HJI)AMHHO)0eH30HUTPHJIA (CoequHeHHe Sa)

SN F F N
N/)\NH
Br O/
Pda(dba)s, P(t-Bu)z
KF, Trd /H,0 (10/1)
INI 80°C

[0259] Cwmecs coequnenus la (40 wmr, 0,12 mmonb), 3,5-mudrop-4-(4,4,5,5-

Coeaunenue 5a

TperpameTui-1,3,2-nnokcadboponan-2-un)denszanpaeruaa (66 mr, 0,24 mmons, Sigma-
Aldrich) u ¢pTopuna xamust (24 mr, 0,4 Mmonb) B cMecu TeTparuapodypan/soga(10:1, 10 mi)
MPOAyBaU aAprOHOM U 00aBsuu Tpuc(nudbensmnuaeHaueToH )nawiaauii(0) (68 mr, 0,07
MMOJIb), a 3aTeM Tpu-mpem-oytundochun (36 Mk, 0,14 MMomb). Ty CMeCh HarpeBau

npu 80°C B Teuenue 4 4. PactBopurens yaansian npu NOHWKEHHOM JIaBJICHUH, OCTATOK
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ouuIagu xpomarorpadueii Ha cunukarene (rpaaueHt ot 20-80% >TUNALETAT B U30-
rekcaHax), B Pe3yJlbTaTe 4ero MoJydaay yKa3aHHOE B 3arojoBke coenunenue Sa. 'H-SIMP
(400 MI'u, IMCO-ds) 6 10,55 (s, 1H), 10,15 (s, 1H), 9,51 (s, 1H), 8,16 (d, /= 8,0 'y, 1H),
8,03(d,/J=7,0Tw, 1H), 7,90 (d, /= 6,9 T'u, 2H), 7,83 (d, J = 8,8 'y, 2H), 7,67-7,58 (m,
1H), 7,53 (d, /= 8,8 'y, 2H). BOXX (m/z) 387,1 [M+H], Bpemst ynepxkusanuus = 4,67 MUH
(meTton BOXX 1).

Jrtan 2: cunre3 (E)-4-((8-(4-(2-unanoBuHmI)-2,6- 1P TopdeHUI ) XUHAZOJIHH-2-

WJI)aMHHO)0eH30HUTpUIA (coenuHeHus S) (cmech E/Z = 4/1)

N b X
1
\\N N7 > NH
. F F
032CO3 O
CHZCIZ
=z 1]
N
[I]

Coeaunenue 5

[0260] Kapbonat nesus (1,5 r, 4,6 Mmouip) no0aBisii K pacTBopy coeannenus Sa (70
mr, 0,18 mmonp) u nuaTni(panometi)pocdonara (32 Mk, 0,2 MMOJIB) B CYXOM
auxJiopMeraHe (25 Mi) 1 MEeIUIEHHO YA PaCTBOPUTEND IPH MOHKEHHOM JIaBJICHUH
npu 30 °C. ITony4eHHYIO pEaKLIMOHHYIO CMECh OTCTAMBAJIA B TEUEHHE HOUM MIPU KOMHATHOM
temneparype. K ocratky no6aBisiin TuXiIopMeTa U OTGHIBTPOBBIBAIN TBEPbIE
BelllecTBa. PacTBOpUTENb yAANAIN IPU NOHMUKEHHOM JIaBJIEHUH U OYUIIAIN OCTATOK
nocpenctsoM BOXXX (nmpenaparuBHast kojonka Phenomenex Gemini 10 mukpon C18, 250
x 21,2 mm, 10 ma/mus, rpanueHT ot 10-100% aneroHUTpHIIA B BOZIE), B PE3YJIbTATE YETO
NoJy4ay yKa3aHHOE B 3arojIOBKe coelHeHue 5 B Buze cMecu B/Z uzomepos 4/1. 'H-SIMP
s E-usomepa (400 MI'u, IMCO-ds) 6 10,54 (s, 1H), 9,49 (s, 1H), 8,16 - 8,12 (m, 1H), 8,0
(d,/=73Tu, 1H), 7,87 - 7,83 (m, 3H), 7,73 (d, /= 8,0 I'y, 2H), 7,63 -7,58 (m, 1H), 7,56 -
7,52 (m, 2H), 6,81 (d, /= 16,7 I', 1H). BOXX (m/z) 410,1 [M+H], Bpemst ynepxuBaHusi =
4,76 muH (Metog BOXKX 1).

INPUMEP 6

(E)-4-((8-(4-(2-unanoBuHMUI)-2,6-1uMeTHIPEHIT )-4-

((uUKIONPONMHIMETHI)AMHHO)XHHA30IHH-2-H1)aMHHO)0eH30HuTpUI - CoeanHeHue 6
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Itan 1: Cunre3 8-6pom-2-xj10p-/N-(IIHKJIONPONMUIMETHI ) XHHA30JIHH-4-aMHHA

(coenuneHue 6a)

.7k

NH,

=N ~N
/)\ N,N-aun300ponuI3THIAMEAH /)\
N Cl (DIPEA),m30mponason N Cl

Br T Br Coenunenue 6a
[0261] HuxnonponunmeranamuH (95 Mk, 1,1 MMoJb) 1 N-3TUIIMHA30NIPOTTUIIAMUH
(0,35 mu1, 2 MMOJIB) 10OABIISIIH K pacTBOpy 8-Opom-2,4-nuxiopxuHazonuHa (278 mr, 1
mmouib, Ark Pharm Inc., AK-28703) B u3onpomnanosie (5 mi). PeakunoHHyro cmech
NepeMeIInBaIi NP KOMHATHOH TeMiiepatype B TeueHue 30 muHyT. IlonydeHHbIl TBEpAbIN
HPOAYKT OT(HUIBTPOBBIBAIH U IPOMBIBAIH BOJOMH (2X5 M) 1 meHTaHoM (3X5 M), B
pe3yJsbTaTe 4ero Mojyvaiy yKa3aHHOE B 3arojoBke coenuHenue 6a. 'H-SIMP (400 MI'w,
JIMCO-ds) 6 9,03 (s, 1H), 8,30(dd, /=83 Tu,/J=13Tu, 1H),8,12(dd, J=7,7Ty, J=1,3
I'y, 1H), 7,44 (t, J=8,0 'y, 1H), 3,41 - 3,35 (m, 2H), 1,23 - 1,11 (m, 1H), 0,52 - 0,45 (m,
2H), 0,34 - 0,28 (m, 2H). Macc-crieKTpoCKOIuUs BBICOKOTO pa3pereHus (HOHU3aHs
anekrpopacnbiienueM - ESI+) pacu. nnst C1oHipN3BrCl [M+H] 311,9898, skem. 311,9898.
B2XX (m/z) 312,0 [M+H], Bpems yaepxusanus 4,59 mun (meroq B2XKX 1).
Irtan 2: Cunre3 4-((8-0poM-4-((HHKJIONPONUIMETHI )AMHUHO )XUHA30JIHH-2-

WJI)aMHUHO)0eH30HUTPUIIA THAPOXJIopHuaa (coequHeHust 6b)
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NH,

( (

NH l NH

SN . SN HCl

N/)\CI I/I30l'[p_01'[a¥{0J'I N/ NH
Br 180°C Br

N Coegunenue 6b
[0262] Cwmech coenunenus 6a (156 wmr, 0,5 mmouns) u 4-amunob6en3onutpuna (71 mr, 0,6
MMoJIb, Sigma-Aldrich) B n3onpomnanosne (5 mit) HarpeBajau MUKPOBOJIHOBBIM H3JIyHEHHEM
mpu 180 °C B Tedenue 2 4. PeakIMOHHYIO CMECh OXJIaKIaIH 10 KOMHATHOW TeMITepaTyphl,
TBEPJBIH NPOAYKT OTGMIBTPOBBIBAIN U IPOMBIBAIIN JABAXK/IbI XOJIOAHBIM H30IPOIIAHOJIOM, a
3aTeM TPH pa3a MEHTAaHOM, B pe3yJIbTaTe Yero nojydain coenunenue 6b B Bune conu ¢ HCI.
'H-SIMP (400 MT'r, IMCO-ds) 8 8,39 (d, J=7,7 'y, 1H), 8,15 - 7,99 (m, 3H), 7,81 (d, J =
8,4T'y, 2H), 7,33 (t,/=7,9 'y, 1H), 3,53 - 3,45 (m, 2H), 1,30 - 1,17 (m, 1H), 0,54 - 0,48
(m, 2H), 0,37 - 0,32 (m, 2H). Macc-crieKTpOoCKOI s BBICOKOTO pasperneHust (HOHM3aLus
anekrpopacnsiienueM - ESI+) pacu. nnst C1oHi7NsBr [M+H] 394,0662, sxen. 394,0661.
BDXX (m/z) 394,0 [M+H], Bpems yaep:xuanus 4,29 mun (meton BOXX 1).
Jrtan 3: Cunre3 (E)-4-((8-(4-(2-unanoBuHMI)-2,6-AuMeTHI(eHNT)-4-

((uuKIOMPONHUIMETHI)AMHUHO)XHHA30JIHH-2-HJI )AMHHO )0eH30HUTPHIIA (CoOeTHHEeHHusI 6)
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[0263] Cwmecsk coequnenus 6b (65 mr, 0,15 mmonb), coenunenust 1¢ (64 mr, 0,23
mMMoJIb), [ 1,1'-6uc(mudenundpochuno)dpepponen|nuxnopnamnanus (II), B kommuiekce ¢
auxynopmeranoM, (37 mr, 0,05 mmons) u kapbonara xanust (104 mr, 0,75 MMoub) B cMecH
1,4-nuoxcana u Bonsl (10:1, 5 M) mpoayBanu aproHom u Harpesaiu npu 100 °C B TeueHue
1 4. PacTBOpUTENHN YIAISAIN IPH MOHM)KEHHOM JIaBJICHUH W OYHIIAIH OCTATOK
xpomarorpadueit Ha cunmkarene (rpaaueHT oT 20-40% sTunanerar B U30-reKCaHax), B
pesyJbTaTe 4ero nojyyaiy yKa3aHHoe B 3aronobke coequnenue 6. 'H-SIMP (400 MI'w,
IMCO-ds) 6 9,49 (s, 1H), 8,39 (t, /= 5,6 T'u, 1H), 8,24 - 8,13 (m, 2H), 7,74 - 7,69 (m, 2H),
7,51 (s, 2H), 7,46 (dd, J=7,2 T, J= 1,4 I'n, 1H), 7,35 (t, J=8,2 'y, 1H), 7,26 (d, J=8,9
I'y, 2H), 6,54 (d, J=16,7 I'u, 1H), 3,47 - 3,43 (m, 2H), 1,90 (s, 6H), 1,30 - 1,21 (m, 1H),
0,53 - 0,47 (m, 2H), 0,35 - 0,30 (m, 2H). Macc-cnekTpoCKOIus BBICOKOTO Pa3peLeHust
(noHu3auus snextpopacnbuieHueM - ESI+) pacu. ans CsoH27Nes [M+H] 471,2292, sker.
471,2292. BOXX (m/z) 471,2 [M+H], Bpems ynep:xusanus 4,05 mus (meroq BOXX 1).
MNPUMEP 7

(E)-4-((4-(0yTnnamuno)-8-(4-(2-umaHOBHHII)-2,6-AMMeTHI(PeHUJT ) XHHA3ZO0JTHH-2-

uia)amMuHo)o0eH3oHuTpua - Coennnenue 7
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Jrtan 1: Cunre3 8-0pom-N-0yTHI-2-XJI0POXHHA30IHH-4-aMHUHA (COeTMHEHHU 7a)
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[0264] H-6ytunamun (109 mxo, 1,1 mmons) u N-srunpuusonponmiamud (0,35 mi, 2
MMOJIb) 100aBIIsLTH K pacTBOpy 8-Opom-2,4-auxnopxunaszonusa (278 mr, 1 mmorns, Ark
Pharm Inc., AK-28703) B m3omnponanoJie (5 min). PeakImOHHYIO CMeCh TepeMelInBaJIH MPH
KOMHATHOH Temmnepatype B Tedenue 30 munyT. Ilomy4deHHbli TBEpAbIil NPOAYKT
OT(HUIIBTPOBBIBAIIN 1 MMPOMBIBAJIN BOJIOM (2X5 M) M IeHTaHOM (3X5 MJT), B pe3yJIbTaTe 4ero
TIOJTy4aji YKa3aHHOE B 3arojioske coenunenne 7a. 'H-SIMP (400 MI'u, IMCO-ds) § 8,87
(s, 1H), 8,27 (dd, /=83 T, J=12Tu, 1H),8,12(dd, J=7,7Ty, J=1,2T1, 1H), 7,43 (t, J
=7,9Tu, 1H), 3,55 - 3,48 (m, 2H), 1,66 - 1,57 (m, 2H), 1,41 - 1,31 (m, 2H), 0,92 (t, /= 17,3
I', 3H). Macc-criekTpoCKONus BBICOKOTO pa3pelueHust (MOHU3aHs 3JIeKTPOPACTIBUICHUEM -
ESI+) pacu. nist C1oH14N3BrCl [M+H] 314,0054, skem. 314,0055. BOXX (m/z) 314,0
[M+H], Bpems ynepsxxusanus 4,76 mus (Mmetoq BOXKX 1).

Jrtan 2: Cunre3 4-((8-0pom-4-(0yTHIAMHHO )XHHA30JIHH-2-NJ)aMHHO )0€H30HUTPHJIA

ruapoxjopuaa (coexunenusi 7b)
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[0265] Cwmech coenunenus 7a (157 wmr, 0,5 mmons) u 4-amuHob6en3onutpuina (71 mr, 0,6
MMoJIb, Sigma-Aldrich) B usonponanose (5 Mi1) HarpeBajiu MUKPOBOJIHOBBIM H3JTyYEHUEM
npu 180 °C B Teuenue 2 4. PeakIIMOHHYIO CMECh OXJIaXKJalu O KOMHAaTHON TeMITepaTyphl,
TBEP/BIH NPOAYKT OTGUIBTPOBBIBAIN U IPOMBIBAJIHN JABAXK/IbI XOJIOAHBIM H30IIPOIAHOJIOM, &
3aTeM TPH pas3a MEeHTAaHOM, B pe3yJibTaTe Yero nojy4ainu coenunenue 7b B Bune conu ¢ HCI.
"H-AAMP (400 MT'w, JIMCO-ds) & 8,32 (d, J=7,8 T'y, 1H), 8,21 - 7,79 (m, 3H), 7,79 (d, J =
8,3 I'y, 2H), 7,29 (t, J=7,8 I'y, 1H), 3,65 - 3,63 (m, 2H), 1,74 - 1,59 (m, 2H), 1,43 - 1,33
(m, 2H), 0,92 (t, /= 7,4 T'yy, 3H). Macc-cnekTpoCKOmHs BBICOKOTO pa3perieHus (MOHU3aLIHs
anekTpopacnbuienueM - ESI+) pacu. mst CioHi9oNsBr [M+H] 396,0818, skem. 396,0816.
B2XX (m/z) 396,1 [M+H], Bpemst yaep>xusanus 4,34 mun (meron BOXX 1).

Jtan 3: cunres (E)-4-((4-(0yrunamuno)-8-(4-(2-unanoBuHmnI)-2,6-

AUMeTHI(EHNT)XHHA30JIHH-2-HJI)aAMHHO)0eH30HUTPHJIA (CoeqHHEeHHs1 7)
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[0266] Cwmeck coequnenus 7b (65 mr, 0,15 mmonb), coenunenust 1¢ (64 mr, 0,23
mMMoJIb), [ 1,1'-6uc(mudenundpochuno)dpepponen|nuxnopnamnanus (II), B kommuiekce ¢
auxnopmeranoM, (37 mr, 0,05 mmons), u kapoonara kamus (104 mr, 0,75 MMoIb) B cMecH
1,4-nuoxcana u Bonsl (10:1, 5 M) mpoayBanu aproHom u Harpesaiu npu 100 °C B TeueHue
1 4. PaCTBOpI/ITeJ'[I/I YAQJIAIAU MTPU MOHUKEHHOM AaBJICHUHN U OYHILNAIU OCTATOK
xpomarorpadueit Ha cunmkarene (rpaaueHT oT 20-40% sTunanerar B U30-reKCaHax), B
pesyJbTaTe 4ero nojyyaiy yka3aHHoe B 3aronobke coequnenue 7. 'H-SIMP (400 MI'w,
IMCO-ds) & 9,45 (s, 1H), 8,25 - 8,16 (m, 2H), 7,78 - 7,69 (m, 3H), 7,51 (s, 2H), 7,46 (dd, J
=71Tu,J=13Tu, 1H), 7,34 (t,/=8,2T'y, 1H), 7,27 (d, /=8,9 I'yy, 2H), 6,54 (d, /= 16,7
I'y, 1H), 3,63 - 3,51 (m, 2H), 1,90 (s, 6H), 1,72 - 1,65 (m, 2H), 1,46 - 1,38 (m, 2H), 0,95 (1,
J=74Tu, 3H). MS-ESI" m/z (%): 473 (100, M+H"), 495 (20, M+Na"), Macc-
CHEKTPOCKOIHS BBICOKOTO pa3penieHns (MOHU3aust ekTpopacnbuienueM - ESI+) pacu.
st C30H20Ne [M+H] 473,2448, sken. 473,2448. BOXX (m/z) 473,3 [M+H], Bpems
ynepxxusanus 4,14 mun (metoq BOXKX 1).

MNPUMEP 8

(E)-4-((4-amuH0-8-(4-(2-unaHOBUHM)-2,6-A1(TOPPeHUT ) XHHAZ0IHH-2-

nia)amuHo)0en3oHuTpua - Coenunenne 8 (cmeco E/Z = 3/2)
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[0267] Cwmech 8-Opom-2-xnopoxnuHazonuH-4-amuHa (259 mr, 1 mmons, Ark Pharm Inc,
AK-28702) u 4-amunobenzonutpuna (130 mr, 1,1 mmons, Sigma-Aldrich) B m3onpomnanose
(5 mu1) HarpeBas MUKPOBOJIHOBBIM u3itydeHreM npu 160 °C B reuenue 3 4. PeakinoHHYO
CMEeCh OXJIAKIAIHN IO KOMHATHON TeMIepaTyphl, TBEPAbIH NPOAYKT OTYUIBTPOBLIBAIN U
MPOMBIBAJIN XOJIOJHBIM U30TIPOTIAHOJIOM, a 3aT€M JUSTHIIOBBIM 3(HPOM, B pe3ysbTaTe 4ero
nofyuanu coemunenue 2a. 'H-SIMP (400 MI'u, JIMCO-ds) 8 9,74 (s, 1H), 8,35 (d, /= 8,8
I'm, 2H), 8,16 (d, /=8,0 'y, 1H), 8,01 (d,/=7,5Tn, 1H), 7,71 (d, /= 8,8 I'y, 2H), 7,16 (4,
J=17,8Tn, 1H). Macc-criekTpOoCKOIUs BBICOKOTO pa3perueHust (MOHU3aus
snexkrpopacneuieHreM - ESI+) pacu. ansa C1sH1iNsBr [M+H] 340,0192, skcm. 340,0192.
B2XX (m/z) 340,0 [M+H], Bpems yaepsxkuBanus = 4,06 mun (meroq BOXKX 1).

Jrtan 2: Cunres3 4-((4-amuno-8-(2,6-audprop-4-popmundpeHn)xuHa301uH-2-

WJI)aMHHO)0eH30HUTpUIA (coenuHeHuUs1 8b)
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[0268] Cwmech coequnenus 8a (120 mr, 0,36 mmons), 3,5-nudrop-4-(4,4,5,5-
Tperpamermi-1,3,2-nnokcadboponan-2-un)oenzanpaeruaa (285 mr, 1,06 mmors, Sigma-
Aldrich) u ¢Topuna xanmus (102 mr, 1,76 mmonb) B cmecu TeTparuapodypan/sona(10:1, 30
MJT) IPOAYBAJIA apTOHOM U [00aBsuu Tpuc(nudbensunuaeHauetoH )namiaaui (0) (195 mr,
0,213 mmorb), a 3aTtem Tpu-mpem-oyrundocdun (103 mxi, 0,43 mmoup). Cmech Harpesaiu
npu 80°C B TeueHue 4 4. PacTBopuTeb yAAIAIN NPU NOHWKEHHOM AaBjieHuH, OCTaTok
ounmany xpomarorpadueii Ha cunukarene (rpaauet ot 20-80% sTuianerar B H30-
rekcaHax), B pe3yJbTaTe 4ero noJy4aiy yKa3aHHOE B 3arofioBke coenunenue 8b. 'H-SIMP
(400 MI'u, AIMCO-ds) 6 10,12 (s, 1H), 9,56 (s, 1H), 8,29 (dd, /=8,2 Ty, /= 1,1 'y, 2H),
7,87-7,73 (m, 6H), 7,44-7,34 (m, 3H). BOXXX (m/z) 401,9 [M+H], Bpems yaep>kxuBaHust =
4,28 muH (Meron BOXKX 1).

Jrtan 3: cunre3 (E)-4-((4-amuuo-8-(4-(2-unaHoBUHII)-2,6-1udTOPPEHHT)XHHAZOIHH-

2-n1)amuHo)0eH30HNTpHIA (coennHenus 8) (cmeck E/Z = 3/2)
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Coenunnenue 8
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[0269] Kapbonar 1e3us (2,5 r, 7,69 Mmoib) 1o0aBisiid K pacTBOpy coenuneHust 8b (74
mr, 0,18 MmMmonp) u nuaTni(rpanomerin)docdonara (30 Mk, 0,18 MMonb) B cyxoM
AuxJopMeTaHe (25 MiT) U MEJUIEHHO YAAJsUTH PaCTBOPUTENb PU MOHWKEHHOM JIaBJIeHUH
npu 30 °C. ITony4eHHYIO pPeaKLIMOHHYIO CMECh OTCTaMBAJIN B T€UEHHE HOUU IIPU KOMHATHOM
temneparype. K ocraTky no0aBisiin TuXiIopMeTaH U OTQHIBTPOBBIBAIIN TBEPIbIE
BelleCcTBa. PacTBOPUTENb yAAISIN MTPH MOHMKEHHOM JABJICHHH M OUHINATIN OCTaTOK
nocpenctsoM BOXX (nmpenaparusHast kojonka Phenomenex Gemini 10 mukpon C18, 250
x 21,2 mm, 10 mu/muH, rpaguest ot 10-100% arieToHUTpHIIa B BOZE), B PE3yJIbTATE YEro
TIOJTy4aji YKa3aHHOE B 3arojloBKe coenuHeHue 8 B une cMmecu E/Z momepos 3/2. 'H-SIMP
ans [-nzomepa (400 MI', JIMCO-ds) 6 9,54 (s, 1H), 8,29 - 8,24 (m, 2H), 7,84 (d, /=2,4
I'n, 1H), 7,82 - 7,78 (m, 2H), 7,72 (d, /= 7,3, 2H), 7,66 (d, J =7,8 T'y, 2H), 7,43 -7,39 (m,
2H), 7,38 -7,33 (m, 1H), 6,77 (d, J= 16,7 I'y, 1H). BOXX (m/z) 424,9 [M+H], Bpems
ynep>kuanus = 3,46 muH (Meton BOXKX 1).

MNPUMEP 9

(E)-5-((4-amuno0-8-(4-(2-unaHOBUHHT)-2,6-TUMeTHI(PEHHT) XHHA30IHH-2-

HWJI)AMHUHO)IMKOJIMHOHUTPUI - CoequHenue 9

Jrtan 1: Cunre3 5-((4-aMuHO-8-6pOMXHHA30JIHMH-2-HJI) AMHHO )TUKOJTHHOHHUTPHIIA

(coenuHeHus 9a)
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[0270] Cwmech 8-Opom-2-xnopoxunazonua-4-amuna (500 mr, 1,9 mmons, Ark Pharm Inc,
AK-28702) u S-amuronukoaunHOHUTpUIA (253 mr, 2,1 mmons, Ark Pharm Inc, AK-26123) B
nzomnponanose (10 M) HarpeBanu B aTMOC(epe aproHa MUKPOBOJIIHOBBIM U3JIyu€HHEM IPU
180 °C B Teuenue 8 4. PeakIMOHHYIO CMECh OXJIAXKAAIN 10 KOMHATHOW TEMITEpaTyphl,
TBEP/BIH MPOAYKT OTGUIBTPOBBIBAIN U IPOMBIBAIN XOJOAHBIM H30MPOIIAHOJIOM, a 3aTeM
JUSTUIOBLIM 3QUPOM U FeKCAHOM, B Pe3yJIbTaTe uero nojaydany coefunenue 9a. 'H-SIMP
(400 MI'u, IMCO-ds) 6 9,98 (s, 1H), 9,35 (dd, J=2.,6, 0,7 I';, 1H), 8,85 (dd, /=8,7, 2,6
I'n, 1H), 8,17 (dd, /=82, 1,3 I'y, 1H), 8,03 (dd, /=7,6, 1,3 I'y, 1H), 7,95 - 7,91 (m, 2H),
7,23 - 7,10 (m, 2H). BOXX (m/z) 343,2 [M+H], Bpemst ynepskuBanus = 2,31 MuH (MeTox
B2XX 2).
Jrtan 2: cunre3 (E)-5-((4-amuno-8-(4-(2-unaHoBUHIIT)-2,6-1uMeTHI( € HUIT ) XHHAZ0JIHH-

2-1J1)aMHHO)THKOJHHOHUTPHIA (coeAnHeHHs 9)
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[0271] Coenunenue 9a (150 mr, 0,44 mmoinb), coenunenue 1c (498 mr, 1,76 MmmoIib),
TPEeXOCHOBHBIN pocdat kamust (560 mr, 2,64 mmosb) u 1,1'-0uc(au-mpem-
oyrundocduno)peppouennamnanus auxaopun (57 mr, 0,09 MMOJb) PacTBOPSIIH B CMECH
N,N-mumernndopmamun: Boga (85:15, 25 mi) B atmocdepe aprosa. PeakimoHHyro cmech
HarpeBanu npu 90°C B Teuenne |1 4. PeakimoHHY0 cMeCh OXJIaXKIaiu 1O KOMHATHON
TeMIepaTypsl U pa3daBisuM BOAOH 1 sTunaneratoM. OpraHudecKuil CIoi OTAesIIH.
BopHblii cioil mpoMbIBay IOTIONHUTEIbHBIM KOJMUECTBOM 3THiaLeraTta. OObeinHEHHbIE
OpraHUYEeCcKHe BEIeCTBa MPOMBIBAIH JIBAX/IbI COJIEBBIM PACTBOPOM U CYLIIITH HaJ
cynbhaToMm MarHus. PacTBopuTeNny yaaisian npyu NOHKEHHOM JIaBI€HUH U OYHIIAIN
ocraTtok xpomarorpadueii Ha cunikaresne (rpaauert ot 0 1o 40% >TUALIETAT U METAHOJ
(4/1) B uzo-rekcanax). PactBopuresu ynaisiia NPy MOHMKEHHOM JaBJICHUH H
00OpabaThIBalii TBEPBIN OCTATOK CMECHIO MeKCaH/AMATUIIOBBIN 3dup (5:1) B
yJIbTPa3BYKOBOH BaHHE B T€UEHHE 5 MUHYT, OT(QUIBTPOBBIBAIN U IPOMBIBAJIH FE€KCAHOM, B
pe3y/bTaTe 4ero Mojy4aiy yKasaHHOE B 3arojioBke coenuHenue 9. 'H-SIMP (400 MI'w,
JAMCO-ds) 6 9,70 (s, 1H), 8,74 (d, J=2,5Tn, 1H), 8,24 - 8,15 (m, 2H), 7,72 (d, J= 16,7 I'Ly,
1H), 7,49 (d, /= 7,6 T'y, 3H), 7,40 - 7,30 (m, 2H), 6,51 (d, J= 16,7 'y, 1H), 1,90 (s, 6H).
B2XX (m/z) 418,3 [M+H], Bpems yaep:xusanus = 2,47 muH (Mmeron BOXKX 2).
IMPUMEP 10
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Cumnres (E)-6-((4-amuHo-8-(4-(2-unaHOBHHH )-2,6-AMMeTHI(PEHUJT ) XHHA3O0JIHH-2-

HJI)aMHUHO)HHKOTHHOHUTPHUJIA (coeauHeHus 10)

NH,
2\ NH,
O/ S I / N
I
If \NJ\
N
Pd(OAc)z
Xantphos

N,N-mguusonponumytamamus (DIPEA),
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120°C
Coeaunenue 10

[0272] Coenunenue 2a (820 mr, 2,45 MMOJIb), 6-aMUHOHUKOTUHOHUTPHI (875 mr, 7,35
mmMmouib, Ark Pharm Inc, AK-32349), N,N-nuuzonponwntinamu (DIPEA)(2,53 1, 19,6
MMOJIb), (9,9-mumeTmn-9H-kcanTrH-4,5-nunn)ouc(nudpennndocduna) (Xantphos)
(Xantphos) (142 wmr, 0,25 mmomns) u anerat nayuanus (1) (55 mr, 0,25 MMoinb) 0ObeUHSAIH
B atMoc(epe aprona B N-metun-2-nuppoaunone (40 mi). PeakinoHHYI0 cMeCh HarpeBaiu
npu 120°C B 3akpbITOM cocyze B TedeHHe 4 4. PeakiMOHHYI0 CMECh OXJIaXKIaIu J10
KOMHATHOH Temneparypsl U pa3daBisiii BOJOH U sruianeraroM. OpraHudeckuil cioi
OTAEJSAIM U TPOMBIBAJIN ABAXKIBI COJIEBBIM PACTBOPOM, CYIIMJIN HaZ CYJIb()aTOM MarHus,
0,05 oObeMHBIX SKBUBAJIEHTA reKCaHa U (PUIBTPOBAIIH 3Ty CMECH Yepe3 2-CM CJIOM

CUJTUKares, KOTOprﬁ MMPOMBIBAJINA AOTIOJIHUTCIIBHBIM KOJIMYCCTBOM STUJIALIETATA.
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OObenuHeHHbIe OPraHNUECKHe BEIeCTBa KOHIIEHTPUPOBAIH MPH MOHM)KEHHOM JIABJICHHH.
Heounmennslii ocratok 00pabaTeiBain CMECHIO IUATHIIOBBIN 3dup/auxnopmeraH (1:1) B
yJIBTPa3BYKOBOH BaHHE B TeueHHe 5 MUHYT. TBepaoe coequHeHne oTGUIbTPOBBIBAIHN U
MPOMBIBAJIN JIBAXK]IbI AUITHIIOBBIM 3(HPOM U OJIUH pa3 reKCaHOM, B PE3yJIbTaTe Uero
NoJyuajd YKa3aHHOE B 3arojioske coenunenue 10. 'H-SIMP (400 MI'u, IMCO-ds) & 9,58
(s, 1H), 8,57 (dd, J=2,4,0,8 'y, 1H), 8,20 (dd, /=8,3, 1,4 'y, 1H), 7,95 (dd, J=9,0, 0,8
I'm, 1H), 7,73 (d, J= 16,7 T'u, 1H), 7,55 - 7,51 (m, 3H), 7,44 - 7,36 (m, 2H), 6,53 (d, J =
16,7 I'n, 1H), 1,90 (s, 6H). BOXX (m/z) 418,3 [M+H], Bpems ynepxuBanus = 1,82 Mun
(meron BOXX 2).

IPUMEP 11

(E)-6-((4-amuH0-8-(4-(2-umaHOBUHMII)-2,6-1MMeTHI(eHIJT)XUHA30IUH-2-

Wi)aMuHO)mupuaa3uH-3-kapoouuTpui- Coennnenne 11
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\N)\NH
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Il
SN
N
N
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N

Cunres (E)-6-((4-amuno-8-(4-(2-unanoBuHU )-2,6-1uMe T/ eHIJT ) XUHA30JIUH-2-

HJI)AMHHO)IMPHAA3HH-3-KapOoHHTpHIa (coeanHenus 11)
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N N
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A Xantphos
N,N-aum30nponumsTHIaMuH X 1l
Il N-MeTwn-2-mpponuioH

Il
120°C N

Coeaunenue 11
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[0273] Coenunenue 2a (20 mr, 0,06 MMOJIB), 6-aMUHOTIMPHIA3UH-3-KapOOHUTpUII (22
mr, 0,18 mmonb, Matrix Scientific, 112287), N,N-mumzonponuwistuiamus (DIPEA)(62 mr,
0,47 mmoub), (9,9-mumernn-9H-kcantun-4,5-gunn)ouc(nupennndocdpuna) (Xantphos)
(Xantphos) (3 mr, 0,006 mmoub) u anerat namtagust (I1) (1 mr, 0,006 MMonb) 0ObeaUHSIN B
arMocdepe aprona B N-MeTui-2-nupponuaoHe (2 mi). PeakIimoHHy0 cMech HarpeBasu Mpu
120°C B 3akpbITOM cocyze B TeueHrne | 4. PeakIIMoHHYI0 CMeCh OXJIaKIaal 10 KOMHATHOM
TeMIepaTypsl U ouninainy odpamerHo-¢pazosoit BOXKX-xpomarorpadueii (0-100%
aneronutpuia B Bone ¢ 0,1% TpudTopykCyCHOH KUCIIOTHI), B pE3YJIbTATe YETO MOTydain
tpudropanerar coeaunennus 11. 'H-IMP (400 MI'u, IMCO-ds) & 8,35 (bs, 1H), 8,09 (bs,
1H), 7,78 - 7,39 (m, 6H), 6,54 (d, J= 16,7 'y, 1H), 1,93 (s, 6H). BOXXX (m/z) 419,3
[M+H], Bpems ynepxxuanus = 2,03 muH (Metox BOXX 2).

MMPUMEP 12

(E)-5-((4-amun0-8-(4-(2-uuaHOBUHHT)-2,6- TMMeTHI(PEHHT) XHHA30JIHH-2-

WJI)aMUHO ) pa3uH-2-kapoouuTpui- Coennnenne 12

NH,
L)
\NJ\NH
X
i

Cunre3 (E)-5-((4-amuno-8-(4-(2-unaHoBUHH )-2,6- 1M eTHII(PEHUJT ) XHHAZOJTHH-2-

HJI)AMHHO)MHPA3HH-2-KapOoHHTpHJIA (coeanHeHus 12)
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[0274] Coenunenue 2a (20 mr, 0,06 MMOIIB), S-aMHHOTIHPA3UH-2-KapOoHUTpIII (22 M,
0,18 mmoub, Ark Pharm Inc, AK-21935), N,N-guuzonponmmstinamud (DIPEA)(62 wmr, 0,47
MMOJIb), (9,9-mumermn-9H-kcanTrH-4,5-nunn)ouc(nudpennndocduna) (Xantphos)
(Xantphos) (3 mr, 0,006 mmoub) u anerat nautagus (II) (1 mr, 0,006 MMOJB) OOBEAUHSIH B
armocdepe aprona B N-metwi-2-nrpposuaoHe (1 mit). PeakimoHHy0 cMech HarpeBai MpH
120°C B 3axpbITOM cocyze B TedeHue 3 4. PeakIMOHHYIO CMeCh OXJIaXaal 10 KOMHATHOMN
TeMIepaTypsl U o4MIIainy odpalieHHo-(pa30Boi xpomarorpadueii (0-100% aueronurpuna B
Boze ¢ 0,1% TpuPTOPYKCYCHOI KUCIOTHI), B pe3yjibTaTe Yero noyay4anu Tpudropamerat
coemuuenus 12. 'H-SIMP (400 MI'u, IMCO-ds) & 8,98 (bs, 1H), 8,36 (bs, 1H), 7,85 - 7,28
(m, 6H), 6,59 (d, J= 15,6 I'y, 1H), 1,94 (s, 6H). BOXX (m/z) 419,3 [M+H], Bpems
ynepxuBanus = 1,89 mun (Merox BOXX 2).

INPUMEP 13

(E)-6-((8-(4-(2-umaHOBHHMI)-2,6-1MMeTHI()EHUJT ) XHHA3 OJTHH-2-

WJI)aMUHO)HUKOTHHOHUTPUI - CoennHenne 13

X
|
\N)\NH
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Irtan 1: Cunres (E)-3-(4-(2-xaopoxuHa3oaun-8-ui)-3,5-

AUMeTHI(PEHNT)AKPUJIOHUTPUIIA (coequHeHus1 13a)

Z
-
I Nl
SN N
W J
N~ Cl K5PO,
Br PdCl,(dtbpf)
IM®A 10 (85:15) N
50°C I
N Coennnenue 13a

[0275] Cwmecs 8-6pom-2-xopoxunasonusa (500 mr, 2,05 mmonb, Atk Pharm Inc, AK-
27609), coenunenus 1c (776 mr, 2,67 MMoJIb), TpeXOCHOBHOTO (ocdaTa kamust (633 mr,
3,08 mmoub) 1 1, 1'-Ouc(nu-mpem-0yrundochuno)peppouennannanus auxnopuna (134 wmr,
0,21 mmounb) pactBopsuiu B cMecu N,N-numetindopmamuna:soaa (85:15, 10 mn) B
atMoc(epe aproHa. Peakunonnyro cmech HarpeBaiu 10 S0°C B Teuenue 2 4. PeakunoHHyo
CMeCh OXJIKIAIHN IO KOMHATHOH TeMIepaTyphl U pa30aBIisuid BOJOW U STHUJIALIETATOM.
Oprannveckuii ol OTAENAIN U IPOMBIBAJIHN BAKABI COJIEBBIM PACTBOPOM, CYIINUIIH HaJ
cynbarom Maruus, 106asisuta 0,5 0ObEMHBIX SKBHBAJIEHTA T'€KCaHa M QUIIBTPOBAIH 3Ty
CMecCh uepe3 2-CM CJIOH CHJIMKArelisi, KOTOPBIH MPOMBIBAIN JOTIOJIHUTEIBHBIM KOJNYECTBOM
cmecu rexcan/atunanerat (1/1). OObpenuHeHHbIE OPraHUYECKHE BELIECTBA
KOHILIEHTPUPOBAJU MPH MOHWKEHHOM JIaBJICHUH 1 00padaThIBaIN OCTATOK AUITUIIOBBIM
3¢pupoM B yIbTPa3BYKOBOI BaHHE. I1omyueHHbIHN TBEpABIH NPOAYKT OTGUIBTPOBBIBAIN U
MPOMBIBAJIH JIBAX/Ibl AUITUIIOBBIM 3(DUPOM U OJIUH pa3 FeKCaHOM, B Pe3yJIbTaTe Uero
TIOJTy4ajIi YKa3aHHOE B 3arojioske coenunenne 13a. 'H-SIMP (400 MI'u, IMCO-ds) § 9,70
(s, 1H), 8,30 (dd, /=17,1,2,5Tn, 1H), 7,99 - 7,84 (m, 2H), 7,66 (d, /= 16,7 I'u, 1H), 7,49
(s, 2H), 6,50 (d, J= 16,7 I'u, 1H), 1,85 (s, 6H). BOXX (m/z) 320,1 [M+H], Bpems
ynepxxuBanus = 1,40 mun (Merox BOXKX 3).
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Jrtan 2: Cunres (E)-6-((4-amuHo-8-(4-(2-umaHoBUHMIT)-2,6-

AUMeTHI(EHNT)XHHA30IHH-2-WJI)AMHHO)HHKOTHHOHUTPpHIA (coeanHeHus 13)
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Y

Xantphos
A
DIPEA N |
Il N-MeTHI-2-HPPONTUIOH | | N
N 80°C
N Coeaunenue 13

[0276] Coenunenue 13a (508 mr, 1,60 MMOJIb), 6-aMUHOHUKOTHHOHUTpUI (567 wmr, 4,77
mmoutb, Ark Pharm Inc, AK-32349), N,N-nuuzonponwntinamud (DIPEA)(1,64 1, 12,71
MMOJIb), (9,9-mumernn-9H-kcantun-4,5-gumn)ouc(nupennndocduna) (Xantphos)
(Xantphos) (93 mr, 0,16 mmounb) u anerar namtagust (I1) (36 mr, 0,16 MMob) 0ObeauHIIN B
arMocdepe aprona B N-metun-2-nupponunone (10 mi). PeakinoHHYI0 cMech HarpeBain
npu 80°C B 3aKkpbITOM cocyne B TeueHue 30 MUHYT. PeakimoHHy0 CMeCh OXJIaKAaIu 10
KOMHATHOH Temneparypsl ¥ pa30aBisiii BOJOH U sruianeraroM. OpraHudeckuil cioi
OTJEJISUIN U TPOMBIBAJIN IBAK]IbI COJIEBBIM PACTBOPOM, CYLININ HaJ CyJab(paToM Marsus,
nobasinsim 0,5 00BEMHBIX SKBUBAJIEHTA 'eKcaHa M (PHIBTPOBAIIH 3Ty CMECh uepe3 2-CM CIIoH
CHJTHKAres, KOTOPbIH IMPOMBIBAJIM JOTIOJHUTENBHBIM KOJIMYECTBOM CMECH
rekcan/stunanetar (1/1). O0bequHEHHbIE OpraHHYECKHE BEIEeCTBA KOHIIEHTPUPOBAIU TIPU
NOHM)KEHHOM JiaBJieHnH. HeounineHHsli ocTraTok 00padaThIBaiy TU3TUIIOBBIM 3(HUPOM B
yJIBTPa3BYKOBOH BaHHE B TeueHHe 5 MUHYT. TBepaoe coequHeHne oTGUIbTPOBBIBAIHN U
MMPOMbIBAJIU ABAKAbBI AUSTUIJIIOBbIM 3(1)I/IpOM 1 OOUH pa3 rekCaHOM, B PE3YJIbTATE YETrO
NOJyuajd YKa3aHHOE B 3arojioske coenunenue 13. 'H-SIMP (400 MI'u, IMCO-ds) & 10,85
(s, 1H), 9,52 (s, 1H), 8,66 (dd, J = 2,3, 0,9 I';, 1H), 8,10 (dd, J = 8,0, 1,4 I', 1H), 7,92 (dd,
J=18,9,09TIn, 1H), 7,85 - 7,70 (m, 2H), 7,65 (dd, J = 8,1, 7,1 'y, 1H), 7,57 - 7,48 (m, 3H),
6,56 (d, J = 16,7 T'y, 1H), 1,89 (s, 6H). BOXXX (m/z) 403,2 [M+H], Bpems ynep>xuBanus =
1,48 muH (MeTog BOXKX 3).

MNPUMEP 14
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(E)-6-((8-(4-(2-unanoBuHN)-2,6-1uMeTHI(PEHIT )-6-PTOPXHHAZOTHH-2-

WJI)aMUHO)HUKOTHHOHUTPWI- Coennnenue 14

yoe
\N)\NH

Irtan 1: (E)-3-(4-(2-x10p-6-PpTopxuHa3oaun-8-wi)-3,5-aumMeTn/1(peHUI)AKPHITOHHTPHIT

(coennnenue 14a)

NN N
sl (]
N™ ~Cl KsPO,

Br PdCl,(dtbpf)
IMOA H,0 (10:1) A

80°C I

Coeannenne 14a
[0277] Cwmech coequnenus 1c (100 mr, 0,35 mmods), 8-Opom-2-xmop-6-
¢dropxunazommna (100 mr, 0,38 mmonb, Ark Pharm Inc, AK-93358), 1,1'-6uc(au-mpem-
oyrundocduno)deppouennamnanus auxaopuna (50 mr, 0,08 MMOJIBb) U MOHOTHIpATA
TpexocHOBHOTO (ocara kamus (200 mr, 0,77 mmons) B N,N-numetundopmamuae (3 min) u
Boze (0,3 mi) HarpeBanu B atMocdepe aprona npu 80°C B reuerne 30 MUHYT.
PeakiinoHHyI0 CMeCh BBINApPHUBAIN JOCYyXa U OUHINAIN OCTaTOK XpoMarorpadueil Ha

cunukarene. Ero noasepranu xpomarorpaduu Ha cunukarene (rpaguest ot 0-100%
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STUJIALIETAT B U30-T€KCAHaX), B pe3ysbTaTe Yero nojydaiu coenunenne 14a. BOXKX (m/z)
337,9 [M+H], Bpems ynep:xusanus = 4,52 mun (merogq BOXKX 1).
Irtan 2: Cunre3 (E)-6-((8-(4-(2-unanoBuHIIT)-2,6-AuMeTHI(eHHT)-6-PTOPXHMHAZ0THH-
2-1J1)aMHHO)HUKOTHHOHUTPHJIA (coequHeHus 14)
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N Coenunenmne 14

[0278] Coenunenue 14aa (100 mr, 0,30 MMosib), 6-aMUHOHUKOTUHOHUTPHI (200 M,
1,68 mmounb, Ark Pharm Inc, AK-32349), N,N-guuzonponwmatinamud (DIPEA)(0,5 m,
2,86 mmonb), (9,9-numernn-9H-kcantun-4,5-nunn)ouc(nudennnpocduna) (Xantphos)
(Xantphos) (180 wmr, 0,31 mmonb) u anerat nayuanus (II) (40 mr, 0,18 MMoJTb) OOBEIMHSIH
B arMoc(epe aprona B N-metmi-2-iupponunone (3 mi). PeakimoHHyI0 cMech HarpeBau
npu 100°C B 3akpeITOM cocynie B TedeHue 1 4. PeakimoHHY0 cMech OXJIaXKAaIu 10
KOMHATHOH TeMIepaTypsl ¥ cpa3y O4YHINaiIy Xpomatorpadueil Ha cuiamukarene (rpaiueHT oT
60-100% sTunanerara B U30-rekcaHax, a 3areM rpaauest ot 0-20% meraHona B
STUJIALIETaTe), B pe3yJbTaTe 4ero nojyuaiy yKa3aHHOe B 3arojioke coenuHenue 14. 'H-
SAMP (400 MTI'u, JIMCO-ds) 6 9,62 (s,1H), 8,77 (dd, /=2,3, 0,8 T'y, 1H), 8,08 - 7,99 (m,
1H), 7,99 - 7,91 (m, 1H), 7,87 (d, /= 16,7 ', 1H), 7,68 (s, 2H), 7,65 - 7,60 (m, 1H), 7,60 -
7,53 (m, 1H), 7,36 (d, /=38,2, ', 1H), 6,68 (d, /= 16,7 I'uy, 1H), 2,01 (s, 6H). BOXX (m/z)
420,9 [M+H], Bpems ynep:xusanus = 4,62 mus (meroq BOXKX 1).

IPUMEP 15

(E)-6-((4-amuH0-8-(4-(2-uHaHOBHHH )-2,6-AMMeTHI(PEHHUIT) XHHA3 0JTUH-2-HJT1)AMHHO)-

2,4-AuMeTHJIHUKOTHHOHUTPUI- CoeanHenue 15
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Cunres (E)-6-((4-amuno0-8-(4-(2-unaHoBuHU )-2,6-1uMeTHI() € HIJT ) XUHA30JIUH-2-
HJI)AMHHO)-2,4-THMeTHIHUKOTHHOHUTPHJIA (coeanHeHus 15)
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120°C H Coeaunenne 15
[0279] Coenunenue 2a (20 mr, 0,06 MMOJIb), 6-aMUHO-2,4-TUMETHITHUKO THHOH UTPHJT
(26 wr, 0,18 mmonb, Key Organics Ltd, 1X-0933), N,N-auu30nponuisTHIAMUH
(DIPEA)(622 wr, 0,48 mmoib), (9,9-numernn-9H-kcanTun-4,5-
mni)onc(audpennndocpuna) (Xantphos) (Xantphos) (4 mr, 0,006 Mmonb) u anerar
namnanus (I1) (1 mr, 0,006 mmosp) o6benuHsu B aTMocdepe aproHa B N-MeTui-2-
nupposuaoHe (1 mu). Peaknpionnyro cmech Harpesaiu rpu 120°C B 3akpBITOM COCyze B
TedeHue 4 4. PeakIMOHHYIO CMeCh OXJIaKIaIU IO KOMHATHOM TeMIepaTypbl U pa3OaByisiiu
BOAOH M sTHianeraroM. OpraHu4ecKuil CJIOH OTAEISUIA U IPOMBIBAJIH JBAKIIbI COJIEBBIM
pPacTBOPOM, CYLIMIIN HAJ CyIb(paToM MarHusi U GUIbTPOBAN 3TOT PACTBOP Yepe3 2-CM CIIOH
CHJIMKAreJisi, KOTOPbIH MPOMBIBAJIH JOTIOJHUTENIbHBIM KOJHYECTBOM STHJIALIETATA.
OObenuHeHHbIe OPraHUUECKHE BEIeCTBA KOHIIEHTPUPOBAIH MPH MOHMKEHHOM JIaBJICHHUH.

Heouuniennsiii octatok 00padaThiBaal TUITHIOBBIM 3(HPOM B yIbTPa3BYKOBOI BAHHE B
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Teuenue 5 munyT. TBepaoe coenuuerne OTQUIBTPOBBIBAIH U MPOMBIBAIN IBAKIbI
IVSTHIIOBBIM 3(UPOM U OIMH Pa3 T€KCAHOM, B PE3yJIbTATE Yero Moydalid yKa3aHHOe B
3aronoske coequnenue 15. 'H-SIMP (400 MI'u, JIMCO-ds) & 9,56 (bs, 1H), 9,29 (bs, 1H),
8,44 (d, J = 8,0 Ty, 1H), 7,99 - 7,47 (m, SH), 7,41-7,10 (m, 1H), 6,55 (d, J = 16,7 ', 1H),
2,41 (bs, 3H), 1,96 (s, 6H), 1,62 (bs, 3H). BOXX (m/z) 446,4 [M+H], Bpemst yaep>KuBaHus
= 1,19 mun (Mmeton BOXKX 3).

IMPUMEP 16

(E)-6-((4-amuH0-8-(4-(2-uuaHOBUHMT)-2,6-1MMeTHI(PEHUJI)XHHA3 0JIHH-2-HJ)AMHHO)-2-

MeTHJIHUKOTHHOHUTPUI- Coenunenne 16

NH,

Z "N
\NJ\

7 N\

Cunre3 (E)-6-((4-amuno-8-(4-(2-unaHoOBUHH )-2,6-A1MMeTHI(PEHUJT ) XHHAZOJTHH-2-

HJI)AMHHO)-2-MeTHIHHKOTHHOHUTPHJIA (coeanHeHust 16)

N NH
I
NN

Pd(OAc)2
Xantphos

N,N-IuH30IPOIII3TUIAMIH
N-MeTwI-2-MIppoTHIoH

120°C
Coeaunenue 16

[0280] Coenunenue 2a (20 mr, 0,06 MMOJIB), 6-aMHHO-2-METHIHUKOTHHOHUTPHII (24 M,
0,18 mmounb, Ark Pharm Inc, AK-78835), N,N-guuzonponmmtiunamud (DIPEA)(622 wmr,
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0,48 mmoub), (9,9-numernn-9H-kcantun-4,5-nunn)ouc(nudpenundocdpuna) (Xantphos)
(Xantphos) (4 mr, 0,006 mmoub) u anerat nanaagust (II) (1 mr, 0,006 MMoIb) OObeAUHAIN B
arMoc(epe aprosa B N-metui-2-mupponugone (1 mi). PeakinmoHHy0 cMech HarpeBasu npu
120°C B 3axpbITOM cocyze B TedeHue 4 4. PeakIMOHHYIO CMeCh OXJIaXIadu 10 KOMHATHOMN
TeMIepaTypsl U pa30aBisiiy BOAOH U sTuaneratoM. OpraHndeckuil ol OTAeNsUN U
IPOMBIBAJIN JIBAKABI COJIEBBIM PACTBOPOM, CYLIMIIN HAJ CyJIb()aToM Maraus 1 GUIbTPOBAIH
3TOT PacTBOP Yepe3 2-CM CJIOH CHITMKAressi, KOTOPBIH NPOMBIBAIH JOMIOTHUTEbHBIM
KOJIN4ecTBOM sTunanerata. O0beuHeHHble OpraHu4YecKkre BEeIeCTBa KOHIIEHTPUPOBAIU
IpY TIOHIDKEHHOM JaByieHnd. HeounimeHHbIi ocTaTok 00pabaThIBaii QA THIIOBBIM 3(HUPOM
B YJIbTPa3BYKOBOM BaHHE B TeueHHe 5 MUHYT. TBepaoe coenrnHeHne OTUIBTPOBBIBAIN U
IPOMBIBAJIN JIBAKABI AUATUIOBBIM 3(HPOM U OIMH Pa3 FeKCAaHOM, B PE3YJIbTATE YEro
NOJTyuaji YKa3aHHOE B 3arojioske coenunenue 16. 'H-SIMP (400 MI'u, IMCO-ds) § 10,92
(s, 1H), 9,55 (s, 1H), 9,10 (s, 1H), 8,46 (dd, J = 8,3, 1,3 I'y, 1H), 8,19 (d, J = 2,2 'y, 1H),
7,89 - 7,73 (m, 3H), 7,69 (s, 2H), 7,32 (d, J = 2,2 T'y, 1H), 6,68 (d, J = 16,7 I'y, 1H), 2,37
(s, 3H), 1,95 (s, 6H). BOXKXX (m/z) 432,4 [M+H], Bpems ynepxuBanus = 1,15 mun (MmeTon
B32XX 3).

INPUMEP 17

(E)-6-((4-amuH0-8-(4-(2-uuaHOBUHMT)-2,6-1MMETHI(PEHUJI)XHHA30JIHH-2-HJT)AMHHO)-5-

MeTHJIHUKOTHHOHUTPUI- Coennnenne 17
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\NJ\NH

Cunre3 (E)-6-((4-amuno-8-(4-(2-unaHoBUHH )-2,6- 1M eTHI(PEHUJT ) XHHA3ZO0JTHH-2-

HJI)AMHHO)-5-MeTHIHHKOTHHOHUTPHJIA (coeanHenust 17)
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[0281] Coenunenue 2a (20 mr, 0,06 MMOJIB), 6-aMHHO-5-METUITHUKOTHHOHUTPUI (24 M,
0,18 mmounb, Ark Pharm Inc, AK-25043), N,N-guuzonponumtiunamud (DIPEA)(622 mr,
0,48 mmoub), (9,9-numernn-9H-kcantun-4,5-numn)duc(nudennndocduna) (Xantphos)
(Xantphos) (4 mr, 0,006 mmonb) u anerat nayutagus (II) (1 mr, 0,006 MMOJB) OOBEAUHSAH B
armocdepe aprona B N-metwi-2-npposuaoHe (1 min). PeakimoHHy0 cMech HarpeBai pu
120°C B 3axkpbITOM cocyze B TedeHue 4 4. PeakIMOHHYIO CMeCh OXJIaXaal 1O KOMHATHOMN
TeMIepaTypsl U pa3daBIsuId BOAOH 1 dTHianeTatoM. OpraHun4ecKuil Clol OTASISUTH U
MPOMBIBAJIN JIBAXK]IbI COJIEBBIM PACTBOPOM, CYLIFIIN HaJ CyiIb(aToM MarHust U GUiIbTpOBaIN
3TOT PacTBOP Yepe3 2-CM CJIOH CHIIMKAres, KOTOPbIH MPOMBIBAIM JOMOTHUTENBHBIM
KOJNIM4ecTBOM dTHanerata. OObeIMHEHHbIe OpraHMYeCKHe BeIeCTBA KOHIICHTPUPOBAIN
IPY TIOHIDKEHHOM JaByieHnH. HeounimeHHbIi ocTaTok 00pabaThiBaii AU THIIOBBIM 3HPOM
B YJIBTPa3BYKOBOH BaHHE B TeueHHEe 5 MUHYT. TBepaoe coennHeHne OTHUIbTPOBBIBAIN U
MPOMBIBAJIH JIBAXK]bI AUITUIIOBBIM 3(HPOM U OZIUH pa3 reKCaHOM, B PE3yJIbTaTe Yero
NoJy4ajd YKa3aHHOE B 3arojoske coenunenue 17. "H-SIMP (400 MI'u, IMCO-ds) & 10,92
(s, 1H), 9,55 (s, 1H), 9,10 (s, 1H), 8,46 (dd, J = 8,3, 1,3 I'y, 1H), 8,25 - 8,13 (m, 1H), 7,91 -
7,72 (m, 3H), 7,69 (s, 2H), 7,35 - 7,29 (m, 1H), 6,68 (d, J = 16,7 I'y, 1H), 2,37 (s, 3H), 1,95
(s, 6H). BOXKXX (m/z) 432,4 [M+H], Bpemst ynep:kuBanus = 1,19 mun (meton BOXX 3).
INPUMEP 18

(E)-6-((4-amuHO0-8-(4-(2-uHaHOBUHMT)-2,6- THMETHI(PEHUJT)XHHA30JIHH-2-HJ)AMHHO)-4-

MeTHJIHHKOTHHOHUTPUI- CoennHenue 18
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NH,

Cunre3 (E)-6-((4-amuno-8-(4-(2-unaHoBUHHN )-2,6- 1M e THI()EHUJT ) XHHAZOJIHH-2-

HJI)AMHHO)-4-MeTHIHHKOTHHOHUTPHJIA (coeanHeHust 18)

= NH
NN

Pd(OAc)2
Xantphos
DIPEA

N-MeTHI-2-TUPPOIHIOH

Coenunenue 18

[0282] Coenunenue 2a (20 mr, 0,06 MMOJIB), 6-aMHHO-4-METHIHUKOTHHOHUTPHII (24 M,
0,18 mmounb, Ark Pharm Inc, AK-80125), N,N-guuzonponmmtunamud (DIPEA)(622 wmr,
0,48 mmoub), (9,9-mumernn-9H-kcantun-4,5-nunn)ouc(nupennndocpuna) (Xantphos)
(Xantphos) (4 mr, 0,006 mmoub) u anerat namtagust (I1) (1 mr, 0,006 MMoJIb) OOBEAUHSIIH B
armocdepe aprona B N-metun-2-nupponunoHe (1 mi). PeakimoHHyo cMech HarpeBau Mpu
120°C B 3akpbITOM cocyze B TedeHHe 4 4. PeakIMOHHYIO CMECh OXJIaXIau 10 KOMHATHON
TeMIepaTypsl U pazdaBisu BOJOH U sTuinaneratoM. OpraHun4eckuii ol OTAeIsUTH U
MPOMBIBAJIH JIBAXK/IbI COJIEBBIM PACTBOPOM, CYLIMIN Haf CylIb()aToM MarHust 1 GUIbTpOBaIH
STOT PACTBOP Yepe3 2-CM CJIOH CHITUKAresi, KOTOPBIH MPOMBIBAIH JOMOTHUTEbHBIM
KOJNN4ecTBOM 3Tmanerata. OObeIMHEHHbIE OPraHuYeCcKHe BEeIeCTBa KOHIIEHTPUPOBAIU
NP TOHM)KEHHOM J1aBiieHnH. HeounimeHHsll ocTaTok 00padaThiBaiy TUSTHIOBBIM 3(QHUPOM

B YJIbTPa3BYKOBOW BaHHE B TeUeHHe 5 MUHYT. TBepaoe coennHeHne OT(UIBTPOBBIBAIN U
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MPOMBIBAJIN JIBAXK]IbI AUITHIIOBBIM 3(HPOM U OJIMH pa3 reKCaHOM, B Pe3yJIbTaTe Uero
NOJTyuajId YKa3aHHOE B 3arojoske coenunenue 18. 'H-SIMP (400 MI'u, IMCO-ds) & 11,97
(bs, 1H), 9,55 (bs, 1H), 9,32 (bs, 1H), 8,48 - 8,37 (m, 1H), 7,90 - 7,62 (m, SH), 7,52 - 7,43
(m, 1H), 7,32 - 7,23 (m, 1H), 6,69 (d, J = 16,7 I'u, 1H), 2,45 (s, 3H), 1,96 (s, 6H). BOXXX
(m/z) 432,3 [M+H], Bpemst ynepkuBanus = 1,25 mun (Metoq BOXX 3).

INPUMEP 19

(E)-4-((4-amuH0-6-x510p-8-(4-(2-unaHoBHHMN )-2,6-1uMeTHI() € HIJT ) XHHA30JTHH-2-

wi)aMuHo)0eH3oHuTpUI- Coenunenue 19

H,

N
cl PN
O |
\N)\NH

Irtan 1: CuHre3 2-aMuHO0-3-0pomM-S-x10p0eH30HHOMH KUCJI0THI (coequHeHus: 19a)

OH OH
- Cl
CI\@ o N-6pOMCYKIMHHMHUT o
NH2 IM®DA, x.1. NH2
Br Coenunenue 19a

[0283] Cwmech 2-aMmuHO-5-x510pOeH301HHO#M KUCHOTHI (5 T, 29 MMonb, Ark Pharm Inc,
AK-26989) u N-6pomcykunaumuna (5,4 r, 30 mmons) B N, N-numetnndopmamune (100 mi)
NepeMEIUBAIN IIPU KOMHATHON TEMIIEPAType B TeueHUe 14 4. PEaKLIMOHHYIO CMECh
BAUBaK B Boay (400 MJT) M 3KCTparupoBasid MPOAYKT TUITUIOBBIM 3pupom (400 mi).
Opranndeckyro a3y NpoOMbIBAIN COJIEBLIM pacTBOpoM (200 M), cymmnu Hap cyiabparom
HaTpusl, GUIBTPOBAIN U KOHLEHTPUPOBAJIM NPU MOHIKEHHOM JJaBJIEHHH, B PE3YJbTaTe 4ero
MOJIy4alii yKa3aHHOe B 3aroyioBke coequHerne 19a. BOXX (m/z) 250,0 [M+H], Bpems
ynepxxuBanus = 4,05 mus (Merox BOXKX 1).

Jrtan 2: cunTe3 8-0pom-6-xnopoxunaszonnn-2,4(1H,3H)-nnona (coennnenus 19b)
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0]

OH )L O
HoN NH |
Cl 0 2 2 c NH

\j

NH, 200 °C N">o
Br Br Coequnenue 19b

[0284] Cwmeck coequnenns 19a (5,3 r, 21 mmonb) u mouesunsl (30 T, SO0 MMoIIb)
Harpesaiu npu 200 °C B TeyeHue 3 4. PeakIMOHHYIO CMeCh OXJIasKAAIH, pa3OaBisiIn
metaHosioM (100 M) 1 oTpuIBTpOBBIBAIH MPOAYKT. TBEeprOe BEIeCTBO MPOMBIBAIIN BOAOKH
(50 M) 1 MetanosioM (50 MiT), B pe3yJibTaTe Yero mojy4aid YKa3aHHOE B 3ar0JIOBKe
coegunenne 19b. BOXX (m/z) 275,0 [M+H], Bpems yaepxuBanust = 3,32 MUH (MeTOJ
B2XX 1).

Jrtan 3: cuHTe3 8-0pom-2,6-AUXINOPXHHA30IHH-4-aMHuHA (coequHeHus 19¢)

0 cl NH,
cl NH poClymMea  Cl SN NH; “ SN
R —
N o 120 °C N/)\Cl Sranon N/)\CI
Br Br KT. Br

Coeaunenue 19¢

[0285] Cwmech coenunenus 19b (5,3 r, 21 mmonb), okcuxiopuna pochopa (V) (15 mn) u
N, N-mumerundopmamuna (3 karum) Harpesanu npu 120 °C B Tedenue 14 4. PeakinoHHyr0
CMech OXJiaskaanu, BiauBaiu B Boay (200 M) u oTunbTpoBbIBaIM MpoaykT. TBepaoe
BEIECTBO CYIIWIN 100 6aKYYMOM B T€UE€HHUE 2 U, CYCIIEHANPOBAIIH B HACBII[EHHOM
pacTBope aMMuaka B 3TaHoJie (50 MiT) U mepeMeInuBaIi P KOMHATHON TeMIepaType B
TeueHue 14 4. [lonydeHHbIH TBEpABII NPOAYKT OTGUIBTPOBLIBAIIM, B PE3YIBTATE YETO
noJy4any ykazaHHoe B 3arojioske coequnenne 19¢. 'H-SAIMP (400 MI'u, JIMCO-ds) & 8,65
(s, 2H), 8,47 (d, J=2,2Tu, 1H), 8,25 (d, /=2,2 I'u, 1H). BOXX (m/z) 291,9 [M+H],
BpeMs yaepkusanus = 3,86 muH (Meroq BOXKX 1).

Jrtan 4: cunre3 (E)-3-(4-(4-amuHo-2,6-11XJ10pXHHA30IHH-8-11)-3,5-

AUMeTHI(EHHT)aKPHJIOHUTPHIIA (coequHeHus: 19d)
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Cl

SN
N/)\CI K3PO4
Br PdCI,(dtbpf)
AMPA 1,0 (10:1)
80°C

NH,
Cl SN
NH, Il O N/)\CI
N
4

\l
N Coenunenue 19d
[0286] Cwmecsk coequnenns 19¢ (146 mr, 0,5 mmonb), coenunenus 1¢ (170 mr, 0,6
MMOJIb), MOHOTHIpaTa TpeXocHOBHOrO (ocdara kamus (230 mr, 1 mmosb) u [1,1'-
ouc(audenundochuno)deppouen]nuxnopnamnanus (II), B koMIuiekce ¢ AUXIOPMETAHOM,
(65 wr, 0,1 mmosb) pactBopsuu B ecmecu N, N-mumernndopmamuna u Boasl (10:1, 5,5 mi) B
arMocdepe aprona u nepemermusany 3ty cmeck pu 80°C B Teuenue 30 munyT. IIpoaykT
BBIJIENIANN XpoMaTorpadueit Ha cunukarene (rpagueHt ot 80-100% sTunaneraT B U30-
reKcaHax), B pe3yJibTaTe uero nojyvyaiy ykasaHHoe B 3arosioBke coenuHerre 19d. BOXKX
(m/z) 369,0 [M+H], Bpems ynepxusanus = 4,30 (meroq BOXX 1).
Jrtan S: cunres (E)-4-((4-amuno-6-x10p-8-(4-(2-unanoBuHMUI)-2,6-
AUMeTHI(EeHHT)XHHA30JIHH-2-WJI)aMHHO)0eH30HUTpHJIa (coequHeHus 19)
NH,
NH,
NH,
cl =N Cl
X o¢
N Cl
Il \N)\NH
g :
—
Pd(OAc), O
Xantphos
=
DIPEA A INI

| | N-MeTHI-2-IHPPOTHI0H

Coeaunenue 19
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[0287] Cwmecs coequnenus 19d (85 mr, 0,23 mMmonb), 4-amuHoOeH30HUTpINA (33 M,
0,28 mmounb, Sigma-Aldrich), anerara namaaus (II) (10 mr, 0,046 mmonb) u (9,9-numerni-
9H-kcanTun-4,5-nuun)ouc(nudpenunpocduna) (27 mr, 0,046 Mmosp) pacTBopsiu B N-
MeTHI-2-nuppoiunoHe (2 i) B atMocdepe aprosa. 3aTeM IpH MOMOIIH IIPULA
nobasisuin N,N-gumsonponwituiamuH (DIPEA)(174 mkn, 1 mmons) npu 100°C B TeueHue
1 u. IIponykT BbLAENsM (duI-xpoMaTorpadueii Ha cunukaresne (rpagueHt ot 40-60%
STUJIALIETAT B U30-T€KCAHAX), a 3aTeM ellle pa3 OUHLIaIn OOpameHHO-(ha30BoH (JdLI-
xpomartorpaduel (mpenBapuTeapbHO yrakoBaHHas KoyoHKa 5,5 r C-18, rpaguent 5-100%,
AIleTOHUTPHUI B BOJIE), B pPe3yJIbTaTe Yero MoJydaln YKa3aHHOE B 3ar0JIOBKe coequHeHue 19.
"H-AIMP (400 MTI'u, IMCO-ds) & 9,55 (s, 1H), 8,34 (d, J=2,3 T'w, 1H), 7,74 (d, J= 16,7
I'u, 1H), 7,66 (d, J=8,9 'y, 2H), 7,55 (d, J=2,3 I'y, 1H), 7,52 (s, 2H), 7,40 - 7,35 (m, 2H),
7,26 (d, J=8,9 I'y, 2H), 6,55 (d, /= 16,7 T'u, 1H), 1,93 (s, 6H). BOXX (m/z) 451,2 [M+H],
Bpems ynepskusanus = 4,25 muH (Metoq BOXX 1).

MMPUMEP 20

(E)-6-((4-amunO0-8-(4-(2-uuaHOBUHMI )-2,6- 1M eTHI(PEeHIT)-6-PTOPXHHA3ZOTHH-2-

HJI)AMHHO)HHKOTHHOHUTPHI- CoenuHenue 20

Hy

N
r
|
\N)\NH

Jrtan 1: Cunre3 2-amuHo-3-0pom-5-pTopOen3oiiHoil kuca0ThI (coennHeHus 20a)

OH OH
N-6pomMcyKUnHUMUA F
NH, IM®A, K.T. NH,
Br Coeannenne 20a

134



[0288] Cwmecs 2-amuHO-5-¢pTopOen3otinoit kucaotsl (10 1, 65 mmosnb, Ark Pharm Inc,
AK-35193) u N-6pomcykunnumuza (12 r, 67 mmons) B N,N-mumetundopmamuze (100 mu)
nepeMeInnBaIy P KOMHATHON TeMrepatype B TedeHue 14 4. PeaklIMOHHYI0 CMeCh
BMBaiH B BoAy (500 M), OTGHIBTPOBBIBAIN TBEPABIH NPOAYKT U MIPOMBIBAIIH BOJIOH, B
pe3yJbTaTe Yero mojyyain yKa3aHHOe B 3arojioBke coenunenne 20a. BOXKX (m/z) 233,7

[M+H], Bpems yaep:xuBanus = 3,75 mun (Meton BOXKX 1).

Jtan 2: Cunre3 8-6pom-6-propxunaszonnn-2,4(1H,3H)-nuona (coennnenus 20b)

(0]
OH J]\ (o]
H,N NH F
F o) 2 z NH
NH, 200 °C N"So
Br Br Coenunenune 20b

[0289] Cwmech coenunenus 20a (12 r, 51 mmons) u moueBuHs! (20 1, 333 MMOIIB)
Harpesaiu npu 200 °C B TedeHue 3 4. PeakIMOHHYIO CMeCh OXJIaXKIalll U pa30aBJIsiu
Bozoii (100 mur). ITony4yeHHBIH TBEPABIH MPOAYKT OTPIIBTPOBBIBAIN H IPOMBIBAIN
MeTaHoJoM (50 MJT), B pe3ysibTaTe Yero NoJy4yaiu YKa3aHHOE B 3aroJioBke coenuHenue 20b.
BD2XX (m/z) 259,0 [M+H], Bpems yaepskuBanus = 3,23 mun (Meroq BOXX 1).

Jrtan 3: cuHTe3 8-0pom-2-xa0p-6-PpTropxuHazonnH-4-amuH (coennHeHnue 20¢)

cl NH,
POC|3/[JJM¢A F SN NH; F =N
120 °C N/ Cl ST}?_IFOJ'I N/)\CI
Br Br

Coeaunenue 20c¢

[0290] Cwmech coenunenus 20b (3 r, 20 mmonb), okcuxmopuna ¢ocdopa (V) (20 mn) u
N,N-npumerundopmamuna (3 xarum) varpesanu npu 120 °C B Teuenue 14 4. PeakinoHHyro
CMeCh OXJIAJKIAJIH, BIMBAIHN B CMeCh Jibaa ¢ BoAoH (200 Mi1), TBEpABIH MPOIYKT
oThuIbTPOBBIBATIH. TBEpIOE BEIECTBO CYLIMIN 100 6AKYYMOM B T€UEHHE 2 4,
CYCIEHJMPOBAJU B HACHIIEHHOM pPacTBOpe amMmmuaka B ata”ose (100 mi) u nepemernpaiu
IIPY KOMHATHOHU Temneparype B TeueHue 14 4. PeakIMOHHYO CMeCh BBINAPUBAIH A0CYXA U

CYCIIEHIUPOBAJIH TBEPABIA OCTATOK B BOJE. 110/y4eHHbIN TBEPAbIIA IPOAYKT
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OT(HUIBTPOBBIBANIY, B PE3YJIBTATE YEro MOJTy4al YKa3aHHOE B 3arojioBke coenuHenue 20c.
"H-SAAMP (400 MT'w, IMCO-ds) & 8,59 (s, 1H), 8,46 (s, 1H), 8,19 (dd, / =8,3, 2,7 T'u, 1H),
8,13 (dd, /=9,2, 2,7 ', 1H). BOXX (m/z) 275,7 [M+H], Bpems yaep:xkuBanus = 3,74 MUH
(meron BOXX 1).

Jtan 4: cunres (E)-3-(4-(4-amuno-2-x10p-6-Ppropxunazonun-8-umi)-3,5-

auMeTieHnT)akpuaoHuTpuiaa (coennnenus 20d)

0. 0
B
NH,
F
v
NH
2 I g
N/)\CI KsPO, O
Br PdCl,(dtbpf)
IMPA :H,0 (10:1) ~
80°C I
N Coenunenne 20d

[0291] Cwmeck coequnenuns 20¢ (276 mr, 1 mmoub), coequnenus 1¢ (340 mr, 1,2 Mmoub),
MOHOTHJIpaTa TPEXOCHOBHOTO (ocdara kamus (460 mr, 2 mmoss) u [1,1'-
ouc(nudenundochuno)deppouen]nuxnopnannanus (II), B koMIuiekce ¢ AUXIOPMETAHOM,
(65 wr, 0,1 mmosb) pactBopsuiu B cmecu N, N-mumerundopmamuna u Boas (10:1, 11 mi) B
arMocdepe aprona u nepemermusany 3ty cmech npu 80°C B Teuenue 30 munyT. [IpoaykT
BBIJIENISIN XpoMaTorpadueit Ha cunukarene (rpagueHTt ot 80-100% sTunaneraT B U30-
reKcaHax), B pe3yJibTaTe 4ero mojyvyain YKa3aHHOe B 3arojioBke coequHenne 20d. BOXX
(m/z) 352,9 [M+H], Bpems ynepsxuBanust = 4,12 mun (metoq BOXKX 1).

Jran S: cunres (E)-6-((4-amuno-8-(4-(2-unanoBuHUI)-2,6-1umeTHI(eHII )-6-

(propxuHa30/IMH-2-HJI)AMHHO)HHKOTHHOHUTpHIA (coennHeHust 20)
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Pd(OAc),
Xantphos
DIPEA

N-MeTHI-2 -MHPPOTHACH
0 ll
100°C N
Coeaunenne 20
[0292] Cwmecp coenunenus 20d (176 wmr, 0,5 mmonb), 6-aMIHOHUKOTHHOHHUTpHUIA (178

mr, 1,5 mmoinb, Ark Pharm Inc, AK-32349), anerara namnanus (II) (22 mr, 0,1 mmounb) u
(9,9-numernn-9H-kcantun-4,5-mumn)ouc(nudenundochuna) (58 mr, 0,1 Mmorb)
pacTBopsinu B N-MeTun-2-nippoiuaose (5 mi) B armocdepe aprosa. 3ateM Mpy NOMOLIH
mnpuna nodasisuta N,N-gunzonponwntiiamud (DIPEA)(348 Mk, 2 mmons) ipu 100°C B
tedeHue | 4. [Tpoxykr Bbiensny xpomatorpadueli Ha cumkarese (rpaguest ot 40-100%
STUJIALIETAT B U30-T€KCAHAX), a 3aTE€M €Ile pa3 OUHLIaIN OOpaeHHO-(ha30BoH (sLI-
xpomarorpadueii (mpenynakoBanHas kojonka 5,5 r C-18 RediSep, rpaguent 5-100%,
aneronutpu B Boze ¢ 0,1% TO®VYK), B pe3ysbrare 4ero nojyyaiu yKa3aHHOE B 3ar0JIOBKeE
coeuuenue 20 B Bujie conu ¢ TpudTopykcycHoilt kucaoroi. 'H-SIMP (400 MI'u, IMCO-
ds) 6 9,56 (bs, 1H), 9,46 (bs, 1H), 8,40 - 8,20 (m, 2H), 8,02 - 7,84 (m, 1H), 7,82 (d, J= 16,6
I'u, 1H), 7,69 (s, 2H), 7,51 (bs, 1H), 7,42 (bs, 1H), 6,69 (d, J = 16,6 I'y, 1H), 1,98 (s, 6H).
BD2XX (m/z) 435,8 [M+H], Bpems yaepkuBanus = 3,45 mun (Meroq BOXX 1).
MNPUMEP 21

(E)-6-((4-amuH0-8-(4-(2-uHaAHOBHHMT)-2,6-ANMETHI(PEHUIT)-6-Me THIXHHA30IHH-2-

WJI)aMUHO)HUKOTHHOHUTPUI- CoennHenue 21
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Jtan 1: Cunre3 2-aMuHO0-3-0poM-S-MeTH/I0eH30HHONH KHCJI0ThI (coeauHeHust 21a)

OH OH
\@O N-BpoMcyKUMHUMUA o
NH, JIM®A, KT NH,
Br Coenunenne 21a

[0293] Cwmech 2-amuHO-5-MeTrOeH301HOoH KucaoTsl (10 T, 66 mmosb, Ark Pharm, Inc
AK-34555) u N-6pomcykunnumuzga (12 r, 67 mmons) B N,N-mumetundopmamuze (100 mu)
nepeMeInnBaIl IPU KOMHATHON TeMrepaType B TedeHue 14 4. PeaklIMOHHYIO CMeCh
BMBaH B BoAy (500 M), TBepAbIH NPOAYKT OTQUIBTPOBBIBAIN U IIPOMBIBAJINA BOJIOH, B
pe3yJbTaTe 4ero rnojy4yaiu yKa3aHHOe B 3arojioBke coenunenue 21a. BOXKX (m/z) 229,80
[M+H], Bpems ynepxuBanus = 3,87 muH (Merox BOXX 1).

Jtan 2: cuHTe3 8-0pom-6-meTniaxunaszonun-2,4(1H,3H)-quona (coequnenus 21b)

o)

OH Jj\ 0]
H5N NH,
0 NH
NH, 200 °C N"0
H
Br Br

Coenunenue 21b

[0294] Cwmech coenunenus 21a (5 r, 22 mmonb) 1 ModeBuHbI (30 1, 500 MMOIIB)
Harpesaiu npu 200 °C B TedeHue 3 4. PeakIMOHHYIO CMeCh OXJIaXKIalll U pa30aBJIsin
Bozoii (100 mn). [Tony4yeHHbIH TBEPABINA MPOAYKT OTGHUIBTPOBBIBAIH M MTPOMBIBAIIH

meTaHoJioM (50 M) u Bomoit (50 mit), B pe3ysibTaTe 4ero nojy4yaiy yKa3aHHOE B 3ar0JIOBKE
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coenunenue 21b. BOXX (m/z) 254,7 [M+H], Bpems ynep>xuBanusi = 3,19 mun (MeToq
BDXX 1).

Jrtan 3: cuHTe3 8-0pOomM-2-XJ10p-6-MeTHIIXHHA30JIUH-4-aMuH (coeauHeHue 21c)

Cl NH,
POCla;ﬂM‘PA SN NH, =N
120 °C N/ Cl 3TaHOI N/)\CI
Br KT Br

Coeaunenue 21¢

[0295] Cwmecsk coequnenns 21b (5 r, 20 mmoue), okcuxnopuna dochopa (V) (15 mn) u
N,N-pumerundopmamuna (3 xarum) Harpeanu npu 120 °C B TeyeHue 14 4. PeakinoHHy0
CMECh OXJIAKIAIIH, BIMBAIHN B CMECH Jibaa ¢ BoAoH (200 Mi1), TBEpABIH MPOAYKT
oT(UIBTPOBBIBATH. TBEpIOE BEIIECTBO CYLIMIN 100 6AKYYMOM B T€YeHHE 2 4,
CYCIIEHAMPOBAJIU B HACHIIIIEHHOM PacTBOpe amMMuaka B 3taHojie (100 mut) u mepeMeninBaiu
P KOMHATHOM TemnepaTtype B TeueHue 14 4. IlomyyeHHsIl TBEpABIA NPOAYKT
OT(UIBTPOBBIBAIIH, B PE3yJIbTATE YEro MOJydaIl YKa3aHHOE B 3aroJIOBKe coenrHeHune 21¢.
"H-SIMP (400 MTI'u, IMCO-ds) & 8,41 (s, 2H), 8,06 (d, J= 1,7 T'ny, 1H), 8,01 (d, J= 1,7 T'wy,
1H), 2,42 (s, 3H). BOXX (m/z) 271,8 [M+H], Bpems yaep:kuBanusi = 3,65 MuH (MeTo[
BDXX 1).

Jrtan 4: cunres (E)-3-(4-(4-aMuHO-2-XJ10p-6-MeTHIXHMHA30IUH-8-11)-3,5-

AUMeTHI(EeHNT)aKPHUJIOHUTPHIIA (coequHeHus1 21d)
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NH,
g D@
NH
2 I g
N/)\CI K3PO, O
Br PdCl,(dtbpf)
AM®A - H,0 (10:1) z
80°C

Coeaunenue 21d

[0296] Cwmecsk coequnenns 21¢ (273 mr, 1 mmous), coenunenus 1¢ (340 mr, 1,2 Mmoub),
MOHOTHJIpaTa TPEXOCHOBHOTO (ocdara kanus (460 mr, 2 mmosb) u [1,1'-
ouc(nudenundochuno)deppouen]nuxnopnannanus (II), B koMIuiekce ¢ AUXIOPMETAHOM,
(65 mr, 0,1 mmozb) pactBopsnu B cmecu N,N-numerundopmamuna u Boasl (10:1, 5,5 mi) B
aTMocdepe aproHa v nepeMenInBaii 3Ty peakiHoHHy cMech pu 80°C B Teuenue 30
muHyT. [IponykT BeInensanu xpomatorpadueii Ha cunukarese (rpagueHT ot 40-100%
STHUJIALIETAT B 30-T€KCaHax), B Pe3yJIbTaTe Yero Mojyyaid YKa3aHHOE B 3arojIOBKe
coequnenne 21d. BOXX (m/z) 348,9 [M+H], Bpems ynepxuBanust = 4,17 mus (MeToxq
B2XX 1).

Irtan 5: cunre3 (E)-6-((4-amuno-8-(4-(2-unanoBuHU)-2,6-1umMeTnsig e )-6-

METHJIXHHA30JHH-2-HJ)AMHHO)HHKOTHHOHUTPWJIA (coequHeHus 21)

NH,
NH,
2 N NH2
i CI
N Cl
Il SN NH
N
0 : L,
Pd(OAC), U
Xantphos
~4
DIPEA A |l
Il N-MeTHI-2-NMppOnNAOH N
110°C I\
N Coenunenne 21
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[0297] Cwmecsw coequnenus 21d (175 mr, 0,5 MMOJIb), 6-aMUHOHUKOTHHOHUTPHIIA (298
mr, 2,5 mmosb, Ark Pharm Inc, AK-32349), anerara namnanus (II) (23 mr, 0,1 mmounb) 1
(9,9-mumerun-9H-kcanrun-4, 5-nuun)ouc(audpenundocduna) (58 mr, 0,1 Mmmons)
pacTBopsiiH B N-MeTHI-2-mippoduaoH (5 mit) B atMocdepe aprona. 3areM npH MOMOIIN
mnpuna xodasmnsanu N,N-gunzonponumtunamud (DIPEA)(435 Mk, 2,5 mmods) npu 110°C
B TeueHue 64. [IpoaykT Bbiaessiiu xpomarorpadueii Ha cunukaresne (rpaaueHt ot 40-100%
STUJIALIETAT B U30-T€KCAHAX), a 3aTeM ellle pa3 OUHLIain oOpameHHO-(ha30Boi (idm-
xpomarorpadueii (npenynakoanHas koyoHka 5,5 r C-18 RediSep, rpanuent 5-100%,
aueronutpu B Boze ¢ 0,1% TO®VYK), B pe3ysbprare 4ero nojiy4yanu yKa3aHHOE B 3ar0JIOBKe
coenunenue 21 B Buze cosu ¢ TpudhTOpyKCycHoit kucnotoit. 'H-SIMP (400 MI'u, JIMCO-
ds) 6 9,51 (s, 1H), 9,31 (s, 1H), 8,33 - 8,24 (m, 2H), 7,82 (d, /= 16,7 'y, 1H), 7,77 - 7,66
(m, 3H), 7,58 - 7,50 (m, 1H), 7,45 - 7,36 (m, 1H), 6,69 (d, J= 16,7 I'u, 1H), 2,54 (s, 3H),
1,96 (s, 6H). BOXX (m/z) 432,0 [M+H], Bpems yaep:xkusanus = 3,56 mun (Mmerox BOXKX
1).

MMPUMEP 22

(E)-6-((4-amuH0-8-(4-(2-uHaAHOBHUHMT)-2,6-ANMETHI(PEHNIT)-6-HUTPOXHHAZ0IHH-2-

WJI)aMUHO)HUKOTHHOHUTPWI- CoennHeHue 22

o) Ho

- N
O”N / IN
\NJ\NH

(I)- OH ? OH
N* N-6pOMCYKLIMHUMIZ _N?
NH, IM®OA, KT NH,
Br Coeaunenne 22a
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[0298] CMech 2-aMUHO-5-HUTPoOEH301HOM KUCTOTHI (5 T, 27 MMosib, Sigma-Aldrich) u
N-Opomcykimanmuna (6 r, 34 mmois) B NV, N-mumernndopmamuze (100 mi) nepemermusaniu
pU KOMHATHOH TeMriepatype B TedeHne 14 4. PeakuinoHHy10 cMech BiuBau B Boay (500
MJT), TBEP/bIH MPOAYKT OTPHUIBTPOBBIBAIK U MPOMBIBAJIH BOZOH, B pPe3yJIbTaTe Y€ro
MOJTy4aJli YKa3aHHOE B 3aroyioBke coequHenne 22a. BOXX (m/z) 261,03 [M+H], Bpemst
ynepskuBanust = 3,70 muH (Meton BOXKX 1).

Jrtan 2: cunte3 8-0pom-6-HuTpoxuHaszonun-2,4(1H,3H)-nuona (coeqnuHenus 22b)

(0]
o o R e
_N* HsN NH _N*
oN o 2 20 NH
NH, 200 °C N"So
Br Br Coenunenmne 22b

[0299] Cwmecsk coequnenus 22a (5 r, 22 mmoub) u MoueBuHy (20 1, 333 MMoIb)
Harpesaiu npu 200 °C B TedeHue 3 4. PeakIMOHHYIO CMeCh OXJIaKAaIH, U pa30aBIsiin
Bonoii (100 mur). TTony4yeHHBIH TBEPABIH MPOAYKT OTPIIBTPOBBIBAIN M TPOMBIBAIN
metaHosioM (50 mut) u Bogo# (50 mut), B pe3yJbTaTe uero rnoyyvaiy yKa3aHHOE B 3ar0JIOBKe
coequHenne 22b. BOXX (m/z) 286,2 [M+H], Bpems ynepxuBanusi = 3,21 muH (MeTOq
BD2XX 1).

Jran 3: cuHTe3 8-0pOoM-2-XJ1I0pP-6-HUTPOXHHA30IUH-4-aMHUH (CoeaHEeHue 22¢)

0] Cl

i, lll" 9- NH,
oN /'J\l: POCly/ MDA G* X )N\ NH3 oA N
120 °C NT >l 3TaHOM
1 N © & KT N/)\CI
' Br

Coeaunnenune 22¢

[0300] Cwmech coenunenus 22b (5 r, 17 mmonb), okcuxnopuna ¢ocdopa (V) (15 mn) u
N,N-pumerundopmamuna (4 xarm) vHarpesanu npu 120 °C B Teuenue 14 4. PeakiinoHHyro
CMECh OXJIAKIAJIU, BJIMBAJU B CMECH JibJia ¢ BoAoH (200 Mut), TBEpAbIi MPOIYKT
otunbTpoBbIBaU. TBEPIOE BELIECTBO CYIIHIN 100 8AKYYMOM B TeUeHHE 2 d,
CYCIIEHJAMPOBAJIU B HACHIIIIEHHOM PacTBOpEe amMMHaka B 3taHojie (100 mut) u nmepeMentnBaiu
P KOMHATHOMN Temmeparype B TedeHue 14 4. PeakIMOHHY0 CMeCh KOHLIEHTPUPOBAIN MIPU

NOHM)KEHHOM JIaBJICHUH U 100aBsiy Boay. ITony4eHHbIH TBepabIi MPOIYKT
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OT(UIBTPOBBIBAIIH, B PE3YJIbTATE YEro MOJyYaIld YKa3aHHOE B 3ar0JIOBKE COeIMHEHHE 22¢.
"H-AAMP (400 MT'w, IMCO-ds) 6 9,34 (d, J=2,4Tn, 1H), 8,79 (d, J = 2,4 'y, 1H). BOXKX
(m/z) 303,0 [M+H], Bpemst ynepxuBanus = 3,97 muH (Metoq BOXX 1).

Jrtan 4: cunre3 (E)-3-(4-(4-amMuHO-2-X10p-6-HUTPOXHUHA30IHH-8-11)-3,5-

AUMeTUI(PeHUT)AKPHUJIOHUTPUIIA (coeanHeHus 22d)

>\_
Y

N~ ~CI K3PO,
Br PdCl,(dtbpf)
IM®A :H,0 (10:1)
80°C

Coeaunnenue 22d

[0301] Cwmecsk coequnenust 22¢ (152 mr, 0,5 mmonb), coenunenus 1¢ (170 mr, 0,6
MMOJIb), MOHOTHUpATa TPEeXOCHOBHOTO (ocdara kanus (230 mr, 1 mmons) u [1,1'-
ouc(nudenundochuno)deppouen]nuxnopnannanus (II), B koMIuiekce ¢ AUXIOPMETAHOM,
(33 mr, 0,05 mmonp), pactBopsuta B cmecu N,N-numernindopmamuna u Boxer (10:1, 5,5 mu)
B aTMoc(epe aproHa u nepeMeInBajIi 3Ty PeakUUOHHYI0 cmech nipu 80°C B Teuenue 7 u.
IIponyxkT BeImemsun XpoMartorpadueit Ha cuukarene (rpanuent ot 40-100% >Tunanerara B
M30-TeKCaHax), B Pe3yJbTaTe Uero Moyy4yalu yKa3aHHOe B 3arojioBke coennHenue 22d.
BD2XX (m/z) 379,9 [M+H], Bpems yaepskuBanus = 4,40 mun (meroq BOXKX 1).

Jrtan S: cunre3 (E)-6-((4-amuuo-8-(4-(2-unaHoBUHIIT)-2,6-AuMeTHI(peHUT )-6-

HUTPOXHHA30JIUH-2-WJI)AMUHO)HUKOTHHOHUTPWJIA (coeAHeHUs 22)
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(o} NH,
lll + ~ | (I) NH,
0” SN _NY
A, Y “Cr}
N" el s A
II| N~ NH
oy )
Pd(OAc), X |
= Xantphos
N, N-auu30nponI3THIAMIH ™ | |
Il N-MeTHI-2-THPPOIHAOH
N \f
100°C
N Coenunenue 22

[0302] Cwmecsk coequnenns 22d (110 mr, 0,29 mmonb), 6-aMuHOHUKOTHHOHHUTpIIA (171
mr, 1,45 mmonb, Ark Pharm Inc, AK-32349), auerara mamagus (IT) (13 mr, 0,06 mmosib) 1
(9,9-mumerun-9H-kcauntun-4,5-qumn)ouc(audennndocduna) (34 mr, 0,06 MMOIIB)
pacTtBopsuid B N-MeTHI-2-iupposuaone (5 Mi) B atMocdepe aproHa. 3atemM mpu MOMOLIH
mnpuna xodasisnu N,N-gunzonponmmtuinamud (DIPEA)(514 Mk, 2,95 mMous) npu
100°C B Teuenue 1 4. [TponaykT Beimessum xpoMarorpadueii Ha cumkaresne (TpaailueHT OT
40-100% sTunanerar B U30-reKCaHax), a 3aTeM ellle pa3 OuUIIaiu o0paleHHO-()a30BoH
dmm-xpomarorpadueii (mpeaBapuTenbHO ynakoBaHHas konoHka 5,5 r C-18 RediSep,
rpaaueHT 5-100%, anetonutpui B Bozae ¢ 0,1% TDVYK), B pe3ynbTare 4ero noaydajiu
yKa3aHHOE B 3aroJIOBKe COeIMHeHHe 22 B BUME COMMU ¢ TpHUPTOPyKCycHOM kucaoToit. 'H-
SAMP (400 MI'u, IMCO-ds) 6 9,43 (bs, 2H), 7,80 (d, /= 16,7 I'u, 1H), 7,77 - 7,50 (m, 7H),
7,48 (bs, 1H), 6,53 (d, /= 16,7 I'y, 1H), 1,97 (s, 6H). BOXXX (m/z) 463,0 [M+H], Bpems
ynepxxuBanus = 3,98 muH (Meroxn BOXKX 1).

INPUMEP 23

(E)-6-((4,6-nauamuno-8-(4-(2-uMaHOBUHMI)-2,6-1TMM e THI(PEHIJT ) XHHA3OJTHH-2-

WJI)aMUHO)HHKOTHHOHUTPWI- CoennHenue 23
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H,

N
H,N / .
|

\N)\NH

Cunres (E)-6-((4,6-anamuno0-8-(4-(2-unaHoBUHHII )-2,6-AuMeTH/I( € HUIT ) XHHAZ0JHH-2-

HJI)AMHHO)HMKOTHHOHHTPHJIA (coeHHeHHs 23)

N SN Fe HZN SN
g MeOH/AcOH 10:1 Py
NZ > NH KT . N
Z>N Z N
O ) N
~ l 7 Il
N N
Il I
N Coenunenue 23

[0303] Coenunenue 22 (20 mr, 0,043 MMOJIB) pacTBOPSUIN B CMECH METaHOJ-YKCYCHasI
kucjota (10:1, 2 mu), noGasJisiiu OHOM MopiHei mopomok kenesa (20 mr, 0,358 MMoOJIb)
IpU KOMHATHOH Temrepatype B TeueHue 24 4. [Ipoaykrt Belensnyn xpomarorpaduei Ha
cunukarene (rpaaueHT oT 10-30% MeTaHo B STHUNALIETATE), a 3aTEM ellle Pa3 OuUIIAIN
oOpatneHHo-(pa30Boit hism-xpomatorpaduei (mpenymnakoBanHas kojoHka 5,5 r C-18
RediSep, rpaguent 5-100%, aneronutpun B Boxe ¢ 0,1% TPVYK), B pesynprare uero
MOJTy4asid yKa3aHHOE B 3arojioBKe coequHeHre 23 B BUE COJU C TPUPTOPYKCYCHOM
kuciotoit. 'H-SIMP (400 MI'u, AMCO-ds) § 9,22 (s, 1H), 9,04 (s, 1H), 8,26 - 8,21 (m, 1H),
7,82 (d, J=16,6I'y, 1H), 7,83 - 7,74 (m, 1H), 7,68 (s, 2H), 7,51 (s, 1H), 7,38 - 7,32 (m,
1H), 7,11 (s, 1H), 6,69 (d, /= 16,6 I'u, 1H), 1,98 (s, 6H). BOXX (m/z) 433,1 [M+H], Bpems
ynepxxuBanus = 3,68 muH (Merox BOXKX 1).

INPUMEP 24
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(E)-6-((4-amuno0-8-(4-(2-unaHOBUHH)-2,6- TMMeTHI(PEHIIT)-6-MeTOKCUXHHA3Z0IHH-2-

WJI)aMHUHO)HUKOTHHOHUTPWI- CoennHenue 24

Hy

N
X
|
\N)\NH

Itan 1: Cunre3 2-aMiHO0-3-0poM-5-MeTOKCHOEH30HHOH KHCJIOTHI (coequHeHus 24a)

OH OH
/O \@O N-GpOMCYKIHHEMH/T /O o
NH, TIM®A, KT NH,
Br Coenunenne 24a

[0304] CwMmech 2-aMuHO-5-MeTOKCHOeH30#HOH Kucnotsl (3,95 r, 23,6 MMoib, Sigma-
Aldrich) u N-6pomcykumnnmuna (4,2 r, 23,6 mmons) B N,N-qumetundopmamune (80 mn)
nepeMeInnBaly IPU KOMHATHON TeMneparype B TeueHue 14 4. PeaklIMOHHYI0 CMeCh
BIMBaIU B By (400 MJT), TBEpBIH MPOAYKT OTHUIBTPOBBIBAIH U IPOMBIBAJIN BOJIOH, B
pe3yJbTaTe 4ero nojy4yaiu yKa3aHHOe B 3arojioBke coenunenue 24a. BOXKX (m/z) 245,8
[M+H], Bpems ynepxxusanus = 4,06 mus (Meron BOXX 1).

Jrtan 2: cuHTe3 8-0pom-6-meToxkcuxunazonun-2,4(1H,3H)-nnona (coenunenus 24b)

OH )J\ O
0 o HN"NH, O NH
NH, 200 °C H’J*o
Br Br Coenunenue 24b

[0305] Cwmeck coenunenus 24a (2,19 r, 8,9 mmonb) u mouesuHs! (12 r, 200 MMOJIb)

Harpesaiu npu 200 °C B TeyeHune 3 4. PeakIMOHHYIO CMeCh OXJIAKIANN 1 pa30aBisiIn
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Bozoii (100 mn). [Tony4ueHHBIH TBEPABIN MPOAYKT OTHUIBTPOBBIBAIH M TPOMBIBAJIN BOJIOM
(50 M), B pe3ynpTare 4ero nojy4yanu ykazaHHOE B 3arojIoBKe coennHeHue 24b.

Jrtan 3: cuHTe3 8-0pOoM-2-X/10p-6-MeTOKCHXHHA30/INH-4-aMUHA (COeqUHEeHUs1 24¢)

0] Cl

0 NH,

A0 NH POCI/IMDA -~ NH,

~ N N
PN 120 °C A !
N O N N/)\CI

Br
Br Br

Coeaunenue 24¢

[0306] Cwmech coenunenus 24b (2,45 r, 9 mmonb), okcuxiopuna pocdopa (V) (10 mn) u
N,N-mumernndopmamuna (5 karum) HarpeBanu npu 120 °C B Teuenue 14 4. PeakinoHHy0
CMeCh OXJIAJKIAIH, BIMBAIH B CMeCh Jibaa ¢ BoAoi (200 Mir), TBEpABIH MPOAYKT
oT(uIbTPOBEIBATIU. TBEpO€ BEIECTBO CYLININ /00 6aKYYMOM B T€UeHHE 2 4,
CYCIIEHAMPOBAJIU B HACHIIIEHHOM PacTBOpe amMmmuaka B dtaHosie (100 M) u mepeMeniBamiu
IIPY KOMHATHOU TeMIEpaType B TeueHue 14 4. PEakIMOHHYIO CMECh KOHLIEHTPUPOBAIIU IIPU
MOHMKEHHOM AaByieHHH u 100aBsiiu Boay (20 mu). [TonydeHHbIH TBEpAbINA MPOAYKT
OT(UIBTPOBBIBANIN, B PE3YJIbTATE YEro MOJMydaIl YKa3aHHOE B 3ar0JIOBKE COeMHEHNE 24c.
B2XX (m/z) 287,7 [M+H], Bpems yaepxusanus = 4,33 mun (metoq BOXX 1).

Jran 4: cunre3 (E)-3-(4-(4-aMuHO-2-XJI0P-6-Me TOKCUXHUHA30IUH-8-11)-3,5-

AUMeTUI(PeHUT)AKPHUJIOHUTPUIIA (coeanHeHus 24d)

NH,

C
o e 0

N~ ~Cl K3PO,
Br PdCl,(dtbpf)
AM®A :H,0 (10:1)
80°C

Coequnenne 24d
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[0307] Cwmecsw coequnenus 24c¢ (30 mr, 0,1 mmosb), coeaunenust 1¢ (34 mr, 0,12
MMOJIb), MOHOTHUZpaTa TPEXOCHOBHOTO (ocdara kanus (46 mr, 0,2 mmons) u [1,1'-
ouc(mupenundochuno)depponeH|nuxnopnanaanus (II), B koMmriekce ¢ AUXJIOPMETAHOM,
(13 mr, 0,02 mmonb), pacTBopsuta B cmecu N,N-numernndopmamuna u Boaer (10:1, 2 mi) B
aTMoc(epe aproHa U nepeMeInnBaif 3Ty peakuOHHYI0 cmech ipu 80°C B Teuenue 30
MuHyT. [IpoaykT BiAeNsn xpomaTtorpadueii Ha cunukarene (rpaaueHt ot 50 mo 100%
STHUJIALIETAT B H30-T€KCAHAX), B PE3YJIbTaTe Yero MoJy4yali YKa3aHHOE B 3aroJIOBKe
coequHenne 24d. BOXX (m/z) 364,9 [M+H], Bpems ynepxuBanus = 4,65 MuH (MeTOq
BOXX 1).

Jtan S: cunres (E)-6-((4-amuuo-8-(4-(2-umaHoBUHII)-2,6-AuMeTHI(peHUT )-6-

METOKCHXHHA30JHH-2-HJ1)AMHHO)HUKOTHHOHUTPUJIA (coennHeHust 24)

NH,

~ "N Hz
N ~ |

N
» )
|
ll \NJ\NH
N
> —— Y
z

Pd(OAc),
Xantphos

N,N-Aun30mpomIsTIIaMIH X Ml
I N-METHII-2-[HPPOITHAOH

100°C Il
N Coenunenmue 24

[0308] Cwmecsk coequnenns 24d (15 mr, 0,041 Mmmounb), 6-aMMHOHUKOTHHOHUTpHIIA (24
mr, 0,21 mmonb, Ark Pharm Inc, AK-32349), auerarta namnagus (II) (4 mr, 0,016 MmoJib) U
(9,9-mumerun-9H-kcautun-4,5-gumn)ouc(audenmndocduna) (10 mr, 0,016 Mmob)
pactBopsuin B N-metun-2-mmpposunone (1 mi) B atmocdepe aprona. 3ateM rmpu NOMOLIH
mnpuna xodasisma N,N-gunzonpommtuinamud (DIPEA)(37 mxi, 0,21 mmons) npu 100°C
B TeueHue 2 4. [IpoaykT Beiaessiiu xpomarorpadueit Ha cunukarene (rpaauest ot 60-100%
STUJIALIETAT B U30-T€KCAHaX), a 3aTeM ellle pa3 O4MIaiu oOpaeHHO-(ha30Bow (d1LI-
xpomarorpadueii (mpenynakoBanHas kojoHka 5,5 r C-18 RediSep, rpaguent 5-100%,
aneroHuTpui B Boze ¢ 0,1% TO®VYK), B pe3ysbprare 4ero nojydyanud yka3aHHOE B 3ar0JIOBKe
coenuHeHue 24 B Bume cojiu ¢ TpudTopykcycHoii kucnoroit. 'H-SIMP (400 MI', JIMCO-
ds) 6 13,52 (bs, 1H), 11,99 (bs, 1H), 9,46 (bs, 1H), 9,26 (bs, 1H), 8,28 (s, 1H), 7,97 (s, 1H),

148



7,83 (d, J=16,7 'y, 1H), 7,70 (s, 2H), 7,62 - 7,48 (m, 2H), 7,42 - 7,36 (m, 1H), 6,69 (d, J =
16,7 I', 1H), 3,95 (s, 3H), 1,98 (s, 6H). BOXKX (m/z) 448,0 [M+H], Bpems ynep>xuBaHust =
3,95 mun (Meton BOXKX 1).

MNPUMEP 25

(E)-4-((4-amuHO0-6-0pom-8-(4-(2-unaHOBUHIII)-2,6-TMMe THII()eH U ) XUHA3OJTHH-2-

uia)amuHo)oenzonuTpua- CoenuHenne 25

H,

N
Br. / N
|

\NJ\NH

Jrtan 1: Cunre3 2-aMuHO-5-0pom-3-iio100eH30iiHON KHCI0TBI (coeAnHeHHs 25a)

OH OH
B
Br\@go NIS r °
NH, TIPA NH,
I CoenquHenne 25a

[0309] Cwmech 2-amuHO-5-0pombensoiinoii kucnotsl (1 T, 4,6 Mmoib, Sigma-Aldrich) u
N-tiopocykumanmuna (1,9 r, 8,4 mmoins) B N,N-gumerundopmamuze (30 mi)
nepeMeInnBaIy IPpU KOMHATHON TeMnepatype B TedeHue 48 4. PeaklIMOHHYI0 CMeCh
BiuBany B Boay (100 mi). Tlony4deHHbIH TBEpABIH MPOAYKT OTPHIBTPOBBIBAIN
IIPOMBIBAJIU BOJOM, B PE3yJIbTATe YEro MOJy4aad YKa3aHHOE B 3aroJIOBKE COeANHEHUe 25a.
BDXX (m/z) 341,9 [M+H], Bpems yaep:xkuanus = 4,53 mun (metoq BOXX 1).

Jrtan 2: cuHTe3 6-0pom-8-ionoxunazonun-2,4(1H,3H)-npnona (coennnenus 25b)

0]
OH J]\ O
Br o H2N NH2 Br NH
NH, 200 °C ”/J*o

I Coeaunenue 25b
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[0310] Cwmecsk coequnenus 25a (1,2 r, 3,5 mmounb) u ModeBuHbI (10 T, 166 MMOJIB)
Harpesaiu nipu 200 °C B TedeHune 3 4. PeakIMOHHYIO CMeCh OXJIaXKIaJN 1 pa30aBJsiin
Bozo# (100 mu). [TonyyeHHBIH TBEPABINA MPOAYKT OTGUIBTPOBBIBAIHN U TPOMBIBAJIH
metaHosioM (50 mut) 1 Bogoi (50 mut), B pe3yibTaTe uero nojy4yail YKa3aHHOE B 3aroJIOBKe
coenuHenue 25b.

Jtan 3: cuHTe3 6-0pomM-2-XJ10p-8-ii010XHHA30IUH-4-aMUH (coennHeHne 25¢)

(0] Cl
Br NH,
Br NH POCIy/ MDA SN NH3 Br N
N’J*o 120°C N/)\CI ATAHOJI /)\
i H i KT N Cl

I

Coeaunenue 25¢

[0311] Cwmech coequuenus 25b (5,33 r, 14,5 mmoin), okcuxnopuna docdopa (V) (30
wit) u N,N-numetundopmamuna (3 xarm) Harpesanu npu 120 °C B Teuenue 14 4.
PeakiimoHHYI0 CMeCh OXJIaXKali, BIMBAJIHU B CMeCh JibAa ¢ Bopoi (200 mir), TBepabIi
NPOAYKT OT(QUIBTPOBBIBATH. TBEpAOE BEIECTBO CYLIMIH 1100 6aKYYMOM B T€UEHHE 2 d,
CYCIIEHAMPOBAJIU B HACHIIIIEHHOM PacTBOpe amMmmuaka B staHose (100 M) u nepeMeninBamiu
IIPX KOMHATHON TemnepaTrype B TeueHue 14 4. PeakimoHHY0 CMeCh KOHLUEHTPUPOBAIN NIPH
MOHM)KEHHOM JIaBJICHUH U TIOABEPraiy XpoMarorpaduu Ha KOJIOHKE C CHIIMKarejaeM
(rpanuent ot 10-50% sTHnanerar B U30-reKCaHax), B pe3yJIbTaTe Yero Mojydyain yKa3aHHOe
B 3aronoske coeaunenue 25¢. 'H-SAMP (400 MI'u, JIMCO-ds) & 7,97 (d, J= 2,4 'y, 1H),
7,86 (d, J=2,4 T, 1H), 6,78 (bs, 2H). BOXXX (m/z) 383,9 [M+H], Bpemst yaep>kuBaHus =
5,98 muH (MeTog BOXX 1).

Jrtan 4: cunre3 (E)-3-(4-(4-amuH0-6-0pom-2-X10pOXHHA30IUH-8-11)-3,5-

AUMeTHI(PEHNT)AKPUJIOHHTPUIA (coeqnHeHus 25d)
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N Coeaunenne 25d

[0312] Cwmecsw coequnenus 25¢ (120 wmr, 0,31 mmons), coeaunenus 1¢ (106 mr, 0,37
MMOJIb), MOHOTHJIpaTa TPEXOCHOBHOTO (ocdara kanus (143 mr, 0,62 mmosns) u [1,1'-
ouc(audenundochuno)deppouen]|auxaopnanianus (II), B koMruiekce ¢ TUXJIOPMETAHOM,
(40 mr, 0,062 mmonb) pactBopsiiau B cMecu N,N-mumerundopmamunaa u soasl (10:1, 3 mu) B
aTMoc(epe aproHa u nepeMelInBaIi 3Ty PEAKIHOHHYIO0 CMECh IIPH KOMHATHOH
Temneparype B TeueHue 24 4. Peakuuro racuiiy myteM 100aBJIeHHUs] HACBIIEHHOTO XJIOpHaa
aMMUaKa M BBIACISUIM IPOAYKT XpoMaTtorpaduei Ha cunukarene (rpaguest ot 30-60%
STHJIALIETAT B U30-T€KCAHAX), B PE3YJIbTaTe Yero IMOy4yali YKa3aHHOE B 3aroJIOBKe
coeaunenue 25d. BOXKX (m/z) 412,8 [M+H], Bpems ynepxuBanus = 4,62 MUH (MeTOJ
BOXX 1).

Jrtan S: cunre3 (E)-4-((4-amuHo-6-0pom-8-(4-(2-unanoBuHU)-2,6-

AUMeTUI(eHNT)XUHA30JIUH-2-WJT)AMHHO)0eH30HUTpHJIa (coeAuHeHus 25)
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Br N 5 NH2
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H30TPOTIAHON O
170°C
z
N [l
] N

lNl Coeaunenue 25
[0313] Cwmecsk coequnenus 25d (55 mr, 0,13 mmosb) u 4-amunoben3onuTpuia (20 mr,
0,17 mmounb, Sigma-Aldrich) B msonponanone (2 mi) Harpesanu npu oopadborke
MUKPOBOJIHOBBIM u3nydeHuem npu 170 °C B Teduenue 30 MuHyT. PeakiIMOHHYIO CMeCh
KOHLUCHTPUPOBAJIU IMPU MOHMKEHHOM JAaBJICHHUU U OYUILAIN XpOMaTOFpa(bI/IeI\;I Ha KOJIOHKE C
cunukareneM (rpagueHt oT 0-100% sTunanerar B H30-T€KCaHax), B Pe3yJIbTaTE YEro
NoJy4aiy yka3aHHoOe B 3arojioBke coepunenue 25. 'H-SIMP (400 MTI'u, IMCO-ds) & 9,57
(s, 1H), 8,47 (d, J=2,2 Ty, 1H), 7,75 (d, J = 16,7 T, 1H), 7,68 - 7,63 (m, 3H), 7,52 (s, 2H),
7,32 -7,21 (m, 2H), 6,56 (d, /= 16,7 T'u, 1H), 1,92 (s, 6H). BOXX (m/z) 495,1 [M+H],
BpeMs1 yaepskuBanus = 4,58 muH (Metoq BOXKX 1).

IMPUMEP 26

(E)-5-((4-amuH0-8-(4-(2-umaHoBUHMII)-2,6-1uMeTHI(eHIIT)-6-PTOPXUHA30IUH-2-

WJI)aMUHO ) pa3uH-2-kapoonuTpmi - CoequHenue 26

NH,

F / \

\NJ\NH

=

0 ©
x

|l
N

—Z

Z=

Cunres (E)-5-((4-amuno-8-(4-(2-unaHoBHHH)-2,6- 1M eTHI(eHIT)-6-(PTOpPXHHA3O/IHH-

2-u1)aMHHO)THPA3HH-2-KAPOOHUTPHJIA (CoefHHeHHusI 26)
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Coeaunenue 26

[0314] Coenunenue 20d (92 mr, 0,21 MMounb), S-amuHOTIMpa3HH-2-KapOoHUTpHII (60 M,
0,50 mmonb, Ark Pharm Inc, AK-21935), N,N-auuzonponwmtunamud (174 mxi, 1,0
MMOJIb), (9,9-mumernn-9H-kcanTin-4,5-nunn)ouc(nudpernndocduna) (Xantphos)
(Xantphos) (24 mr, 0,042 mmoub) u auerara nauianus (II) (9 mr, 0,042 Mmmoss) 0ObeaHHSIN
B arMoc(epe aprona B N-meTwi-2-niupponunone (2 mi). PeakimoHHYI0 cMech HarpeBau
npu 100°C B 3akpbITOM coCyzie B TedeHHe 7 4. PeaklIMOHHYIO CMECh OXJIaXKIaIH [0
KOMHATHOH TeMIepaTypbl, OYHIIAIN XpoMaTorpaduel Ha cumkaresie (rpagueHt ot S0 1o
100% sTuianeraTa B M30-reKCaHax), a 3aTeM MOBTOPHO OYMIIaIU 0OpaleHHO-(a30BoH
xpomarorpadueii (5-100% aueronurpuna B Boze ¢ 0,1% TpudTopykCycHON KUCIOTHI), B
pe3ysbTaTe 4ero monydany Tpudropanerar coenunenns 26. 'H-SIMP (400 MI'u, IMCO-
ds) 6 9,10 (s, 1H), 8,20 (s, 1H), 7,74 (d, J = 16,7 ', 1H), 7,77 - 7,60 (m, 2H), 7,57 (s, 2H),
6,56 (d, J=16,7 'y, 1H), 1,94 (s, 6H). BOXX (m/z) 436,9 [M+H], Bpems yaep:kuBaHus =
3,59 muH (Metog BOXKX 1).

MMPUMEP 27

(E)-6-((4-amuno-8-(4-(2-uuaHOBUHM )-2,6-1UMeTHI(PEHIT)-6-(PTOPXHHA3ZO0IHH-2-

WI)aMUHO)mupuaa3uH-3-kapoonuTpui- Coennnenne 27
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Cunres (E)-6-((4-amuno-8-(4-(2-unaHnoBUHH )-2,6- 1M eTHI(EHIT )-6-(PTOPXHHA3O/IHH-

2-1J1)aMHHO)THPHAA3ZHH-3-KAPOOHUTPUJIA (coeauHeHust 27)

NH,
N \| NH2
Il
I
>
|l NJ\NH
N
- - Z N
1
Pd(OAc), =~ _N
Xantphos
N, N-IuH30IpOMHI3T HIIAMIH XN | |
N-MeTwI-2-MIpponuIoH N
100°C I
N Coenunenue 27

[0315] Coenunenue 20d (92 mr, 0,21 MMoub), 6-aMUHOTTHPHAA3UH-3-KapOoHUTpHII (60
mr, 0,50 mmosb, Matrix Scientific, 112287), N,N-mumzonponuistuiamun (DIPEA)(174
MKJI, 1,0 mmone), (9,9-numerun-9H-kcantun-4,S-mumnn)ouc(nupenundocduna) (Xantphos)
(Xantphos) (24 mr, 0,042 mmomnb) u anerat nauianus (1) (9 mr, 0,042 MMoIb) OOBEIMHSIH
B arMoc(epe aprona B N-meTui-2-uppoauone (2 mi). PeakiimoHHy0 cMech HarpeBau
npu 100°C B 3akpbITOM cocyze B TedeHHne 7 4. PeakliMOHHYIO CMECh OXJIaXKIaIu 10
KOMHATHOH TeMIeparypsl, O4YHIIaIN XxpoMaTorpaduel Ha cumkaresie (rpaguest ot 50 no
100% sTHnaneraT B M30-reKCaHax), a 3aTeM MOBTOPHO OYHINAIH 0OpaIneHHO-(ha30BOH
xpomarorpadueii (5-100% aueronurpuna B Boze ¢ 0,1% TpudTOpyKCyCHOM KHCIOTOI), B
pe3ysbTaTe 4ero nojydanu Tpudropanerar coenunenus 27. 'H-SIMP (400 MI'u, IMCO-
ds) 6 8,18 (bs, 1H), 8,06 (bs, 1H), 7,73 (d, J = 16,7 I'u, 1H), 7,71 - 7,58 (m, 2H), 7,54 (s,
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2H), 6,55 (d, /= 16,7 I'u, 1H), 1,93 (s, 6H). BOXXX (m/z) 436,9 [M+H], Bpems
ynepxxuBanus = 3,73 muH (Metox BOXKX 1).
IIPUMEP 28

(E)-4-((4-amuno0-8-(4-(2-unaHOBUHM )-2,6- TUMeTHI(PEHIIT)-S-MeTOKCUXHHA3Z0JIHH-2-

nia)aMuHo)0eH3oHuTpUI- Coenunenue 28

Ha

SN0 N
1
|
\N)\NH
X 1]
N
[|]
N

Jrtan 1: cunre3 8-6pom-S-meroxkcuxunazonunn-2,4(1H,3H)-nnona (coenuHenus 28a)

0O
~N0 OH ) ~o o
H;N NH,
(o] /tl
NH, 200 °C N"So
Br Br CoenuHenue 28a

[0316] Cwmech 2-aMuHO-3-0poM-6-MeToKCHOeH301HOM KUCIOTHI (2 T, 8,1 MMosb, Ark
Pharm Inc, AK137474) u mouesuns! (12 r, 200 mmoub) Harpesamu nipu 200 °C B TeueHue 2
4. PeakunoHHyr0 cMech oxnaxaanu u pazoasisum Bonoit (100 mu). ITosyyeHHbIi TBepABIi
HNPOAYKT OT(QUIBTPOBBIBAIH U IPOMBIBAIH BOJOM (50 MIT), B pe3ysbpTare uero noydain

YKa3aHHOE B 3ar0JIOBKE COeIUHEHUE 28a.

Jtan 2: cuHTe3 8-0pomM-2-XJ10p-S-MeTOKCHXHHA30/IHH-4-aMHHA (coeauHeHune 28b)
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Coeaunenue 28b

[0317] Cwmech coenunenus 28a (4,67 r, 17 mmons), okcuxnopuzna docdopa (V) (20 mm)
u N,N-numerundopmamuna (3 xarum) Harpesaiu npu 120 °C B Teuenue 14 4.
PeakiinoHHyI0 CMeCh OXJIaKJali, BIMBAJHN B CMeCh Jibaa ¢ Bogoi (200 mir), TBepabIi
NPOAYKT OTQUIBTPOBBIBAIH. TBEpIOe BEIECTBO CYLIMIIH 100 6AKYYMOM B T€UeHHUE 2 4,
CYCTIEHAMPOBAJIU B HACHIIIIEHHOM PacTBOpe aMMHaka B 3TaHoJe (100 M) u mepeMeniBaiu
IIPU KOMHATHOU TeMIeparype B TedeHue 14 4. PeakIMOHHYH0 CMeCh KOHLIEHTPUPOBAIN IIPH
MOHM)KEHHOM JIaBJIEHUH U 3KCTPAarupoBajy TBEPAbIH OCTATOK alieToHOM. PacTBop B alieToHe
KOHLIEHTPUPOBAJU ITPH MOHW)KEHHOM JIaBJICHUH, B pPE3yJIbTaTe Yero MoJydain yKa3aHHOE B
3aronoske coequnenue 28b. 'H-SAMP (400 MI'u, JIMCO-ds) & 8,66 (s, 1H), 8,26 (s, 1H),
8,02 (d,/J=8,7Ty, 1H), 6,95 (d,J=8,7T, 1H), 3,98 (s, 3H). BOXXX (m/z) 288,1 [M+H],
BpeMs yaep>kusanus = 3,74 muH (Meroq BOXKX 1).

Jrtan 3: cunre3 (E)-3-(4-(4-aMuHO-2-XJ10p-5-MeTOKCUXHHA30JIHH-8-1.1)-3,5-

AUMeTHI(PEeHNT)AKPUJIOHUTPHIIA (coequHeHHUs1 28¢)

O NH,
e
~
(0] NH
5 I A
N/)\CI K3PO4 O
Br PdCl,(dtbpf)
MDA Ho0 (10:1) =z
80°C I
N Coenunenmne 28¢
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[0318] Cwmecsk coequnenus 28b (100 mr, 0,35 mmonb), coenunenust 1¢ (118 mr, 0,42
MMOJIb), MOHOTHApaTa TpexocHOBHOTO (ocdara xanus (159 mr, 0,69 mmons) u [1,1'-
ouc(mupenundochuno)depponeH|nuxnopnanaaaus (II), B koMmriekce ¢ AUXJIOPMETAHOM,
(23 mr, 0,035 mmonb), pacTBopsiii B cMecu NV, N-numvermndopmamuna u Bogsl (10:1, 5 mi) B
aTMoc(epe aproHa U nepeMeInnBaif 3Ty peakuOHHYI0 cmech ipu 80°C B Teuenue 30
MuHyT. [IpoaykT Beigensin xpomaTtorpadueii Ha cunukarene (rpaaueHt ot 60-100%
STHUJIALIETAT B H30-T€KCAHAX), B PE3YJIbTaTe Yero MoJy4yali YKa3aHHOE B 3aroJIOBKe
coenunenne 28¢. BOXXX (m/z) 364,9 [M+H], Bpems ynep:xuBanus = 4,38 MuH (MeToxq
BOXX 1).

Jtan 4: cunres (E)-4-((4-amuno-8-(4-(2-unanoBuHMI)-2,6-1uMeTHIpeHUT)-5-

METOKCHXHHA30JHH-2-HJ1)aMHHO)0eH30HUTpUIA (coequHeHns 28)
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N, N-Iur30IpOmIISTIIaMIH X Iff
| N-MeTwI-2-IIppoTHIoH
N ll
110°C
N Coenunenue 28

[0319] Cwmecw coequnenns 28c¢ (37 mr, 0,1 mmoib), 4-amuHoOeH30HUTpIIA (60 M, 0,5
mMmoJb, Sigma-Aldrich), anerara namnagus (I1I) (4 mr, 0,02 mmous) u (9,9-numerrn-9H-
KCaHTUH-4,5-nuunn)ouc(audennndocduna) (12 mr, 0,02 mmouns) pactBopsau B N-meTun-2-
nupposuaoHe (2 M) B aTMocdepe aprona. 3aTeM MpH MOMOINY puia odasisuu N, N-
mrmzonporTiiamuH (DIPEA)(87 mka, 0,5 mmons) npu 110°C B reuenue 64. [Iponykr
BBIJIENIANN XpoMaTorpadueit Ha cunukarene (rpaaueHT oT 50 no 100% sTunanerar B U30-
reKcaHax), a 3aTeM elle pa3 ouuinaan odpaieHHO-(ha30Boi udm-xpomarorpadueit
(npenynakoBaHHas kojoHKa 5,5 r C-18 RediSep, rpapuent 5-100%, anieTroHUTpUII B BOJE C
0,1% T®VYK), B pe3yapTare 4ero nojyyain yKa3aHHOE B 3aroJIOBKe coenuHeHne 28 B BHE
conu ¢ TpudTopykcycHoii kucnortoit. 'H-SIMP (400 MI'n, IMCO-ds) § 7,90 - 7,65 (m, 3H),
7,71 (d, J=16,7T'y, 1H), 7,58 - 7,45 (m, 4H), 7,07 (s, 1H), 6,55 (d, J=16,7 'y, 1H), 4,07
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(s, 3H), 1,95 (s, 6H). BOXX (m/z) 447,0 [M+H], Bpems yaep:xuBanus = 3,85 muH (MeTox
BDXKX 1),
IMPUMEP 29

(E)-6-((4-amun0-8-(4-(2-unaHOBUHM)-2,6-THMeTHI(PEHIIT)-S-MeTOKCUXHHA3Z0JHH-2-

WJI)aMHUHO)HUKOTHHOHUTPUI- CoennHenue 29

Ha

SN0 N
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|
\N)\NH
AN
S |
X 1]
N
[
N

Cunres (E)-6-((4-amuHo-8-(4-(2-unaHoBHHH)-2,6-AuMeTH/I(PeHNIT)-5-
MEeTOKCHXHHA30JIMH-2-HJ1)AMHHO)HUKOTHHOHUTPHJIA (coequHeHus1 29)
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[0320] Coenunenue 28¢ (37 mr, 0,1 MMoJIb), 6-aMUHOHHKOTHHOHUTPMI (60 mr, 0,5
mmodb, Ark Pharm Inc, AK-32349), N,N-numsonpornmstuiamud (DIPEA)(87 Mk, 0,5
MMOJIb), (9,9-mumernn-9H-kcanTH-4,5-nunn)ouc(nudpennndocduna) (Xantphos)
(Xantphos) (12 wmr, 0,02 mmonb) u anerat nautagus (II) (4 mr, 0,02 MMob) OOBETUHSIIN B
armocdepe aprona B N-MeTwi-2-nupponuaoHe (2 min). PeakimoHHy0 cMech HarpeBa MpH

110°C B 3axkpbITOM CcOCyZ€ B TeUeHHE 64. PEakIIMOHHYIO CMECh OXJIAXKAAIM 10 KOMHATHON
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TEMIIEPATYPhI, OUMIIAIN XpoMaTorpadueii Ha cunukarene (rpaaueHt ot 50 no 100%
STHJIALIETAT B H30-T€KCaHax), a 3aTeM IOBTOPHO OYUINaIy obpaiieHHO-(ha30BoH
xpomarorpadueii (5-100% aneronutpuna B Boze ¢ 0,1% TpudTopyKCyCHOM KHCIOTHI), B
pesynbTaTe Yero nofydanu Tpudropanerar coemunenus 29. 'H-SAMP (400 MI'n, JIMCO-
ds) 6 13,31 (bs, 1H), 11,92 (bs, 1H), 9,49 (s, 1H), 9,09 (s, 1H), 8,27 (d, /= 8,4 'y, 1H), 7,82
(d,J=16,7Tn, 1H), 7,77 (d, J=9,2 Ty, 1H), 7,68 (s, 2H), 7,55 - 7,40 (m, 2H), 7,30 (d, /=
8,4 Ty, 1H), 6,69 (d, J=16,7T'ny, 1H), 4,13 (s, 3H), 1,97 (s, 6H). BOXXX (m/z) 448,0
[M+H], Bpems ynep:xusanus = 3,60 mun (Mmeron BOXKX 1).

INPUMEP 30

(E)-4-((8-(4-(2-umaHOBHHIIT)-2,6-1MMeTHI(PeH U )-4-(MeTHIAMHHO ) XMHA30JIMH-2-

ni)aMuHo)oen3oHuTpua - Coennnenue 30
NH
L]
|
\N)\NH

N [
N

!

N

Jtan 1: Cunre3 8-6pom-2-xj10p-N-MeTHIXHHA30JIUH-4-amuHAa (coequneHus 30a)

~N

Cl NH

n CHNH,/EOH N
KT
N/)\CI N/)\CI

Br Br Coeaunnenue 30a

[0321] 8-Opom-2,4-nuxnopxuHazout (556 mr, 2 mmoinb, Ark Pharm Inc., AK-28703)
pactBopsuid B 6 M1 20% pacTBOpa METUJIAMHIHA B STAHOJIE U MEPEMEIINBAINA PEAKLIUOHHYIO
CMeCh ITPU KOMHATHOMN TeMmreparype B TedeHue 15 munyT. JleTyune BemmecTsa yaaasaam npu

IMOHMXXCHHOM JIaBJICHHH, a TBGpI[beI OCTAaTOK CyClICHAUPOBAJIU B BOJE. HOHy‘leHHbIﬁ

159



TBEPAbIH MPOAYKT OT(PHUIBTPOBBIBAIM U MPOMbIBAIU BOAOH (3 X 5 M) u mentaHoMm (3 X 5
MJI), B pe3yJIbTaTe Yero nojydany yKa3aHHOe B 3arojioske coenunenue 30a. 'H-SMP (400
MTI'u, IMCO-ds) 6 8,96 (d, J=4,7 T, 1H), 8,19(dd, /=8,3 Ty, J=1,2T1, 1H), 8,11 (dd,
J=77Tu,J=12Tu, 1H), 7,42 (t,J= 7,9 I'u, 1H), 3,00 (d, J = 4,3 I'u, 3H). Macc-
CIEKTPOCKOMHUS BBICOKOTO pa3pelleHus (MOHU3alusl aekTpopacnbiienueM - ESI+) pacu.
s CoHgN3BrCl [M+H] 271,9585, skem. 271,9585. BOXX (m/z) 272,0 [M+H], Bpems
ynepxxusanus 3,80 mun (meron BOXKX 1).

Irtan 2: Cunre3 (E)-3-(4-(2-xa0p-4-(MeTHIAMHUHO ) XHHA30JHH-8-11)-3,5-

AUMeTHI(PEHNT)aKPUJIOHHTPUIIA (coequHeHus1 30b)

Br PdCl,(dtbpf)
IIM®A :H,0 (85:15)
80°C

/)\
N™ ~Cl KsPO4
/

INl Coeannenne 30b

[0322] Cwmecsw coequnenus 30a (110 mr, 0,4 mmonb), coenunenus 1¢ (147 mr, 0,52
MMOJIb), MOHOTHUApaTa TPeXOCHOBHOTO (ocdara kanus (138 mr, 0,6 mmons) u [1,1'-
ouc(mupenundochuno)depponeH|auxnopnanaanus (II), B koMriekce ¢ AUXJIOPMETAHOM,
(26 mr, 0,04 mmonp) pacTBopsutu B cMecu N, N-numerundopmamuna u Boasl (85:15, 5 mu) B
aTMoc(epe aproHa U nepeMeInnBaif 3Ty peakuMOHHYI0 cmech ipu 80°C B Teuerue 20
MUHYT. PeakliMOHHY0 CMeCh KOHLIEHTPUPOBAIU MPU NOHWKEHHOM JABJIEHUH U BBIIEISIIN
NPOAYKT XpoMaTorpadueii Ha cumkarene (rpagueHt ot 50 no 80% sTunanerar B U30-
rekcaHax), B pe3yJbTaTe 4ero Mouydajiy yKa3aHHOe B 3arojioBke coenunenue 30b. 'H-SIMP
(400 MI'u, IMCO-ds) 6 8,88 (d, /J=4,4 'y, 1H), 8,25 (dd, /=8,2Ty, J=1,5T1, 1H), 7,67
- 7,58 (m, 2H), 7,53 (dd, J=7,2T', J= 1,5 'y, 1H), 7,43 (s, 2H), 6,46 (d, /= 16,7 'y, 1H),
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3,01 (d, J=4,4Twu, 3H), 1,85 (s, 6H). Macc-crnekTpOCKOIHUsI BBICOKOTO pa3perieHHsI
(nonuzauus snextpopacnbuieHueM - ESI+) pacu. mis Coo0HisNsCl [M+H] 349,1215, sken.
349,1216. BOXX (m/z) 349,1 [M+H], Bpems ynepsxuanus 4,51 mun (metonq BOXX 1).
Jrtan 3: cunre3 (E)-4-((8-(4-(2-unanoBuHMI)-2,6-1uMeTHIeHNT)-4-

(MeTHIAMHHO)XHUHA30JIUH-2-WJI)aMUHO0)0eH30HuTpuJIa (coeauHeHus 30)
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= Xantphos
N, N-IuH30IpONHI3THIAMEH ™ Il
| | N-MeTUI-2-TUPPOTHAOH N
N 110°C |l

N Coenunenne 30

[0323] Cwmech coenunenus 30b (52 mr, 0,15 mmons), 4-amur0OeH30HUTpUIA (90 M,
0,75 mmoub, Sigma-Aldrich), anerara namnanus (II) (20 mr, 0,064 mmoinb) u (9,9-numeTnn-
9H-xcantuH-4,5-mumn)ouc(nudenunpochuna) (40 mr, 0,064 MMOIB) pacTBOPSUTH B N-
MeTUI-2-nupponunoHe (3 mi) B atMocdepe aprosa. 3aTeM IpHu MOMOIIH IIPULIA
nobasnsimu N,N-nmumsonponmmtuiamut (DIPEA)(150 Mk, 0,85 mmois) pu 110°C B
TedeHue 3 4. PeakIMOHHYI0 CMeCh KOHLIEHTPUPOBAIN IIPH MOHIKEHHOM JaBICHUN U
BBIIEJSUT TIPOAYKT XpoMaTtorpadueli Ha cunmkarene (rpaaueHt ot 80-100% sTunanerat B
M30-TeKCaHax), a 3aTeM elle pa3 O4HIIaIH oOparieHHo-(a30B0oH (isu-xpomarorpaduei
(mpenynakoBaHHas koJjoHKa 5,5 r C-18 RediSep, rpanuent 0-100% areroHUTpUIA B BOJE),
B pesyJbTaTe 4ero MoJjydaal yka3aHHoOe B 3arojioske coequHenue 30. 'H-SIMP (400 MI'w,
JIMCO-ds) 6 9,54 (s, 1H), 8,31 (d,J=4,3 Ty, 1H), 8,11 (d, J=8,4 'y, 1H), 7,77 - 7,70 (m,
3H), 7,51 (s, 2H), 7,46 (d,J=7,5Tu, 1H), 7,35 (t, J=7,7T', 1H), 7,27 (d, J = 8,8 I'y, 2H),
6,54 (d, J=16,7T'y, 1H), 3,06 (d, /=4,3 ', 3H), 1,90 (s, 6H). Macc-criekTpocKomnust
BBICOKOT'O paspereHus (MoHu3alus siekrpopacnbiuieaneM - ESI+) paca. ans C27H23Ne
[M+H] 431,1979, skcn. 431,1977. BOXX (m/z) 431,2 [M+H], Bpems yaep>kuBanus 3,67
muH (Meton BOXX 1).

MMPUMEP 31
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(E)-6-((8-(4-(2-unanoBuHM)-2,6-1uMeTHI(PEHIT )-4-(METHIAMHHO ) XHHA30JIHH-2-
WJI)aMHUHO)HUKOTHHOHUTPUI - CoennHenue 31

~

~ N
CL

Cumnres (E)-6-((8-(4-(2-unanoBuHN)-2,6-1uMeTHI(PEHIIT )-4-(METHIAMHHO ) XHHA30JIHH-

2-1J1)AMMHO)HUKOTHHOHUTPUJIA (coeauHeHust 31)

NH,
Z>N ~
I
Z "N
/

I LI

N
Pd(OAc)
Xantphos

N, N-IUr30mpOIIISTIIAMIH
N-METIWI-2-MHPPONTUIOH

110°C
Coeaunenue 31

[0324] Cwmech coenunenus 30b (52 mr, 0,15 mMmonb), 6-aMUHOHMKOTHHOHUTpUIA (90 M,
0,75 mmounb, Ark Pharm Inc, AK-32349), auerata namnaaus (II) (20 mr, 0,064 MmmoIb) u
(9,9-mumerun-9H-kcautun-4,5-gumn)ouc(nudenmndocduna) (40 mr, 0,064 Mmob)
pactBopsiii B N-mMeTui-2-muppoiunose (3 mir) B atmocdepe aprosa. 3ateM npu NOMOLIH
mnpuna xodasisu N,N-gunzonponmwtuinamud (DIPEA)(150 Mk, 0,85 mMoue) mpu
110°C B Teuenue 4 4. PeakilnOHHYIO CMeChb KOHLUEHTPUPOBAIU MIPU NOHWKEHHOM J1aBJICHUU
U BBLICJSUTH MIPOAYKT Xpomarorpadueit Ha cunukarene (rpaguet ot 80-100% stunanerar
B M30-TE€KCAHAX), a 3aTeM elle pa3 ouuIIaiu ooOparieHHo-(a30Boi ¢udi-xpomarorpadueit

(mpenynakoBanHas kojioHKa 5,5 r C-18 RediSep, rpaauent 0-100%, anieTOHUTPUII B BOZE C
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0,1% TpuTOPYKCYCHOM KHUCJIOTHI), B pE3yJbTaTe Yero mojydain TpudTopamnerart
yKa3aHHOTO B 3arojiopke coenunenus 31. 'H-SIMP (400 MI'u, IMCO-ds) & 13,53 (s, 1H),
12,28 (s, 1H), 10,13 (s, 1H), 8,41 (d, J=8,4 'y, 1H), 8,29 (d, /= 8,8 I'y, 1H), 7,88 - 7,80
(m, 2H), 7,80 - 7,72 (m, 1H), 7,71 (s, 2H), 7,59 - 7,49 (m, 1H), 7,46 - 7,41 (m, 1H), 6,70 (d,
J=16,7Tnu, 1H), 3,21 (d, J=4,4 'y, 3H), 1,96 (s, 6H). Macc-cnekTpOCKOIHs BBICOKOTO
pazpeuieHust (MOHM3aLUs dnekTpopacnbuiennueM - ESI+) pacu. mst CosHaoN7 [M+H]
432,1931, skem. 432,1929. BOXXX (m/z) 432,2 [M+H], Bpems ynepsxuBanus 3,53 MuH
(meron BOXX 1).

MPUMEP 32

(E)-4-((4-amnno-8-(4-(2-unaHoBUHU )-2,6-TUMeTOKCH(PEHUT) XMHA30JIMH-2-

ni)aMuHo)0en3oHuTpua - CoennHenue 32

H,

N
1
|
\N’l\NH
o o :F
- O \
X [l
N
[l
N

Jtan 1: Cunres 4-((4-aMuHO-8-(TPHMMeTHICTAHHIJI )XUHA3Z0JIUH-2-

WJI)aMHUHO)0eH30HNTpUIA (coequHeHus 32a)

NH, NH,
[
~N —Sn-Sn— SN
L ik L
N NH > N NH
Br Pd(PPh3)4 —S8n—
JAHOKCAH |
100°C
|1 If]
N N Coexnnenue 32a

[0325] K cmecu 8a (1000 wmr, 2,94 mmonb) u tetpakuc(tpudenundocdun)nanmanus (0)

(200 wr, 0,17 mmoub) B cyxoM auokcane (5 mur) nobasisuin rexcametiianoioso (1 mi, 4,82
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MMOJIb) B aTMoc(epe aproHa. Peakunonnyro cmech Harpesanu 1o 100°C B Teuenue 14 4 B
arMocdepe aprosa, 3aTeM OXJIaXAAIH A0 KOMHATHOH TEMIIepaTyphl U Cpaszy OUUIIAIIH
xpomarorpadueil Ha cunukarene (rpagueHTt ot 25-50% sTunanerara B U30-reKcaHax), B
pe3ysbTaTe 4ero Mojydany yYKa3aHHOE B 3arooBke coequHenue 32a. 'H-SIMP (400 MI'w,
IMCO-ds) 6 9,42 (s, 1H), 8,08 - 8,18 (m, 3H), 7,73 (d,/=9,9T, 1H), 7,64 (d, /J=8,9 I'yy,
2H), 7,51 (bs, 2H), 7,20 - 7,28 (m, 1H), 0,36 (s, 9H). BOXX (m/z) 424,0 [M-H], Bpems
ynepxxuBanus = 4,84 muH (Merox BOXKX 1).

9tan 2: Cunre3 (E)-3-(4-6pom-3,5-nuMeToKcH(PEHIT)aAKPHJIOHHUTPUIIA (COeTUHEHHS

32b)

Br /\0’ N Br
- 0] (@]
/O 0\ - ~
t-BuOK, 2-MeTT'®
0 °C 1o KT
0? Z
If]
N Coenunenne 32b

[0326] K pactBopy 4-6pom-3,5-aumerokcubdensanbaeruaa (24,5 r, 100 mmons, Ark
Pharm Inc., AK-34641) u nustunmanomermngochonara (18,6 r, 105 mmonb) B 6e3BOJHOM
2-metunrerparuapodypane (400 min) menneHHo nodaBsM TpeT-Oyrokeun kanus (12,3 T,
110 mmonb) pu 0°C B atMocepe aproHa. PeakIIMOHHYIO CMeCh SHEPTHYHO IepeMEeIINBaIN
npu 0°C B Tedenue 1 4, a 3aTeM Npu KOMHATHOH TeMIlepaType B TeueHHe 3 4. PeaknoHHY0
cMech paz0aBIIsAIM ATHIIALIETATOM U IIPOMBIBAIIH JBAKABI BOAOH M OJUH Pa3 COJIEBBIM
pactBopoM. Oprannyeckuii cioii cymmiu Ha MgSO4 u punbTpoBanu uepes 3-cMm Cion
CHJIMKAressi, KOTOPbIH MPOMBIBAJIM JOTIOJHUTENbHBIM KOJIMYECTBOM 3THUJIALIETATA.
OO0penuHeHHbIe OpraHNYeCKHe BEIeCTBa KOHIIEHTPUPOBAIH MPHU NOHM)KEHHOM JIaBJIEHUH U
oOpabaTbIBai TBEP/IBIH OCTATOK B YJIBTPA3BYKOBOH BAHHE CMECHIO I€KCAH/ AN THUIIOBBIN
s¢up (1/3) B Teuenne 3 MuHyT. [TosydeHHBIH TBepAbIi MPOAYKT OT(QUIBTPOBBIBAIH U
IIPOMBIBAJIN T€KCAHOM, B PE3YJIbTATE YEro MOJy4ali YKa3aHHOE B 3ar0JIOBKE COCUHEHNE
32b. 'H-SIMP (400 MI'y, IMCO-ds) § 7,61 (d, J= 16,7 T'ny, 1H), 7,06 (s, 2H), 6,65 (d, J =
16,7 I', 1H), 3,87 (s, 6H). BOXKX (m/z) Her curnana MC, Bpems ynepxusanus 2,50 MuH
(meron BOXKX 2).

164



Irtan 3: cunre3 (E)-4-((4-amuno-8-(4-(2-unaHoBUHIIT)-2,6-

AUMETOKCH(eHHT)XHHAZ0IHH-2-H)AMHHO)0€H30HUTPHJIA (coeAnHeHHs 32)

Br
NH,
NH2 = N
R
N O
Y |N| N/)\NH
N~ NH _0 o)
_Sln_ Pd(tBusP) O \
TIM®A
100°C 2 Il
N
|\l
N If]
N Coenunenue 32

[0327] Cwmecsk coequnenus 32a (20 mr, 0,047 mmonb), coeaunenus 32b (20 mr, 0,075
MMOJIb) U ouc(Tpu-mpem-oyrundocdun)namiaaus (0) (20 mr, 0,039 mmons) B N, N-
auMmetuiipopmamuze (2 mur) Harpesanu B atmocdepe aprona mpu 100°C B Teuenue 2 4.
PeaKLII/IOHHYIO CMECHh KOHIUCHTPUPOBAJIN IMPU NMOHMKEHHOM JAaBJICHHUU, OYHIIAIU
xpomarorpaduei Ha cunukarene (rpaguest ot 50 no 100% sTunareraTt B H30-reKcaHax), a
3aTeM elle pa3 ouMInaIn oOpameHHo-(pa30Boi (sn-xpomatorpadueii (penynakoBaHHAS
kosoHka 5,5 r C-18 RediSep, rpaguent 0-100%, aneronutpui B Boze ¢ 0,1% TPVYK), B
pe3yJbTaTe 4ero nojay4and TpuTOpaLeTaT yKa3aHHOTO B 3arojoBke coenunenus 32. 'H-
SMP (400 MTI'u, JIMCO-ds) 6 10,53 (bs, 1H), 9,72 - 9,53 (m, 2H), 7,88-7,83 (m, 2H), 7,77
(d,J=16,7Tu, 1H), 7,71 (d, J=7,8 'y, 2H), 7,58 (bs, 1H), 7,54 (bs, 1H), 7,41 -7,34 (m,
1H), 7,16 (s, 2H), 6,76 (d, J = 16,7 I'u, 1H), 3,72 (s, 6H). BOXXX (m/z) 449,0 [M+H], Bpems
ynepxxuBanus = 3,48 muH (Metox BOXKX 1).

MMPUMEP 33

(E)-4-((8-(4-(2-umaHoBUHMI)-2,6-1MMeTOKCH (P EHHNJT ) XUHAZ0JINH-2-

win)amuHo)oenzonnTpua - Coenunenne 33
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Irtan 1: Cunre3 4-((8-(TpuMeTHICTAHHNI)XHHA30JHH-2-HJ1)AMHHO)0eH30HUTPHIA

(coenunenus 33a)

=N —Sn-Sn— ~N
PR ] P
N NH > N NH
Br Pd(PPha), —Sn—
JIMOKCAH |
110°C

N Coeaunenmne 33a

[0328] K cmecu la (1000 mr, 3,07 Mmmorb) u Tetpakuc(tpudenundocun)nammanus (0)
(200 wmr, 0,17 MMoap) B cyxoMm muokcane (5 mut) nobasisuu rekcametunnnososo (1 mi, 4,82
MMOJIb) B aTMoc(epe aproHa. Peakunonnyro cmech Harpesanu 10 110°C B Teuenue 4 4 B
aTMocdepe aprosa, 3aTeM OXJaKAaJIu 0 KOMHATHOI TeMIepaTypsl U Cpa3y O4ULIaIN
xpomarorpadueii Ha cunukarese (rpaaueHT oT 0-30% 3TusaneraT B M30-TeKCaHax), B
pe3ysbTaTe 4ero Mojy4any yKasaHHOE B 3aronoBke coequHenue 33a. 'H-SMP (400 MI'w,
JIMCO-ds) 6 10,53 (s, 1H), 9,47 (s, 1H), 8,34 (d, /=8,8 'y, 1H), 8,31 - 8,24 (m, 2H), 8,09 -
8,02 (m, 1H), 7,90 - 7,85 (m, 2H), 7,60 - 7,51 (m, 1H), 0,05 (s, 9H). BOXX (m/z) 409,0
[M+H], Bpems ynepxxusanus = 5,54 muH (Meron BOXX 1).

Jtan 2: cunre3 (E)-4-((8-(4-(2-umanoBuHMI)-2,6-1uMeTOKCH( EHIT ) XHHA30JIHH-2-

HJI)aMHHO)0eH30HUTpUIA (coeqnHeHHUs1 33)

166



SN
\)N\ H g N” NH
N
N7 NH 0 o
e Pd(t-BugP), \
| -
TIMOA
100°C = Il
N
If}
N Il]
N Coenqunenue 33

[0329] Cwmecsk coequnenus 33a (20 mr, 0,048 mmonb), coenunenus 32b (20 mr, 0,075
MMOJIb) 1 buc(Tpu-mpem-oyrundpochun)namnaaus (0) (20 mr, 0,039 mmons) B N, N-
auMetiiiopmamuze (2 mi) Harpesanu B atMocdepe aprona npu 100°C B reyenue 2 4.
PeakiMoHHy0 cMeCh KOHLIEHTPUPOBAJIH NP MOHIKEHHOM JIABJICHUH, OYHULIATH
xpomartorpadueii Ha cuukarese (rpaaueHt ot 0-50% 3TumaneraTt B M30-TeKCaHax), a 3aTeM
erle pa3 ounmanu odpameHHo-ha3zoBoii Gsu-xpoMaTtorpadueii (mpeaynakoBaHHas
kojonka 5,5 r C-18 RediSep, rpaguent 0-100%, auneronutpui B Boxe ¢ 0,1% TO®VYK), B
pe3ysbTaTe 4ero mojaydanyd TpHPTOPALeTaT yKa3aHHOTO B 3arojoBke coenunenus 33. 'H-
AMP (400 MTI'u, IMCO-ds) 6 10,38 (s, 1H), 9,40 (s,1H), 7,96 (dd, J=8,1, 1,4 I'u, 1H), 7,78
- 7,85 (m, 3H), 7,71 (dd, J=17,2, 1,4 'y, 1H), 7,44 - 7,54 (m, 3H), 7,21 (s, 2H), 6,77 (d, J =
16,7 I'y, 1H), 3,62 (s, 6H). BOXKX (m/z) 433,98 [M+H], Bpems ynep:xusanus = 4,39 Mux
(meron BOXKX 1).

MMPUMEP 34

(E)-6-((8-(4-(2-unaHoBUHMN)-2,6-1UMeTHI(PEHIT)-4-0KCO-3,4-TUTHAPOXUHAZOTHH-2-

WJ1)aMHHO)HUKOTHHOHUTPUJI- Coenunenune 34
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Jtan 1: Cunre3 8-6pom-2-xnopoxunaszonnn-4(3H)-on (coenunenune 34a)

Cl 0
N NaOH N NH
N/)\Cl 'Tl"d)/BoI;L('f}(lzl) N/)\Cl
Br Br Coenunenue 34a

[0330] Bon. ruapokcun Hatpusi (30 mit, 0,2 M, 6 MMouib) 1o0OaBisuid B pacTBOp 8-Opom-
2,4-nuxnopxurazojuHa (556 mr, 2 mmoub, Ark Pharm Inc., AK-28703) B
terparuapodypane (30 mi). PeakunoHHyI0 cMech MepeMenTnBaIi TP KOMHATHOH
Temneparype B TedeHue 0,5 4. 3aTeM peakIOHHYIO0 CMEeCh MOJKUCISIIN KPUCTAITHYECKOH
YKCYCHOM KHCIOTON 10 pH = 5 ¥ KOHLIEHTPUPOBAIN NPU NOHIKEHHOM JIaBJICHUH.
JloGaBisiiy BOAY, TBEPABIA MPOAYKT OTGIIIBTPOBBIBAIN U TPOMBIBAIN BoAoH (3 x 20 mi), B
pe3yJ/ibTaTe 4ero Mojyvaiy yKasaHHOE B 3arojioBke coequHenue 34a. 'H-SMP (400 MI'w,
JIMCO-ds) 6 13,51 (s, 1H), 8,15 (d, /=7,8T'u, 1H), 8,09 (d, J=7,8 I'u, 1H), 7,42 - 7,51 (m,
1H). Macc-CnekTpOoCKONHsl BBICOKOTO pa3pelieHns (MOHU3ALMS SJIEKTPOPACIIbITICHHEM -
ESI+) pacu. nist CsH4ON;BrCINa [M+Na] 280,9088, skcm. 280,9089. BOXKX (m/z) 259,0
[M+H], Bpems ynepsxusanus 3,58 mun (Mmetoq BOXKX 1).

Itan 2: cunre3 (E)-3-(4-(2-xn0p-4-0kco-3,4- AUruApoXuHa30 M H-8-11)-3,5-

AUMeTHI(EHHT)aKPHUJIOHUTPHIA (coequHeHus: 34b)
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K4PO,
PdCl,(dtbpf)
IIM®A :H,0 (10:1)
80°C
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NH INl N/)\CI
z

INl Coenunenne 34b

[0331] Cwmecsk coenunenus 34a (74 mr, 0,28 mmonb), coenunenus 1¢ (120 mr, 0,42
MMOJIb), MOHOTHIpaTa TpeXoCHOBHOTO (ocdara xanus (200 mr, 0,87 mmons) u [1,1'-
ouc(nudpennndocduno)peppouen]muxnopnamianus (II), B koMmiekce ¢ TUXIOPMETAHOM,
(30 mr, 0,05 mmonp), pactBopsuta B cmecu N,N-numerningopmamuna u Boxer (10:1, 3,3 mu)
B aTMoc(epe aproHa u nepemermnsain 3ty cmech npu 80°C B Teuenue 2 u. [Tpoaykr
BBIZIEJISUTH XpoMaTorpadueii Ha cunukarene (rpagueHt ot 0-100% sTunanerara B 130-
rekcaHax), B pe3yJbTaTe 4ero noJy4aay yKa3aHHOE B 3arofioBke coequnenue 34b. 'H-SIMP
(400 MI'u, IMCO-ds) 6 13,30 (bs, 1H), 8,16 (dd, /=7,7, 1,8 I'u, 1H), 7,67 - 7,51 (m, 3H),
7,43 (s, 2H), 6,46 (d, J = 16,7 I'y, 1H), 1,88 (s, 6H). BOXKXX (m/z) 336,1 [M+H], Bpems
ynepxkusanus = 4,24 (meroq BOXX 1).

Jrtan 3: cunre3 (E)-6-((8-(4-(2-unanoBunmi)-2,6-aumerniigernnn)-4-oxkco-3,4-

AUTHAPOXHHA30JIHH-2-HJ1)AMHHO)HUKOTHHOHUTPHJIA (coeqnHeHus1 34)
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Coeaunenne 34
[0332] Cwmech coenunenus 34b (80 mr, 0,24 MMonb), 6-aMUIHOHUKOTHHOHUTpUIA (200
mr, 1,68 mmonb, Ark Pharm Inc, AK-32349), auerara mamnagus (II) (20 mr, 0,09 mmosib) u
(9,9-numerun-9H-kcantun-4,5-qumn)ouc(nudenundochuna) (100 mr, 0,17 mmob)
pactBopsu B N-MeTHiI-2-upponuaoH (3 mut) B atmocdepe aprosa. 3ateM npu MOMOLITH
mnpuna xodasmsu N,N-gunzonpommwntuinamud (DIPEA)(1 mn, 5,7 mmons) pu 100°C B
teuenue | 4. [Ipoaykr Bbiensanu ¢isi-xpomatorpadueii Ha cunukarene (rpaguest ot 0-
100% sTuaneraT B M30-TeKCaHax), a 3aTeM elle pa3 O4HIIaiu oOpalieHHO-(ha30Bo (HdLI-
xpomarorpadueii (mpenynakoBanHas kojonka 5,5 r C-18 RediSep, rpaguent 0-100%
ateronutpuia B Bone ¢ 0,1% TpudTopykcyCHON KUCIOTHI), B pE3yJIbTATe YETO MOJTydain
tpudroparerar coeaunenus 34. 'H-IMP (400 MI'u, IMCO-ds) § 12,16 (bs, 1H), 10,26
(bs, 1H), 8,74 (bs, 1H), 8,10 (dd, /=78, 1,6 I'uy, 1H), 7,94 - 7,81 (m, 1H), 7,69 (d, J = 16,7
I'u, 1H), 7,59 - 7,36 (m, SH), 6,51 (d, J = 16,7 T'u, 1H), 1,94 (s, 6H). BOXXX (m/z) 418,9
[M+H], Bpems ynepxxuanus = 4,11 mun (Mmerox BOXX 1).

INPUMEP 35

(E)-4-((4-amun0-8-(4-(2-uMaHOBUHMII )-2,6- 1A THII()eHUIT ) XMHAZOJTHH-2-

ni1)aMuHo)0eH3oHuTpUI- Coenunenue 35
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NH,

Jtan 1: cunres (E)-3-(4-0pom-3,5-qu3TH/(eHNT)aKPUIOHUTPHIA (coeanHEeHHus 35a)

/\©/\ Pd(OAc)2+P(oToI)3
Br
NEt;/CH;CN
70°C

Coeaunenue 35a

[0333] K pactsopy 2,5-nubpom-1,3-ausTindensona (2920 mr, 10 mmons, Oakwood
Products, Inc. - 034265) B 6e3BoiHOM anieToHUTpUIIE (25 MIT) TOOABIISLIH AlleTaT Majuiaans
(II) (224 wr, 1 mmous), akpunoruTpui (1060 mr, 20 MMous), Tpu(o-tonun)docdus (913 wr,
3 MMoI1b) ¥ TpU3TUIAMUH (4 M1, 30 MMOJIB), 3aTEM CMECh MPOYBAIN APTOHOM M HarpeBaJH
npu 70 °C B TeueHue 3 4. PeaklMOHHYIO cMeCh (DUIBTPOBANIU Yepe3 LENUT U MPOMbIBAIIH
HanoHuTenb Guibrpa Terparunpodpypanom (10 mim). @PunsTpaT BeIIApUBAIH, 3aT€M CHOBA
pactBopsun strnaneratoM (50 mut). PactBop mpombiBanu Bozok (50 mut). BoxHslit ciioit
noaBepraian o0paTHON SkcTpakuuy stunaneratoM (50 mir). O6peInHEHHBIE OpraHuYecKHe
BEILECTBA ITPOMBIBAJIN COJIEBBIM pacTBOpoM (30 M), CyLIniu Haj Cyab(paToM HaTpus,
(bI/IJ'IprOBaJ'II/I 1 KOHLUECHTPUPOBAJIU IIPU MMOHMKEHHOM JAaBJICHHUU, B PE3YJIBTATE Y€TO
NOJIy4aJId HEOYHIIeHHbIH ocTaTok. Ero nmonsepranyu xpomarorpadun Ha CUIMKarese
(rpaguent ot 0-20% sTUNaLieTaT B M30-T€KCAHAX ), B PE3yJIbTaTe Yero MOJydaal YKa3aHHOe
B 3arooBke coenunenne 35a. 'H-SIMP (400 MI'u, CDCls) § 7,31 (d, J= 16,6 'y, 1H), 7,12
(s, 2H), 5,86 (d,J=16,6 I'u, 1H), 2,79 (q, J=7,5T1, 4H), 1,22 (t, /= 7,5 'y, 6H). BOXXX
(m/z) ver curnana MC, Bpems yuepxxusauus = 3,07 mun (Mmetoq BOXKX 2).
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Jrtan 2: cunre3 (E)-3-(3,5-am3THn-4-(4,4,5,5-rperpamerni-1,3,2-gauoxkcadoposan-2-

W) (peHUT)aKPHIOHUTPHIA (coeanHeHust 35b)

Br O‘B’O
szinz
_— =
Pd(OAc),
SPhos
Z KoCO4 p
| | IM®A , 100°C

(Il
N Coennnenne 35b

[0334] Cwmecs coenunenus 35a (300 wmr, 1,14 mmonb), 4,4,4',4',5,5,5'

2 2 2TV 2

S'-okramermn-2,2'-
6u(1,3,2-nnokcaboponana) (432 mr, 1,70 Mmmons), kapboHnara kanus (471 mr, 3,4 MMOIb),
arnerara nawtagus (II) (13 mr, 0,06 mmounb) u aupknorekcm(2',6'-numerokcu-[ 1,1'-
ougenmn]-2-um)pochuna (SPhos, 58 mr, 0,14 mmoinb) B cyxom N, N-numetundopmamre
(20 M) npoxysanu aproHom u Harpesainu npu 100 °C B Teuenue 2 4. PeakLinOHHYIO CMeCh
(GuIbTpOBANN Yepe3 LEeJUT U MPOMBIBAIH HAMOJHUTENb (QriibTpa TeTparuapodypanom (10
mut). PUIIBTpAT BBIIAPUBAIIH, 3aTEM CHOBA pacTBOpsuU 3THianeratoM (50 mi). PactBop
npombIBaK BoAoH (50 mur). BoxgHslit ciioii monsepraiu oOpaTHOM 3KCTPaKLIUN
stunaneratoM (50 mi). OObeqrHEHHbIE OPraHUYECKUE BEIECTBA MPOMbBIBAIH COJIEBBIM
pactBopoM (30 mu1), Cymuan Haj Cyib(aToM HaTpus, GUIBTPOBAIN U KOHLIEHTPHPOBAIH
IPY TIOHIDKEHHOM JIABJICHHH, B PE3YJIbTaTe Yero MOJy4Yaid HEOYHIIECHHBIH OCTAaTOK,
KOTOPBIH ounmany xpomarorpagueit Ha cunukarene (rpaguest ot 0-15% sTunanerar B
130-TeKCaHax), B pe3ysbTaTe uero noiaydanu coepunenue 35b. 'H-AMP (400 MI', CDCls)
87,33 (d,J=16,6Tn, 1H), 7,04 (s, 2H), 5,85 (d, /J=16,6 ', 1H), 2,67 (q, J = 7,6 'y, 4H),
1,38 (s, 12H), 1,20 (t, J = 7,6 I'u, 6H). BOXX (m/z) wet curnana MC, BpeMs yaepKUBaHHS
= 3,07 muHn (MmeTon BOXKX 2).

Jrtan 3: Cunre3 (E)-3-(4-(4-aMuHO-2-XJIOpOXHHA30/HH-8-H1.1)-3,5-

AW THII(eHUIT)aKPHIOHHTPUHIA (coennHeHus 35¢)
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TM®A :H,0 (80:20) o
80°C
\l
N Coennnenne 35¢

[0335] Cwmecsp 8-6pom-2-xnopoxunaszona-4-amuna (90 mr, 0,35 mmoub, Ark Pharm Inc,
AK-28702), coenunenus 35b (130 mr, 0,42 Mmoib), TpexocHOBHOTO (ocdara kanus (96 mr,
0,45 mmonb) u 1,1'-6uc(nu-mpem-6yrundocduno))peppouennamnanus auxnopuna (23 wmr,
0,04 mmonb) pactBopsuti B cMecu N,N-numerrmndopmamua:ona(80:20, S mur) B atmochepe
aprosa. Peakimonnyro cmech Harpesanu npu 80°C B Teuenue 60 MuHyT. PeakinoHHYy0
CMeCh OXJIAKIAIHN 1O KOMHATHON TeMIepaTypsl U pa30aBisiiid BOJOH U STUNALIETATOM.
Opranmueckuil c10# OTAENSAIN U MPOMBIBAJIN ABAKABI COJIEBBIM PACTBOPOM, CYIIMIIN HAZ
cynbhaTrom Maruus, 1o06aBsn 1 00beMHBIIN SKBUBAIEHT reKCaHa U QUIbTPOBAIU 3Ty
CMeCh uepe3 2-CM CJIOH CHJIMKArelis, KOTOPbIH MPOMBIBAIN AOMOJIHUTEIbHBIM KOJIUYECTBOM
stunanerara. OObeTUHEHHbIE OPraHMYeCKHe BeleCTBA KOHLIEHTPHUPOBAIH MIPH
MOHM)KEHHOM JIaBJIEHUH U 00pabaThIBaINU OCTATOK I'€KCaH B YIbTPa3BYKOBOH BaHHE.
ITony4eHHbIN TBEPABII MPOAYKT OT(PHUIBTPOBBIBAIN H IPOMBIBAIIN JBAKIABI TEKCAHOM, B
pe3ysbTaTe 4ero Mojyvany yKasaHHOE B 3aroyioBke coemunenue 35¢. 'H-SIMP (400 MI'w,
IMCO-ds) 6 8,39 (bs, 2H), 8,29 (dd, J=17,2, 2,5 I'u, 1H), 7,67 (d, J= 16,7 'y, 1H), 7,61 -
7,54 (m, 2H), 7,46 (s, 2H), 6,52 (d, /= 16,7 I'y, 1H), 2,22 - 2,01 (m, 4H), 0,91 (t, /= 7,51,
6H). BOXXX (m/z) 363,3 [M+H], Bpems yaepxusanus = 2,68 muH (Mmerog BOXKX 2).

Jrtan 4: cunre3 (E)-4-((4-amuno-8-(4-(2-umaHOBHHIIT)-2,6-THI THI(PEHHIT ) XHHA3OJIHH-2-

HJI)aMHHO)0eH30HUTpUIA (coeqnHeHus1 35)
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Coeaunenne 35
[0336] Cwmech coequnenus 35¢ (40 mr, 0,11 mmons), 4-tmanoanunnna (18 mr, 0,154
MMmoJib, Sigma-Aldrich) u pactBopa xmoposogopona B 1,4-auokcane (4M, 3 mxi, 0,011
MMOJIb) B cyxoM N-meTui-2-nupponunoHe (1 mi) Harpesanu B atMocdepe aprosa npu 120
°C B TeueHue 12 4. PeakiiMOHHYIO CMeCh OXJIaXKIaIN O KOMHATHOW TeMIlepaTyphl U
ounmany 6e3 oNoJIHUTEeNbHOH 00paboTku obpateHHO-(a3oBoit BOXKX-xpomarorpadueit
(rpanuent 0-100% aneronutpuna B Boae ¢ 0,1% TpudTopyKCyCHOM KUCIOTHI), B
pe3ynbTaTe 4ero monydany Tpudropanerar coenunenns 35. 'H-SAMP (400 MI'u, IMCO-
ds) 6 10,57 - 9,84 (m, 1H), 9,82 - 8,84 (m, 2H), 8,27 (bs, 1H), 7,86 - 7,22 (m, 7H), 6,62 (d, J
=16,8 I'y, 1H), 2,40 - 1,98 (m, 4H), 0,94 (t, /=7,2 T'u, 6H). BOXX (m/z) 445,4 [M+H],
BpeMms yaepskusanus = 2,59 muH (Metoq BOXKX 2).

IMPUMEP 36

(E)-6-((4-amun0-8-(4-(2-unaHOBUHM )-2,6- A3 THII( e HUIT ) XHHAZ0JIHH-2-

WJI)aMUHO)HUKOTHHOHUTPUI - CoennHenne 36

NH,
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|
\NJ\NH

N

-
/_\
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Cunres (E)-6-((4-amuno-8-(4-(2-unaHoBHHH )-2,6- AN THI( e HUIT) XHHAZ0JIHH-2-

HJI)AMHHO)HMKOTHHOHHTpHJIA (coeaHeHHs 36)

NH,

Ha

N N
O 2\
SN J\CI Il O \/ )'N\
N N NH
O BrettPhos G3 ~ |N
NS

N, N-Iur30mpOnIIsTHIaMITH
A N-MeTwI-2-IHppOoTUI0oH
120°C N I
N

I
l
N N

H, /lN
NS

Coeannenue 36

[0337] Coenunenue 35¢ (40 mr, 0,11 MMoOb), 6-aMUHOHUKOTUHOHUTPHII (53 Mmr, 0,44
mmouib, Ark Pharm Inc, AK-32349), N,N-nuuzonponmwntunamud (DIPEA)(28 mr, 0,22
MMOJTb) U [(2-mu-umkinorekcundocduno-3,6-qumerokcu-2',4',6'- tpunzonponmi-1,1'-
ougenmn)-2-(2'-amuno-1,1" -oudennn) jnamaaus (II) merancynsdponar (9 mr, 0,011 Mmoub)
oOwvenuHsn B atmochepe aprona B N-metwi-2-nuppoaunone (1 mi). PeakunonHyro cMmech
Harpesanu npu 120°C B 3akpbITOM cocyze B TedeHHne 4 4. PeakIMOHHYIO CMeCh OXJIaXKIaIH
10 KOMHATHOH TeMIepaTypsl 1 O4HInain 6e3 JONOIHUTEeNbHOH 00padoTku oOpaleHHo-
dazosoit BOXXX-xpomarorpadueii (rpaguent 0-100% aueronurpuna B Boxe ¢ 0,1%
TpU(TOPYKCYCHOM KUCIIOTHI), B pe3yJIbTaTe Yero rnojyJain Tpudropanerar coequHeHust 36.
"H-AAMP (400 MT'r, JIMCO-ds) & 13,54 (bs, 1H), 12,09 (bs, 1H), 9,62 (bs, 1H), 9,38 (bs,
1H), 8,46 (d, /J=8,2 T, 1H), 8,37 - 8,15 (m, 1H), 7,94 - 7,83 (m, 2H), 7,80 - 7,66 (m, 3H),
7,56 - 7,27 (m, 2H), 6,76 (d, /= 16,7 I'u, 1H), 2,40 - 2,01 (m, 4H), 0,94 (t, /= 7,5 'y, 6H).
B2XX (m/z) 446,4 [M+H], Bpems yaepxusanus = 1,98 mun (metog B2XX 2).

MMPUMEP 37

(E)-1-(2-((4-unanopenns)aMmuHo )-8-(4-(2-uuaHoBUHUIT)-2,6-

AUMeTHI(PEHNT)XHHA30/IMH-4-ni1)MoueBuHA- Coeannenue 37
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Cunres (E)-1-(2-((4-unanopenun)amuno)-8-(4-(2-unaHoBHHUIT)-2,6-

AUMeTHI(eHNT)XUHA30INH-4-UJT)MOYeBUHBI (coeauHeHus 37)

X
NH,
HN” “NH,
N 1) COCl,
/)\ N, N-guusonporumTHiamus/ XM NN
N™ "NH 50 °C N/)\NH
—_—
O 2) NHy
KT
= Il
N = |l
\l N
N [l

Coeaunenue 37

[0338] Coenunenue 2 (42 mr, 0,10 MMOJIb) CyCTIEHAMPOBAIH B CYXOM AUXjIOpMeTane (2
MJT) U 100aBJsuH K 3TOM cycnensuu N, N-nunzonponmmtimiamud (DIPEA)(0,1 mi, 0,57
MMOJIb), TIOCJIE Yero no Karisim nodasisuiu ¢ocered (0,5 mit, 20% pacTBOp B TOJyOJIE).
Cwmecp nepemermusany npu 50 °C B redenune 1 4. K peakuinonHoN cMecu 100aBIIsIy eie
onny nopuuto N,N-nmumsonponmwtiwiamuna (0,1 mi, 0,57 mmorns) u pocrena (0,2 mi, 20%
pacTBOp B TOJIyOJie) U nepemernnBaiu 3Ty cMech npu 50 °C B Teuenue eme 14. Cmechb
OXJIQXKJJANIU 10 KOMHATHOW TeMIlepaTypbl J0OABIIAIN HACBILIEHHbIH BOJHBIN pacTBOP
ammuaka (1 mu). Jletyune BemecTsa yaaasuid NP MOHWKEHHOM JaBJICHUU Y OUHILAIN
Heouunmenssiii ocrarok ouniain merogom BOXKX ¢ ucnonb3oBanuem rpaauenrta ot 50 no
100% aueronurpuna B Boze (B2XKX npenaparusnas kononka Phenomenex Gemini 10mk,

C18, 250 x 21,2 mm, 10 Mui/MuUH), B pe3yJIbTaTe YEro Mojy4yalii yKa3aHHOE B 3arOJIOBKe
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coenunenue 37. 'H-SIMP (400 MI'u, JIMCO-ds) & 9,35 (bs, 1H), 8,26 - 8,07 (m, 1H), 7,78 -
7,65 (m, 3H), 7,62 - 7,45 (m, 3H), 7,44 - 7,30 (m, 3H), 7,29 - 7,16 (m, 3H), 6,43 (d, /= 16,7
I'n, 1H), 1,81 (s, 6H). BOXXX (m/z) 460,3 [M+H], Bpems ynep>xusauus = 3,98 MuH (MeTox
BDOXX 1).

MPUMEP 38

(E)-4-((4-amuH0-8-(4-(1-unanonpon-1-eH-2-ui)-2,6-1umMeTHI(PeHUT ) XMHAZ0JIMH-2-

nia)aMuHo)oen3oHuTpuia- Coenunernue 38

Ha

N
9@
|
\N)\NH
BN IIf
N
I
N

Jrtan 1: Cunre3 4-0pom-3,5-1uMeTHN0EH30HHOI KHCJIOTHI (coenuHeHUEe 382)

NaOH

Br Br
EtOH = H,0,
120°C
Il O~ "OH
N

[0339] 4-6pom-3,5-ngumetundenzonutpu (630 mr, 3 mmonb, Ark Pharm Inc, AK-

Coeaunenue 38a

44760) pactBopsnu B 3taHoje (1 M), nobasisiiu 8M pacTBop ruznpokcusia Hatpus (5 M) u
MepeMeIInBaIH 3Ty PEAKIIHOHHYIO CMeCh B 3aKpbIToM cocyae npu 120°C B Teuenne 12 4.
Peakimonnyto cmech paszbasiisinu Booi (100 MiT) 1 MpoMBbIBAIN AUATUIIOBBIM 3¢pupom (2x
50 mu1), BOAHBIN CJIOH TOIKHUCIISITH KOHIEHTPUPOBAHHOM XJIOPOBOIOPOAHOM KHCIIOTOM (10
pH=3) u sxcTparuposamy quATHIIOBBIM ddrpom (2x 100 mi). OGbenuHEHHbIE
OpraHNyecKHe CJIOH CYLIMIIN Haj CyIb(aToM HATPHs U KOHLEHTPUPOBAJIH MPU
NOHM)KEHHOM JIaBJIEHUH, B PE3YJIbTaTe Yero MoJydaid YKa3aHHOE B 3arOJIOBKE COEMHEHNUE

38a. 'H-SIMP (600 MT', IMCO-ds) § 7,72 (s, 2H), 2,41 (s, 6H).
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Jrtan 2: cunre3 1-(4-0pom-3,5-qumernidenna)itanona (coexunenus: 38b)

Br Br

MeLi

———
1,4-muoxcan

0~ "OH o Coenunenue 38b

[0340] Coenunenue 38a (100 mr, 0,44 MMOJIB) CYCIIEHAUPOBAIU B CYXOM 1,4-nuoKCaHe
(5 mu) u mobasmsum MetrunTHiA (0,8 M1, 1,6 M pacTBOp B AMATHIIOBOM 3(Hpe) MO KaIIsiM
B arMoc(epe aprona. CMech nepeMernnBany Npu KOMHATHOH TeMrepaTrype B TedeHue 1 4.
Peaxnuro racunm nmytem no6asieHust MeraHosa (10 Mi1) 1 KOHLIEHTPUPOBAIN TIPH
NOHM)KEHHOM JIaBJIeHUH. TBepAbIi OCTATOK KCTparuposaiu dtunaneraToM (3 x 10 m).
OO0benuHeHHble OpraHUueCcKHe PacTBOPbl KOHLIEHTPUPOBAIN NPU MOHWKEHHOM JaBJIEHUH, B
pe3yJabTaTe 4ero nojy4yaiu yKkazaHHoe B 3arojioBke coenunenue 38b. BOXX (m/z) 227,0
[M+H], Bpems ynepxxuanus = 4,65 muH (Merox BOXX 1).

Irtan 3: cunre3 (E)-3-(4-0pom-3,5-numeTnindennn)0yT-2-eHHUTpUIA H (£)-3-(4-6pom-

3,5-numeTnapeHn1)0yT-2-eHHUTPUJIA (coeauHenust 38¢ u coenuHenus: 38d)

\\O o Br
Br ‘p/\\\ Br

Coenunenue 38¢  Coeaunenue 38d

[0341] Coenunenue 38b (95 mr, 0,42 Mmmoub) u nuaTuiI(manometu )pocdonar (70
MKJ1, 0,40 MMOJIb) PaCTBOPSIIN B CyXoM auxyiopmerane (5 mun). JloOasmsiin kapOoHAT 1e3ust
(1, 3,07 MMOJIb) 1 MEAJIEHHO KOHLIEHTPUPOBAJIN PACTBOP MPU NOHKEHHOM JIaBJICHUH MTPH
30 °C. IlonyueHHOE TBEPIOE BEIIECTBO OTCTAMBAJIM MPU KOMHATHOH TeEMIEpaType B
TeueHue 4 4. K ocraTky 10o0aBisin JUXIOpMETaH U OTQUIBTPOBBIBAIN TBEPAbIE BELIECTBA.
PacTBopuTEsb yOANSIN TPU MOHWKEHHOM JABJICHUU U OYHILNATH HEOUHUIEHHBIA MPOAYKT
xpomarorpadueil Ha CUIMKarene ¢ UCIoyb30BaHueM rpaauenTa ot 0-10% sTunanerar B

M30-TE€KCAHaX, B PE3yJIbTATe Yero MOJydail YKa3aHHOE B 3aroJIOBKe coennHeHne 38¢
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BDXX (m/z) 250,0 [M+H], Bpems yaepxuanusi = 5,01 mun (meton BOXX 1), u
yKa3aHHOe B 3arojioBke coennHenne 38d BOXKX (m/z) 250,0 [M+H], Bpemst yaep:kuBaHUs
= 4,48 muH (Mmeron BOXKX 1).

Jrtan 4: cunre3 (E)-4-((4-amuno-8-(4-(1-unanonpon-1-es-2-mi)-2,6-

AUMeTHI(PEHHT)XHHA30JIMH-2-WJ1)aAMHHO)0eH30HUTpHUJIa (coeqnHeHus1 38)

Br

N NH Pd(t—BU3P)2

JIMOA
100°C

S9Sw

N Coenunenue 38
[0342] Cwmecsk coequnenus 32a (20 mr, 0,047 mmonb), coenunenus 38c¢ (20 mr, 0,080

MMOJIb) U ouc(Tpu-mpem-oyrundochun)namiaaus (0) (20 mr, 0,039 mmous) B N, N-
aumeTripopmamuze (2 mit) HarpeBaiu B atMocdepe aprona npu 100°C B reyenue 14 u.
PeakuMoHHyI0 CMeCh KOHLIEHTPUPOBAJIH MPU MOHIPKEHHOM JaBJICHUH, OYMIIATN
xpomarorpaduei Ha cunukarene (rpaguest ot 50 no 100% sTunaneraTt B U30-reKcaHax), a
3areM noBTOpHO ouninamn Ha BOXKX (mpenapatusnas kononka Phenomenex Gemini 10
mukpon C18, 250 x 21,2 mm, 10 mu/muH, rpaguent ot 10-100% aneToHUTpUIa B BOAE), B
pesyJbTaTe 4ero Mnojyuaiy yKa3aHHoe B 3arojioske coequHenue 38. 'H-SIMP (600 MI'w,
JIMCO-ds) 6 8,23 (bs, 1H), 7,83 - 7,72 (m, 2H), 7,60 - 7,29 (m, 7H), 6,17 (q, J= 1,0 I'y,
1H), 2,52 - 2,51 (m, 3H), 1,96 (s, 6H). B3XKX (m/z) 430,9 [M+H], Bpems ynep>kuBaHus =
3,83 muH (MeTog BOXKX 1).

MMPUMEP 39

(£)-4-((4-amuno-8-(4-(1-unanonpon-1-en-2-mi)-2,6-1uMeTHI(PEHNT ) XHHAZOJIHH-2-

wi)aMuHo)oeH3oHuTpua- Coenunernue 39
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Cunres (£)-4-((4-amuno-8-(4-(1-unanonpon-1-es-2-uia)-2,6-

AUMeTHI(PEeHNT)XHHA30JIHH-2-WJI)aAMHHO)0eH30HUTPHJIA (coequHeHus1 39)
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| TIMOA
100°C
I
N Coenunenue 39

[0343] Cwmecsk coequnenus 32a (20 mr, 0,047 mmoib), coenunenus 38d (18 mr, 0,072

MMOJIb) U ouc(Tpu-mpem-oyrundocdun)namiaaus (0) (20 mr, 0,039 mmous) B N, N-
numetruingpopmamune (2 mir) Harpesanu B armocdepe aprona npu 100°C B Teuenue 14 u.
PeakiinoHHyI0 cMeCh KOHIIEHTPUPOBAIH ITPH NOHIKEHHOM JaBJICHUH, OYHIIAIIH
xpomarorpaduei Ha cunukarene (rpaguest ot 50 no 100% sTunaneraTt B H30-reKcaHax), a
3aTeM MoBTOpHO ouninaiu Ha BOXKX (npenapaTtuBhas kojoHka Phenomenex Gemini 10
mukpon C18, 250 x 21,2 mm, 10 mu/muH, rpaguent ot 10-100% aneToHUTpUIa B BOAE), B
pe3yJbTaTe 4ero nojyuaiy yKa3aHHOe B 3arojioske coequHenue 38. 'H-SIMP (600 MI'w,
JIMCO-ds) 6 8,22 (bs, 1H), 7,84 - 7,71 (m, 4H), 7,62 - 7,29 (m, 5H), 5,89 - 5,79 (m, 1H),
2,36 (d, J=1,5T1, 3H), 1,97 (s, 6H). BOXXX (m/z) 430,9 [M+H], Bpems yaep>KuBaHus =
3,76 mun (Mmeton BOXXX 1).

IMPUMEP 40
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4-((4-amuno-8-(4-(2-unanonpon-1-en-1-mi)-2,6-aumMeTHI(PeHUI ) XHHAZOJIHH-2-

uin)amuno)oeH3oHuTpua - Coenunenne 40 (cmecs E/Z = 1/1)
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Jrtan 1: Cunre3 4-0pom-3,5-numerundensannaernaa (coennHenus 40a)

Br
DIBAL H
CHZCIZ

CN

62 °C mo KT

(cmech)

H” "0 Coenunenne 40a
[0344] Cwmech 4-06pom-3,5-mumerundenzonurpuia (2 r, 9,57 mmons, Ark Pharm Inc,
AK-44760) B nuxiopmerane (25 mu) oxnaxnanu a0 -62 °C. J1o6aBisuii 1o KarisiM pacTBop
ruapuaa aunzo0ytunamoMmunus (1M B nuxnopmerase, 11 MiT) 1 OCTaBIISUTN PEAKLIMOHHYIO
CMeCh IOMTH 0 KOMHATHOU TemmepaTypbl Ha 2 4. [Tocse aToro nobasssiiu 5% BOaHBIIM
pacTBOP XJIOPOBOAOPOAHON KHUCIOTHI (10 MIT) M HarpeBaiil peakLUMOHHYIO CMECh C
00paTHBIM XOJIOAUIBHUKOM B TeueHHe 30 MUHYT. 3aTeM peakLIOHHYIO CMeCh pa30aBisiiu
IUXJIOPMETAHOM, ITPOMBIBANIN COJIEBBIM pacTBOpoM. OpraHuyecKuil CIo CyIIniIn Ha
XJopuje kanblus. PacTBopuTens yaassiiy npyu NOHUKEHHOM AABJIEHUH U MOJBEPTaju
HEOYHIIIeHHBIN TPOAYKT Xpomarorpaduu Ha cutukarene (rpaguent ot 0-10% sTunanerar B
H30-TeKCAHAX), B Pe3yJIbTaTe Yero Moiydany YKa3aHHOE B 3arojioBke coenuHenue 40a. 'H-
SAMP (400 MI'u, CDCI3) 6 9,93 (s, 1H), 7,57 (s, 2H), 2,50 (s, 6H). Macc-criekTpoCcKOHsI
Bbicokoro paspeutenus (TOF CI+) pacu. mis CoHioBrO [M+H] 212,9915, skem. 212,9913.
B2XX (m/z) 213,0 [M+H], Bpems yaepxusanus = 4,59 mun (meron BOXKX 1).
Jrtan 2: cunre3 3-(4-0pom-3,5-aumerniieHNT)-2-MeTHIAKPHIOHUTPHJIA (COeTHHEHHUSI

40b): cmecn E/Z=1/1
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Coequnenue 40b

[0345] Coenunenue 40a (100 mr, 0,47 mmonb) u quaTui( 1-uuanostun)pocdonart (70
mKJ1, 0,40 MMOJIB) pacTBOPSUIH B CyxoM auxiiopmerane (5 mu). JloGasmsiiy kapOoOHAT 1e3ust
(1, 3,07 MMOJIb) 1 MEAJIEHHO KOHLIEHTPUPOBAJIN PACTBOP MPU NOHKEHHOM JIaBJICHUH MTPH
30 °C. IlonyueHHOE TBEPIOE BEIIECTBO OTCTAMBAJIM MTPH KOMHATHOH TeMIepaType B
tedeHue 4 4. K ocraTky 100aBisiii JUXJIOpPMETaH U OTQUIBTPOBBIBAIN TBEP/bIE BEIECTBA.
PactBopuTens ynansiu npy NOHWKEHHOM JAaBJICHUH U OYHINAIH HEOUHIEHHBIH MPOAYKT
xpomarorpadueil Ha CHIHKarene ¢ UCIoJib30BaHueM rpaauenTa ot 0-10% sTunanerar B
HU30-TEKCAHAX, B PE3YJbTATE YEro MOJy4alyd YKa3aHHOE B 3arojioBke coequHenue 40b B Buae
cmecu 1:1 msomepos £/Z. BOXX (m/z) 250,0 [M+H], Bpems ynepxusanus = 5,07 u 5,10
muH (Meton BOXX 1).

Jrtan 4: cunre3 4-((4-amuHo-8-(4-(2-unanonpon-1-en-1-mn)-2,6-
AUMeTHI(EHHT)XHHA30IHH-2-WJ1)aMHHO)0eH30HuTpHUJIa (coequHenust 40): cmech E/Z =

1/1

Br Br
N NH,
NH, Z X~ SN
=N Il u O N/)\NH
N/)\NH N (cMmech)
—Sln— Pd(t-BusP), O
IIMDA NS = Il
100°C N
|f u
N (cMmech)

Coenunerue 40
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[0346] Cwmecs coequnenus 32a (20 mr, 0,047 mmoib), coenunenus 40b (20 mr, 0,080
MMOJIb) U ouc(Tpu-mpem-oyrundocdun)namiaaus (0) (20 mr, 0,039 mmous) B N, N-
aumetruipopmamune (2 mr) Harpesanu B atmocdepe aprona mpu 100°C B TeueHue 8 4.
PeakiinoHHyI0 cMeCh KOHIIEHTPUPOBAIH ITPH NOHIKEHHOM JaBJICHUH, OYHIIAIIH
xpomarorpaduei Ha cunukarene (rpaguest ot 50 no 100% sTunaneraTt B H30-reKcaHax), a
3aTeM MoBTOPHO ouninaan Mmerogom BOXKX (mpenapatuBHas konoHka Phenomenex Gemini
10 mukpon C18, 250 x 21,2 mm, 10 mu/muH, rpagueHt ot 10-100% aueroHuTpunia B BOAE), B
pe3yJbTaTe 4ero MoJy4dajiu YKasaHHOe B 3arojioBke coenunenue 40 B pune cmecu 1:1 E/Z-
momepos. 'H-SIMP (600 MI'n, JIMCO-ds) & 8,26 (s, 1H), 7,82 - 7,74 (m, 2H), 7,64 - 7,23
(m, 7H), 2,23 - 2,19 (m, 3H), 1,96 (s, 6H). B2XKX (m/z) 430,8 [M+H], Bpems yaepKuBaHUs
= 3,86 muH (MeTon BOXKX 1).

IMPUMEP 41

(E)-4-((8-(4-(2-umaHOBHHIIT)-2,6-1HMeTHI(PeH U )-4-0KC0-3,4-AUTHAPOXHHA3OJIHH-2-
H1)aMUHO)0eH30HUTpUI - Coennnenue 41
0]
NH

A

I N® 'NH
X

ll
N

ll
N

Jrtan 1: Cunre3 4-((8-0pom-4-0xco-3,4-1MrHAPOXHHA3OJIHH-2-

HJ1)aMHUHO)0eH30HuTpUIA (coequHenus 41a)
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Coeaunenne 41a
[0347] Cwmech coenunenus 34a (260 mr, 1 Mmmosb) u 4-amuao6en3oHuTpUIIa (130 Mmr,
1,1 mmoue, Sigma-Aldrich) B m3onponanone (5 M) HarpeBaJIu MHKPOBOJHOBBIM
nznyderueM npu 130 °C B Teuenue 30 MuHyT. PeakIIMOHHYIO CMECh OXJIAXKAAIH 10
KOMHATHOH TemnepaTtypsl U 100aBisaau AM3TUIOBBIH 3¢up (10 mu). IToayueHHbIH TBEpABII
HNPOAYKT OT(HUIBTPOBBIBAIH U IPOMBIBAIH AUATHIIOBBIM 3upom (3x 20 M), B pe3yibraTe
4ero MoJy4ajv yKasaHHOE B 3arojiopke coenunenue 41a. "H-SIMP (400 MI'u, JIMCO-ds) &
11,13 (bs, 1H), 9,41 (bs, 1H), 8,11 (d, /= 8,8 I'y, 2H), 8,04 - 7,96 (m, 2H), 7,80 (d, J= 8,8
I'n, 2H), 7,19 (t, /= 7,8 ', 1H). Macc-crieKTpOoCKOIusI BBICOKOTO pa3perueHust (MOHU3anus
snexrpopacneuieHneM - ESI+) pacu. g C1sH10ON4Br [M+H] 341,0033, sxen. 341,0033.
B2XX (m/z) 341,1 [M+H], Bpems yaepxuBanus 4,52 mus (meronq BOXX 1).

Jrtan 2: cunre3 (E)-4-((8-(4-(2-unanoBunmn)-2,6-1umerniidenni)-4-oxco-3,4-

AUTHAPOXHHA30IHH-2-HI)aMHHO)0eH30HUTpHUIA (coequHeHHUs1 41)
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Coenunenne 41
[0348] Cwmeck coenunenns 41a (68 mr, 0,2 Mmoib), coenunrenus 1¢ (85 mr, 0,3 Mmoub),
TpexocHOBHOTO (ochara kamust (92 mr, 0,4 mmodb) u 1,1'-Ouc(au-mpem-
oyrungocduno)peppouennamiaaus guxiaopuna (26 mr, 0,04 MMOJIb) PacTBOPSITH B CMECH
N,N-gumerundopmamun:soaa (85:15, 40 muir) B atmocdepe aprona. PeakilmoHHYO cMech
Harpesanu 10 80°C B TeueHue 3 4. PeakinOHHYIO CMeCh KOHLIEHTPUPOBAIU MIPH
MOHM)KEHHOM JIaBJIEHUH, & OCTATOK OUHINANN Xpomarorpadueil Ha cunukarene (rpagueHT
ot 50 no 80% sTunanerar B M30-reKcaHax), a 3aTeM odrmany obpamenno-pazosoit BIXX
(rpaguent 5-100% aueronurpuia B Boze ¢ 0,1% TpupTOpyKCyCHON KHUCIOTHI), B
pe3yJsbTaTe 4ero nojyvanu Tpudropanerar coenunenus 41. 'H-IMP (400 MI'u, IMCO-
ds) 6 10,96 (bs, 1H), 9,15 (bs, 1H), 8,05 (dd, /=7,9, 1,6 Ty, 1H), 7,75 (d, /= 16,7 I'u, 1H),
7,57 (dd, J=17,3, 1,6 Ty, 1H), 7,53 (s, 2H), 7,48 - 7,29 (m, 6H), 6,56 (d, J = 16,7 ', 1H),
1,93 (s, 6H). BOXKX (m/z) 418,3 [M+H], Bpems yaepsxuBanust = 2,72 mus (Metoq BOXKX
2).

MPUMEP 42

AunbTepHaTuBHbIH cuHTe3 (E)-3-(4-0pom-3,5-numeTnndeHII)AKPUIOHUTPHIIA -

Coenunenusn 1b
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AubTepHaTuBHbBIH cHHTE3 (E)-3-(4-0poM-3,5-1uMeTHI(PEHNIT)AKPUIOHUTPHIIA

(coenunenus 1b)
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CN Coennnenue 1b

[0349] K pactBopy austunuuanomerunadochonara (266 mr, 1,5 Mmmosib) B
terparuapodypane (10 mi) nobassuiu Tper-Oyrokcua kanus (168 mr, 1,5 mmouns) npu 0°C
npu nepeMerinBaHuy B TeueHue 30 MuHyT. Ilocie 3Toro B peakiMOHHYO CMeCh TpU
KOMHATHOH TeMIiepatype B TeUeHHe HOUH MO KarusiM 1o0assuiu coenunenue 40a (212 wr,
1 MmMounp) B TeTparunpodypane (10 mu). PeakiioHHy0 cMech HEHTpanIn30Baiu BOAOH.
Jlo6aBsiiy STUNIALIETAT, OPTraHUIECKHUI CIIOH TPOMBIBAJIH COJIEBBIM PACTBOPOM, CYLIFIIN
HaJ OE3BOHBIM XJIOPUIOM KaJIbIUs M KOHLIEHTPUPOBAJIU MPU MOHUKEHHOM JTaBJICHHH.
OcTaToK ouHnIIaNu KOJOHOYHOU XpomaTorpadueit Ha cunukarene (rpagueHt ot 0-20%
STHJIALIETaTa B U30-T€KCAHAaX), B PE3yJIbTATE Yero MOJyJYali YKa3aHHOE B 3ar0JIOBKE
coemunenue 1b. "H-SIMP (400 MT'u, CDCls) § 7,25 (d, J = 16,6 'y, 1H), 7,12 (s, 2H), 5,84
(d, J=16,6 T, 1H), 2,42 (s, 6H). BO)KX (m/z) Her curnana MC, Bpemsi ynep:KUBaHUs =
2,78 muH (Metog BOXKX 2).

INPUMEP 43

AnbTepHATHBHBIH CHHTE3 4-((4-aMHHO-8-0POMXHHA30JIMH-2-HJ1)aAMHHO)0eH30HUTPHJIA

- Coequnenus 8a

186



Br

Jrtan 1: cunre3 3-0pom-2-((TpudennndochopaHningeH )aAMHHO)0eH30HUTPUIIA

(coenunenus 43a)
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Br

[0350] PactBop Tpudenundpocpuna (10,65 r, 40,6 mmonp) B quxnopmerase (200 mu)

Coeaunnenue 43a

MeIIeHHO oOpabaTeiBaimn 6pomoM (6,49 r, 40,6 mmosb ) pu 0 °C B TedeHue 5 MUHYT.
3arem nobasssuu TpusTHiaamuH (8,22 1, 81,2 MMOJIb), Iocie Yero no0aBsIn 2-aMUHO-3-
6pombenzonutpui (4,00 r, 20,3 mmonb, Abblis, AB1000095). 3atem nensHyro BaHHY
yAQJIAIU IPU KOMHATHON Temmeparype Ha 8 4. PeaklIMOHHYI0 CMECh BBUIMBAJIA HA BOAY U
SKCTPArupoOBaJM ABAXKABI JuxjiopMeTaHoM. OObeIMHEHHbIE OPraHUYeCKHUe BEIeCTBa
IPOMBIBAJIM COJIEBBIM PACTBOPOM U CYLIWJIU Ha CyJib(are MarHus. PacTBopurenb ynansiau
IPY TIOHIDKEHHOM JIaBJIEHHH U MTOJIBEPTalil OCTATOK XpoMaTorpaduy Ha CHIIMKarese
(rpanuenT ot 0-30% 3TUNaneTaT B M30-T€KCAHAX ), B PE3YJIbTATE YEro MOJyYalu YKa3aHHOE
B 3arojoBke coenunenne 43a. 'H-SIMP (400 MTI'n, JIMCO-ds) & 7,80 - 7,70 (m, 6H), 7,66
(dt, /=179, 1,4Tu, 1H), 7,64 - 7,58 (m, 3H), 7,57 - 7,47 (m, 6H), 7,40 (dt, /=7,7, 1,5 T,
1H), 6,64 (td, /=178, 1,5 T'u, 1H). BOXX (m/z) 457,1 [M+H], Bpems ynep:xkuBanus = 2,99
muH (Meton BOXX 2).

JT1an 2: aJbTepPHATHBHbIN cUHTe3 4-((4-aMuHO0-8-0poMXHHA30/1MH-2-

HJI)aMHHO)0eH30HUTpUIIA (coequHeHUs1 8a)
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Coeaunenue 8a

[0351] K pactBopy coenunenust 43a (500 mr, 1,09 mmonb) B 2-MeTtunteTparuapodypane
(10 M) nobassnu 4-nzormanarodenszonutpui (173 mr, 1,20 mmons, Sigma-Aldrich) mpu 0
°C npu 0 °C B Teuenue 30 munyt. J{obasnsnn 2M ammuak B nzonpomasosne (3,3 mi, 6,6
MMOJIb) 1 HAarPeBaJil PEaKLIMOHHYIO CMECh C OOPaTHBIM XOJIOJMIIBHUKOM B T€YEeHHUE 3 4,
3aTeM KOHLEHTPUPOBAJIM NPU MOHIKEHHOM AaBiieHnH. OCTaToOK O4UIamy XpoMaTtorpadueit
Ha cumkarene (rpaguent ot 0 1o 40% sTuianerara B U30-TeKCaHax), B Pe3yJIbTaTe 4ero
TNOJTyuajd YKa3aHHOE B 3arojioske coenunenue 8$a. 'H-SIMP (400 MI'u, IMCO-ds) § 9,74
(s, 1H), 8,35(d, /J=8,8T'y, 2H), 8,16 (d, /=8,0 'y, 1H), 8,01 (d, J=7,5T1, 1H), 7,71 (d, J
=8,8 'y, 2H), 7,16 (t, /= 7,8 I'y, 1H). BOXKX (m/z) 340,0 [M+H], Bpemsi ynep:kuBaHus =
4,06 muH (Meron BOXKX 1).

BuoJjornuyeckue npuMepbl

pumep A

Bbicoko3¢gpeKTHBHBIH CKPHHHHT aKTUBHOCTH npotus BUY-1 ¢ myTauuei oopaTHoi
Tpanckpunrtassl (OT BUY-1)

[0352] ITpoBoAMIM CKPUHHUHT COEIUHEHNH Ha nUTONAaTHYeCKUH 3 dexT B
MUHHMATIOPU3UPOBAHHOM BBICOKO3(()EKTUBHOM aHAJIM3€e, ONpeiesis TaKUM 00pa3oM
akTHBHOCTbH B oTHomeHun BUU-1 HBX?2 (nukuii Tum) n myranro BUY-1 no obpartHoii
tparckpunTaze K103N u Y181C. B Tabaumax 1 u 2 HIKe, «I.T.» OTHOCUTCS K
pe3yJbTaTaM HCCIIENOBAHUS COSAUHEHUH C IUKUM TUIIOM |, a «1.T. B TeCTe 2» OTHOCUTCS K
pe3yJibTaTaM UCCIENOBAHMS COCAUHEHUH C AUKUM TUIIOM B TOT K€ I€Hb, B KOTOPbIN

IMMPOBOANIIN UCCIICAOBAHUEC HA MyTaHTax. COOTBGTCTBGHHO, «I.T. B T€CTE 2» IMPOBOJAUIIN B
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TEX K€ YCJIOBHUSAX, YTO U HCCIEOBAHNE COCTUHEHHNN C MyTaHTAMH, T.€. OH JIAeT MpsiMOe
CpaBHEHUE C pe3yJbTaTaMU UCCIIEAOBAHUS C MyTAHTaMU.

[0353] I'oToBHMIIN HECATHh CEPUIHBIX pa30aBIeHNUI COETMHEHUN COTJIACHO HACTOSIIIEMY
n3odperenuto ¢ nonyiorapumudecknm marom B JIMCO. B kauecTse MoJI0KUTENBHOTO
KOHTpOJIA ucnojb3osanu AZT, a B kauecTBe OTPULIATEIBHOIO KOHTPOJISI UCTIONIb30BAIIH
JIMCO. C ucnonb3oBaHueM akycTrueckoro nosatopa Echo nomernanu mo 200 Hi
CEpUIHBIX PAa3BEACHUI COENUHEHNs] B CTEpUIIbHBIE 384 -TyHOUHBIE TUIAHLIETHI 1)1 KYJIbTYP
TkaHel. J[pa Musunona knerok MT-4 nHKyOUpOBaiiu € K&KIbIM U3 TPEX BUPYCOB MPH
3HageHnn MOI(mHO)ecTBeHHOCTH HHGUIMpoBanusi) 0,0005 B OTHEIbHBIX HHPEKIIMOHHBIX
npobupkax oovsemoM 1 ma B Tedenue 1 4 npu 37°C. Knetku paz0aBisiiy B KyJIbTypalbHON
cpene (RPMI + 10% @DBC) no 50 000 knerok/mn. MapUIIPOBaHHBIE KJIETKH T0OABIISIIH B
384-nyHOUHbIE IIJIAHLIETHI JIs1 aHAJIM3a, COAEp Kalllle CepUiHbIe pa3BeAeHUsl COEAUHEHU.
IInaxmeTs! 11 aHaNU3a HHKYOUPOBAJIM B TeUeHUE 5 AHel B MHKyOaTope C yBIaKHEHUEM,
ycraHoBieHHbIM Ha 37°C u 5% CO,. ns m3mepenus nuronarudeckoro d¢dexra BUU B
Kaxayro JyHKy nodasisuin 40 mxi TiterGlo v cuuTBIBa M UTOTOBBIN JIFOMHHECIICHTHBIH
curHaj Ha rianieTHom puaepe Envision (Perkin Elmer). JlaHHbIe HOpMHPOBAIH 110
MOJIOKUTENBHBIM U OTPHULIATEIbHBIM KOHTPOJISIM B KaXK1I0M IUIAHIIETE U BBIPAXKAJIM B BUTIE
% 3amuThl OT HUTonaTuyeckoro 3gdexra. 3nauenuss EC50 onpenensyiu Kak KOHIIEHTPALHIO
coenuHeHus, KoTopasi obecneunBana 50% CHIWKEHHe CUTHAJIA TFOMUHECLIEHLIUH, 1
PacCUMTBIBATIM METOOM HEJNMHEHHON perpeccuu ¢ UCIoib30BaHueM nporpammel Pipeline
Pilot ¢ anmpokcumanueli yerbipexnapamerpuueckoi pynknueii (Accelrys, Can-Jluero,

Kanudopuus, CIIIA). Pesynbsrare! packpsiTsl B Tabmume 1.

17,8

Ta6auua 1 ECso ECso (HM) B kiietkax MT4 | KU (kpatHOoe

(iM) B | mpoTuB MU3MEHEHUE )TPOTHB

KJIETKax MyTaHTa

MT4

MIPOTUB

P —

WUnentuduxarop | o.T. I.T. B KI103N | YI81C | KIO3N | Y181C
COEIUHEHHUs TecTe 2

*
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Ta6mauua 1 ECso ECso (HM) B kiietkax MT4 | KU (kpatHoe

(iM) B | mpoTuB U3MEHEHHE )TPOTUB

KJIETKax MYTaHTa

MT4

MIPOTUB
Wnentuduxarop | A.T. I.T. B KIO3N | YI8IC | KIO3N |Y181C
COEIUHEHHUs TecTe 2

*

2 3,7 3,6 4,0 10,9 11 3,0
3 NA 12,9 12,0 50,2 0.9 3.9
4 9,2 98 19,1 47,0 2.0 4.8
5 1.3 1.5 2.5 12,0 1,7 8,2
6 993 82.6 81,1 469.5 1,0 5.7
7 1222 116,8 130,5 >500 1,1 >4.3
8 2.7 2.8 3.7 21,7 1.3 78
9 3.4 32 3.5 10,8 1.1 34
10 2.8 3,0 2.9 29.3 1,0 9.8
11 4,7 4,2 5,2 126,4 1,2 29.8
12 1.8 1.8 1.7 12,5 0.9 6.9
13 32 43 5.9 27.4 1.4 6.4
14 8,1 12,7 15,1 121,9 12 9.6
15 22,6 33,2 72,2 179,5 22 5.4
16 6,3 7.5 12,5 42.6 1,7 5,7
17 2291 189.9 | 1508 | >3500 0,8 >2.6
18 21,9 13,1 12,1 1123 0,9 8.6
19 27.5 29,0 30,3 79,7 1,0 2.7
20 7.0 6,6 7.1 69.9 1,1 10.5
21 10,1 10,6 10,8 187,0 1,0 17,6
22 69.3 87.5 1014 | >500 1.2 >57
23 8,7 NA NA NA NA NA
24 27.8 27.8 32,5 478 5 12 17.2
25 39,1 28,3 441 1598 1,6 5,6
26 2.7 2.0 2.4 272 1.2 13,5
27 6,3 3.8 53 3997 1.4 105.9
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Ta6mauua 1 ECso ECso (HM) B kiietkax MT4 | KU (kpatHoe

(iM) B | mpoTuB U3MEHEHHE )TPOTUB

KJIeTKaxX MYTaHTa

MT4

MIPOTUB

P —
Wnentuduxarop | A.T. I.T. B KIO3N | YI8IC | KIO3N |Y181C
COEIUHEHHUs TecTe 2
*
P e —
28 11,4 9,1 14,3 57,2 1,6 6,3
29 22.1 18,6 33,4 >500 1.8 >26.9
30 15,9 13,0 17,0 55.6 1.3 43
31 10,5 8.6 17,6 4325 2,1 505
32 1,9 1.3 1.5 10,5 12 8.3
33 2,1 1,5 3,2 12,3 2,1 7,9
34 2.4 3.0 32 11,3 1.0 37
33 12,8 16,8 16,9 38.6 1.0 2.3
36 7.7 10,5 10,1 873 1,0 8.3
37 4,7 6,8 7.8 22,1 1,2 3,3
38 6.0 7.9 7.0 18,6 0.9 2.4
39 5,9 8,9 12,1 27,2 1.4 3,0
40
6.8 9.9 16,3 36,1 1.7 3.7

(cMmech n3oMepoB)
41 6,3 95 15,7 32.8 1,6 3.4

* TecT 2 C A.T. MPOBOIIIIH B T€ JK€ THH, YTO U TecT ¢ MyTanTamMu K103N n Y181C.

[0354] BrIcOKONIPOU3BOAUTENBHBIN CKPUHHUHT IIPOBOAMIIN TAKXKE AJI1 HEBUPAIIMHA
(«<NPV»), punmusupusa («KRPV») u apaBupensa (<KEFV»). HeBupanun nony4anu us
Toronto Research Chemicals, Inc. (Toponto, Kanana, Ne B karanore N391275).
Punnusupun nonyyanu u3 Key Organics Ltd. (Kamendopn, Kopryonn, BenukoOpuranus,

Ne B karanore KE-0036). D¢dasupens nonyqanu u3 Toronto Research Chemicals, Inc.

(Toponto, Kanana, Ne B karanore E425000). Pesynbprarsr nokasansl Hibke B Tabmume 2.

Tabauua 2 ECso (M) | ECso (HM) B kieTkax KU (xpatHOC
B KJIETKaxX MT4nporus M3MCHCHUC)IPOTUB
MT4mporus MyTaHTa
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Coenunenne A.T. A.T.B KIO3N | YI81C | K103N | YIB8IC

TecTe 2
*

Hesupanuu

(«NVPy») 65,0 H/O H/O H/O H/O H/O
Pummusupun

(«RPV») 0,9 1,3 1,5 3.8 1,2 3,1
Adasupen3

(«<EFV») 1,3 1,6 46,4 3.8 28.9 2.3

* TecT 2 ¢ A.T. MPOBOJMIH B T€ 7K€ THH, UTO U TecT ¢ MyTanTamMu K103N u Y181C.
H/O: we onmpeaensamm

[0355] ITonstHO, uTo EC50 MOKHO OLIeHUBAaTh METOAMKAMH, U3BECTHBIMHU B TAaHHOMN
obmnactu. B ogHOM BapuaHTe peanusaunu coequHeHus neMoHcrpuposann ECso MeHblie
npubnausurenbHo 3000 HM B TUKOM THIe WK B I0OoM 13 myraHToB BUY mo oOpaTHoii
TPAHCKPUIITa3e, M3MEPEHHYIO CIIOCOOOM, PACKPBITHIM B paszelie
«BBICOKONPOU3BOANUTENBHBIN CkpUHUHT aHTU-BUU-MyTanToB K103N u Y181Cy,
oOcykmaeMoMy BhIllle. B 0THOM BapHaHTe pean3aliui COeTUHEHUs] IEMOHCTPHPOBAIIH
ECso menbine npubnusurtensuo 1000 HM, 500 HM, 400 HM, 300 aM, 250 uM, 200 M, 100
HM, 50 M, 25 HM, 10 HM, 5 HM wm 1 HM B TUKOM THUIIE WJIH B TFOOOM 13 MyTaHToB BUU
o oOpaTHo# TpaHckpunTase (Hanpumep, K103N, Y181C).

IIpumep B

[Ipoduasn ycroliunsocTu mporus myrantoB BUU-1 no o0paTHoii TpaHcKpunTase
(BU-1 RT)

[0356] Hccnenosanyu npOTUBOBUPYCHYIO aKTUBHOCTb COSIUHEHNI IPOTUB MaHEIN
Bupycos, ycroitunebix Kk HHMOT. Hcnonp3oBanu naHens u3 8 KIOHAIBHBIX MyTaHTHBIX
BUPYCOB, MOJIyYEHHBIX B PE3YJIbTATE CAaT-HAIIPABICHHOIO MyTareHe3a, MPeACTaBIIIOINX
OCHOBHBIE MyTH Pa3BUTHS YCTOHYMBOCTH MPOTUB prummuBupuHa («KRPV), adpaBupenza
(«EFV») n meBupanuna («NVP»), BKIIFOUaIOIUX OXWHOYHBIE W ABOIHbIE MyTallUU B
oOparnoii Tparckpunraze BUY-1. JlononHuTeapHbIE TOAPOOHOCTH U COOTBETCTBYIOLIHI
ypOBEHb TEXHUKU MOKHO HaiTu B paboTtax Janssen ¢ coasT., J. Med. Chem, 2005, 48, 1901-
1909, Das ¢ coasr., Proc. Nat. Acad. Sci., 2008, Tom 105, Ne 5, 1466-1471, u Kuroda ¢
coaBt., Nature Chemistry, 2013, DOI: 10,1038/NCHEM, 1559. Oco0eHHO kenaTebHbIM
CUHTAJIN TIOJIHOE COXPAHEHHE MPOTUBOBUPYCHON aKTUBHOCTU B OTHOLIEHHUH MyTalllH
K103N 1no cpaBHEHHIO C AUKUM THIIOM, ITIOCKOJIbKY 3Ta MyTaLllsl IIPEICTABIISIET MUHOPHYIO

MOJArPYIIY MALMEHTOB, paHee He moaBeprapiuxcs jgedernto (1,4%). PekoMOnHaHTHBIE
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mrammbl BUU-1, konupyroiue myTtaiuu odpatHoi Tpanckpuntasbl K103N, Y181C,
Y188L, G190A, K103N/Y181C, L100I/Y181C, E138K wnu E138K/M 184V,
KOHCTPYHUPOBAJIM IyTEM CalT-HANPABJICHHOIO MyTareHesa. Bupychl 1ukoro tuna u
MYTaHTHBIE TOTOBIJIN ITyTEM TPaHC(HHUIUPOBAHUS KIIOHOB HH(EKIIHOHHOH ITPOBUPYCHON
k/IHK Ha ocHoBe knetok MT-2 u cGopa cynepHaranTos kietok. Knerku MT-2
UH(pHUIMPOBAIN MyTaHTHBIMH InTaMMaMu BMU-1 1 BUpycOM QUKOTO THIIA MPU 3HAYSHUH
MHOxecTBeHHOCTH nHpumposanus (MOI), pasaom 0,005, myTem akKypaTHOTO
nepeMemnBaHus B Tedenue 3 4 pu 37°C, a 3ateM q00aBJISIM NP TJIOTHOCTH 16 667
KJIETOK Ha JIyHKY B 50 MkJ nosHo# cpenbl RPMI st kynbTyp kietok (conepkarueii 10%
¢eranbHOll Obrubeli ceiBopoTKH (PBC) u 10% neHnuUIINHA-CTPENTOMULIHA) B 96-
JYHOYHbIE IJIAHIIETHI, coaepskaue 50 MK 3-KpaTHbIX pa3BEACHUI UCCIEAYyEMbIX
coenunennii B RPMI. YUepes 5 nueit nakydauuu npu 37°C B yBIa)KHEHHOM MHKyOaTtope B
npucyrcteun 5% CO; B kaxayro nynky go6assiiu 100 mxn pearenta Cell Titer-Glo™
(Promega Biosciences, Inc., Magucon, Buckoncusn, CIITA) 1 usmMepsiii OTHOCUTEIbHbIE
cseroBble enuHuLbl (RLU) Ha manmersom punepe Envision. MHaynmpyemslit Bupycom
LIUTONATUYECKUH 3(PPEKT ONMpeaessui Kak MPOLEHTHYIO TOJIF0 OT H3MEPEHHBIX 3HAYSHHH
RLU B o6pa3uax ¢ NOJHOCTHIO CYMPECCUPOBAHHON PETIMKALIUEH BUpPYCa 3a BBIYETOM
curHaya ot koHtpouse 6e3 oopadborku (JIMCO). 3nauenne ECso onpenensiim kak
KOHIIEHTPALIMIO COeNHEeHNs, Naoiyo 50% CHIDKEeHHE peruIMKalug BUpyca. AHaIN3
JaHHBIX 110 IPOTUBOBUPYCHOM aKTHBHOCTH, HabmonaeMoii B kierkax MT-2, ocymmecTsisiiu
C HCTOJIb30BaHUEM mporpamMmHoro obecnieuenust XL-fit™ (IDBS, Guildford, Surrey,
BenukoOpuranus) ans pacyera ECso no 8-ToueyHOlN KpHBOI 103a-OTBET C HCIOJIb30BAHUEM

CJIEAYIOLIETO YPABHEHUS:

g M -H)xEC
(ECyy' +x")

r7e ¥ = HHruOMpOBaHHUE BUPYCA, X = KOHIIEHTPALUs JEKapCTBEHHOTO CpeacTna, M =
MaKCHMaJbHOE€ HHrHOMpOBaHue, // = MUHUMaJIbHOE HHIHOUpPOBaHUe, U 1 = KO3 UIIIEHT
Xumna. 3nadennst ECso (cpenHee + cTaHIapTHOE OTKJIOHEHHE) PACCUUTBIBAIM 10 MEHBIIEH
Mepe TpeM He3aBHCHMBIM 3KCIIEpUMEHTaM, IPOBEICHHBIM B TPUIUIHKATE. Y POBEHb
YCTOMUYMBOCTH ONpeneNsan kak oTHowmeHue cpenHeit ECso 1 kaxnoro MyraHTa/BUpyC

aukoro tumna. Pesynbrarel packpsiTel Ha @urype 1 B Tabnunax 3 u 4 Hioke.
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Taomma 3 | Kpataoe uzmenenne (KH) OHOTOruiIeckoi yCTOMIHBOCTH B HU3KOMPOU3BOAUTEILHOW MAHETH

Cocaunern | K103N Y181C L1001/ K103N/ | Y188L G190A E138K/
e Y181C Y181C M184V
1 1,3 5.7 6,9 14,8 15,2 0,6 H/O

2 0,9 4,0 1.6 4.1 10,0 1,6 5.0

3 1,0 3.4 1,0 3.4 13,7 H/O H/O

4 1.4 4,9 5.4 12.8 16,9 H/O H/O

5 1.6 15.4 18,9 208,0 174,0 H/O H/O

9 1,0 5.7 4,0 14,7 11,4 H/O H/O

10 0,9 11,9 3.8 19,9 53,6 H/O H/O

11 2.1 154,0 85,0 157,0 161,0 H/O H/O

34 1.4 3.4 1.7 12,4 18,7 H/O 42

H/O: ne ompeneneHO

[0357]

IIpoduns ycToitunBoctu npoTuB MyraHToB BUU-1 mo oOpaTHOli TpaHCKpUIITa3e

ucclenoBainy Takxke A HepupanuHa («NPV»), punmusupuna («KRPV») u adaBupensa

(«EFV»). Hepupanun nonyuanu u3 Toronto Research Chemicals, Inc. (ToponTo, Kanana,

Ne B karanore N391275). Punnusupun nony4anu u3 Key Organics Ltd. (Koamendopn,

Kopnyounn, Benuko6puranus, Ne B katanore KE-0036). D¢dasupens nonyyanu u3 Toronto

Research Chemicals, Inc. (ToponTo, Kanana, Ne B karanore E425000). Pesynbrater

nokasasbl HIKe B Tabnune 4.

Taomma 4 | Kpataoe uzmenenune (KH) B HU3KOMPOU3BOAUTEIBHOMN MAHEIH

Coequnenn | KI03N Y181C L1001/ KI103N/ Y188L G190A E138K/

e Y181C Y181C M184V
P —

Hesupanmun

(«NVP») 87,0 >229 >229 H/O >229 183.0 H/O

Punmusupu

H

(«RPV») 1,0 4,6 18,1 7,7 22,8 0,8 3.0

O(paBupeH3 <

(EFV») 48,1 3,6 >200 83,5 132,5 14.8 H/O

H/O: He onpeaeneHo

Hpumep C
Anaams ¢ hERG

Knerxu:
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[0358] JIist 3TOT0 MCCIenoBaHMs UCIIOIb30BANIH IMHUIO KJIETOK SIMYHUKOB KUTAHCKOTO
xoMmsuka oT AVIVA, kotopas crabunpHo skcnipeccupyet kaHansl hERG. Knerku
kynpTuBrupoBanu B cpene DMEM/F12, conepxamuii 10% ®BC, 1%
neHuLuIIHA/crpenrtomuiiia 1 S00 Mxr/mn G418. Ilepen mpoBeneHneM UccIe OBaHUs
KJIETKH cOOMpanu ¢ ucnosb3oBanueM nurnetok Accumax (Innovative Cell Technologies).
PacTtBopsI:

[0359] Jlnst perucTpanyy 31eKTpoGpU3NOIOTHIECKUX MOKa3aH!sl HCTIOIb30BaIN
CEAyYIOLINE PACTBOPHIL:

Buewmnutii pacteop: 2 MM CaCly, 2 MM MgCl,, 4 MM KCI, 150 MM NaCl, 10 MM riroko385l,
10 MM HEPES,05-315 mOcwm, pH 7,4 (xoppextuposamu SM NaOH.)

Buytpennuii pacteop: 140 MM KCI, 10 MM MgCl2, 6 MM EGTA, 5 MM HEPES-Na, SMM
AT®-Mg, 295-305 mOcwm, pH 7,25 (xoppextuposanu 1M KOH).

DnexTpoU3NoNOornuecKre NCCIeIOBaHMU !

[0360] Perucrpanuto faHHBIX AJIA LEJNbIX KJIETOK OCYLIECTBIISUIA C UCTIOJb30BaHUEM
npubdopa PX 7000A (Axon Instruments) ¢ ucnonp3oanuem Meronuku AVIVA Seal Chip™.
K xneTkaM mpuMeHsIN METO BOJBTKJIAMIT TP NOTEHLMANE yAEePKUBaHUsA, paBHOM -80 MB.
3arem axktuBHpoBanu ToK kaHajoB hERG 3a cuer srana nenonspusanun 1o -50 MB B
teuenne 300 mc. AtoT 3Tan npu -50 MB ncnonb3oBanu B Ka4eCTBE UCXOMHOTO YPOBHS ISt
M3MEPEeHMsI aMIUIUTY /bl ITHKA CJIEOBOT0O TOKA. 3aTeM NPUMEHSUIN PE3KOe U3MEHEHNE
noTteHuana a0 +20 MBB TedeHue S ¢ Ul aKTUBALIMK KaHAJIOB. 3aTeM U3MEHEHHEM
noTeHnHaxa o0paTHO 10 3HaveHust -50 MB B TeueHue 5 ¢ ynansim akTHBALHIO U
PEruCTPUPOBAIIN OCTATOUHBIHN TOK A€AKTUBALIUY .

IToaroroBka u pasBeneHHe UCCIEAYEMBIX NIPENAPaTOB:

[0361] Bce uccnenyemsie nmpemnapatsl rorosmii u3 10MM pactsopos B JIMCO.
PacTBOpBI CMeIIMBaMM MyTeM yIbTPa3ByKOBOM 00paboTku B TeueHne 20 MuH ¢
HOCJIEYIOIUM HHTEHCHBHBIM ITEpEMEIINBaHNEM BUXPEBBIM criocoboMm. Ilepen anannzom
COeIMHEHMsI pa30aBIsIN O UCCIEeNyEeMbIX KOHIIEHTPAMH C UCIIOJIb30BAHUEM BHEIIHETO
pactBopa. Paz0aBnenus rotoBmiin He OoJiee 4yeM 3a 20 MUHYT Mepen UCIOJIb30BAHUEM.
DnexTpodU3nONOrHuecKre MpoLeayphl

[0362] ITocne nocTkeHuss KOHPUIypaLK LENbHBIX KJIETOK OCYIIECTBIISAIH

MOHHUTOPHHTI KJIETOK B TCUCHUHU 90 ¢ 10 mOCTHKEHUSI CTa6I/I.]'[I:>HOCTI/I, a 3aTEM IPOMbIBAJIA
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BHEIITHUM PacTBOPOM B TeueHue 66 ¢. 3aTeM Ha MPOTSHKEHUH BCEH MPOIenyphl K KJIETKaM
MPUMEHSUTH TPOTOKOJT HANpspkeHNs Kaxasle 12 ¢. Tompko cTaOMIIbHBIE KIIETKH C
napamMeTpaMu (PUKCALIUH BBIIIE TOPOTOBOTO 3HAYSHHSI OTOUPAIH [Tl POLIEYPbI
nobaBleHHs IEKAPCTBEHHOTO CPENICTBA.

[0363] Ha knerku Hanocwim BHewHui pactop, conepskamuii 0,1 JIMCO, utoOsr
3a1aTh (OHOBBIN ypoBeHb. TOKY maBajau cTaOMIU3UPOBATLCS B TeueHHe 3-10 MUHYT, TOCTIe
HE€ro HAaHOCUJIU UCCIICAYEMBbBIC IPOAYKTHIL. PaCTBOpr HCCICAYEMBIX MPOAYKTOB I[O68,B.]'I$L]'II/I K
KJIETKaM B 4 pa3nenbHbIX Ao0aBieHusX. KiueTku BbIiep KUBaU B PacTBOPE VISl aHAIN3a JI0
Tex mop, noka 3¢ dext uccuenyeMoro MpoayKTa JOCTUraJl CTAIIHOHAPHOTO COCTOSIHUS,
MakcumyM 12 munyT. 3atem nobasisuiu 1 MkM 1m3anpuaa (MOJOKUTENbHBIH KOHTPOJIB).
Haxonen, oCyecTBIsIM NPOMBIBKY BHEIIHUM PacTBOPOM JI0 T€X MOP, MOKA TOK
BOCCTAHOBJICHUS HE JOCTUTAJI CTALIMOHAPHOTO COCTOSIHUS.

AHann3 qaHHBIX

[0364] AHanu3 maHHbIX MPoBOAMIH ¢ ucnosb3oBanuem [10 DataXpress (Axon
Instruments), Clampfit (Axon Instruments) u Origin (OriginLab Corporation). Pe3ynsraTs!
packpbiThl B Tabnuie 5. bonee Bricokue 3HaveHus: B Tabnuiie 5 yka3biBaeT MaKCUMAJIbHYIO
JOCTUTAEMYIO B 5TOM aHAJIM3€ KOHLEHTPALUIO (Hanpumep, COSTUHEHNUs, TOCTUTIINE CBOETO

npezena paCTBOPUMOCTH).

Tabauna S.
Ne coemmuerns | hERG (MxM)
2 >1
9 >3
10 >3
11 >3
12 >3
13 1,3
34 >3

[0365] Tect ¢ hERG Taxxke npoBoaunu misi puinuupuHa («KRPVy). Pesynbrat
cocraBmit 0,5 MxM.
[0366] KonkpeTHbie HaOmonaembie hapMaKoJOrHYeCKUe PeaKLui MOTYT BapbHPOBATh

B COOTBETCTBUU C U B 3aBUCUMOCTU OT KOHKPETHOI'O Bbl6paHHOFO AKTUBHOI'O COCAUMHECHHA U
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TOTO, MPUCYTCTBYIOT JI (hapMaLleBTUIECKIE HOCUTEINH, a TAKXKE IPHMEHSIEMbIX THIIA
JIeKapCTBEHHOW (OPMBI U IIyTH BBEAEHUS], M OCYIIIECTBIIEHNE HACTOSIIETO N300peTeHns
IIPeyCMaTPUBAET TAKUE OKUAAEMbBIE BapUALMU WU PA3IUYUs PE3YILTATOB.

[0367] B packpbITBIX B HACTOSIEM JOKYMEHTE IIPUMEPax ONUCAH CUHTE3 COCAUHEHUI
COIJIACHO HACTOSIIEMY H300pETEHHIO, PACKPBITHIX B HACTOSAIIEM IOKYMEHTE, a TAKXKe
NPOMEXKYTOYHBIE COEAUHEHUS], IPUMEHEMBbIE [T TOJTy4eHHs] TAKUX COCANHEHUN .
ITonpasymeBaercs, 4TO OTAENBHBIE 3TAlbL, OMUCAHHBIE B HACTOSLIEM JOKYMEHTE, MOXKHO
KOMOMHHpOBaTh. Takke MoApasyMeBaeTCsl, YTO MO>KHO OOBEIUHSTD OTHAEJbHbIE TAPTUU
COEIMHEHMs], U 3aTEM HUCIOJIb30BaTh JAJIee Ha CIEAYIOLIEM 3Tale CUHTE3a.

[0368] Bce nurupyemMble HCTOUHUKY, BKIIFOYAs MyOJIMKALUHY, TATEHTHI U MTATEHTHbIE
JTOKYMEHTBI, BKJIFOUEHBI B HACTOSIIEE ONMHUCAHUE TIOCPEICTBOM CChUIKH, KaK €CJu Obl
KK U3 HUX OBLT OTAENBHO BKJIIOYEH NMOCPEACTBOM CChIIKH. B HacTosiem packpbITHH
YKa3aHbl Pa3JUYHbIE BAPUAHTHI PEAIU3aLllMA U METOJUKH. . TeM HE MEHee, CIenyeT
MOHUMATD, YTO MOKHO BHECTH MHOXKECTBO M3MEHEHUI 1 MoAu(UKaLUii, He BBIXOIS 32

Mpeaciibl CYUIHOCTH U obbema HaCTOALIETO PACKPBITHUA.
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®OPMYJIA U3OBPETEHUA

1. dapmarieBTHUECKAsT KOMIIO3UIHS, coaeprkaias coeauaenne gopmyssl (1):

R R3
R5

rae

v

R9 N R1O | N
Rgv
[l

Q npexncraisier coOO¥

10
N WK R ,

X!, X2 u X3 ka1t HezaBucumo npeacrapiser coboit N umu C(R!Y), npu ycnosum,

yro makcumyM 2 u3 X', X? u X3 npencrasasior coboii N,

R! mpencrasnser coboii -H,

R? npencrasnsier coboii -H,

R? npencrasnser coboii -H,

R* nmpencrasnsier coboii -H,
i C1.6aJIKHII,

R3 npencrasnsier coboii -H,
i C1-6aJIKHIIL,

RS npencrasnser coboit -H,

i C1-6aJIKHIIL,

-CN, -OR?, ranoren uim C1.¢ankni,

-CN, -OR?, i C1.sankmun,

-OR?, -NR?RP, -NHC(O)NR?R? uu Cj.¢anxu,
-OR?, ranoren, -NO, -CN, -NR?RP, -NHC(O)NR?R®

-OR?, ranoren, -NO, -CN, -NR?RP, -NHC(O)NR?R®

-OR?, ranoren, -NO, -CN, -NR?RP, -NHC(O)NR?R®

R7 npencrasnser coboit Cisankumn, rajore, -OR? -CN umm -NO,

R® npencrasnser coboit Cisankun, rajore, -OR? -CN umu -NO,

R’ npencrasnser coboit —H nmn Cisamxm,
R!° npencrasnser coboit —H umu Ci-sankun,
xax et R nezaBucumo npencrasnser coboii -H, -CN, -OR?, ranoren um C;-

GAJTKHIL, ¥



kaxnaeii R? u R mesapucumo npencrapmser coboit -H, Cisamkm umu Cs-
10ITMKJIOQJIKHIJI,
WM ero papManeBTHYECKH PHEMJIEMYIO COJb, H OZIMH, /1Ba, TPU WJIH YEThIpe

AOMOJIHUTEJIBHBIX TCPANICBTUYCCKUX arCHTOB.

2. dapmanepTHyeckas kommnosuuus no n. 1, rae R? mpencrasaser coboii -CN.
3. ®dapMarneBTiHYecKass KOMIO3Uus o 1. 1 wim 2, rue
wAns
R9 N R1O
ll
Q mpencrasnsier coOoi N
4. ®dapmaneBTHYECKass KOMIO3ULHS 1o 1. 1 wim 2, rae
i
RN 2
Q npencrapisieT coboil I R
5. dapmanepTHUecKas KOMIO3MIMs N0 Mobomy u3 . 1-4, rae kasaeii X!, X2 u X3

npencraesier cobdoit CH.

6. dapmalieBTHUECKAs KOMIIO3HIHS 110 T00oMy u3 nm. 1-4, rne X! npencrasnser

coboit N; X? npencrasnser coboit CH; u X° npencrasiser coboit CH.

7. dapmalneBTHUECKAs KOMIIO3HIHS 110 MoboMy u3 r. 1-4, roe X!, X2 u X3
npencrasnsor coboit C(R'); kasapiii R'! nezapucumo sri6pan u3 -H, -CN, -OR?, ranorena

u Cisankuna; u R! Bei6pan us -H, -CN, -OR?, ranorena u Cjsankuna.

8. dapmaneBTHUECKAs KOMIIO3HIHA 110 To0oMy u3 . 1-4, roe X!, X2 u X3
npencrasnsor coboit C(R!); kaxmeiii R!! npencrasnser coGoit -H; u R! npexncrasnser

coboii -H.

9. dapMarieBTHYECKas KOMITO3UIIUS 10 JJrooomy u3 mm. 1-8, rae R? npencrasisier
y >

co6oit -H, -OR?, -NR*R? uu ~NHC(O)NR?R?.



10. dapmarepTHUECKas KOMIIO3HIMs 1o mobomy u3 mm. 1-9, rae R? npencrasnser

coboit -NH; nim —OH.

11. dapmaneBTHUECKasd KOMIIO3UIHA 110 T00oMy u3 rm. 1-9, rae R? npencrasnser

coboii -NH;.

12. dapmaneBTHUECKAas KOMIIO3UIHA 110 T00oMy u3 rm. 1-9, rne R? npencrasnser

coboii -OH.

13. dapmariepTHUECKas KOMIO3UIUs Mo Mobomy u3 . 1-12, rae asa uz R* R u R®
npeacTapnsor coboit -H, u onun u3 R*, R3 u R® npencrasnser coboit H, ~OR?, rajoren,
~NO2, —-CN, -NR?R’, -NHC(O)NR?R® uyu C1-samxun.

14.  ®dapmareBTHyeckas KOMIO3UIUS N0 Jobomy u3 rm. 1-12, rae nsa uz R*, R u R®
npeacTapnsor coboit -H, u onun u3 R*, R3 u R® npencrasnser coboit H, ~OR?, rajoren,

—NO3, -NR?R® umu C1-6aixu.

15. dapmalneBTHUECKAs KOMIIO3HIH 110 moboMy u3 ri. 1-14, rae R® npencrapnser
coboii -H.
16.  ®apmareBTHdecKas KOMIIO3UIHUs 1o mobomy u3 m. 1-15, roe R*, R u R®

npencTaBisoT coboit -H.

17. dapmanepTHUeckas KOMIO3MIMs no arobomy u3 . 1-16, rne R7 u R® ssnsrores

onuHakoBbIMHU U BeiOpanbl u3 Cisankuia, rajgorera, —OR?, —-CN u —NOa.

18. dapmanepTHUecKkas KOMIO3MIMs no arobomy u3 . 1-17, rne R7 u R® ssnsrores

oaMHAKOBbIMHU U BeiOpanbl u3 Cisankuia, rajgoreda u —OR?.

19. dapmaneBTHUECKAs KOMIIO3HIHA 110 To0oMy u3 . 1-18, rae R7 u R®

npenctaBysitoT coboit Cl.6aKuIL.



20. dapmarneBTHUECKAsT KOMITO3HIUS 110 JIIOOOMY U3 I

NPENCTABJIAIOT COOOI MEeTHI.

21. dapmareBTHUECKAsT KOMITIO3HIUS 110 JIIOOOMY U3 I

npencTaBisoT coboit —H.

22. dapmaneBTrUECKass KOMIIO3HIUS 110 JIIOOOMY U3 I

23. dapmareBTHYECKasT KOMITO3ULIHS [0 JIFOOOMY U3 I
wwv
AN
N

coboit

.1-19,rne R’ u R®

.1-20, rne R° u R1°

. 1-21, rne Q BbIOpaH u3

. 1-22, rne Q npencrasisier

24, dapmarieBTHUECKass KOMIIO3HUIIKS 110 1. 1, comeprkainas CoeqMHEHHE, BHIOPAHHOE U3

TPYIIIBI, COCTOSIIIEH U3

Crpykrypa Unentudukarop
COEIMHEHUS
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25. dapmareBTruecKkast KOMIO3uus o 1. 1, rae coenunenue Gopmyisi (1)

npencrTaBsier coOol coemuHeHne HOPMYJIBL:
NH,

~N

N//I\NH
N |;|
N
Il|
N

W ero ¢papMarieBTHYECKH ITPUEMIIEMYIO COJb.

26. dapmarieBTHYECKasT KOMITO3UIUs 110 1. 1, rae coenunenne Gopmyisr (I)

MpeacTaBisieT coO0M coenuHenne HOPMYJIbL:

)
NH

‘ N/)\NH
T O
\l
X [l
N
II|
N



W ero ¢hapMareBTHIECKH ITPHEMIIEMYIO COJb.

27. dapmaneBTHUeCcKass KOMIO3UIUs IO 1. 1, rae coenunenne Gopmyier (I)

npeacTaBisieT coOol coenuHenne HOPMYJIbL:

WM ero (hapManeBTHYECKH ITPUEMIIEMYIO COJb.

28. dapmareBTHUECKAsT KOMITO3UIIHSI IO JIFOOOMY U3 L. 1-27, TONOJHUTENBEHO

comeprkaasi (hapManeBTHUECKH MPHEMIIEMbIH HOCHUTEIb.

29, dapmarieBTHYECKAsT KOMITO3HIUS 10 JTE0O0OMY U3 . 1-28, rae JonmoJHHTENbHBIN
TepaneBTHYECKU areHT HE3aBUCHUMO BBIOPAH U3 I'PYIIIbI, COCTOSIIEH U3 COeIUHEHHUIA,
UHruOupyomux nporeasy BUY, HEHYKII€03UIHBIX HHTHOUTOPOB OOPATHON TPAHCKPHIITA3BI
BUY, nykiieo3uqHbIX HHTHOUTOPOB 00paTHO# TpaHCckpuntassl BUY, HyKI€0THAHBIX
UHrUOUTOPOB 00paTHOI TpanckpunTazsl BUY, uarubutopos unterpasst BUY,
unrubutopos gp41, unruburopos CXCR4, uarudutopos gpl20, unrudburopos CCRS,
HHTUOMTOPOB MOJMMEPU3ALINH KAICHIA U IPYTHX JIEKAPCTBEHHBIX CPEICTB ISl JIEUEHUST

BHWY u ux xkomOuHamu.

30. dapmarieBTHYECKAsT KOMITO3HLUS IO JTF0O0My U3 . 1-28, riae JonoSHHTENbHBIN
TepaneBTHYECKU areHT HE3aBUCHUMO BBIOpaH u3 panrterpasupa, Truvada® (teHodosup
mu3onpokcui pymapat +amtpunutabun, TDF+FTC), mapaBupoka, 3HpyBHpTHIA,
Epzicom® (Livexa®, abakasupa cynsdar +mamupymun, ABC+3TC), Trizivir® (abakaBupa
cynbdattaugoynun+iamusyana, ABC+AZT+3TC), anedosupa, anedopupa

munuBokcuia, Stribild ® (siBuTerpaBup+koOULKCTaATHTEHODOBUP AU3OMPOKCHI PymMapar
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+aMTpULUTaOWH), PIIMUBUPHUHA, puinuBupuHa ruapoxnopuaa, Complera® (Eviplera®,
PUWINHBUPUH +TeHO(DOBUDP IU30MPOKCIIT yMapaT +3MTpHULHTAONH), KOOUIKCTATA,
Atripla® (3daBupen3+TeHoGOBHp AU3OMPOKCUI PyMapat +dMTpULTAONH), aTa3aHABHUDA,
aTaszaHaBHUpa CyJbdaTa, JOIyTerpaBupa, ansurterpasupa, Aluvia® (Kaletra®,
JIOMUHABUP+PUTOHABHP), PUTOHABHPA, SMTPULUTAOWHA, aTa3aHaBUpa CyjbdaTa +
PHUTOHABHUD, JAPYHABHPA, JAMHUBYIHHA, IPOJIACTHHA, (hocaMIIpeHaBHpa, (ocaMIpeHaBupa
kasb1us, dgasupensa, Combivir® (3unopyausa-tnamuBynus, AZT+3TC), stpaBupuHa,
He(nmHABUpa, He(IMHABHPA Me3uyiaTa, HHTepdepoHa, TUAAHO3UHA, CTABY/INHA,
WHINHABHPA, HHAXHABHPA CyJb(aTa, KOMOMHAMK TeHODOBUD + JTAMUBYIHH, 3UAOBYIHHA,
HEBHpAIKNHA, CAKBUHABH A, CAKBUHABHPA ME3UJIATA, aJIbIECIIEHKIHA, 3aJIbIUTA0NHA,
THIIPAaHABHPA, aMIIPEHABUPA, AeJIABUPU IHHA, NeaBupuaiHa Mme3unata, Radha-108
(Receptol, peuernton), Hlviral, komOunanu naMuByaquH + TeHO(QOBUP AU3OMPOKCHIT
bymapar, komOuHanKK 3(paBupeHs3 + JaMUBYAUH + TeHO(OBHP AU30MPOKCHI hymapar,
dbocdasmma, KoOMOHHAIMH JJAMUBYIHH + HEBUPAIIMH + 3uIOBYIHH, abakaBupa, abakaBupa
cynbdara, TeHOhOBHPA, TEHODOBHPA AU3ONPOKCUIIA, TEHODOBHPA TU30MPOKCHIIA
dbymapara, reHodosupa anadenamuna, renodosupa anadpenamuna Gymapara u reHopoBupa

anadenamua remudymapara.

31. dapmarieBTHYECKas KOMITO3UIUs 10 JTE0bomy u3 . 1-30, rae onuH u3
JOTOJTHUTENIBHBIX TEPANeBTHUECKUX areHTOB BeIOpaH 13 TeHohoBupa anadenamuna,

tenodorupa anadenamuna hymapara u teHodopupa anadenamuaa remupymapara.
32. Crnocob uHrHOupoBaHus OOPAaTHOW TPAHCKPHUITA3BI Y HY)KIAIOIIErOCsS B 3TOM
cyObeKTa, BKIIIOYAOIINKA BBEAeHHE (hapMaIleBTHUECKONH KOMITO3UIIUH 110 JIFOOOMY U3 mit. 1-

31 yka3aHHOMY CyOBEKTY.

33. Cniocob nevenus wiu npenotepamernss BUU-undexunu y cyObekTa, BKIFOYAFOLIHI

BBeZeHrEe (papMaleBTHUECKONH KOMITO3UIIUH 110 JIFoOoMy u3 mir. 1-31 ykazaHHOMY CYOBEKTY.
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34, IIpumenenue dhapmMarieBTHUECKON KOMITO3HIIHH MO JJr00oMy u3 . 1-31 mis
W3TOTOBJICHUS JIEKAPCTBEHHOI'O CPENICTBA AJIsl JIeUueHUsl Ui npenorspaineHus BHY-

UH(EKIUH y CyOBeKTa.

35. IIpumenenue dhapmarieBTHUECKOW KOMITO3HIIHH MO Jr00oMy u3 . 1-31 mwist neueHus

uu npenotepaiienus BUU-undeknuu y cyobekTa.

36. IIpumenenue papmManeBTHYECKOH KOMIIO3UIHH MO JIoOoMy u3 mi. 1-31 st

uHruOMpoBaHus obpatHoW TpaHckpunTassl BUY y cyOnekra.

37. IIpumenenue hapMareBTHUECKON KOMITO3UIHH M0 JIFoOoMy m3 . 1-31 mist

uHruOupoBaHus 00paTHO! Tpanckpuntassl BUY in vitro.

38.  Cnoco0 neuenust BUU-nndpexkunu y cyObekTa, BKIFOYAKOLINN BBEAEHHE CyOBEKTY,

HY)KIaroImeMycsi B 5toM, coenuaenus popmysr (I):

R* R3
5
RGeS
” N//\
R7 RS NH
R% 1
Shhg!
XA X
Q e
R (D
rae
T R10 |
97 v N
R I Rgv
Q npencrasisier coOoi N HJTH R

xakapii X!, X? u X3 nesasucumo npexacrasiser coboit N uau C(R!'!), npu yenosuu, uro
makcumyMm 2 u3 X!, X? u X? npencrasnsor coboit N;

R! mpencrasnser coboii -H, -CN, -OR?, ranoren umu C)6anku,

R? npencrasnser coboit -H, -CN, -OR? unu C)sanku,

R® mpencrasnser coboii -H, -OR?, -NR?R?, -NHC(O)NR?R? umu C-6anku;
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R* mpencrasnser coboii -H, ~OR?, ranoren, -NO2, —CN, -NR?R®, -NHC(O)NR?R® umu Ci-
GAJIKHIT,

R’ npencrasnser coboii -H, ~OR?, ranoren, -NO2, —CN, -NR?R®, -NHC(O)NR?R® uu Ci-
GATIKIJT,

R® npencrasnser coboii -H, ~OR?, ranoren, -NO2, —CN, -NR?R®, -NHC(O)NR?R uu C;-
6AJIKIJT,

R7 npencrasnser coboit Cisankun, rajgored, —OR?, —CN umu —NO»;

R® npencrasnser coboit Cisankun, rajgored, —OR?, —CN umu —NO»;

R’ npencrasnser co6oit -H umm Cisankui;

R!° npencrasaser coboit -H umu Cisankun,

xaxaeii R mesapucumo npencrasnser coboit -H, -CN, -OR?, ranoren um Ci6a ki, 1
xaxplii R? u RP mesasucumo npencrasmser coboit -H, Cisamxmn umu Cs.10IHUKITOANKHI,
Wi ero hapMareBTHYECKH TTPUEMIIEMON COJIH;

B KOMOMHAI[UH C OJJHUM, [ABYMsI, TPEMSI UJIH YETHIPbMS IOMOJIHU TETbHBIMH

TEPANCBTUYCCKUMU ar€HTaMU.

309, Crniocob mo 1. 38, rae JOMOSHUTENBHBIN TEPANIEBTHUECKHI areHT HE3aBUCHMO
BbIOpAH M3 IPYIIIIBI, COCTOSIIEH U3 COEMHEH I, HHrHOnpyromux mporeasy BUY,
HEHYKJIEO3HIHbIX HHTHOUTOPOB 00paTHOM TpaHCckpunTazsl BUY, HyK1€031 qHBIX
HHTHOUTOPOB 00paTHOI TpaHckpurntassl BUY, HyKI€OTHAHBIX HHTHOMTOPOB O0OPATHOI
tpaHckpunTassl BUY, naruburopos unterpassl BUY, uaruburopos gp41, HHrHOUTOPOB
CXCR4, uaruburopos gpl20, uarudburopos CCRS, HHrHOMTOPOB MOTMMEPU3ALIHHN KAIICHIA

U IPYTUX JIEKAPCTBEHHBIX CPeACTB i jeueHuss BUY u ux koMOnHamu.

40. Crniocob mo 1. 38, rae JOMOMHUTENBHBIN TEPANIEBTHUYECKHUI areHT HE3aBUCHMO
BbIOpaH u3 panrerpasupa, Truvada® (tenodosup muzonpokci pymapar +3MTpHLHTAOHH,
TDF+FTC), mapaBupoka, supyeuptuaa, Epzicom® (Livexa®, abakasupa cynbdar
+namuByaua, ABC+3TC), Trizivir® (abakaBupa cyibhaT+3uI0ByaHIaMUBYANH,
ABCH+AZT+3TC), anedorupa, anedpopupa aunusokcunia, Stribild ®
(anBUTErpaBUP+KOOHLIKMCTATHTEHODOBUP AU3OMPOKCHI (hyMapaT +3MTpULUTAONH),

puwinuBUpUHA, pusnuBupuHa ruapoxiopuna, Complera® (Eviplera®, punnusupus
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+renodoBup muzonpokcun pymapat +amMTpuLHTaOHH), KoOuucTara, Atripla®
(3¢paBupenz+renodosup muzonpokcui pymapaTt +IMTPULHTAONH ), aTa3aHABHPA,
aTaszaHaBHUpa CyJbdaTa, JOIyTerpaBupa, ansuterpasupa, Aluvia® (Kaletra®,
JIONUHABUP+PUTOHABHP), PUTOHABHPA, SMTPULUTAOWHA, KOMOWHAIINK aTa3aHABUD CyJbdaT
+ puToHaABHUp, NAPYHABUPA, JAMHUBYAMHA, IPOJIACTHHA, (pocammpeHasmpa, pocammnpeHasmpa
kasb1us, ddasupensa, Combivir® (3unopyausa-tnamusynus, AZT+3TC), stpaBupuHa,
He(nmHaBUpa, He(IMHABHPA Me3uIaTa, HHTepdepoHa, TUAAHO3WHA, CTABY/IUHA,
WHAWHABUPA, UHANHABHPA Cysbdarta, koMOuHamKu TeHO)OBUD + TAMUBYIUH, 3UIOBYAHHA,
HEBHpAIMHA, CAKBUHABH A, CAKBUHABHPA ME3UJIATA, aJIbIECIIEHKIHA, 3aIbIUTA0NHA,
THIIPAHABUPA, AMIIPEHABUPA, NeaBUPUIANHA, NenaBupuanHa mesunara, Radha-108
(Receptol, peuernton), Hlviral, komOunauu namMuByaus + TeHO(QOBUP AU30MPOKCHIT
bymapar, komOuHanuHu 3paBupeHs3 + JaMUBYAUH + TeHO(OBHP AU30MPOKCHI Pymapar,
dbocdasmna, KOMOUHAIMH JAMUBY/IHH + HEBUPAIIMH + 3uIOBYIHH, abakaBupa, abakaBupa
cyabdarta, TeHODOBHPA, TEHODOBHPA AU3OMPOKCUIIA, TEHODOBHPA AU3OMPOKCHIIA
dbymapara, reHodosupa anadenamuna, renodosupa anadpenamuna Gymapara u reHopoBupa

anadenamua remudymaparta.

41. Crnoco6 o mobomy u3 . 38-40, rae OiH U3 IOTMOJHUTENBHBIX TEPANEBTHYECKIX
areHToB BhIOpaH U3 TeHO(oBHpa anadenamuaa, TeHopopupa anadpeHamuaa pymapara u

teHo(oBUpa anadenamua remudpymaparta.

42.  Cnocob mo nrobomy u3 . 38-41, rae coequnenue Gopmysl (I) mpeacrasiser
coboii coenuHeHne HOPMYJIBL;

NH,

N

N
/)\NH

N

s

Il
N

WM ero ¢hapMareBTHIeCKH NPHEMIIEMYIO COJTb.
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43.  Cnoco6 mo mrobomy u3 nm. 38-41, rae coequnenue dopmynsl (I) mpeacrasnsier

co0oii coemuHeHne HOPMYJIbL:
NH,
~N

P

INNH
(J C

X
X

Il
N

—2Z

[l
N

W ero papManeBTUIYEeCKU IPHEMIIEMYIO COJIb.

44,  TIlpumenenue coequnenus popmyJsi (I):

R R3
B
RS N/)\
R R® NH
R ’
J "
XX
Q Y
R? (D)
rae
T R10 |
LEEN o N
R /\ﬂ Rgv
Q npencrasisier coboit N T RO

xakapii X!, X? u X3 nesasucumo npeacrasaser coboit N umu C(R!'!), npu yenosuu, uro
makcumyMm 2 ui X!, X? u X3 npencrasnsior co6oii N;

R! mpencrasnser coboii -H, -CN, -OR?, ranoren unu C)6anku,

R? npencrasnser coboit -H, -CN, -OR? unu C)sanku;

R® npencrasnser coboii -H, -OR?, -NR?R?, -NHC(O)NR?R® uu C-6a0ku;

R* npencrasnser coboit -H, ~OR?, ranoren, -NO», —-CN, -NR?R?, -NHC(O)NR?*R® uymu Ci-

6AJIKILT,
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R’ npencrasnser coboii -H, ~OR?, ranoren, -NO2, —CN, -NR?R®, -NHC(O)NR?R® umu Ci-
GATIKHT,

R® npencrasnser coboii -H, ~OR?, ranoren, -NO2, —CN, -NR?R®, -NHC(O)NR?R? uu Ci-
GATIKIT,

R npencrasnser coboit Cisankun, rajgored, —OR?, —CN umu —NO»;

R® npencrasnser coboit Cisankun, rajgored, —OR?, —CN umu —NO»;

R’ npencrasnser co6oit -H mmm Cisanku;

R mpencrasnser co6oii -H nmn Ci.sanku,

xaxapiii R mesaBucumo npencraenser co6oii -H, -CN, -OR?, ranoren um C6anku, u
xaskabii R? u RP mesasucumo npencrasmser coboit -H, Cisanku umm Cs.1oLUKIOATKIIT,
Wi ero apMareBTHIECKH TPUEMIIEMON COJIH;

st tevenust BUU-undexunu y cyonvekra, rae coenunenue Gopmyast (I) BBoast cyObexry,
HY)KIAIOIIEMYCS B 9TOM, B KOMOWHAIIMK C OJHHM, IBYMs, TPEMSI WJIH YEThIPbMS

AONOJHUTECJIBHBIMU TEPAINICBTUYCCKUMU ar€HTaMu.

45, IIpumenenue no 1. 44, rae JONMOJHUTEIBHBIN TEPANIEBTUUECKUI areHT He3aBUCUMO
BbIOpAH M3 FPYIIIIbBI, COCTOSIIEH U3 COENMHEH I, HHrHOnpyromux mporeasy BUY,
HEHYKJIEO3HIHbIX HHTHOUTOPOB 00paTHOM TpaHCckpunTazsl BUY, HyK1€031 qHBIX
HHTUOUTOPOB 00paTHO# TpaHckpuntassl BUY, HyKI€0THAHBIX HHTHOUTOPOB OOPATHOM
tpaHckpunTassl BUY, naruburopos unterpass BUY, uaruburopos gp41, HHrHOUTOPOB
CXCR4, uaruburopos gpl20, uarudburopos CCRS, HHrHOMTOPOB MOTMMEPU3ALIHHN KAIICHIA

U IPYTUX JIEKAPCTBEHHBIX CPeACTB i jeueHuss BUY u ux koMOnHamu.

46. Ilpumenenue no 1. 44, rae JONOJHUTEIbHBIN TEPANEBTUYECKHUI areHT HEe3aBUCUMO
BbIOpaH u3 panrerpasupa, Truvada® (tenodosup muzonpokci pymapar +3MTpHLHTAOHH,
TDF+FTC), mapaBupoka, supyeuptuaa, Epzicom® (Livexa®, abakaBupa cynbdar
+namuByaua, ABC+3TC), Trizivir® (abakaBupa cyibhaT+3uI0ByaHHHIaAMUABYAMH,
ABCH+AZT+3TC), anedorupa, anedpopupa aunusokcuia, Stribild ®
(anBUTErpaBUP+KOOHLIKMCTATHTEHODOBUP AU3OMPOKCHIT (hyMapaT +3MTpULUTAONH),
puwinuBUpUHA, pusnuBupuHa ruapoxiopuna, Complera® (Eviplera®, punnusupus

+reHodoBup nuzonpokcun pymapar +amMTpuLHTaOHH), KoOuucTara, Atripla®
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(3¢paBupenz+renodosup nuzonpokcun pymapaT +IMTPHULUTAONH ), aTa3aHABHPA,
aTaszaHaBHUpa CyJbdaTa, JOIyTerpaBupa, ansuterpasupa, Aluvia® (Kaletra®,
JIOIMHABUP+PUTOHABHP), PUTOHABHPA, SMTPULUTAONHA, KOMOUHAIINK aTa3aHABUD CyJbdaT
+ puTOHABHUp, NAPYHABUDA, JAMHUBYAMHA, IPOJACTHHA, (pocammpeHasmpa, hpocammnpeHaBmpa
kasb1us, dgasupensa, Combivir® (3unopyausa-tnamusynus, AZT+3TC), stpaBupuHa,
He(nmHaBUpa, He(IMHABHPA Me3uyiaTa, HHTepdhepoHa, TUAAHO3WHA, CTABY/INHA,
WHIMHABUPA, MHAWHABHpPA CyJb(daTa, KOMOMHAIIMN TeHO(DOBUD + JTAMUBYIHH, 3UIOBYANHA,
HEBHpAINHA, CAKBHHABH A, CAKBUHABHPA ME3UJIATA, aJIbIECIEHKIHA, 3aJIbLUTA0NHA,
TUIIPAHABUPA, aMIIPEHABUPA, AeJaBUPHUANHA, AenaBupuaiHa mesuiata, Radha-108
(Receptol, peuernton), Hlviral, komOunauu tamMuByaus + TeHO(QOBUP AU30MPOKCHIT
bymapar, komOuHauKHu 3(paBupeHs3 + JaMUBYAUH + TeHO(OBHP AU30MPOKCHI hymapar,
dbocdasmna, KoOMOUHAIMH JJAMUBY/IHH + HEBUPAIIMH + 3uIOBYIHH, abakaBupa, abakaBupa
cyabdarta, TeHOhOBHPA, TEHODOBHPA AU3OMPOKCUIIA, TEHODOBHpPA AU3OMPOKCHIIA
dymapara, reHodosrpa anadpenamuna, reHoposupa anadpenamuaa Gymapara u reHopoBHpa

anadenamua remudymaparta.

47, IIpumenenue o a0bomy u3 mir. 44-46, rae OnuH U3 TOMOJTHUTEIBHBIX
TepaneBTHYECKHUX areHTOB BeIOpaH U3 TeHohoBHpa anadeHamuaa, TeHO(hOBHPa

anadenamuna ¢pymapara u teHodosupa anapenamuaa remudymapara.

48.  Tlpumenenue no grodomy u3 mm. 44-47, roe coenunenne Gopmysl (I) npencrapmisier

coboii coenuHeHue HOPMYJIBL:
NH,

=N
N/)\NH

2%

Il
N

YN ero ¢hapMareBTHYeCKH NPUEeMIIEMYIO COJTb.
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49.  Tlpumenenue no grobomy u3 nn. 44-47, roe coenunenne Gopmysl (1) mpencrapmisier
co0oii coemuHeHne HOPMYJIbL:

NH,

~N

PR

N NH
-
\I

~ I
N

|

|
N

WM ero ¢papManeBTUYeCKH IPUEMIIEMYIO COJb.
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