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4,6-JMAMUHOIIUPUO[3,2-DIIMUPUMHU/INHOBBIE COEJUHEHWS],
MOAYJUPYIOIIIUE TOLL-TIOAOBHBIE PEIHEIITOPBI

HNEPEKPECTHAS CCBIJIKA HA POACTBEHHBIE 3ASABKH

[0001] Hacrosmas 3asBka UCOPAIINBAET IPUOPUTET HA OCHOBAHUHU NPEABAPUTEIIBHON
3asiBku Ha mateHt CIIIA Ne 62/128397, momanHoii 4 mapta 2015 roma, u 62/250403,
nofaHHo# 3 Hos0pst 2015 roma, 0o0e M3 KOTOPBIX BKIKOYEHBI B HACTOSINEE OMHCAHUE BO

BCEH TOJHOTE JJIS BCEX LIEJIEH.
OBJIACTDb TEXHHUKH

[0002] Hacrosmas 3asiBKa OTHOCUTCS, B LE€JIOM, K COCIMHEHUsM, NPEACTABISIOLIUM
coboii  mopmynsaTopbl  toll-momoOHBIX  penenTopoB,  BKJIOYAs ~— COENUHEHUS
auamuHonupuno| 3,2 D]nupumununa, v papMaleBTHYECKUM KOMIIO3ULIUSIM, KOTOpPbIE, B
YaCTHOCTH, MOIyJUpYIOT toll-momoOubie peuentops! (Hanpumep, TLR-8), u cnocobam

UX MOJYyYCHUSA U IPUMECHEHMUS.

YPOBEHb TEXHUKH

[0003] CewmeticTBo toll-monodHbIx penentopos (TLR) urpaer pyHnameHTa bHYIO POJIb
B PACIO3HABAHUM MATOT€HOB M AKTUBALUH BPOXKAEHHOro uMMyHuTeTa. Toll-nmogoOHbii
peuentop 8 (TLR-8) npenMyInecTBEHHO SKCIPECCUPYETCS] MUEJIOUIHBIMA UMMYHHBIMHU
KJIETKAMH, ¥ aKTHUBALMs 3TOr0 peLenTopa CTUMYJIHPYET LIUPOKUH UMMYHOJIOTHYECKU
orBeT. AroHuctsl TLR-8 akTUBUPYIOT MHENOHIHbIE NEHAPUTHBIE KJIETKH, MOHOLUTSHI,
ICHIPUIHBIE KJIETKH, MOJYyYeHHbIE M3 MOHOLUTOB, U KieTku Kymndepa, npusoasume k
BbIPaOOTKE MPOBOCMAIHUTENbHBIX INTOKMHOB U XEMOKHHOB, TAKUX KaK WHTEpJICHKUH-18
(IL-18), wunrepneiikun-12 (IL-12) c¢akrop Hekpo3a omyxonei-ambdpa (TNF-o) wu
unrepdpepon-ramma (IFN-y). Takue aroHuUCTBI TakkKe CIIOCOOCTBYIOT —YCHIICHHIO
SKCIPECCUM  KO-CTUMYJIMPYIOIIMX MOJIEKYJN, Takux kak kierku CD8", ocHOBHbIE
MOJIEKYJIbl KomIulekca rucrocoBmectumoctd (MAIT, NK-kierkn) U XeMOKHHOBBIE

peLenTops.l.

[0004] B COBOKYNHOCTM AaKTHUBalMsl YKa3aHHBIX BPOXACHHBIX M aJaNTUBHBIX
UMMYHHBIX PEaKIUil MHAYLIUPYET UMMYHHBIH OTBET U OOECTIIEYMBAET TEPANEBTHUECKOE
MPEUMYIIECTBO MpPU PA3JUYHBIX COCTOSHUSAX, CBSI3aHHBIX C AyTOMMMYHHOCTBIO,
BOCHAJICHUEM, ajuleprueii, acTMOH, OTTOp)KEHHEM TPAHCIUIAHTATa, OOJIE3HBIO

TpaHcrutanTar npotuB xo3suHa (GvHD), uHbekuumeit, pakoM U UMMyHOAE(PHIIUTOM.



Hanpumep, B orHomenun rematura B aktuBammst TLR8 Ha mnpodeccmonanbHbIX
aHTUreHnpeacTaBsrommx kierkax (pAPC) m npyrux BHYTPUIEUEHOYHBIX MMMYHHBIX
KJIeTKax cBsi3aHa ¢ unaykuuen IL-12 u npoBoCnanuTeNbHbIX UTOKUHOB, KOTOpas, Kak
oxunaercs, ysenmuutr HBV-cnmeunguunbie orBerel  T-kIeTok,  akTUBHpYET
BHyTpurniedeHounble  NK-kjnetkm u  Oymer  CTUMyJIMpPOBaTh  BOCCTAHOBJICHUE
antuBupycHoro ummynnrera. Cm. Wille-Reece, U. ef al. J Exp Med 203, 1249-1258
(2006); Peng, G. et al., Science 309, 1380-1384 (2005); Jo, J. et al., PLoS Pathogens 10,
€1004210 (2014) and Watashi, K. ez al., J Biol Chem 288, 31715-31727 (2013).

[0005] VYvuurbiBas MOTEHHHMAN JICUYEHUs] IIMPOKOTO CHEKTpa 3a00JNeBaHU, OCTAETCs
noTpeOHOCTh B HOBBIX MopyssTopax toll-momoOHbix penentopos, Hampumep TLR-8.
OcobeHHO kenaTenpHbl aKTHBHblE U CeJeKTUBHble Moxaysstopbl TLR-8, kortopsbie

yYMEHbIIAIU Obl CJTy4au HELEJIEeBbIX PEaKIUi.

CYIIHOCTD U30BPETEHUA

[0006] B nHacTosiem onmMcaHUM MPEUIOKEHO coenuHerue Gopmysl (J):

i
NH
R1 s N
R N/)\NHQ
R? ™

WM ero (papManeBTHYECKH MpUeMIeMasi COJlb, TAE:
X npencrasnser coboit N umu CRY;
R! BrIOpan u3 rpynmel, cocTosmmei u3 Bomopona, rajorena, Cicankmma, CN, —
NR*R®, —S(0)1-0R?* u OR?, rae Ci-6alnkui HeoOA3aTeNbHO 3aMmemieH 1-5
20.
rpynnamu R,
R? BeIOpaH M3 TPYyMIbL, cOCTOsAIeH U3 Bogopona, rajorena, Cicankmma, CN, —
NR*R®, —S(0)1.2R?* u OR?, rae Ci-6ankui HeoOA3aTeNbHO 3aMmemieH 1-5
20.
rpynnamu R,
R® BeIOpaH M3 TPymmbl, cocTosmmel u3 Bogopona, rajorena, Cicankmma, CN, —
NR*R®, —S(0)1.2R?* u OR?, rae Ci-6ankui HeoOA3aTeNbHO 3aMmemieH 1-5
20.
rpynnamMu R,
R* mpencrasnsier coboii Ci.12 ankun, KOTOpbIi HeoOs3aTenbHO 3aMerneH 1-5

3aMECTHTEIIAMH, HE3aBUCHMO BHLIOPAHHBIME M3 ramorena, -OR?% —NR?RY,



CN, —C(O)R? —C(0)OR? —C(O)NR?R®, —-OC(O)NRR®, —NR*C(O)R®, —
NR?C(O)NR® -NR?C(O)OR®, —SR? —S(0)12R? —S(0)NRR,
NR?S(0);R®,  Cigramorenankuna, C3lUKIOANKAIA, 3-6-4IEHHOTO
reTepOLUKIINIA, TAe 3-O-4wIeHHBbId TIeTePOLMKIWI COAepkuT 1-3
reTepoaTroMa, BBIOPaHHBIX U3 KHUCIOpoaa, a3ota u cepsl, Ce.10 apuia u 5S-
10-unennoro rerepoapuina, rae 5-10-uneHHbIN reTepoapui CoaepKuT 1-3
reTepoaToMa, BEIOPaHHBIX M3 KHUCIOPO/A, a30Ta U CEPBHI,

rae Kaxnabil C3sLUUKIOANKUI, 3-6-uneHHbl rerepounkinm, Ce.o apun u 5-10-
YJIEHHBIN reTepoapun HeoOs3aTeNbHO 3amennen 1-5 rpynmamu R?!;

R pLibpan u3 Bomopona, ranorena, Cisankuna, CN, -NRR®, —S(0)1-.R? u OR?,
rae Ci-sankun HeoOs3aTeNnbHO 3ameneH 1-5 rpynmnamu R

kaxnbiii R* HesaBucuMO BbIOpaH U3 Tpymmbl, coctosmiel u3 ranorexa, Ci.
sranorenankuna, CN, -NR?R®, S(0)1..R? u OR%;

kaxnblii R*' HesaBucumo BbIOpaH W3 rpymmbl, coctosmieli u3 ranorexa, Ci.
sankuna, Cisranorenankuina, CN, -NR?R®, §(0)12R? u OR% n

kasxnpii R? 1 R® HesaBrcuMo BBIOpaH U3 TPYNMLI, cocTosel u3 Bogopona u Ci.
cankuna, rae Kaxaelii Cilealkua HeoOs3aTeabHO 3aMelneH  1-5
3aMECTHTEJISIMH, HE3aBUCUMO BBIOPAHHBIMH W3 TaJIOT€Ha, TMIAPOKCHUIIA,
aMuHO, 5-10-unenHoro rerepoapuna, rae S5-10-uneHHBI reTepoapui
comepxut 1-3 rerepoaroma, BBIOpAHHBIX M3 KHUCJIOPONA, a30Ta U CEPbL, U
Ci-sTaJIOreHAIKUIIA,

TpH ycoBuH, 4To koraa X mpexcrasiser coboit N, R! npencrasnser coboii CI,
R? mpencrasnsier coboit H u R npencrasnser co6oii H, Torna R* ne
npexacrasisietr coboit CHCH2OMe nmn CH>CH>SO2Me.

[0007] B nHacrosiieMm onucaHuu NMpenioxkeHo coequnenue Gopmysr (I):

@

HUJIN €10 (I)apMaL[eBTI/ILIeCKI/I npuemjiceMas COJib, ri€.



R! BrIOpan u3 rpynmel, cocTosmei u3 Bogopona, rajorena, Cicankumaa, CN, —
NR?R®, —S(0)1-2R? u OR? rue Ci-¢ankun HeoOA3aTENbHO 3aMelneH 1-5
rpynnamu R*;

R? BrIOpaH M3 TPyMIbl, cOCTOsAIeH U3 Bogopona, ranorena, Cieankumaa, CN, —
NR?R®, —S(0)1-2R? u OR? rue Ci-¢ankun HeoOA3aTeNbHO 3aMelneH 1-5
rpynnamu R*;

R’ BeIOpaH M3 TPymNmbl, cocTosmel U3 Bogopona, rajorena, Cieankuma, CN, —
NR?R®, —S(0)1-2R? u OR? rue Ci.cankun HeoOA3aTeNbHO 3aMelneH 1-5
rpynnamu R*;

R* npencrasnsier coboit Ci.12 ankuj, KOTOpbIi HeoOs3aTeNbHO 3amerneH 1-5
3aMeCTUTEIIAMH, He3aBUCHMO BLIOpaHHBIMM M3 ranorena, -OR?% —NR?RY,
CN, —-C(O)R? —C(O)OR? —C(O)NRR®, ~OC(O)NR?R®, -NR*C(O)R®, —
NR?*C(O)NR® -NR?*C(O)OR®, —SR? —S(0)12R? —S(0),NRR?,
NR?*S(O):R®,  Cigranmorenankuna, C3.cLUKIOANKHNA, 3-6-4IEHHOTO
reTepOLUKIINIA, TA€ 3-O-ujieHHBbIH TeTePOLMKIMI  COAepKuT 1-3
reTepoaToma, BIOPaHHBIX U3 KHCIOpOAa, a3ora u cepbl, Ce.10 apuna u 5-
10-unennoro rerepoapuina, rae S5-10-uneHHbIN reTepoapuin coaepkur 1-3
reTepoaToMa, BEIOPAHHBIX M3 KUCIOPO/A, a30Ta U CEpHI,

rae Kaxnabiil CssLHUKI0anKui, 3-6-uneHHbld rerepounkinmi, Ce.o apun u 5-10-
uJIeHHbIH reTepoapun HeoOs3aTeIbHO 3amenies 1-5 rpymmamu R?!;

kaxaeii R?° HesaBHCHMO BBIOpaH W3 TPyMIbL cocTosimed u3 rajgoreHa, Ci.
sranorenankuna, CN, -NR?R®, S(0)1-2R? u OR%;

kaxaelii R?! HesaBuCHMO BBIOpaH W3 TPyMNIbL cocTosimel u3 rajgoreHa, Ci.
sankuna, Cisranorenankuna, CN, -NR?R®, §(0)12R? u OR% n

kaxabii R u R® HesaBucuMO BHIOpAH U3 IPyIIIBL, cocTosmel u3 Bogopona u Ci.
calkuia, rae Kaxaelii Cilealkua HeoOs3aTeabHO 3aMeleH  1-5
3aMECTUTEJISIMU, HE3aBUCHUMO BBIOPAaHHBIMU M3 TaJiOT€HA, THIPOKCHIIA,
aMuHO, 5-10-unenHoro rerepoapuna, rae 5-10-uneHHbIi rerepoapui
comep:kut 1-3 rerepoaroma, BEIOPAHHBIX U3 KUCJIOPOAA, a30Ta U CEPBI, U
C1-sTaJIOreHAIKUIIA,

npu ycnosuw, uTo koraa R! npencrasnser coboii Cl, R? npexacrasnser coboit H u
R’ mnpencraenser coboii H, Ttorma R* me mnpencrasnser coboii
CH>CH>0OMe unu CH,CH2SO2Me.

[0008] B nHacrosiimeM onmmMcaHUU MPENIOkKeHO coenunuenue Gopmyisl (IV):



R12
HN
1
R |N\ SN
R2TN N/)\NHZ
R3
®opwmyna (IV)

rae:

R! BbIOpan u3 rpynmbl, cocrosimel u3 Bopopoaa, ranorena, Cis ankuna, CN u
OR?, rae Ci6 ankun Heobs3aTeNbHO 3aMerteH 1-5 rpynmnamu R*;

R? BrIOpaH U3 rpymmbl, cocTosmeil u3 Bopopoaa, ranorena, Cis ankuna, CN u
OR?, rae Ci6 ankun Heobs3aTeNnbHO 3aMerteH 1-5 rpynmnamu R*;

R? BrIOpaH U3 rpymmbl, cocrosmeii u3 sogopona, rajgorena, Cis amkun, CN u
OR? rae C1.6 alKuI HeoOA3aTeNbHO 3ameleH 1-5 rpynmamu R?;

R!!' ppibpan u3 rpynmel, cocrosmeii us Ci ankuna, Cis nuxaoankuna u Ci
raJIOreHaNKUIIa,

R'2 ppi6pan w3 C1.3 ankuma, ranorena, -OR? -NR?R®, CN, —C(O)R? —-C(O)OR?,
—C(O)NR?R®, —OC(O)NR?R®’, —NR*C(O)R®’, -NR’C(O)NR®  —
NR?C(O)OR?, —SR? —S(0)12R? —S(0):NR?R®, —NR?S(O):R®, Ci.;
ranorerankuia, Cs.c HUKIOANKUIA, 3-0-4JIEGHHOTO TeTepOLUKIINIa, e 3-
O-4JIEHHBIH TE€TEPOLMKIIMI COAEpKUT 1-3 rerepoaroma, BbIOPAHHBIX U3
KHUCIIopona, azota u cepbl, Ce-10 apuna u 5-10-uneHHOro rerepoapuna, riue
5-10-uneHHbIll TEeTEpOApPHI comepkuT 1-3 rerepoaToma, BHIOPAHHBIX U3
Kucjopona, azora u cepbl, rae Ci.3 amKuwibHAs TpyIa HeoOs13aTebHO
3amenieHa | wim 2 3aMECTUTENSIMH, HE3aBHCUMO BBIODAHHBIMH W3
ranorena, -OR? -NR*R® CN, -C(O)R? —C(O)OR? —C(O)NRR®, -
OC(O)NRRP®, —NRC(O)R®, —NR?*C(O)NR® —NRC(O)ORP®, —SR?
S(0)2R?, —S(0)NRR® -NR?S(O)R?, Ci; ranorenankuna, Cs.s
LUKJIOANKUIa, 3-0-4JI€HHOrO TeTEpOLMKIWiIa, Iae  3-0-4JIeHHbIN
reTepPOLUKIIUIT COAEepKUT 1-3 rerepoaToma, BHIOPAHHBIX U3 KHCJIOPOJA,
azora u cepbl, Cs.10 apuna u 5-10-unenHoro rerepoapwia, rae S5-10-
YIEHHBIH TeTepoapuyl COAEPKUT 1-3 rerepoaroma, BBIOPAHHBIX U3

KHCJIOPOZA, a30Ta U CepblI;



R! Bri6pan u3 Ci ankuna, ranorena, -OR?, —~NR?R®, CN, —-C(O)R? —C(O)OR?,
—~C(O)NR?R®, —OC(O)NR?R®’, —NR*C(O)R®, -NRC(O)NR®  —
NR?C(0O)OR®, —SR? —S(0)12R? —S(0):NR?R®, —NR?S(0):R®, Ci.
ranoreHankuia, Cs.s HUKIOANIKUIA, 3-0-4JIGHHOTO TeTePOLUKIINIA, Iae 3-
O-4JIeHHBII TeTEePOLMKINII COAEpKUT 1-3 rerepoaroma, BbIOPAHHBIX U3
KHUCII0pona, a3ota u cepbl, Ce-10 apuna u 5-10-uneHHOro rerepoapuna, riue
5-10-unenHsbIi reTepoapms comepkut 1-3 rerepoatoma, BHIOPAHHBIX U3
Kucjopoaa, azora u cephl, rae Ci ankuia HeoOs3aTeNnbHO 3aMelieH 1-2
3aMeCTUTEIIAMH, He3aBUCHMO BLIOpaHHBIME M3 ranmorena, -OR?% —NR?RY,
CN, —-C(O)R? —C(O)OR? —C(O)NRR®, ~OC(O)NR?R®, -NR*C(O)R®, —
NR*C(O)NR® -NR?*C(O)OR®, —SR? -S(0)12R? —S(0)NRR?,
NR?*S(0O):R®, Ci ranorenankuna, Ci. HMKIOAJKMIA, 3-6-4IEHHOTO
reTepOLUKIINIA, TA€ 3-O-ujieHHBIH TeTePOLMKIMI  coaepkuT 1-3
reTepoaToma, BBIOPaHHBIX U3 KHCIOpoaa, azora u cepbl, Ce.10 apuna u 5-
10-unennoro rerepoapuna, rae 5-10-uneHHbll reTepoapuin Coaepkur 1-3
reTepoaTomMa, BBIOPAHHBIX M3 KHCIIOPO/a, a30Ta U CEpbI;

kaxeiii R HeszaBHcHMO BBIOpAH M3 TPYIIbI, COCTOsALIeH u3 ranoreHa, CN, —
NRR® u OR?; u

kaxbiii R? 1 RP HesaBucuMo BEIOpaH U3 Tpymmsl, cocTosmeil u3 Bogopoaa u Ci.;
ankuna, rtae kKaxapii Ci3  ankuia  HeoOsi3aTeabHO 3aMelieH  1-3
3aMECTHTEJISIMH, HE3aBUCHUMO BhIOpaHHBIMH 13 raynoreHa, -OH u NHa.

[0009] CormacHO HEKOTOPbIM BapUaHTaM pealu3aldyd B HACTOALIEM OMHCAHUU
npeayiokeHa (papmaneBTUYECKass KOMIIO3MLMS, COJAEpKaIlas COEAMHEHHE COTJIACHO
HACTOSIIIEMY ONHCAHUIO, WM ero (apMaleBTHYECKH MPHEMIEMYI0 COJb M|
(dapmareBTHUECKH MpHEMJIEMOe BCIOMOraresibHOoe BemecTBO. COrjlaCHO HEKOTOPBIM
BapHaHTaM peanu3auvy (papMaleBTHUECKash KOMIIO3ULMS COAEPKUT OAWH Wim Ooyee

AOMOJIHUTECIIbHBIX TEPANICBTUYCCKUX arCHTOB.

[0010] CormacHO HEKOTOPHIM BapHAHTAM  peATH3AlNH  TNPEUIOKEH  Crocod
Moayauposanuss TLR-8, BKIOYarOmuUi BBEACHHE COCAUHEHMsI COIJIACHO HACTOSILEMY
OMHCAHMIO, WIN ero (apMaleBTHUECKH MPUEMIIEMON COJIM, MHAUBUAYYMY (Hanpumep,

YEJIOBEKY ).

[0011] CornacHO HEKOTOPHIM BapUAHTAM peaU3alMK MPEIJIONKEH Crocod JieueHus

WIA TPEAOTBpAlleHNs] 3a00JEeBaHUSI WM COCTOSHUSI, PEarHpyOLIero Ha MOAYJISILHIO



TLR-8, BxirovaroImuii BBECHHE HHANBUIAYYMY (Hanpumep, 4eNoBeKY ), Hy KA IeMYyCsI
B OTOM, TepameBTU4YeCKH 3(PQPEKTUBHOrO KOJMYECTBA COEAMHEHHUS  COTJIACHO
HACTOSIIEMY ONHMCAHUIO WM ero (apmaueBTHUeCKH mnpuemieMoi comu. CoriacHo
HEKOTOPbIM BAapUaHTAM pealn3aliy Croco0 JIeYeHHWs WM  IPEeIOTBPAILEHHS
3a0ojeBaHMsl WM COCTOSTHUS, pearupyromero Ha wmonyysinuio TLR-8, Bkimrowaer

BBCACHHEC OQHOI'O UJIN Oouee AOMOJIHUTECJIbHBIX TEPANCBTUYCCKUX AIrCHTOB.

[0012] CormacHO HEKOTOPHIM BapUAHTAM peaM3alUU TMPEIJIOKEH CIocod JieueHus
WIN TPENOTBPALIEHUsT BUPYCHONH WH(QEKIHUH, BKIIOYAOMUN BBEACHHE HHIUBUAYYMY
(Hanpumep, 4YenoBeKy), HYXJAIOLIEMyCsl B O3TOM, TepaneBTU4YeCKU 3((HEKTUBHOTO
KOJINYECTBA COEMHEHHs COIJIACHO HACTOALIEMY OIMCAHMIO WUJIH €ro (papMalieBTUYECKH

MIPUEMIIEMOU COJIH.

[0013] CornacHO HEKOTOPBHIM BapHAHTAM peaM3aLMH TPEJIOKEH CIOCO0 JieueHus
WIA TPEeNOTBpPAIEHUS] BUPYCHOH HWH(pEKIUU remnatuta B, BKIIOYAKOLINI BBEICHHE
UHIUBUAYYMY (Hanpumep, 4YENOBEKY), HYXIAIOIIEMyCss B O5TOM, TepPaneBTUYECKH
5 (PEeKTUBHOTO KOJNYECTBA COEAMHEHMs COTJIACHO HACTOSINEMY OIHMCAHUIO MM €ro
bapmaneBTHUECKH TTpreMyeMoil coi. COracHO HEKOTOPHIM BapUaHTAM peau3aluu
CHoco0 JIEYeHUsl WJIM TPENOTBPAINEHUs] BHPYCHOW WH(EKIHH renatura B BrirodaeT
BBEJICHHUE OHOTO WM OoJiee NOMOJHHUTEbHBIX TE€PANEeBTUYECKUX areHToB. (CoriacHo
HEKOTOPbIM BapHaHTaM peaJU3aluy WHIUBUAYYM TNPEACTaBIsieT coOOi uenoBeka,

UH(HUIHMPOBAHHOTO BUPYCOM rematuta B.

[0014] CornacHO HEKOTOPHIM BapUAHTAM pPeATU3ALUU TPEIJIONKEH Crocod JieueHus
wii npenorBpamennss BUY-unpexkuuy, BKIIOYAIOIMMA BBEACHHE HHIUBUAYYMY
(HampuMep, 4YeNOBEKY), HYKAAIEMyCs B 3TOM, TepamneBTudecku 3(dexTruBHOrO
KOJINYECTBA COEMHEHHs COTJIACHO HACTOSLIEMY OIMHCAHHIO WJIH €ro (papMarieBTUYECKH
npuemieMoit coi. CorylaCHO HEKOTOPBIM BapHAHTAM PEATU3ALUH CIIOCO0 JIEUEHUS M
npenotepamiernss BUY-uHpekunun BKIOYaeT BBEOEHHE OJHOrO WM  Ooiee
JIOTIOJIHUTEJIbHBIX TepaneBTHUYeCKUX areHToB.  CoOrjacHO HEKOTOpPhIM BapHUaHTam
pean3anu UHANBUAYYM TPEACTaBIsieT cOOOH yenoBeka, MHQULIHUPOBAHHOTO BUPYCOM

BUY (manpumep, BUU-1).

[0015] CornacHO HEKOTOPBIM BapUAHTAM peaM3alUU TPEIJIONKEH Crocod JieueHus
runepnpoiudeparuBHoro 3adoneBaHust (Hanpumep, paxa), BKIIOYAOIINHA BBEICHHE

UHIUBUAYYMY (Hanpumep, 4YENOBEKY), HYXKIAIOIIEMyCs B O5TOM, TEpPANeBTUYECKH



3¢ GEeKTUBHOrO KOJNYECTBA COEAMHEHMs COTJIACHO HACTOSINEMY OIHCAHUIO MU €ro
dapmauesTruecku npuemieMoil coan. CoOrIaCHO HEKOTOPHIM BapHAaHTAM peali3aluu
crioco0 JneueHus rurneprnpoiaudepaTuBHOro 3aboneBaHust (Hanpumep, paxa) BKIIOYAET
BBEJIEHHE OAHOro WM Oojiee JOMONHUTENbHBIX TepaneBTUYecKux areHToB. CoriacHo

HEKOTOPBIM BapHaHTaM peaiu3alii HHANBUAYYM MPEICTABIsIET COOOH YeIoBeKa.

[0016] CornacHO HEKOTOPHIM BapHaHTAM peATU3ALUU TPEIJIOKEHO COEANHEHUE
COIJIACHO HACTOSIIEMY ONHCAHUIO WM ero (apMaleBTHYECKH NpUeMieMasi COJb IS

MNPUMEHCHUS B MeI[I/ILIHHCKOﬁ TEpanmu.

[0017] CornacHO HEKOTOPHIM BapHaHTAM peATU3ALUN MPEIJIOKEHO COEANHEHUE
COIJIACHO HACTOSIEMY ONHCAHUIO WM ero (papMaleBTUYECKH NpuemieMasi COJb s
NPUMEHEHUsT Ui JICUEHHs] WM TMPEeJOTBpPAIleHUs] 3a00NeBaHUS WM COCTOSHUS,
pearupytouero Ha moayJisituio TLR-8. CorimacHo HEKOTOpPBIM BapHaHTaM peaiu3aluu

3a00JIeBaHIe W COCTOSIHUE MPEACTABIISIET COOOH BUPYCHYIO HH(EKIIHIO.

[0018] CormacHO HEKOTOPHIM BapUaHTaM peaTH3alUd IPEJIOKEHO COeANMHEHUE
COTJIACHO HACTOSAILIEMY ONHMCAHHMIO WM ero (hapMaleBTUUeCKH NpHeMieMast COJb I

MMPUMEHCHUS AJIs1 JICUEHUS WIN NPECAOTBPAICHUS Ir'e€liaTuTa B.

[0019] CormacHO HEKOTOpPHIM BapUaHTaAM pealU3alUUd MPEIJIOKEHO MPUMEHEHUE
COEAMHEHUS COMIACHO HACTOSIIIEMY OMUCAHUIO MM ero (papMaleBTUYECKHU MPUeMIIEMOH
CONU JJIsl MOJY4YEHUs JICKAPCTBEHHOIO CPEACTBA IS JIEYEHUs WM MPEAOTBPALLEHUs

3a00sIeBaHMSI MM COCTOSIHMS, pearupyromero Ha Monysiuio TLR-8,.

[0020] CormacHO HEKOTOpPHIM BapUaHTaM pealu3aliyd MPEIJIOKEHO MPUMEHEHUE
COEAMHEHUS COMIACHO HACTOSIIEMY OMUCAHUIO HIIH ero (papMaleBTUYECKH MPUEMIIEMOH
CONU AN MOJY4YEHUs JIEKAPCTBEHHOIO CPENCTBA IS JIEYEHUs WM NPEAOTBPALLECHUS

renatura B.

[0021] Takxke mpemIokKeHbI HAOOPBL, CONEpKALUE COEOUHEHWs, WU UX
dapMalleBTHUECKU TpUeMJIeMble COJNM, WiH (apMaleBTHUECKHEe KOMITO3ULIUH,
onucaHHble Bbille. Takke NPEATONKEHBl M3JENUs, COAEpKALIMe EIUHUYHYIO 03y
COeMHEHNH Ui uX (papMaleBTUYECKH MPUEMJIEMbIX COJIeH, ONMUCAHHBIX BhIlIe. Takke

MPEAJIONKEHBI CITIOCOOBI MOJTYy4YCHUA CO€IMHEHHI COTJIACHO HACTOALIEMY OITMUCAHUIO.



NOJAPOBHOE OITUCAHHUE

[0022] Hwuxkecnenyroluee ONUCAHUE CAEIAHO C MOHMMAHHEM TOrO, YTO HACTOSILIEE
OMHCAaHUE CJEeAyeT paccMaTpUBaTh KakK TMpPHUMEp 3asBJIEHHOTO TMpeAMETa U He
npeaHa3HaueHO Uil OrpaHMYeHHs — npwiaraeMod  Qopmynbl  u300peTeHus
NPOUIIFOCTPUPOBAHHBIMHA KOHKPETHbIMU BapuaHTaMH peanr3anun. 3aron0131<1/1,
UCIIOJIB3YEMBIC B HACTOALIEM OMNHCAHUHW, MNPUBCACHbI IJIA y,I[O6CTBa U HE JOJI’)KHBI
HCTOJIKOBBIBATHCS KaK OrpaHUYuBaromue Gopmyiy n3odpereHus: KakuM-ando oopasom.
BapI/IaHTbI peanm3anuu, NpoOUJIIFOCTPUPOBAHHBIC IO J'[}06I>IM 3aroJiOBKOM, MOTYT 6bITb
00BEIMHEHBI C BAPHAHTAMH peATU3aLiH, TPOMITIOCTPHPOBAHHBIMHU O] JEIOOBIM APYTUM

3aroJIOBKOM.
L. OIIPEAEJIEHHA

[0023] Ecnau He yka3aHO MHOE, BCE TEXHUYECKUE U HAYYHbIE TEPMUHBI, UCIIOIb3yEMbIE
B HACTOSIIIEM JAOKYMEHTe, UMEIOT TO K€ 3Ha4eHHe, KOTOpoe OObIMHO IOHHMAETCs
CIELUAJICTOM B JaHHOH 00JacTH TeXHUKHU. YepTouka mepen Win B KOHLE XUMHYECKOM
IPynnbl TpUBEJeHa B LesAX yaoOCTBa Ui YKa3aHWsS TOYKH NPUCOCTUHEHHS K
UCXONHOMY (parMeHTy, XUMHUUYECKUE TPYMIbl MOTYT ObITh W300pa’ke€Hbl C OJHOW MU
HECKOJIbKUMH YepTOYKaMH WiH 0e3 HHUX, He Tepsii CBOEro OObIYHOTO 3HAYEHHS.
Ipedukc, Takoi kak «Cyv» win (Cy-Cy), yKa3bIBa€T, 4TO CIEAYIOMIAs TPYIIIA CONEPKHUT
OT U JI0 V aTOMOB YIJIepoJia, I/ie U U V SBJSIFOTCS LenbiMu unciaamu. Hampumep, «Ci.

6AJIKMJT» O3HAYaeT, YTO aJIKUJIbHAs IPYIIa COAEPKUT OT 1 10 6 aTOMOB yriepoaa.

[0024] «Ankun» mpencrasisieT cOOOU JTMHEWHBIN WM Pa3BETBIICHHBIN HACBHIIECHHBIN
OHOBAJIEHTHBIN yrieBonopona. Hanpumep, ankuiabHas rpynmna MOXKET COaepxkaTb OT 1
1o 10 aromoB yraepona (t.e., (Ci-10) ankun), wim ot 1 1o 8 aromoB yriepona (t.e., (Ci-g)
ankun), wim ot 1 go 6 aromoB yruepona (t.e., (Cis amkun), wim ot 1 1o 4 atomoB
yraepoga (t.e., (Ci4) anxwn). IlpuMepbl aJKWIBHBIX TPYMI BKJIIOYAKOT, HO HE
orpannumBaroTcss umu, merun (Me, -CHs), stun (Et, -CH2CHs), 1-nporun (n-Pr, -
npornmn, -CHCH2CH3), 2-npormun (i-Pr, uzonpormn, -CH(CHs)z), 1-6ytun (n-Bu, -
oyrun, -CH,CH,CH»CHj3), 2-merun-l-npomun (i-Bu, wu3006ytun, -CH>CH(CHs)»),
2-0ytun (s-Bu, emop-6yrun, -CH(CH3)CH2CH3), 2-metun-2-nponun (7-Bu, #-OyTun, -
C(CHs3)3), I-nenTun (n-menTHII, -CH>CH2CH2CH,CH3), 2-neHTUN
(-CH(CH3)CH>CH,CH3), 3-meHTHI (-CH(CH2CH3)y), 2-metun-2-0y T
(-C(CH3);CH2CH3),  3-metun-2-6ytun  (-CH(CH3)CH(CHs)2),  3-metwn-1-Oytun



(-CH2CH>CH(CH3)»), 2-metui-1-Oytun (-CH,CH(CH3)CH,CH3), 1-rexcun
(-CHzCHzCHzCHzCHzCH3), 2-TeKCui (-CH(CH3)CH2CH2CH2CH3), 3-rekcun

(-CH(CH»CH;3)(CH2CH>CH3)), 2-MeTUNI-2-TIEHTHIT (-C(CHs3),CH>CH>CH3),
3-MeTUN-2-NeHTUI (-CH(CH3)CH(CH;3)CH2CH3), 4-MeTUI-2-TIEHTUI
(-CH(CH;3)CH2CH(CH3)2), 3-metun-3-nentun (-C(CHs)(CH2CH3)2), 2-metuin-3-neHTun
(-CH(CH>CH3)CH(CH3)2), 2,3-numeTniI-2-0yTuin (-C(CH3)2CH(CHs)),

3,3-mumernn-2-6ytun (-CH(CH;3)C(CHs)s u oktun (-(CHz)-CH3).

[0025] «Ankenwn» — mpencraBnsieT  COOOW  JIMHEWHBIH WM Pa3BETBJICHHBIN
OIHOBAJICHTHBIA YIJIEBOJOPOAHBIM pajguKal C IO MEHbIIEH Mepe ONHOW YIIEepOA-
YIJIEPOIHOM ABOMHOM CBsA3b0. Hanpumep, alkeHWIbHAs IPyIina MOXKET COAEPKaTh OT 2 10
8 aromoB yrnepona (t.e., Cyg ankeHwn), wi or 2 no 6 aromoB yriepona (tT.e., Cis
ankeHwt), wim ot 2 1o 4 aromoB yriepona (T.e., Cr.4 ankenwn). [Ipumepsl nmoaxonsmmx
AJKCHWIbHBIX TPYNI BKJIKOYAOT, HO HE OrPaHUYUBAIOTCA WMMHU, 3TUICH WM BUHWI
(-CH=CH»), ammun (-CH,CH=CH;), S5S-rexcenmn (-CH,CH>CH,CH,CH=CH,) u 3-
rexcenun (-CH,CH,CH-CHCH,CH>).

[0026] «AnkuHmT»  TpeacTaBiasieT  COOOH  JIMHEWHBIH WM Pa3BETBJICHHBIN
OIHOBAJICHTHBIN YITIEBOJOPOAHBIN pajguKal C IO MeEHbIIEH Mepe OJHOM yriepoa-
YIJIEPOJTHOM TPOMHOM CBs3bI0. Hampumep, alkuHuiIbHAs IPyIIna MOKET COIepkarh OT 2 10
8 aToMoB yriepona (T.e., Cr.g aikuH), Wim oT 2 10 6 aTroMoB yriepona (T.e., Ca. aTKUHII),
wi oT 2 1o 4 atomoB yraepoaa (t.e., Ca4 ankunwmn). IIpumepsl aJKWHHIBHBIX TPYIII
BKJIFOYAIOT, HO He orpaHnunBarotcs umy, auerwieHmn (-C=CH), nponaprun (-CH>C=CH)

n —CH»-C=C-CHs. .

[0027] HMcnonp3yeMblil B HACTOALIEM AOKYMEHTE TEPMHMH «rajo» WIM «rajoreH»

otHocutcs K ropy (-F), xnmopy (-Cl), 6pomy (-Br) u tiony (-1).

[0028] HMcnonp3yeMsblil B HACTOSAILEM AOKYMEHTE TEPMHH «TaJIOr€HANKUID) OTHOCHTCA
K aJKWIy, KaK OIpPEAENIeHO B HACTOALIEM JOKyMEHTe, Iie OAMH WM Oojiee aTOMOB
BOJOPOJa AJIKUJIA HE3aBUCUMO 3aMEIEH IaJOreHOBbIM 3aMECTUTENIEM, KOTOPBIH MOKET
OBITh OIMHAKOBBIM WM pa3nuvHbiM. Hanpumep, Ci-sraoreHamKuI npeacTaBisier coOoi
Ci-sankui, rae oguH unu Oojee aToMoB Bogopoaa Ci-salkuia 3aMEHEHBI raJIOTeHOBBIM
3amectuTeneM. IIpuMepsl raJoreHaNKIbHBIX TPYIIIT BKIIFOYAIOT, HO HE OTPAHUYHUBAIOTCS
umy, propmerin, GTopxiopMeTiul, AUGTOPMETHI, THGTOPXIOPMETHI, TPUPTOPMETH,

1,1,1-rpudpTopsTin u neHTadTOpITHIL
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[0029] Hcnonp3yeMblil B HACTOSALIEM AOKYMEHTE TEPMHUH «T€TE€POANKUIDY OTHOCUTCS K
AJKUITy, KaK ONPEAeNIeHO B HACTOSIIEM JOKYMEHTe, IZle OIMH I OoJjiee aTOMOB
yraepona ankwia 3amemnersl O, S wim NRY roe kaxnenii RY HesaBucumo npencrasisier
coboit H wm Ci6 ankun. Hampumep, Ci.8 reTepoankuil MpeArnoaraeT reTepoakml ¢
OJTHUM-BOCEMBIO aTOMaMH YIJIepOAa, TA€ OJUH WK OoJiee aTOMOB YIJIepOJia 3aMEIIEeHbI
rerepoaromoM (Hanpumep, O, S, NRY OH, SH wmu N(RY),), koTopeie Moryt ObITh
ONMHAKOBBIMU WM pazaudHbIMU. [IpuMepsl reTepoankuioB BKIOYAKOT, HO He
OTPaHUYUBAIOTCS MMM, METOKCHUMETWJ, 3TOKCHUMETHJI, METOKCH, 2-TUAPOKCHUITHI U
N,N’-numerunponmiaMuH. ['eTepoaroM rerepoaskmiia MOXKET ObITh HE0OsS3aTeNbHO
OKHCIIEH WJIM aJKWIMPOBAaH. I'erepoaToM MOXET HAaxXOAWUTHCS B JIFOOOM BHYTPEHHEM
MOJIO)KEHNUU TeTEePOATKUIbHON TPYyNNbl WIM B IOJOXKEHUH, MO KOTOPOMY YKa3aHHAas
rpynna HNpUCOeANHEHa K OCTaJbHOM 4acTH MOneKyjbl. [IpumMepel BKIIIOUAKOT, HO HE
orpannuunBatorcs umu, —CH,OCHs, —-CH,CH,NHCH3;, —-CH>CH>N(CH3) —CHs, -
CH>SCH»CH3, —S(O)CH3, —CH>CH»S(0).CH;, —CHCHOCH;, —CH>CHNOCH,
CHCHN(CHj3)CHs, —CH,NHOCH3 u —CH>0OS(CHs)3

[0030] HMcronp3yeMblil B HACTOSLIEM JOOKYMEHTE TEPMHH «apWJI» OTHOCHUTCS K
OIMHOYHOMY  TMOJHOCTBIO  YIVIEPOAHOMY  apOMaTU4YECKOMY  KOJbLYy HWIU K
KOHJICHCUPOBAHHOW MOJIHOCTBHIO YIJIEPOJHOW MHOTOKOJBLEBON CUCTEME, B KOTOPOH IO
MEHbLIEH Mepe OAHO M3 KOJIeLl sBJISIeTCs apomarthdeckuM. Hampumep, coriacHo
HEKOTOPBIM BapHaHTaM peau3aluy apuibHas rpynmna coaepkuT or 6 no 20 atomoB
yriepona, or 6 mo 14 aromoB yriepoma uiau ot 6 o 12 aromoB yriaepoma. Apwui
BKJIIOYaeT (PEHWIbHBIH paguKkaid. Apwil TakkKe BKIHOYAeT KOHIACHCUPOBAHHbBIE
MHOTOKOJIbLIEBBIE CUCTEMBbI (HAIIpUMeEp, KOJbLEBbIE CHCTEMBI, coaepxaitue 2, 3 wim 4
KOJIbIIA), CONEepIKalue mpuMepHo oT 9 10 20 aTOMOB yrjiepoia, B KOTOPBIX MO MEHbIIEH
Mepe OIHO KOJbLIO SBISIETCS apOMAaTHYECKHM, a APYrue KOJbLia MOTYT OBITh
apOMaTUYEeCKUMHU WM HeapoMaTudecknuMH (T.e. kapboruki). Takas KOHIEHCHpOBaHHAS
MHOTOKOJIbLIEBAsl CHUCT€Ma HeOoOs3aTeNIbHO 3aMelleHa OJHOH WJIM HECKOJbKUMH

(mampumep, 1, 2 wmm 3) oxcorpynmamMu Ha Jr000H wacTh KapOoLMKiIa B

2
KOHJICHCUPOBAHHOM  MHOrokojeueBol  cucreme. Kombma — KOHAEHCHPOBAHHOMU
MHOTOKOJIbLIEBOH CHCTEMBI MOTYT OBITh COEAMHEHBI IPYr C APYrOM IOCPEICTBOM
KOHJIEHCALIUY, CIIMPO M MOCTUKOBBIMH CBSI3SIMH, €CJIM 3TO JIOMYyCKaeTcs TpeOOBaHUSIMHU

BaJICHTHOCTMU. CJ'IGI[YGT TAKXKEC IIOHHMATb, 4YTO KOIJa CCBbUIAKOTCA Ha onpe):[eneHan‘/'I

AMana3oH aTOMOB apuia (Hanpumep, 6-10 uneHHOW apwit), Uana3oH aTOMOB NMPHUBENEH
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IUIl BCEX KOJIbLIEBBIX aTOMOB apwia. Hampumep, 6-wieHHBIH apuin OymeT BKIFOYATh
¢dennn u 10-unenHelii apun Oymer Bmouath HadTun u 1,24 3-TerparuapoHad Tl
HeorpannunBaromue npuMepsl apiiIbHBIX TPYII BKIFOYAKOT, HO HE OTPAHUYHBAIOTCS
umy, ¢GeHmn, uHaeHwr, HadTwn, 1, 2, 3, 4-terparuapoHadTHI, aHTPALCHIJI U TOMY

onoOHOE.

[0031] Hcnonb3yemblil B HACTOSLIEM TOKYMEHTE TEPMHUH (T€TEPOAPUII» OTHOCUTCA K
OIMHOYHOMY apOMAaTHYECKOMY KOJbLY, KOTOPO€ CONEPKHUT IO MEHBbILIEH Mepe ONUH
aToM, OTJIMYHBIA OT yrjepona B KOJblLle, 1€ YKa3aHHBIM aToM BBIOpaH W3 TPYIIIHL
COCTOALIEH W3 KUCIOPOAA, a30Ta U CEephl, «TeTepoapuyl» TaKXKe BKIIOYAET
KOHJIEHCUPOBAHHBbIE MHOTOKOJIBLIEBbIE CUCTEMBI, KOTOPBIE COAEPKAT MO MEHbIIEH Mepe
OIHO TaKO€ apOMaTHYECKOE KOJIbLIO, KOHIEHCHUPOBAHHBIE MHOIOKOJIBLIEBBIE CUCTEMBbI
KOTOPOTO OMMCBIBAIOTCA Jasee. TakuMm o0pa3oM, «reTepoapiily BKIIHOYAET OJUHOYHBIC
apoMaTH4YeCKHe KOjblla ¢ INPUMEpHO OT 1 1o 6 aromMoB yriepoaa U npumepHo 1-4
reTepoaToMaMy, BBIOPAHHBIMH M3 TPYIIIbI, COCTOSINEH M3 KHCIOPOHAA, a30Ta U CEpbl.
ATOMBI Cepbl U a30Ta MOTYT TakKe IMPUCYTCTBOBATh B OKHUCIIEHHOH (popMe, ecimu KOJIbIIO
ABJIAETCA  apOMAaTHUYECKUM. TUNHMYHBIE TeTepOapUiIbHbIE  KOJIBLIEBBIE  CHUCTEMBI
BKJIFOYAIOT, HO HE OrPAaHUYMBAKOTCS WUMH, MUPUAWI, NUPUMHAWHUI, OKCA30IMJ WU
bypuin. «['eTepoapuiny TakkKe BKIOYAET KOHICHCUPOBAHHBIE MHOTOKOJIBLIEBBIE CUCTEMBI
(HampuMep, KOJNbLEBbIE CUCTEMBI, Conepskaiue 2, 3 Wi 4 KoJblia), e reTepoapuiibHas
rpynmna, Kak OIPEAeNeHO Bbllle, KOHJIEHCUPOBaHA C OJHUM WJIH HECKOJIbKUMHU
KOJIbLIAMH, BBIOPAHHBIMH W3 TreTepoapiyioB (¢ oOpasoBaHueMm, Hampumep, 1,8-
HaQTUPUIMHWIIA), TETEPOLUKIOB (¢ oOpa3oBaHueM, Hanpumep, 1,2,3 4-rerparunpo-1,8-
Ha(p TUPUIUHUIIA), KapOOIUKJIOB (c  obpazoBanuem, Harpumep, 5,6,7,8-
TETPArugpPOXUHONIIIA) W apwioB (¢ oOpasoBaHHEM, HamNpuUMep, HHAA30JIIA) C
o0pa3oBaHHEM KOHJCHCUPOBAHHONH MHOTOKOJIBLIEBOH CHCTeMbl. Takum oOpasowm,
rerepoapui (OOHO apOMATHYECKOE KOJIBLIO WM KOHACHCHUPOBAHHAS MHOTOKOJIbLIEBAS
crcTeMa) COAEPIKUT MpuMepHO 1-20 aTOMOB yriepona u MpUMepHO 1-6 reTepoaToMoB B
reTepoapuiIbHOM KoJibLie. Takue KOHIAEHCHUPOBAHHBIE MHOTOKOJIBLEBBIE CUCTEMBI MOTYT
OBITH HEOOSI3aTENIPHO 3aMELeHbl OHOW HJIM HECKOJNbKMMHU (Hampumep, 1, 2, 3 wmm 4)
OKCOTpymmamMu B KapOOLMKJIWYECKHX  WJIM  TEeTePOLUKIMYECKHX  YacTsX
KOHJIEHCUPOBAaHHOrO Kousbla. Kosiblla KOHAEHCHUPOBAHHON MHOTOKOJBLEBON CHUCTEMBI
MOTyT OBITb COEIWHEHBl JPYyr C APYrOM TMOCPENCTBOM KOHIEHCALUH, CHOHPO U

MOCTUKOBBIMU CBA3AMH, €CJIU 3TO AOMYCKACTCsA Tpe60BaHI/I$IMI/I BaJICHTHOCTH. CJ'IGI[YGT
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MOHUMATh, YTO OTHEJbHbIE KOJIbIIA B KOHACHCHUPOBAHHBIX MHOTOKOJIBLEBBIX CHCTEMAax
MOTYT OBITH COEIMHEHbI B JIOOOM TMOpSIKE OTHOCHTENbHO Apyr npyra. Crenyer
MOHUMATh, YTO TOYKA TNPHUCOCOUHEHUS TeTEPOApPWIbHOW WM TeTepOoaprbHON
KOHICHCHUPOBAHHONW MHOTOKOJIBLIEBOH CHUCTEMBbI MOXKET HAXOOUThCA Yy JOOOro
MOAXONAINETO aToMa rerepoapwia WM TEeTePOAPUIIbHON  KOHJIEHCUPOBAHHOMU
MHOTOKOJIbLIEBOM CHCTEMBI, BKJIFOYAsi aTOM YIJIEPONa M TeTepoaToM (Hampumep, a3or).
Cnenyer Takke IOHMMAaTh, 4YTO KOTJA CCBUIAIOTCS HA OMNpPENEJEHHBbIN Iuara3oH
KOJIMYECTBA aTOMOB WICHOB rerepoapuiia (Hampumep, S-10-4ieHHbII rerepoapui), 3TOT
JMAIa30H aTOMOB YKa3aH JUIsl BCEX KOJIBLIEBBIX aTOMOB reTepOapuia U BKIKOYAET aTOMBI
yriepona u rerepoaroMbl. Hampumep, S-uneHHBI rerepoapmi OyIeT BKJIIOYATh
THazoamn W 10-uyneHHBI reTepoapui  OyneT BKIIOYATh XUHOJUHIIL [Ipumepsr
reTepoapwioB BKJIOUAIOT, HO HE OrPAHUYMBAIOTCS UMM, HNUPUAWI, MUPPOJIUI,
MUPA3UHWI, TUPUMUANHWI, TUPUAAZUHWI, TUPA30JIWI, TUSHWI, UHIOIWI, UMUA30JIUI,
OKCA30JIMJI, M30KCA30JIMJI, THA30JIWI, (YPHJ, OKCATHA30JIMI, THAAHA3OJMII, XUHOJWI,
M30XHHOJMI, OEH30THa30im, OEH30KCA30JIMII, WHAA30JMI, XUHOKCAIWI, XUHA30JIMUII,
5,6,7,8-TeTparuapon3oXuHONMHIIOEH30ypaHwl,  OeH3SUMHMAA30MWI,  THaHA(EHHI,
nupposo[2,3-bnupununmn, xunazonunuwi-4(3H)-on, Tpuazomun, 4,5,6,7-reTparuapo-

1H-unnaszon u 3b,4,4a,5-rerparuapo- 1 H-iuknonpona| 3,4 Juuknonenta[ 1,2-c|nupaszout.

[0032] TepMUH «UUKJIOAJKWAI» OTHOCUTCS K OJMHOYHOMY HACBILIEHHOMY WJIH
YaCTUYHO HEHACBIIIEHHOMY IOJHOCTBI) YIVIEPOAHOMY KOJbLYY, COAepxKalemy oT 3 10
20 xombueBbIx aToMoB yriepoaa (t.e., Cso nmukiIOankwi), Hampumep ot 3 go 12
KOJIBLIEBBIX aTOMOB, Harpumep OT 3 10 10 konpLeBbIX aTOMOB. T€pMHUH «LIUKJIOATKUIDY
TaK)K€ BKJIOYAET KOHACHCHUPOBAHHBIC HACBIIIEHHbIE M YAaCTUYHO HEHACBILECHHBIC
MIOJTHOCTBIO YIJIEPOAHBIE MHOTOKOJIBLIEBBIE CHCTEMBI (HAIpUMeEp, KOJIBLIEBbIE CUCTEMBI,
comepxkamue 2, 3 win 4 kapboumkindeckux kojer). COOTBETCTBEHHO, LUKIIOATKHII
BKJIFOYAET MOJULHUKINYECKHE KapOOIMKIIBI, TaKHE KaK OWIMKJINYECKHE KapOOILMKIIBI
(Hampumep, OWIMKIMYECKHe KapOOLMKIBL, COAEpsKalihe MpuMepHO OoT 6 mo 12
KOJIBLIEBBIX aTOMOB yriuepoaa, TaKkue KaK ounmkno[3.1.0]rekcan 15
Oonnmkio[2.1.1]rexcan) 1 NOJMIMKJINYECKUE KapOOLUKIb (HAPUMED, TPULIUKINIECKNE
U TETPALMKINYECKHE KapOOLMKIIBI ¢ MPUMEPHO A0 20 KOJNBLIEBBIMA ATOMAMH YIJIEPOaa).
Konbiia ¢ KOHIEHCHPOBAHHBIX MHOTOKOJBIIEBBIX CHCTEMaM MOTYT OBITH COEIUHEHBI
APYT C IPYrOM MOCPENCTBOM KOHJIEHCALMH, CIIUPO U MOCTUKOBBIMU CBSI3SIMH, €CJIU 3TO

JomyckaeTcss — TpeOOBaHMSMH  BajJeHTHOCTH.  HeorpanuumBaromue  MPUMEPHI
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MOHOITUKJIMYECKOTO  I[UKJIOAJIKUia BKJIFOYAIOT  LIMKJIOMPOIMII, LUKIIOOY T,
UUKJIOTIEHTUJ,  |-IUKJionieHT-1-eHun, 1-IUKIONeHT-2-eHui,  |-IMKJIOMEeHT-3-€HWI,

HUKJIOTeKCUIT, 1-1inKIorekc-1-eHun, 1-uuknorekc-2-eHun v 1-1ukJIorekc-3-eHull.

[0033] HMcnone3yeMblil B HACTOSALIEM JAOKYMEHTE TEPMUH «TE€TEPOLUKINIY WU
«TEeTepOLUKI» OTHOCUTCS K OAHOMY HACBIIIEHHOMY WJIM YaCTUYHO HEHACBILEHHOMY
HEapOMAaTHUYECKOMY KOJIbLY M HEAPOMAaTUYECKOW MHOTOKOJIBLIEBOW CUCTEME, KOTOpast
COZIEPKUT TI0 MEHBIIEH Mepe OJMH I'eTepoaToM B KOJbIE (T.€., IO MEHbIIEeH Mepe OJUH
KOJIBLIEBOM Te€TepoaToM, BBIOpAHHBIH OT KHMCJIOPOAA, a30Ta U cepbl). Ecnu He ykazaHo
MHOE, MeTepOLMKIINIbHAS TPYMIAa COAEPAKUT OT 5 10 NpuUMepHO 20 KOJBLEBBIX aTOMOB,
HarpuMmep OT 3 10 12 KOJbLEeBbIX aTOMOB, Hampumep OT 5 A0 10 KONbLEBBIX aTOMOB.
Taxum 0Opa3oM, yKka3aHHbIM TEPMUH BKJIIOYAET OAMHOYHBIE HACHIIEHHbIE UM YACTUYHO
HEHACBILIeHHbIE KOJIbLA (Hampumep, 3, 4, 5, 6 wiu 7-djieHHbIe KOJIbLA), COIepIKalnue
OpuMepHO OT 1 10 6 KONBLEBBIX aTOMOB yriepoga M OT | 10 3 KOJbLEBBIX
reTepoaTOMOB, BBIOPAHHBIX W3 TPYIIBL, COCTOSAILIEH W3 KHCIOpOAa, a30Ta U Cephl B
xosblie. Kosplia KOHAEHCHPOBAaHHOH MHOTOKOJIBLIEBOH CHCTEMbI MOTYT OBITh COSIMHEHBI
APYr C IPYroM IMOCPEACTBOM KOHJEHCALUH, CIIUPO U MOCTUKOBBIMU CBSI3SIMH, €CJIA 3TO
momyckaercsi TpeOOBaHMSMH  BAJCHTHOCTH. | €TEepOLMKIbI  BKJIOYAIOT, HO HE
OTPAaHUYMBAIOTCS HMMH, A3€THUAMH, a3UPHUIWH, WUMUNA30JIMANH, MOP(ONMH, OKCUpaH
(STIOKCHN), OKCeTaH, MUMePa3uH, MUMEPUANH, MTUPA3OJUANH, TUICPUINH, TUPPOJUIHH,
MUPPOIUINHOH, TeTparuapodypas, TETParuapoTHO(EH, TUTHIPOTIUPHUINH,
TETPAruAPONUPUANH, XUHYKJIUAUH, N-OpoMnupponuans, N-XJOPIHUIEPUANH H TOMY

nogoOHoe.
[0034] Mcrnonb3yemblil B HACTOSIIEM JOKYMEHTE TEPMUH «OKCO» OTHOCUTCS K =0.

[0035] Hcnone3yeMblil B HACTOALIEM AOKYMEHTE TEPMHUH <JICUEHUE» WM <JICYUTHY
NPEACTaBIsieT COOOW MOAXOA U TOJYYEHUS MPEUMYLIECTBEHHBIX WIH JKEIaeMBbIX
pe3yabTaToB. [l Liesel HacTOALIEr0 OMMCAHUS MPEUMYLIECTBEHHBbIE WU JKEIaeMble
pe3yAbTaThl BKIKOYAIOT, HO HE OTPAHWYMBAIOTCS HMMH, OOJIETdYeHHE CHMIITOMA H/HIN
YMEHBLICHUE CTEMeHH TSHKECTH CHMIITOMa W/WIIM TIPENOTBPAINCHUE YXYILICHUS
CHMIITOMA, CBSI3aHHOTO C 3a0oneBaHueM miIH cocTosiHueM. COrylacHO OJHOMY H3
BAPMAHTOB pEANM3aLNH < JICYCHHE» WIH <ICYUTh» BKJIIOYAET OOHO WM Oonee H3
CJIEAYIOIIEro: a) MHruOupoBaHue 3a00JI€BaHMS ITH COCTOSTHUS (HAIPUMeEp, YMEHBIICHHE

OJHOIroc HJIHN HECKOJIbKHMX CHMIITOMOB, BbI3BAHHBIX 3a00j1€BaHHEM WJIU COCTOAHHEM,
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W/WJIM YMEHBIIEHUE CTETICHH TSDKECTH 3a00JIeBaHUsI HITH COCTOSIHUS ), b) 3aMeNJIeHIe HITH
OCTaHOBKY Pa3BHUTHUSI OJHOTO HJIM OOJiee CHMIITOMOB, CBSI3aHHBIX C 3a00JieBaHHEM HITH
cocrosiHueM (Hampumep, crabunusanust 3a0OJieBaHUSI WM COCTOSHUS, 3aJepiKKa
YXYALUICHUsT WM TPOTPecCUpOBaHUs 3a00JIE€BaHUSI WM COCTOSIHHS);, M C) OoOJjerdeHue
3a00JIeBaHMsI MM COCTOSTHHS, HAMIPUMED, BbI3BABILIEE PErpecc KIMHUYECKUX CUMIITOMOB,
yIAy4IIEHHe COCTOSIHMSI OOJIe3HH, 3aMe[JIeHHe MPOrPeCcCUPOBaHUs  3a00JIeBaHMS,

MOBBIIIEHNE Ka4eCTBA KU3HHU W/ UIIN MMPOAJICHHUE BBIXKUBACMOCTH.

[0036] «CoenuHeHHE COTJIaCHO HACTOSILEMY OINMMCAHUIO» BKJIKOUAET COENUHEHUS,
PaCKpBIThIE B HACTOSINEM JOKYMEHTE, HalpUMep, COSAMHEHUE COTJIACHO HACTOSLIEMY
onucanuto BKIrOYaetr coenuuHenus popmynst (J), (), (Ia), (Ib), (1), (Ila), (IIb), (III),
(IMa), (IIIb) m coenunenusi, nepeuncieHHele B Tadiuue 1. CoeauHeHHME COTIACHO
HACTOSIIIEMY OMUCAHHIO Takke BKiouaer coenunenus: popmynsl (J), (I), (Ia), (Ib), (ID),
(ITa), (IIb), (I1I), (I1a), (IIIb), (VI), (IVa), (IVb), (IVc), (IVd), coenunenust npumepos 1-
113 u coenuHenusi, nepeuncieHHele B Tabmunax | w 3. CoeguHeHME COTJIACHO

HACTOALIEMY OMHCAHMIO TAK)KE BKJIIOUAET COeANHEHUs pumepos 1-118.

[0037] Hcnonp3yeMblil B HACTOSALIEM JOKYMEHTE TEPMHUH «3aJep>KKa» pPa3BUTHS
3a0oneBaHusl WM COCTOSIHMS ~O3Ha4aeT OTCPOYKY, 3aTPYAHEHHE, 3aMeJieHHE,
CIep’KUBaHKE, CTAOWIN3ALMIO W/WIN MEPEHOC Pa3BUTHs 3a00JIEBAHHS WJIM COCTOSHUSI.
VYkazaHHas 3ajep)KKa MOXKET ObITh pPa3HOH MNPOAODKUTENBHOCTH MO BpPEMEHH B
3aBHCHMOCTH OT MCTOPHH OOJIE3HU W/MJIM MHIUBHIyyMa, MOAJeKariero jeueHuro. Kak
OYEBUIIHO CHEIHMAJICTy B JAHHOW OONACTH TE€XHUKH, TOCTATOYHASI WM 3HAYUTEJIbHAS
3a7€pKKa MOXKET, IO CyLIEeCTBY, BKJIIOYAaThb NPENOTBpALICHUE, IOCKOJIbKY YV
WHIMBUAYYMa HE pa3BHBaeTCsi 0OJEe3Hb WK cocrosiHue. Hampumep, cnocol, KOTOpbIi
«3anmepxkuBaer» passurue CIIM/la, sBisercss crmocoboOM, KOTOPBIA YMEHbINAET
BEPOSITHOCTh PAa3BUTHs 3a00J€BaHUS B 3aJaHHBIA MEPUOJ] BPEMEHH W/WIM YMEHbINAET
crernieHb  3a00yieBaHUS B 3aJaHHBI MEPHON BPEMEHH IO CPABHEHUIO C
HEHCIoNb30BaHueM crocoda. Takue cpaBHEHUS MOTYT OCHOBBIBATHCS HAa KIIMHUYECKHX
UCCIIEIOBAHUAX C HCIIOJb30BAHUEM CTATHCTHYECKH 3HAYMMOIO 4HCIa CYOBEKTOB.
Hamnpuwmep, passurne CITH]/la MoxeT ObITh OOHAPYKEHO C MCIOIB30BAHHEM HU3BECTHBIX
METOZIOB, TaKMX Kak moxreep:kaeHne HIV cratyca 4denoBeka U OLEHKA KOJIMUECTBA T-
KJIETOK 4YesoBeka uiau Apyrux npusHakos paszsutus CIIM]/la, Takux kak upe3MepHas
yCTajJOCTh, MOTEPsl Beca, MOCTOSIHHAas Auapes, BBICOKAas TeMIepaTypa, ONyXIIue

J'II/IM(I)aTI/ILIeCKI/Ie Y3Jbl B obnactu mer, TIIOAMBIIICK WM IIaxa HWJIHM HaJIu4due
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OTITOPTYHUCTHYECKOTO COCTOsIHUSA, cBszaHHOro co CIIMJlom (Hampumep, COCTOSTHUS,
KOTOpOe OOBIYHO OTCYTCTBYET Y JIFOAEH ¢ QYHKIIMOHUPYIOIIEH HMMYHHOH CUCTEMOMH, HO
KOTOpOoe nmeeT Mecto y mauueHToB co CITM/Iom). PasButre MOKeT Tak:Ke OTHOCHTBCS K
NPOTPEeCCUPOBaHMIO  3a00NE€BaHUs,  KOTOPOE  MOXKET  ObITh  MEPBOHAYAIBHO

HeO6Hapy}KI/IMI:;IM U BKJIKOYA€T BO3HUKHOBCHUEC, IIOBTOPCHUC U HAYAJIO.

[0038] HMcnonp3yeMblil B HACTOSINEM AOKYMEHTE TEPMHUH «IIPENOTBPALICHUE» WU
«TIPEeNOTBPAINATh» OTHOCUTCA K PEKHUMY, KOTOPBIH 3alUINaeT OT Havaja 3a00JeBaHus
WA PacCTPONCTBA, TAK YTO KIMHMYECKHE CHMIITOMbI 3a00JI€BaHUS HE Pa3BUBAIOTCS.
Taxum 00pa3oM, «IpemoTBpalLIeHHE» OTHOCUTCS K BBEIEHHUIO Tepanuu (Hampumep,
BBEICHUIO TE€PANEBTUYECKOTO BEIECTBA) CYOBEKTY IO TOTO, KaK NMpU3HAKH 3a00JIeBaHuUs
OOHapy>KuBarOTCsl y cyObekTa (HampuMmep, BBEICHHUE TEPareBTUYECKOrO BEIECTBA
CyOBEKTY B OTCYTCTBHE OOHApyKMBaeMOro MH(PEKLMOHHOTO areHTa (HanpuMep, BUpyca)
y cyobekra). CyOpekTOM MOXeET OBITh MHAMBUAYYM, TOABEPKEHHbIH PUCKY Pa3BHTHUS
3a00JIeBaHMs WM PACCTPOHCTBA, TAKOW KaK MHAMBHUAYYM, Y KOTOPOTO €CTh OAMH WJIH
Gonee (akTOpPOB PHCKA, KOTOPbIE, KAK M3BECTHO, CBSA3aHBI C PA3BUTHEM WM HAYAJIOM
3a0oneBaHust WM paccrpoiictBa. TakuMm 00pa3oM, COTJIACHO HEKOTOPBIM BapHUaHTaM
peanuzalyu TEPMHH «mpenorBpaineHre uHpexkuun HBV» OTHOCHTCS K BBEIEHHIO
cyOBeKTy, y KOTOoporo Her oOHapyxkuBaemoi wuHpekunun HBYV, nekapcTBeHHOrO
cpeactea mpotuBs HBV. Crnenyer moHumarb, 4To CyOBEKTOM Uil MPOPHUIAKTUIECKON
tepanuu npotuB HBV Moxker ObITh MHIUBUAYYM, TMOIABEPXKEHHBIH PUCKY 3apakKeHUs
Bupycom HBV. Takum 00pazom, COriaCHO HEKOTOPBIM BapHaHTaM peasn3alii TEPMUH
«mpenorepainenne BUU-uHpeKkum» OTHOCUTCS K BBEOEHHIO CYOBEKTY, KOTOPBIH He
umeeT obHapyxkuBaemoit BUU-unpeknu, TepaneBTryeckoro BemecTsa npotus BIY.
Crnenyer moHuUMaTh, 4TO CYOBEKTOM Ui MpOQHIaKTHYECKOH Tepanmuu npotus BUY

MOJKeT OBITh HHOUBUIYYM C PHCKOM KOHTakTa ¢ Bupycom BHY.

[0039] HMcnone3yeMblili B HACTOSINEM JOKYMEHTE€ HWHIUBHIYYM «C PHUCKOM»
NpEeACTaBIsieT COOOW WHAMBHAYYMa C PUCKOM Pa3BUTHS COCTOSIHHSL, MOJJIEXKAIIETO
JeUeHn0. Y HWHIUBUAYYMa «C PUCKOM» MOXKET ObIThb WM He ObITb OOHapy’keHHOE
3a00seBaHNE WM COCTOSIHHE, M MOKET HJIM HE MOXKET OBITh BBIIBIEHO OOHApY>KUMOE
3a0oJeBaHNe 1O JIEYEHUs] OIHCAHHBIME B HACTOSIEM HOKyMeHTe crocobamu. «C
PUCKOM» O3HAuaeT, YTO HHAUBUAYYM HMEET OIWH WJIM OoJiee TaK Ha3bIBAEMBIX
(akTOpPOB PUCKA, KOTOPBIE SIBJISFOTCS U3MEPSEMbIMU MTAPAMETPAMH, KOPPETUPYIOIIUMH C

pa3BUTHEM 3a00/€BaHUs] HWJIM COCTOSIHUS M U3BECTHBIMU B HaHHOﬁ obnacTu.
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WunuBuayyMm, UMEOIHUN OOWH Wik Ooyiee U3 3TUX (PAKTOPOB PHUCKA, UMeeT Oolee
BBICOKYIO BEPOSITHOCTb Pa3BHUTHUs 3a00JIE€BAaHUSI MM COCTOSIHUS, Y€M HHAUBUAYYM Oe3
sTux ¢akropos pucka. Hampumep, nnguBunyymy c¢ puckom CIIM]/la npencraBisioT

co0oit HHIUBUAYYMOB, nMerorux BITY.

[0040] HMcnone3yeMbli B HACTOALIEM JOKYMEHTE€ TEPMHUH  «TEPaneBTHYECKU
3¢ (PeKTUBHOE KOTMUYECTBOY» HIH «3(p(HEKTUBHOE KOIUYECTBO» OTHOCHUTCS K KOJUYECTBY,
KOTOpoe siBisieTcst 3((EKTUBHBIM JUI BBI3BIBAHUS JKEJAEMOTro OHMOJIOTHYECKOTrO HIIN
MEIUIMHCKOTO OTBETA, BKIFOYas KOJWYECTBO COEOUHEHHs, KOTOPOE IPU BBENEHUU
CyObeKTy Uil JieueHHsl 3a00NeBaHUs, SIBISIETCS AOCTATOYHBIM MJISi OCYLIECTBIICHUS
TAKOro JedeHus 3abojeBaHus. D(P(PEKTUBHOE KOIMYECTBO OyneT BapbUpPOBATBHCS B
3aBUCUMOCTH OT COEIMHEHMs, 3a00JIeBaHUsI U €ro TSKeCTH, BO3pacra, Beca W T. .
CyObekTa, MOAJeKaIero Je4eHuro. DPPEeKTUBHOE KOJHMUECTBO MOXKET BKJIIOYATH
aMana3oH konmuuectB. Kak MOHATHO B JaHHOW 0ONacTM TeXHHUKH, 3(QeKTHBHOE
KOJIMYECTBO MOJKET ObITh B OFHOW HJIM HECKOJIbKUX 103aX, T.€., OMHOKpaTHas 1032 WIN
MHOXKECTBO 103 MOTYT MOTPeOOBATbCS Ui NOCTHIKEHUS JKENaeMOl KOHEYHOW TOYKH
nedeHusi. D(PPEeKTUBHOE KOJINYECTBO MOXKET OBITh PACCMOTPEHO B KOHTEKCTE BBEHCHUS
ogHOro wuiau Ooyiee TepaneBTUYECKUX AareHTOB, M OIUH areHT MOXET CUUTATHC
yKa3aHHbIM B 3()(EKTUBHOM KOJIMYECTBE, €CJIM B KOMOWMHALMU C ONHUM WM OoJjee
APYTUMH areHTaMH JKeJIATeNIbHBbIA I TOJIE3HBbIH PEe3yJIbTAT MOXKET MPOU30UTH MU
nocturnyT. [Toxxoasimue 10361 JIFOOBIX COBMECTHO BBOAMMBIX COEIMHEHHH MOTYT OBITh
HEeoOsI3aTeNIbHO CHHMJKEHBI BCIIEICTBUE KOMOMHHMPOBAHHOTO JAEWCTBUS (Hampumep,

aTUTHBHBIX WIN CHHEPTUIECKUX 3(P(PEKTOB) COSAMHEHUT.

[0041] HMcnonp3yeMblil B HACTOALIEM NOKYMEHTE TEPMHH «AarOHUCT» MPEACTABIISIET
coboll BemecTBo, KOTOPOe CTUMYJIHMPYET CBOEro MapTHEPa IO CBSI3BIBAHMIO, OOBIYHO
peuentop. CTUMyIupOBaHHE OINpeAeNseTcss IMPUMEHUTENbHO K  KOHKPETHOMY
KOJINYECTBEHHOMY HCCIIEIOBAHUIO HJIM MOXET OBbIThb OYEBHIHBIM Ha OCHOBAaHUHU
JUTEPATyPhl U3 OOCYKIEHUS] B HACTOSIIEM TOKYMEHTE, Tie MPEICTABJIEHO CPABHEHHE C
(akTOpOM MM BEIIECTBOM, KOTOPOE MPHHATO KAaK «arOHUCT» WM «aHTarOHHCT)
KOHKPETHOIO NapTHEpa IO CBA3BIBAHUIO IPHU IO CYLIECTBY AaHAJOTMYHBIX YCJIOBHUSIX,
MOHSATHBIX CIELUANNCTaM B AaHHOW obnactu TeXHUKH. CTUMYJIHPOBAHHUE MOXKET OBITH
OTNpENEeIeHO MO OTHOLICHHIO K YBEJIWYEHUIO KOHKpPETHOro s¢dexra win (yHKUHH,
KOTOpass WHAyLMPYeTCs B3aUMOJEHCTBHEM aroHHWCTAa WJIM YacTUYHOIO aroHHCTa C

MapTHEPOM IO CBSI3BIBAHHIO, M MOXKET BKIIIOUATh AJIJIOCTEpHUECKUEe 3PPEKTHI.
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[0042] HMcnonb3yeMmsbllil B HACTOSIIEM JOKYMEHTE TEPMUH «aHTArOHUCT)» MPEACTABISET
coboll BewecTBo, KOTOPO€ HHTHOMPYeT CBOEro MapTHepa IO CBSI3BIBAHUIO, OOBIYHO
peuentop. MHrubupoBaHue  oOmpemensercss NPUMEHUTENPHO K  KOHKPETHOMY
KOJIMYECTBEHHOMY HCCJIEJOBAHUIO WJIM MOXET OBITh OYEBHAHBIM HAa OCHOBAHUHU
JUTEpaTypbl U3 OOCYKIEHHs] B HACTOSAIIEM [OKYMEHTE, 7€ NMPHBEACHO CPaBHEHUE C
(akTOpOM WM BEIIECTBOM, KOTOPOE NPUHATO KAaK «AarOHHUCTY» WM «AHTArOHHCT)
KOHKPETHOIO MapTHepa MO CBA3bIBAHUIO NPU IO CYIIECTBY AHAJOTUYHBIX YCJIOBHUSX,
NOHSATHBIX CIIELUANNCTAM B JTAaHHOW 0OnacTh TeXHWKH. MHruOmpoBaHHE MOXKET OBITH
OTIPENIEJIEHO IO OTHOLIEHHWI0 K YMEHBIIEHHIO KOHKPETHOro s>(pdexra wiu (PyHKLHUH,
KOTOpasi UHAYLUPYETCs] B3aMMOAECHCTBUEM aHTArOHUCTA C MMAPTHEPOM IO CBA3BIBAHUIO, U

MOJKET BKJIIOUaTh ajutocTepuyeckue 3p¢GeKTol.

[0043] Mcnonb3yeMblil B HACTOSAIIEM NOKYMEHTE TEPMUH «YaCTHYHBIM arOHUCT» WU
«YaCTUYHBIH AHTArOHHMCT» MpPEACTaBiIseT COOOH BEIECTBO, KOTOpoe OOecreYnBaeT
YPOBEHb CTUMYJISILUM WM WHTUOMPOBAHUS, COOTBETCTBEHHO, CBOErO MapTHEpa IO
CBSI3bIBAHUIO, KOTOPBIN SBJIAETCSI HE MOJHOCTBIO MJIN MOJHOCTBE) ArOHUCTUYECKUM WU
AHTarOHUCTHYECKUM, COOTBeTCTBeHHO. C(renyer mpUHMMAaTb BO BHUMAHME, YTO
CTUMYJISILIUSA U, CJIeIOBATEeNIbHO, MHIMOMPOBAHKE ONPENeNeHbI 110 CYIECTBY IS JIFOOOro
BCIICCTBa HJIM KaTCropun BEIIECTB, KOTOPLIC 6yZ[yT ONpeacsiCHbl KaK AaroHHCTDI,

AHTArOHUCTHBI WIHN YaCTUYHBIC arOHUCTHI.

[0044] Hcmonmp3yewmblil B HACTOSIIEM JTOKYMEHTE TEPMUH «COOCTBEHHAs] aKTHBHOCTBY
win «3(¢(EKTUBHOCTB) OTHOCUTCSI K HEKOTOPOH Mepe OMOJOrn4eckon 3(¢peKTUBHOCTH
KOMILJIEKCA C TIAPTHEPOM IO CBSI3bIBAHWIO. B OTHOIIEHWH (apMakoJOTHH peLenTopa,
yCJIOBHUs, B KOTOPBIX JOJUKHA OBITh OmNpeneieHa COOCTBEHHAasl AaKTHMBHOCTb WU
s¢pexTuBHOCTD, OYNYT 3aBUCETh OT KOHKPETHOTO KOMILIEKCA CBS3BIBAIOIIETO MapTHEPA
(Hampumep, peuenTop/JUraHa) U PaCCMOTPEHHUS] aKTHBHOCTH, MMEIOIEH OTHOIIEHHE K
KOHKPETHOMY OHOJIOTHYECKOMY pe3ysibTaTy. Hampumep, B HEKOTOPBIX OOCTOSITENIbCTBAX,
COOCTBEHHAs] aKTUBHOCTh MOJKET M3MEHSTHCS B 3aBHCUMOCTH OT KOHKPETHOH CHCTEMBI
BTOPHYHOTO MECCEH/KEpa, yJacTByIoLIed B mpouecce. s oOpIMHOTO crienpanucra B
OaHHOH 00JacTH TEXHWKH OYyAyT OYEeBHAHBI CIlydyaW, B KOTOPBIX YKa3aHHbIE B
COOTBETCTBUM C KOHKPETHOW cHUTyauued creruduyecKkne OLEHKU  SIBIISTFOTCS
1es1ecoo0pa3HbIMU, U TO, KAKUM 00pa3oM OHH MOTYT MMETh OTHOLIEHHE K HACTOSIIEMY

OITMCaHHIO.
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[0045] «dapmaneBTHYECKH MPHEMIIEMOE BCIIOMOTATEIbHOE BEIECTBOY BKIIOUYAET, Oe3
OrpaHUYEHUsl, AaABIOBAHT, HOCUTENIb, BCIIOMOIaTEIbHOE BELIECTBO, CKOJb3sIIEe
BEIIIECTBO, IMOJCIIALINBAIOIINN areHT, pa30aBUTEb, KOHCEPBAHT, KPACHUTENb/Kpacsimee
BELECTBO, YCUWJIUTEJNb BKyCa, IOBEPXHOCTHO-AaKTUBHOE BELIECTBO, CMAYMBAIOLINNI areHT,
OUCTICPTUPYIOIINA areHT, CYCINEHANPYIOIHUHA areHT, CTaOWIN3aTop, W30TOHHYECKUU
areHT, pPacTBOPHUTENb WM SMYJbraTop, KOTOPbI ObUT OnoOpeH YmpaBieHHEM II0
KOHTPOJIIO 3a npoaykrtamu U jgekapcrsamu CIIIA kak npuemiieMblid A UCHOJIb30BaHUS

Ha JIOAAX WJIH JOMAIIHUX KMBOTHDBIX.

[0046] Mcnonb3yemblii B HACTOSAILIEM MOOKYMEHTE TEPMHUH MOIYJSILUS peLentopa
BKJIFOUAET arOHHU3M, YaCTUYHBIM arOHM3M, AHTArOHWU3M, YaCTUYHBIA AHTArOHWU3M WJIU

oOpaTHBII aTOHN3M peLenTopa.

[0047] Homenknatypa, MUCHOJb3yeMasi B HACTOSIIEM TOKYMEHTe Uit OOO3HAYEeHMUs
paccMaTpUBaE€MbIX COEIUHEHU, MPOUJUTIOCTPUPOBAHA B IPUMEPAX U B APYTUX MECTAX B

HaCTOAIIEM OJOKYMEHTE.

[0048] Mcnonb3yemblil B HACTOALIEM AOKYMEHTE TEPMUH «COBMECTHOE BBEACHHE»
BKJIFOYAET BBEICHUE €IMHUYHBIX J03 COEAVHEHUMN, OINUCAaHHBIX B HACTOALIEM
JOKYMEHTe, JO WM TIOCle BBEIEHUS EIWHUYHbIX J03 OJHOro wiu Ooee
NOTIOJIHUTENIbHBIX ~ TEPAleBTUYECKUX AareHTOB, HampuMep, BBEIEHHE COEIMHEHUS,
PaCKpPBITOrO B HACTOSIIIEM JJOKYMEHTE, B TeU€HHE HECKOJIBKUX CEKYHJ, MUHYT WJIH YacOB
1OCJIe BBENCHUS OMHOrO WM Oojiee IOMOJHUTENbHBIX TEPANEBTHYECKUX AareHTOB.
Hamnpumep, cornacHo HEKOTOPBIM BapHaHTaM pealu3ally CHadala BBOAST €IUHUYHYIO
703y COEOUHEHUsl COIJIACHO HACTOSIIEMY OINHCAHMIO, 3aT€M BBOIST B TEYEHUE CEKYH]
WIA MUHYT €IUHUYHYIO O3y OXHOTO WM OOJiee NOMOJIHUTENIbHBIX TEPareBTHYECKUX
areHToB. AJIBTEPHATHBHO, COTJIACHO APYTUM BapUaHTaM peaju3allii CHavaja BBOAST
€IMHUYHYI0 J03y OJHOrO WM OOJiee IOTONHUTENbHBIX TePaNeBTUYECKHX AreHTOB, a
3aTeM BBOJAAT €IMHUYHYIO J103y COEIMHEHHUs COIJIaCHO HACTOSIIEeMYy OITMCaHUIO B
TedeHHe CeKyHJ Ui MUHYT. COrjacHO HEKOTOpPhIM BapuUaHTaM pealu3aliy CHavajia
BBOAST €AUHUYHYIO JI03y COEAMHEHMsI COIJIACHO HACTOSLIEMy ONMCAHUIO, C
NOCJEOYIOUIMM BBEACHHEM TIOCe TMepuoaa BpeMeHH (Hampumep, 1-12 yacoB)
€IMHUYHON 103l OAHOrO WM Oojiee JOMOJHUTENBHBIX TEPAIeBTUYECKHX AareHTOB.
CornacHo IpyruM BapuaHTaM peaji3alliy CHaydaja BBOIAAT €IUHUYHYIO J03Y OIHOTO

unu oonee AOIMOJIHUTECIbHBIX TEPANCBTUYCCKUX ar€cHTOB, C NOCICAYHOIHUM BBCACHUEM

19



nocjie mepuona BpemeHu (Hampumep, 1-12 4YacoB) eAMHWYHON HO3BI COCOUHEHUS

COTJIaCHO HACTOAIEMY OINMMCAHUIO.

[0049] TlIpennoxenbl Takke (apMaleBTUYECKH NPUEMIIEMBbIE COJIM, THIPATHL,
COJIbBATHI, TAayTOMEpHblE (OpPMBL, TONUMOPGBI W TMPOJEKAPCTBA COCTUHEHMI,
OMMCAHHBIX B HACTOsIEM JOKyMeHTe. «®PapMaleBTUYECKH NPUEMIIEMBIE» WU
«(U3noNOrnYecKky NpHeMJIeMbIe» OTHOCATCS K COEAMHEHUSIM, COJISIM, KOMIIO3HLIHSM,
JIEKapCTBEHHbIM (pOpMaM M APYrMM MaTepHuajiaM, KOTOpbIE MOAXONAT AJIS TONTYyYEHUs
dapmarieBTHUECKON KOMITO3ULINH, NOAXOASIIEN TSt BETEPUHAPHOI0
(bapmMareBTUUECKOro MPUMEHEHUs WK (apMaleBTHYeCKOr0 NMPUMEHEHUSI B OpraHU3Me

YCIJIOBCKaA.

[0050] Coenunenus, onucaHHBIE B HACTOSIIEM IOKYMEHTE, MOTYT ObIThb IOJYYEHBI
W/WIM COCTaBJICHbI B BUAE (papMaLeBTHYECKU NMpHEeMIIEMbIX coseil. PapMareBTHYecKH
npueMJieMble COJIM TPEACTABISIIOT COOOH HETOKCHYHBIE COMM (POpMBI CBOOOIHOTO
OCHOBaHMs COEAMHEHMs, KOTopble oOnamaroT Tpedyemoil  (apmakonornueckon
AKTMBHOCTBIO CBOOOJHOTO OCHOBAHHs. YKa3aHHBIE COJIM MOTYT OBITh HOJYYEHBI M3
HEOPraHMYECKUX HJIM OpPraHMYECKUX KHCIOT WM OCHOBaHHWi. Hampumep, coenuHeHue,
KOTOpOE COIEPKUT OCHOBHOHM a30T, MOXKET OBITh MOJIy4eHO B BUAE (apMalleBTUYECKH
NPUEMJIEMON COJIM MyTeM NPUBENEHHs] B KOHTAKT COSAMHEHUS] ¢ HEOPTaHHUYECKOH MU
opraHuueckoil  kucnoroil.  HeorpanuumBaromue  npumepbl  (papMarieBTUYECKH
NPUEMJIEMBIX COJIEH BKJIOYAIOT CyJb(aThl, MUPOCYIb(aThl, OUCYIb(hAThI, CYJIbOUTHI,
oucynbdutel, docdare, Monoruapodocdarsl, auruapodocdarer, Metadocdarsl,
nupodocdarel, XJIOpuUAbl, OpPOMHUIBL, HOMUABL, ALETAThl, MPOMHOHATHI, IEKAHOATHI,
KaIrpwuIaThl, aKpUJIAThL, (POPMHUATHI, U300y TUPATHI, KAIPOATHI, T€NTAHOATHI, IPOITHUOJIATHI,
OKCaJIaThl, MAaJIOHAThl, CYKLMHATHL, CyOepaThl, ceOalMHATBHL, (ymMapaTbl, MalieaThl,
OyTtuH-1,4-nnoathl, rexcaH-1,6-muoathl, OEH30aThI, XJOPOEH30aThl, METHJIOEH30aThl,
OMHUTPOOEH30aThl, THAPOKCHOEH30aThl, METOKCHOEH30aThl, (TanaTel, CyJIbQOHATHL,
METHJICYIb(OHATHI, MPOMIICYJIbHOHATHL, Oe3UNIaThl, KCUIeHCYIb(oHAThI, HadTaIUH-1-
CyJib()OHATHI, Ha(TaNHH-2-CyIb(HOHATHI, (heHUIANETATHI, (heHUIPOTTHOHATHI,
(beHnnOyTHpaThl, UUTPATHI, JAKTATHI, Y-THAPOKCHOYTHUPATHI, TJHKOJSATHI, TAPTPAThl H
MaHzenatel. llepedHn npyrux MNOAXONIIHX (papMaleBTHUECKH NPUEMIIEMBIX COJIEH
npusenensl B Remington: The Science and Practice of Pharmacy, 21% Edition, Lippincott

Wiliams and Wilkins, Philadelphia, Pa., 2006.
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[0051] TIIpumeps! «(papManeBTUYECKH MPHEMIIEMBIX COJEH» COENUHEHHH, ONMMCAHHBIX
B HACTOSIILEM JTOKYMEHTE, TAKXKE BKJIFOYAIOT COJIM, TIOJYYEHHBIE U3 COOTBETCTBYIOLIETO
OCHOBAaHHMS, TAaKOrO KakK [IEeJOYHOW MeTayu (Hampumep, HATPUH, KaJui),
IEeJIOYHO3eMENbHBIM  MeTal  (Hampumep, Maruuii), ammonuii u NXi© (tme X
npencraBisier coboit C1—Cs amkmm). Takke BKIIOYEHBI COJU  MPUCOCHUHEHHS

OCHOBaHHfI, TAKUE KaK COJIM HATPUS UJIH KaJIUA.

[0052] Takxe npensioKeHbl COCAUHEHUS, ONMUCAHHBbIE B HACTOSALIEM JOKYMEHTE WU
uX (papMareBTUUECKH MPHEMIIEMbIE COJIH, U30MEPbI I UX CMECh, B KOTOPBIX OT 1 10 n
aTOMOB BOJOPOZa, NMPHCOEOMHEHHBIX K aTOMY YIJIEpPOia, MOXKHO 3aMEHHTb aTOMOM
nevirepus umun D, B KOTOpOM n mpencraBiseT cOOOH YHCIO aTOMOB BOJIOpPOJA B
moJsiekyne. Kak m3BecTHO B 0ONacTH TEXHHWKH, aTOM JEWTepusl MpencTaBisieT CoOOH
HEepaaOAKTHBHbBIH M30TON aTOMa BOAOPOAA. Takue COEAMHEHHs MOTYT MOBBICUTb
yCTOWYMBOCTh K MeTabonm3My U, TakuM OOpa3oM, MOIyT ObITb IOJE3HBI JUIS
YBEIMYEHNUS TePHOZa TIOJNYBBIBEACHUS ONHCAHHBIX B HACTOSIIEM JOKYMEHTE
COeMHEeHNH MK NX (papMaleBTUYEeCKU NPHEMIIEMBIX COJIEH, M30Mepa W X CMECHU IPH
BBeleHNMH Miekonurapomemy. Cm., Hampumep, Foster, “Deuterium Isotope Effects in
Studies of Drug Metabolism”, Trends Pharmacol. Sci., 5(12):524-527 (1984). Takue
COENMHEHNs] CHHTE3UPYIOT M3BECTHBIMH B JAHHON 00JacTH criocobamu, HampuMep, C
HCIOJIb30BAHHEM HCXOIHBIX BEIIECTB, B KOTOPBIX OMUH MM OoOjiee aTOMOB BOAOpPOIA

3aMeLIEHb] IEUTepUEM.

[0053] ITpumepbl HM30TOMOB, KOTOpbIE MOTYT OBITh BKJIOUEHbI B PACKPBIThIE
COEMHEHUS, TaKXe BKIIOYAIOT H30TOMBl BOAOPOAA, YIJIEPOnAa, a30Ta, KHUCIOPOJa,
docdopa, propa, xnopa u iona, Takue kak “H, *H, !'C, ’C, *C, BN, PN, 10, 170, 1#0,
3p. 2p 35§ BE  36Cl, 1] p 125 coorBercTBeHHO. 3aMelneHHMEe M3OTONAMH,
M3IydaomumMu no3utpos, Takumu kak 'C, ¥F, 0 u ’N, moxer ObITh monesHo B
NO3UTPOHHOU 3MHUccHOHHON Tonorpadun (PET) mis m3ydeHHns akTUBHOCTH penenTopa
cyOctpara. M3oromHo-meueHble coenuHeHus: ¢opmyinsl (I), B meiaom, MoryT ObITh
MOJIy4€HbI TPAJAULIMOHHBIMHU CIIOCOOAMU, U3BECTHBIMH CIIELIHATNUCTAM B TAHHOH 00JacTH
TEXHUKH, WIH CIIOCOOaMH, aHAJOTUYHBIMH T€M, KOTOpPbIE OMHUCAHBI B MPHMEPAX, Kak
U3JIOKEHO HIDKE, C HCIOJb30BAHWEM TOAXOSIIET0 H30TOMHO-MEUEHHOI'O pPeareHTa

BMECTO HEMEYCHHOI'O p€arcHTa, UCIOJIb3yEMOI0 paHee.

21



[0054] CoenuHeHus pacKpPBITHIX B HACTOSIIEM JOKYMEHTE BAPUAHTOB PeaU3alluu UIH
ux (apMaleBTUUECKH TMPHEMJIEMble COJNM MOTYT COAepKaTb OAWMH WiIn Oonee
ACHMMETPUYHBIX LEHTPOB U, TaKUM O0Opa3oM, MOTYT OOpa30BbIBaTh IHAHTHOMEPHI,
IMacTEPEOMEPHI U IPYTHE CTEPEOn3OMepHbIe (OPMBI, KOTOPbIE MOTYT OBITH ONPEAeNIeHbI
C TOYKH 3peHUs a0COMIOTHON cTepeoxuMun Kak (R)- nim (S)- nim, kak (D)- nmm (L)- most
aMUHOKUCIIOT. Hacrosiimee ommcaHue BKIIIOYAET BCE TAaKU€ BO3MOXKHBIE H30MEpPHI, a
TAKXKE UX PALEMUYECKHE U ONTHYECKH YHCThIe popmbl. OnTuyecku akTUBHBIE () U (),
(R)- n (5)- umn (D)- u (L)- uzomeprl MOryT OBITH HOJYYEHBI C HCIOJIb30BAHHUEM
XUPAJbHBIX CHHTOHOB WJIM XUPAJbHBIX PEAreHTOB WM Pa3leJIeHbl C HMCIIOJIb30BAaHHEM
TPAAULMOHHBIX METOJOB, HANpUMeEp, C TOMOILIb. XpoMarorpapuu u (pakHOHHON
KpHUCTaJUIM3aluy. TpaguluOHHbIE CIOCOOBI MOMY4YEHUs/BBIAENEHUsT UHIUBUYaJIbHBIX
SHAHTUOMEPOB BKJIIOYAIOT XHUPAJbHBIM CHHTE3 U3 IMOIXOISIIEro ONTHYECKH YUCTOTrO
NpeAIleCTBeHHUKA WK pa3/ieJieHne palemaTa (Win palemara COJM UM IPOU3BOJHOIO)
C HCIIOJIb30BAHUEM, HANpPHUMEpP, XUPAJIbHOH MKHIKOCTHOM XpoMarorpauu BBICOKOTO
nasnenus (BDXKX). Korna onucanHbie B HACTOSIIIEM JOKYMEHTE COSIUHEHHsI COepKaT
oJjie(hMHOBbIE ABOMHbIE CBSI3U MM JPYTHe LEHTPbl FT€OMETPHIECKON aCHMMETPHUH, €CITH
HEe YKa3aHO WHOE, MpPEeANOoNaraercs, 4YTO YKa3aHHble COEAMHEHHs BKJIIOYAIOT 00a
reoMeTpuuecknx u3oMepoB E u Z. AHanoru4HbIM 00pa3oM, BCe TayTOMepHbIe (HOPMBI

TaK>XE€ BKJIFOYUCHBI.

[0055] «Crepeonsomep» OTHOCUTCS K COEIMHEHHIO, COCTOSIIIEMY M3 TeX K€ aTOMOB,
CBSI3aHHBIX TEMH K€ CBS3SIMHM, HO HMEIOLIEMY PpAa3JIMYHbIE TPEXMEPHbIE CTPYKTYpBI,
KOTOpbIE HE SBJISIIOTCS B3auMO3aMeHsieMbIMU. Hacrosiee omucaHue mnpeanoiaraer
pPa3IMYHbIE CTEPEOM3OMEpPbl M HX CMECH M BKIIOYAET «IHAHTHOMEPBDY, KOTOpbIE
OTHOCSITCS K IBYM CTE€pPEOU30MEpaM, MOJIEKYJIbl KOTOPBIX SBJISIFOTCS HECOBNAJAIOIINMU

MIPY HAJIOKEHUH 3ePKATbHBIMHU U300 paKEHUSIMU IPYT IPyTa.

[0056] «Tayromep» OTHOCUTCS K MPOTOHHOMY CABHUIY OT OJHOTO aTOMa MOJIEKYJIbI K
APYyroMy aToMy TOH k€ MOJIeKyJibl. HacTosiee onucanue BKIIFOYAET TAyTOMEPHI JTFOOBIX

YKa3aHHBIX COCTUHEHU.

[0057] «ConbBar» 00pa3oBaH B3aUMONEWCTBUEM pPACTBOPHUTENS U COSHMHEHUSI.
ConpBaTbl COJNEM COENWHEHWH, OIMUCAHHBIX B HACTOSIIEM JOKYMEHTE, TaKKe
MpeaokeHbl. Takke MPeaoKeHbl TMAPATbl COEAWHEHHUH, OMUCAHHBIX B HACTOSIIEM

JOKYMEHTE.
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[0058] «IIponekapcTBO» BKIIOYAeT JOOOE COENMHEHHE, KOTOPOE CTAHOBHUTCS
COCAMHCHUEM, OIMNHUCAHHBIM B HACTOAIIEM JOKYMCHTEC, IIPpU BBECIACHUU Cy6’beKTy,

Harpumep, Npu MeTaboNn4Ieckoil mepepaboTKe MpOJIeKapCTBa.

[0059] TepmuHbl «KOMOWHHpPOBaHHAs AaHTUPETPOBUpPYCHas Tepamus» («KCARTY)
OTHOCATCS K KOMOMHALMSAM WM «KOKTEHISAM» aHTHPETPOBHPYCHBIX JIEKAPCTBEHHBIX
CPEACTB, UCTIONB3YEMBIX ISl JIEUEHUs] BUPYCHBIX MH(EKIUH 4denoBeka, Bkiodas BITU-
uHpeximu. Hcronp3yemble B HACTOSIIEM AOKYMEHTE TEPMHHbBI «KOMOWHHPOBAHHAsS
aHTuperpoBupycHast tepamus» U «CART» BkmOUaroT KOMOMHAIMM U CXEMBI, 4acTo
Ha3bIBa€Mble BBICOKOAKTHUBHOW aHTHpeTrpoBupycHoil Tepanueil (HAART). KomOunanuun
n cxempl HAART u cART 0OBIYMHO BKIFOYAIOT MHOXKECTBO, YacTO ABa WM Oojee
JEKaPCTBEHHbIX CPEACTB, TAKHX KaK HYKJICO3HIHbIE HHICHOUTOPBI  OOpaTHON
tpanckpunrasbl (NRTI), HenykneosumgHble HMHrUOUTOPBI OOpATHOW TPAHCKPHUITA3bI
(NNRTI), uaru6uropsr npoteassl (PI), nuaruburops! cnusaus, aronuctsl CCRS w/unm

I/IHFI/I6I/ITOpr HUHTETPA3bI.

[0060] TepmuHbl «CKpBITBIH (JaTeHTHBIH) pesepByap it BHY», «CKpbIThIH
(natentHeiii) BHUY pesepByapy, «pesepByap miasi BHU», «CKpbITBIH (JIATEHTHBIN)
pesepByap» U «ckpbitasi (nareHtHas) BUU-uH(peKus» OTHOCATCS K COCTOSIHUIO, B
kotopoM nokosituecss CD4+ T-nmumdouunTs! wiu apyrue kietku nHpuuuposanst BUY,
HO axkTuBHO He mnpoxyuupyror BHUYU. B Hactosimee Bpemsi HeakTuBHble BHY-
UHQHUIHUPOBAHHBIE KJIETKH HA3BIBAIOTCS «JIATEHTHO WH(PUIIMPOBAHHBIMU KJIETKAMHI.
AntuperpoupycHasi Tepanusi (APT) moxer cHmsuth ypoBerb BUY B kpoBH 10
HEOOHApY»KMMOTO YpOBHS, B TO BpeMsl KakK JIaTeHTHble pe3epByapbl ainsi BHUY
NPONOJIKAIOT BbIKHMBATh. Korma maTeHTHO MHOUIMPOBAHHAS KJIETKA PEAKTHBHPYETCS,

KJIeTKa HaunHaeT npoayuuposars BUY (peruukanus BIY).
II. COEJUHEHUA

[0061] B HacrosiimeM onuMcaHUU MPeJIOKEHO coenunenue Gopmyds (J):

R
NH
R! |x\ SN
RZNF N/)\NHZ
R® 0
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WK eT0 (papManeBTHUECKH MpUeMIIEMasi COJlb, TAE:

X npeacrasnser coboit N umu CRY;

R! BriOpan u3 rpynmel, cocTosiei u3 Bogopona, rajorena, Cieankumaa, CN, —
NR?R®, —S(0)1-2R? u OR? rue Ci-¢ankun HeoOA3aTeNbHO 3aMelneH 1-5
rpynnamu R*;

R? BrIOpaH M3 TPyMNbl, cocTosmel U3 Bogopona, rajorena, Cieankumaa, CN, —
NR?R®, —S(0)1-0R® u OR? rae Ci.cankun HeoOA3aTEeNbHO 3aMelneH 1-5
rpynnamu R*;

R’ BbIOpaH M3 rpymnmel, cocTosieil u3 Bomopona, ranorena, Cisankuna, CN, —
NR?R®, —S(0)1-2R? u OR? rue Ci.cankun HeoOA3aTeNbHO 3aMelneH 1-5
rpynnamu R*;

R* npencrasnsier coboit Ci.12 ankuji, KOTOpbIi HeoOs3aTeNbHO 3amerneH 1-5
3aMECTHTEJISIMH, HE3aBHCHMO BBIODAHHBIMH 13 rajorena, -OR?% —NRRP,
CN, —C(O)R? —C(O)OR? —C(O)NRR®, —OC(O)NR?R®, -NR*C(O)R®, —
NR?C(O)NR? —NR?C(O)OR?, —SR? —S(0)12R? —S(0):NR?RP, —
NR?S(0),R?,  Cigramorenankmna, C3lUKIOANKAIA, 3-6-4IEHHOTO
reTepoLUKInIa, TIae 3-O-wiIeHHbIM TIeTEepOLMKINI  coaepkut 1-3
reTepoaToMa, BRIOpaHHBIX U3 KUCIOpoAa, azota u cepbl, Ce.10 apuia u 5-
10-unennoro rerepoapuna, rae 5-10-uneHHbIN reTepoapui coaepur 1-3
reTepoaToMa, BEIOPAHHBIX M3 KUCIOPO/A, a30Ta U CEpHI,

rae Kaxnabiil CssUUKIoankui, 3-6-uneHHbli rerepounkinmi, Ce.o apwn u 5-10-
uJIeHHbIH reTepoapun HeoOs3aTeIbHO 3amenles 1-5 rpynmmamu R?!;

R!° BriGpan u3 Bomopona, ranorena, Cisankmma, CN, -NR?R?, —-S(0)12R?* u OR?,
rie Ci-salkua HeoOs3aTenbHo 3amemien 1-5 rpynmnamu R?;

kaxaeii R?° HesaBucHMO BBIOpaH W3 TPyMIbL, cocTosimel u3 rajoreHa, Ci.
sranorenankuna, CN, -NR?R®, S(0);1-2R? u OR%;

kaxaeii R?! HesaBucHMO BBIOpaH W3 TPyMHIbL, cocTosimell u3 ragorena, Ci.
sankuna, Cisranorenankuna, CN, -NR?R®, §(0)12R? u OR? u

kaxabii R? u R® HesaBucuMO BHIOpAH U3 IPyIIILI, cocTosmel u3 Bogopona u Ci.
calkuiaa, rae Kaxaelii Ciealkua HeoOs3aTeabHO 3aMeleH 1-5
3aMECTHTEIISIMH, HE3aBHCHUMO BBIOPAHHBIMH W3 TaJIOT€HA, TMAPOKCHUIIA,
aMuHO, 5-10-unennoro rerepoapuna, rae 5-10-uneHHBI rerepoapui
comepxut 1-3 rerepoaroma, BBIOpAaHHBIX M3 KHUCJIOPONA, a30Ta U CEPBL, U

C1-sTaJIOreHAIKUIIA,;
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Tpy ycloBuUH, 4To koraa X mpenacrasnser coboit N, R! npencrasnser co6oii CI,

R? mpencrasnsier coboit H u R npencrasnser co6oii H, Torna R* ne

npexacrasisier coboit CH2CH2OMe nmn CH2CH2SO2Me.

[0062] CormacHo HeKOTOpBIM BapuaHTaMm peanmusauuu Gopmyssl (J) X mpeacrasiser

coboii CR!

CormacHo HEKOTOpbIM BapuaHTtaM peaymmzanuu  ¢opmyisl (J) X

npexncrasisier codoi N.

[0063] B Hacrosiiem onmcaHuu penIokeHo coequnenue Gopmysr (I):

@

HJIN €T0 (I)apMaLIeBTI/ILIeCKI/I npuemiicmas COJib, rac:

R! BBIOGpan u3 rpymmel, cocrosmeii us Bomopona, ranoresa, Cisankuma, CN, —

NR?R®, —S(0)1-2R? u OR?, rue Ci.cankun HeoOA3aTeNbHO 3aMelneH 1-5

rpynmnamu R%;

R? BrIOpaH M3 TPYMNIBI, COCTOsAIEH M3 Bomopona, rajorena, Cicankmma, CN, —

NR?R®, —S(0)1-2R? u OR? rae Ci.cankun HeoOA3aTeNbHO 3aMelneH 1-5

rpynnamu R*;

R? BrIOpaH M3 TPymmbl, cocTosAmel U3 Bomopona, rajorena, Cicankmma, CN, —

NR?R®, —S(0)12R? u OR? rue Ci.cankun HeoOA3aTeNbHO 3aMelneH 1-5

rpynnamu R*;

R* npencrasnster coboit Ci.12 ankui, KOTOPHIH HEOOS3aTeNbHO 3aMmemieH 1-5

3aMECTHUTEIIIMH, He3aBUCHMO BHIOPAHHBIME M3 ramorena, -OR?% —NR?RY,
CN, —C(O)R? —C(0O)OR? —C(O)NR?R®, -OC(O)NRR®, —~NR*C(O)R?, —
NR?C(O)NR®? —NR?C(O)OR®, —SR? —S(0)12R? —S(0)NRR®,

NR?S(0):R®,  Cigramorenankuna, C3LUKIOANKANIA, 3-6-4IEHHOTO
reTepoOLUKINIa, TIfAe 3-O-4IeHHBbIH TIeTepOLMKINI  COAep:kut 1-3
rerepoaTroma, BRIOpaHHBIX U3 KHUCIOpoaa, azota u cephl, Ce.10 apuia u S-
10-unennoro rerepoapuna, rae 5-10-uneHHbINA reTepoapuin CoaepKuT 1-3

reTepoaToMa, BEIOPAHHBIX U3 KHCJIOPO/A, a30Ta U CEpPBbL,

rae Kaxabiil CssUUKIoanKui, 3-6-uneHHbli rerepounkinmi, Ce.o apun u 5-10-

uJIeHHbIH reTepoapun HeoOs3aTeIbHO 3amelneH 1-5 rpynmamu R?!;

25



kaxapii R?° HesaBuCHMO BBIOpaH U3 TPYMNbL cocTosimell u3 rajorena, Ci.
sranorenankuna, CN, -NR?R®, S(0);1-2R? u OR%;
kaxapii R?! HesaBucHMO BBIOpaH U3 TPYMMbL cocTosimel u3 rajorena, Ci.
sankuna, Cisranorenankuna, CN, -NR?R®, §(0)12R? u OR? u
kaxnbiii R? uR® HesaBucumo BeIOpan u3 rpymmel, coctosimei us H u Cr.sankuna;
rae Kaxabiid Cisalkul HeoOs3aTeIbHO 3aMelleH 1-5 3aMeCTUTENsIMH,
HE3aBHCHMO BBIOPAaHHBIMU W3 TaJIOT€Ha, THAPOKCWIA, aMuHO, 5-10-
YIEHHOro rerepoapuia, rae S5-10-uneHHbli rerepoapui copep:xur 1-3
rerepoaromMa, BBIOPAHHBIX M3 KHCIopoxa, asora u cepb, u Ci.
¢raJION€HANKHIA,
npu ycnosuu, uTo koraa R! npencrasnser co6oii Cl, R? npencrasnser coboit H u
R’ mnpencrasnser coboii H, Torma R* me mnpencraBnser coboii
CH>CH>OMe unu CH,CH>SO,Me.
[0064] CornacHO HEKOTOPBIM BapHaHTaM peanu3auru coearHeHus: Gopmynsl (J) wim
() R* npencrapnsier coboit Ci.s amkui, KOTOpbiii HeoOs3aTeNbHO 3amemmieH 1-5
3aMECTHTEJISIMH, HE3aBUCHUMO BBIOPAHHBIMH M3 TPYIIbI, COCTOsALIEH U3 ranoreHa, -OR?, —
NR?R®, CN, —-C(O)R? —C(O)OR? —C(O)NR?R®’, —OC(O)NR?R®, —-NR*C(O)R®, —
NR?C(O)NR®? —-NRA*C(O)OR®, —SR? —S(0)2R? —S(0)NR?R®, —NR?*S(0),R?, Ci-
cranoreHankunaa, C3LIUKIOANKUIA, 3-0-4JIEHHOTO TeTepOLUKINIA, Tae 3-O-4JIeHHBIN
reTePOLIMKIIUI CONepPKUT 1-3 rerepoaroma, BHIOPAHHBIX M3 KHCIOPONA, a30Ta U CEPBI,
Cé-10 apuna u 5-10-uneHHOro rerepoapuna, rae S-10-uneHHbll reTepoapusl COaep kUt 1-
3 rerepoaToma, BBIOpAaHHBIX M3 KHCJIOPOAA, a30Ta W cepbl, W rae Kaxkabiii Cs.
GLUKIIOANKUT, 3-6-uneHHbI retepouukimi, Cs.io apun u 5-10-uneHHBIH reTepoapu

HeoOs3aTeNbHO 3ameleH 1-5 rpynmamu R

[0065] CornacHO HEKOTOPHIM BapHAaHTaM peaTU3aluu coenrHeHus: Gpopmynsl (J) wmm
() R* npencrasnser coboit Cis anku, HeobA3aTeNbHO 3aMelleHHbI  1-5
3aMECTUTEIISIMH, HE3aBUCHUMO BBIOPAHHBIMH M3 FPYTIIBI, COCTOsAMIEeH u3 ranoreHa, -OR?, —
C(O)OR? —C(O)NR?R?-SR?  Cigranorenankuna, C3-cLUKIOANKHIA, 3-6-4JI€HHOTO
rerepouukimia U Ceqo apuna, rae Kakapli  C3.eLUUKIOANKIIL, — 3-O-4ICHHBINA
rerepouukina U Ce.10 apun HeobGsi3aTenbHO 3amemeH 1-5 rpynmamu R*'. Cormacho
HEKOTOPLIM BapUaHTaM peanusanuu coenunenus popmynst (J) umu (I) R* npencrasnsier
cobori Cs.s ankuji, HeoOs3aTeIbHO 3aMEIleHHBbIH 1-5 3aMecTUTENsIMU, HE3aBHCHMO

BLIOPAHHBIME M3 TPYTIIBI, cOCTosimeil u3 ranorena, -OR?, ~C(O)OR? -NR*C(O)R® -SR?
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Cisranorenankmna, C3.sLUKIOANKIIA, 3-6-uieHHOro rereporukinia u Ce.10 apuiia; riue
Kbl C36IUKIOANKIIL, 3-O-uyieHHbId reTepouukimi U Ce.10 apun HeoOs3aTENbHO

3amernen 1-5 rpynmamu R?

[0066] CornacHO HEKOTOPBIM BapHaHTAM peau3aiuu coenuHenus Gopmyssl (J) wim
() R* npencraenser coboit Cis ankui, HeoOs3aTeNbHO —3aMelleHHb  1-3
3aMECTUTEJISIMH, HE3aBUCHUMO BhIOPAHHBIMH M3 TPYTIIbI, COCTOsIMIEH U3 ranoreHa, -OR?, —
C(O)OR? —C(O)NR?R®, —SR?® —Cjsranorenankuna, C3-cLUKIOANKHNA, 3-6-4JI€HHOTO
rerepouuknuia u Ce-10 apuna; rae kaxabiii Cs.siuxnoankut u Ce-10 apui HeoOs3aTeTbHO
samemen 1-3 rpynmamm R*L CornacHO HEKOTOpPBIM BapUaHTaM peaju3aluu
coemunenust popmynsl (J) umu (I) R* npencrasaser coboit Cs.s ankui, HeoOA3aTeabHO
3aMelIeHHbIH 1-3 3aMecTUTeNIsIMH, HE3aBUCHUMO BbIOPAHHBIMHU U3 TPYIIIbI, COCTOSIIIEH U3
ranorena, -OR? —C(O)OR? —NR*C(O)R?, —SR? —C.sranorenankuna, C3-[IMKIOATKHNIA,
3-6-unennoro rerepounkymia u Ce.10 apuna;, rae kaxabiil Cs.suukinoankus u Ce-10 apui

HeoOsA3aTeNbHO 3amenleH 1-3 rpynmamu R2!

[0067] CornacHO HEKOTOPHIM BapHaHTaM peanu3auuu coeauHeHus: Gpopmynsl (J) wim
() R* npencrasnser coboif Cis ankui, HeoOA3aTeNbHO 3aMelleHHbd | wmmm 2
3aMECTHTEJISIMH, HE3aBUCHMMO BbIOpaHHbIMH M3 rajoreHa, -OR?, —C(O)OR? -
C(O)NRR®, —SR?, Cj.;ranoreHankuna, Cs.cIUKIOANKHIA, 3-6-4JI€HHOTO FeTePOLHKIHIIA
u Ce.10 apuna; raoe kaxnabiii Cseiukoankui u Ce.10 apuil HeoOs3aTeIbHO 3aMerneH 1-3
rpynmamu R2! i rae xaxaeii R? u R® mesaBucumo npencrasnser coboit Bogopon mwiu Ci.
sankw, roe Ci4 ankun HeoOsi3arenpHO 3amerneH —NH>, OH umu nupugunom. CoriacHo
HEKOTOPBIM BapUaHTaM peanusanuu coenunenus Gopmynsl (J) wmm (I) R* npeacrasnser
coboit Cs3g ankwi, KOTOpbIA HeoOs3aTeNbHO 3aMmelieH | wiu 2 3aMeCTHTENSIMHU,
HE3aBUCHMO BBIOPaHHBIMHU M3 TPYIBI, cocrosimeil m3 ramoreHa, -OR? —C(O)OR?, —
NR?C(O)R®, —SR? Cisranorenankuna, C36lIMKIOANKNIA, 3-6-4JI€HHOTO TeTepOLMKIIIA
u Cs.10 apuna; raoe kaxnapiid Cserukinoankun u Ce.10 apuil HeoOs3aTeIpbHO 3aMerneH 1-3
rpymmamu R* u rae xaxnaeii R? u R® mesasucumo npencrasnster coboit Bogopon miu Ci.

sanku, rae Kaxabiid Ci.4 ankui HeoOs3aTenbHO 3amerneH —NHa, OH unn nupugunom.

[0068] CornacHO HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenus Gopmyssl (J) wim
() R* npencrapnser coboii Cie ankui, HeoOs3aTeNbHO 3aMelleHHbli | wumu 2
3aMECTHTEIISIMH, HE3aBHCUMO BBIOpaHHBIMH W3 rpymmsbl, coctosmeid n3 OH, CF; —

C(O)OH, —C(0)OCHs, —C(O)NH,, SCH3;, —C(O)NHCH;, —C(O)NHCH:CH;NH,
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C(O)NHCH,CH,OH, —-C(O)NHCH:-mupunmna, ¢enuna, TterparugpodypaHuia u
uukonponmwia. CorlacHO HEKOTOPHIM BapHAaHTAM PeaM3aluH COSTHMHEHUs] (HOPMY.JIbI
(J) umu (I) R* npencrasnser coboii Cs.g alkuiI, KOTOPIH HEOOA3aTENLHO 3aMelneH | umu
2 3amectutensMy, HesaBucuMo BbeiOpaHHeiMH u3 OH, CFs;, —C(O)OH, —C(O)OCHs,
SCH;, —NHC(O)CH3, -NHC(O)CH,CH:NH,, -NHC(O)CH,CH20H, -NHC(O)CH,-

nupunuia, GeHnna, TeTparuapodypaHmia U MUKIOMPOIHIIA.

[0069] CornacHO HEKOTOPBIM BapHaHTaM peau3aiuu coenuHeHus Gopmyssl (J) wim
() R* npencrapnser coboii Cs.c ankui, HeoOA3aTeNbHO 3aMelleHHbld | wumm 2
3aMECTUTEISIMY, HE3aBHCUMO BBIOpaHHBIMH U3 rpymmsbl, coctosmeid u3 OH, CF; —
C(O)OH, —-C(O)OCH;, —-C(O)NH2, SCH;, —C(O)NHCHs, —C(O)NHCH,CH,NH,, —
C(O)NHCH,CH>0H, n —C(O)NHCH;-tupuamna. CoriacHO HEKOTOPbIM BapHUaHTaM
peanuzauuu coemuHenus popmynel (J) uma (I) R* mpencrasaser co6oii Cs.e ankum,
KOTOPBIH HEOOS3aTeNbHO 3aMelleH | WM 2 3aMeCTHTEeNSIMU, He3aBHCUMO BBIOPAHHBIMHU
3 OH, CF3 —-C(O)OH, —-C(O)OCHj3;, SCH3, —NHC(O)CH3, -NHC(O)CH2CH2NH,, —
NHC(O)CH2CH,0H, -NHC(O)CHz-nupununa, ¢enuna, TerparunpodpypaHmia u

LUKJIONpOIuIa.

[0070] CornacHoO HEKOTOPBIM BapHaHTaM peanu3aiuu coenuHenus Gopmysbl (J) wim
() R* npencrasnser coboii Ci.s ankum, KOTOpbIi HeoOs3aTenbHo 3amemeH OH.
CorjacHo HEKOTOPLIM BapHaHTaM peanusaluu coenuHenus popmyisl (J) umu (I) RY
npexncrasisier coboit Cs.g amkmin, koTopelid HeoOszaTenbHo 3amemeH OH.  CornmacHo
HEKOTOPBIM BapHaHTaM peanusanuu coexunenns popmynsl (J) umu (I) R* npencrasnser

coboit Cs.g ankui, kotopsiit 3amernen —NHC(O)CHs.

[0071] CornacHO HEKOTOPBIM BapHaHTAM peanusanuu coenuHenus Gopmysbl (J) wiu
() R* npencraBnser coboii Cs.s ankuim, KOTOpbI Heobs3atenbHo 3amerneH OH.
CornacHo HEKOTOpLIM BapMaHTaM peamusaluu coenuHenus popmyisl (J) umu (I) RY

npencrasisier codoit Cs. ankwmi, kotopsiid 3amerieH —-NHC(O)CHs.

[0072] CornacHO HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenus Gopmyssl (J) wim
(I) R* comepskut no MeHblieil Mepe ONMH XUpadbHbli HeHTp. COrnacHO HEKOTOPHIM
BapMAaHTAM peajHM3allHu IO MeHbIIEH Mepe OAWH XUPAJbHBIA LEHTP HAXOAWUTCS B
koHpuryparmu S. CorjiacHO HEKOTOPBIM BapUaHTaM peajM3allH M0 MEHbIIEH Mepe

OJIMH XUPAJBHBII LEHTP HaXOAUTCs B KOH(purypaunu R.
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[0073] CornacHO HEKOTOPBIM BapHaHTAM pean3anuu coenuHenus Gopmyssl (J) wim

I) R* BBIOpAH 13 IPYIIIBI, COCTOSIIEH U3:
p Py

D e D 0 O
\5\gNH2 /\:K O \S/\:K/OH /\)\go\
ORI I G o
HO
\g\/OH \5“,“\ bWNH\/\OH NH\/\LOH

o) o S

)
NH——""NH, u NH =N
0

[0074] CornacHO HEKOTOPBIM BapHaHTaM peanu3aiuu coenuHenus Gopmysbl (J) wim

o}

I) R* BbIOpaH M3 IPYIIIbL, COCTOSAILEH H3:
p Py
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N
HN—
_ OH OH OH OH OH
F F CF3 F7 F F7F
OH
u FNF
[0075] CornacHO HEKOTOPBIM BapHaHTaM peanu3auuu coearHeHus: Gopmynsl (J) wim

(I) R* BbIOpaH U3 rpynmsl, cocTosIIEH U3:

\S/\;K/OH QI(O\
Jon

2 2w

HO
H
OH N— NH-—~""0OH NH OH
o 0
7\
NH—"NH, NH =N
o)

7o
<

o
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[0076] CornacHo HEKOTOPBIM BapHaHTAM peanu3aiuu coenuHenus Gopmysbl (J) wiu

I) R* BbIOpaH M3 rPYIIIbL, COCTOSAILEH H3:
p Py

H
‘b\rfN\ \bj(NH\/\OH \b\”NH\J\OH NH—~~NH,
0 5 i

o)

NH =N \Il/ H W/ W/
o) \_© 0
o) F F - F .

[0077] CornacHO HEKOTOPBIM BapHaHTaM peanu3anuu coenuHerust Gopmyns (J) wim

I) R* BBIOpAH 13 IPYIIIBI, COCTOSIIEH H3:
p Py
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[0078] CornacHO HEKOTOPBIM BapHaHTaM peau3aiuu coenuHeHus Gopmyssl (J) wim

I) R* BLIOpaH U3 rpymIbl, COCTOSIIEH U3:
p Py

H
0 0 o
73 N §
éWNH\Q : \IO|/ \/%(
O \F U F A

[0079] CornacHO HEKOTOPBIM BapHaHTaM peanu3aiuu coenuHenus Gopmysibl (J) wim

I) R* BBIOpAH M3 rPYIIIBL, COCTOSIIEH U3:
p rpy
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[0080] CornacHO HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenus Gopmysibl (J) wiu

I) R* BBIOpaH U3 TPYIIIbL, COCTOSAILEH H3:
p Py
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[0081] CornacHO HEKOTOPBIM BapHaHTaM peanu3auru coearHeHus: Gopmynsl (J) wim

(I) R* BbIOpan u3 rpynmel, cocTosel us:

\S
@WO\ oy ?K S ;QOH

o O

\;j @VOH Lo 0 \@

OH -
“ug

HO ’
\(C; OH \g\/OH N~ NH~—~"~0H
ks
NH OH NH~—""NH, NH— SN
e

)\/NHZ o G‘; \ //\\ /\/\j\/
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[0082] CornacHO HEKOTOPHIM BapHaHTaM pealu3auuu coenrHeHus: Gopmynsl (J) wim

I) R* BbIOpaH M3 rPYIIIbL, COCTOSAILEH H3:
p Py

H
0 0 0 0
H
L) vy
NH—"N e NH—"~0H \ N\|( (I)
0 O F .

[0083] CornacHO HEKOTOPBIM BapHaHTaM peanu3anuu coenuHenus Gopmysbl (J) wiu

o)

I) R* BBIOpAH 13 IPYIIIBL, COCTOSIIEH U3:
p Py
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[0084] CornacHO HEKOTOPBIM BapHaHTaM peanu3anuu coenuHenus Gopmyssl (J) wim

(I) R* BbIOpaH U3 rpymnbl, cocTOsIIEH U3:

CFs
OH OH OH OH
§
OH Yo I
O u o

[0085] CornacHo HEKOTOPBIM BapHaHTaM peanu3anuu coenuHenus Gopmysbl (J) wim

ZT

I) R* BBIOpAH 13 IPYIIIBL, COCTOSIIEH U3:
p Py

S S W S
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[0086] CornacHo HEKOTOPBIM BapHaHTaM pean3anuu coenuHenus Gopmyssl (J) wim

I) R* BLIOpAH 13 rPYMIIbL, COCTOSIIEH U3:
p Py

[0087] CornacHO HEKOTOPHIM BapHaHTaM peaju3auru coenuHeHus: Gopmynsl (J) wim

(I) R* BBIOpaH U3 rPYMIIBL, COCTOSIIEH U3

OH OH a\\‘ OH

[0088] CornacHO HEKOTOPBIM BapHaHTaM peanu3anuu coenuHenus Gopmyssl (J) wim

I) R* BBIOpAH 13 IPYIIIBI, COCTOSIIEH U3:
p Py
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[0089] CornacHO HEKOTOPBIM BapHaHTaM peanu3auuu coearHeHus: Gopmynsl (J) wim

(I) R* BbIOpaH U3 rpymnmsl, cocTosIIEH U3:

/\;k/OH )\?\/OH \(0:3 /\?ﬁofo\ \i(NHz /\\K \S:;K/OH
0
\:@H ‘\C(; %QH

NH—~""0H ?\)\(OH }kOH

/\/]\/OH mOH
N e

[0090] CornacHO HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenus Gopmysbl (J) wim

I) R* BBIOpAH 13 IPYIIIBL, COCTOSIIEH U3:
p Py
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0 0

B 7
NH OH NH—~""NH, " NH =N
© 0
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[0091] CornacHO HEKOTOPBIM BapHaHTaM peanu3auuu coearHeHus: Gopmynsl (J) wim

(I) R* BbIOpan u3 rpynmel, cocTosmeit u3

D e D e e 8
\S
O .,_’1 NH, :-,_l '-n.,_L/\/OH ;‘:K/OH

o O

o
Yg 9 "o DO \Qj
‘(C/ ﬁy OH N NH—~"~OH

0] O

7
b\y(NH\j\OH NH—"NH,  H b\”NH\Q
o

o}

,.r'f

[0092] CornacHO HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenus Gopmyssl (J) wim

(I) R* mpeacrasnser coboi
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[0093] CornacHO HEKOTOPBIM BapHaHTaM peau3anuu coenuHenus Gopmysbl (J) wim

(I) R* npencrasnser coboit

\\:"

ke

[0094] CornacHO HEKOTOPBIM BapHaHTaM peau3anuu coenuHeHus Gopmyssl (J) wim

(I) R* npencrasnser coboi

[0095] CornacHo HEKOTOPBIM BapHaHTaM peaiu3aiuu coenuHenus Gopmyssl (J) wim

(I) R* mpencrasnser coboi

v N

~

[0096] CornacHO HEKOTOPBIM BapHaHTaM peanu3aiuu coenuHenus Gopmysbl (J) wim

(I) R* mpencrasnser coboit

28
\\\\

|
o .

[0097] CornacHo HEKOTOPBIM BapHaHTAM peanu3aiuu coenuHenue Gopmysl (J) wim

(D) npencrasnsier codoii coenunenue Ghopmysl (1I)

rRE_R®

\L,<R7

R6

1 HN s
R |N\ S
~

RZN NJ\NHZ

R3

®opmyna II

HUJIN €10 (1)apMaLIeBTI/ILIeCKI/I MPpUEMJIEMYIO COJib, TAC!

R’ BbIOpaH U3 FPYIIIbI, COCTOSIMIEH U3 BOIOPONA, rajloreHa U METHJIA;
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R® BLIOpaH M3 rpymmbl, cOCTOsIEH U3 BOAOPOAA, rajoreHa U MeTuna; umd R° u
R® BMecTe 06pasyoT OKCOrpymiy;

R” BLIOpaH U3 rPyMIbL, COCTOSMIEH U3 Bogopoaa, ranorena, OR? u NR?RP:

R® BbIOpaH U3 rpyMIbl, COCTOSIMIEH U3 BOAOPONA U METUIIA,

R’ BriOpan u3 rpynnbl, cocrosmeii u3 Ci4 ankuna, Cs.siuknoankuna u —S-Ci.
4aJTKUIIA,

R? u R® HesaBuCcHMO BBIOpaHBI M3 TPYNMbl, cocTosmel u3 Bomopoma u Ci-
callkuia, rae Kaxablii Cilealkua HeoOs3aTeabHO 3aMelneH 1-3
3aMECTUTEJISIMH, HE3aBHCHUMO BBIOPAHHBIMH M3 TPYIIIbI, COCTOSIIECH M3
rajorena, ruapokcuia u mupuauna; u R, R* u R® apnsrorcs Takumu, Kak
OIPEAEICHO B HACTOSIIEM JOKYMEHTE.

[0098] Hanpumep, B popmyne (II), (ITa) u (IIb) R' BbIOpan u3 rpynmbl, COCTOAMIEH M3
Bomopoxaa, raiorena, Cieankmna, CN, ~NR?RP, —S(0)12R* u OR?, rne Ci.cankun
HeoOs13aTeIbHO 3aMemten 1-5 rpynmamu R?°; R? BbiOpan u3 rpymnmbl, cocTosimued u3
Bomopoxaa, rajnorena, Cieankmna, CN, —NR?R®, —S(0)12R* u OR?, rne Ci.cankun
Heobs13aTesbHO 3aMenteH 1-5 rpynmamu R?’; u R® BeiGpan u3 rpymmbl, cocTosimeil us
Bomopona, ramorena, Cieankuma, CN, —NR?R® —S(0)1oR* u OR? rme Ci.camkun
HeoOsA3aTeNbHO 3amemleH 1-5 rpynnamu R*;

[0099] CornacHO HEKOTOpPbIM BapuaHTaM peanuszauuu coeauHeHue Qopmynsr (II)

npencrasisier codoit coequnenue Gopmysl (11a)

re_ R’
R7
3 R®
1 HN R5
R |N\ \)N\
~
R2” N N7 “NH,
RS
®opmyna Ila

[0100] CornacHO HEKOTOPHIM BapHaHTaM peanuzauuu coeauHeHue Qopmynsr (II)

npencrasisier codoit coenuHenne Gopmysl (1Ib)
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R7
R6
1 HN R5
R |N\ \)N\
~
R2" N N7 “NH,
R3
®opmyna IIb.

[0101] CornacHO HEKOTOPBIM BapuaHTaM peanusauuu coequHenus Gopmydsr (1), (Ila)
unu (IIb) R® npexcrasnser coboii Bogopoxn;, R® npencrasaser coboit Bogopon; umu R’ u
R® Bmecte obpasyror okcorpymmy; R’ mpemcrasnser coboit OR? mmum NRPR®; R®
npencrasnsier coboit Bopopox, R’ mpencrasnsier co6oit Ci.4 k1, HUKJIONPONU UK -
SCH3; R R® He3aBrcHMO BBIOpaHbI U3 TPYTIMLL, COCTOsAMIEH U3 Bonopoaa u Cl4ankua;
rae kaxapli Cig4ankun HeoOs3aTeNbHO 3aMelleH 1-3 3aMecTHTENsIMH, HEe3aBHCHUMO
BBLIOPaHHBIMHU M3 ranorena, ruapokcuna, nupun-2-una u CFs, u R!, R* u R? apnsnorcs
TaKUMH, KaK ONpENeeHO B HACTOsIEeM JoKyMeHTe. COryiacHO HEKOTOPBIM BapHaHTAM
peanuzanmu R? u R® npencrapnsior coboit Bonopoa. CoriacHo HEKOTOPbIM BapUaHTaM
peanuzamuu R’ npencrasnser coboit OH uiun NHz. CornacHo HEKOTOpbIM BapUaHTaMm

peammsanuu R! u R? npencrasnstor co6oii BoRopox.

[0102] CornacHO HEKOTOPBIM BapUaHTaM peaju3anuu coenuHerus popmyisl (11a)

BbIOpaH U3

[0103] CornacHO HEKOTOPBIM BapUaHTaM peajiu3anuu coenrHerus Gopmysl (11a)



BbIOpaH u3

NH,

\\“‘

[0104] CornacHO HEKOTOPBIM BapUaHTaM peaiu3anuu coenunenus Gopmynsl (IIb)

rRE_R®
R7
R6
R5

BbIOpaH U3

s
or OH " cry o NH, /;k &OH
0
0
Q:/\OH ﬁ %VOH b\[(n\ NH—~~~OH
0
B
NH-—~""NH, u NH =N
0

[0105] CornacHo HEKOTOPBIM BapuaHTaM peaju3anuu coenrHerus Gopmysl (1Ib)

NH\j\OH
0

0]

RS R’
R7
R6

R5



BbIOpaH u3

s
on OH CFs ° NH, /\;K /‘;K/OH
0
0
\;i/\OH \(C(; %\/OH ‘b\”j\ \b\”/NH\/\OH
g 0
7
NH\J\OH NH—~NH, \b\y(NH\Q
© 0

o)

2o e o

[0106] CornacHO HEKOTOPBIM BapUaHTaM peanuzaimu coequHenus Gopmysl (I1), (1la)

/

unu (IIb) R’ mpencrasnsier coboit Bonopon, R® mpencrasnser co6oit Bonopox umu R u
R® Bmecre obpasyror okcorpymmy, R’ mpencraBmser coboit OR? mmm NRRP, R®
npencTasnser coboii Bogopon, R’ npexcrasnsier coboit C14anKu, UKIONPOMHI UK —
SCH3, u R* u R® nesaBucumo BHIOpaHBI U3 TPYMIbL, cocTosmiel u3 Bomopoma u Ci-
jankuna, rtae kKaxaelid Cigankun  HeoOs3aTeNbHO 3aMmelieH 1-3  3aMecTUTeNsiMU,
HE3aBHCHMO BBIOPAHHBIMHU M3 rajioreHa, ruapokcwia, nupun-2-una u CF3. CormacHo
HEKOTOPLIM BapHaHTaM peanusaiuu coenuHenus Qopmynsl (II), (Ila) umu (IIb) R’

npexacraisier codort OH mm NH;.

[0107] CornacHO HEKOTOPbIM BapHAaHTaM peaTU3alud coeauHeHus ¢dopmynsl (J),
dopmyna (I) wmm dopmyna (II) ykaszaHHOe coenMHEHWE TPEACTAaBIsieT COOOH

coenurenue popmyuer (I11)

R7
N TR
R _N R
X
~
R27N SNT NH,
R3
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®opmyna (I1I)
rae

R’ ot ;

NpeAcTaBisieT cOOOH BOAOPOL;

R® npencrasnser coboii Bomopon; uin R> u R® BMecTe 06pasytor okcorpymnmy;

R’ BrIGpan u3 rpymmel, cocTosmeit u3 OR? u NRRY;

R? u R® HesaBucHMO BBIOpaHBI M3 TPYINMbI, cocTosmed u3 Bomopoma u Ci-
sajgkuna, rae  kKaxkaeid  Crszankun  HeoOsi3aTeNnbHO 3amerneH  1-3
3aMECTHTEIISIMH, HE3aBHCUMO BBIOPAHHBIMU M3 TPYIIIBL, COCTOSINEH W3

1 R2 ;4 R3
rajiorera u ruapokcmwia u R*, R” u R” aBasit0oTCs TaKUMHU, KaK ONpeneaeHo
B HACTOSILIEM JJOKYMEHTE.

[0108] CornacHO HEKOTOpBIM BapHaHTaM peanu3auuu coenuHenue (opmyner (IID)

npexcTasisier coboit coenunenne Gopmyasi (111a)

R7
N 6
HN RSR
__N
R | NN
R2N N/)\NHZ
RS
®dopwmyia (I11a)

[0109] CornacHO HEKOTOpBIM BapHaHTaM peanuzauuu coenuHenue (opmyner (I10)

npencrasisier codoii coequuenue Gopmyisl (11Ib)

R7

R6
HN g
R _N R
L

o
R27N SN NH,
RS

I1Ib

[0110] CornacHo HEKOTOpPHIM BapHaHTaM peanusanuu coenuHeHust popmyner (I1D),
(Ila) unu (I1Ib) o6a R> u R® npencrapastor coboii Bogopon u R’ npencrasnsier coboii
OR? rme R? mpencraBnsier coboit Bomopon wuiu Cisankwin.  CorylaCHO HEKOTOPBIM
BapMaHTaM peanusauuu coenuHenus Gopmynsl (1), (Ila) uau (IIIb) oba R®> u R®

npefcTaBIsoT coboii Bonopon u R’ mpencrasaser coboit OH. CornacHo HEKOTOPBIM
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BapMaHTaM peanu3anuu coenuHenus gopmyssl (1), (Ila) wiu (I1Ib) kaxawsii R! R R°

u R® npencrasnser coboii Bogopon u R’ npexacrasnser codoit OH.

[0111] CornacHO HEKOTOpPHIM BapHaHTaM peanusanuu coenuHeHust Gopmyner (I1D),
(Ila) umu (1Ib) R> u R® BmecTe oGpasyror okcorpynmy u R’ BbIOpaH M3 rpymmbl,
cocrosimeii u3 OR? 1 NR?RP, rne R? u R® HesaBucumo BBHIOpaHb! U3 TPYIIIbI, COCTOSIIELH
u3 Bopopoaa u Cisankuna. CorylacHO HEKOTOPBIM BapHAHTAM pPeaM3alui COeNUHEHUs
dopmyasr (IIT), (Ila) uu (I1Ib) R® u R® BmecTe o6pasyror okcorpynny u R’ Beibpan u3
rpymnmbl, coctosimeit u3 OR? u NRR®, rme R? u R He3aBucuMO BBIOpaHbI M3 TPYTILL,

COCTOSIIIEH U3 BOAOpPOAA U METHJIA.

[0112] CornacHO HEKOTOPBIM BapHaHTaM peaiu3aiuu coenuHenus Gopmyssl (J) wim

dopmyasl (I) ykazaHHOE CoeTMHEHHE MpeacTaBisieT codoit coenuuenue Gopmysl (IV):

rRE R
R12
HN
1
R lN\ SN
R2Y N/)\NHZ
RS
dopmyna (IV).

[0113] TIpynmsi R', R? u R? popmyst (IV) sBastoTCs TAKUMH, KaK OMPEIEEHO BbILIE
anst opmyset (J) uwnu (I). Tpynnst R, R u R gpnsrorcs Takumu, kak onpeneneHo

sbiue st R* B popmyne (J) umu popmyae (I).

[0114] CornacHO HEKOTOPBIM BapHaHTaM peanusauuu coenuHeHue Gopmyisr (IV) nmm
ero (papMaleBTUYECKH TpUeMjieMasi COJib MpencTaBisieT cobol coenuHeHue (HOpMyITbl

(IVa):

R13 R11
SR
HN
1
R | SN
~
R27NF N)\NHZ
R3
®opmyna (IVa).
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[0115] CornacHo HEKOTOPBIM BapHaHTaM peam3anuu coenuHenue popmyisl (IV) wium

ero (papMaLeBTUYECKH TpUeMJieMasi COJIb MpencTaBiisieT cobol coenuHerue (HOpMyITbl

(IVb):

R13 1
R12
HN
1
R |N\ SN
R2TN N//kNH2
R3
®opmyna (IVb).

[0116] TIpymme R', R? R? R'' R uR" popmynsi (IVa) u (IVb) sBnsiroTcst TakKuMu,
kak omnpeneneHo st popmyst (J), (I) unu (IV) Bbilue, Ui Kak OnpeneneHo HUXKe, WITH

JIrI00ast UX KOMOUHALTUSA.

[0117] R! ¢opmynsr (IV), (IVa) u (IVb) MokeT mnpeacTaBisTh cobol moOyro
TIOIXOMANIYIO IPYIIY, BEIOPAHHYIO U3 Bomopona, ramorena, Cieankuna, CN, -NRR?, —
S(0)12R?* u OR?, re Ci-sankun Heobs3aTenbHo 3amernes 1-5 rpynmamu R?. Cormacuo
HEKOTOPbLIM BapuaHTaM peanusanuu R! Bribpan u3 Bomopona, rangorena, Ci. ankuna, CN
u OR? rne Ci ankun HeoOs3aTenbHO 3amemeH 1-5 rpymmamm R, Cormacho
HEKOTOPLIM BapuaHTaM peajiusanuu R! Moxer npencrasisath coboil BOTOpOJ, rajores,
u Ci3 ankun, roe Ci3 ankuin HeoOsi3aTeNbHO 3aMelneH 1-5 rpymnmamu rajioreHa.
CornacHo HEKOTOpLIM BapHaHTaM peanusamuu R! Mosker npencrasists coboit Bogopon,
dTop, xnop, OpOM, METWJI WJIM 3T, IMIe KaXKIblii METHJIbHAS WU 3THJIbHAS TpyIna
HeoOs13aTeNIbHO 3aMerneHa 1-5 rpynnamu rajoreHa. CoriacHO HEKOTOPBIM BapHaHTaM
peanusanuu R! mosxer mpencrapisate coboil Bomopon, (GTop, Xjiop, GpoM, METUN WU
STHJI, TAE KaXAbli METHJIbHAsl WM 3TWIbHAS TPyIIa HEoOs3aTesNbHO 3amerneHa 1-5
rpynmnamu  ¢ropa. CorjacHo HEKOTOpbIM BapuaHTaM peanuzanud R!  mosker
npencTaBisiTh coboit Bomopon, metiu, ¢rop, xjmop u CF3.  CoriaacHo HEKOTOPbIM
BapuanTam peamusaiuu R' Moxker mpencrasnsTh coGoit Bomopox.  CornacHo
HEKOTOPBLIM BapHaHTaM peanusaiuu R! Beibpan u3 Bomoponma, ramorena, NHi, Ci

ankuna, CN u OR? rae C1.6 ankun HeoOs3aTenbHO 3aMelieH 1-5 rpymmamu R?.

[0118] R? ¢opmynst (IV), (IVa) u (IVb) MoxkeT mnpeacTapisTh coboii mobyro
TIOAXOASIIYIO IPYIITy, BRIOPAaHHYIO U3 Bomopona, ranorena, Cisankuma, CN, -NR?RP, —

S(0)12R* u OR?, raie Cisankun Heobs3aTenbHo 3amenten 1-5 rpynmamu R, CornacHo
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HEKOTOpPBIM BapHaHTaM peanusaiuu R? BeiGpan u3 Bonopona, ragorena, Ci.¢ ankuna, CN
u OR? rme Ci ankun HeoOs3aTenbHO 3amemeH 1-5 rpymmamu R?. Cormacho
HEKOTOpPBIM BapHaHTaM peanusaiuu R? BeiGpan u3 Bonopona, ragorena, Ci.; ankuna, CN
u OR? rme Ci3 ankun Heobsi3aTeNnbHO 3amerneH 1-5 rpymmamu ramoreHa. CoriacHO
HEKOTOPBIM BapHUaHTaM peanusaluu R’ BLIOpaH M3 BOAOpOAA, MeTuna, 3Tujaa, (ropa,
xaopa, Opoma, CF3, CN, OH, OMe u OEt. CormacHO HEKOTOpPBIM BapHaHTaAM
peanuzauuu R? BeIOpan u3 Bogopona, meTuna, propa u xjopa. COrNacHO HEKOTOPBIM
BapuaHTaM peanusamuu R? BpiGpan u3 Bomopoma u ¢gropa. COrnacHO HEKOTOPBIM
BapuaHTaM peanusaiuu R? BbiOpan us Bomopona, rajorena, NHy, Ci ankuna, CN u
OR?, rue Ci+ ankui Heobs3aTenbHO 3aMerten 1-5 rpynnamu R?°. CornacHo HeKOTOpbIM
BapuaHTaM peanusauuu R’ BbOpan u3 Bojopona, metuna, stuna, NHz, dropa, xjopa,

opoma, CF3, CN, OH, OMe u OEt.

[0119] R? ¢opmynsr (IV), (IVa) u (IVb) moxker mnpencraBisTb coboi mobyro
TIOIXOANIYIO IPYIIY, BEIOPAaHHYIO U3 Bomopona, ramorena, Cicankuna, CN, -NRR?, —
S(0)12R? u OR?, rue Ci-sankun Heobs3aTenbHo 3amernes 1-5 rpynmmamu R?. Cormacuo
HEKOTOPHIM BapuaHTaM peanusanuu R® BbiOpan u3 Bonoposa, ranorena, Ci. ankuia, CN
u OR? rme Ci amkun HeoGssaTenbHo 3amemeH 1-5 rpymmamu R, Cornacho
HEKOTOPLIM BapMaHTaM peaus3aluu R’ MokeT ObITh BLIOpaH M3 BOJOPOJA, rajoreHa u
Ci1-3 ankuna. CoraacHO HEKOTOPLIM BapUaHTaM peanusaluu R® Mosxer ObITh BHIOpaH U3
Bonopozia, Metuna, gropa u xjopa. CorjgacHo HEKOTOPLIM BapHaHTaM peanusanuu R’
MOKeT ObITh BbIOpaH M3 Bomopona M MeTwaa. COrIacHO HEKOTOPbIM BapHAaHTaM
peammsanuu R Beibpan u3 Bomopona, ranorena, NHa, Ci ankuna, CN u OR?, rae Cis

aJIKUI HeoOs3aTeNbHO 3amerneH 1-5 rpymmamu R%.

[0120] CornacHo HEKOTOPBIM BapHWaHTaM peanu3auuu coenuHeHue (opmynsr (IV),
(IVa) mwmm (IVb) unmm ero ¢apmaneBTHYECKH NpUeMiieMasl COJIb MPENCTaBIsieT coOOH
coemunenue, rae R! BuIOpan u3 rpymnmel, cocrosieil u3 Bonopona, ranorena, Ci-¢ankumia,
CN, —-NR?R®, —S(0)12R? 1 OR?, e C1-6anKui HeoOsI3aTeNbHO 3aMelleH 1-5 rpynmaMu
R? R? BpiOpan u3 rpymmel, cocTosimieil us Bomopoxa, rajgorena, Cieankuma, CN, —
NR?R®, —S(0)1-2R? u OR?, e C1-ankun HeoOs3aTenbHO 3amentes 1-5 rpymmamu R2°
R3 BBIOpaH M3 IPyNmbl, COCTOsIIEH U3 Bogopona, ranorena, Cicamkuma, CN, -NRR®, —

S(0)1-2R? u OR?, rae Ci.cankxmi HeoOs3aTenbHo 3amelneH 1-5 rpymmamu R,
rpy
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[0121] CormacHo HEKOTOPBIM BapHWaHTaM peanu3auuu coenuHeHue (opmynsr (IV),
(IVa) mmu (IVb) unm ero ¢apmaneBTHYECKH NpUeMieMasl COJb NMPEACTaBIsieT coOOH
coequnenue, rae R! BiOpan u3 rpynmel, cocTosimeil u3 Bomopona, ramorena u Ci.
ankuna, rae Ci-3 aJkul HeoOsA3aTeNbHO 3aMelleH 1-5 rpynnamu ranorena, R Beibpan u3
TPYMIbI, cOCTOsIel u3 Bomopoxa, ramoreHa, Ci3 ankmwia, CN u OR? rme Ci.3 amkun
Heo0s3aTeNIbHO 3aMeleH 1-5 rpynnamu rajgoreHa u R? BeiOpaH u3 rpynmsel, cocTosImeit

U3 BOOOpOAA, rajioreHa u C13 ankuna.

[0122] CornacHO HEKOTOPBIM BapHaHTaM peanu3auuu coenuHeHue (opmynsr (IV),
(IVa) mnmu (IVb) unmm ero QapmarieBTHUECKH NpuUemMieMas COJb NPEACTaBIsieT cOOOM
coenunenue, rae R' BrOpaH U3 rpymmbl, coctosieidl W3 Bomopoaa, metuia, (ropa,
xnopa u CF3, R? BpiOpan u3 Ipymnmel, cOCTOsILIEH U3 BOXOPOAa, MeTuia, 3tuia, (Gropa,
xnopa, 6poma, CF3, CN, OH, OMe, u OEt, u R? BoiGpan u3 rpynmsl, cocrosmeil u3

BOZIOpOZA, MeTHIIa, (TOpa U XJIopa.

[0123] CornacHO HEKOTOpPbIM BapHaHTaM peanu3anuu coenuHenue Gopmyns (IV),
(IVa) nmu (IVb) mnm ero QapmareBTHdecku nmpuemiiemMas Cojib NMPEICTaBIsieT COOOH
coenuHenue, rae R! BoiOpan us rpynmbl, cocTosimiedl u3 Bomopona, MeTuna, Gropa u
xnopa u CF3;, R? BBIOpaH M3 rpymmbl, cocTosmeil U3 BORXOPOAA, MeTuna, 3Tuna, NHy,
dropa, xnopa, 6poma, CF3, CN, OH, OMe u OEt, u R? BLIOpan U3 rpynmsl, cocTose

U3 BOAOpOna, MeTuia, ropa u xjopa.

[0124] CornacHO HEKOTOpPHIM BapHaHTaM peanu3anuu coenuHenue opmyns (IV),
(IVa) wmm (IVb) unu ero ¢apmaneBTHYECKH NpUeMiieMasl COJIb MPEACTaBIsieT coOOH
coenunenue, rae R' npencrasnser coboit Bomopon, R* BbIOpan U3 rpynmel, cocTosiel
U3 BOJAOpONA, MeTuja, sTuna, (ropa, xjiopa u Opoma, u R’ BbiOpan u3 rpymmbr

COCTOSIIIEN 3 BOAOpPOAAa U METHJIA.

[0125] CornacHo HEKOTOpBIM BapHWaHTaM peanu3auuu coenuHeHue (opmynsr (IV),
(IVa) mwmm (IVb) unm ero ¢apmaneBTHYECKH NpUeMiIeMasl COJb MPEACTaBIsieT coOOH
coenunenue, rae R' npencrasnser coboii Bomopoa. R* BbiOpaH U3 rpymnmbl, cocTosiiel

u3 Bojiloposa u ¢propa, u R* BeIGpan u3 rpymnmel, coctoseil U3 BOIOPOAA M METHUIIA.

[0126] CornacHo HekoTOopeiM BapuanTam peamusamuu R popmynsr (IV), (IVa) u
(IVb) moskeT mpencraBisTh COOOUW JIFOOYIO MOIXOMSLIYIO TPYIITy, BBIOPAHHYIO W3
Bogopona, Ci-» ankuna, Cs.¢ nuknoankuia u Ci.3 rajoreHankuiga. CorjiiaCHO HEKOTOPBIM

BapuaHTtaMm peajgu3anuu coenuHenue Gopmynsr (IV), (IVa) wm (IVb) wmm ero
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dapmaLeBTHUECKH TIpHEMIeMas COMb MPEACTaBIsAeT coboii coenunenue, rae R! suiopan
U3 Ipynmsl, cocrosimei u3 sopopona, Ci2 ankuna u Ci2 rajoreHankuna. CornacHo
HEKOTOPBIM BapuaHTaMm peanusauuu coeanaenue Gopmyisl (IV), (IVa) wmm (IVb) umu
ero (apMalleBTHYECKH TIpUeMIeMas COJb MPeACTaBiseT coboil coenuuenue, rae R'!
BbIOpaH u3 rpymnmel, coctosimedl n3 Cio ankmna u Ci2 ranoreHankuna. CoriacHo
HEKOTOPBIM BapHaHTaM peaimm3anuu coenuHenue ¢popmyist (IV), (IVa) wu (IVD) unm
ero (apMaleBTHYECKH TIpUEMIeMas COJb MPeACTaBiseT coboil coenuuenue, rae R'!
MOKeT ObITh BBIOpaH W3 Bopopoma, merwna, stwia win CF3;. CoriacHoO HEKOTOPBIM
BapuaHtaMm peanmsanuu coenuHeHue ¢opmyner (IV), (IVa) mwma (IVb) wmm ero
(apmarieBTHUECKH TIpUEMIEMas CONb MPEACTaBseT coboil coenunenue, rae R moxer
ObiTb BbIOpaH w3 Merwna, stwia win CF3;.  CormacHO HEKOTOPBIM BapUaHTaM
peammzaruu coeaunenue dopmyisl (IV), (IVa) wnmu (IVb) unu ero dapmaneBTHUECKH
npuemeMas Cojlb MpeJCcTaBiseT coboii coenunenue, rae R mMoxer 6bITh BHIOpaH U3
Bonopoaa, metusia uian CF3. CornacHO HEKOTOPHIM BapHAHTAM PEATU3aLH COSAUHEHNE
dopmynsr (IV), (IVa) wmu (IVb) wnu ero ¢dapmaueBTudecku mnpuemiemMas CoJb
npencTaaser coboil coenunenue, rae R'' moxer Obith BbIOpan u3 metuna umu CFs.
CornacHo HEKOTOpPBIM BapuaHTaM peanusauuu coenunenue Gopmynsl (IV), (IVa) wiu
(IVb) unu ero ¢apmaneBTHYECKH TpUEMIIeMast COJIb MPEACTABIsIET COO0M CoenuHEeHHME,
rne R!! moxer ObiThb BHIOpaH U3 Bomopona WM MeTuna. COrNIACHO HEKOTOPBIM
BapMaHTaM peanusauuu coeauHenue ¢opmynsl (IV), (IVa) wm (IVb) wmmm ero
dapmanesTuuecku npuemnemas cojib, rae R!' BeiOpan u3 rpymmbl, cocTosmed u3
metusia U CF3. CoriacHO HEKOTOPBIM BapHAaHTaM pPeaM3alMK COeINHHEHHE (OPMYIIbI
(IV), (IVa) wmu (IVb) wnu ero ¢apmareBTHUECKH MpPUEMIIEMasi COJIb MPENCTaBISET
coboil coenunenue, rme R!' npexncraBiser coGoit mermsn.  COracHO HEKOTOPHIM
BapHaHTaM peanusauuu coeauHeHue ¢opmynsl (IV), (IVa) wm (IVb) umm ero
(apmariepTHUECKH TpuemieMas Cojb MpeAcTaBiseT coboil coenuHenue, rme R!'!

npeAcTaBisieT coOOOH BOJOPO.

[0127] R'Y? ¢opmynst (IV), (IVa) u (IVb) MoxkeT mnpencraBisth coboil mobyro
TMIOAXOANIYI0 TPyMMy, BeiOpanHyro m3 Ci.3 ankuma, rajoreHa, -OR? —NRR®, CN, —
C(O)R? —C(0O)OR? —C(O)NR?R®, —OC(O)NR?R®, —NR*C(O)R®, —NR*C(O)NR® -
NR*C(O)OR®, —SR? —S(0)1-2R?, —S(0):NR*R®, -NR?S(0),R®, C1.3 ranorenankuna, Cs-
LUKJIOANKUJIA, 3-6-4JICHHOTO TeTepOLUKIWIA, TIAe 3-O0-UJ€HHbIH TeTEePOLMKIINI

comepxut 1-3 rerepoaroma, BEIOpAaHHBIX U3 KUCIOpona, a3ota u cepsbl, Ce.10 apuna u 5-
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10-unenHoro rerepoapuna, rae 5-10-uneHHbIN rerepoapui Conep;kut 1-3 rerepoaroma,
BBIOPAHHBIX M3 KUCJIOpPOIa, a3oTa u cepbl, rae Ci.3 aJKWIbHAs TPyIa HEoOs3aTeIbHO
3aMemneHa 1-5 3aMeCTHTeNsIMH, HE3aBUCHMO BLIOPAHHBIME U3 rajoreHa, -OR? —NRRY,
CN, —-C(O)R? —C(0)OR? —C(O)NR*R®, ~OC(O)NR?R®, -NR*C(O)R®, -NR*C(O)NR® —
NR*C(O)OR®, —SR? —S(0)1-2R?, —S(0):NR?R®, -NR?S(O),R®, C1.3 ranorenankuna, Cs-
LUKJIOAJKUIA, 3-6-4JICHHOTO TeTepOLMKIWIA, TIA€ 3-O-4JeHHbIH TeTePOLUKIINI
comepxut 1-3 rerepoaroma, BEIOpaHHBIX U3 KUCIOpona, a3ota u cepbl, Ce.10 apuna u 5-
10-unennoro rerepoapuia, rae 5-10-uneHHbIN rerepoapui Conep;kut 1-3 rerepoaroma,

BBIOPAHHBIX M3 KUCJIOPOAA, a30Ta U CEPHI.

[0128] CornacHO HEKOTOpPHIM BapHaHTaM peanusanuu coequHeHue Qopmynst (IV),
(IVa) unu (IVb) unu ero dapmanesTuuecku npuemiaemas conb, rae R'2 moxer ObITh
BbIOpan u3 C1.o ankuna, —C(O)NRR? u S-unenHOro rerepoapuna, comepxkariero or 1 no
3 rerepoatomoB a3ota, rae Ci. ankui HeoOs3aTebHO 3aMelieH 1-5 3aMecTuTensMu,
HE3aBHCHMO BBIOpaHHBIMH U3 ranorena, -OH, -NR*R?, -NR*C(O)R®, -NR?*S(0)R® u C;.
3 rajoreHajKuna, 1 Kaxaeii R? u R® HesaBucumo BbIOpaH M3 TPYIINBI, cocTosmeil u3
Bomopona u Ci3 ankuia, rae kaxnaeiid Ci3 ankun HeoOs3aTeNnbHO 3amemieH -3
3aMECTHTEJISIMH, HE3aBUCHMO BBIOPAaHHBIMH W3 TUApOKcHia u amuHO.  CoryiacHo
HEKOTOPBhIM BapHaHTaM peanmzaimu coenuHenue ¢popmyist (IV), (IVa) wiu (IVD) unm
ero (papMaleBTHYECKM Tpuemiemas conb, rae R'? mpencrapnser coboit Ci amkum,
HEeOoOsI3aTeNIbHO 3aMEIIeHHbIH 1-3  3aMecTUTENsIMH, HE3aBHCUMO BBIODAHHBIMH W3
ranoreHa, -OH, —-NH), —-NHC(O)-Ci3; ankwna, —-NHS(0)-Ci3 ankuma u Cis
rajoreHajkmia. CoOrjlacCHO HEKOTOPBIM BapHUaHTaM PeaH3aluU COCOMHEHUE (OpMYyIIbl
(IV), (IVa) uniu (IVb) unm ero ¢apmaieBTHUecKH IpuemiemMas cojib, rae R!2
NPEACTaBIsieT COOOH METHII WIIM STHII, K&KIbIA M3 KOTOPBIX HEOOs3aTeNbHO 3amMereH |
WK 2 3aMeCTUTEJISIMH, HE3aBUCHMO BhIOpaHHbIMU 13 rajnorena, -OH, —-NH», -NHC(O)-
Ci3 ankuna u Ci3 ranoreHankuna. CorjgacHO HEKOTOPBIM BapUaHTaM peau3aLiu
coequnenune ¢opmyisl (IV), (IVa) wmu (IVb) unu ero dhapmaneBTudeck mpremiiemMas
conb, Tae R'? npencrapiser coboit MeTUN MM STUJ, TAe METHJ MM 3TN 3aMerneH |
win 2 3aMectuTessiMu, HezaBucuMo BeiOpanHbiME 3 —OH u -NHC(O)CH3. CormachHo
HEKOTOPBIM BapuaHTaMm peanusauuu coeannenue Gopmyisl (IV), (IVa) wim (IVb) umu
ero (papMaleBTHUECKH Hpuemiaemas cojb, rae R'2 moxer 6bith BbOpan u3s CH,OH,
CH,CH:;0OH, CH(Me)OH, CH(CH:F)OH, CH(CHF>)OH, CH(CF3)OH, CF3, CH:NH,,
CH:NHC(O)Me, CH(CH2F)NHC(O)Me, CH:NHS(O):Me, C(O)NH;, C(O)NHMe,
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C(O)NH-CH>CH20H, C(O)NH-CH>CH>NHz, C(O)NH-(nmupuauH-2-uaMeTuin),
UMHIA30JIMIa H  TPHA30JIMIIA. CornacHo HEKOTOPbIM BapHAHTAM peaM3aLuH
coequnenune ¢opmyisl (IV), (IVa) wu (IVb) unu ero dpapmaneBTudecku mpremiiemMas
conb, rne R' moxer 6with BeIOpan u3 CH,OH, CH(Me)OH, CH(CH,F)OH u
CH,NHC(O)Me. CornacHO HEKOTOPBIM BapUaHTaM peajn3allii CoenquHeHue HOpMYyIIbl
(IV), (IVa) unu (IVb) unu ero ¢papmaresTudecky mpuemiemas conb, rae R'2 moxer
obite BbIOpan w3 CH>OH, CH(Me)OH u CH;NHC(O)Me. CornacHO HEKOTOPBIM
BapuaHtaMm peagmsanuu coenuHeHue Gopmynsr (IV), (IVa) wma (IVb) wmm ero

dapmanesTuuecku npuemnemas cojib, rae R'? mpencrasaser co6oit -CHOH unu -

CH>;NC(O)CHs.

[0129] CornacHO HEKOTOpPHIM BapHaHTaM peanusanuu coequHeHue Qopmynst (IV),
(IVa) unu (IVb) unu ero dapmarieBTHUeCKH NpHeMiaeMas coib, rae R1? mpencrasmnser
coboii C1.» ankun, 3amemensbiii —~NRA*C(O)R, rne kaxpiit R* n R Hezasucumo BbiGpan
u3 rpymmbl, cocrosimei u3 Bomopora u Cis ankwmna, rae kaxaeli Cis  ankun
Heo0s3aTeNIbHO 3aMelleH 1-3 3aMeCTHTEeNsIMH, HE3aBUCUMO BBIOPAHHBIMU U3 THAPOKCHIIA

U aMHHO.

[0130] RY ¢opmynst (IV), (IVa) u (IVb) MoxkeT mnpencrasisth coboil moOyro
MIOAXOASIYI0 Tpymy, BeiOpanHyro u3 Ci. ankmia, ramorena, -OR?, -NRR®, CN, —
C(O)R? —C(0O)OR? —C(O)NR?R®, —OC(O)NR?R®, —_NR?C(O)R®, —_NR*C(O)NR® -
NR*C(O)OR®, —SR? —S(0)1-2R?, —S(0):NR?R®, -NR?S(0),R®, C1.¢ ranorenankuna, Cs-
LUKJIOAJIKUIA, 3-6-4JICHHOTO TeTepOLMKIINIA, TAe 3-0-UJ€HHbId TeTEePOLIMKIINII
comepxut 1-3 rerepoaroma, BRIOpAaHHBIX U3 KUCJIOpona, a3ota u cepbl, Ce.10 apuia u 5-
10-unenHoro rerepoapuia, rae 5-10-uneHHbIN rerepoapui conepkut 1-3 rerepoaroma,
BBIOpPAHHBIX M3 KHCJIOpPOAa, a30Ta U cepbl, rae Ci.s akum HeoOs3aTenbHO 3aMenieH 1-5
3aMECTHTEJIMH, HE3aBUCHMO BLIOPAHHBIME M3 rajorena, -OR? —NR?R®, CN, —C(O)R?, —
C(O)OR? —C(O)NR*R®, -OC(O)NR?R®, -NR?C(O)R®, -NR*C(O)NR® —NR*C(O)OR®, —
SR? —S(0)1-2R?, —S(0)2NR*R®, -NR?S(0)2R®, C1- ranorenankuna, Cs-¢ IUKIOATKIIA, 3-
6-4JICHHOTO TIeTepOLMKIniIa, A€ 3-O-4iIeHHbI TeTEePOLMKINWI  COaepKuT 1-3
reTepoaTroMa, BBIOPAaHHBIX M3 KHclopona, aszota u cepbl, Ce.10 apmia u S5-10-uneHHOTO
rerepoapuia, rae S5-10-duneHHbI rerepoapui coaepkut 1-3 rerepoaroma, BBIOPAHHBIX

N3 KHUCJIOPOJa, a30Ta U CEPbI.
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[0131] CornacHO HEKOTOpPHIM BapHaHTaM peanu3anuu coenuHerue ¢opmyns (IV),
(IVa) mmu (IVb) unm ero ¢apmarneBTHYECKH NpUeMieMasl COJb NMPEACTaBIsieT coOOH
coenunenue, rae R'? npencrasnser co6oii Cs.6 ankui, HeoOA3aTENbHO 3aMeIeHHbIH 1 -
2 3aMecTHTEsIMH, He3aBHCHMMO BblOpaHHbiMH u3 rajoreHa u -OH.  CormacHo
HEKOTOPBIM BapuaHTaMm peanusauuu coeannenue Gopmyist (IV), (IVa) wm (IVb) umu
ero (apMalieBTHYECKH TIpUEMIeMas CoJb MPeACTaBlseT coboil coenuuenue, rae R
npencrasisier coboii Css ankmi, HeoOs3aTeNbHO 3aMEIleHHbI 1-2 TaJoreHOBBIMU
3amectutessiMi.  COrlaCHO HEKOTOPBIM BapHAHTAM pEeaM3aluu COeqHHEHHEe (opMyJIbl
(IV), (IVa) wmu (IVb) miu ero ¢apmarneBTHUECKH MpUEMIIEMasi COJIb IPEICTaBISET
coboii coemunenue, rae R mpencrasnser coboit Cse ankun.  Tunmuneie Cs.
aNKubHBbIe Tpynmel anst R BKIrOWalOT, HO HE OrpaHUYMBAKOTCS WMH, H-TPOIMI,
usonponui, H-Oytun, BTOp-OyTwi, u300yTHi, Tper-OyTWi, H-TIEHTW, TPEeT-TeHTUI,
HEOMEHTHJI, U30MEHTWI, BTOP-NIEHTHI U 3-meHTHI. COrJIacHO HEKOTOPbIM BapHaHTaM
peammzaruu coeaunenue dopmyasl (IV), (IVa) wnmu (IVb) unm ero dapmaneBTHUECKH
npuemieMas cojib MpencTaBiseT coboil coenunenue, rae R mpencrasnser coGoit
npornwi, OyTHJ WM TEHTHIL CornacHO HEKOTOpPBIM BapHAHTAM pea3aluu
coenurenue popmyisl (IV), (IVa) wmu (IVD) unun ero gapmanesrudeckn mpuemiiemast
coJib TIpeAcTaBJIsieT coboii coenunenue, rae R npencrasnser co6oit H-mponu, H-OyTuI
win H-neHTu1. CorysiaCHO HEKOTOPBIM BapHaHTaM peai3alid COoeqrHeHHe (HOpPMYIIbI
(IV), (IVa) wmu (IVb) wnu ero ¢apmarieBTHUECKH MPUEMIIEMasi COJIb IMPENCTaBISET

coboit coenunenue, rae R npencrasnser coboii mpomun umm GyTuL.

[0132] R* ¢opmyast (IV), (IVa) u (IVb) MoxkeT mnpencraBisth coboil mobyro
TMIOAXOMANIYI0 TPYITy, BeIOpaHHy:0 u3 ramoreHa, Cisramorenankuna, CN, —NRR
S(0)12R?* u OR? CornacHo HEKOTOPBIM BAPUAHTAM peanu3aluu Kaxabii R?° moxer
HE3aBHCUMO OBITh BhIOpaH m3 rajoresa, CN, -NR*R® u OR® CornacHo HEKOTOpPBIM
BapMaHTaM peanusanuu kaxnabii R* Mosker HesaBHCHMO ObITh BbIOpaH M3 rajioreHa,
CN, -NR?R® u OR? CornacHO HEKOTOPHIM BapHaHTAM peanu3aruu Kaxaeii R moxer
HE3aBHCMMO MpPEACTAaBNATh CoOOM ranoreH.  COrNacHO HEKOTOPHIM BapHaHTAM
peanusanuu Kaxaeii R mosker HesaBucUMO ObITh BbIOpaH u3 (Topa, Xjiopa, 6poma,
CN, -NH», OH, OMe u OEt. CornacHO HEKOTOPBIM BapHaHTAM PEATM3ALUU KaXKIbIH

R? mosxeT He3aBUCUMO ObITh BLIOpaH U3 GTOpa U XJI0pa.

[0133] Kaxaeii R* u R® ¢opmymsr (IV), (IVa) u (IVb) MoKeT He3aBUCHMO

MPEICTABISITh COOOM JIFOOYIO0 MOAXOMSINYEO TPYIIIY, BEIOPAHHYIO M3 TPYIIIbI, COCTOSIIEH
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u3 Bomopoma u Cieankmna;, rae Kaxaeld Ci.eankuin HeoOsi3aTenpbHO 3amMerneH 1-5
3aMECTUTEJISIMU, HE3aBUCUMO BBIOPAHHBIMH W3 TajloOT€Ha, TUAPOKCUIA, aMuHO, 5-10-
YJIEHHOro rerepoapuia, rae S-10-uyeHHBIN reTepoapuil comep:kut 1-3 rerepoaroma,
BBIOpAHHBIX U3 KHUCIIOpOna, a3oTa u cepbl, U Cieranorenankmia. CorjiacHO HEKOTOPBIM
BapuanTaM peamusauu R? u R® MoxeT kaxnblii He3aBHCUMO OBITH BHIOPAH U3 BOIOPOAA
u Ci13 ankuna, rae kaxabii Ci.3 ankuin HeoOs3aTenbHO 3aMelleH 1-3 3aMecTUTENsIMH,
HE3aBUCHMO BbIODAHHBIMU M3 TaJIOT€Ha, MApOKCHia, aMuHoa U Cl. TrajJoreHajlkuia.
CorjacHO HEKOTOPLIM BapHaHTaM peamu3amuu R? m R MoeT Kaxmblii HE3aBHCHMO
ObITh BbIOpaH u3 Bojopoma u Ci3 ankmna, rae kaxasld Ci3 ankun HeoOsA3aTeabHO
3aMerneH 1-3 3aMecTHTeNsIMH, HE3aBHCHMO BBIOPAHHBIMH U3 THUAPOKCUJTIA U aAMHHO.
CornacHO HEKOTOPLIM BapHaHTaMm peammzamuu R? m R MoxeT kaxmblii HE3aBHCHMO
ObiTh BIOpaH U3 Bomopoxa M Ci.3 ankuia, rae kaxabiid Ci3 ankuin HeoOs3aTesbHO
3amelneH 1 3amecTurenem, BbIOPAaHHBIM M3 TUAPOKCHIA U aMHHO. COrJIaCHO HEKOTOPhIM
BapuanTaM peamusanuu R? u R MoxeT kasiblit He3aBUCHMO OBITH BBIOPaH U3 BOIOPOJA
u Ci3 anmkuna. COrNIacHO HEKOTOPHIM BapHaHTaM peammusanuu R? u R® mMosxer kaxbrit
HE3aBUCHUMO OBbITh BBIOPaH M3 BOAOPOAA, MeTWia, 3THia, mnpomwia, Oyrtuna, CFs,
CH,CF;, CH,CH,CF;, CH,OH, CH,CH;OH, CH,NH, u CH>CH;NH,. CornacHo
HEKOTOPHIM BapuaHTaM peanmsarmu R? u R MoxeT Kaplii He3aBHCHMO OBITH BBIOpAH
u3 Bogopona, metwmna, stuna, CF;, CH,OH, CH,CH,OH, CH>NH; u CH;CH>NH..
CorjacHO HEKOTOPLIM BapHaHTaM peammamud R? m R MoxeT Kaxmblii HE3aBHCHMO
ObITh BbIOpaH u3 Bomopoma, meruna, stuina, CH,CH,OH, u CH,CH>;NH,. Cornacuao
HEKOTOPHIM BapuaHTaM peanmsarmu R? u R MoxeT Kaaplii He3aBHCHMO OBITH BEIOpAH
U3 BOAOPOZA, MeTuna 1 5Tuaa. COraacHO HeKOTOPBIM BapuaHTaM peanmsanud R? u RP

MOJKET KaXK/IbIil HE3aBUCUMO OBITh BEIOPAH U3 BOIOPOJA M METHIIA.

[0134] CornacHo HEKOTOPBIM BapHWaHTaM peanu3auuu coenuHeHue (opmynsr (IV),
(IVa) mwmm (IVb) unm ero ¢apmaneBTHYECKH NpUeMiIeMasl COJIb MPENCTaBIsieT coOOH

COCAHMHECHUE, I'I€:

R! BrIOpan u3 rpymmel, cocTosimei u3 Bogopona, rajorena, Cicankmaa, CN, —
NR?R®, —S(0)1-0R? u OR? rae Ci-¢ankun HeoOA3aTeNbHO 3aMelneH 1-5

20.

rpynnamu R,
R? BeIOpaH M3 TPYyMIbL, cocTosAmel U3 Bogopona, ranorena, Cicankmaa, CN, —
NR?R®, —S(0)1-2R?* u OR?, rae Ci-6ankui HeoOA3aTeNbHO 3aMmemieH 1-5

rpynnamu R*;
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R® BbIOpaH U3 TPyMIbL, cocTosAIel u3 Bogopona, rajgorena, Cisankuna, CN, —
NR?R®, —S(0)1-2R? u OR? rue Ci-¢ankun HeoOA3aTENbHO 3aMelneH 1-5
rpynnamu R*;

R Bri6pan u3 rpynmbl, cocTosimeit u3 sogopona, Ci-2 ankuna, C3-6 IUKIOATKKIA
u C1.3 TaJIOTeHAIKHIIA,

R!? ppi6pan u3 Ci-3 ankuna, ranorena, -OR?, —~NR?R®, CN, —-C(O)R? —C(O)OR?,
—~C(O)NR?R®, —OC(O)NR?R®’, —NRC(O)R®, -NRC(O)NR®  —
NR?C(0O)OR®, —SR? —S(0)12R? —S(0):NR?R®, —NR?S(0):R®, Ci3
ranoreHankuna, Cs.¢ LUKJIOANKWIA, 3-6-4J€HHOrO reTepoLuKInia, rae 3-
O-4JIeHHBII TeTEPOLMKINI COAEpKUT 1-3 rerepoaroma, BbIOPAHHBIX U3
KHUCII0pOona, a3oTa u cepbl, Ce-10 apuna u 5-10-uneHHOro rerepoapuna, riue
5-10-uneHHBIH reTepoapui comeput 1-3 rerepoaroma, BHIOPAHHBIX U3
Kucyiopona, azora u cepbl, rae Ci3 ajakuipHas rpynna HeoOs3aTeIbHO
3amMelnena 1-5 3aMecTuTeasiMy, HE3aBUCUMO BbIOPAHHBIMU M3 TAJIOTEHA, -
OR? —NRRP, CN, -C(O)R? —C(0)OR? —C(O)NR?R?, -OC(O)NRR®, —
NR?C(O)R?, —NRC(O)NR® —NR?C(O)OR®, —SR? —S(0)1oR? -
S(0):NRRP, -NR?*S(0),R®, C1.3 ranorenankuna, Cs.c UUKIOATKHIIA, 3-6-
YJIEHHOTO FeTEePOLUKINIIA, TAe 3-6-4JI€HHBIN MeTePOLMKINI COAECPKUT 1-
3 rerepoatroma, BRIOPaHHBIX U3 KUCJIOpOAa, a30Ta u cepbl, Ce-10 apuia u S-
10-unennoro rerepoapuna, rae 5-10-uneHHbIN reTepoapuin coaepKuT 1-3
reTepoaToMa, BEIOPAHHBIX M3 KUCIOPO/A, a30Ta U CEpHI,

R" Bri6pan u3 Ci ankuna, ranorena, -OR?, -NR?R®, CN, —-C(O)R? —C(O)OR?,
—~C(O)NR?R®, —OC(O)NR?R®, —NR*C(O)R®, -NR’C(O)NR®  —
NR?C(O)OR®, —SR? —S(0)12R? —S(0)NR?R®, —NR?S(0):R®, Ci.
ranorerankuia, Cs.c HUKIOANKUIA, 3-0-4JIEGHHOTO TeTePOLUKIINIA, Iae 3-
O-4JIEHHBII T€TEPOLMKIII COAEPKUT 1-3 rerepoaroma, BbIOPAHHBIX U3
KHcIopona, azota u cepbl, Ce-10 apuna u 5-10-uneHHOro rerepoapuina, riue
5-10-uneHHbIl TeTEpOapHN comepkuT 1-3 rerepoaroma, BHIOPAHHBIX U3
Kuciopoaa, azora u cepel, rae Cis alkuia HeoOsI3aTeNbHO 3aMelieH 1-5
3aMECTHUTEIIAMH, He3aBHUCHMO BHLIOpAHHBIME M3 ramorena, -OR? —NR?RY,
CN, -C(O)R? —C(O)OR? —C(O)NR?R®, -OC(O)NRR®, —NR*C(O)R?, —
NR?C(O)NR® -NR?C(O)OR®, —SR? —S(0)12R? —S(0)NRR®,
NR?S(0):R®, Ci ramorenankuna, Cs.s LUKIOANIKHIA, 3-6-4JEHHOTO

reTepoOLUKINIa, TIfAe 3-O-4IeHHBbIM TIeTePOLMKINI COAep:kuT 1-3
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reTepoaTroMa, BBIOpaHHBIX U3 KHUCIOpoaa, a3ota u cepsl, Ce.10 apuia u S-
10-unennoro rerepoapuia, rae 5-10-uneHHbIN reTepoapui CoaepKuT 1-3
reTepoaToMa, BEIOPaHHBIX M3 KHUCIOPO/A, a30Ta U CEPHI,
v 20 v
kaxnpiii R™ He3zaBucuMo BbIOpaH W3 rpymnmbl, cocrosimed u3 ramoreHa, CN, —
NR’R® u OR?, u
[ a b ~
kaxxabidi R? 1 R® He3aBrcuMo BbIOpaH U3 rpymibl, cocTosimei u3z sogopona u Ci3
ankuna, rtae Kaxabii Ci.3  ankuia  HeoOs3aTeabHO 3aMelneH 1-3
3aMECTUTEIISIMY, HE3aBUCHUMO BBIOPAHHBIMHM M3 TaJIOT€Ha, TMAPOKCHUIIA,
amuHO U Ci.6 raJIOreHaIKuiIa.
[0135] CornacHO HEKOTOpPHIM BapHaHTaM peanusanuu coenuHeHue Qopmynst (IV),
(IVa) nmu (IVb) unu ero dapmarneBTHdecku nmpuemiiemMas Cojiib MPEICTaBIsieT COOOH

COCOUMHECHHE, TAC:

R! BBIGpan u3 rpymmel, cocrosmeil us Bomopona, ranorena, Cicankuma, CN, —
NR?R®, —S(0)1-0R?* u OR?, rae Ci-alKui1 HeoOA3aTeNbHO 3aMemeH 1-5
rpynnamu R*;

R? BbIOpaH M3 Tpymmbl, cocTosmeil us Bogopona, ranorena, Cisankuma, CN, —
NR?R®, —S(0)1-2R? u OR? rae Ci.cankun HeoOA3aTeNbHO 3aMelneH 1-5
rpynnamu R%;

R? BrIOpaH M3 TpPymmbl, cocTosmel u3 Bomopona, rajorena, Cicankmma, CN, —
NR?R®, —S(0)12R? u OR? rue Ci.cankun HeoOA3aTeNbHO 3aMelneH 1-5
rpynnamu R*;

R Bri6pan u3 rpymmsl, cocrosmei us Ci ankuna, Cie muknoankuna u Cias
raJIOTeHAJIKIII,

R!? pri6pan u3 Ci-3 ankuna, ranorena, -OR?, —~NR?R®, CN, —-C(O)R? —C(O)OR?,
—~C(O)NR?R®, —OC(O)NR?R®, —NR*C(O)R®, -NR?C(O)NR®  —
NR?C(O)OR®, —SR? —S(0)12R? —S(0):NR?R®, —NR?S(0):R®, Ci.3
ranorerankuia, C3.c HUKIOANKUIA, 3-0-4JIGHHOTO TeTePOLUKIINIA, Iae 3-
O-4JIEHHBIN TeTEPOLMKIMII COAEPKUT 1-3 rerepoaroma, BbIOPAHHBIX U3
KHUCI0pona, azota u cepbl, Ce-10 apuna u 5-10-uneHHOro rerepoapuia, rue
5-10-uneHHbIl TeTEpOapHN comepkuT 1-3 rerepoaroma, BHIOPAHHBIX U3
Kucjopona, azora u cepbl, rae Ci3 amKwibHAas TpyImna HeoOs13aTeNbHO
3aMerneHa 1-5 3aMecTuTensMu, He3aBUCHMO BBIOPAHHBIMH U3 TajiOTeHa, -

OR? —NR™R®, CN, —C(O)R? —C(0O)OR? —C(O)NR?R?, -OC(O)NRR®, —
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NR?C(O)R?, —NRC(O)NR® —NR*C(O)OR®, —SR* —S(O)12R? -
S(0):NR*R®, -NR*S(0):R®, C1 ranorenankuna, Cs.c IUKIOATKIIA, 3-6-
YJIEHHOTO FeTEePOLUKINIIA, TAe 3-6-4JI€HHBINM FeTePOLMKINI COAECPKUT 1-
3 rerepoaroma, BRIOPaHHBIX U3 KUCJIOpOAa, a3ota u cepbl, Ce.10 apuia u 5-
10-unennoro rerepoapuia, rae 5-10-ueHHbINA reTepoapui CoaepKuT 1-3
reTepoaToMa, BEIOPaHHBIX M3 KHUCIOPO/A, a30Ta U CEPHI,

RY Bri6pan u3 Ci ankuma, ranorena, -OR?, —~NR?R®, CN, —-C(O)R? —C(O)OR?,
—~C(O)NR?R®, —OC(O)NR?R®’, —NR*C(O)R®, -NR?C(O)NR®  —
NR?C(O)OR®, —SR? —S(0)12R? —S(0):NR?R®, —NR?S(0):R®, Ci.
rajoreHankuna, Cs.¢ LUKIOAIKWIA, 3-6-4J€HHOrO TreTepOLUKInia, rae 3-
O-4JIEHHBIN TE€TEPOLMKIINI COAEpKUT 1-3 rerepoaroma, BbIOPaHHBIX U3
KHUCII0pOoJa, a3oTa u cepbl, Ce-10 apuna u 5-10-uneHHOro rerepoapuna, rue
5-10-uneHHBIH reTepoapi comepkut 1-3 rerepoaroma, BHIOPaHHBIX U3
Kucyiopona, azora u cepsl, rae Cis amkun HeoOs3aTeNnbHO 3aMelneH 1-5
3aMECTHTEJISIMH, HE3aBHCHMO BBIODaHHBIME 13 rajorena, -OR?% —NRRP,
CN, —C(O)R? —C(O)OR? —C(O)NR?R®, -OC(O)NRR®, —~NR*C(O)R?, —
NR?C(O)NR? —NR?C(O)OR®, —SR? —S(0)12R? —S(0)NRR®,
NR?S(0),R®, Ci ramorenankuna, Cs.c LUKIOAJIKHIA, 3-6-4JEHHOTO
reTepoLuKInIa, TIae 3-O-4wiIeHHbIM TIeTEepOLMKIMI  coaep:xut 1-3
reTepoaToMa, BBIOpaHHBIX U3 KUCIOpoAa, azota u cepsl, Ce.10 apuia u 5-
10-unennoro rerepoapuna, rae 5-10-uneHHbIN rerepoapui coaepKur 1-3
reTepoaToMa, BEIOPaHHBIX M3 KUCIOPO/A, a30Ta U CEPHI,

kaxabii R* HesaBucumo BbIOpaH M3 Tpymmbl, cocTosmledl us ramorena, CN, —
NRR® u OR?; u

kaxeii R? 1 R® HesaBucuMo BEIOpaH U3 TpymILI, cocTosmueil u3 Bogopona u Ci-;
ankuna, rtae kKaxapii Ci3  ankuia  HeoOs3aTeabHO 3aMeleH 1-3
3aMECTHTEJISIMH, HE3aBUCUMO BBIOPAHHBIMH M3 TaJIOT€HA, THIAPOKCHUIIA,
amuHO U Ci.6 raJloreHajKuia.

[0136] CornacHo HEKOTOpBIM BapHWaHTaM peanu3auuu coenuHeHue (opmynsr (IV),
(IVa) mmu (IVb) unm ero ¢apmaneBTHUECKH NpUeMiIeMasl COJb MPENCTaBIsieT coOOH

COCIUHECHUE, I'I€:

R! BrIOpan u3 rpymnmsl, cocTosimeil u3 Bogopoaa, ranorena, Cis ankuma, CN u

OR?, rre Ci6 ankun HeoOs3aTeNnbHO 3aMerteH 1-5 rpynmamu R%;
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R? BbIOpaH W3 rpymmbl, cocTosimel u3 Bomopona, ranorena, Cie ankuna, CN u
OR?, rre C1-6 ankun HeoOs3aTeNnbHO 3aMerteH 1-5 rpynmamu R*;

R® BbIOpaH W3 rpynmbl, cocrosimel u3 Bopopona, ranorena, Cie ankuna, CN u
OR?, rne Ci-6 ankun HeoOs3aTeNbHO 3aMerieH 1-5 rpynmamu R*;

R!! BriGpan u3 rpynmbl, cocTosimeit u3 Bogopona, Ci- ankuna, C3-6 IUKIOATKUIA
u C1.3 TaJIOTeHAIKHIIA,

R!? ppi6pan u3 Ci-3 ankuna, ranorena, -OR?, —~NR?R®, CN, —-C(O)R? —C(O)OR?,
—~C(O)NR?R®, —OC(O)NR?R®’, —NR*C(O)R®, -NR?C(O)NR®  —

NR?C(O)OR®, —SR? —S(0)12R? —S(0):NR?R®, —NR?S(0):R®, Ci3
rajoreHankuna, Cs.¢ LUKJIOANKHUIA, 3-6-4JI€HHOrO TeTepOLUKIniIa, rae 3-
O-4JIEHHBIN T€TEPOLMKIINI COAEpKUT 1-3 rerepoaroma, BbIOPaHHBIX U3
KHUCII0pOona, a3oTa u cepbl, Ce-10 apuna u 5-10-uneHHOro rerepoapuna, riue
5-10-uneHHBIH reTepoapms comepkutT 1-3 rerepoaroma, BHIOPAHHBIX U3
Kucyiopoza, asora u cepbl, rae Ci3 ajakuipHas rpynna HeoOs3aTeabHO
3amMelnena 1-5 3amecTuTensiMy, HE3aBUCUMO BbIOPAaHHBIMU M3 TAJIOTEHA, -
OR? —NRRP, CN, —C(O)R? —C(O)OR? —C(O)NR?R?, -OC(O)NRR®, —
NR?C(O)R?, —NRC(O)NR® —NR?C(O)OR®’, —SR? —S(O)1oR? -
S(0):NR*RP, -NR?*S(0):R®, C1.3 ranorenankuna, Cs.c UIUKIOATKIIA, 3-6-
YJIEHHOTO Fe€TEPOLUKINIIA, TAe 3-6-UJI€HHBIN MeTePOLMKINII COACPKUT 1-
3 rerepoaroma, BRIOPaHHBIX U3 KUCJIOpOAa, a30Ta u cepbl, Ce-10 apuia u S-
10-unennoro rerepoapuna, rae 5-10-uneHHbIN rerepoapui coaepKur 1-3
reTepoaToMa, BEIOPaHHBIX M3 KUCIOPO/A, a30Ta U CEPHI,

R! Bri6pan u3 Ci ankuna, ranorena, -OR?, ~NR?R?, CN, —-C(O)R? —C(O)OR?,
—~C(O)NR?R®, —OC(O)NR?R®, —NR*C(O)R®, -NR?C(O)NR®  —
NR?C(O)OR®, —SR? —S(0)12R? —S(0):NR?R®, —NR?S(0):R®, Ci.
ranorerankuia, Cs.c HUKIOANKUIA, 3-0-4JIGHHOTO TeTePOLUKIINIA, Tae 3-
O-4JIEHHBIH TeTEPOLMKINII COAEPKUT 1-3 rerepoaroma, BbIOPAHHBIX U3
KHUCI0pona, azota u cepbl, Ce-10 apuia u 5-10-uneHHOro rerepoapuia, rue
5-10-unenHbIll TEeTEpOApHN comepkuT 1-3 rerepoaroma, BHIOPAHHBIX U3
Kucjopoaa, azora u cepel, rae Cis alkuia HeoOs3aTeNnbHO 3aMelieH 1-5
3aMECTUTEIIAMH, HE3aBHUCHMO BHLIOPAHHBIME M3 ramorena, -OR?% —NR?RY,
CN, —C(O)R? —C(O)OR? —C(O)NR?R®, -OC(O)NRR®, —~NR*C(O)R?, —
NR?C(O)NR® -NR?C(O)OR®, —SR? —S(0)12R? —S(0)NRR,

NR?*S(O):R®, Ci ramorenankuma, Cis HMKIOANKHNA, 3-6-4IEHHOTO
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reTepOLUKIINIA, TAe 3-O-4IeHHBIH TIeTePOLMKINI COAepkuT 1-3
reTepoaTroMa, BBIOPaHHBIX U3 KHUCIOpoaa, a3ota u cepsl, Ce.10 apuia u 5-
10-unennoro rerepoapuina, rae 5-10-uneHHbIN reTepoapui CoaepKuT 1-3
reTepoaToMa, BEIOPaHHBIX M3 KHUCIOPO/A, a30Ta U CEPBHI,
kaxapii R* HesaBucuMO BbIOpaH M3 IpyMIbI, cocTosmiell u3 ramorena, CN, —
NRR® u OR?; u
kaxnbiii R? u R® HesaBucHMO BBIOpaH M3 IPYMIBI, cocTosmel u3 Bonopoaa u Ci.3
ankuna, rtae Kaxabii Ci.3  ankuia  HeoOs3aTeabHO 3aMelneH 1-3
3aMECTUTEISIMY, HE3aBUCHUMO BBIOPAHHBIMHM M3 TaJIOT€Ha, TMAPOKCHUIIA,
amuHO U Ci.¢ raJIOreHaIKuiIa.
[0137] CornacHO HEKOTOPHIM BapHaHTaM peanusanuu coenuHeHue Qopmynst (IV),
(IVa) nmu (IVb) mnu ero QapmareBTHdecku mpuemiiemMas Coiib MPEICTaBIsieT COOOH

COCAUMHCHUE, T'AC:

R! BLIGpan u3 rpymmsl, cocTosimel u3 Bomopona, ranorena, Cis ankuna, CN u
OR? rne C1.6 ankua HeoOA3aTeNbHO 3ameleH 1-5 rpynmamu R?;

R? BbIOpaH M3 Ipymmbl, cocTosimel u3 Bomopona, ranorena, Cie ankuna, CN u
OR? rne C1.6 alkua HeoOA3aTeNbHO 3ameleH 1-5 rpynmnamu R?;

R? BBIOpaH M3 rpymmbl, cocTosimell u3 Bomopoxa, rajorena, Cis ankuma, CN u
OR?, tre Ci1 ankun HeoOs3aTeNnbHO 3aMerneH 1-5 rpymmamu R,

R Bri6pan u3 rpynmel, cocrosmei us Ci ankuna, Cie muknoankuna u Cias
rajloreHajiKmuiIa;

R!? pri6pan u3 Ci.3 ankuna, ranorena, -OR?, ~NR?R?, CN, —-C(O)R? —C(O)OR?,
—~C(O)NR?R®, —OC(O)NR?R®’, —NR*C(O)R®, -NRC(O)NR®  —
NR?C(O)OR?, —SR? —S(0)12R? —S(0):NR?R®, —NR?S(0):R®, Ci.3
ranoreHankuia, Cs.s HUKIOANKUIA, 3-0-4JIEGHHOTO TeTePOLUKIINIA, Tae 3-
O-4JIEHHBIH T€TEPOLMKIIMI COAEPKUT 1-3 rerepoaroma, BbIOPAHHBIX U3
KHCIopona, azora u cepbl, Ce-10 apuna u 5-10-uneHHOro rerepoapuia, riue
5-10-uneHHbIl TeTEpOApHI comepkuT 1-3 rerepoatoma, BHIOPAHHBIX U3
Kucjopona, azora u cepbl, rae Ci.3 anKwibHAas TpyIma HeoOs3aTeNbHO
3aMerneHa 1-5 3aMecTuTensMu, He3aBUCHMO BBIOPAHHBIMH U3 TajiOTeHa, -
OR? —NR™R®, CN, —C(O)R? —C(0)OR? —C(O)NR?R?, -OC(O)NR?R®, —
NR?C(O)R®, —NR?C(O)NR® —NR*C(O)OR®, —SR* —S(0)2R? -
S(0):NR*R®, -NR*S(0):R®, C13 ranorenankuna, Cs.c IUKIOAIKIIA, 3-6-
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YJICHHOTO FeTEePOLUKINIIA, TAe 3-6-4JI€HHbIM FeTePOLIMKINI COAECPKUT 1-
3 rerepoaroma, BRIOPaHHBIX M3 KHUCJIOPOAa, a3oTa u cepbl, Ce.10 apuia u S-
10-unennoro rerepoapuina, rae 5-10-uneHHbIN reTepoapui CoaepKuT 1-3
reTepoaToMa, BEIOPaHHBIX M3 KHUCIOPO/A, a30Ta U CEPBHI,
R! Bri6pan u3 Ci ankuma, ranorena, -OR?, ~NR?R®, CN, —-C(O)R? —C(O)OR?,
—~C(O)NR?R®, —OC(O)NR?R®’, —NR*C(O)R®, -NR?C(O)NR®  —
NR?C(0O)OR®, —SR? —S(0)12R? —S(0)NR?R®, —NR?S(0):R®, Ci.
ranioreHasikuia, Cs.c HUKIOANKUIA, 3-0-4JIEGHHOrO TeTepOLUKIINIA, rae 3-
O-4JIeHHBII TeTEPOLMKINI COAEPKUT 1-3 rerepoaroma, BHIOPAHHBIX U3
KHUCII0pOoa, a3oTa u cepbl, Ce-10 apuna u 5-10-uneHHOro rerepoapuna, riue
5-10-uneHHBIH reTepoapus conepkut 1-3 rerepoaroma, BHIOPAHHBIX U3
Kucjopoaa, azora u cepol, rae Ci.s ankuia HeoOsi3aTeNbHO 3amerieH 1-5
3aMECTHTEJISIMH, HE3aBHCHMO BBIODAHHBIMH 13 rajorena, -OR?% —NRRP,
CN, —C(O)R? —C(O)OR? —C(O)NRR®, —OC(O)NR?R®, -NR*C(O)R®, —
NR?C(O)NR? —NR?C(O)OR?, —SR? —S(0)12R? —S(0):NR?RP, —
NR?S(0),R?, Ci ranorenankuna, Cs.s LUKIOAJIKHIA, 3-6-4JEHHOTO
reTepoLUKInIa, TIae 3-O-wiIeHHbIM TIeTEepOLMKINI  coaepkut 1-3
reTepoaToMa, BRIOpaHHBIX U3 KUCIOpoAa, azota u cepbl, Ce.10 apuia u 5-
10-unennoro rerepoapuna, rae 5-10-uneHHbIN reTepoapui coaepkur 1-3
reTepoaToma, BEIOPAHHBIX M3 KUCIOPO/A, a30Ta U CEpHI,
kaxbii R HesaBucumo BbIOpaH M3 Tpymmbl, cocTosmiedl us ramorena, CN, —
NRR? u OR?; u
kaxeii R? 1 RP HesaBucuMo BeIOpaH U3 TpymIeI, cocTosmeil u3 Bogopoaa u Ci.3
ankuna, rae kKaxabii Ci3  ankuia  HeoOs3aTeabHO 3aMeleH 1-3
3aMECTUTEIISIMH, HE3aBUCUMO BBIOPAHHBIMH W3 TaJIOT€HA, TMAPOKCHUIIA,
amuHO U Ci.6 raJloreHajKuia.
[0138] CornacHo HEKOTOpBIM BapHWaHTaM peanu3auuu coenuHeHue (opmynsr (IV),
(IVa) umu (IVb) unu ero dgapmanesTuuecku mpuemieMas coib, rae Rl mpencrasnser
coboit metun umu CFs, R' mpencrasnser coGoii -CH,OH, -CH(Me)OH unu -

CH>NHC(O)CH3, u R Bri6pan u3 rpynmsi, cocTosimeii U3 nponuia, OyTuna 1 NeHTHIa.

[0139] CornacHo HEKOTOPBIM BapHWaHTaM peanu3auuu coenuHeHue (opmynsr (IV),
(IVa) unu (IVb) unu ero (apmaieBTHuecku npueminemas coib, rae R!'! npencrasnser

coboii merun wumu CFs, R mpencraenser coboit -CH,OH, -CH(Me)OH,
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CH,NHCH(CHj5)(CF3) unu -CH;NHC(O)CH3, u R'? priGpan u3 rpymnmel, cocTosmmei 13

nponwia, OyTHIa U IEHTHIIA.

[0140] CornacHO HEKOTOpPHIM BapHaHTaM peanu3anuu coenuHerne Qopmyns (IV),
(IVa) umu (IVb) unu ero ¢gapmanesTuuecku mpuemieMas coib, rae R mpencrasnser
coboii metu, R npencrasnser coboii -CH,OH umu -CH,NHC(O)CHs u R" Bribpan u3

IPYIIIBL, COCTOSAIIEH U3 mponuia u OyTuia.

[0141] CornacHO HEKOTOPBIM BapHaHTaM pean3anuu coenquHenue popmysl (IV) mwim

ero (papMaLieBTUYECKH TIpHeMJIeMasi COJIb, T (hparMeHT

R13 R11
R12

npencTaBisieT coOoit

CF,
OH OH OH OH
OH ?\)<(OH OH _OH

H H
Nis \/Q\i(
INe) I
o .

[0142] CornacHO HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenue popmyisl (IV) wiu

ero (papMaLeBTUYECKH TTpHeMJIeMasi COJib, Tie (hparMeHT

R13 R’I’I
Q(R'IZ

NpEeACTaBIsieT COOOH
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[0143] CornacHO HEKOTOPBIM BapHaHTaM peaiuszanuu coenquHenue popmysl (IV) miu

(IVa) unu ero gapmarieBTU4eCKH puemyieMas coJib, rae pparMeHT

R1 3 R11
.,'\::‘ R1 2
npeACTaBysieT coOoU
N
\l OH Wt OH W OH \\\ \[( W
\ \ \ 5 .\

CF3
OH
W& _OH & OH ~a”
N OH A\ \ AN S \ j|)/

2 2

1
®)
=
=
=

[0144] CornacHO HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenue popmyisl (IV) wmu

(IVa) wnu ero ¢papmaneBTHYECKH TTpUeMJIeMasi CoJib, e (parMeHt

R13 R'I'I
.\::" R12

NpeACTaBisieT cOOOH
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[0145] CornacHo HEKOTOPBIM BapHaHTaM peaiu3anuu coenquHenue popmysl (IV) mwim

(IVa) unu ero ¢gapmanieBTHUECKU ITpUeMIIeMasi CoJib, rae (parMeHt

R1 3 R1 1
\\:" R12
31 4
= NYCF3 \ N.__CFs
npeacTasisier coOoi CHs  ymm CHgs

[0146] CornacHO HEKOTOPBIM BapHaHTaM peanusanuu coenuHenue popmyisl (IV) wiu

(IVa) unu ero ¢papmaineBTHYECKH TpUeMJIeMasi CoJib, rae (parMeHT
R13 R‘]‘]
\{" R12

NpEeACTaBIsieT COOOH

H
LL
v OH \ OH . T,

2

[0147] CornacHo HEKOTOPBIM BapHaHTaM peanu3anuu coenuHenue popmyisl (IV) wiu

(IVa) wnu ero ¢apmaiieBTHUECKH TTpUeMJIeMasi CoJib, rie (parMeHt

R13 R’I’I

u\i‘. R12
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MOJKeT OBITh TaK)Ke H300pakeH Kak pparMeHT
r13 R"
R12

[0148] CornacHO HEKOTOPBIM BapHaHTaM peau3anuu coenquHenue popmysl (IV) wm
(IVb) unu ero papmareBTUYECKU pUeMIIeMast COJib, Iie (parMeHT
R13 R11

QiR'IZ

npeacTaBisieT coOon

\“‘\
s

5 N Uian

[0149] CornacHO HEKOTOPBIM BapHaHTaM peanusauuu coenuHenue Gopmyisl (IV) wim

(IVb) mnu ero (apmarieBTHUECKH TpUEMIIEMast COJib, rae (parMeHT

R13 \\Rﬁ
\2<R12

MOJKeT OBITh TaK)Ke H300pakeH Kak (parMeHT
rR13 R
SR12

[0150] CornacHoO HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenue popmyisl (IV) wiu
(IVa) wnm ero apmaueBTudecku mpremiieMasi Cojib NPEACTaBIsieT cOO0H COeaMHEHNEe

dopmyasl (IVc)

Dopmyna (IVe) .

[0151] TIpynnst R% R'? u RY gopmynsr (IVc) ABAAIOTCS TaKUMH, KaK OMPENEIEHO
Boie st popmydst (J), (I), (IV) i (IVa), wm moboii nx komOnHauuu. Hanpumep,

R? moxeT ObITh BLIOpaH U3 Bogopona, ranorena, Ci-3 ankuna, CN u OR?, rae Ci-3 ankun
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HeoOs3aTeNbHO 3aMerned 1-5 rpynnamu ranorena, R'? mosxker Obith BbIOpaH u3 Cio
ankuna, —C(O)NR?R®, u 5-unennoro rerepoapuna, cogepskamero ot 1 10 3 rerepoatoma
azota, rae Ci ankun HeoOs3aTeNbHO 3aMelleH 1-5 3aMecTUTENsIMU, HE3aBHCHMO
BLIOpaHHBIME U3 ramorena, -OH, —NR?R®, —NR*C(O)R®, —NR?S(O):R®°, u Ci3
ranorenankuna, u R wMosker mpencraBnsath coGoif Cs.s ankui, HeoOA3aTENbHO
3aMeIneHHbit 1 - 2 3aMecTuTeNsiMH, HEe3aBUCUMO BbIOpaHHBIMU H3 rajoreHa u -OH.
CornacHo HEKOTOPBIM BapuaHTaM peanusanuu coexauneHue Gopmynsl (IV), (IVa), unm
(IVc) unm ero apmaneBTUYeCKH MpuemiieMasi COJIb MPENCTaBIsieT COOO CoenuHeHue,
rae R? moxer ObITh BHIOpaH U3 BOAOPOAA, MeTUia, 3Tuiaa, ¢gropa, xjopa, 6poma, CF3,
CN, OH, OMe u OEt, u R'? mosxer 6wiTh BoiOpan u3 CH,OH, CH,CH,OH, CH(Me)OH,
CH(CH:F)OH, CH(CHF;)OH, CH(CF5;)OH, CFs;, CH:NH;, CH>NHC(O)Me,
CH(CH:F)NHC(O)Me, CH:NHS(O):Me, C(O)NH2, C(O)NHMe, C(O)NH-CH>CH>OH,
C(O)NH-CH2CH2NH,, C(O)NH-(nupuauH-2-uamMeTui1), IMUIa30J1Ia U TPUA30JIniIa, 1
R mowxer npencrapisath coboit mpormn, GyTua uiau meHtun. CoraacHoO HEKOTOPBIM
BapuaHTaMm peanusauuu coenunenue ¢opmyael (IV), (IVa) wmm (IVc) umm ero
(apmanesTHUeCKH MpueMIeMas CoJib MpPENCTaBiseT coboil coenunenue, e R? moxer
OBITh BLIOpaH M3 BOAOPOAA, MeTuia, gropa u xjopa, 1 R'? moxer ObITh BHIOpaH U3
CH,OH, CH(Me)OH, CH(CH,F)OH u CHNHC(O)Me, u R moxer mpencraBiaaTs
coboii mpormt, Oyrun win neHTwi.  CoracHO HEKOTOPBIM BapHUaHTaM peah3aLiu
coequnenue dopmyinl (IV), (IVa), wmu (IVc) unm ero gpapManeBTUYECKH MTpHeMIIEMAast
CcOJIb TIpeCTaBIseT coboil coenunenue, Tae R? npexcrasnser coboii Bogopon umu ¢rop,
R!? npencrasnsier coboit -CH,OH umu -CH,NHC(O)CH3, u RY Bribpan u3 npomnuna u
Oytuna. CorjacHO HEKOTOPBIM BapHaHTaM peanu3aiuu coenuHeHue Gopmyibl (IV),
(IVa) mmm (IVc) wnmm ero QapmaneBTH4eCKH mpuemiieMasi COJb MPEACTaBIsieT cOoOOi
coemunenue, rae R? nmpexcrasnsier coboii Bomopox, xjop uwu ¢rop, R'? mpencrasnser

coboit -CH,OH unu -CH;NHC(O)CH3, u RY Bpibpan u3s 6yTuna uiu neHTuna.

[0152] CornacHO HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenue popmyisl (IV) wiu
(IVa) wm ero ¢apmaueBTudecku nmpuemiiemMasi Cojlb NPEACTaBIsieT cOO0H COeaMHEHNEe

bopmynsr (IVd)
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Dopmyna (IVd) .

[0153] Tpymmet RY, R?, R3 R R, R? u R® hopmyier (IVd) MOryT SABIATHCA TAKHMH,
kak omnpeneneHo Beime it Gopmynsl (J), (), (IV), wm (IVa), wiu mroboit ux
komOuHammu.  R'% moxer mpencTaBiaaTh coOoif 0Oy MOAXONAIIYIO TPyIy,
BbIOpaHHy0 U3 Bopopona, Ci.» ankwmna u Ci3 ranoreHankuia. CoriacHO HEKOTOPBIM
BapuaHtaMm peanusanuu coenuHeHue ¢opmyner (IV), (IVa) wm (IVd) wmm ero
dapmarieBTHUECKH TTPHEMIIEMas COJb MPECTaBIseT coboli coenunenue, rae R12 moxer
ObITh BhIOpaH U3 Bopopoaa, Ci.» ankuna u Ci3 ranoreHankuia. CoOrjgacHO HEKOTOPBIM
BapuaHTaM peanusauuu coeaunenue ¢opmynsl (IV), (IVa) wmm (IVd) wm ero
(apmarieBTHUECKN TTpHEMIIEMas COJb MPECTABIseT coboli coenunenue, rae R12* moxer
ObITh BbIOpaH U3 Bomopona, metuia, 5tuia U CF3. CorilacHO HEKOTOPBIM BapHaHTaM
peammzaryu coeaunenue popmyasl (IV), (IVa) wmm (IVd) unm ero dapmaneBTruecku
npuemieMas CONb TNEACTaBlsAeT coboil coemuHeHue, rae R'?? Moxer mpencTaBiuaTh

co0oit Bogopo.

[0154] CornacHO HEKOTOpPBIM BapHaHTaM peaju3aiuu coequHenue Gopmynsl (IVd)
UM ero (papMaleBTHUeCKH MpHueMIeMas COllb MPeACTaBseT coboil coenunenue, rae R!
BBIOpaH M3 TPYIIIBI, COCTOSIEH u3 Bonopona, ranoreHa, Ci¢ ankuina, CN u OR? rae Cis
aJKuJ1 HeoOs3aTeNnbHO 3aMerned 1-5 rpynmamu R?°) R? BbiGpan u3 rpynmbl, cocTosimel
u3 Bopopona, ramoreHa, Cis ankmma, CN u OR? rme Cis ankuin HeoOsi3aTeNbHO
3amemen 1-5 rpynnamu R*, R? BeiGpan us rpymmel, cocTosIeil u3 BOAOPOAA, raJoreHa,
Ci-6 ankuna, CN u OR? rae C1.6 ankui HeoOs3aTenbHO 3amemies 1-5 rpymmamu R?° R
npencrasnser coboit Ci anxun umu CF3, R'?? ppibpan us3 rpymmbl, cocTosmeil u3
somopona, Ci» ankuna u Ci3 ramorenankuna, R'® mpencrasnser coboit Ci anmkum,
HEOOS3aTeNbHO 3aMEINeHHBI 1-2 TaJOreHOBBIMU 3aMECTUTEIAMH, Kaxabii RZ°
HE3aBUCHMO BBIOpAH W3 IPymIbl, cocrosmeil u3 ramoreHa, Cisranmorenankuna, CN, —
NR?R®, S(0)12R? 1 OR?, u xaxnpiii R? u R® He3aBuCHMO BBIOpaH U3 TPYIIbI, COCTOSATIEH

u3 Bomopona u Ci3 ankuna, rae kaxapid Ci.3 amkuia HeoOs3aTenbHO 3aMerneH 1-3
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3aMECTUTECIIAMU, HE3aBHUCHUMO Bbl6paHHbIMI/I H3 rajioréHa, ruapoKCujia, aMUHO U Cis

raJIOr¢HaJIKuja.

[0155] CornacHo HEKOTOpPBIM BapHWaHTaM peanu3aiuu coenuHeHue Gopmynsl (IVd)
W ero (apMaleBTUYECKU MpUeMIIEMas CoNlb MPEICTaBseT coboii coenunenue, rae R}
BBIOpaH M3 TPYMIbI, cocTosmell u3 Bojopona, ranorena u Ci.s ankuna, R* BeiOpan u3
IpyMIbI, COCTOsEN M3 Bopopoja, ramoreHa u Cis ankuma, R’ BbIOpaH M3 Tpymmbl,
cocrosimeii u3 Bomopona, ranorena u Ci3 ankuna, R npencrasnser co6oit Cio amkun
umu CF3;, R ppibpan us rpynmel, cocrosimei u3 somopoma, Cio ankuma u Cia
ranorenankuna, R npencrasnser co6oit Cs.s ankui, HeOOS3aTeNbHO 3aMEIeHHbIH 1-2
raJoOreHOBLIMH 3aMECTUTENIAMH, U Kaxabii R? u R® He3aBUCHMO BLIOpaH U3 TPy
cocrosimeit n3 Bomopoma M Ci.3 anmkwia, rae kaxablii Ci.3 amkun HeoOs3aTesbHO
3amMelneH 1-3 3aMeCTHTENsIMH, HEe3aBHCUMO BBIOPAHHBIMH M3 TaJIOTeHA, THIPOKCHIIA,

aMuHO U C).¢ raJIOreHAJIKUIIA.

[0156] CornacHO HEKOTOPBIM BapHaHTaM peanuzauuu coenuHenue Gopmynsl (IVd)

WU ero (papMaleBTHYECKH MpUeMIeMasi CoJib, UMEET CTPYKTYPY:

R13 H
S N__RP
HN \ﬂ/

12a
|N\ \)N\R o)
~
R2“N N7 NH,
R3

rne R? BBIOpaH W3 Ipymnmel, cocTosInel W3 Bogopoda, MeTina, ¢ropa u xmopa, R
BBLIOPAaH M3 TPYIIBI, cocTosmeil W3 Bogopoaa M MmeTuna, R'% BriOpaH U3 Tpymmbl
cocrosimeii u3 Bomopoxa, Ci ankuna u Ci3 ramorenankuna, R npexcrasnser coboi
Css amxum, u R® mpencrasmser coGolf MeTHI WM 3THN, KaKAbli M3 KOTOPBIX
Heo0s13aTeNIbHO 3aMeIleH T'HAPOKCHIIOM HJIH aMUHO.

[0157] CornacHO HEKOTOPBIM BapHaHTaM peanu3zaunu coenuHenue Gopmynsr (IVd)

win ero (papMareBTHUECKH MPUeMIIEMasi COJIb, HIMEET CTPYKTYPY:

R13 H
S __N__RP
HN \ﬂ/

N R’IZa 0
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rae R? BbIOpaH U3 Ipymmel, cocTosiieil u3 Bomopona, Metuna, ¢gropa u xjopa, R1%
BLIOPAH U3 TPYMILI, cocTosmel u3 Bogopoaa, Ci-» ankuna u Ci3 ramorenankuna, RY
npencrasnser coboii Cs. ankun, u R® npencrapisier coboi METHI UM 3THI, KaXKIBIH 13
KOTOPBIX HEOOS3aTeIbHO 3aMEIeH THAPOKCHIOM win aMuHO. COrjiacHO HEKOTOPBIM
BapuaHTaM peamusamuu R? u R mMoryT sBnsThcs TakuMu, Kak OMpefeNeHo BbILle fJis
dopmysl (J), (D), (IV) umu (IVa), unn mo00ii nX KOMOWHAIIH.

[0158] CornacHO HEKOTOpPHIM BapHaHTaM peanu3anyu coenuHeHue Gopmynsl (IVd)

win ero (papMareBTHYECKH MPUeMIIEMAasi COJIb, IMEET CTPYKTYPY:

R13 H
S N__RP
AN

12a
|N\ sy R2 O
pZ N/)\NHZ
R3

rae R® BeiGpan u3 rpynmbl, cocTosimel U3 Bonopoaa 1 Metuna, R'?? pibpan u3 rpynmsi,
cocrosmeii u3 Bogopona, Ci ankuna u Ci3 ranorenankuna, R npencrasnser coboii
Css amkun, u R® mpemcraBnser coGoif MeTH WM 3TUN, KakKIbIH M3 KOTOPBIX
HeoO0s3aTeNIbHO 3aMeleH THIPOKCUIOM WM aMHHO.

[0159] CornacHo HEKOTOpPBIM BapHaHTaM peaju3aiuu coequHenue Gopmynsl (IVd)

win ero (hapMaleBTHUECKH MPUEMIIEMAs COJIb, UMEET CTPYKTYPY:

R13 H
HNY
R \([)]/
BDe
R2N N/)\NHQ

rne R mpencrasnser coboii Css amxun. R, R? u R moryTr sBasThes TakuMmu, Kak
onpenaeneHo Boire st Gopmyast (J), (I), (IV), (IVa) uwmu (IVd).
[0160] CornacHo HEKOTOpPBIM BapHWaHTaM peayu3aiyu coenuHeHue Gopmynsl (IVd)

win ero (papMareBTHUECKH MPUeMIIEMAasi COJIb, HIMEET CTPYKTYPY:

RQL/H
HNY N\n/
o)

X SN
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rae R? BuIOpan U3 rpymmsl, cocTosmei us sogoponaa u F, u R'? npexncrasnser co6oit Cs.6
ankua. CoOrnacHo HEKOTOpHIM BapHanTam peanuzamud R’ u R moryt sBnstbes
TakuMH, Kak onpexneneHo Boime st Gopmynst (J), (I), (IV) wm (IVa), unu moboit ux
KOMOWHAIIHH.

[0161] CormacHo HEKOTOpPHIM BapHWaHTaM peanu3anuu coenuHeHue Gopmynsl (IVd)

win ero (hpapMareBTHUECKH MPUEMIIEMAas COJIb, IMEET CTPYKTYPY:

LA
XN

RN S
SN 0o
R? N~ “NH,

rae R? BeiGpan u3 rpynmel, cocrosimeit u3 sonopona, Cl,. u F, u R'? npencrasnsier coboii
Css ankun. CoOrnacHO HEKOTOpbIM BapuaHTaMm peanuzamuu R? u R moryt sBnsTbes
TaKUMH, Kak ompeneneHo Bbie ms hopmyisl (J), (I), (IV) wu (IVa), unm mroboi ux
KOMOWHAIMH.

[0162] CornacHO HEKOTOPBIM BapHaHTaM peanusauuu coenuHenue Gopmyisr (IVd)

WM ero GpapMaLeBTUYeCKH IpHeMieMast CoJib, UMEET CTPYKTYPY:

RQL/H
HNY N\n/

SO
yZ N/)\NHZ
R3

rne R® BbiOGpan U3 rpynmbl, cocrosimed u3 Bomopoja M Mmeruna, u R'’ mpencrasnser
co0Ooit C3-6 aKuJL.
[0163] CornacHO HEKOTOPBIM BapuaHTaM peanm3auuu coequrenue dopmydist (J), (D),

w (IV), BeiOpano u3:

H
. Hh</ HN
o HN™ é)H \ﬂ/
N N O
N N ~

HN
N
N | XN N | | =N : | /)N\
X /)\ N~ “NH
X N/)\NHZ S N/)\NHZ N™ "NH; z
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WK ero (papMaLeBTUYeCKU TpreMieMast COJlb.
[0164] CornacHO HEKOTOPHIM BapuaHTaM peanuzauuu coenurenue dopmynst (J), (I),

wnu (IV), BeiOpan us:

~d NN z NN

A A

N“SNH, F N” NH,

H
HN Y HN NY o HN\‘ Y

@
HNY \ﬂ/ . |

| N | N o z | N
Z N/)\NHZ clIN\F N/)\NHz Y N/)\NHQ - N/)\NHz

NHz ¢ N~ “NH,

WK ero papMaLeBTUYeCKU TpHeMyeMast COJib.
[0165] CornacHo HEKOTOPBIM BapuaHTaM peajiu3anuu coequHenue dopmyisl (J), (D),
wim (IV) wmm ero dapmaneBTudeckn mnpueMiIeMasi COJb TPEACTaBIsieT CcoOoH

COeAMHEHHuE clenyomeii GopMmybr:

R13 H Il?a
HN&/NTRD
R1__N R'22 O
L X
R2“N N NH,

rae R! Beibpan u3 rpynmbl, cocrosimieii us Bogopona, ranoresa, Ci ankuna, CN u OR?,
rne Ci ankua HeoOs3aTenbHO 3amemieH 1-5 rpynmamu R*, R? Bpibpan u3 rpymmbl,
cocrositeir w3 Bomopoma, ramoreHa, Cis ankmma, CN u OR? rme Cis amkun

HeoOs3aTenbHo 3aMerned 1-5 rpynmamu R*) R® BbiOpan M3 rpynmel, cocTosimed H3
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Bonopoxa, ranorena, Ci.s ankmia, CN u OR?, roe Ci.6 ankmn HeoOs3aTeNbHO 3aMenIeH 1-
5 rpynmamu R?°) R'?* pri6pan u3 rpynmel, cocrosimeii us sogopoza, Ci- ankuna u Ci-3
ranorenankuna, R npencrasnser co6oit Cs.s amkui, HeOOS3aTeNbHO 3aMEIEHHbIH 1-2
raJoreHOBbIMU 3aMecTuTeNsaMy, kKaknbii R*  HesaBucuMO BbIOpaH U3 TPy
cocrosmeii u3 ranorena, Cisranorenankuna, CN, -NR?R®, §(0)1.2R? u OR?, u kaxnprii
R? u R® HesaBucHMO BLIOpaH M3 TPYMIbI, cocTosmeil U3 Bomopoaa u Ci.3 ankuia, rae
kakabii Ci3 ankuin HeoOs3aTeNbHO 3aMmelneH 1-3  3aMeCcTUTENsIMU, HE3aBHCHMO
BbIOPaHHBIMHU U3 TAJIOr€Ha, THAPOKCUIa, aMUHO U C1.¢ TaJIOT€HAIKIIIA,

[0166] CornacHO HEKOTOPHIM BapuaHTaM peanuzauuu coenurenue dopmyist (J), (I),
wimi (IV) wmmm ero QapmaneBrudeckn npuemieMas cojlb IPEACTaBsieT CcoOOH

coenuHeHue cienyromeil Gopmysr:

H R
HN&(N\[]/RD
L
R2NF SNZ NH,

R3

rae R! BoiGpan us rpynmel, cocrosimeit u3 Bogoposa, rajgorena u Ci.3 ankuna, R? Beiopan
U3 TPYIIBI, cocTosmell u3 Bonopona, rajorena u Ci3 ankuna, R® Beibpan u3 rpymnmbr,
cocroseil u3 Bogopona, ranoresa u Ci ankuna, R'% ppibpan u3 rpymnmel, cocTosimel
u3 Bomopona, Ci» ankuna u Ci.3 ranorenankuna, R npencrasnser coboii Cs anmkum,
HEO0S3aTEIbHO 3aMEINEHHBIN 1-2 rajloreHOBBIMU 3aMECTHTEISIMHM, U KaXnbli R? u RP
HE3aBUCHMO BBIOpaH W3 IPymIibl, cocrosimeii u3 Boxopona u Ci.3 ankuia, rae Kaskablid
C1.3 anmkni1 HeoOs3aTeNbHO 3aMelneH 1-3 3aMeCTUTEIsIMU, HE3aBUCUMO BBIOPAHHBIMHU H3
rajioreHa, ruipokcmia, aMuHo U Ci.6 TaJIOTeHATIKMIIA.

[0167] CornacHO HEKOTOPBIM BapuaHTaM peanm3auuu coequrenue dopmydisl (J), (D),
wim (IV) wm ero QapmaneBTudeckn mnpueMieMasi COJb TPEACTaBIsieT CcoOoi

COeMHEHHuE chenyromeii GopMmybr:

R H H
HN&/N\H/
0

R'I

1)
R2N N/)\NHZ
R3
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rne R npencraenser coboii Css amkun. R!) R? u R moryT sBasThcs TakuMH, Kak
onpexeneHo Boie st Gopmydst (J), (I), (IV), (IVa) wu (IVd).

[0168] CornacHO HEKOTOPBIM BapuaHTaM peanm3anuu coenurenus Gopmysl (J), (D),
(1), (I1a), (IIb), (III), (I11a) umu (I1Ib) R! npencrasnser coboit Bogopoxn, ranorex uiu Ci.
6ANKUN, HeoOsA3aTeNbHO 3amemneHHbll 1-5 rpynmamu R*. CornacHo HekoTOpbIM
BapuaHTaMm peaymmzauuu coenuHeHust ¢popmynst (J), (I), (II), (Ila), (IIb), (III), (Illa),
(IlIb), (IV), (IVa), (IVb), unu (IVd), R! npencrasnsier coboit Bogopox, ranore umu Ci.

6ANTKHIIT, HeOOA3aTeNbHO 3aMeleHH bl 1-5 rpynmamu R*.

[0169] CornacHO HEKOTOPBIM BapuaHTaM peanu3anuu coequHerus opmysl (J), (I),
(1), (ITa), (IIb), (I1I), (Il1a) umu (I1Ib) R! npencrasnser coboit Bogopoxn, ranoren uiu Ci.
3aJIKUJI, HeoOs3aTeNbHO 3aMelleHHbIH 1-5 ramoreHamu. CornacHO HEKOTOpBIM
BapuaHTaMm peayuzauuu coenunenust popmyist (J), (I), (II), (ITa), (IIb), (III), (Illa),
(IlIb), (IV), (IVa), (IVb) umu (IVd), R! npencrasnser coboit Bogopox, ranored umu Ci.

3QJIKUJI, HE00S3aTENIbHO 3aMeIEeHHbII 1-5 rajjoreHamu.

[0170] CornacHo HEKOTOPHIM BapuaHTaMm peanuzaunu coequHenus Gopmydst (J), (I),
(1), (ITa), (1Ib), (IIT), (Ila) umu (IIIb) R! npencrasnsier coboit Bomopon, Cl, CHsz unu
CF3. CornacHO HEKOTOpPBIM BapuaHTaM peanusanuu coenunenus popmyst (J), (1), (1D),
(ITa), (Ib), (III), (Illa), (IIb), (IV), (IVa), (IVb) umu (IVd) R! mpencrasnsier coboii
Bonopox, Cl, CHs unmu CF3.

[0171] CornacHO HEKOTOPBIM BapuaHTaM peanmzanuu coequrerus Gopmydsl (J), (D),
(1), (IIa), (IIb), (III), (Illa) umu (I1Ib) R? mpencrasaser coboit Bomopox, ramored, CN,
unu C1-6aK1Jl, HeoOs3aTeIbHO 3aMelenHblii 1-5 rpynnamu R*°. CoriacHo HEKOTOpbIM
BapuaHTaMm peaymmuzauuu coenuHeHust Gopmynst (J), (I), (II), (Ia), (IIb), (III), (Illa),
(IIIb), (IV), (IVa), (IVb), (IVc) umu (IVd) R? npexcrasnsier coboii BOAOPOA, raaoreH,

CN unu C16alKun, HeoOa3aTeILHO 3aMelleHHbIi 1-5 rpymmamu R%.

[0172] CornacHO HEKOTOPBIM BapuaHTaM peaim3anuu coequaerus Gopmysl (J), (D),
(1), (ITa), (IIb), (III), (Illa) umu (IIIb) R? mpencrasnsier coboii Bomopoxn, ramoren, CN
win Cis3ankui, HeoOs3aTeNnbHO 3aMelneHHblid 1-5 ranorenamu. CorjiacHO HEKOTOPBIM
BapuaHTaMm peaymmzauuu coenuHeHust Gopmynst (J), (I), (1), (Ila), (IIb), (III), (Illa),
(IIIb), (IV), (IVa), (IVb), (IVc) umu (IVd) R? npexcrasnsier coboii BOAopos, raaore,

CN unu Ci3a7Kui1, HE0Os3aTEIbHO 3aMEIIEHHbBIN 1-5 rajJloreHaMy.
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[0173] CornacHO HEKOTOPBIM BapuaHTaM peanm3anuu coenuHerus Gopmysl (J), (D),
(1), (ITa), (1Ib), (III), (IIla) unu (I1Ib) R? npencrasaser coboit sonopon, CHs, -CH,CH3,
F, Br, Cl wim CN. CoriacHO HEKOTOPBIM BapHaHTAM pEANTN3ALUN COCTUHEHUS
dopmyast (J), (I), (1D, (ITa), (IIb), (I1I), (I11a), (I1Ib), (IV), (IVa), (IVb), (IVc) nm (IVd)
R? npexcrasnsier coboit Bogopon, CHz, -CH,CHs, F, Br, Cl umu CN.

[0174] CornacHO HEKOTOPBIM BapuaHTaM peanm3anuu coequrerus Gopmyisl (J), (I),
(1), (ITa), (IIb), (I1I), (Il1a) umu (I1Ib) R® npexcrasnser coboit Bogopoxn, ranorex uiu Ci.
6NKUN, HeoOsA3aTeNbHO 3amemneHHbli 1-5 rpynmamu R*. CornacHo HekoTOpbIM
BapuaHTaMm peaymmzauuu coenuHeHust ¢opmynst (J), (I), (II), (Ila), (IIb), (III), (Illa),
(IlIb), (IV), (IVa), (IVb) unu (IVd) R® npexacrasnsier coboit Bogopox, ragored uiu Ci.

6ANTKIIT, HeOOA3aTeNbHO 3aMelleHH bl 1-5 rpynmamu R*.

[0175] CornacHo HEKOTOPHIM BapuaHTaM peanuzauuu coequHenus: Gopmydst (J), (I),
(II), (Ta), (IIb), (IIT), (Illa) umu (I1Ib) R? npencrasser coboit Bogopon, ranored umu Ci.
salKujl, HeoOs3aTeNnbHO 3amemieHHbii 1-5 rpynmamu R*. CornmacHo HeKOTOpBIM
BapuaHTaMm peaymuzauuu coenunenust ¢popmyiast (J), (I), (II), (ITa), (IIb), (III), (Illa),
(I1Ib), (IV), (IVa), (IVb) unu (IVd) R? npencrasnser coboit Bonopon, ranoren umu Ci.

3aJIKUJI, HeoOsA3aTebHO 3aMelleHHblit 1-5 rpymmamu R,

[0176] CornacHO HEKOTOPBIM BapuaHTaM peanuzanuu coenunerus Gopmydsl (J), (D),
(1), (I1a), (IIb), (III), (Illa) unu (IIIb) R* npencrasnser coboii Bonopon, Cl umu CHs.
CornacHo HEKOTOpPBIM BapuaHTaM peanusanun coenuHenus popmyast (J), (1), (II), (ITa),
(IIb), (I1I), (Il1a), (IIIb), (IV), (IVa), (IVb) umu (IVd) R® npexncrasnsier coboii Bomopon,
Cl umu CH3.

[0177] CornacHo HEKOTOPHIM BapUaHTaM peanusaiuu coenuHenus Gopmyssl (J), R

npencrasisier codoit Bogopon, F, Cl i CHs.

[0178] CornacHo HEKOTOPHIM BapUaHTaM peanusaiuu coenuHenus Gopmyssl (J), R

npeAcTaBisieT COOOH BOJOPO.

[0179] CornacHo HEKOTOPBIM BapuaHTaM peaim3auuu coequrerus Gopmysl (J), (D),
(1), (Ila), (IIb), (III), (Ia) umu (IlIb) R!, R?> u R*® mpencrapnsror coboii BOXOPOS.
CornacHo HEKOTOpPBIM BapuaHTaM peanusanun coenuHeHus: popmyst (J), (1), (1), (11a),
(IIb), (III), (I11a), (I1Ib), (IV), (IVa), (IVDb), ((IVc) unmu (IVd) R!, R%, u R? npeacrasnsior

co0oit Bogopo.
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[0180] CornacHO HEKOTOPBIM BapuaHTaM peanm3annu coenuaernus Gopmyisl (J), (D),
(1), (Ia), (Ib), (III), (Illa) umu (IlIb) R' u R® npencrapastor coboii Bomopox u R?
npexcrasiasier codoir F.  CornmacHo HEKOTOPBIM BapHAaHTAM pPEANH3aLUN COEIAUHEHUS
dopmyast (J), (I), (1), (ITa), (IIb), (I1D), (IlTa), (IlIb), (IV), (IVa), (IVb), (IVc) nmm (IVd),

R! u R? npencrasnsior coboii Bogopon u R* npexncrasnser coboii F.

[0181] Crenyer moHMMaTh, YTO Kaxjaas W3 nepemeHHbx (nanpumvep, R', R? R’ RY)
MOKET ObITh CKOMOMHHPOBAHA C JIIOOBIMH APYTHMH MEepeMeHHbIMH it opmyiibl (J),
(D), (I), (Ila) unu (1Ib) (nanpumep, R, R*, R, R*). Kpome Toro, B ciy4asx OnucaHus
coequnenus: ¢opmynsl (J) wim (I), crmengyer moHWMATh, YTO TEPEMEHHBbIE TaKXKe
OTUCBIBAIOT coenuHeHus aApyrux ¢opmyn (Hanpumep, ¢popmynsel (II), (Ila), (IIb), (III),
(IlTa) u (I11Ib)), koTopsle monnanaroT B 00beM popmyst (J) niu (I).

[0182] Crenyer moHuMaTh, uto mobas nepemenHas A R' ¢opmynsr (J), (1), (ID),
(ITa), (IIb), (III), (IIIa) wmu (I1Ib) MoxeT ObITH CKOMOMHHPOBaHA C JIFOOOH MEpeMEeHHON
R* B popmyne (1), (I), (IT), (I1a), (IIb), (IIT), (Ila), umu (I1Ib) Taxske, kKak eciu ObI KaXkaas
KOMOMHaIMs OblIa CHENMANbHO W OTHAEJNbHO IepedncieHa. Hampumep, B OgHOM
sapuante GopmyJsl (J) umu (I) R! npencrasnser coboii sonopoxn, Cl, CHs unu CF3, u R*
npencrasisier coboki Ci.s ankuj, KOTOpbId HeoOs3aTenbHO 3amerneH 1w 2
3amectutessimu, HedaBucuMo BbiOpanHbiMu u3 OH, CF3; —C(O)OH, —C(O)OCH;, —
C(O)NH;, SCH3,—~C(O)NHCHs3, —-C(O)NHCH:CH:NH,, —C(O)NHCH:CH>OH,

C(O)NHCH;-nupununa, ¢peruna, TerparuaipodypaHuia u LUKJIOMPOITHIIA.

[0183] Cnenyer moHumarth, uTo jrobas mepemenHas mis R? dopmynsr (1), (I), (II),
(ITa), (IIb), (III), (IlTa) wmu (IIIb) moxer ObITH CKOMOMHUPOBAHA C JIFOOOH MEpPEeMEHHON
R* B popmyae (1), (I), (IT), (Ia), (IIb), (IIT), (Ila), umu (I1Ib) Takske, kak eciu Obl Kaxaas
koMOuHaimst Oblla CHenMajJbHO W OTAENBHO MepedncieHa. Hanpumep, B OZHOM
sapuanTe Gopmyisl (J) umu (I) R? npexncrasnsier coboii sonopon, CHs, -CH,CHs | F, Br,
Cl um CN, u R* npencrasnsier coboii Ci-6 ankui, KOTOPbIi HeoOA3aTeNbHO 3aMerneH |
win 2 3amectutensaMu, HezaBucumo BeiOpaHHbIME 13 OH, CF3 —C(O)OH, —-C(O)OCHs,
—C(O)NH,, SCH;,—C(O)NHCH;, —C(O)NHCH>CH:NH,;, —C(O)NHCH.CH>OH,

C(O)NHCH;-nupununa, ¢pernna, TerparuapodypaHuia U HTUKIOMPOITHIIA.

[0184] Crnenyer moHumath, yTo JroOas mepemenHas aus R dopmynsr (1), (1), (II),
(ITa), (IIb), (III), (1ITa) wau (IIIb) MoxeT ObITH CKOMOMHHUPOBaHA C JIFOOOH MEpEMEHHON

R* B popmyae (1), (D), (IT), (Ia), (IIb), (IIT), (Ila) unu (I1Ib) Takxke, kKak eciu Obl Kaxaas
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KOMOHMHaLMsI OblIa CHeLMaNbHO W OTHAEJbHO MepeducieHa. Hampumep, B OgHOM
sapuanTe popmynsl (J) umu (I) R® npencrasnsier coboit somopon, Cl, uau CHs, u R*
npencraBiusier coboii Ci.s amKkuia, KOTOphId HeoOs3atenbHO 3amermned 1 w2
3amectuTensimy, Hezasucumo BeiOpaHHBIMH H3 OH, CF; —C(O)OH, —C(O)OCHj;,

C(O)NH;, SCHs;, —C(O)NHCHs, —C(O)NHCH:CH>NH;, —C(O)NHCH>CHOH, -

C(O)NHCH;-mupununa, penuna, trerparuapodypaHuia U TUKIONPOITHIIA.

[0185] CornacHo HEKOTOPBIM BapHaHTaM peau3aiuu coenuHenue Gopmysl (J) wim
(I) umu ero ¢apmaueBTHUECKH IpUeMIeMasl COJIb UMEET OAWH I 0ojiee NMPU3HAKOB,

BBIOPAHHBIX H3:

(a) R* mpencrasnsier coboit Ci6 ankuj, KOTOpPBIH HeOoOA3aTeNbHO 3aMeleH 1
WK 2 3aMEeCTUTEISIMH, He3aBHCHUMO BbIOpaHHbIMU U3 rayoreHa, -OR?, —
C(O)OR?, —C(O)NRR?, —SR?, Cjsranorenankuna, C36LUKIOATKHIA, 3-
6-unenHoro rerepouukamna 1 Ce.10 apuia; rae kaxabii C3-61UKIOANIKUI
u Ce.10 apun HeobszaTenbHO 3amernen 1-3 rpynmamu R?! u rie kasx it
R? u R® nesapucumo mnpencrapnsier coboii Bomopon wiu Ci4anku, rie
kaxnpiid Ci.4 ankun HeobszaTenbHo 3ameneH —NH,, OH wiu nupunuiom,
(b) R'  npencraBnsier coboit Bomopom, ramoreH uiu  Cil6alKWL,
HeoOs3aTeIbHO 3aMelleH bl 1-5 rpynnamu R*;
(c) R? npencraenser coboii Bomopon, ramored, CN, wm Ciaakum,
Heo0s3aTeNbHO 3aMelleH bl 1-5 rpynnamu R*; u
(d) R® npencraBnsier coboif Bomopom, rajmoreH umu  C3aiKum,
He0Os3aTeIbHO 3aMeIeHH bl 1-5 rpymmamu R,
CornacHo HEKOTOPBIM BapHaHTaM peajm3auuu coenuHeHue Gopmydst (J) wmu (I) wim
ero (papmarieBTUYECKH TpUeMJIeMasi COJIb UMEET ABa WK OoJjiee MPU3HAKOB, BHIOPAHHBIX
u3 (a)-(d), kak mepeuncieHo Bbime. COrjJacHO HEKOTOPBHIM BapHAaHTAM peajH3aluu
coequnenue Gopmynsl (J) wim (I) wim ero gpapmManeBTUYECKH pUeMyieMasi COJIb UMEET
Tpu wim Oojiee MPU3HAKOB, BRIOpaHHBIX U3 (a)-(d), kak mepeuncieHo Boime. CoOryiacHo
HEKOTOPBhIM BapuaHTaMm peanm3anmu coenuHenue ¢opmynbl (J) wmu (I) wmm ero
dapmareBTHUECKH TpUeMIIEMasi COJIb UMEET YeThIpe MpU3HaKa, BBIOpaHHBIX U3 (a)-(d),
KaK MepPeYrCICHO BbILIE.
[0186] CornacHo HEKOTOPBIM BapHaHTAM peaiu3anuu coenuHenue Gopmynsl (J) wim
(I) nmm ero ¢apmaueBTHUYECKH TpUeMIIEMasi COJIb UMEET OAWH I 0ojiee MPU3HAKOB,

BBIOPAHHBIX H3:
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(e) R* mpencrasnsier coboit Ci-6 alKuI, KOTOPhIl HEOOA3aTENLHO 3aMeleH |
win 2 3amectutensiMy, Hesasucumo BoeiOpanabivu 13 OH, CF3 —C(O)OH,
—C(O)OCH;3, —C(O)NH,, SCH3,—-C(O)NHCH;3, —C(O)NHCH,CH:NH», —
C(O)NHCH,CH,0H, —C(O)NHCH;-ntupununa, (benuna,
TeTparuapodypaHuIa U IUKJIOMPOITHIA.
() R'  npencrasnsier coboit  Bomopom, rajgored unu  Ci3aidKum,
Heo0s13aTeIbHO 3aMeIeHHbIN 1-5 rajoreHamu;
(2) R? mnpencrasnser coboii Bomopon, ramored, CN wumu  Ci3aikum,
Heo0s13aTeNIbHO 3aMeIeHHbIN 1-5 rajoreHaMu; u
(h) R® npencrasnser coboii Bogopon, ranoren umu Ci-3aaKu.
CornacHoO HEKOTOPBIM BapHaHTaM peanuzauuu coenuHeHue Gopmyist (J) umu (I) umm
ero (papMaleBTHYECKH TpUeMIieMasi COJIb UMEET JBa WK OoJiee MPU3HAKOB, BEIOPAHHBIX
u3 (e)-(h), xak mepeuncneHo Bbime. COrIacHO HEKOTOPBIM BApPHAHTAM PeATH3aLUN
coenunrenue Gopmyisl (J) unu (I) wim ero papMaleBTHYECKH MPUEMIIEMAast COJIb UMEET
Tpu wiu Oonee npu3HakoB, BbIOpaHHbIX U3 (€)-(h), kak mepeuncneHo Boime. CoriacHoO
HEKOTOpPbIM BapuaHTaMm peanu3aimu coenuHenue (opmyner (J) wmu (I) wim ero
(apMaLeBTHUECKH MPUEeMJIeMasi COJIb UMEET ABa WM 0oJiee MPU3HAKOB, BHIOPAHHBIX M3
(e)-(h), xkak mepevYrCIeHO BBILIE.
[0187] CornacHo HEKOTOPBIM BapHaHTAM peanu3aiuu coenuHenue Gopmybl (J) wim

(I) BrIOpaHO u3:
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0
F /N|\N I\\N CI N /N|\N
X N/)\NHZ ol N7 N/)\NHZ N N/)\NHZ X N/)\NHZ
N OH
/N | ~N
N N/)\NHZ
N
HN " NH,
N | sy © N
X N/)\NH X
N OH
/N \N N \N |N\ SN IN\ SN
NoNF N/)\NHZ FONF N/)\NH2

U HNC
o et

WM ero (PapMaLeBTUYECKU MpUeMIeMast COJib.

2

[0188] CornacHo HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenue Gopmysl (J) wim

(I) BeIOpaHoO u3:
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7N N Z N/)\NHz Br 7 N/)\NHZ Cl N “NH,
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H/Njﬁfo H/Nj\/OH HN N HN
N N
N (0] N S B N
L r @ L
Z N/)\NHZ NC” NP NH, N > NH, N NH,
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N N N 0
D \N N N N \N N \N
| 7 N | | BY
A 2
= N/)\NHZ Z N/)\NHZ Z N//kNHz N NH,
Cl

N Y ;
HN \/\OH HN OH HN N\/\NH2
/N | SN © 4 | N o /N | N O
X N/)\NHZ X N/)\NHz \ N/)\NHz
L ,{ @ @
OH
HN N N HN OH HN HN OH
_N | N o _N | N | Na N | N SN
X N/)\NHZ X N/)\NHZ NI N/)\NHZ N N/)\NHZ
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WY eT0 (papMaLeBTHUECKU NpUemieMast CoJlb.

[0189] CornacHO HEKOTOPBIM BapHaHTAM peau3anuu coenuHenue Gopmysl (J) wim

(I) BeIOpaHoO u3:

HN\ C/ \ . OH

HN®
SN NS N N
Z N/)\NHZ cl /k X N/)\NHZ

WM ero (papMareBTHYECKH PpUeMIIEMast COJIb.
[0190] CornacHO HEKOTOPBIM BapuaHTaM peanu3auuu coenuHeHue Gopmynbl (J)

BBIOPAHO U3:

\\U W e
o, Oy, COn,

win ero (hapMareBTHYECKH MPUeMIIEMasi COJTb.
[0191] CornacHo HEKOTOPBIM BapHaHTAM peanu3anuu coenuHenue Gopmysl (J) wim

(1) BeIOpaHo u3:
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H

|N\ XN O /N |\N F N\ N
NS N/)\NHZ FN N/)\NHZ | Z N/)\NHZ
N | NN AN | SN N | NN
SN0 N/)\NHZ Ao N¢kNH2 X N/)\NHZ

T A o o
NN e oM et
N | N | NNy | NNy
X N/)\NHZ = N/)\NH F7 N SN N, 7 .
HN)<
Y
N0 NF N/)\NHZ

2
WK ero papMaLeBTUYeCKU TpreMyeMast COJib.
[0192] CornacHO HEKOTOPBIM BapuaHTaM peanuzauuu coequrenue dopmydst (J), (D),

(IV) umu (IVa) BriOpano us:

Hh</ o Qf djoH HN“"éj'jll
e O HN \ﬂ/
N N N O
S N z N

7
7

SVNe® | S
X N7 NH, X N/)\NHZ F X N/)\NHz NN

2 2 2
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H H
& N v N
HN® el HN' e
SO SO0
o Z
oINS, NN SNH, "
2
H
& N
HN® g
N |\)N\ e
P
FON SN SN,
b

WK ero (papMaLeBTUYeCKU IpHeMieMast COJlb.

[0193] CornacHo HeKOTOpHIM BapuaHTaM peanu3aimu coenuHeHue Gopmynsr (J), (D),

(IV) mnu (IVa) BbiOpaHo u3:

&_oH & _OH
HNY HNY
N l\N 4 | SN
N N‘i‘NH N Néi\NH
2 2 u 2 ; wm ero (apmaueBTHYECKU

npremMiIeMasi CoJlb.
[0194] CornacHo HeKOTOpBIM BapuaHTaM peanm3aimu coenuHeHue (opmynsr (J), (D),

(IV) umu (IVa) BeiOpano us:

N N
HN m/ HN \ﬂ/
N 0 N o

7 NN N

| PN | NN
Cl N™ “NH; u N™ "NH; ;  wm  ero  (hapMaleBTHYECKH

npremMiIeMasi Collb.
[0195] CornacHo HEKOTOpPBIM BapHaHTaM peanm3aimu coenuHeHue (gopmynsl (J), (D),

(IV) umu (IVa) Beibpano us:
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é »

N NHa ; WK ero (hapMaLleBTHYECKH MPUEMJIEMasi COJIb.
[0196] CornacHO HEKOTOPHIM BapuaHTaM peanuzanuu coenurenue dpopmynsl (J), (I),

(IV) umu (IVa) Beibpano us:

HN‘\‘d/ Qf HN™ éj
HNY oH HNY
R
N /N N _ /
NH2 )\ )\ N NH;

F

ZT

HN Y~ HNS SN HN e
o

ff” O /N'\” /N'\” O
o N/)\NHz

HNY SO
Cl X N/)\NHZ = N/)\NHz )\ "

WK eT0 (papMaLeBTHUECKU NpHUeMIeMast COJIb.
[0197] B nactosimem nokymeHTte «coenuHerne Gopmyisl (I)» BKIOUaeT coenquHEHUs

bopmysst (1), (I1a), (IIb), (I11), (Illa), (IIIb), (IV), (IVa), (IVb), (IVc) mm (IVd).
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1. KOoMIo3unuu

[0198] CormacHO HEKOTOpbIM BapUaHTaM pealu3allid B HACTOSALIEM OMMCAHUU
npennoxeHa (apMaleBTUUecKass KOMIIO3ULMS, COIepiKallas COeJUHEHHE COTJIACHO
HacrosimeMy onucanuro (nanpumep, coenunenne popmyist (J), (I), (1), (ITa), (1Ib), (IID),
(Illa), (Ib), (IV), (IVa), (IVb), (IVc) mm (IVd)) umm ero dapmaneBTuyecKu

MNPpUEMIIEMYIO COJIb U (I)apMaI_IeBTI/ILIeCKI/I MPUEMIIEMOEC BCIIOMOTAaTEJIbHOEC BEIIECTBO.

[0199] CormacHO  HEKOTOPHIM  BapHaHTaM  peajnu3auuu  (apmaLeBTHUECKas
KOMITO3ULIUST COMEPKUT OAMH I OOJiee NOTMOJHUTENBHBIX TEPANeBTHUECKUX areHTOB,

Kak OoJiee MOIPOOHO U3JIOKEHO HIKE.

[0200] PapmaneBTUYECKHE KOMIIO3ULIUM, COAEPIKAILIUE PACKPBITbIE B HACTOSIIEM
JOKYMEHTE COEAMHEHUs WM X (HapMaLEBTHYECKH MPUEMIIEMBIE COJIM, MOTYT OBITh
MOJIy4eHbI C OMHUM WK OoJyiee (apMaleBTHUECKH MPHUEMJIEMbIMH BCIIOMOTATEIbHBIMH
BEIIIECTBAMH, KOTOPbIE MOTYT ObITb BBIOPaHBI B COOTBETCTBUH C OOBIYHOM MPAKTHKOM.
Tabnerku MOryT conmep:kaTh BCIIOMOTATEbHbIE BEIIECTBA, BKIIIOYAsl CKOJIB3SIINE
BEIIECTBA, HAMOJHHUTENM, CBSI3yKOIIUME BeIlecTBA M TOMy momoOHoe. BopHbie
KOMITO3ULIUM MOTYT OBITh TIOJY4€HbI B CTEPUIIbHOI (pOopMe, 1 KOria OHU TpeaHa3HAYSHBI
IUIE  TOCTaBKH CHOCOOOM, OTJIMYHBIM OT TMEPOPAbHOTO, B IEJIOM MOIYT OBbITh
U30TOHUYECKUMHU. Bce  komMmo3umuu  MOTyT  HeoOs3aTeNIbHO  COIEPIKaTh
BCIIOMOTraTe/IbHbIE BEIECTBAa, Takue Kak omnucaHHble B Rowe et al, Handbook of
Pharmaceutical Excipients, 6" edition, American Pharmacists Association, 2009.
BcrnoMoratenbHble BelecTBa MOTYT BKJIKOYAaTh ACKOPOWHOBYKO KHCJIOTY W ApPyTHe
AHTUOKCHUJIAHTBI, XeJaTHPYIIIue areHtbl, Takue kak DJTA, yrineBonmbl, Takue Kak
JOEKCTPHH, THIPOKCHATKUJIIEIIIIOI03a, THAPOKCHATKAIMETHIILIEIUTION03a, CTEApPUHOBAS
KHUCIIOTa ¥ TOMy oao0Hoe. COrTacHO HEKOTOPBIM BapHAHTAM PeaTU3alliu MPEIIOKeHa
KOMTIO3UIHS B BUJE TBEPAOH JIEKAPCTBEHHOW (hOPMBI, BKITFOYAsl TBEPAYIO MEPOPATBHYIO

JIEKapCTBEHHYIO (OpMY.

[0201] KoMImo3uumy BKIIFOYAOT KOMITO3ULIUH, MTOIXOSIINE JIJIsl PA3IMYHBIX CIIOCOOOB
BBEJICHUSI, BKITIOUAs epopalibHOe BBeneHne. KoMmo3uimu MOryT ObITh MPEACTABIICHBI B
EIMHIYHOW NO3UPOBAHHOH ()OpMe W MOTYT OBITh MOJy4€HBI JIFOOBIM U3 CIOCOOOB,
XOpOLIO W3BECTHBIX B obOmactu ¢apmanuu. Takme crnocoObl BKIOYAIOT CTATHIO
o0beIMHEeHHsI aKTHBHOT'O UHTPEANEHTa (HampuMep, COSUHEHUsS] COTJIACHO HACTOSIIEMY

OMHCAHUIO WIH ero (papManeBTUYeCKOW COJIM) ¢ OOHUM Wiu Ooyiee papManeBTUIECKU
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NpUEMJIEMbIMH BCIIOMOTATeIbHBIMU BellecTBaMu. KOMIO3HIMU MOTYT OBbITh MOJy4eHbI
NyTeM pPaBHOMEPHOTO M TINATEJPHOrO OOBEAMHEHHsS] AKTUBHOTO WHIPEAMEHTa C
JKUIKAMH BCTIOMOTATEeNIbHBIMH BEIECTBAMH WJIM TOHKOW3MENIbYE€HHBIMU TBEPIbIMU
BCIIOMOTATENIbHBIMU ~ BELIECTBAMU WM OOOMMHM, a 3aTeM, INpH HEOOXOAMMOCTH,
¢dbopmoBaHueM mponykra. MeTonbl U COCTaBbl, B LejoM, ormucanbl B The Science and
Practice of Pharmacy, 21% Edition, Lippincott Wiliams and Wilkins, Philadelphia, Pa.,
2006.

[0202] Komno3uuuu, ONMCaHHbIE B HACTOAIIEM AOKYMEHTE, KOTOPBIE MOAXOAAT AJIA
NEepOPaNbHOTO BBEAEHUs, MOIYT OBITh INpPENCTABIEHbl B BHUAE AMCKPETHBIX E€IMHUI]
(emuHNYHON MO3UPOBAHHON (OPMBI), BKIIFOYAs, HO HE OTPAaHUYMBAACH MUMH, KaICyJbl,
KpaxMajibHble KalCyJbl MM TaOJNETKH, Kakaas M3 KOTOPBIX COAEPXKUT 3aJaHHOE
KOJINYECTBO AaKTUBHOrO MHrpeaueHta. CoOrjacHO OJHOMY M3 BapHAaHTOB pealn3alun

(apmarieBTHUECKas] KOMITO3ULIHSI TPEACTABIISIET COO0M TabeTKy.

[0203] TIlIpencraBieHHbIE B HACTOSIIEM TOKyMEHTe (hapMaLEBTHUECKHUE KOMITO3HLIMU
BKJIIOYAIOT OAHO WK OoJiee COeNUHEHNUH, OMMMCAHHBIX B HACTOSIIEM JOKYMEHTE, MJIH HX
(bapMaleBTHUECKH TPHEMJIEMYIO COJIb BMeCTe C (DapMaleBTHUYECKU TNPUEMIIEMbIM
BCIIOMOTI'aTC€JIBbHBIM  BCILICCTBOM H He06513aTean0 APYruMu  TEPANCBTUYICCKUMU
arcHramMu. q)apMaLIeBTI/I‘{eCKI/Ie KOMIIO3ULUH, COACPKAIIUC aKTUBHBIN HUHI'PECOUCHT,
MOTyT OBITh B JIEOOOH (hopMe, MOAXOAALICH ISl TPEANONIaraeéMoro crnocoda BBEICHUS.
IIpy wuCHONB30BaHUU MJII MEPOPATBHOrO MPHMEHEHUs, HamnpuMep, MOTryT ObITh
IMMPUTOTOBJICHDBI Ta6.]'IeTKI/I, MMaCTHJIKH, Ta6JIeTKI/I i1 pacCaCblBaHMs, BOOHBIC HIIN
MACJISIHBbIE CYCIICH3WH, AUCHCPTUPYEMBIC MOPOLIKNU WKW T'PAaHYJIbl, SMYJIbCUU, TBEPABIC
HUJIN MATKUE KarlCyJibl, CUPOIIbl HUJIN SJIUKCHUPBDBI. KOMI’[OSI/ILII/II/I) Npe€aHa3HAYCHHbBIE IJIsA
nepopanbHOTO MNPHUMEHEHUA, MOIYT 6]:ITI> IMOJIy4€Hbl B COOTBECTCTBHU C .]'II-O6blM
Croco0OM, HM3BECTHBIM B JaHHOW OOJAcTH JJsl M3TOTOBJICHUS (DapMaleBTHYECKUX
KOMIIO3ULIMH, W Takhue KOMIIO3ULMU MOIYT COIepKaTb OXMH WM  Ooee
BCIIOMOTaTCJIbHbIX BEIICCTB, BKJIHOYas MNOACAIIUBAKOIINE Aar€HTbL, apOMaTHU3aTOPbIL,
KPAaCHUTENN U KOHCEPBAHTBI, 4TOOBI OOecneunTh MPUSATHBIN npemnapar. [IpuemiembiMu
SABJIAKOTCA Ta6.]'IeTKI/I, COACPIKAIIHEC AKTUBHBIN HHIPEAUCHT B CMECHU C HECTOKCHUYHbBIMU
(I)apMaLIeBTI/ILIeCKI/I MPUEMIIEMBIMU BCIIOMOTATEJIbHBIMHA BEIICCTBAMU, KOTOPBIC NOAXOAAT
JJI1 U3TOTOBJICHUA Ta6.]'IeTOK. Vka3zaHHLIMH BCIIOMOTaTEJIbHBIMHA BEIIECCTBAMU MOTYT
ObITh, HaMPUMeEp, WHEPTHBIC pa3OaBHUTENN, TaKhe KaK KapOOHAT KajbIUsl WJIU HATPUS,

JIAKTO3a, MOHOTHAPAT JAKTO3BI, KPOCKAPMEJUIO3a HATPHsl, MOBHAOH, (ocdar kampuus
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WM HATpUsA, TPAHYJUPYIOLIME U AE3UHTErPUPYIOLINE areHThl, TAKWE KaK KYKYPY3HbIH
KpaxMajg WJIH aJblMHOBAasi KHUCJIOTA, CBA3BIBAIOIIME AreHThbl, TAKHE KaK LEJUII0JIO34,
MUKPOKPUCTAJIIINYECKAsT LEJUII0JI03a, KPaxMall, KEJIaTHUH WIM apaBHUICKas Kamedb, U
CMa3bIBAIOLINE Ar€HTHI, TAKHE KAaK CTeapaT MarHus, CTEapUHOBAasl KUCJIOTAa WUJIU TaJbK.
Tabnetrkn MOryT OBITh HEMOKPBITBIMU WJIM MOTYT OBITh TOKPBITBI H3BECTHBIMU
crocobamu, BKJIFOYAas MHKPOKAICYJUPOBAHUE, YTOOBI 3aMEIUINTh pPAa3JIOKEHHE U
ancopOLUMI0 B JKEIYJOYHO-KHIIEYHOM TPakTe ©W TEeM CaMbIM  O0ECIeYuTh
NPONOJDKUTENbHOE JEWCTBHE B TeueHue Oosiee anmuTenpHOro mnepuona. Hampumep,
MOXKET OBITb HCHOJB30BAH MaTepuajl C BPEMEHHOH 3aJep>KKOH, Takoh Kak

MNIMOCPUIIMOHOCTECApAT WU IMNIULCPUTTANUCTEAPAT B OTACIBbHOCTU UJIU C BOCKOM.

[0204] KoanuecTBO aKTMBHOTO WHIPENUEHTa, KOTOPOE MOXKET ObITh OOBEAMHEHO C
HEAKTUBHBIMH HWHIPEAMEHTAMHU JUI TIOJYYEHUS JIEKApCTBEHHOHW (DOPMBI, MOXKET
BapbUPOBATECSI B 3aBHCUMOCTH OT CyOBEKTa, KOTOPOMY HA3HAuU€HO JIeUeHUe, U
KOHKpeTHOro cmnocoba BBemeHHs. Hampumep, COIIacHO HEKOTOPbIM BapuUaHTaM
peanusanuy JieKapcTBeHHass (opMa Asl NepopajbHOTO BBENCHUS JIOISIM  MOXKET
comepskath npuoIu3uTeabHO OT 1 10 1000 Mr aKTHBHOTO BELIECTBA, IPUTOTOBIEHHOTO C
NOAXOASALIMM M YAOOHBIM  KOJUYECTBOM  (DapMaleBTHUECKH  MPHEMJIEMOTO
BCIioMorarenpbHoro BemectBa. (COraCHO HEKOTOPBIM — BapHaHTaM  peaju3aluu
(apMaLeBTHUECKH PUEMIIEMOE BCIIOMOTaTEeNIbHOE BEIIECTBO BAPBHUPYETCsl OT MIPUMEPHO

5 no mpumepHO 95% OT O0IIEro KOJMUECTBa KOMIO3HLIUN (MacC: Macc).

[0205] CornacHO HEKOTOPHIM BapUAHTAM peATH3aLUM KOMIIO3HUIUS, COIep Kaliast
COEIMHEHUE COMJIACHO HACTOALIEMY OMHCAHUIO (Hampumep, coenuHeHue ¢opmydst (J),
(D, (II), (ITa), (Ilb), (II), (IIa), (IlIb), (IV), (IVa), (IVb), (IVc) wmu (IVd)) wu ero
dapMaleBTHUECKH MNPUEMIIEMYIO COJIb B OJHOM BapHAaHTE HE CONEPKHUT areHra,
HETaTHBHO BJIFSIIOIEr0 HAa CKOPOCTh MeTaboiM3Ma aKTUBHOTO WHIPENHUEHTa. Takum
o0pas3omM, clenyeT MOHHUMATh, YTO KOMIIO3WIUH, COAEpIKAILINe COCOUHEHHE COTJIACHO
HACTOSIIEMY OITMCAHMIO B OJTHOM aCIEKTe He COMEepIKaT areHTa, KOTOPbId OyIeT BIUSTH
(HampuMep, 3aMemIATh, TPEMATCTBOBATH WIJIM OCTAHABJIMBATH) HA METa0OIM3M
COEAMHEHHUS] COMJIACHO HACTOSAILIEMY ONHUCAHUIO WM JIFOOOro JpPyroro AaxkTHBHOTO
UHTPEIUEHTa, BBOAMMOIO OTAENBHO, IIOCJIENOBATEIbHO WM OJHOBPEMEHHO C
COEMHEHHEM HACTOSIIEro omnucaHus. Takke clenyer MOHMMAaTh, 4TO JIFOOOH H3
crocoboB, HAOOPOB, U3NEUI U T.II., MOAPOOHO OMUCAHHBIX B HACTOSIIEM TOKYMEHTE, B

OITHOM acCIIeKTe, HEe COAEPIKUT areHTa, KOTOPbI OyleT BIHATH (HampuMep, 3aMeIJIsiTh,
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NpPENATCTBOBATh WMJM OCTAHABJIMBATH) Ha METa0OJM3M COEIMHEHHs COTJIACHO
HACTOSIIEMY ONHMCAHUIO WM JEOOOro APYroro akTUBHOTO HMHIPEAMEHTA, BBOAMMOIO
OTAEJIbHO, TIOCJIENOBAaTEIbHO WJIM OJHOBPEMEHHO C COEIMHEHHEM HaCTOSILIEro

OTMCaHUSI.
Iv. CIIOCOBbI

[0206] Hacrosiimee uzobpeTeHne OTHOCUTCS K criocobam jeueHus: 3a00jieBaHUN WU
COCTOSIHUH, pearupyroImux Ha MoAyssuuio toll-momoOHbIX peuenTopoB (Hampumep,
peuentopoB TLR-8). XoTs1 He orpaHMYMBasCh KaKOH-IMOO OAHON TEopueH, Mojararor,
YTO COEAMHEHUs], PACKPBITbIE B HACTOSILEM OMUCAHUU, MOLYJIHUPYIOT penentopel TLR-8
B KauecTBe aroHHCToB. Kak Oyner MOHATHO CrelanicTaM B JaHHOH 00JACTH TEXHUKH
moayssitopbl TLR-8 MoryT B HEKOTOpOH CTeneHn MONyIMpoBaTh apyrue toll-mogoOHble
peuentopsl (Hampumep, TLR-7). Kak TakoBble, COrJIACHO HEKOTOPbIM BapHaHTaM
peanu3allid  PACKPbITBIE B HACTOSLIEM JOKYMEHTE COEIMHEHUSI MOTYT TaKkKe
monynupoatb TLR-7 B wu3mepsiemoii creneHu. COrinacHO HEKOTOPBIM BapHUaHTaM
peanu3anuy Te coenuHeHus1, kKotopbie Moy mpyroT TLR-8 ¢ Gonee BbICOKOH cTeneHblo,
yem TLR-7, cuutarorcs cenektuBHbIMU Mmoayssitopamu TLR-8. Tummunbie crnocoObt
MU3MEPEHUS KaXKIA0ro coennHenus B otHomeHuu Moayisinuu TLR-7 u TLR-8 onucansl B
npuMepax, IpeACTaBJIeHHBIX B HacrosumeMm JaokymeHTe. (COrlacHO HEKOTOPbIM
BapHaHTaM pealu3allii PAaCKpPbITble B HACTOALIEM AOKYMEHTE COEIUHEHUs SIBISIFOTCS

cenekTuBHbIMU MoayJsitopamu TLR-8.

[0207] CormacHO HEKOTOPHIM BapHAHTAM  peATM3alMH  NPEUIOKEH  Crocod
moayauposanuss TLR-8, BkIOYarOmUi BBEACHHE COCIUHEHMsI COTJIACHO HACTOSIIEMY
OMUCAHUIO WM ero (papMaleBTUYECKH MPUEMIIEMON COJIM MHOUBUAYYMY (Hanpumep,

YEJIOBEKY ).

[0208] CormacHO HEKOTOPHIM BapHAHTAM peATM3AlMH  TNPEUIOKEH  Crocod

moayauposanust TLR-8 in vitro.

[0209] CormacHO HEKOTOpbIM BapuaHTaM pealu3aldyd B HACTOALIEM OMMCAHUU
NPEJIOKEHO COSANMHEHNE COTJIACHO HACTOSIIEMY OMHCAHHUIO W ero (papMaleBTH4ecKn
npuemsemas CoJb JJisl IPUMEHEHHs] B KaueCTBE MHCTPYMEHTA UCCIEN0BAHUs, HAIPUMED,

U1 IpUMeHeHus1 s uneHTudukanun moaynsatopos TLR-8
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[0210] CormacHO HEKOTOPHIM BapHWAHTAM peajM3ald HACTOSIIEe H300peTeHHe
OTHOCHTCS] K CIIOcO0aM JIeUeHHs] MJIN TPEeNOTBpaIleHus 3a00IeBaHUI TN COCTOSTHUH Y
UHIMBUAYYMa (HApUMep, YeNIOBeKa), HY KIAIOIIErocsi B 3TOM, BKJIIOYAIOLINM BBEICHUE
COEAMHEHUS COrJIACHO HACTOSIIEMY ONMHCAHUIO MIIH ero (papMaleBTUYECKH MPUEMIIEMON
comu. COrjacHO HEKOTOPBIM BapUaHTaM PeATH3alHH CIIOCOOBI BKJIIOYAIOT BBEICHHE
OJTHOTO WUJIM OOJiee TOTIONHUTENBHBIX TEPAIEBTUYECKUX areHToB. JleueHne CoOeqnHEHNEM
COIJIACHO HACTOSIIEMY ONMHCAHUIO OOBIYHO MPUBOAUT K CTUMYJISILIUM HIMMYHHOT'O OTBETA
Ha KOHKpeTHOe 3a00JieBaHUE WM COCTOSHHE, TOABEPraeMoe JIeUeHUIo. 3a0oyeBaHUs
WIA COCTOSTHUSL, TPENyCMOTPEHHBIE HACTOSIIUM ONHCAHUE, BKIIOYAIOT T, KOTOpPbIE
NOJBEPXKEHbI BIMAHUIO Moxayssauuu toll-momoOHeIx penenropos (Hanpumep, TLR-8).
CornacHO HEKOTOPbIM BapHaHTAM peATU3ALMHU MPEMJIOKEeH CIocod JIeUeHUs WU
IpefoTBpaLeHUs] 3a00JIeBaHMSI WIIM COCTOSIHUSI, pearnpyrommero Ha MonyJusituio TLR-8,
BKJIIOYAIOIIUI BBEIEHHE YENOBEKY TepanmeBTU4YeCKH J(PPEKTUBHOIO KOJIHYECTBA
COEIMHEHHs COTJIACHO HACTOSIIEMY OMHCAHHIO MM ero (papMaleBTHUECKH MPHEeMIIEMON
comu. Tummunsle 3a0oneBaHuWs, PACCTPOWCTBA M COCTOSHHS BKIIOYAIOT, HO HE
OrpPaHUYMBAIOTCS MMM, COCTOSIHHS, CBSI3aHHBIE C AyTOMMMYHHOCTBIO, BOCIIaJICHUEM,
ajulepruei, acTMOH, OTTOP)KEHHEM TpPAHCIUIAHTAaTa, OOJIE3HBIO TPAHCIUIAHTAT IPOTHUB

xo3siiHa (GVHD), nH(beKuMOHHBIME 3a00/IeBAaHUSMU, PAKOM U UMMYHOAE(QULIUTOM.

[0211] CornacHO HEKOTOPBHIM BapHAHTAM peau3alK UHPEKIUOHHbIE 3a00JIeBaHUS
BKJIIOUAIOT Takue 3abojeBaHus, kak renatut A, renatut B (HBV), rematur C (HCV),
renatutr D (HDV), BHUY, nanwmnomasupyc uenoseka (HPV), pecrnupatopHO-
cuHuuTHANbHBIH BHpYC (RSV), Tspkenwlit ocTphiii pecniupatophbiii cunapoM (SARS),
TPHII, TAaparpuill, UTOMETAIOBUPYC, JIMXOPAIKY IEHre, BHPYC MPOCTOro repreca-1,
BUPYC MPOCTOTO repreca-2, MHYEKUHO JISHIIMaHUN U PEeCTUPATOPHO-CHHLIUTHATBHBINA
Bupyc. CoOrlacHO HEKOTOPBhIM BapHaHTaM peaju3alu HH()EKUHOHHbIE 3a00JIeBaHUsS
BKJIIOUAIOT Takue 3aboseBanus, kak rematut A, remarut B (HBV), rematur D (HDV),
BUY, nanmiomasupyc yenoseka (HPV), pecnupatopro-cunuTHanbabii BUpyC (RSV),
TSDKEJIBIA ~ OCTphI  pecnimparopHblii  cuHAapoMm  (SARS), rpumm, maparpumnm,
LIUTOMETAJIOBUPYC, JIMXOPAAKy IEHre, BUPYC MPOCTOro repreca-l, BHPYC MPOCTOro

repreca-2, HHQEKUHIO JEHIIMaHUT U PECTTUPATOPHO-CHHLUTHAIIBHBINA BHPYC.

[0212] CornacHO HEKOTOPHIM BapUAHTAM pPeaM3alMNK TPEIJIONKEH Crocod JieueHus
WIA TIPENOTBPALICHUsST BUPYCHONW WH(EKIUH, BKIOYAOIUN BBEICHHE HHIUBUAYYMY

(nanpumep, denoBeKy) TepaneBTHUECKH 3(PPEKTUBHOIO KOJUYECTBA COEAMHEHHS
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COIJIACHO HACTOSIIIEMY OINHCAHUIO WM €ro (papMameBTUYECKH TNPHEMIIEMOH COJIH.
CornacHo OgHOMY W3 BapHaHTOB PEATM3ALMH CIIOCOO MOKET OBbITh HCIONB30BaH IS
UHAYOHUPOBAHUA HWMMYHHOI'O OTBE€Ta IHNPOTUB MHOKCCTBCHHBIX JSIUTOINOB BHPYCHOﬁ
uHpeKIH y 4enoBeka. MHAYKIUS MMMYHHOTO OTBETa IMPOTHB BHUPYCHOH HMH(MEKLUU
MOJKET OBITb OLICHCHAa C UCIIOJIb30BAHHUEM 060t MCTOOUKH, N3BECTHOM crienuajaucraM B
I[aHHOfI 00J1aCTH TEXHUKH AJIsL ONPEACIICHUS TOrQ, MPOU30LIECTT JIU HMMYHHbIﬁ OTBCT.
HOI[XOI[ﬂH_[I/Ie CII0COOBI ACTCKTUPOBAHHUA HWMMYHHOIO OTBE€TAa [AJiId HACTOSALIECTO
PaCKpBITHUs BKJIKOYAKOT, CPEAU IIPOUYEro, NETEKTUPOBAHUE CHWXKEHHUSI BUPYCHOM HArpy3Ku
WIM aHTUT€HA B CHIBOPOTKE CcyObekTa, nerekruposaHue [FN-ramma-cekpeTupyromux
HeHTI/IZ[-CHeI_II/I(I)I/ILIHbIX T-kneTok u ACTCKTUPOBAHUEC MOBBIIIICHHBIX ypOBHeﬁ OOHOI'O HJIH
Oonee  (epMeHTOB  meuyeHHM, TaKkux Kak  anaHuHTpaHcdepaza (ALT) u
acnaprarrpancdepasa (AST). CormacHo OZHOMYy U3 BapHaHTOB peaTH3aLUuu
nerexktupoBanne  IFN-ramma-cekpeTupyommx  NenTHA-CenuuuHbIX  T-KIeTok
oCywecTBIAOT ¢ ucnonb3oBaHueM ELISPOT-ananmmuza. Jlpyroil BapuaHT peanusanuu
BKJIFOYAeT CHUKEHHE BHPYCHOW HArpy3KH, CBsi3aHHOW ¢ uHpekuueir HBV, Bkiouas

CHIDKEHHE, KOTOpoe u3Mepsiercs ¢ nomouibto IIIIP-rectuposanust.

[0213] CornacHO HEKOTOPBIM BapHAaHTAM peATHM3alMH B HACTOSIIEM H300peTeHHU
npeayiokeH crnocod moBbimeHHs 3()PEeKTHBHOCTH BaKLUHBI MyTEM COBMECTHOTO
BBEJCHUS C BAaKIMHOW TepamneBTU4YeCKH S(P(HEKTUBHOTO KOJUYECTBA COEAUHEHHS
COTJIACHO HACTOSIIIEMY OINUCAHHI0O WM ero (papManeBTUYeCKH MPUEMIIEMOH COJIH
UHIUBUAYYMY (Hampumep, udenoBeky). COrjlacHO HEKOTOPBIM BapUaHTaM peau3aliuu
COEAMHEHUE COTJIACHO HACTOSIIEMY OMHCAHUIO WIIH ero (PapMaLeBTHUECKU MPUEMIIEMYIO
COJIb MOXXKHO BBOAHMTH COBMECTHO C BAaKIMHOH JUIsl YCHJIEHHS HMMYHHOIO OTBETa,
MO3BOJISIST TIOJy4aTh OOJblIee KOJWYECTBO AHTUTEN WIM MyTeM olecreueHust Ooiee
NPONOJDKUTENBHON 3amuThl. COTJIaCHO HEKOTOPBIM BapUAHTAM PEATU3ALUN COSTHHEHUS
COIJIACHO HACTOSIIEMY ONUCAHHIO WM ero (apMaleBTUUECKU NpUeMieMasi COJIb MOTYT
OBITh  UCTOJNIb30BAaHbl B  KAUeCTBE AQIBIOBAHTOB BAKIHMHBI JJIsI  MOBBIICHUS
3¢ (PexTUBHOCTH M peaklnH Ha WMMYHHU3ALHUIO OINpenejieHHbIM aHTUreHoM. COrjacHo
HEKOTOPbIM BapHaHTaM peAN3all COBMECTHOE BBEICHHE COCOMHEHUH COTJIACHO
HACTOSIIEMY ONHMCAHUIO WJIH ero (papMaleBTHYECKH MPUEMIIEMON COJH C BaKIHMHOH
MOJKET BJIUSITh HAa TO, KAK AaHTUT'€H BAKLMHbI Oy/IE€T MPE3EeHTHPOBAH UMMYHHON CHUCTEME,

U MOBBIIAeT 3P PeKTHBHOCTb BAKLIMHBL
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[0214] CornacHO HEKOTOPHIM BapHaHTAM peATU3ALUU TPEIJIOKEHO COEAMHEHUE
COIJIACHO HACTOSIIEMY OMHCAHUIO WM €ro (apMaleBTHYECKH MpUEMIIEMasi COJb IS
IIPUMEHEHUs1 B MeAULMHCKON Tepanuu. (COriacHO HEKOTOPbIM BapUaHTaM peajlu3aluu
NPEIJIOKEHO COETMHEHNE COTJIACHO HACTOSIIEMY OIMMCAHMIO MUK €ro (hapMaleBTHYECKH
npuemiieMasi CoJib AJisd MPUMCHCHHWS AJIg JICHCHUS WKW MPEAOTBpPALICHUSA 3a6OJ'IeBaHI/I$[
WU COCTOsIHUSI, pearupyromiero Ha wmoaysiuuto TLR-8.  CormacHO HEKOTOPBIM
BapUaHTaM peajn3alyy 3a00JieBaHNE WM COCTOSIHUE IPENCTaBIseT COOOH BHPYCHYIO

UH(EKIHIO, KaK YKa3aHO B HACTOSIIIEM JOKYMEHTE.

[0215] CormacHO HEKOTOpPHIM BapUaHTaM pealu3allud MPEAJIOKEHO NPUMEHEHUE
COEAMHEHUS COTJIACHO HACTOSIIEMY ONMHCAHUIO MM ero (papMalleBTUYECKU MPUEMIIEMOM
COJIM Ui TOJY4YEHUs] JIEKAPCTBEHHOIO CPEACTBA ISl JIEYEHUS WM NPEAOTBPALLEHUS

3a00JIeBaHMsI WM COCTOSIHUS, pearnpyromero Ha MoayJssinuio TLR-8.

[0216] CornacHO HEKOTOPBIM BapHUaHTaM PEAJU3aLUU B HACTOSIIEM OMHCAHUU TAKXKE
IpEeJIOKEHbl CrIOCOOBI JIeYeHHsl BUPYCHOH HH(GpEKIMHM rematuta B, Bkirodaromue
BBEJIEHHE MHAMBUAYYMY (HAIpPHMep, YeJIOBEKY), HHPHLHUPOBAHHOMY BHPYCOM IelaTHTa
B, tepaneBruyeckn 3(PpPEeKTHBHOrO KOIMYECTBA COENMHEHHsI COTJIACHO HACTOSLIEMY
OMUCAHUIO WK ero (apMaleBTHYECKH npuemsieMoi conu. Kak mpasuiio, UHAMBHAYYM
CTpagaeT XpOHUYECKOH MH(peKuuel rematuta B, XoTs B 00beM HACTOSIIETO OMUCAHUS

BXOJIUT JIEYSHHE JIFOAEH ¢ OCTPOii nH(pEKIMel BUPycoM renatura B.

[0217] B HacrosilieM ONMUCAHUM TAKKe MPENJIOKEHBbI CIIOCOOBI JIEYeHUsT BUPYCHOMU
uHbpekmmu renatuta C, BKIIOYAOIIKNE BBENSHUE UHAUBUAYYMY (HampuUMep, YeJIOBEKY),
WHPUIUPOBAHHOMY BHpycoM rematuta C, TepaneBTHUeckd 3()(PEKTUBHOTO KOJIMYECTBA
COEIMHEHUS COTJIACHO HACTOSIIEMY OMUCAHHUIO UJIH €ro (hapMalleBTUUECKU MPUEMITEMO
comu. Kak mpaBuiio, MHIUBHIYYM CTpanaeT XxpoHndeckoin nadekuueii remarura C, XOTs

B 00bEM HACTOSIIErO ONMUCAHMS BXOAUT JieueHue Jiroei ¢ octpoii uadekuueit HCV.

[0218] Jleyenue HBV wmu HCV B COOTBETCTBUU C HACTOSIIINM OMHCAHUEM OOBIYHO
MPUBOJIUT K CTUMYJSALUU UMMyHHOro orseta npotus HBV unu HCV y unnusuayyma
(uenoseka), naHpuuupoBanHoro HBV umn HCV, COOTBETCTBEHHO, U MOCIEAYIOIIEMY
cHIDKeHno BUpycHoW Harpy3ku HBV wnmm HCV y umHOUUIMpOBAaHHOrO MHAMBHIYYMA.
ITprMeprl UMMYHHBIX PEaKLUil BKJIOYAOT MPOoAyLupoBaHue aHTuten (Harnpumep, 1gG-
aHTHUTEN) W/WIN TPOAYLUPOBAHUE LIUTOKUHOB, TAKUX KaK HMHTEP(EpPOHBI, KOTOPBIE

MOAYJIUPYIOT aKTUBHOCTDH I/IMMYHHOI\/'I CHUCTEMBI. PeaKLII/ISI I/IMMYHHOﬁ CHUCTEMBbI MOXKET
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MPEICTaBISAITh COOOH HOBYHO BBI3BAHHYIO PEAKLHUI0 WM MOXKET MPEICTaBisITh COOOH
YCHJIEHHE CYIIECTBYIOIIEH HMMYyHHOM peakuuu. B 4YacTHOCTH, CHUCTEMHas peakuus
UMMYHHOH MOKET TPEACTaBISTE COOOW CEPOKOHBEPCHIO MPOTHB OOHOTO WM Oojiee

auturesos HBV wm HCV.

[0219] Kakx Oonee mnoapoOHO OMHCAHO B HACTOSIIEM JOKYMEHTE, COEIUHEHUS
COIJIACHO HACTOALIEMY OIMCAHWI0O MOKHO BBOAUTb C OOHUM MWind  Oonee
JOTOJIHUTEIbHBIMH TEPANIEBTUYECKUMU areHTaMi HHIUBUAYYMY (Hanpumep, 4eloBeKy),
uHpunuposanHomy HBV wmnu HCV.  JlonmonHuTenpHbIE TEpaneBTUYECKHE AareHThI
MO>KHO BBOAWTH WH(UIMPOBAHHOMY HWHIWBUAYYMY (Hanpumep, 4YeIOBEKY) B TO XKe
BpEMsl, YTO M COEIMHEHHE COTJIACHO HACTOSINEMY ONHCAHUI0 WM [0 WJIM I0C]e
BBEICHUSl COEJUHEHUs COIJIACHO HacToslleMy onucaHuoo.  Hampumep, coriacHo
HEKOTOPbIM BapuUaHTaM peaju3allid IPH HUCIOJNb30BAHUU Ui JIEYEHUS WJIH
npenotspatierus HCV coenuHeHne coriacHO HacTOSIIEMY ONUCAHHIO MOJKHO BBOJIUTH
C OOHHMM MJH OOJiee JOMOIHHUTEIbHBIMI TEPAIeBTHYECKUMH areHTaMH, BHIOPAHHBIMH H3
IPYIIIBL, COCTOSLICH U3 MHTEP(EpOHOB, pUOABUPUHA MJIM €0 aHAJIOTOB, HHTMOUTOPOB
nporeasel NS3 HCV, unruduropos nporeasst NS4 HCV, uHruOUTOpOB mpoTEasbl
NS3/NS4 HCV, wunHruburopoB anbda-rioko3ugasbl 1,  renaronpoTeKTOpPOB,
HYKJICO3UIHBIX WM HYKJICOTHOHBIX HHruOutopoB NSSB  momumepasst HCV,
HeHyKJ1eo3uaHbIX UHruoutopo NSSB nmomumepasst HCV, unrudutopos NS5A HCV,
aronuctoB TLR-7, wunruburopos uukinopununa, wunruobutopos IRES HCV,
(bapMaKOKMHETHYECKHX YCHJIMTENeH M JAPYTHX JIEKAPCTBEHHBIX CPENCTB IJIS JICUSHHSI

HCYV unm ux cmeceii. Konkpernblie npuMepsl Ooiee moapoOHO ONMUCAHBI HIKE.

[0220] Kpome TOro, COIIacHO HEKOTOPBIM  BapUaHTAM  pealu3aluud  IpU
UCIIONBb30BAHUM 1711 JiedeHus: uiau npepotspawmeHuss HBV  coenuHenne coriacHo
HACTOSIIEMY ONHCAHUI0 MOJKHO BBOIHTH C OIHUM WM OoOJiee IOMONHUTETbHBIMU
TEPaNeBTHUECKUMHU areHTaMH, BBIOPAHHBIMH W3 TPYIIIbI, COCTOSALIEH U3 MHIHOHUTOPOB
JHK-nomumepasst HBV, moaynsitopos toll-mogobHoro penentopa 7, Moaysitopos toll-
nonoOHoro perenropa 8, MoayATopoB toll-mogobHBIX peuenTopoB 7 U 8, MOAYJISTOPOB
toll-mogobnoro peuenropa 3, nurannoB uHTEpdeponHa-anbdha, uHrHONTOopoB HBsSAg,
coenMHEHUH, HaneneHHbIX Ha HbCAg, MHrHOMTOPOB LUKIO(QUINHA, TEPAEBTHYECKUX
BakunH HBV, nmpodunakruueckux Bakiud HBV, waruburopos Bxoma Bupyca HBV,
uHrHOUTOpOoB NTCP, aHTHCMBICIIOBOTO OJIUTOHYKJIEOTHAA, HALIEJIEHHOTO Ha BUPYCHYIO

MPHK, koporkux nnrtepdpepupyrommnx PHK (MuPHK), mHrHOUTOpPOB € aHTUTreHa BUpYyca
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renatuta B, wHrnburopos HBx, marndburopos cccDNA, HBV-anturen, Bkimouas
anturena k HBV, HaueneHHble Ha NOBEPXHOCTHBIE AHTUIEHBl BHpyCa rematura B,
arOHMCTOB TUMO3MHA, ITATOKUHOB, HHT'HOUTOPOB HYKJIEOMPOTEUHOB (MHTHOUTOPOB siApa
wi karcugHoro 6enka HBV), cTUMyNATOpOB MHAYHHPYEMOrO PETHHOEBOW KHCIIOTOH
reHa 1, crumyssitopoB NOD2, nHruOuTOpOB peruinkanui peKOMOMHAHTHOTO THMO3HWHA
anbpa-1 m Bupyca rematuta B, m mx komOunammii. KoHkpeTHble mpumepb! Oornee

NOJPOOHO OMMCAHBI HIKE.

[0221] CormacHO HEKOTOPbIM BapUaHTaM pealu3allUd B HACTOALIEM ONMCAHUU
NpeasIokeH crnocod s objerdeHus CUMINTOMA, cBsizaHHOro ¢ uHpexkuneit HBV unn
unpeximert  HCV,  Bxmouarommii  BBeJeHME  UHIAUBUAYYMY  (JEJIOBEKY),
MHQHUIMPOBAHHOMY BHPYyCOM rematura B mnm Bupycom rematura C, TepaneBTUUYECKH
5 PeKTUBHOrO KOJIMYECTBA COENUHEHMs COIJIACHO HACTOAIIEMY OIHMCAHUIO HIIH €ro
(dapmaLeBTHUECKH NPHEMIIEMOH COJIH, IZle TepaneBTH4ecKu 3(P(eKTHBHOE KOIUUECTBO
SIBJISIETCS] TOCTATOYHBIM ISl OOJIErYeHus] CUMIITOMA, CBsi3aHHOTO ¢ nHpekueir HBV nnn
unpexumeit HCV. Takue cuMITOMBI BKIIOYAIOT NMPHUCYTCTBHE BUPYCHBIX dacTui HBV
(wmmu BupycHbIX dactuiy HCV) B KpoBH, BOCHaJ€HHE IEYEHH, JKEITYXY, MbILIIEYHbIE

0051, c1abocTh U yCTAIOCTb.

[0222] CornacHO HEKOTOPHIM BapHaHTaM pealn3alud B HACTOSIIEM OMHCAHUHU
NPEIJIOKEH CIOCO0 CHIDKEHHUs] CKOPOCTH TPOTPECCHPOBAHMS BUPYCHOH HMH(EKIUU
renatuta B wim BupycHoll napekunn Bupyca renatura C y uHauBHIyyMa (Hanpumep,
YeloBeKa), BKIIOYAIOIIUN  BBEACHHWE  WHAMBHAYYMY  (HampUMep,  YeNOBEKY),
UHQUIMPOBAHHOMY BHPYCOM rematuta B mnm Bupycom rematutra C, TepaneBTHYECKH
3¢ (}EeKTUBHOTO KOJHMYECTBA COENUHEHHs COTJIACHO HACTOSILIEMY OMNHMCAHUIO WM €ro
(dapMaLeBTHUECKH MPUEMJIEMOH COJIH, TAE TepaneBTHYeCKH 3(PQeKTHBHOE KOJIMYECTBO
SIBJIIETCSI AOCTATOUHBIM JUISI CHUJKEHUSI CKOPOCTH IPOTPECCUPOBAHUS BUPYCHOH
uHpekn rematuta B wmum  BupycHoil wmHpexkumu rematura C.  CkopocTb
NPOTPECCUPOBAHMST HH(PEKIIUH MOXKET COMPOBOKIATHCA HM3MEPEHHEM KOJIUYeCTBA

BUpycHbIX yactull HBV nnu Bupycusix yactuny HCV B kpoBu.

[0223] CormacHO HEKOTOpbIM BapUaHTaM pealu3allid B HACTOALIEM OMNMCAHUU
NPEIJIOKEH CIOCO0 CHIDKEHHUSI BUPYCHOH HAarpys3kH, cBsi3aHHbIN ¢ nH(peknuerdn HBV wmmm
uHpexmeir HCV, Brmouaromuii BBeACHHE HHAUBUAYYMY (HAmpHMep, 4YeNOBEKY),

uHpuumupoBanHomy HBV wumn HCV, TepaneBtrueckun 3(QQeKTHBHOrO KOIUUECTBA
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COEAMHEHUS COTJIACHO HACTOSIIEMY OMUCAHUIO MIIH €T0 (papMaleBTUYECKH MPUEMIIEMOI
COJNM, TIe TepaneBTUYecKH 35((EKTHBHOE KOJIUYECTBO SIBJISETCS JOCTATOYHBIM IS

CHIKEeHUs BUpYCHOI Harpy3ku HBV unu BupycHoit Harpysku HCV y unausuayyma.

[0224] CormacHO HEKOTOpbIM BapuaHTaM peajlu3allid B HACTOSALIEM OMNMCAHUU
NPEJIOKEH CIOCO0 HMHAYKIMHM WIM YCHJIEHHsT MMMYHHOTO OTBETa IPOTHUB BHpYycCa
renatuta B wnm Bupyca rematura C y uHIMBHAyyMa (YeNOBEKa), BKIIFOYAIOIIUIN
BBEJICHUE TepaneBTUYEeCKH H(PPEKTHBHOrO KOJHYECTBA COEOMHEHHUS COTJIACHO
HACTOSIIIEMY ONHMCAHUIO MM €ro (papMaleBTUYECKH NMPUEMIIEMON COJNM WHAMBHAYYMY,
r7ie Y UHAUBUAYYMa UHAYLUPYETCs] HOBasi UMMYHHAsl peakiyusl IPOTUB BUPYyCa TenaTuTa
B unu Bupyca remarura C uiaM y MHAMBUAYYMAa YCHJIMBAETCS HMMYHHAas pEaKLMs
npoTuB Bupyca renarura B unu Bupyca rematura C. CepoKOHBEpCHsl IO OTHOLIEHUIO K
HBV mwm HCV moxer ObiTh MHAYLMPOBaHA y MHAMBHAyyMa. IIpuMepbl MMMyHHBIX
peakuuii BKJIIOYAIOT MPOAYLUPOBAHUE AHTHUTEN, TaKUX Kak Mousekysel aHturen IgG,
WM TPOAYLUPOBAHNUE MOJIEKYJ LUTOKWHOB, KOTOPbIE MOIYJIHMPYIOT AaKTHBHOCTb

OJHOro UJin 0oJiee KOMIIOHEHTOB HMMYHHOﬁ CHUCTCMBbI YCJIOBCKA.

[0225] CornacHO HEKOTOPHIM BapUaHTaM pealu3alil MMMYyHHas pPeakuus MOXKeT
OBITh UHIYLMPOBAHA MPOTUB OAHOrO Miu Oosee anturenos HBV wnmu HCV. Hanpuwmep,
UMMYyHHAasl Peakiusi MOKET ObITb WHAYLHMPOBAHA MPOTHUB IMOBEPXHOCTHOTO AHTHIEHA
HBV (HBsAg) uiu npotuB Mayioi ¢popMbl MOBEpXHOCTHOTO anturena HBV (manbiii S-
aHTUIeH) WM NpOoTHB (opMbl cpemHel (opMbl MOBEpXHOCTHOro aHturena HBV
(cpennuii S-aHTHreH) WM NMPOTHB UX KoMOWHaruu. OmsTh JKe, B Ka4eCTBE NpPUMEpA,
UMMYyHHAasI Peakiysi MOXKET ObITb WHAYLHMPOBAHA MPOTHUB IMOBEPXHOCTHOTO AHTHI€HA
HBV (HBsAg), a Takxe MpOTHB JPYrHX aHTUICHOB, MOJy4eHHbIX 13 HBV, Takux kak

sIEPHAs TIOIMMEpPasa W X-0eJIOK.

[0226] Wuaykums mmmyrHOH peakiyu npotuB HCV umn HBV MmoxeT ObITh OlleHeHA
C HCIOJB30BAHHEM JIOOOr0 METONA, H3BECTHOTO CIIELHUAICTaM B JAHHOH obOmacTu
TEXHUKHU AJI1 ONpEAENeHHs] TOro, MpOM3OLUIa JIM MMMyHHas peakuus. Iloaxopsmue
CHOCOOBI IETEKTHPOBAHNSI HIMMYHHOM PEaKIUHU Uil HACTOSIIIETO PACKPBITHS BKIFOYAIOT,
Cpenu MpoYero, NeTEeKTUPOBAHUE CHUXXEHUSI BUPYCHON HArPy3KU B CBIBOPOTKE YEJIOBEKA,
Hanpumep, nyreMm u3mepenus konmndectsa JJIHK HBV unu JIHK HCV B kpoBu cyObekTa

¢ ucnonb3oBanueMm II[[P-ananu3a w/wnu myrem u3MepeHus konudectsa aHTU-HBV-
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aaturen wiu aHTH-HCV aHTHTEN B KPOBU CyOBEKTa, MCHOJNB3Ysl CIIOCOO, TaKOH Kak

HDA.

[0227] CornacHO HEKOTOPHIM BapHaHTAM peATU3ALNU TPEIJIOKEHO COEAMHEHUE
COIJIACHO HACTOALIeMY omnucanuto (nanpumep, coemuHenue (opmynsl (I)) mmm ero
dapmaneBTHUECKH TpuUeMieMas CONb Ul NPUMEHEHHUS Uil JICUEHHUs  WJIH
npenotrspauienns nHGekunu HBV. CornmacHo HEKOTOPHIM BapuaHTaM peaNu3alun
NPEIJIOKEHO COENMHEHHE COTJIACHO HACTOSIIIEMY OIUCAHMIO (Hampumep, COCOUHEHNE
dopmynbl (1)) wmm ero QapmaueBTUYECKH MpUEMIIeMasi COJIb JJIsi MPUMEHEHUs st
neuennss win npenorspamenus uHpekun HCV. CornacHO HEKOTOpBIM BapHaHTam
peanu3aluy MPEeAsioKeHO COEJUHEHHE COIJIACHO HACTOSINEMY OIUCAHMIO (Hanpumep,
coequHenne ¢Gopmynbl (I)) uma ero ¢QapmaneBTHdeckn mpuemsieMass COJIb IS
NOJTyYeHHs] JIEKAPCTBEHHOTO CPEACTBA JUIsl JICYEHUS WM NPENOTBpPAIleHHs HH(PEKIUN
HBV. CornacHO HEKOTOPBIM BapHaHTAM peaNU3alUi NPEAJIOKEHO COEeJUHEHUE
COTJIACHO HacTosileMy omnucanuto (Hanpumep, coemuHenue (opmynbsr (I)) mam ero
(dapmaLeBTHUECKH TIpHEMJIEMast COJNb JUIS TOJYYEHUs JICKAPCTBEHHOTO CPENCTBA IS

JedeHus: win npeporspauienns napexyumn HCV.

[0228] CornacHO HEKOTOPHIM BapUAHTAM PeaM3alliyd B HACTOSIIIEM ONMUCAHUH TAKKe
NPEIJIOKEHbl  CIOCOOBI  JieueHHWsl BHpPYCHOW wuHpekuun Retfroviridae (nanpumep,
BupycHoli uHpexkuun BUY) y unauBunyyma (Hanpumep, 4eIOBeKa), BKIIOYAIOIINE
BBEJICHUE COEIUHEHUS COTJIACHO HACTOSIILIEMY OIMUCAHUIO WU €ro (papMaleBTHYECKH

MPUEMJIEMON COJIU UHAUBUIAYYMY.

[0229] CornacHO HEKOTOPHIM BapHUaHTaM pealu3ally B HACTOSLIEM ONMHUCAHUU TaAKKe
npeayIoskeHbl  crocoObl nedeHus: uHbexkuun BUY  (nanpumep, wudpexuum BUY-1),
BKJIFOYAIOIINI BBENEHHE HHOUBUAYYMY (Hanpumep, 4YENOBEKY) HWHQPHUIHPOBAHHOMY
Bupycom BUY, Ttepameruueckn >PQPEKTUBHOIO KOJUYECTBA COENWHEHHS COTJIACHO
HACTOSIIIEMY ONHMCAHUIO WIH ero (apmaueBTHueckd mnpuemiemoit comu. CormacHo
HEKOTOPBIM BapHaHTaM pealii3allii UHAUBUAYYM, HYKIAIOIIUICS B TOM, NIPEICTaBIsAET
co0oit yenoBeka, koTopbliii ObuT uHGUUpoBaH BUY. CoriacHO HEKOTOPHIM BapUAHTAM
peann3aliu WHAWBHAYYM, HYXXJAIOLIUHCS B 3TOM, TNPEACTABISAET COOOH deJIOBeKa,
kotopslii Obu1 mHGUIMpoBan BUY, Ho y kotoporo He passuics CIIMJ. Cormacho
HEKOTOPBIM BapHaHTaM peasii3allui UHAUBUAYYM, HYKIAIOLIUICS B TOM, NPEICTaBISAET

coboit manueuayyma ¢ puckom passutusi CIIHM/la. CorjnacHO HEKOTOPBIM BapUAHTAM
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peanu3zalii WHIUBUAYYM, HYKNAIOIIUNCS B 3TOM, MPENCTaBJsieT COOOW 4YeloBeKa,

KOTOpBIH ObUT nHGUIPoBaH BupycoM BIY u y koroporo paszsuics CITH/L

[0230] CormacHO HEKOTOPHIM BapUAHTAM peaM3alUH TPEIJIONKEH Crocod JieueHus
WIN TpenoTBpameHust BupycHoil wuHpexuun BUY y wunnusBmayyma (nanpumep,
YeJIOBEKAa), BKIFOYAIOINI BBEICHUE COSIUHEHNSI COTJIACHO HACTOSIIEMY OIHCAHHIO FITH

ero (hapmaneBTHYECKU MIPUEMIIEMOH COJTM MHAUBHIYYMY.

[0231] CormacHO HEKOTOPHIM BapHAaHTAM  peAM3alUH  NPEUIOKEH  Crocod
uHrnoOuposanus perutukanuu Bupyca BHUY, neuenms CIIMJla wnm 3anmepkku Havana
CIIM[a y unguBuayyma (Hanpumep, 4enoBeka), BKIIOYAIOIIUN BBEICHHE COCTUHEHUS
COIJIACHO HACTOSIILIEMY OIUCAHMIO WM €ro (papmMaleBTUYeCKH IPUEMIIEMONH COJH

UHUBUAYYMY.

[0232] CornacHO HEKOTOPbIM  BapUaHTAM peajHu3alMu  TMPEUIOKEeH  Crocod
npenorepaumienuss uHbexkumun BHWY y  unnuBunyyma (manpumep,  4enoBeka),
BKJIFOUAIOLIUI BBEJEHHE COCAUHEHHs] COIJIACHO HACTOALIEMY OIMCAHUK WM €ro
(dapmaneBTHUECKH ITpUEMIIEMOIT co HHANBUAYYMY. COrJIaCHO HEKOTOPBIM BapUaHTaM
peanu3aly WHIUBUIYYM MpPEACTaBiseT COOOW WHAMBHIYYMa C PHCKOM 3apa3suThCs
Bupycom BHY, Takoro kak HHAUBUAYYM, Yy KOTOPOrO €CTb OJMH WJIU HECKOJBKO

(baKTOPOB pHCKa, KOTOPbIE, KAK M3BECTHO, CBSI3aHbI C 3apakeHueM Bupycom BUU.

[0233] CornacHO HEKOTOPHIM BapUAHTAM pPeATU3aALUU TPEIJIONKEH CIoco0 JeueHus
unpexn BUY y uanuBuayyma (nanpumep, denOBeKa), BKIIOYAOIIMNA BBEIECHUE
COEAMHEHUS COMIACHO HACTOSIIEMY OMUCAHUIO HIIH €ro (papMaleBTUYECKH MPUEMIIEMOH

COJIM UHIUBUAYYMY.

[0234] CornacHO HEKOTOPBIM BapUAHTAM pPeaU3aLUU TPEIJIONKEH Crocod JieueHus
uHpeximn BUY y uanusuayyma (nanpumep, dUeNOBeKa), BKIOYAOIIHNA BBEIECHUE
WHIMBUAYYMY, HYKIAIOLIEMyCsl B 3TOM, TEParneBTHYECKH 3(P(EKTUBHOTO KOJIUYECTBA
COEAMHEHUS COMJIACHO HACTOSIIEMY OMUCAHUIO HIIH €T0 (papMaleBTUYECKH MPUEMIIEMOI
COJIM B KOMOMHAIIUK C TepaneBTHYeCKH 3(PPEeKTHBHBIM KOJIMYECTBOM OIHOTO WM Oonee
JOTOJIHUTENbHBIX TEPANeBTUUYECKUX areHTOB, BBIOPAHHBIX W3 TPYMIBI, COCTOSLIEH U3
COeANHEHuH, uHruompyrommnx nporeasy BHWY, HEHYKI€O3UAHBIX HHTHOMTOPOB
oOpatHO#  TpaHckpunTtazel BHWY,  HyKI€O3MOHBIX  MHTHOUTOPOB  OOpaTHOMH
Tpanckpunrassl BUY, HyKI€OTHOHBIX MHTHOMTOPOB OOpaTHOW TpaHckpunrassl BUY,

uHruouropos  uHrterpasel BHY, wunrnOutopoB gp4l, wunrudutopoB CXCR4,
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uHrnouropos gpl20, narnbutopoB CCRS, MHrHOUTOPOB MOJMMEPHU3ALMU KAIICHIOB H

APYTUX JEKAPCTBEHHBIX CpeAcTB aus eueHnss BUY u nx komOuHaImii.

[0235] CornacHO HEKOTOPbIM BapuUaHTaM peaIu3aldd COEAUHEHHE COTJIACHO
HACTOALIEMY ONHCAHUIO BBOIAT MALMEHTY, Y KOTOPOrO 3KCIPECCHsl aKTUBHOTO I'€Ha
BUY Obpina momaBieHa NyTeM BBENEHUS AHTUPETPOBUPYCHOW Tepamuu (BKIIOUAs

KOMOMHHUPOBAHHYIO aHTUPETPOBUPYCHYIO Tepanuio min «CARTY).

[0236] CormacHO HEKOTOPHIM BapHAHTAM peAM3alUH  TNPEUIOKEH  Crocod
YMEHBIIEHUs1 JIaTEeHTHOro pesepyapa BHY y uenoseka, mHpuuupoanHoro BHY,
BKJIFOYAIOLINI BBEIEHHE 4YeNoBeKy (apMaueBTHUYeCKU 3(PPEeKTUBHOrO KOJUYECTBA
COEMHEHHUsl COIVIACHO HacrosimeMy onucaHuro. COracHO HEKOTOPbIM BapUaHTaM
peanuzanuy crnocod AOMOJHUTENBHO BKIIFOUAET BBEAECHHE OJHOTO MJIHM OOjee areHTOB
npotuB BHY. CornacHO HEKOTOPHIM BapHaHTaM pPETH3ALMH CHOCOO IOMOJHUTEIHHO
BKJIIOYAET BBEACHHE AHTHPETPOBUPYCHOW Tepamuu (BKIOYAs KOMOMHHMPOBAHHYIO
aHTUpeTpoBHUpPYCHYIO Tepanuio) uian «CART»). CornacHo HEKOTOpPBIM BapHUaHTaM
peanuzanuy 3Kcrpeccus akTHBHOro reHa BHY y uenoBeka Oblia MOmaBiieHa MyTeM
BBEJICHUS AHTHUPETPOBUPYCHOM Tepanuu (BKIIOUAs KOMOMHHPOBaHHYIO

AHTHPETPOBHUPYCHYIO Tepamnuro) uin «CARTY).

[0237] CornacHO HEKOTOPHIM BapHaHTAM peaAU3alUu TPEIJIOKEHO COeAMHEHUE
COTJIACHO HACTOSIIEMY OMHCAHUIO WIH ero (apMaleBTHYECKH MpUeMiIeMasi CONb IS
NPUMEHEHUsI B MEIMLIMHCKOW Teparnuu BupycHou nHpekunu BUY (nanpumep, BUU-1
win perutnkauun Bupyca BUY (nanpumep, BUU-1) nmm CITMla wu 3anepkku Havdana

CIIM/la y uanuBuayyma (Hanpumep, 4eIoBeKa).

[0238] CornacHO HEKOTOPHIM BapHaHTAM peAU3AUU TPEIJIOKEHO COEANHEHUE
COTJIACHO HACTOSIIEMY ONMHCAHUIO WM ero (apMaleBTHYECKH MpUeMIIeMasi COJb IS
MPUMEHEHUs1 JUIsl TOJY4Y€HUs JIEKAPCTBEHHOIO CPEACTBA MAJid JIEYEHUsT BUPYCHOU
uHpexpm BUY wnmn permmkanmu Bupyca BUY nnmm CITM/la wnm 3amepxku Havana
CIIMa y wanuBuayyma (umanmpumep, uenoseka). COriacHO OIHOMY M3 BapHAHTOB
peanusalud NPEeAJIOKEHO COEIMHEHHE COMIACHO HACTOALIEMY ONHMCAHUID WM €ro
bapmareBTHUECKH TpUemMyieMasl COJb Ul NMPUMEHEHHS B NPOQPHIAKTUYECKOM HIIH
tepaneBTiueckoM JjeueHun BUY-undexumn wnmm CIIMJla wnm ans npuMeHEHus B

TeparneBTUYeCKOM JiedeHUH uiu orcpouke Hauana CITM/la.
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[0239] CormacHO HEKOTOpPHIM BapUaHTaM pealu3allid MPEIJIOKEHO MPUMEHEHUE
COEAMHEHUS COTJIACHO HACTOSIIEMY ONHCaHUI0 (nanpumep, coenuHerus gopmyunsl (1))
wii ero (apMaLeBTHUECKH TNPUEMIIEMONH CONHM JJisl TOJIYYEHHs JIEKapCTBEHHOT'O
cpeactBa A JedeHuss BupycHoi wuHpexkumn BHWY y unguBunyyma (manpumep,
yenoBeka). (COrnacHO HEKOTOPBIM BapHAaHTAM peaTH3aLUU MPENIOKEHO COeIUHEHNE
COIJIACHO HacTosALIeMy omnucanuto (Hanmpumep, coemuHenue (opmynsl (I)) mmm ero
bapmarieBTHUECKH TNpUeMiieMast COJb, AJII NPUMEHEHUS B NPO(UIAKTHYECKOM HIIN

TEpareBTHUECKOM JieueHUH BUpycHOI nHpexkunn BIY.

[0240] CornacHO HEKOTOPBIM BapUaHTaM pealu3alud B CHoco0ax NPUMEHEHUs
BBEJICHHUE OCYLIECTBISIOT HHAUBUAYYMY (HAmpuMep, YENOBEKY), HYKIAOIIeMycs B
aedeHur. COrjacHO HEKOTOPbIM BapHaHTAM pEANU3aLMHM B CHOCO0AaX NPUMEHEHUS
BBEICHHE OCYIIECTBJIAIOT HUHAMBUAYYMY (HarpuMep, 4eNOBEKY) C PUCKOM pa3BUTHUS

CIIU/Ta.

[0241] B HacToslEeM NOKYMEHTE MPEAJIOKEHO COCIUHEHUE COIVIACHO HACTOSILIEMY
onucaHuo (Hampumep, coenuHenue ¢opmynbl (I)) wimm ero (¢apMareBTUYECKH
npuemsieMasl Cojb sl MpuMeHeHus B Tepanuu. COrNIaCHO OZHOMY W3 BapHAaHTOB
peanu3aiy COSAMHEHNE COTJIACHO HACTOSIIIEMY OMHCAHUIO WIH ero (hapMaleBTHUYECKH
npuemiieMasi COJib TPEIHA3HAYeHO Ui NMPUMEHEHUs B Croco0e JieueHUs BUPYCHOH
unpexn BUY wn permukanmu Bupyca BUY unm CITM/la wnm 3amep:xku Havana

CIIM/a y unnuBuayyma (Hanpumep, 4eJoBeKa).

[0242] Takxke B HACTOSALIEM JOKYMEHTE TMPEAJIOKEHO COEAMHEHHE COTIJIACHO
HacTosmeMy  onucaHutro  (Hanpumep, coenunenue ¢opmynbl  (I) wmm  ero
dapmaneBTHUECKH TNpHeMJieMasi COJb, IJIi TPUMEHEHHST B CIOCOOE JICYeHUS WU
npenotspamienuss BUY y wuHauBMAayyMa, HYXJAmOLIEMyCs B 3TOM. CornacHo
HEKOTOPBIM BapHaHTaM pealii3allui UHAUBUAYYM, HY>KIAOIIUICS B 3TOM, MPEICTaBIsSET
coboli uenoBeka, KOTOpbIil ObuT MHPHUUMpOoBaH BUpycoM BUY. CornacHo HEKOTOPBIM
BApHAHTAM peANM3aliy HHIUBUAYYM, HYKIAOIIUICS B 3TOM, NPEACTaBIsiET COOOM
4eJioBeKa, KOTOphId ObL1 MH(pHUUMpoBaH BUpycoM BHUY, HO y KOTOpPOro He pa3BHIICS
CIIMJl. CornacHO HEKOTOPBIM BapHaHTaM pealu3alliid UHAUBHAYYM, HYKIAIOLUNCS B
3TOM, TpeacrtaBisier codoit mHamBuayyma ¢ puckom passutus CIIM/la. Cormacao

HEKOTOPBIM BapHUaHTaM peain3alluii UHAUBUAYYM, HY)I(I[aIOIJlI/IfICﬂ B 5TOM, IPCACTABJIACT
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coboli uenoBeka, KOTOpbI Obul mHGUIMpPoBaH BupycoM BUY u y xoToporo pasBuics

CIIU]L,

[0243] Takxke B HaCTOALEM JAOKYMEHTE IPEAJIOKEHO COEAUMHEHHE COIVIACHO
HacTosmeMy  omnucaHuro  (nanpumep, coenunenue ¢opmynsl  (I) wmm  ero
dapmanieBTHUECKU TIpUeMJIeMasi COJIb JJIsl MPUMEHEHHS] B TEPAreBTUYECKOM JICUESHUU

nnu 3anepxxku Hauana CITM/1a.

[0244] Takxke B HaCTOALIEM JAOKYMEHTE MPEAJIOKEHO COEAUHEHHE COIVIACHO
HacTosLleMy  onucaHuro  (nanpumep, coenunenue ¢opmynsl  (I) wumm  ero
dapmaneBTHUECKU TMpUEMJIeMasi COJb JJIsi MPUMEHEHHUs] B MPOQUIAKTUYECKOM MU

TepareBTHUeCKOM JeueHnn nHdpexmn BUY.

[0245] CornacHO HEKOTOpPbIM BapuaHTaM peanusauuu uHdpekurs BUY npencrasmiser

coboii nuadeximo BUU-1.

[0246] Kpome TOro, CO€QUMHEHHs COIVIACHO HACTOSIIEMY OMHUCAHUIO MOIXOMAT IJIs
JICUSHHs paKa WM OMyXoJjel (BKJIouas AUCIUIA3MH, Takhe Kak aucruiasusi matku). K
HUM OTHOCSITCSI T€MAaTOJIOTMUeCKHe 3JI0KaYeCTBEHHBIE OMYXOJIH, OpPaJIbHbIE KapLHHOMBI
(Hampumep, ryObl, sI3bIKA WJTM TJIOTKH), OPraHOB MHINEBApeHHs (HApUMep, MUIIEeBO/A,
JKEJTyIKa, TOHKOTO KUIIEYHUKA, TOJICTOM KHIIKH, 33JHEH KUIIKW WU MPSIMOU KHIIKH),
OpIOIIMHBI, TIEYEHH U KEJTYHBIX MPOXOMAOB, MOKETYIOYHON KeJie3bl, PECIUPATOPHOMN
CHUCTEMBbI, HAPUMEDP FOPTAHH HJIH JIETKUX (METKOKJIEYHBIH U HEMEJIKOKJIEYHBIN ), KOCTEH,
COEIMHUTEIbHON TKaHW, KOXHU (HAalpUMep, MeJIaHOMa), TPYIU, PEernpOayKTHBHBIX
opraHoB ((aymaonueBoil TpyObl, MaTKH, MEWKH MATKU, SUYKOB, SMYEK W MPOCTATHI),
MOUYEBBIBOISALINX MyTel (HAMPUMEpP, MOYEBOrO IMYy3bIPS KM TIOYEK), MO3TOBBIX U
SHIOKPUHHBIX JKeJie3, TAKUX KaK IIUTOBUAHAS kejie3a. Takum o0pa3oM, COeTHHEHUS
HACTOSIIETO OMUCAHUS MCIONB3YIOT IJISl JISYeHUs JIFOOOro HOBOOOpA30BaHUs, BKITFOYAs
HE TOJIbKO T€MAaTOJIOTMYECKUE 3JIOKAYECTBEHHBIE OIMYXOJIM, HO M COJHUIHBIE OMyXOJHU
BcexX BUIOB. COrNIaCHO HEKOTOPBIM BapHUaHTaM PeaTM3alUU COSIUHEHUS] TOIXOISAT JIJIst
nedeHus: GOPMbI paka, BHIOPAHHOH M3 paka SUYHHKOB, paka MOJIOYHOW KeNle3bl, paka
TOJIOBBI U €, paKa MOYKH, paka MOUYEBOTO My3bIpsi, paka MEYeHU U KOJOPEKTAIbHOIO

paka.

[0247] I'ematonornyeckue 3JI0KAYECTBEHHbIE ONYXOJIM B  IIHPOKOM  CMBICHE
OTPEeNeNATCA Kak mponudepaTuBHbIE HAPYILICHHS KIETOK KPOBH W/WIHM  HX

MPEALIECTBEHHUKOB, B KOTOPBIX yKa3aHHbIE KJIETKU nponudepupyoT
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HEKOHTPOJIMPYEMBIM 00pa30oM. AHATOMHYECKH TI'€MaTOJOIMYECKHE 3JI0KAaYeCTBEHHBIE
OIyXOJI JEJSITCA Ha JB€ NEPBUYHbIE IPYMIbBI: JTUM(OMBI - 3JOKaYECTBEHHBIE MAacCChl
TUM(OUIHBIX KIETOK, MPEXKAE BCEro, HO HE HCKIFOYUTEIBHO B JIUM(PATHUECKHUX y3Jax, U
JeNKO3bl - HOBOOOpa3OBaHME, MPOUCXOIsIIee OOBIYHO U3 JHUM(OUAHBIX WU
MHUEJIONIHBIX KJIETOK M B TNEPBYI0 OdYepenb 3aTparvBarollee KOCTHBIH MO3r U
nepudeprudeckyro KpoBb. JIuMGpOMBI MOXKHO MOApa3nennTb Ha Ooyie3Hb XOMKKHUHA U
HexOKKUHCKYI0 JmMmpomy (HXJI). Ilocnmemsss rpynma BKIKOYAET HECKOJBKO
Pa3NINYHBIX NPEACTaBUTENEH, KOTOPbIE MOTYT OBITh BBIAENIEHB! KIMHUYECKU (HApUMeD,
arpeccuBHasi JuUMQOMa, HWHAOJNEHTHass JUM(pOMa), TUCTOJOTHYECKH (Hampumep,
domnukynsapHas jumdoma, auMpoMa KJIETOK MAHTHIHHOW 30HBI) WJIM Ha OCHOBE
NPOMCXOXKAECHUS  3JIOKAYECTBEHHOW KieTku (Hampumep, B-mumdouurapnas, T-
muMorurapHast). JIeiiko3sl 1 CBA3aHHbIE C HUIMH 3JI0KAU€CTBEHHBIE OIyXOJIN BKIFOUAIOT
OCTpbIll MuenoumTapHbii Jelko3 (AML), XpoHHWYecKMH MHEJOLUTApHBIN JIeHKO3
(CML), octpsiii numpodaactHeiii seiiko3 (ALL) u xponuueckuii num@oOnacTHbIH
aeiiko3 (CLL). [lpyrue remMatoioruvyeckue 3J0KaYeCTBEHHBbIE OIMYXOJH BKJIIOYAIOT
AUCKPAa3UU  IJIa3MAaTUYECKUX KJIETOK, BKJIOYas MHOXKECTBEHHYI0 MHEJIOMY U

MUECTIOAUCTINIACTUICCKUE CUHAPOMBI.

[0248] CornacHO HEKOTOPHIM BapHaHTaM peau3allid COEAUHEHHUS COTJIAaCHO
HACTOSIIEMY  ONHCAHUIO TMOAXOAAT Ui JieueHWs: B-kieToyHoH  JuM(pOMBI,
muMdoruiazmMomTapHOi TUMGpOMBI, paka (ajIONUeBOl TPyObI, paka TOJIOBBI U LIEH,

paka SUYHUKOB U paka OpIOIINHBL

[0249] CornacHO HEKOTOPHIM BapHaHTaM peau3allid COENUHEHHUS COTJIAaCHO
HACTOAILIEMY OMUCAHUIO MOAXOOAT IJIA JICUCHUA Fel'[&TOL[eJ'IJ'IIOJIﬂpHOfI KapOUHOMBI, paKa
JKENyKa W/WIN KOJIOPEKTaIbHOro paka. CorylaCHO HEKOTOPHIM BapHAHTAM pean3alun
COCMHEHUs] COIVIACHO HACTOSILIEMY ONHMCAHUID MOAXONAT [Jis  JIYeHUs paka
NPEACTATENIbHON JKeJIe3bl, paka MOJIOYHOH >Kene3bl W/win paka ssM9HUKOB. CoriacHoO
HEKOTOPBIM BAapHAaHTAM peaJu3allid COEAUHEHHUs COIVIACHO HACTOSINEMY OMNHCAHUIO
MOAXOAAT Uil JICYEHUs PELUAUBHUPYIOLIENH WM METAaCTaTHYECKOW IIIOCKOKJIETOYHOU

KapOHUHOMBI.

[0250] CornacHO HEKOTOPBIM BapUAHTAM pPeaAU3aAlUU TPEIJIONKEH Crocod JieueHus
runepnpoiudepatuBHOrO  3a0O0NEBaHUs, BKIIOYAOIIUN BBEAEHHE HHIUBUAYYMY

(HampuMep, 4YeNOBEKY), HYKAAIEMYyCs B 3TOM, TepamneBTH4ecku 3(QexTHBHOrO
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KOJIMYECTBA COSTUHEHUs COTJIACHO HACTOSIIEMY OMUCAHUIO MJIH ero (apMareBTHUYECKH
pUeMIIEMON COJIHL. Cornacho HEKOTOPbIM BapUaHTaM peanu3aum
runepnponudepaTuBHoe 3ab01eBaHne MpeacTaBisieT codoit pak. CoriiacCHO HEKOTOPBIM
BapUAHTaM pealM3alMi pPaK MpencTaBiseT cobOoil comuaHyro omyxoib. CorjmacHo
HEKOTOPBIM BapUaHTaM PEAM3alUU paK BBIOMPAIOT W3 paka SIMYHUKOB, PaKa MOJOYHOM
JKeJIe3bl, paka TOJOBbl U II€W, paka TIOYKM, paka MOYEBOrO  Iy3bIps,
renaToLesUTIOJIIPHOTO paKa M KOJOPEKTaJIbHOro paka. CorjlacHO HEKOTOPBIM BapUaHTaM
peanuzanuu pak mnpexacrtaBisier coboi mmpomy. COrjacHO HEKOTOPBIM BapHUaHTaM
peanuzauuu pak mnpexacrasisier codoil aumdomy XomkkuHa. COrjlacHO HEKOTOPBIM
BapUAHTAM pPeajM3aliy Pak MPeaCcTaBisieT cOO0H HEXOMKKUHCKYIO tuMpomy. CornacHo
HEKOTOPbIM BapUaHTaM peajM3aluy pak Mpeactasisier coboit B-kierounyro mumdpomy.
CornacHo HEKOTOPbIM BapHaHTaM peaju3alid pPak BbHIOMPAIOT u3 B-KIeTOYHOI
auMmdomer;, paka ¢amonueBoil TPyObl, paka TOJIOBbI M ILIEH, paka SUYHUKOB M paka
OpromuHbl. COIJaCHO HEKOTOPBIM BapHAHTAM pPEANH3ALHH CHOCO0 OMOJHUTEBHO
BKJIFOYAeT BBEACHUE OJHOrO WM OoJiee MOMOJHUTENbHBIX TEPAIeBTUYECKUX areHTOB,

KOTOpPBIC 0oJiee TOJIHO OMKUCAHBI B HAaCTOALIEM NOKYMEHTE.

[0251] CornacHO HEKOTOpPHIM BapHAHTAM pea3allK PaK MPENCcTaBysieT coOOi pak
MIPECTATEeNIbHON JKeye3bl, paKk MOJIOUHOM JKeJie3bl, paK SIMYHUKOB, TeNaTOLEUTIONIPHYIO
KapILMHOMY, pPaK KeNyaKa, KOJOPEKTAJIbHBIH paK W/HWIM pPEUUAUBUPYIOIIYIO WJIH
METAaCTaTUYECKYI0 IUIOCKOKJIETOUHYI0 KapuuHOMy. COrjacHO HEKOTOPBIM BapHUaHTaMm
peanu3aluy pak HpeAcTaBisieT coOOil pak MpPeACTaTeNIbHOH JKee3bl, PaKk MOJIOYHON
JKene3bl W/WIM pak sSIMYHUKOB. COMJIACHO HEKOTOPbIM BapHAHTAM pPEANM3alMU Pak
IpEeACTaBIsieT COOOH TIemaTOLEeNTIONSIPHYI0  KapUUHOMY, pakK JKelyaka —H/Hif
KOJIOpeKTanbHbI pak. CorjlacCHO HEKOTOPHIM BapHaHTaM peajM3allii paK MpeiCcTaBiseT

co00il peLnANBUPYIOLINIO WM METACTATHYECKYIO IIOCKOKJIETOUHYIO KapLTHOMY.
V. BBEJIEHUE

[0252] CornacHO HEKOTOPHIM BapHWAHTAM peATH3ali B CIOCO0aX MNPUMEHEHHE
BBEJICHHE OCYINECTBJSIIOT WHANBUAYYMY (HAmpUMeEp, YeNOBEKY), HYKIAIOIEMYCS B

JICUHCHHUH.

[0253] J[lomonHuTenpHBIE TpUMEPHl 3a0OJEBaHMN, PACCTPONCTB WIM COCTOSTHHH

BKJIFOYAIOT IICOpHA3, CACTEMHYI0 KPAaCHYIO BOJTYAHKY U aJUIEPrUUeCKUM pUHUT
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[0254] CormacHO OIHOMY U3 BapUAHTOB peaju3alUd COENMHEHHE COTJIACHO
HACTOSIIIEMY ONHCAHUIO WM ero (papManeBTUYEeCKH MpHeMIIeMasi COJIb MpeIHa3HauYeHa
Uil TIPUMEHEHUsT B crocobe JedeHus runeprponudepatuBHoro 3aboseBaHus

(HarmpuMmep, paka) y MHIUBUAYYMa (HAIIPUMED, YETIOBEKA).

[0255] Takxke B HACTOALIEM OOKYMEHTE MNPEAJIOKEHO IPUMEHEHHE COEIUHEHUS
COIJIACHO HACTOsIIEMY OmucaHuto (nanpumep, coepuHeHus ¢opmynsl (I) wmm ero
dapmMareBTUUECKH NMPUEMIIEMON CONIM Uil TOJIyYEHHs! JIEKAPCTBEHHOI'O CPEACTBA IS

JeueHus runepnpoaudepaTuBHOro 3ab0aeBaHus (Hanpumep, paxa).
VI. BBEJEHHE

[0256] OpHo wnm Oojee COENWHEHUH COTJIACHO HACTOSALIEMY OIHUCAHUIO (Takxke
Ha3bIBAEMBIX B HACTOSIIEM JIOKYMEHTE aKTUBHBIMM HMHIPEIMEHTaMM) MOXXHO BBOJIUTH
MOOBIM CrTOCOOOM, TTOAXOASALIMM AJIsl COCTOSIHUS, MOAUIeKaIero jJedenuto. [logxonsimume
CHOCOOBI  BKJTOYAIOT TEPOpaJIbHBIN, PEKTANbHBIN, HA3aJbHBINA, MECTHbIH (BKIIFOYAs
OyKKaJbHBI M TOABSA3bIYHBIN), TPAHCAEPMAJbHBIH, BarMHAJIbHBIH U NapeHTEPaIbHBINA
(BKJTIOUAST  MONKOXKHBIM,  BHYTPUMBILICYHbIH, BHYTPUBEHHBIH,  BHYTPHUKOKHBIM,
UHTpPATeKAJNbHBIH M SNUAYpPajJbHbI) W TOoMy mnomoOHoe. IIOHATHO, dTO
NPEATIOYTUTENIbHBIA MyTh MOKET U3MEHSIThCS, HAPUMEP, B 3aBUCHMOCTH OT COCTOSTHHSI
peuunuenra. I[IperMyLIeCTBO HEKOTOPBIX COEIMHEHHH, PACKPBITBIX B HACTOSIIEM
JIOKYMEHTE, COCTOUT B TOM, YTO OHH MEPOPATbHO OMOIOCTYIHBI U MOTYT JO3HPOBATHCS

HIepPOPAITBHO.

[0257] CoenuHeHne COTJIACHO HACTOSIIIIEMY OIMCAHHUIO, TAaKO€ KaK COEAMHEHUE
dopmynsr  (I), MOXHO BBOIWUTH WHAMBHAYYMY B COOTBETCTBHH C 3(PQEKTHBHBIM
pPEKUMOM  NTO3HPOBAHMS B  TeueHHe TpedyemMoro rmepuona BpPEMEHH MU
MIPOJIOJKUTENBHOCTH, HAalmpuMep, MO MEHbIIEH Mepe MNPUMEPHO OAMH MeCsl, IO
MEHbIIEH Mepe MPUMEPHO 2 Mecsla, MO MEHbIIeH Mepe NPUMEPHO 3 Mecsua, Mo
MEHbIIEH Mepe NPUMEPHO O MECALIEB UM IO MEHbLIEH Mepe NPUMEPHO 12 mecsues uiu
nonblie. B ONHOM BapuaHTe COEIUHEHHE BBOAAT B €KEJHEBHOM WM NPEPBIBUCTOM

PEXUME B TCHCHUE MPOAOJIZKUTCIIBHOCTH X KU3HU UHANBUAYYMaA.

[0258] /lo3upoBKa WM 4YacTOTa AO3UPOBAHUS COEAMHEHMS] COIVIACHO HACTOALIEMY
ONMHUCAHUIO MOTYT 6bITb CKOPPEKTHUPOBAHBI B XOA€ JICHCHHWA HAa OCHOBAHUU PCHICHUSA

BBOJSILIETO Bpaya.
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[0259] CoennaeHne MOXHO BBOAWUTh WHAWBUAYYMY (HAmpuUMep, 4YeNOBEKY) B
s¢pextnBHOM KonndecTBe. COrIaCHO HEKOTOPHIM BapHAHTAM PEAU3aLUN COSUHEHHE

BBOJAT OAWH Pa3 B JCHb.

[0260] CornacHO HEKOTOPHIM BapHaHTAM PEATM3ALMHU MTPEIIOKEHBI CIIOCOOBI JISUEHUS
WM TIPEAOTBpAIIeHNs 3a00JI€BaHUS HITH COCTOSTHHSI Y YEJIOBEKA, BKIIFOYAIOIHE BBEICHUE
YeJIOBEKY TepameBTUYeCKH H(PPEKTHBHOIO KOJMUYECTBA COEOMHEHHUS COTJIACHO
HACTOSIIIEMY OMHMCAHUIO MM €ro (apMaLeBTHUECKH NMPUEMIIEMOH COM B KOMOMHALIUH C
TepaneBTHUecKd 3(P(EKTUBHBIM KOJIUYECTBOM OJHOrO WiM Oojiee (Hampumep, OIHOTO,
IBYX, TPEX, YETBIPEX, OJHOTO WJIM JBYX, OT OJJHOTO A0 TPEX WU OT OJHOTO A0 YEThIPEX )
JOTIOJIHUTEIIbHBIX TEPaneBTUYECKUX areHToB. llockonbky monynsaropel TLR-8 moryt
UCIIOJIb30BATHCS JUISl JICYCHUsI PA3JIMYHBbIX 3a00JI€BaHUN MM COCTOSIHUM, KOHKPETHBIE
NPECTABUTENIN JIOTIOJHUTENbHBIX TEPANeBTUUECKUX AareHToB OyAyT 3aBHCETh OT

KOHKPETHOIO 3a00JIEBaAHUS WU COCTOsIHUA, ITOJICKAIIECTIO JICUHCHUIO.

[0261] Coeaunenue dhopmyis (J), (1), (II), (Ila), (IIb), (III), (I1Ta), (I1Ib), (IV), (IVa),
(IVb), (IVc ) nnu (IVd) MOKHO BBOOUTH JIFOOBIM MOIXOASIIIUM CIIOCOOOM M CIIOCOOaMH,
TAaKUMH KaK MepOpaybHOE WM TapeHTepalbHOe (HampuMep, BHYTPUBEHHOE) BBEACHHE.
Tepaneprudecku >¢dextuBHbie KomuuecTBa coenuHenus Gopmynsl (J), (), (II), (Ia),
(ITb), (11, (IMa), (IIIb), (IV), (IVa), (IVb ), (IVc) umu (IVd) cocTaBisitoT MPpUMEPHO OT
0,00001 mr/kr maccel Tena B JeHb 10 mpuMepHO 10 MI/Kr Maccel Tejia B J€Hb, MU
Hanpumep ot npumepHo 0,0001 mr/kr Macchl Tena B IeHb 10 mpuMepHO 10 MI/Kr Macchbl
TeNa B JIeHb, WM Hanpumep npumepHo oT 0,001 Mr/kr mMacchl Tea B A€Hb 10 MPUMEPHO
1 Mr/kr mMaccel Tena B A€Hb, WK HarpuMep oT npumMepHo 0,01 Mr/kr mMaccel Tesia B I€Hb
10 mpuMepHO | MI/Kr Maccel Teia B JieHb, MJIM Hampumep npumepHo ot 0,05 mr/kr
Macchl Teja B AEHb 10 mpuMepHO 0,5 MI/Kr Maccel Tella B A€Hb, WM HAIpPUMEP OT
npumepHo 0,3 Mkr 10 npumepHo 30 Mr B eHb, UIU HapUMep OT npuMepHO 30 MKT A0

npuMepHO 300 MKT B I€Hb.

[0262] CoenuHeHwe COrJIaCHO  HACTOSIIEMY OMUCAHUI  (Hampumep, Jrodoe
coenuaenue ¢opmynsl (I) Moxer ObITb KOMOMHMPOBAHO C OAHUM MK Oonee
JOMOJHUTENbHBIMUA TEPANEBTUYECKUMHU areHTaMU B JIFOOOM JO3UPOBAHHOM KOJHYECTBE
COEAMHEHHUS] COTJIACHO HACTOsIeMy omnucaHuio (Hampumep, or 1 mr mo 1000 mr

coenuHeHus1). TepaneBTruecku 3pQeKxTHBHBIE KOMMUECTBa coequHeHust popmynsr (J),

(D, (ID), (ITa), (IIb), (III), (IIa), (I1Ib), (IV), (IVa), (IVb ), (IVc) umu (IVd) cocrasisiroT
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ot npumepHo 0,01 mr Ha no3y no npumepHo 1000 Mr Ha 03y, HANpUMEP OT MPUMEPHO
0,01 mr Ha no3y no mpumepno 100 mr Ha no3y, unu Hanpumep ot npumepHo 0,1 mr Ha
no3y ao npumepHo 100 Mr Ha o3y, WM HanpuMmep OT MPUMEPHO 1 Mr Ha 103y 10
npuMepHO 100 Mr Ha 103y, WM HaIpUMeEp NPUMEPHO OT 1 Mr Ha 103y 10 npumepHo 10
Mr Ha 103y. Jpyrue tepaneBrudecku 3¢ppeKTUBHbIE KOINYECTBA COETUHEHHS (POPMYIIBI
), (O, dD, (IIa), (IIb), (1), (Ila), (Ib), (IV), (IVa), (IVb), (IVc) mm (IVd)
COCTaBJISIFOT NPUMEPHO | Mr Ha 03y WM npumepHo 2, 3,4, 5, 6, 7, 8, 9, 10, 15, 20, 25,
30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95 unu npumepro 100 mr Ha no3y.
Hpyrue TepanesTruecku 3¢ ekTuBHbIe KoanuecTBa coenunenus Gopmyins (J), (I), (II),
(ITa), (1Ib), (III), (IITa), (I1Ib), (IV), (IVa), (IVb), (IVc) unu (IVd) cocTaBisoT npuMepHO
100 mr na po3y wiam npumepno 125, 150, 175, 200, 225, 250, 275, 300, 350, 400, 450
un npumepHo 500 Mr Ha no3y. OAHOKpPaTHYIO 103y MOXHO BBOJUTBH I0OYAacOBO,
€XeHEBHO WJIN exXeHenenbHo. Hanpumep, OJHOKPAaTHYIO [03y MOXKHO BBOJAUTH OJUH
pa3 B 1 yac, 2, 3, 4, 6, 8, 12, 16 unu onuH pa3 kaxaele 24 yaca. OQHOKpPATHYIO 103y
MO>KHO BBOAUTH ONUH pa3 B | aens, 2, 3, 4, 5, 6 unu onuH pa3 B 7 nHel. OQHOKPATHYIO
703y MOKHO BBOJAUTb OAWH pa3 B HEAENI0, 2, 3 WM OJMH pa3 Kaxiable 4 Heaenu.
CornacHo HEKOTOpPBIM BapHAaHTaM peATU3ALUU OFHOKPATHYIO O3y MOXHO BBOJAUTH

OIIH pa3 B Henemo. OTHOKPATHYIO 103y MOXKHO BBOJUTH OJJUH pa3 B MECSLI.

[0263] Yacrora nosuposanusi coemuHenusi popmyner (J), (D), (II), (ITa), (IIb), (III),
(IlTa), (I1Ib), (IV), (IVa), (IVb), (IVc) unu (IVd) OGyner onpenensiTbCsi TOTPEOHOCTIMU
OTZEJIbHOTO MALIMEeHTa U MOXKET COCTaBJIATh, HAIPUMEP, OJUH Pa3 B AEHb WM J1BAa pasa
win Oonee pa3 B JeHb. BBeneHHe COEAMHEHHS MPOAOJDKAIOT 1O TeX IMOp, MOKa 3TO
HeoOxonumo 1yt nedenust nHexkunu HBV win HCV. Hanpuwmep, coenunenue I MoskHO
BBOZUTH YesioBeKy, nHpuunposanaomy HBV ninn HCV, B Teuenne nepuona ot 20 nHeit
no 180 nueit wnu, Hampumep, B TedeHue nepuoma ot 20 gHerl no 90 nHel wiw,

Harpumep, B TeueHue nepuona ot 30 auen no 60 guen.

[0264] Barenenue MokeT OBITH MPEPHIBUCTHIM, C MEPHOIAOM B HECKOJBKO WM Ooee
IHEH, B TeYeHHe KOTOPBIX MALUEHT MOy4aeT CYyTOYHYIO A03Y coenuHeHust hopmysl (J),
(D, (1), (Ia), (IIb), (III), (Illa), (Ilb), (IV), (IVa), (IVb), (IVc) uwm (IVd) c
MOCJIEAYIOLIUM MEPUOZOM B HECKOJBKO MM OoJiee THEH, B TeYeHHE KOTOPBIX MALHEHT
HE IMOJIy4aeT CYTOYHOM J03bl coenuHeHus. Hanpumep, maumeHT MOXKeT Mojiyydarh 703y
COeNMHEHHs Yepe3 JeHb WM TPH pasa B Heneno. CHOBA B Ka4eCTBE NMPUMEpA, MALHEeHT

MOXET MOJIy4aTh 103y COCAUHEHHUsI KaXKAblil IeHb B Te4eHue nepuonaa ot 1 no 14 gueii ¢
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MOCJAEAYOUIMM NEePUoAOM OT 7 10 21 AHs, B TeYeHUE KOTOPOrO MALMEHT HE MOJIy4aeT
103y COEAMHEHHUS, C MOCIeAYIOINUM epruonom (Hampumep, oT 1 go 14 nueil), B TeueHue
KOTOPOr0o TAIMEHT CHOBA IOJY4YaeT CYTOUHYKO J03y COEOUHEHHUs. AJIbTepPHATUBHBIC
MEePUOAbl BBEAEHUsI COCIUHEHHUs C MOCJIENYIOIIMM HE BBEICHHEM COEAWHEHHS] MOTYT

OBITD MOBTOPECHBDI MO KIIMHUYCCKHUM IOKA3aHWAM JIA JICHCHHS MMAllUCHTA.

[0265] CornachHo OOHOMY u3 BAPUAHTOB peannsanuu MPEIJIOKEHBI
dapmarieBTUUECKHE KOMITO3UIUH, COZEP’KaIlie COEAMHEHHE COIJIACHO HACTOSIIEMY
OMHCAHUIO WIH eT0 (hapMalleBTHUECKH MPUEeMJIEMYIO COJIb, B KOMOMHAIIMU C OIHUM HJTU
bonee (nanpumep, OOVH, NBa, TPH, YETHIPE, OJUH WM JIBa, OT OJHOTO JO TPEX WJIH OT
ONHOTO JO UeThIpeX) IOMOJHUTEIbHBIMH TEPANeBTHUYECKHUMH  areHTaMH, |

(apmaLieBTHUECKH MPUEMIIEMOE BCIIOMOTATENIbHOE BEIIEeCTBO.

[0266] CornacHO oOmHOMY M3 BAapUAHTOB peEATU3ALUU TPEAJIOKEHbBl HaOOPHI,
cozepIKalue COSIUHEHNE COTJIACHO HACTOSIIEMY ONHCAHUIO WK ero (hapMareBTHYECKH
NPUEMJIEMYIO COJIb B KOMOWHAIMM C OOHMM WM Oonee (Hampumep, OmUH, NBa, TPH,
4yeTblpe, OOWUH WM JBa, OT OJHOTO JO TPeX WJIH OT OJHOrO JO 4YeTbIpex)

AOMOJIHUTECIIbHBIMU TEPATIEBTUICCKUMU ar€HTaMMU.

[0267] CornacHO HEKOTOPbIM BapuUaHTaM peaTu3aldd COEOUHEHHUE COTJIACHO
HACTOSIIEMY OMHMCAHUIO WJIH €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
OOHUM, ABYMs, TpEMsi, YECTbIPbMS WA 60.]16‘6‘ AOMOJIHUTEJIbHBIMU TCPANICBTUYCCKUMU
arentamMu.  CorjacHO HEKOTOpPBIM BapUaHTaM pealu3alil COeAHHEHUE COTJIacHO
HACTOSIIEMY OMHCAHUIO WJIH €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
ABYMA OOMOJIHUTEIBbHBIMUA TCPANICBTHUYCCKUMHU ar€HTaMH. CornacHo APYruM BapHuaHTaM
peanu3any COSAMHEHNE COTJIACHO HACTOSIIIEMY ONMHCAHUIO WIH ero (hapMaleBTHYECKH
MPUEMJIEMYIO COJIb KOMOWHHUPYIOT C TpPEMsl JOMOJHUTENbHBIMH TePareBTUYECKUMU
areHtaMu. COrJlacHO JOTIOJIHUTENbHBIM BapUaHTaM pealli3allid COeJUHEHHE COTJIaCHO
HACTOSIIIEMY OMHMCAHUIO HWIIH €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
YETbIPbMA AOMNOJIHUTCIIBHBIMU TEPANICBTUYCCKUMU ar€HTaAMH. OI[I/IH, ABa, TPpU, YETBIPEC
501041 60.]'[66 AOMOJIHUTCIIbHBIX TCPANECBTUYCCKUX arcHTa MOT'yT MNPCACTABIATH CO6OI\/'I
Pa3JIMYHBbIC TECPANCBTUYUCCKUE arcHTHI, BbI6paHHbIe U3 OJHOIro0O M TOro K€ KjiaccCa
TCPANCBTUICCKUX ar¢HTOB, I/I/I/I.]'II/I OHU MOTyT 6bITb BbI6paHbI U3 PA3JIMYHBIX KJIACCOB

TCPANCBTUICCKHUX arCHTOB.
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[0268] CornacHO HEKOTOPHIM BapHUaHTaM peaTH3aLNH, KOTAA COSAMHEHUE COTJIACHO
HACTOALICMY OINMHUCAHUIO B KOM6I/IHI/IPYIOT ¢ OJHHMM WU 60_]'[66 JAOIMOJIHUTECIIbHBIMH
TCPANICBTUICCKUMU arc¢HTaMu, OINHWCAHHBIMU B HACTOAIIEM AOOKYMEHTEC, KOMIIOHCHTBI
KOMIIO3UIIMKU BBOASAT B BHUAC OAHOBPEMCHHOM HIJIM MOCJIICAOBATCIBHOM PECXKUME. HpI/I

BBCACHHH ITOCJICAOBATECIBHO, KOM6I/IHaI_II/IIO MO>XHO BBOJMTD 34 JABa UJIHN Oonee BBCACHUA.

[0269] CornacHO HEKOTOpPbIM BapuUaHTaM peaIu3alUdd COEAUHEHHE COTJIACHO
HACTOALICMY OINHCAHUIO B KOM6I/IHI/IPYIOT ¢ OJHHMM HJIH 60.]'[66 JAOIMOJIHUTCIIbHBIMH
TepPalieBTHUECKUMH  areHTaMd B CTAHOAPTHOW  JIEKapCTBeHHOH  (dopme  muis
OIHOBPEMEHHOI'O0 BBEACHHUSl NALMEHTy, HAlpuUMep, B BHUIE TBEPAOU JIEKAPCTBEHHOU

(bopMBI 11J1s1 IEPOPATIBHOTO BBEIEHUSI.

[0270] CornacHO HEKOTOpPbIM BapuUaHTaM peaIu3alUuUd COEAUHEHHUE COTJIACHO
HACTOSIIIEMY  OMHCAHUID BBOOAT C OJHUM WM Oojiee  JOMOJHUTEIbHBIMU
TEPANEeBTUUECKUMHU  areHTaMHu. CoBMecTHOE BBEJEHHE COEIMHEHHs] COIJIACHO
HACTOSIIIEMY ONMUCAHHIO C OJHMM WM OoJiee MOMOJHUTENbHBIMU TEPANEeBTHYECKUMHU
areHTaMu OOBIYHO OTHOCHTCS K OJHOBPEMEHHOMY HIIH TOCJIENOBATEIbHOMY BBEICHHIO
COEMHEHUS COTJIACHO HACTOSIIEMY OMUCAHHMIO M OJHOTO WM OOJiee JOTOIHUTENbHBIX
TCPANICBTUYCCKHUX Aar¢HTOB, TaK YTO TCPANICBTUYCCKU 3(1)(1)6KTI/IBHI:I€ KOJIM4eCcTBa
COCAMHEHUS, PACKPBITOTO B HACTOSALIEM JOKYMEHTe, W OJHOro win Oonee

AOMOJIHUTECIIbHBIX TCPANIEBTHYCCKUX ar€HTOB IIPUCYTCTBYHOT B OPraHHU3ME MallueHTA.

[0271] CoBmecTHOe BBeIeHHE BKIIIOYAET BBEIEHHE EOUHHYHBIX 103 COETUHEHUH,
ONMHCAHHBIX B HACTOAIIEM JAOKYMEHTE, O WM MOCIe BBEACHUS €AUHUYHBIX JO03 OAHOTO
win 0OoJiee JONMOJHUTENIbHBIX TepPANeBTUYECKHUX AareHTOB, HANpPUMEpP, BBEICHUE
COEAMHEHHMS, PACKPBITOTO B HACTOSLIEM JIOKYMEHTE, B TE€UEHHE HECKOJBbKUX CEKYHI,
MUHYT WJIM YaCOB OT BBEIEHHUS OJHOTO WJIM OOJiee JIOMOJHUTENbHBIX TePANeBTHUSCKIX
areHToB. Hampumep, COrjacHO HEKOTOpPBIM BapHUaHTaM peaju3aldd CHadajga BBOIST
€MHUYHYI0 J103y COEAWHEHHs] COTrJIaCHO HACTOSIIIEMY OINMCAHHUIO, 3aTEM B TEUCHUE
HECKOJIBKUX CEKYHJ WJIA MHHYT BBOIST EAWHUYHYIO J03y OIHOTrO wWind Oonee
JOTIOJIHUTEJIbHBIX ~TEPANeBTUYECKUX areHTOB. AJIBTEPHATUBHO, COIJIACHO JIPYTUM
BapHaHTaM peajn3allii CHadvajia BBOAST EIWHWYHYKO J03y OJHOro miu Oonee
JOMOJHUTENbHBIX TEPANEeBTUYECKUX AareHTOB, & 3aT€M BBOAAT E€IUHUYHYIO J03Y
COEAMHEHHS COrJIaCHO HACTOSIIIEMY OMMCAHUIO B TE€YEHHE HECKOJBKUX CEKYHI WU

MHUHYVYT. CornacHo HEKOTOPBIM BapHaHTaM pe€ajin3alilii CHa4daJida BBOAAT CANHUYHYIO 03y
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COCIMHEHHsS] COITIACHO HACTOSINEMY OINHCAHUIO, C TMOCIEAYIOLIMM BBEIECHHEM IIOCIE
nepuona BpeMmeHH (Hampumep, 1-12 uyacoB) eAMHWYHON AO3bI OJHOTO WM Oonee
JOTIOJIHUTENIbHBIX TepaneBTH4YeCKUX areHToB. CornacHo ApyruM BapUaHTaM peau3aluu
CHayaja BBOMIT €IUHUYHYIO O3y ONHOrO wuiau Oonee  AOMONHUTEIbHBIX
TEPANeBTUYECKUX AareHTOB, C MOCJIEAYIOIIMM BBEAEHUEM IIOCJIE€ NEepUoJa BPEMEHH
(marmmpumep, 1-12 4YacoB) eNWHUYHOW [103BI COENMHEHHsI COIJIACHO HACTOSIIEMY

OIMCAHUIO.
VII. KOMBHUHHUPOBAHHAA TEPAIIUA JIA HBV

[0272] CornacHO HEKOTOPHIM BapHAHTAM peaM3alUU MPEIJIOKEH CIocod JieueHus
win npenorspamenust uHpexkuuu HBV y denoBeka, HUMEKOLIEro WM C PHCKOM
BO3HUKHOBEHUs] HMH(EKLUUH, BKJIIOYAIOINNA BBEACHHE UYEJNOBEKY TEepPaneBTHYECKH
5 (PEKTUBHOIO KOJNYECTBA COEAMHEHMs COTJIACHO HACTOSINEMY OIUCAHUIO MU €ro
(apmaLieBTHUECKH PUEMIIEMOH COJIM B KOMOMHALIMH C TEPAneBTUYECKH 3P (PEeKTHBHBIM
KOJIMYECTBOM OZIHOTO Min Oosee (Hampumep, OIHOTO, ABYX, TPEX, YeThIPeX, OJHOrO HIIH
ABYX, OT OJHOIO [0 TpeX WJIH OT OHOTO 10 HYeThIPeX) OMOJHUTENIBHBIX
TepaneBTUUeCKUX areHToB. (COrINacHO OIHOMY W3 BapHUAHTOB PEATH3ALMU NPEIJIOKEH
criocob evenus: undpexpu HBV y yenoBeka, MMEIOLIETO WK C PUCKOM BO3HUKHOBEHHUSI
UHQEKIMH, BKIIOYAIOIINN BBEIEHHE YeJOBeKYy TepaneBTudeckn 3ddexTruBHOrO
KOJIMYECTBA COETUHEHUs COTJIACHO HACTOSIIEMY OIMUCAHUIO MJIM €ro (hapMarleBTHUECKH
NPUEMJIEMOI COJM B KOMOWHAIMK C TepaneBTHYeCKH 3(P(EeKTHBHBIM KOIMYECTBOM
omHOro wiu Ooyiee (HampuMep, OFHOTO, NIBYX, TPEX, YEThIpEX, OAHOTO MU IBYX, OT
OHOTO A0 TpPeX MU OT OJHOTO IO YEThIPeX) AOMOJHHUTEIbHBIX TeparneBTHUECKHIX

AIr'€HTOB.

[0273] CormacHO HEKOTOpbIM BapuaHTaM pealu3aldd B HACTOSALIEM OMMCAHUU
npenoxkeH crnocod nedenuss uHpekumn HBYV, BrIOYarOmuii BBeNEHHE MAIUEHTY,
HYKIAIOLIEMyCsl B 3TOM, TepaneBTHUECKH 3(P(PEKTUBHOTO KOJUYECTBA COETHHEHUS
COTJIACHO HACTOSIIIEMY OITMCAHHUI0 WM €ro (papMaumeBTUYECKH NPHEMJIEMON COJH B
KOMOWHAIMM C TepaneBTHYeCKH 3(P(PEeKTHBHBIM KOJUYECTBOM OJIHOTO WM Oonee
JOTOJHUTENBHBIX TEPANEeBTUYECKUX AreHTOB, MOAXOMAIINX Ui JIeYeHUS HH(EKUHUU
HBV. CornmacHO HEKOTOpPBIM BapuUaHTaM peaju3alid OOUH WM  Oojee

AOMOJIHUTECIIbHBIX TECPAINCBTUYCCKUX Ar€HTOB BKJIOYAKOT, HANPUMEDP, OAWH, ABA, TPH,
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YETBIPE, OAUH UJIK ABa, OT OAHOI'0O A0 TPEX UK OT OAHOIO A0 YETBIPEX AOMOJHUTCIIbHBIX

TCPANCBTUICCKHUX ar€HTOB.

[0274] CormacHo yka3aHHBIM BBIIIE€ BapUaHTaM pealu3allud JOMNOJHUTEIbHBIN
TEpaeBTHUECKUI areHT MOKET MPencTaBisiTh co0oit areHT npotus-HBV. Hanpuwmep,
COIJIaCHO HEKOTOPbIM BapUAaHTAM pPEAIU3aLlUU JONOJHUTENbHBIA TepPaneBTUYECKUN
areHT BBIOpaH W3 IPYIMIbI, COCTOSIMIEH W3 KOMOMHHPOBAHHBIX JIEKAPCTBEHHBIX CPEICTB
npotuB  HBV, wunruburopos JIHK-nmomumepasst HBV, wummyHOMOIynsTOpOB,
MoayJsiTopoB toll-nmonoOHex penentopos (MoxymisitopoB TLR-1, TLR-2, TLR-3, TLR-4,
TLR-5, TLR-6, TLR-7, TLR-8, TLR-9, TLR-10, TLR-11, TLR-12 u TLR-13), nurannos
perenropa uHTEphepoHa-aibha, HHFrHOUTOPOB THATYPOHUAA3bI, peKoMOMHAHTHOTO IL-

7, WHrUOUTOPOB IOBEPXHOCTHOTO AHTHI€Ha BHpyca rematuta B, coenuHeHUH,

>
HalleJIeHHbIX Ha BHYTpPEHHHH aHTHreH Bupyca rematuta B (HbcAg), mnruburopos
nuknoduinHa, TepaneBTuueckux BakuumH HBYV, mpodunaxruyeckux BakuuH HBYV,
uHrnouropos Bxoxa Bupyca HBV, unruouropos NTCP (Na+-taypoxonaT cOBMECTHO
TPAHCIIOPTUPYIOLIUI MONUNENTHA), AHTUCMBICIIOBOIO OJIMTOHYKJIEOTH/IA, HALIEJIEHHOIO
Ha BupycHyro MPHK, xoporkux wunrepdpepupyrommx PHK (mMuPHK), muxpoPHK
areHToB JUII TeHHOH Tepamuy, OHHIOHYKIJIEa3HbIX MOJYJATOPOB, HHTHOHUTOPOB
pUOOHYKJIEOTHAPENYKTA3bl, MHTHOUTOPOB € AaHTUIeHa BUpyca remaruta B, OenkoB
pekomOMHaHTHOTO (harorurapHoro peuentopa A (SRA), uHrHOUTOpOB Src KUHA3WI,
unruouropos HBx, marndutopos cccDNA, xoporkux mmuiedHbix PHK (sshRNAs),
HBV-anTturen, Bxmouas antutena kK HBV, HaneneHHble Ha MOBEPXHOCTHBIE AHTUTEHBI
BUpyca rematuta B u Oucnenuduueckue aHTUTENA U «AHTUTEJIONMONOOHBIE)
tepaneBTrueckue Oenku (Takue kak DARTs®, Duobodies®, Bites®, XmAbs®,
TandAbs ®, npoussonnbie Fab), antaronucros xemokrHa CCR2, aroHHCTOB TUMO3HMHA,
LIUTOKWHOB, WHTHMOUTOPOB HYKJICONIPOTEMHOB (MHTUOMTOPOB SiApa WM KalCUAHOTO
boenka HBYV), CcTUMyJsSTOPOB MHIYLHUPYEMOTrO PETHHOEBOW KHCJIOTOW reHa |1,
crumysiitopoB NOD2, crumymnsitopoB NOD1, uHruOMTOpOB apruHasbl-1, aroHUCTOB
STING, waruburopos PI3K, akruBaropoB penentopa JauMQoTOKcHHA-OeTa,
UHTUONTOPOB perentopa 2B4 ecTeCTBEHHBIX KJIETOK-KHIUIEPOB, WHIHOMTOPOB IeHa 3
akTuBanuu JuMgoruTos, uHruouropos CD160, WHrHOMTOPOB HHUTOTOKCHYECKOro T-
mumorurapHoro Genka 4, uarunouropo CD137, MHruOUTOpPOB JIEKTHHO-TIOAOOHOTO

perenTopa ecTeCTBEHHBIX KmuiepoB (wieHa 1 moncemerictBa G), uarudutopos TIM-3,

uHruouropos B- u  T-mumdonurapasix  atreHroaropoB, wuHruoOutopos CD30S5,
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uHruouropos  PD-1 unruburopos  PD-L1,  I[IOI'-matepdepona  nmsambna,

peKOMOMHAHTHOrO THUMO3MHA anbda-1, wunruomropos BTK, moxymstopos TIGIT,
monyssitopoB CD47, monynsitopos SIRPalpha, monymstopos ICOS, moxynsitopos
CD27, monynstopos CD70, monynaropo OX40, monynaropos NKG2D, monynstopos
Tim-4, wmopynaropos B7-H4, wonynatopos B7-H3, wmonymsatopoB NKG2A,
moayssitopoB  GITR, monymsaropos CD160, monymaropos HEVEM, moapynsitopos
CD161, monymnsaropos Axl, moaynsaropos Mer, MmonynsatopoB Tyro, MoauduKaTopoB miu
penakropos reroB, Takux kak CRISPR (Bxmouas CRISPR Cas9), nuHkK-nmajbLeBbIX
Hyksieas win cunternueckux Hykieas (TALENs), MHruOuTopoB perumkanuu BUpyca
rernatuta B, coeanHeHuii, Takux Kak ONUCaHHbIe B MyOnukanuu 3asBku Ha nateHT CIIA
Ne 2010/0143301 (Gilead Sciences), nmybnukanum 3asBku Ha mnateHT CIIA Ne
2011/0098248 (Gilead Sciences), nyOnukamuum 3asBku Ha mnarent CIIIA Ne
2009/0047249 (Gilead Sciences), mnarente CIIHA 8722054 (Gilead Sciences),
nyOnukanuu 3asBku Ha nateHT CIIA Ne 2014/0045849 (Janssen), myOnuKaluu 3asiBKA
Ha marent CIIIA Ne 2014/0073642 (Janssen), WQO2014/056953 (Janssen),
WO02014/076221 (Janssen), WO2014/128189 (Janssen), myOauKauy 3asiBKM Ha MATEHT
CIITA Ne 2014/0350031 (Janssen), W0O2014/023813 (Janssen), myOnuKaluu 3asiBKA Ha
narent CIIIA Ne 2008/0234251 (Array Biopharma), myOmukanuu 3asiBKU Ha TaTE€HT
CIIOA Ne 2008/0306050 (Array Biopharma), myOnukauuu 3asBku Ha mareHT CLIA Ne
2010/0029585 (Ventirx Pharma), nyOnmkammu 3asBku Ha mnareHT CIIHA Ne
2011/0092485 (Ventirx Pharma), US2011/0118235 (Ventirx Pharma), nyOnukauuu
3assBku Ha mateHT CIITA Ne 2012/0082658 (Ventirx Pharma), myOnukauuu 3asiBKU Ha
nareHT CIITA Ne 2012/0219615 (Ventirx Pharma), nyOnukauuu 3asiBku Ha nateHT CIITA
Ne 2014/0066432 (Ventirx Pharma), nyOnukaumm 3asiBku Ha mnareHt CIITA Ne
2014/0088085 (Ventirx Pharma), nyOnmkammm 3asBkum Ha mnareHT CIIHA Ne
2014/0275167 (Novira Therapeutics), nyOmukanuu 3asBkun Ha mnarteHT CIITA Ne
2013/0251673 (Novira Therapeutics), marente CIIA 8513184 (Gilead Sciences),
nyonukanuu 3asBki Ha mateHT CIIIA Ne 2014/0030221 (Gilead Sciences), myOnukanuu
3asBku Ha mateHT CIIA Ne 2013/0344030 (Gilead Sciences), myOnukanuu 3asiBKA Ha
nareHT CIIA Ne 2013/0344029 (Gilead Sciences), myGnukauuu 3as8ku Ha nareHT CIITA
Ne 2014/0343032 (Roche), W0O2014037480 (Roche), myOmukanuu 3asiBKM Ha MaTEHT
CIOA Ne 2013/0267517 (Roche), W0O2014131847 (Janssen), W0O2014033176 (Janssen),
WO02014033170 (Janssen), W0O2014033167 (Janssen), myOiuKaluy 3asiBKM Ha MATEHT
CIITA Ne 2014/0330015 (Ono Pharmaceutical), nybnukanuu 3assku Ha nateHT CLITA Ne
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2013/0079327 (Ono Pharmaceutical), nyOmmukanmm 3asBku Ha mareHT CIIA Ne
2013/0217880 (Ono pharmaceutical) u Apyrux J€KapCTBEHHBIX CPENCTB IS JICUCHUS
HBV u w#ux xoMmOuHaumi. CornacHO HEKOTOpPBIM BapuUaHTaM peaju3aLuu
JOTOJIHUTENbHBIN TEPAreBTHUECKUH areHT AOMOJHHUTEIbHO BBIOPAH M3 MHIHOUTOPOB
cekpeLnu Wi cOOpKH MOBEPXHOCTHOrO aHTureHa supyca remaruta B (HBsAg), TCR-
nonoOHbIX aHTHTeN, UHrHOUTOpOoB IDO, snurenerndyeckux monupuxkaropo cccDNA |
[IAPs wunruburopos, mmmernkoB SMAC u coenwHEHWH, TaKUX KakK OINHCAHHBIE B

US20100015178 (Incyte),

[0275] CornacuHo HEKOTOPbIM  BapHaHTaM  peaJu3aluyd  JONOJIHUTEJIbHBIN
TEpaneBTUUECKUH areHT BBIOpaH M3 TPYMIbL, COCTOALIEH N3 KOMOWHUPOBAHHBIX
JeKkapcTBeHHbIX cpencts nporuB HBV, wunruburopos JIHK-momumepasst HBYV,
MoayJsITopoB toll-nogobHoro penenropa 7, Moxynsitopos toll-momoOHoro penentopa 8,
moayssitopoB  toll-mogobubIx  peuentopoB 7 u 8, monyistopos  toll-momoOHOTrO
peuentopa 3, JMraHmoB peuenropa uHTephepona-anbda, wuHrubOutopoB HBsAg,
coenuHeHnH, HauejaeHHbIXx Ha HbcAg, mHrnOutopoB nukioduinHa, TepaneBTHYECKUX
BakunH HBV, npodunakruuecknx sakuma HBV, mnruburopos Bxoma Bupyca HBV,
uHrnoutopos NTCP, aHTHCMBICTIOBOIO OJMTOHYKJICOTHA, HALIEJIEHHOTO HA BUPYCHYIO
MPHK, kopotkux unTeppepupyroumx PHK (MuPHK) , tHruOuTOpOB € aHTHreHa Bupyca
renatuta B, wnruburopos HBx, wmarudturopoB cccDNA, HBV-anturen, Bkimouas
antutena k HBV, HauneneHHble Ha NOBEPXHOCTHBIE AHTUIEHBl BUpyca rematura B,
arOHMCTOB TUMO3MHA, ITATOKMHOB, HHTHOUTOPOB HYKJIEOMPOTEUHOB (MHTHOUTOPOB siApa
win karncugHoro Oenka HBV), cTUMyNSATOpOB MHIYLHPYEMOrO PETHHOEBOUW KHCIIOTOMH
reHa 1, crumynstopoB NOD2, crumynstopoB NODI, pekoMOMHAaHTHOTO THMO3WHA
anb(a-1, uarnouropos BTK u mHruOuTOpoB permkanuu Bupyca rematura B, m ux
koMOuHaimii.  CoOrJlaCHO HEKOTOPBIM BapHaHTaM pEaIU3alUU  JOTOJHUTEbHBINA
TEPaNeBTUUECKUH areHT BBIOpAaH W3 HWHTUOWTOPOB  CEKpeluH Wi  COOpKH

MOBEPXHOCTHOTO aHTUreHa Bupyca renatura B (HBsAg) u uaruduropos IDO.

[0276] CornacHO HEKOTOPbIM BapUaHTaM peaM3aldd COEOUHEHHE COTJIACHO
HACTOSIIEMY OIMUCAHUIO (nanpumep, coenuHeHue ¢opmynsl (I) momydyeno B Buze
TabJIETKH, KOTOpas MOXKET HeoOs3aTeIbHO CONAepKaThb OOHO HIIM Oojiee JAPYIHX
coequHeHuli, noxaxomaumx ana jedeHus HBV. CormacHo HeKOTOpbIM BapuUaHTaM
peanu3anyuu TadNeTka MOXKET COIepKaTh APYrOM aKTUBHBIA MHIPEIMEHT IS JICUCHHS

HBV, Takoii kak wunruburopsl JIHK-momumepaser HBV, ummyHOMORYyISTOpBI,
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monyJsitopsl toll-mogobusx peuenropos (Moxynstopel TLR-1, TLR-2, TLR-3, TLR-4,
TLR-5, TLR-6, TLR-7, TLR-8, TLR-9, TLR-10, TLR-11, TLR-12 u TLR-13),
monyJsitopsl tlr7, momymnsitopsl tir8, momymaroper tlr7 um tlr8, nmuranmel penenrTopa
uHTepepoHa-anbha, HUHrHOUTOPHI THANTYPOHUAA3BI, WHTUOUTOPBHI IOBEPXHOCTHOTO
aHTUIeHa BUpyca remaTuTa B, coepanHEeHHUs, HallelieHHble HAa BHYTPEHHUIH aHTHUIeH
Bupyca rematura B (HbcAg), narnOurops! nukinodpminHa, HHrUOUTOPBI BXOZA BUpYyCa
HBV, wunrubutopsr NTCP (Nat-taypoxomaT COBMECTHO TPaHCHOPTUPYIOIIHMH
NOJIMIIENTH ), SHAOHYKJIEa3HbIe MOIYJISITOPBI, HHTUOUTOPBI PUOOHYKIEOTHIPENYKTA3bI,
UHTUOWTOPBI € aHTUIeHa BUpyca remnatura B, MHruOUTOpel Src KMHA3bI, UHTHOUTOPBI
HBx, wunruburtopsr cccDNA, anraronuctsl xemoknHa CCR2, aroHucCTsl THMO3HWHA,
MHTHOUTOPBI HYKJIEONPOTEHHOB (MHrUOWTOPBI snpa wiM KarncupHoro Oenka HBV),
CTUMYJIATOPBl MHIAYLUPYEMOI'O PETUHOEBOM KuCIOTON reHa 1, ctumynsaropel NOD2,
crumyssitopel NOD1, unrudurope! aprunassl-1, aroauctsl STING, naruburopst PI3K,
aKTUBATOpbl  perientopa JUMQOTOKCHHA-OeTa, HWHrHOMTOpHI  perentopa 2B4
€CTECTBEHHBIX KIJIETOK-KIJUIEPOB, HHIMOWTOPBI TI'eHAa 3 aKTUBALMHM JHM(OIUTOB,
unruduropel CD160, marHONTOpEl LMTOTOKCHYeckoro T-mumdormrapHoro Oenka 4,
uHruouropel CD137, WHrHOMTOPBI JIEKTUHO-MIOAOOHOTrO pelenTopa eCTeCTBEHHBIX
kuiepoB (wieHa 1 moxacemeiictBa G) , mHruOutopsl TIM-3, unruburoper B- u T-
auMQoIUTapHBIX aTTeHI0ATOPOB, MHTHOUTOPBI CD305, nHruburopst PD-1, uHrHOUTOpHI
PD-L1, uaruburopst BTK, moaynsaropsr TIGIT, moaynsaropet CD47, monynstopsr SIRP
anba, mopynsitoper ICOS, monymstoper CD27, monynstopsr CD70, MomymisiTopbl
0X40, monymsroper NKG2D, monpynsatoper Tim-4, moaymnsaropel B7-H4, monynstopst
B7-H3, moaynstopel NKG2A, monymnsaropel GITR, moaymsroper CD160, moayisitopsl
HEVEM, monymnsropet CD161, mogyasitopsl Axl, mogynsitopel Mer, monysisitopsl Tyro,
U UHTUOWTOpBI peIUTMKalMKu BHpyca rematura B, m ux kxomOuHammu. CoriacHo
HEKOTOpPHIM BapHaHTaM peaju3anuy TabJieTKa MOXKET COIepXaThb IPYroil aKTHBHBIM
uHrpenueHt ans jedeHuss HBV, Takoil kak HMHrHOUTOPBI CEKpelHHd HIN COOpKH
NOBEPXHOCTHOrO aHTUreHa Bupyca remaruta B (HBsAg), »snurenetnueckue

momudukaropsl cccDNA, naru6urops! IAPs, mumernkun SMAC u uarudutopst IDO.

[0277] CornacHO HEKOTOPHIM BapHUaHTaM peaH3alUi TaKhe TAOJETKH MOXOMST IJIs

JNO3UPOBAHUS OIMH Pa3 B CYTKH.

[0278] CornacHo HEKOTOPbIM  BAapHaHTaM  peaJn3aluyd  JONOJIHUTEJIbHBIN

TEpareBTHUECKUI areHT BbIOpaH U3 OJHOTO MK OoJiee U3:
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(1) KoMOMHMPOBaHHBIX JIEKAPCTBEHHBIX CPEACTB, BEIOPAHHBIX M3 IPYIIIbI, COCTOSALIEH 13
teHo(oBUp au3onpokcuia ¢pymapar + smrpunutadbud (TRUVADA®); anedosup +
kiaesyanHa u GBV-015, a taxke KOMOMHHMPOBAHHBIX JIEKAPCTBEHHBIX CPEICTB,
BbIOpaHHbIX U3 ABX-203+namuBynua+PEG-IFNalpha, ABX-203+anedposup+PEG-
IFNalpha u INO-9112 + RG7944 (INO-1800);

(2) HUarnduropos JIHK-nmomumepasst HBV, BBIOpaHHBIX W3 TPYNIBIL, COCTOALIEH H3
oesudosupa, sHrekasupa (Baraclude®), anedosupa (Hepsera®), rtenodosupa
nusonpokcuna (ymapara (Viread®), tenodosupa anadenammna, TeHODOBUDA,
TeHooBHpa IU3ONpOKcHia, TeHodoBupa anapeHamuna ¢ymapara, TeHODOBUPA
anapeHamuga  remudymapara, TeHOPOBHpPa  AMIHMBOKCHIA,  TeHO(OBHpa
IunuBOKcHiIa  (gymapata, TeHOGOBHpPAa  OKTAAELMJIOKCHUITUIIOBOrO  3¢dupa,
tenbusynuHa (Tyzeka®), npanedosupa, kneBynuHa, smrpunutabuna (Emtriva®),
pubasupuna, namuBynuHa (Epivir-HBV®), docdasunma, damuuknosupa, SNC-
019754, FMCA, ¢y3onuna, AGX-1009 u merakaBupa, a Takxke naruouropos JJHK-
nonumepasel HBV, BeiOpannbix n3 AR-11-04-26 u HS-10234;

(3) UMmyHOMOOYIATOPOB, BBIOPAHHBIX W3 TPYIIBI, COCTOSIEH W3 PHUHTATOJMMOZAA,
umunona ruapoxnopuaa, Wurapon, dermaVir, plaquenil (TUApOKCHXJIOPOXUH),
proleukin,  ruppokcumoueBuHBl,  MHKO(eHosmsaTa  Modermnia (MPA) wu
CJIIO’KHO3(MPHOrO MPOM3BONHOrO MuKOdpeHosita Modernna (MMF), WEF-10,
pubaBupuna, IL-12, mommmepnoro nommstineHumuHa (PEI), Gepon, VGV-1,
MOR-22, BMS-936559 u IR-103, a Takke UMMyHOMOZIYJISITOPOB, BBIOPAHHBIX H3
INO-9112, nomumepuoro nomudTwienumuna (PEI), Gepon, VGV-1, MOR-22,
BMS-936559, RO-7011785, RO-6871765 u IR-103;

(4) Monaynsitopos toll-nogo6Horo peneniropa 7, BBIOPAHHBIX U3 TPYIIIBI, COCTOSIIIEH U3
GS-9620, GSK-2245035, umukeumona, pesuksumona, DSR-6434, DSP-3025, IMO-
4200, MCT-465, 3M-051, SB-9922, 3M-052, Limtop, TMX-30X, TMX-202 RG-
7863 u RG-7795;

(5) Monynsitopos toll-nogo6Horo peneniropa 8, BBIOPaHHBIX U3 TPYIMIIBI, COCTOSIIIEH U3
MoTomMona, pesuksumona, 3M-051, 3M-052, MCT-465, IMO-4200, VTX-763,
VTX-1463;

(6) Monaynsitopos toll-nogo6Horo peneniropa 3, BBIOPAHHBIX U3 TPYIIIBI, COCTOSIIIEH U3
puntaroimumona, poly-ICLC, MCT-465, MCT-475, Riboxxon, Riboxxim u ND-1.1;

(7) JIurannos penenropa uHTEpQepoHa-anbdha, BEIOPAHHBIX M3 TPYIIIBL, COCTOSLIEH H3

uHTtepdepona anbda-2b (MuaTpoH A®), nerunmpoaHHOro nHTepdepoHa anbpa-2a
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(Pegasys®), unrepdepona anpda 1b (Hapgen®), Veldona, Infradure, Podepon-A,
YPEG-untepdpepona anbdpa-2a (YPEG-rhIFNalpha-2a), P-1101, Anbrepos,
Alfarona, HWarapon (unrepdpepon ramma), rSIFN-co (pekoMOMHAHTHBIHI
CYNepKOMIOHEHTHbIIT ~ uHTEepdepoH), Ymsruareppepon ampda-2b (YPEG-
rhIFNalpha-2b), MOR-22, maruarepdepona anppa-2b (PEG-MuTpoH®), Bioferon,
Novaferon, Inmutag (Inferon), MynpTudepon®, wunTepdhepona  anbda-
nl(Humoferon®), unrepdepona Oera-la (ABoHekc®), Shaferon, unTEepdepona
anba-2b (AXXO0), Anbhadepon, uarepdpepona ampda-2b (BioGeneric Pharma),
unrepdepona-ansda 2 (CJ), Laferonum, VIPEG, BLAUFERON-B, BLAUFERON-
A, Unrepmakc Alpha, Peansnupon, Lanstion, Pegaferon, PDferon-B PDferon-B,
unrepdpepona anbda-2b (IFN, Laboratorios Bioprofarma), alfainterferona 2b,
Kanbdepon, Pegnano, Feronsure, PegiHep, unrepdepona anbda 2b (Zydus-Cadila),
Optipeg A, Realfa 2B, Reliferon, untepdepona anpda-2b (Amega), uarepdepona
anbpa-2b (Virchow), mrunrepdpepona ambda-2b (Amega), Peadepon-EC,
Proquiferon, Uniferon, Urifron, unrepdepona aneda-2b (Changchun Institute of
Biological Products), Anterferon, Shanferon, Layfferon, Shang Sheng Lei Tai,
INTEFEN, SINOGEN, Fukangtai, Pegstat, rHSA-IFN alpha-2b wu Interapo
(Interapa);,

(8) HHruOuTopoB THATYpOHUAA3bl, BBIOPAHHBIX W3 TPYMIbL, COCTOSIIEH W3
acTopuMepa,

(9) Monynsitopos 1L-10;

(10) Maruburopos HBsAg, BeiOpanHbIX U3 rpymisl, coctosimen uz HBF-0259, PBHBV-
001, PBHBV-2-15, PBHBV-2-1, REP 9AC, REP-9C u REP 9AC’, a Ttakxke
unruoutopos HBsAg, BeiOpannbix u3 REP-9, REP-2139, REP-2139-Ca, REP-2165,
REP-2055, REP-2163, REP-2165, REP-2053, REP-2031 u REP-006 u REP-9AC’

(11) Monymnsatopos toll-mogobnoro penentopa 9, BbiOpanHbix w3 CYTO003, a Takke
mMonyssiTopoB toll-momobHoro penentopa 9, BeibpanHbix w3 CYT-003, IMO-2055,
IMO-2125, IMO-3100, IMO-8400, IM0O-9200, araronumona, DIMS-9054, DV-
1179, AZD-1419, MGN-1703 u CYT-003-QbG10;

(12) UnruburopoB nukinoduinHa, BRIOpAHHBIX U3 Tpymnmbl, coctosmeid n3 OCB-030,
SCY-635 u NVP-018;

(13) Ilpopunakrrueckux BakunH HBV BeIOpaHHBIX U3 TPYIIEL, cocTosAeH n3 Hexaxim,
Heplisav, Mosquirix, Bakiuasl DTwP-HBV, Bio-Hep-B, D/T/P/HBV/M (LBVP-
0101; LBVW-0101), Bakuasl DTwP-Hepb-Hib-IPV, Heberpenta L, DTwP-HepB-
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Hib, V-419, CVI-HBV-001, Tetrabhay, npo¢unakruueckoli BakHHBI IPOTHB
rematuta B (Advax Super D), Hepatrol-07, GSK-223192A, Engerix B®,
pPEeKOMOMHAHTHOH BaKIMHBI NPOTHB remaruta B (BHyTpumbinueuHas, Kangtai
Biological Products), pekoMOMHAHTHONH BakLUMHBI NMPOTHUB rematuta B (mposxoku
Hansenual polymorpha, Brytpumsimeunas, Hualan Biological Engineering),
Bimmugen, Euforavac, Eutravac, anrix-DTaP-IPV-Hep B, Infanrix-DTaP-IPV-Hep
B-Hib, Pentabio Vaksin DTP-HB-Hib, Comvac 4, Twinrix, Euvax-B, Tritanrix HB,
Infanrix Hep B, Comvax, Bakuuasr DTP-Hib-HBV, Bakuuuaer DTP-HBV, Yi Tai,
Heberbiovac HB, Trivac HB, GerVax, DTwP-Hep Bakumnasl B-Hib, Bilive,
Hepavax-Gene, SUPERVAX, Comvac5, Shanvac-B, Hebsulin, Recombivax HB,
Revac B mcf, Revac B+, Fendrix, DTwP-HepB-Hib, DNA-001, Shan6, BakiuHsr
rhHBsAG u Bakumuael DTaP-rHB-Hib;

(14) Tepanepruueckux BakiuH HBV, BBIOpaHHBIX U3 IPYIIIBEI, COCTOSILICH U3 KOMILIEKCA
HBsAG-HBIG, Bio-Hep-B, NASVAC, abi-HB (BHyrpuBennas), ABX-203,
Tetrabhay, GX-110E, GS-4774, nentunnoii BakiuHb! (epsilonPA-44), Hepatrol-07,
NASVAC (NASTERAP), IMP-321, BEVAC, Revac B mcf, Revac B+, MGN-1333,
KW-2, CVI-HBV-002, AltraHepB, VGX-6200, FP-02, TG-1050, NU-500, HBVax,
BakuuHbl im/TriGrid/anTuren, Mega-CD40L-anproBanTHOM BakiuHbl, HepB-v, NO-
1800, pexoMOMHAHTHOW OCHOBaHHOW Ha VLP TepameBTHUECKOW BaKLIUHBI
(uapexuus HBV, VLP Biotech), AdTG-17909, AdTG-17910 AdTG-18202,
ChronVac-B, u Lm HBYV, a takxke Tepanesrrueckux BakiuH HBV, BbIOpaHHBIX U3
FP-02.2 u RG7944 (INO-1800);

(15) Haruburopo Bxonma Bupyca HBV, BBIOpaHHBIX W3 TpyIIbl, COCTOSINEH U3
Myrcludex B;

(16) AHTHUCMBICIIOBOrO OJIUTOHYKJICOTHIA, HaleJeHHoro Ha BupycHyro MPHK,
BbIOpaHHOTO U3 rpymimel, coctosmei u3 ISIS-HBVRX;

(17) Koporkux untepdpepupyromux PHK (MuPHK), BEIOpaHHBIX U3 IpyIIIbI, COCTOSIIER
u3 TKM-HBV (TKM-HepB), ALN-HBV, SR-008, ddRNAi u ARC-520;

(18) DHOHYKJIEa3HBIX MONYJIITOPOB, BBIOPAHHBIX U3 IPyMIIbl, cocTosmen n3 PGN-514;

(19) UaruburopoB prHOOHYKIEOTHAPEAYKTA3bI, BBIOPAHHBIX W3 TPYMIIBI, COCTOSIIECH H3
Trimidox;

(20) Maruburopos € aHTUreHa BHpyca rematuta B BHIOpaHHBIX M3 TPYMIIBI, COCTOSLIEH

13 BOI'OHHHA,
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(21) anturen x HBV, HaneneHHbIX Ha MOBEPXHOCTHBIE aHTUTEHBI BHpYCa remnatura B,
BbIOpaHHBIX U3 Tpymmel, coctosmer n3 GC-1102, XTL-17, XTL-19, XTL-001, KN-
003 u Tepanmuu MOJHOCTBIO HYEJIOBEYECKUMH MOHOKJIOHAJIbHBIMU aHTUTEIAMU
(BupycHas mHpexuus rematuta B, Humabs BioMed), a takke HBV-anturen,
HAIIEJICHHbIX Ha NIOBEPXHOCTHBIE aHTUTEHBI BUpyca renatura B, BeiOpanHbx u3 IV
Hepabulin SN;

(22) anturen x HBYV, Brimouyas MOHOKJIOHAJbHbIE AHTHTENA W TOJUKJIOHAJbHbIE
aHTHUTeJNa, BBIOPAHHBIX W3 TPYMIbI, cocrosiuiei u3 Zutectra, Shang Sheng Gan Di,
Uman Big (Hepatitis B Hyperimmune), Omri-Hep-B, Nabi-HB, Hepatect CP,
HepaGam B, igantibe, Niuliva, CT-P24, wummyHornoOynuHa renatura B
(BaytpuBenHas, pH4, undexuus HBV, Shanghai RAAS Blood Products) u Fovepta
(BT-088);

(23) AwnraronucroB xemoknHa CCR2, BBIOpaHHBIX U3 TpPYMIbL, COCTOSINEH U3
npornarepMaHuy M,

(24) AroHHCTOB THMO3HHA, BBIOPAHHBIX M3 IPYMIIBL, cocTosmel n3 TumandasuHa,

(25) LlutoknHOB, BBIOPAHHBIX M3 TPYIIIBI, COCTOsEH 3 pekomOunanTHoro IL-7, CYT-
107, wunrepnefikuna-2 (IL-2, Immunex), peKOMOMHAHTHOTO YEJIOBEYECKOTO
untepneiikuHa-2 (Shenzhen Neptunus) u LenMonelikuHa, a TakKkKe IUTOKHUHOB,
BbIOpanHbIX U3 IL-15, IL-21, IL-24;

(26) UTHrubuTopoB HYKJIEOMPOTENHOB (MHTUOUTOPOB siApa MK KancuaHoro oenka HBV)
BbIOpaHHBIX W3 Tpymmbl, coctosimed u3 NVR-1221, NVR-3778, BAY 41-4109,
mop¢oTuanuHa mesuiata u DVR-23;

(27) CTUMynATOPOB MHAYLHPYEMOIrO PETHHOEBOW KHUCJIOTOH reHa 1, BBIOpaHHBIX H3
rpymmel, cocrosimen u3 SB-9200, SB-40, SB-44, ORI-7246, ORI-9350, ORI-7537,
ORI-9020, ORI-9198 u ORI-7170;

(28) Ctumynsropos NOD2, BbIOpaHHBIX U3 rpynibl, cocrosimeii n3 SB-9200;

(29) PexoMOMHAHTHOTO THMO3MHA ajb(a-1, BEIOpaHHOTO U3 TPYNIbL, cocTosen u3 NL-
004 u II2T unupoBaHHOTO THMO3WHA ajibda 1;

(30) UHruOutopoB peruKanuy BUpPyca rematuta B, BbIOpaHHBIX W3 TPYIIIbL,
cocrositei u3z mzortuadpayanna, [QP-HBV, RM-5038 u Xingantie;

(31) uarunduropos PI3K, BBIOpaHHBIX M3 TpymIbl, COCTOALIEH U3 uuenamucuda, AZD-
8186, Oymapmucuba, CLR-457, nuktunncuba, HepatuHuOa, puroceptuda,
puroceptuda Hatpusi, EN-3342, TGR-1202, annenucuba, nysenucuda, UCB-5857,

tazenucubda, XL-765, remaromucuba, VS-5584, komanmucuba, CAI oporara,
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nepudocuna, RG-7666, GSK-2636771, DS-7423, nauymucuba, GSK-2269557,
GSK-2126458, CUDC-907, PQR-309, INCB-040093, numapatucuba, BAY-
1082439, puquitinib mesuwnara, SAR-245409, AMG-319, RP-6530, ZSTK-474,
MLN-1117, SF-1126, RV-1729, conomncu6a, LY-3023414, SAR-260301 u CLR-

1401;

(32) uaruduropos cccDNA, BbIOpaHHBIX U3 IpymIibl, cocToseit n3 BSBI-25;

(33) PD-L1 unruburopos, BbiOpaHHbIX M3 rpynmsl, coctosmed n3 MEDI-0680, RG-

7446, nypsanymaba, KY-1003, KD-033, MSB-0010718C, TSR-042, ALN-PDL,
STI-A1014 u BMS-936559;

(34) PD-1 uHruOuTtopoB, BBIOpaHHBIX U3 TPYIIBl, COCTOSINEH H3 HHUBOJIyMada,

nemOponusymada, muaunuzymada, BGB-108 u mDX-400;

(35) uaruduropos BTK, BbiOpanHbIX U3 rpymmel, cocrosimeii u3 ACP-196, nazarunuda,

uopyruanda, PRN-1008, SNS-062, ONO-4059, BGB-3111, MSC-2364447, X-022,
cniebpyrunnba, TP-4207, HM-71224, KBP-7536, AC-0025;

(36) Mpyrux nexapcTBeHHBIX cpenct i JedeHus HBV BbIOpaHHBIX W3 TpYIIIHL,

COCTOSIIIEH M3 FeHTHONHMKPUHA (T€HTHONMKPOCH]), HUTa30KCAHUAA, OMpUHAIIAHTA,
NOV-205 (Molixan, BAM-205), onurotuaa, MuBoTHIaTa, (pepoHa, neBamusona, Ka
Shu Ning, amnodepona, WS-007, Y-101 (Ti Fen Tai), rSIFN-co, PEG-IIFNm, KW-
3, BP-Inter-014, oneanonesoii kucnotel, HepB-nRNA, ¢TP-5 (rTP-5), HSK-II-2,
HEISCO-106-1, HEISCO-106, Hepbarna, IBPB-006IA, Hepuyinfen, DasKloster
0014-01, Jiangantai (Ganxikang), mukposunma, GAS NM-HBV, DasKloster-0039,
hepulantai, IMB-2613, TCM-800B u ZH-2N, a Tak)e APYrHX JE€KapCTBEHHBIX
cpencts mis yedeHuss HBV, BBIOpaHHBIX W3 BOCCTAHOBJICHHOTO TNTyTaTHOHA U RO-

6864018;

(37) Coenunenuii, onmucanabix B US20100143301 (Gilead Sciences), US20110098248

(Gilead Sciences), US20090047249 (Gilead Sciences), US8722054 (Gilead
Sciences), US20140045849 (Janssen), US20140073642 (Janssen), W02014/056953
(Janssen), W0O2014/076221 (Janssen), W0O2014/128189 (Janssen), US20140350031
(Janssen), WO02014/023813 (Janssen), US20080234251 (Array Biopharma),
US20080306050 (Array Biopharma), US20100029585 (Ventirx Pharma),
US20110092485  (Ventirx Pharma), US20110118235 (Ventirx Pharma),
US20120082658 (Ventirx Pharma), US20120219615 (Ventirx Pharma),
US20140066432  (Ventirx ~ Pharma),  US20140088085  (VentirxPharma),
US20140275167 (Novira therapeutics), US20130251673 (Novira therapeutics),
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US8513184  (Gilead  Sciences),  US20140030221  (Gilead  Sciences),
US20130344030 (Gilead Sciences), US20130344029 (Gilead Sciences),
US20140343032 (Roche), W02014037480 (Roche), US20130267517 (Roche),
WO02014131847 (Janssen), W0O2014033176 (Janssen), WO2014033170 (Janssen),
WO02014033167 (Janssen), US20140330015 (Ono pharmaceutical),
US20130079327 (Ono pharmaceutical), 1 US20130217880 (Ono pharmaceutical), u
coennHeHu, omucanHbix B US20100015178 (Incyte).

[0279] Takxe B mepeyeHb BBILIE BKIIOYEHBI:

(38) wunruburopsr IDO, BbIOpaHHBIE U3 TPYNONbI, COCTOALIEH M3 3IaKazOCTaTa
(INCB24360), F-001287, pecmunocrara (4SC-201), SN-35837, NLG-919, GDC-
0919 u uHmoKCUMOna,

(39) Unruburops! aprunasbl, BeiOpansbie n3 CB-1158, C-201 u pecmunocTara; u

(40) Lurorokcuueckue nHrHOUTOpH! T-Mdouurapaoro 6enxa 4 (ipi4), BeIOpaHHBIE U3
ununymumada, 6enaranenrta, PSI-001, PRS-010, tpemenumymaba u JHL-1155.

[0280] CormacHO HEKOTOPBIM BapUaHTaM peajH3alUyd COEOUHEHHE COTJIaCHO

HACTOSIIEMY OIMMCAHUIO WU ero (hapMaleBTUYECKU MPHEMIIEMYIO COJIb KOMOUHUPYIOT C

OIHMM, ABYMsI, TPEMs, YeTbIpbMsI WJIM OoJjiee OMOJHHUTENbHBIMH TEepareBTHYECKUMHU

arentamu.  COrJIacCHO HEKOTOPbIM BapHAHTAM peaU3ali COEIUHEHHE COTJIACHO

HACTOSIIEMY OMHMCAHUIO WJIH €ro (hapMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOMHUPYIOT C

ABYMA OOIMOJIHUTEIBbHBIMUA TCPANIECBTHUYCCKUMHU ar€HTaMH. CornacHo APYruM BapHuaHTaM

peanu3aliy COeNHEHNUE COTJIACHO HACTOSILEMY OIMHMCAHHIO WK ero (papMaleBTUYeCKn

NPUEMJIEMYIO COJIb KOMOWHHPYIOT C TpeMs JONOJHHUTEIbHBIMUA TEPareBTHYECKUMHU

arentamu. COrJIaCHO IOMOJHUTENbHBIM BapUaHTaM peaU3ally COeIHHEHHE COTIACHO

HACTOSIIEMY OMHMCAHUIO WIIH €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C

YETbIPbMA AOMNOJIHUTCIIbHBIMU TEPANICBTUYCCKUMU ar€HTaMH. OI[I/IH, ABa, TPU, YETBIPEC

501041 60.]'[66 AOMOJHUTCIIbHBIX TCPANECBTUYCCKUX arcHTta MOr'yT MNPCACTABIATH CO6OI\/'I

Pa3JIMYIHBbIE TECPANCBTUYUCCKUE arcHTHI, BbI6paHHbIe U3 OJHOroO M TOro K€ KjiaccCa

TCPANICBTUICCKUX ar¢HTOB, I/I/I/I.]'II/I OHU MOTyT 6bITI> BbI6paHI:>I U3 PA3JIMYHBIX KJIACCOB

TCPANCBTUICCKHUX arCHTOB.

[0281] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COEIMHEHHE COTJIACHO
HACTOSIIEMY OMHMCAHUIO MIIH €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
unruouropom JIHK-nmomumepasst HBV. CormacHo apyromy KOHKPETHOMY BapHaHTY

peamm3aniu COCAMHCHHUE COTJIACHO HACTOAIIEMY ONHNCAHHUIO WUJIN €0 q)apMaLIeBTI/ILIeCKI/I
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npueMiIeMyro cosib  KoMOumHupyror wuxruouropom JIHK-nommmepasst HBV wu mo
MEHBIIEH Mepe OIHUM JONOJHHUTENIbHBIM TEPANEBTHUECKUM areHTOM, BBIOPAHHBIM H3
TPYNIbI, COCTOSIIEH W3 HWMMYHOMOZYJSITOPOB, MOAYJSITOPOB  toll-momoOHbIx
peuentopoB (moxymaropo TLR-1, TLR-2, TLR-3, TLR-4, TLR-5, TLR-6, TLR-7,
TLR-8, TLR-9, TLR-10, TLR-11, TLR-12 wu TLR-13), nurasgoB penenropa
uHTeppepoHa-anbha, HHCUOUTOPOB  THANYPOHUAA3bl, pekomMOuHaHTHOro IL-7,
unruouropos HBsAg, coenunenmii, HaneneHubix Ha HbcAg, wunHrnbutopos
nuKiIopmInHa, TepaneBTudeckux BakuuH HBYV, mpodunakruyeckux BakumH HBV
uHruburopos  Bxoma Bupyca HBV, wunaruburopo NTCP, aHTHCMBICIOBOTO
OJIMTOHYKJIEOTH A, HaleneHHoro Ha BupycHyro MPHK, kopoTkux uHTEpdepupyromumx
PHK (mMuPHK), w™ukpoPHK areHToB psisi TeHHOHW TepamuM, SHIOHYKJIEA3HBIX
MOAYJISITOPOB, HMHIMOUTOPOB PHOOHYKICOTHAPEAYKTa3bl, HHIMOHTOPOB € aHTHUI€HA
BUpyca renatura B, OenkoB pexomOmHaHTHOrO (arouutapHoro peuenropa A (SRA),
uHruOuTopoB Src KuHa3bl, HHruOutopoB HBX, nHruOGmropoB cccDNA, KOpOTKHX
mmieuHsix PHK (sshRNAs), HBV-anturen, Bkitovasi anturena k HBV, HaueneHHbie
Ha TNOBEPXHOCTHBIE AHTUI'€HbI BUpyca rematura B u Oucnenmduueckue aHtutena u
«aHTUTENONONOOHbIe» TepaneBTHUeckue Oenku (Takne kak DARTs®, Duobodies®,
Bites®, XmAbs®, TandAbs ®, mpousBonubie Fab), antaronuncroB xemokuHa CCR2,
arOHMCTOB THMO3MHA, ITATOKMHOB, HHTHOUTOPOB HYKJIEOMPOTEUHOB (MHTHOUTOPOB siApa
win karncugHoro Oenka HBV), cTUMyNATOpPOB MHAYLMPYEMOrO PETHHOEBOM KHCIOTOMN
reHa 1, crumynstopoB NOD2, crumynsaropos NODI, uMHruOUTOpOB apruHasbl-1,
aronuctoB STING, unruburopos PI3K, akruBatopoB penentopa auMdpoTokcuHa-0eTa,
UHTUOUTOPOB perentopa 2B4 ecTeCTBEHHBIX KJIETOK-KHIUIEPOB, MHIMOMTOPOB T'eHa 3
akTuBalu JuMpormTos, UHruouropos CD160, MHrHOMTOPOB HHUTOTOKCHYECKOro T-
muMmporurapHoro Oenka 4, narunomropo CD137, MHrHOUTOPOB JIEKTUHO-TIOZOOHOTO
perenTopa eCTeCTBeHHbIX KIiepoB (wiena 1 moncemeiictBa G) , uarudburopos TIM-3,
uHruouropos B- u T-mumdouunrapHeix arreHroaropos, CD305 wunruburopos, PD-1
uHruouropos uHruouropos, PD-L1, IIOI-untepdepona msimMOna, pekOMOMHAHTHOTO
tumo3nHa aibda-1, marnoutopos BTK, monynsropos TIGIT, mopymsaropo CD47,
monyssitopoB  SIRPalpha, monynstopos ICOS, monymstopoB CD27, MomyisiTopoB
CD70, monymsitopoB OX40, moaymisitopoB NKG2D, monymnsitopoB Tim-4, MoayiaTopos
B7-H4, woaynstopos B7-H3, wmonynaropos NKG2A, wmoaymsatopos GITR,
moxayisitopoB CD160, monynstopos HEVEM, monynsitopoB CD161, mopynsatopos Axl,

monyJsitopoB Mer, MonynsitopoB Tyro, MOmugpUKaTOPOB MIIM PEAAKTOPOB M€HOB, TAKUX
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kak CRISPR (Bxmouass CRISPR Cas9), unHK-IanpleBblX HYKJI€a3 WIH CHHTETUYECKHX
Hyknea3 (TALENs) m uHruOurtopoB perumkammu Bupyca rematura B.  Cormacho
HEKOTOPHIM BapHaHTaM peaNn3alfy [0 MEHbIIeH Mepe OIMH IOIMOJHUTEIbHBIN
TEPANeBTUUECKUN AareHT JOMNOJHUTENbHO BHIOPAH W3 HMHIHOUTOPOB CEKPELMH HIIH
cOopkHu TOBepXHOCTHOro aHtureHa Bupyca rematura B (HBsAg), TCR-momoOHbIX
aHTUTElN, 3MUreHeTnIeckux moaudukaropoB cccDNA, unruduropos IAPs, MumeTrnkos

SMAC u uaruduropos IDO.

[0282] CornacHo ApyroMy KOHKPETHOMY BapUaHTy pPean3allii COEJUHEHNE COTJIAaCHO
HACTOSIIEMY ONHCAHUIO WM €ro (papManeBTUYECKH NMPHEMIIEMYIO COJIb KOMOWHHUPYIOT
unruouropom JIHK-nomumepasst HBV u nmo meHbiueli Mepe OAHUM JOMOJHUTEIbHBIM
TEpareBTUUECKUM areHTOM, BBIOPAHHBIM M3 TPYIIBL, COCTOSILIEH H3: MHIHOMTOPOB
Bxoza Bupyca HBV, unrnburopos NTCP, nnruburopos HBx, uaruéuropos cccDNA,
HBV-anturen, HaueleHHbIX Ha IOBEPXHOCTHbIE AaHTUIEHBl BHpyca remarura B,
kopotrkux wuHTepdepupyrommx PHK (MuPHK), mukpoPHK areHToB st reHHO
tepanuu, Kopotkux mmuiaedHbix PHK (sshRNAS) u UHrHOMTOPOB HyKJICONPOTEHHOB

(uHrHOHUTOPOB sipa WM KancuaHoro oenka HBV).

[0283] CornacHo IpyroMy KOHKPETHOMY BapHUaHTy peau3aluy COeUHEHHE COTJIaCHO
HACTOSIIEMY OMHCAHUIO WK ero (papMaleBTUYeCKH MPUEMIIEMYIO COJIb KOMOWHUPYIOT
unruouropom JIHK-nmonmmmepasst HBV, omHuM WM OByMs JONOJHUTEIBHBIMU
TEPANeBTUUYECKUMHU  areHTaM{, BbIOPAHHBIMH W3  TPYMIbL,  COCTOSIIEH — U3:
UMMy HOMOJYJIITOPOB, MOAYJIATOPOB toll-momodHeix penentopos (MoaymstopoB TLR-1,
TLR-2, TLR-3, TLR-4, TLR-5, TLR-6, TLR-7, TLR-8, TLR-9, TLR-10, TLR-11, TLR-
12 u TLR-13), uaruburopoB HBsAg, Tepanesruueckux Bakuud HBV, HBV-anturen,
BKJIFOUast aHTUTeNa K HBV, HalleieHHbIe Ha MOBEPXHOCTHBIE aHTUTE€HBI BUPYCa IrenaTuTa
B u Oucneumduueckue aHTHUTENAa U AHTUTEJONONOOHBIE» TEepANeBTHYECKUE OEIKU
(Takue kak DARTs®, Duobodies®, Bites®, XmAbs®, TandAbs ®, mpousBonubie Fab),
UHTUOUTOPOB LUKJIOPWINHA, CTHMYJSTOPOB HHAYLHUPYEMOTO PETHHOEBOW KHCIIOTOH

reHa 1, wunruOuropoB PD-1, wunruburopos PD-L1, wuHruburopoB aprusasbl-1,

2
uHruouropos PI3K u crumynstopo NOD2, u onHUM wiaH ABYMSI JOTIOJHUTEIbHBIMH
TEPareBTHUECKUMHU areHTaMH, BBIOPAHHBIMH W3 TPYMIbI, COCTOSIIEH M3. MHTMOHUTOPOB
Bxozna Bupyca HBV, unruburopos NTCP, uarnburopos HBx, uaruburopos cccDNA,

HBV-anTuren, HaueleHHBIX Ha IOBEPXHOCTHBIE AHTUIEHbl BUpycCa rematura B,

kopotkux wuHTepdepupyromux PHK (MuPHK), wmukpoPHK arentoB mis reHHOH
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tepanuy, Kopotkux mmuiaedHbix PHK (sshRNAs) u HHruOMTOpOB HYKIJICONPOTEHHOB
(Marunduropos sapa wim kancupHoro 6enka HBV). CornmacHo HEKOTOphIM BapHaHTaM
peanu3anuy OJUH WM IBA AOTOJHUTEIbHBIX TEPANIEBTHUECKUX areHTa JOMOJHUTEIHHO
BbIOpaHbI M3 MHTHOWUTOPOB CEKPELMH WM COOPKH TOBEPXHOCTHOIO aHTUI€HA BHpPYyCa

rernatura B (HBsAg), TCR-nonoOHeIx anTuten u uaruouropos [IDO.

[0284] CornacHO KOHKPETHOMY BapUaHTy peaju3alud COENUHEHHE COTJIACHO
HACTOSIIIEMY OMHMCAHUIO MM €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
OOHUM, ABYMs, TpPEMsi, YCTbIPbMS WA 60J1ee AOMOJIHUTEJIbHBIMU TCPANCBTUYCCKUMU
areHTamu BeIOpaHHBIX U3 anedosupa (Hepsera®), renodosup ausompokcun Gymapar +
smrpunurabud (TRUVADA®), tenodoBupa amsomnpokcuina ¢ymapara (Viread®),
sHtekasupa (Baraclude®), mamusyauna (Epivir-HBV®), tenodosupa anadpenamuna,
teHo(doBUpa, TeHOopoOBHpPAa AM3OMPOKCHUIA, TeHOopoBHpa anadeHamuna (Gymapara,
teHo(doBupa anadpenamuna remudpymapara, tenouByauHa (Tyzeka®), Kiepynnna®,
smrpunutabuna  (Emtriva®),  mruntepdepona  anpdpa-2b  (PEG-HHTpOH®),
Mynbstudepon®, unreppepona ansha 1b (Hapgen®), unrepdepona anbda-2b (MaTpon
A®), nermnupoBaHHoro uHTepdpepona anbda-2a (Pegasys®), umnTepdepoHa ambda-
nl(Humoferon®), pubaBupuna, wuHTeppepoHa Oera-la (ABoHekc®), Bioferon,
Wnrapona, Inmutag (Inferon), Ansrepona, Podpepona-A, Onuroruna, Zutectra, Shaferon,
untepdepon anvda-2b (AXXO0), Ansdpadepona, untepdepona anbdpa-2b (BioGeneric
Pharma), ®epona, wunreppepona-amsdpa 2 (CJ), BEVAC, Laferonum, VIPEG,
BLAUFERON-B, BLAUFERON-A, Wurepmakc Alpha, Peanbaupon, Lanstion,
Pegaferon, PDferon-B, wunrepdepona anbgpa-2b (IFN, Laboratorios Bioprofarma),
anbanaTepdpepona 2b, Kansdpepon, Pegnano, Feronsure, PegiHep, untepdepon anbda
2b (Zydus-Cadila), Optipeg A, Realfa 2B, Reliferon, uarepdepona anspa-2b (Amega),
untepdepon anbda-2b (Virchow), maruntepdepon anpda-2b (Amega), Peadepon-EC,
Proquiferon, Uniferon, Urifron, wunTepdepon ambda-2b (Changchun Institute of
Biological Products), Anterferon, Shanferon, MOR-22, wunrepnetikuna-2 (IL-2,
Immunex), pekoMOMHAHTHOrO dYeyoBedeckoro wHTepielkuHa-2 (Shenzhen Neptunus),
Layfferon, Ka Shu Ning, Shang Sheng Lei Tai, INTEFEN, SINOGEN, Fukangtai,

Alloferon u uenmMoneikusa.

[0285] CornmacHO KOHKPETHOMY BapUaHTy pealu3alud COEIMHEHHE COTJIACHO
HACTOSIIEMY OMHMCAHUIO TN €ro (papMaLeBTHUECKH MPUEMIIEMYIO COJIb KOMOUHUPYIOT C

suTekaBupoM (Baraclude®), anedosupom (Hepsera®), TeHOGOBHPOM TU3OMPOKCHIOM
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dbymaparom (Viread®), TeHodoBupoM anmadeHaMUAOM, TEHO(DOBUPOM, TEHOPOBHPOM
IOU30MPOKCHUIIOM,  TeHopoBupoM  ajadeHamuznoM  pymaparoM,  TE€HO(HOBHUPOM
anapeHamunom remudymaparom, TenouByauHoM (Tyzeka®) ninm namuByauaom (Epivir-

HBV®)

[0286] CornmacHO KOHKPETHOMY BapUaHTy pealu3alud COEIUHEHHE COTJIACHO
HACTOSIIEMY ONHCAHUIO WM €ro (papManeBTUYeCKH MPUEMIIEMYIO COJIb KOMOWHHUPYIOT
suTekasupoM (Baraclude®), anedosupom (Hepsera®), TeHOGOBUPOM IU3OMPOKCHIOM
dymaparom (Viread®), renopoBupom anapeHaMuIoM reMudymMapaTom, TEIOUBYIUHOM

(Tyzeka®) umu namusyaunom (Epivir-HBV®).

[0287] CornmacHO KOHKPETHOMY BapUaHTy pealu3alud COEIUHEHHE COTJIACHO
HACTOSIIEMY OIMUCAHUIO WU ero (hapMaleBTUYECKH MPHEMIIEMYIO COJIb KOMOUHUPYIOT C
unrudburopom PD-1. CornacHO KOHKPETHOMY BapHaHTy pealu3alid COEAMHEHUE
COTJIACHO HACTOSIIIEMY ONHCAHHMI0 WM ero (apMaleBTUYECKH INPHEMIIEMYIO COJIb
koMOuHUpYIOT ¢ uHrHOuTOopoM PD-L1. CornacHO KOHKPETHOMY BapUaHTy pean3alun
COeIMHEeHNE COTJIACHO HACTOSIIEMY ONMMCAHUIO WM ero (papMaleBTHYECKH IpHeMiIeMast
coiab KOoMOMHHMPYIOT ¢ wuHruOutopom IDO.  CornacHO KOHKPETHOMY BapHaHTY
peanu3aiy COSAMHEHNE COTJIACHO HACTOSIIIEMY OMHCAHUIO WIH ero (hapMaleBTHUYECKH
npuemiieMasi cojib KOMOMHUPYIOT ¢ uHrudouTropom IDO u uarndutopom PD-1. Cornacho
KOHKPETHOMY BAPHAHTY PeaTU3alliH COSTUHEHHUE COTJIACHO HACTOSIEMY OTMCAHHUIO HITH
ero (apMaleBTHUECKH NPUEMIIEMYIO COJb KOMOWMHHPYIOT ¢ wuHruOutopom IDO wu
unruoutopom PD-L1. CorjiacHO KOHKPETHOMY BapUaHTy peaju3allid COEIUHEHUE
COTJIACHO HACTOSALIEMY OIMUCAHUIO WK €ero (papMameBTUYECKH NPUEMIIEMYIO COJb

KOMOMHUPYIOT ¢ MoayssTopoM TLR7, Takum kak GS-9620.

[0288] CornmacHO KOHKPETHOMY BapUaHTy pealu3alud COENMHEHHE COTJIACHO
HACTOSIIIEMY OTMHMCAHUIO I €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
monyisitopom TLR7 u umarubutropom IDO.  CornacHO KOHKPETHOMY BapHaHTY
peanu3any COSAMHEHNE COTJIACHO HACTOSIIIEMY OMHCAHUIO WIH ero (hapMaleBTHIECKH
MPUEMJIEMYIO COJIb KOMOWMHUPYIOT ¢ moayisitopom TLR7, takum kak GS-9620, u

uHruouropom IDO, TakuM Kak 3MakagocTar.

[0289] CornmacHO KOHKPETHOMY BapUaHTy pealu3alud COENMHEHHE COTJIACHO

HACTOSIIEMY OMHMCAHUIO MIIH €ro (papMaLeBTHUECKH MPUEMIIEMYIO COJIb KOMOUHHUPYIOT C
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(4-amuu0-2-0yToKCcH-8-({3-[(Mupponuann-1-mn)mernin|dpenun f metn)-7,8-

auruaponTepunuH-6(5H)-0H) nin ero papMareBTUIECKH IPUEMIIEMOH COJIBIO.

[0290] B nHacrosimem nokymente GS-9620 (4-amuHo-2-0yTokcu-8-({3-[(mupponuaus-
I-unm)mernn]pennn j mernn)-7,8-guruapontepunun-6(5H)-oH), BKJIFOYAET ero

dapmaneBTruecku npuemnemslie conu. J. Med. Chem., 2013, 56 (18), pp 7324-7333.

[0291] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COEIUHEHHE COTJIACHO
HACTOSIIIEMY OMHMCAHUIO WIIN €ro (papMaLeBTHUECKU PUEMIIEMYIO COJIb KOMOUHUPYIOT C
NEPBbIM JIOTIOJIHUTENBHBIM TEPANEBTHYECKUM areHTOM, BbIOPAHHBIM W3 TPYIIIHL
cocrosimeit u3: »HTeKkaBupa (Baraclude®), amedosupa (Hepsera®), rtenodosupa
nuszonpokcuna ¢pymapara (Viread®), teHodosupa amadpenamuna, TEeHODOBUDPA,
teHo(oBUpa au3ompokcuia, TeHodoBupa anadeHamuma (¢ymapara, TeHODOBUpA
anapenamuna remudymapara, tenouBynuHa (Tyzeka®) wnu namuBynuna (Epivir-
HBV®), u 1o MeHblueli Mepe OIHUM IOMOJHHUTEIbHBIM TEPANEBTHUECKUM Ar€HTOM,
BBIOpPAaHHBIM M3 TPYMIbL, COCTOSIIEH W3 HMMMYHOMOIYJISITOPOB, MOZIYJSTOPOB toll-
nonoOHbIX perenropos (moayssitopoB TLR-1, TLR-2, TLR-3, TLR-4, TLR-5, TLR-6,
TLR-7, TLR-8, TLR-9, TLR-10, TLR-11, TLR-12 u TLR-13), nurangos peuenrtopa
uHTepdepoHa-anbha, HHCUOUTOPOB  THANYPOHUAA3bI, pekomMOuHaHTHOro  IL-7,
unruouropos HBsAg, coenunenmii, HaneneHubix Ha HbcAg, wuHrHOUTOpPOB
nuKIopMInHA, TepaneBTudeckux BakuuH HBV, npodunakruuyecknx BakumH HBYVY,
uHruOuropos  Bxoma Bupyca HBV, wunaruburopo NTCP, aHTHCMBICIOBOTO
OJIMTOHYKJIEOTHIA, HaleleHHOoro Ha BupycHyro MPHK, kopoTkux uHTEepdepupyromumx
PHK (mMuPHK), w™mukpoPHK areHToB mJii Te€HHOW TepamuM, SHIOHYKJIEA3HBIX
MOJIYJSITOPOB, WHTUOMTOPOB PUOOHYKIEOTUAPEAYKTA3bl, HHTHOUTOPOB € aHTUTEHA
BUpyca rematuta B, OenkoB pekoMOmHaHTHOTrO (aronmurapHoro peunentopa A (SRA),
uHruouTOpoB Src kuHa3bl, WHrHOMTOpoB HBX, mHrHOuTopoB cccDNA, KOpPOTKHX
mmateuHsix PHK (sshRNAs), HBV-anturen, Bkitovast anturena k HBV, HaneneHHbie
Ha TMOBEPXHOCTHbIE AaHTUIeHbI BHpyca remaruta B u Oucnenmduueckue aHTHTENA U
«a"TUTeNOnonoOHbIe» TepanepTuueckue Oenku (Takue kak DARTs®, Duobodies®,
Bites®, XmAbs®, TandAbs ®, mpoussBonusie Fab), antaronmncroB xemoknHa CCR2,
arOHMCTOB THMO3MHA, LTATOKUHOB, HHTHOUTOPOB HYKJIEOMPOTEUHOB (MHTHOUTOPOB siApa
win karncugHoro Oenka HBV), cTUMyNATOpOB MHIYHHPYEMOTO PETHHOEBOW KHCIIOTOH
reHa 1, crumynstopoB NOD2, crumynstopoB NODI, pekoMOMHAaHTHOTO THMO3WHA

anba-1, wHrHOMTOpoB apruHasei-1, aronuctoB STING, wunrunbutopos PI3K,
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AKTUBATOPOB  peuenTopa JUM(POTOKCHHAa-OeTa, UWHrHOUTOPOB penentopa 2B4
€CTEeCTBEHHBIX KJIETOK-KUJUIEPOB, HHTHOUTOPOB reHa 3 akrtuBanuu gumdornutos, CD160
UHTUOUTOPOB, MHIMOUTOPOB IUTOTOKCHYeckoro T-mumdormrapHoro 6enka 4, CD137
WHTHOUTOPOB, MHTUOUTOPOB JIEKTUHO-TIONOOHOTO PEeLenTOpa €CTeCTBEHHBIX KILIEPOB
(unena 1 mopcemeiictea (), TIM-3 wunruOuropos, wunruOuropos B- u T-
auM@orUTapHBIX  aTTeHraTopoB, wuHruoOutopoB CD305, wuHruburopos PD-1,
unruouropos PD-L1, PEG-untepdpepona nsambaa, unrudburopos BTK, monpynsaTopos
TIGIT, wmonymaropoB CD47, wonymstopos SIRPalpha, wmonymsropos ICOS,
moaysitopoB CD27, moaynsitopos CD70, monynaropos OX40, moaynsitopos NKG2D,
monyisitopoB  Tim-4, wmoapymsatopos B7-H4, wmopynaropos B7-H3, wmoapynaropos
NKG2A, wmoaymaropos GITR, wmonynaropos CDI160, wmonynstopos HEVEM,
moayJsitopoB CD161, monynsitopoB Axl, monynsatopoB Mer, monyisitopos Tyro, gene
MOIU(UKATOPOB MK penakTopoB reHos, Takux kak CRISPR (Bkiouasi CRISPR Cas9),
L[UHK-TIAJIbLIEBbIX HyKJea3 miu cuHTetndeckux Hykiead (TALENs) u baruburopos
perkaimu Bupyca renatura B.  CoriacHO HEKOTOPBIM BapuUaHTAM peaM3alUH 110
MeHbLIEH Mepe OJUH JOINOJHUTENbHBbIH TepaneBTUUYEeCKUNH areHT AONOJHUTEIbHO
BbIOpaH W3 WHTUOMTOPOB CEKpEelHH WM COOPKH TOBEPXHOCTHOTO AHTHIeHA BUpYyCa
renatuta B (HBsAg), TCR-nonoOHbIx aHtHTen, UHrHOuTOpoB IDO, snureHeTHYeCKUX

moaudukatopoB cccDNA, IAPs uaruduropos u vaumernkos SMAC.

[0292] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COEIMHEHHE COTJIACHO
HACTOSIIIEMY OMUCAHUIO MK ero (hapMaleBTUYECKH MPHEMJIEMYIO COJIb KOMOMHHUPYIOT C
NEePBbIM JIOTIOJIHUTEIbHBIM TEPANEBTUYECKUM areHTOM, BbIOPAHHBIM M3 TPYIIIIBL
cocrosimed u3: sHTekaBupa (Baraclude®), anedosupa (Hepsera®), tenodosupa
nuszonpokcunia  ¢pymapara (Viread®), teHodosupa amadpenamuma, TEeHODOBHUDA,
TeHOpOBUpa IHM3OMpOKcHiIa, TeHodosupa anadeHamuna ¢Gymapara, TeHOPOBUPA
anapeHamuna remudymapara, tenouBynuHa (Tyzeka®) wim namuBynuna (Epivir-
HBV®) u no MeHblneili Mepe OJHUM JOMOJHUTEIbHBIM TEPANIEBTUYECKUM areHTOM,
BBIOpAHHBIM M3 TPYIIIBI, cOCTOsmed u3 mruHrepdpepona anbda-2b (PEG-UHTpoH®),
Mynsrudepon®, unrephepona ansha 1b (Hapgen®), unrepdepona anbda-2b (Marpon
A®), merwnmupoBanHoro uHTepdepona anbpa-2a (Pegasys®), untepdepona ambda-
nl(Humoferon®), pubaBupuna, wuHTepdepoHa Oera-la (ABonekc®), Bioferon,
Wnrapona, Inmutag (Inferon), Anerepona, Podepona-A, Onuroruna, Zutectra, Shaferon,

untepdepona anvda-2b (AXXO0), Ansdadepona, uareppepona anmsda-2b (BioGeneric
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Pharma), ®epona, wunrepdepon-anspa 2 (CJ), BEVAC, Laferonum, VIPEG,
BLAUFERON-B, BLAUFERON-A, Wurepmakc Alpha, Peanpaupon, Lanstion,
Pegaferon, PDferon-B, wunrepdepona anbgpa-2b (IFN, Laboratorios Bioprofarma),
anbanaTepdepona 2b, Kansdepon, Pegnano, Feronsure, PegiHep, nuarepdepona annda
2b (Zydus-Cadila), Optipeg A, Realfa 2B, Reliferon, unrepdepon anpda-2b (Amega),
unTepdepona anmvda-2b (Virchow), merunarepdepona ansda-2b (Amega), Peadepon-EC,
Proquiferon, Uniferon, Urifron, unrepdepona anbgpa-2b (Changchun Institute of
Biological Products), Anterferon, Shanferon, MOR-22, wunrepnetikuna-2 (IL-2,
Immunex), pexomOuHaHTHOrO YenoBedeckoro wHTepielikuHa-2 (Shenzhen Neptunus),
Layfferon, Ka Shu Ning, Shang Sheng Lei Tai, INTEFEN, SINOGEN, Fukangtai,

Alloferon u uenmMoneikuHa.

[0293] CormacHO KOHKPETHOMY BapHaHTy peallu3allid COEAHMHEHHE COTJIACHO
HACTOSIIEMY OIMUCAHUIO WU ero (hapMaleBTUYECKU MPHUEMIIEMYIO COJIb KOMOUHHUPYIOT C
NEePBBIM  JIOTIOJIHUTEIbHBIM TEPANEBTHYECKUM areHTOM, BBbIOPAHHBIM W3 TPYIIIIBL,
cocrosieit u3: sHTekaBupa (Baraclude®), anedosupa (Hepsera®), tenodosupa
mu3onpokcuna  ¢ymapara (Viread®), tenodoBupa anadeHamuna, TeHODOBHUPA,
teHo(OBUpa au3ompokcuia, TeHodoBupa anadeHamuma (¢ymapara, TeHO(OBUpA
anapeHamuna remudymapara, tenouBynuHa (Tyzeka®) wnm namuBynuna (Epivir-
HBV®), u no MeHbluel Mepe OJHUM JOMOJHHUTENbHBIM TEPANeBTUYECKUM areHTOM,
BBIOPAHHBIM U3 TPYIIIbI, COCTOSIIIEN 13 HHrHOUTOPOB Bxona Bupyca HBV, unruéuropos
NTCP, unruburopos HBx, uarudburopoB cccDNA, HBV-anturen, HaleleHHbIX Ha
NOBEPXHOCTHBIE AHTHIeHbI BHpyca rematura B, xoporkux unHTepdepupyromux PHK
(MuPHK), mukpoPHK areHTOB 111 TeHHOU Tepamuu, KOpoTkux mmmiedHbix PHK
(sshRNAs) 1 UHruOMTOPOB HYKJIEONPOTEHHOB (MHTHOMTOPOB spa WM KalCHUAHOTO

oenka HBV).

[0294] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COENMHEHHE COTJIACHO
HACTOSIIIEMY OMHMCAHUIO I €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
NEPBBIM  AOMOJIHUTECIIBHBIM ~ TEPANICBTUYCCKHUM AarcHTOM, BbI6paHHbIM U3 TPYHIIbL,
cocrosimed u3: sHTekaBupa (Baraclude®), anmedosupa (Hepsera®), tenodosupa
nuszonpokcuyia  ¢pymapara (Viread®), Ttenodosupa amadpenamuma, TEHODOBHUDPA,
TeHopoBUpa IHM3OMpokcHia, TeHodosupa anadenamuna ¢Gymapara, TeHOPOBUPA
anapeHamuna remudymapara, tenouBynuHa (Tyzeka®) wnm namuBynuna (Epivir-

HBV®), omHuM win 7ABYMsl JOMOJHHUTEIBHBIMU TEPANEBTUYSCKUMH AreHTaMH,
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BbIOPAaHHBIMU W3 TPYMIBL, COCTOSIIEH M3 MMMyHOMOIYJISITOPOB, MOXYJSATOPOB toll-
nonodOHbx peuenTopos (MoxyisitopoB TLR-1, TLR-2, TLR-3, TLR-4, TLR-5, TLR-6,
TLR-7, TLR-8, TLR-9, TLR-10, TLR-11, TLR-12 u TLR-13), uaru6buropos HBsAg,
TepaneBTuueckux BakuuH HBV, HBV-anturen, Bxmouas anturena k HBV,
HAalleJICHHbIE Ha TIOBEPXHOCTHBIE AHTUI'€HbI BUpyca rematuta B u Oucnernmduueckue
aHTHUTENAa W «AHTUTENONOAOOHBIE» TepaneBTHUeckue Oenku (takue kak DARTs®,
Duobodies®, Bites®, XmAbs®, TandAbs ®, mnpoussomnbie Fab), unruburopos
LUKJIOPUINHA, CTUMYJATOPOB HHAYLUPYEMOIrO PETHHOEBOW Kkuciotod reHa 1, PD-1
uHrnouropos, PD-L1 uHruOutopos, mHruObutopos aprusassl-1, uarudutopos PI3K u
crumysistopoB NOD2, u ogHMM MM JBYMsI JOTOJHUTENBbHBIMU TEPANeBTHUECKUMHU
areHTaMmy, BIOPAaHHBIMHU U3 TPYIIIBI, COCTOsIIEN H3: HHTMOUTOpOB BXxoxaa Bupyca HBV,
unruouropos  NTCP, wunrunburopos HBx, umaruburopos cccDNA, HBV-anturen,
HAlleJICHHBIX HAa TIOBEPXHOCTHBbIE AaHTUIeHbl BHpyca rematuta B, KopoTkux
unreppepupyromux PHK (MuPHK), mukpoPHK areHToB panst reHHo# Tepamnuu,
koporkux mmmwiedHbix PHK  (sshRNAs), u WHrHOMTOPOB  HYKJIEONPOTEUHOB
(Muaruburopos sapa nnu xkancugaoro 6enxka HBV). CornacHo HEKOTOpbIM BapuaHTam
peanu3alyuy OJUH WUJIM JBa AOMOJHUTEIbHBIX TEPANEeBTUUECKUX areHTa JOMOJHUTEIbHO
BbIOpaHbI M3 MHTHOUTOPOB CEKPELMH WM COOPKH TOBEPXHOCTHOIO aHTUI'€HA BHpPYyCa

renatuta B (HBsAg), TCR-nonoOHeIx anTuten u naruouropos IDO.

[0295] CornacHO HEKOTOPbIM BapuUaHTaM peaTu3aldd COEOUHEHHWE COTJIACHO
HACTOSIIEMY OMHCAHUIO WJIH €ro (hapMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
5-30 mr Tenodosupa anadpenamuma Qymapara, TeHodoBHpa anadeHaMuaa
remudpymapara win TeHodoBupa anapeHamuma. CoriacHO HEKOTOPBIM BapHAHTaM
peanu3aiiy COeANHEHNE COTJIACHO HACTOSILEMY OIMHMCAHHIO WK ero (papMaleBTUYeCKn
MPUEMJIEMYIO COJIb KOMOUMHUPYIOT ¢ 5-10; 5-15; 5-20; 5-25; 25-30; 20-30; 15-30; umu
10-30 wmr Tenodosupa amadpenammma ¢ymapara, TeHodoBHpa ajadeHamuIA
remudpymapara win TeHodosupa anapeHamuna. COrjacHO HEKOTOPBIM BapHaHTaM
peanu3aliy COeAMHEHNE COMIACHO HACTOSILEMY OMHCAHHIO WK ero (papMaleBTHYeCKH
MPUEMJIEMYI0 COJIb KOMOWHHPYIOT ¢ 10 mr TeHodosupa amadenamuna ¢ymapara,
TeHo(oBUpa anadeHamuna remudpymapara win teHoposupa anapeHamuna. CornacHo
HEKOTOPbIM BapHaHTaM pPEeaiM3alii COEINHEHHE COTJIACHO HACTOSILIIEMY OMHCAHHUIO WJIH
ero (¢apMaleBTHUECKH MPHEMIIEMYI0 COJIb KOMOMHHPYIOT ¢ 25 Mr TeHodoBHpa

amadpenamuna ¢ymapara, TeHopoBUpa anmadeHamuaa remudymapara wid TeHo(oBHpa
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anapeHamuna. CoenvHeHNE COTJIACHO HACTOSALIEMY ONMUCAHUIO (HAIpUMep, COEANHEHUE
dopmynbr (I)) MOKHO KOMOMHHUPOBATH C AreHTAMH, OIMHCAHHBIMH B HACTOSIIEM
IOKyMeHTe, B JEOOOH no3upoBke coenuHeHust (Hampumep, or 50 mr mo 500 mr
COeUHEHHSs), KaKk eciu Obl Kakaash KOMOWHAIMs AO3MPOBOK ObLTa CHEUANTBHO U
otaenpHO nepeuncieHa. CoeaMHEHHE COTJIACHO HACTOSIIEMY ONMHCAHUIO (Hampumep,
coequHenne ¢opmynbl (I)) MOXKHO KOMOWMHUpPOBATH C areHTaMH, OIHMCAHHBIMH B
HACTOSIIIEM JTIOKYMEHTE, B JIF00OH NO3UPOBKE COCAMHEHUS (HapuUMep, OT MpUMepHO | Mr
10 npuMepHo 150 Mr coepuHeHus ), Kak ecnu Obl Kakaass KOMOMHAIMSA TO3UPOBOK ObLIa

CIICHUAJIbHO U OTACJIBHO MEPECUNCIICHA.

[0296] CornacHO HEKOTOpPbIM BapuUaHTaM peaIU3alUuUd  COEAUHEHUE COTJIACHO
HACTOSIIEMY ONUCAHUIO WU ero (hapMaleBTUYECKU PHEMIIEMYIO COJIb KOMOUHUPYIOT C
100-400 mr TeHodoBUpa au3ONpoKcHia (ymapata, TeHOPOBHpPA TU3OMPOKCHIA
remuymapara wnu teHopoBupa ausonpokcmia. CoriacHO HEKOTOPbIM BapHUaHTaM
peanu3anuy COeAMHEHNe COTJIACHO HACTOSIEMY OMHMCAHHIO WM ero (papMaleBTH4YeCKH
npueMiIEMyto cosib komOuHUpyrOT ¢ 100-150; 100-200, 100-250; 100-300; 100-350;
150-200; 150-250; 150-300; 150-350; 150-400; 200-250; 200-300; 200-350; 200-400;
250-350; 250-400; 350-400 ummu 300-400 mMr TeHodoBHpa DU3OMPOKCUIA (pymapara,
TeHO(OBUpa AM3OMpPOKCHIa reMupymapara win TeHopoBupa auzonpokcuna. CornacHo
HEKOTOPBHIM BapUAHTAM PEATU3aLIH COSAMHEHHE COrJIACHO HACTOSIIEMY OMUCAHMIO T
ero (apmaueBTHYECKM TpHEMJIEMYIO coyib KOoMOuHupyoT ¢ 300 mr TeHodoBHpa
nusonpokcuia Gpymapara, TeHopoBHUpa AU3OMPOKCHIIa reMudymapara Ui TeHOPOBUPA
au3onpokcuia. CorlacCHO HEKOTOPBIM BapHAaHTAM peajM3allMd COENMHEHHE COTJIACHO
HACTOSIIIEMY OMHMCAHUIO WIIH €ro (hapMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
250 wmr TeHodoBupa aAuW3OMpPOKCHIAa (ymapara, TeHOPOBUpPA JU3OMPOKCHUIIA
remudpymapara uiam TeHodoBupa musonpokcuia. COrjlacHO HEKOTOPbIM BapHAHTaM
peanu3ay COSAMHEHNE COTJIACHO HACTOSIIIEMY ONMHCAHUIO WIH ero (hapMaleBTHIECKH
MpUEeMJIEMYI0 COJib KoMOMHHPYIOT ¢ 150 Mr TeHodoBuUpa nH3OMpOKCcHIa (ymapara,
TeHO(QOBUpa IOU3OMPOKCHIa reMudpymapara WIH TEHOPOBHpPA  AU3OMPOKCHIIA.
CoenuHeHne COrIaCHO HACTOSIIIEMY OMHCAaHUIO (Hampumep, coenuHerne ¢popmydsl (1))
MOKHO KOMOWHHUPOBATh C areéHTaMH, OMHCAHHBIMU B HACTOSLIEM JAOKYMEHTE, B JIOOOM
no3upoBKe coenuHeHus (Hampumep, oT 50 mr go S00 Mr coemuHEeHUs), KaKk eciu Obl
KaXass KOMOMHALUMS JO3UPOBOK OblIa CHENMaJbHO M OTAEIBHO IIEPEUHCIIEHA.

CoenuHeHne COrIaCHO HACTOSIIIEMY OMHCaHUIO (Hampumep, coenuHerne ¢popmydsl (1))
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MOKHO KOMOWHHPOBATH ¢ areHTaMH, OMUCAHHBIMHU B HACTOSIIIEM JOKYMEHTEe, B JIOOOH
JIO3MPOBKE COeAWHEHHUs! (Hampumep, OT mnpuMmepHo | mr go mpumepHo 150 wmr
COCUHEHHS), KaKk eciu Obl Kakhaash KOMOWHAIMs AO3MPOBOK ObLTAa CIHEUANTBHO U

OTACJIbHO NEPCUUCTICHA.

[0297] Takxke B HacTOALEM JOKYMEHTE IPEAJIOKEHO COEAUHEHHE COIVIACHO
HACTOSALIEMY OmucaHuio (Hampumep, coeguHeHwe ¢opmynsl  (I)) wm  ero
dapmanieBTHUECKHU TpUeMJieMasi COJib, H OIUH WIN 00Jiee NOTOJHUTENIbHBIX aKTHBHBIX
uHTpeaueHToB s JjedeHus HBV, nns npumeHenuss B crocobe JieUeHUsS WU

npenotrspauieHuss HBV.

[0298] Takxke B HacCTOALEM JAOKYMEHTE IPEAJIOKEHO COEAUHEHHE COIVIACHO
HACTOsIEMY  OmucaHur (Hampumep, coenuHenue Gopmynsl  (I)) wmum  ero
(bapMaleBTHUECKH TMpHEeMJIeMas COJib, AJIsi TPUMEHEHHS B CIOCO0e JICUeHUsS WIIH
npenotepauienuss HBV, rnme ykasaHHOe coenuHeHue wWiM ero (hapMaleBTHYECKH
npuemMsIeMasi CoJib BBOJSAT OAHOBPEMEHHO, pa3feibHO WJIU IOCIEN0BATENbHO C OJHUM

uu OoJiee TOTIOTHUTENIbHBIX TEPANEBTHUECKUX areHTOB AJist jiedenuss HBV.
VIII. KOMBUHUPOBAHHAA TEPAIIUA NJIsA HCV

[0299] CornacHO HEKOTOPHIM BapHAHTAM pPeAU3aALUU TPEIJIONKEH CIOCco0 JeueHus
win npenorBpamenus uHpexkuuun HCV y denoBeka, HWMEMOINEr0 WM C PUCKOM
BO3SHUKHOBEHHUS WH(EKLUNH, BKIOYAOINI BBEACHUE 4YEJIOBEKY TepaneBTHYECKH
3¢ (}eKTUBHOrO KOJHYECTBA COENUHEHHs COTJIACHO HACTOSILIEMY OMNHMCAHUIO WM €ro
(apMaLeBTHUECKH MTPUEMIIEMOH COJIM, B KOMOMHALIUY C TepaneBTHYECKU 3P PEeKTHBHBIM
KOJINYECTBOM OINHOTO Wiu Oosee (Hampumep, OOWH, ABA, TPU, OAWH WM JIBA, WU OT
OJHOTO IO TPEX) NOMOJHUTENBbHBIX TEPAneBTUYeCKHX areHToB. COrJIaCHO OJHOMY H3
BAPMAHTOB pean3aluu MpemiokeH crnocod sedenuss mHpekumn HCV y uenosexa,
UMEIOIIEro MJIM C PUCKOM BO3HUKHOBEHMsI HWH(EKIUH, BKJIOYAOIUN BBEICHHE
YeJIOBEKY TEpameBTUYeCKH J(PQPEKTUBHOIO KOJUYECTBA COCOUHEHUS COTJIACHO
HACTOSIIIEMY OMHMCAHUIO WIH €ro (apMaLeBTHUECKH MPUEMIIEMOI COM B KOMOMHALIUH C
TepaneBTHIeCK! 3PPEKTHBHBIM KOJUYECTBOM OJHOTO WK Oojiee (HampuMep, OAWH, /B,
TP, OAWH WU JIBa, WJIH OT OJHOTO A0 TPEX) IOMOJHUTENBHBIX TEPANeBTHYECKUX

AIr'€HTOB.
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[0300] CormacHO HEKOTOpbIM BapUaHTaM peajlu3allid B HACTOSALIEM OMNMCAHUU
npemioxked crnocod nedenuss uHpekumn HCV, BKIIOYAOMMIA BBENEHHE MAI[USHTY,
HYKIAIOLIEMyCsl B 3TOM, TepaneBTHYECKH 3(P(PEKTUBHOTO KOJUYECTBA COEAMHEHUS
COIJIACHO HACTOSIIIEMY OITMCAHHUIO MM €ro (papManeBTUYECKH MPHEMJIEMOH COJH B
KOMOMHAIMKU C TepaneBTHYeCKH 3(P(PEeKTHBHBIM KOJUYECTBOM OIHOTO WM Ooiee
JOTOJIHUTENbHBIX TEPANeBTUYECKUX AreHTOB, MOAXOMAIIMX Ui JIedeHUs HHQEKUHUU

HCV.

[0301] CormacHO yka3aHHBIM BBbILI€ BapUaHTaM pealUu3allUd  JOMNOJHUTEIbHBIN
TePareBTHUECKUI areHT MOKET MpPeACTaBisiTh coboii areHT npotuB HCV. Hampuwmep,
COIJIACHO HEKOTOPbIM BapHaHTaM peaInu3aliy JONOJHHUTEIBbHBIN TepaneBTHUECKU
areHT BBIOpaH W3 TPYMIbL, COCTOSILIEH U3 MHTeP(PEepOHOB, PHOABUPHHA HIIH €ro
anasoros, nHrubutopoB NS3 nporeasst HCV, Muruouropos NS4 nporeaszst HCV, HCV
uHruouropo NS3/NS4, uHruOuTopoB anbda-riroko3uaassl 1, renaTonpoTeKTOpPOB,
HYKJICO3HIHBIX WM HYKJIEOTUAHBIX uHruobutopoB NSSB  mommmepasst HCV,
HEeHyKJIeo3uaHbIX MHruOuTopoB NSSB nommmepasst HCV, unruduropos NSS5A HCV,
arouuctoB TLR-7, wunruburopo uwmkiodpminna, unrubutopos IRES HCV u
(apMaKOKMHETUYECKNX  YCHIMTENeH, COeIUHEHHIl, TaKUX Kak OIMCaHHbIE B

US2010/0310512, US2013/0102525 u W0O2013/185093, niu ux KOMOUHALIHIA.

[0302] CornacHO HEKOTOPbIM BapuUaHTaM peau3aldd COEOUHEHHE COTJIACHO
HACTOSIIEMY OMUCaHHUIO (Hampumep, coeauHenue (opmyner (I)) momydeHo B Buzae
TabJIETKH, KOTOpas MOXKET HeoOs3aTeIbHO CONepKaThb OJHO WIIM Oojiee JAPYrHX
coequHenndi, noxxomaumx ana jgedeHuss HCV. CormacHoO HEKOTOPbIM BapHUaHTaM
peanu3anyy TadNeTka MOXKET COIepKaTh APYrOd aKTUBHBIA MHIPEIHMEHT IS JICYCHUS
HCV, Takoli kak wuHTepepoHbl, PHUOABUPHH WM €ro aHajord, WHruouTopsl NS3
nporeassl HCV, unruburoper NS4 mporeasst HCV, HCV wunruburoper NS3/NS4,

WHTHOUTOPBI  alb(a-TIIKO3Uaa3bl 1, TremaTonpOTeKTOPbI, HYKJICO3HWIHbIE WU

HykJieoTuHble HHruOUTOpEl NS5B monumepasst HCV, HeHykieo3ugHble HHIHOUTOPBI
NS5B nonmumepasst HCV, unrudutopsr NSS5A HCV, aronuctel TLR-7, uHruOuTopsI
ukodpminHa, nHruoutopsl IRES HCV u dapMakoknHETHUECKHE YCHIINTENN, WINA UX

KOMOWHALUU.

[0303] CornacHO HEKOTOPHIM BapHaHTaM PEATU3ALH TaKUe TAOJIETKU MOIXOMAST AJIS

JNO3UPOBAHUS OIMH Pa3 B CYTKU.

133



[0304] CornacHo HEKOTOPbIM  BapHaHTaM  pean3aluyd  JONOJIHUTEJIbHBIA

TEPareBTHUECKUI areHT BbIOpaH U3 OJHOTO MK OOoJiee U3:

(1) UuTepdepoHoB, BbIOpaHHBIX W3 TPYMIBI, COCTOALIEH W3 merwinpoBaHHoro rIFN-

anba 2b (PEG-HuTtpon), nerunmuposanHoro rlIFN-ansga 2a (Pegasys), rIFN-anxbdha
2b (Uatpon A), rlFN-aneda 2a (Podepon-A), unrepdpepona ampdpa (MOR-22,
OPC-18, Anbdadepona, Anbpanatus, MynbTudepoH, cydanmuH), uHTephEepOoHa
anbakon-1 (Mudepren), unrepdepona amsda-nl (Bemidepon), unTepdepona
anbpa-n3 (Anpdepon), unreppepona-oera (ABonekc, DL-8234), unrepdepona-
omera (omega DUROS, Biomed 510), ansounrepdepona anbda-2b (Ansdydepon),
IFN ampdpa XL, BLX-883 (Locteron), DA-3021, riImKo3WIMPOBAHHOTO
unreppepona anpdpa-2b  (AVI-005), PEG-Undeprena, IlermnupoBaHHOrO
unrepgpepona aamona (Ilerunuposannoro IL-29) wnu Genedopona, IFN anbda-2b
XL, rIFN-anbda 2a, koucencyc IFN anbda, nadeprena, pedbuda, neruampoBaHHOTO
IFN-6eta, mepopanbHOro uHTepdepoHa anbda, ¢epoHa, peadepoHa, MHTEpMaKca
anbda, r-IFN-Oeta u uHpepreH + akKTUMMYHPHOAaBHPHH M aHAJIOrOB pubaBHpHA,

HarpuMmep, pederona, koneryca, VX-497 u Bupamunusa (tapubaBupuH);

(2) PubaBupuHa 1 €ro aHaJIOrOB, BBIOPAHHBIX M3 TPYIIbI, COCTOSINEH U3 puOaBHUpUHA

(PeGeron, Koneryc) u Tapudbasupuna (Bupamunun),

(3) UnrudburopoB NSSA, BbiOpanHbIX W3 rpynmbl, cocrosimed u3 Coenunenus A.l

(4)

(omucannoro Hmwke), Coenunenust A.2 (onmcanHoro Huxke), CoemuHeHust A.3
(omucannoro Hmwke), ABT-267, Coenunenns A.4 (ommcaHHoro Humxke), JNJ-
47910382, naknaracsupa (BMS-790052), ABT-267, Camaracsupa, MK-8742, MK-
8404, EDP-239, IDX-719, PPI-668, GSK-2336805, ACH-3102, A-831, A-689,
AZD-2836 (A-831), AZD-7295 (A-689) u BMS-790052;

uHruouropos NSS5B  monumepasbl, BBIOPAHHBIX M3 TPYIIBL, COCTOSLICH W3
coocOysupa (GS-7977), Coenunenust A.S (onucannoro Huxke), CoenuHenus A.6
(ommucanHoro Hmke), ABT-333, Coenunenust A.7 (omucannoro Huxke), ABT-072,
Coenunennss A.8 (ommcanHoro Hmke), terodysupa (GS-9190), GS-9669,
TMC647055, ABT-333, ABT-072, cerpobyBupa (ANA-598), IDX-21437,
¢mmbysupa (PF-868554), VX-222, IDX-375, IDX-184, IDX-102, BI-207127,
Basionnuutabuna (NM-283), PSI-6130 (R1656), PSI-7851, BCX-4678, necOysupa
(HCV-796), BILB 1941, MK-0608, NM-107, R7128, VCH-759, GSK625433, XTL-
2125, VCH-916, JTK-652, MK-3281, VBY-708, A848837, GL59728, A-63890, A-
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48773, A-48547, BC-2329, BMS-791325, BILB-1941, AL-335, AL-516 u ACH-
3422;

(5) Unruburopos npoteassl (NS3, NS3-NS4), BeiOpaHHBIX M3 IPYIIIbI, COCTOSINEH U3
Coenunenus A.9, Coegunennst A.10, Coequnenus A.11, ABT-450, Coennnenus
A.12 (onucannoro Huxke), cumernpesupa (TMC-435), 6ouenpesupa (SCH-503034),
Hapianpesupa (SCH-900518), sanunpesupa (MK-7009), MK-5172, nanonpesupa
(ITMN-191), coBanpesupa (ACH-1625), neuenpesupa (ACH-2684), Tenanpesupa
(VX-950), VX-813, VX-500, ¢annanpesupa (BI-201335), acynanpeBupa (BMS-
650032), BMS-605339, VBY-376, PHX-1766, YH5531, BILN-2065, u BILN-2061,

(6) Huruburtopos anbda-rmoko3unasbl 1, BbIOpaHHBIX W3 TPYIIBL, COCTOSALIEH W3
uenrocusupa (MX-3253), Murnurona u UT-231B,;

(7) T'enmaronpoTekTOpOB, BBIOPAHHBIX W3 TPYMIBL, cocrosmed u3 smpukacana (IDN-
6556), ME-3738, GS-9450 (LB-84451), cunubununa 1 MitoQ;

(8) TLR-7 aroHHCTOB, BBIOPAHHBIX M3 TPYIIIbI, COCTOALIEH U3 UMUKBUMOAA, 852A, GS-
9524, ANA-773, ANA-975, AZD-8848 (DSP-3025) u SM-360320;

(9) Uuruburopos nukiaopuInHa, BBIOpaHHBIX U3 rpymmbl, coctosmed n3 DEBIO-025,
SCY-635 u NIM811;

(10) Maruduropos IRES HCV, BbiOpanHbIX U3 rpymibl, cocrosuieit uz MCI-067;

(11) ®apMakOKMHETHYECKUX YCHIIUTENEH, BRIOPAHHBIX M3 IPYIIIBI, cocTosimeii nu3 BAS-
100, SPI-452, PF-4194477, TMC-41629, GS-9350, GS-9585 u pOKCUTPOMHLINHA; U

(12) Apyrux arenroB mporuB HCV, BBIOpaHHBIX W3 TPYMIbI, COCTOSIIEH M3 THMO3WHA
anbga 1 (Zadaxin), Hutazokcanuna (Alinea, NTZ), BIVN-401 (Bupocrat), PYN-17
(amprupexc), KPE02003002, axtmnona (CPG-10101), GS-9525, KRN-7000,
uuBaupa, GI-5005, XTL-6865, BIT225, PTX-111, ITX2865, TT-033i, ANA 971,
NOV-205, Tapsaruna, EHC-18, VGX-410C, EMZ-702, AVI 4065, BMS-650032,
BMS-791325, basurykcumada, MDX-1106 (ONO-4538), Ornydanuna, VX-497
(mepumenonn®) NIMS811, mpousBoaHbIX OEH3MMHAA30Ja, MPOU3BOIHBIX OEH30-
1,2,4-Tnagna3uHa v MPOU3BOIHBIX (PeHUIATIAHIHA,

[0305] Coenunenne A.1 mnpencraensier coboii maruburop NSSA Genka HCV wu

MPEACTABIICHO CIEAYIOLIEN XUMUYECKON CTPYKTYPOU:
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(em., nanpumep, nyOnukammo 3asBku Ha nateHT CIIIA Ne 20100310512 Al).
[0306] Coenunenne A.2 npexacraensier cobod maruburop NSSA u mpencraBiieHO

cleAyroued XUMUYECKON CTPYKTYPOM:

[0307] Coenunenue A.3 mpencrasnsier coboii mHruOurop NSSA u mpencraBieHO

CenyoLed XUMUYECKON CTPYKTYPOM:
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[0308] Coenunenust A.4 npencrasiser cobod wHruOurop NSSA u mnpencraBieHO

cleAyrouled XUMUYECKON CTPYKTYPOIl:

(cm.  nyOmukanumro 3asBku Ha mateHT CIIIA Ne 2013/0102525 u yka3aHHble B Hel

CCBUIKH. )

[0309] Coenunenne A.5 mpencraensier coboit uHrHOuTOop NSSB  Thumb II

MOJMMeEpasbl U NPEACTABIEHO CIAEAYIOLIEN XUMUIECKON CTPYKTYPOI:
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[0310] Coemunenne A.6 mnpencrasisier CoOOW TPOIEKAPCTBO HYKJICOTHUIHOTO
UHrUOWTOpa, NpPEAHA3HAYEHHbIM JUIsI MHruOupoBaHusl perummkanuu supycHoi PHK

nocpenctsoM NSSB nonumepaszst HCV, u npencraBieHo cienyromell XUMHUECKOU

CTPYKTYpOM:
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[0311] Coenunenune A.7 mnpencraBinsieT coboit umHrHOuTOop mnomumepassi HCV u

NPEACTABICHO CIENYIOLEeH CTPYKTYPO:

H
0 N e}
U
N N

NHSO,CHs

(cm. myOnukanmio 3asBkd Ha mateHT CIITA Ne 2013/0102525 u yka3aHHble B Hel
CCBUIKH).
[0312] Coenunenne A.8 mnpencraenser coboit uHrHOWTOp mnonumepasst HCV u

MPEACTABJICHO CIECAYIOLIEH CTPYKTYPOU:

NHSO,CHs
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(cm. mybOnmukanmro 3asBku Ha mateHT CITA Ne 2013/0102525 wm yka3aHHble B Hel
CCBUIKH).
[0313] Coenunenne A.9 mnpencraensier coboit wHrHOMTOpP monmMmepassl HCV u

MPEACTABIICHO CIEAYIOLIEH XUMUYECKON CTPYKTYPOU:

[0314] Coenunenune A.10 mpencraensier coboit mHruOburop mnomumepassr HCV u

MIPENCTABJICHO CIEAYIOLUeH XUMUIECKON CTPYKTYPOIl:
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[0315] Coenunenne A.11 mnpexacraensier coboii uHruOuTop mnomumepassi HCV u

MIPEACTABIICHO CIEAYIOLIEH XUMUYECKON CTPYKTYPOU:
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[0316] Coemunenust A.12 npencrasmsier cobod unruOutop momumepassl HCV u

MPEACTABIICHO CIEAYIOLIEH XUMUYECKON CTPYKTYPOU:

O
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(cm. mybnmukaumio 3asBku Ha mateHT CIIA Ne 2013/0102525 um yka3aHHble B Hel
CCBUIKH).

[0317] CormacHO OAHOMY W3  BApHAHTOB  pEANM3ALMMU  JOMOJHUTEJbHBIN
TEpaneBTUUECKUI areHT, MNpHMEHseMbli B KOMOMHAIMH C (apMareBTHYECKUMHU
KOMITO3MLIMSIMY, ONHMCAHHBIMM B HACTOSIIEM JOKYMEHTE, IMPEACTaBiIseT COOOH
uarnburop NS3  mporeasst HCV. HeorpanuumBaromue npuUMepbl BKIIOYAIOT

creayrolee:

Cl
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[0318] CornacHo ApyromMy BapuaHTy peai3alliy JOMOJHUTEIbHBIN TepaneBTUYECKUN
areHT, TMpPHUMEHseMbli B KOMOWMHAIWMM C (apMalEeBTHUECKUMH KOMITO3ULHSAMHY,
OMHCAaHHBIMH B HACTOSIIIEM TOKYMEHTE, MPENCTABIACT COOOH HHIMONTOP LUKIOPUIHNHA,
BKJIFOYAOLINH, HApUMep, UHIHOUTOp LUKIOpMINHA, packpeiTbii B WO2013/185093.
HeorpannunBaromue npuMepbl B IOMOJHEHHE K IMEPEYHCICHHBIM BBILIIE BKIIOYAIOT

CIeAYIOIIHE:
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U CTEPEON30MEPHI U CMECH UX CTEPEOU30MEPOB.
[0319] CornmacHO KOHKPETHOMY BapUaHTy pealu3alud COEIUHEHHE COTJIACHO
HACTOSIIEMY OMMCAHUIO MIIN €ro (papMaLeBTHUECKU MPUEMIIEMYIO COJIb KOMOUHUPYIOT C
unruouropom NSSB nomumepasst HCV. CorinacHO KOHKPETHOMY BapUaHTy pean3aluu
COEAMHEHHUE COTJIACHO HACTOSAIIEMY OMHMCAHUIO HIIN €ro (papMaleBTHUECKH MPUEMIIEMYIO
conb kKoMOUHUPYIOT ¢ uHruouropom NSSB nommumepaser HCV u nnruduropom NSSA
HCV. CornacHo apyroMy KOHKPETHOMY BapHaHTy pealM3allui COEIUHEHHE COTJIACHO
HACTOSIIEMY OIUCAHUIO WU ero (papMalieBTUYECKU MPHEMIIEMYIO COJIb KOMOUHUPYIOT C
unruduropom NS5B  mnommmepasst HCV, wunruburopom NS3 mporeasst HCV wu
unruouropom NSSA HCV. CornacHo ApyroMy KOHKPETHOMY BAapHAaHTY pealn3alud
COeIMHEeHNE COTJIACHO HACTOSIIEMY OMHMCAHHIO WIIN ero (hapMaLeBTHIECKH MPUEMIIEMYIO
cojib KOMOMHUPYIOT ¢ uHruouropom NSSB mnonumepassr HCV, wunruburopom NS4
nporeassl HCV u wunrnburopom NSS5A HCV. CornmacHo apyromy KOHKPETHOMY
BAPMAHTY peaJM3alliil COEAMHEHHE COMIACHO HACTOSALIEMY OMNHCAHUI WM €ro
(dapMalleBTUUECKU TMPUEMIIEMYEKO) COJIb KOMOWHUpPYIOT ¢ uHrubutopom NSS5B
nojumepasel HCV, unru6uropom NS3/NS4 mporeasst HCV u unruduropom NSSA
HCV. CornacHo apyroMy KOHKPETHOMY BapHaHTY pealM3alliy COEIUHEHHE COTJIACHO
HACTOSIIEMY OMHMCAHUIO WJIH €ro (hapMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
unruoutopom NS3 nporeasst HCV u unrudburopom NSSA HCV. CornacHo npyromy
KOHKPETHOMY BapHAHTY PEATU3allH COSTUHEHNE COTJIACHO HACTOSIIEMY OITMCAHHIO HITH
ero (QapMaleBTHYECKH TPUEMIIEMYIO COJIb KOMOWHHpPYIOT ¢ wuHruoutopom NS4
nporeassl HCV u unarnbutropom NSSA HCV. CornmacHo apyromy KOHKPETHOMY
BApUAHTy peaJn3alliil COEAMHEHHE COMJIACHO HACTOSALIEMY ONHCAHUIO WM €ro
dapManeBTHUECKH TPHUEMIIEMYIO COJb KOMOWHUpPYIOT ¢ uHruomropom NS3/NS4
nporeassl HCV u uarnbutropom NSSA HCV. CornmacHo apyromy KOHKPETHOMY
BAPUAHTY peaJn3alliil COEAMHEHHE COIJIACHO HACTOSALIEMY ONHCAHUIO WIH €ro
bapManeBTHUECKH TPUEMIIEMYIO COJIb KOMOMHHUPYIOT ¢ uHruomropom NS3 mpoteassl

HCV, ¢apmakoknnernuecknm ycunurenem u uHruouropom NSSA HCV. Cormacao
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APYroMy KOHKPETHOMY BAapHaHTy pealu3allid COEAUHEHUE COIJIaCHO HACTOSILIEMY
OMUCAaHUI0O WM ero (apMaleBTHUECKH MPHEMIIEMYI0 COJIb KOMOHHHPYIOT C
uaruOutopom NS4  mporeasst HCV, (dapmakokumHETHYeCKUM  yCUJIUTENIEM U
unruoutopom NSSA HCV. CornacHo Apyromy KOHKPETHOMY BapHaHTy pear3aluu
COEAMHEHHUE COTJIACHO HACTOSIIEMY OMHCAHUIO HIIH €r0 (PapMaLeBTUUECKH PUEMIIEMYIO
coib KoMOUHUPYT ¢ nHruouropom NS3/NS4 nporeasst HCV, papmakoknHeTHUECKUM

ycunureneM u uHruouropom NSS5A HCV.

[0320] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COEIUHEHHE COTJIACHO
HACTOSIIIEMY OMHMCAHUIO MM €ro (papMaLeBTHUECKU IPUEMIIEMYIO COJIb KOMOUHHUPYIOT C
OJHUM, JABYMs, TPEMs, YeTbIpbMs WJIH Ooyiee JOMOJHUTENbHBIMU TEPANeBTHYECKUMU
areHtaMu, BeIOpaHHbIMH U3 cumenpesupa, MK-8742, MK-8408, MK-5172, ABT-450,
ABT-267, ABT-333, codocOysupa, copocOysup + nemumacsup, copocOysup + GS-
5816, codocOysup + GS-9857 + nenunacsup, ABT-450 + ABT-267 + puronasup, ABT-
450 + ABT-267 + pubasupun + puronasup, ABT-450 + ABT-267 + pubasupun + ABT-
333 + puronasup, ABT-530 + ABT-493, MK-8742 + MK-5172, MK-8408 + MK-3682
+ MK-5172, MK-8742 + MK-3682 + MK-5172, naknatacBupa, uHTEp(EpOHa,
nerwimpoBaHHoro uHrepdepona, pudaBupuna, camaraceupa, MK-3682, ACH-3422,
AL-335, IDX-21437, IDX-21459, TteroOyBupa, cerpoOyBHpa, BaJONMUIUTAOMHA,
Oouenpesupa, HapJanpeBrpa, BAHUNPEBUPA, TAHOMPEBUPA, COBANPEBUPA, HELETPEBUPA,
TenanpeBupa, panmanpeBupa, acyHanpesupa, neaunacsupa, GS-5816, GS-9857, ACH-
3102, ACH-3422 + ACH-3102, ACH-3422 + cosamnpesup + ACH-3102, acynamnpesupa,

acyHaripeBup + nakiatacsup, AL-516 u Benpomnpesupa.

[0321] CornacHO HEKOTOPbIM BapuUaHTaM peaTu3aldd COEAUHEHHE COTJIACHO
HACTOSIIEMY OIMMCAHHMIO WJIM €ro (papMaleBTHYECKH MPHEMJIEMYIO COJIb COBMECTHO
BBOAST ¢ cuMernpeBupoM. CoOriacHO HEKOTOPBIM BapHaHTaM pealu3aliy COelUHEHHe
COIJIACHO HACTOSALIEMY OINMHUCAHUIO WM €ro (papMameBTUYECKH NPUEMIIEMYIO COJb
coBmecTHO BBOmAT ¢ MK-8742 unu MK-8408. CornacHO HEKOTOPBIM BapUaHTaM
peanu3any COSAMHEHNE COTJIACHO HACTOSIIIEMY ONMHCAHUIO WIH ero (hapMaleBTHIECKH
pUeMJIEMYI0 cOJib coBMeCTHO BBOAAT ¢ MK-5172. CornacHo HEKOTOpBIM BapHUaHTaM
peanu3any COSAMHEHNE COTJIACHO HACTOSIIIEMY OMHCAHUIO WIH ero (hapMaleBTHIECKH
IIpUEMJIEMYIO COJIb cOBMeCTHO BBOIAT ¢ ABT-450, ABT-267 unu ABT-333. CornacHo
HEKOTOPBIM BapUaHTaM peaau3aliy COeIMHEHHE COTJIACHO HACTOSIIEMY ONMHMCAHUIO WU

ero (hapManeBTUYECKH MPUEMIIEMYIO COJIb COBMECTHO BBOIST ¢ Viekirat (koMOMHAaIms
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ABT-450, ABT-267 u puronaBupa). CoriacHO HEKOTOPBIM BapHUaHTaM peaNN3aLUuN
COEAMHEHHUE COTJIACHO HACTOSIIEMY ONMHCAHUIO WIIH €0 (PapMaleBTHIECKH PUEMIIEMYIO
COJIb COBMECTHO BBOAAT C JakjaTtacBUpoM. (COIJlacHO HEKOTOPbIM BapHUaHTam
peanu3any COSAMHEHNE COTJIACHO HACTOSIIEMY ONMHCAHUIO WIN ero (hapMaleBTHIECKH
NPUEMIIEMYIO COJIb COBMECTHO BBOIAT ¢ codocOyBupom. CoOriacHO HEKOTOPBIM
BapHaHTAM peaju3allild COEAUHEHHE COTJIACHO HACTOSIIEMY OIMCAHUI0 WIH €ro
dapmareBTHUECKH MPUEMJIEMYIO COJIb COBMEeCTHO BBOAAT ¢ Harvoni (codocOysup +
nenunaceup). CoriacHO HEKOTOPBIM BapUaHTaM peaINU3ali{ COEIWHEHHE COTJIACHO
HACTOSIIEMY OIMCAHMIO WM €ro (apMaleBTUYECKH IPHEMIIEMYIO COJIb COBMECTHO
BBOZIAT ¢ codocOyBupoM u GS-5816. CornmacHO HEKOTOPHIM BapuUaHTaM peaNu3alun
COEMHEHHUE COTJIACHO HACTOSAIIEMY ONMHMCAHUIO MK €ro (papMaLeBTHUECKH PUEMIIEMYIO
COJIb COBMECTHO BBOIAT ¢ codocOysupom + GS-9857 + nemunacBupom. CorjacHo
HEKOTOPBIM BapUAHTaM pealn3aliy COCIUHEHHE COIVIACHO HACTOSLIEMY ONUCAHUIO WU
ero (apMaleBTHUECKH MPUEMJIEMYIO COJIb COBMeCTHO BBOIAT ¢ ABT-450 + ABT-267 +
puGaBupuHom + puroHaBupoM. COrjJacHO HEKOTOPBIM BapUAaHTAM pea3alnun
COeIMHEeHNE COTJIACHO HACTOSIIEMY OMHMCAHHIO WIIN ero (hapMaLeBTHIECKH MPUEMIIEMYIO
conb coBMecTHO BBOmsT ¢ ABT-450 + ABT-267 + pubaBupunom + ABT-333 +
putoHaBupoM. COIJIaCHO HEKOTOPbIM BapUaHTaM pealn3allid COeIMHEHHE COTJIAaCHO
HACTOSIIEMY OIMMCAHHMIO WJIM €ro (papMaleBTHYECKH MPHEMJIEMYIO COJIb COBMECTHO
BeoasaT ¢ ABT-530 + ABT-493. CornacHO HEKOTOpPbIM BapHaHTaM peaju3aluu
COEAMHEHUE COTJIACHO HACTOSIIEMY OMHCAHUIO WIH €0 (PapMaLeBTHUECKU PUEMIIEMY O
cosb coBMecTHO BBOAAT ¢ MK-8408 + MK-3682 + MK-5172. CornacHo HEKOTOPbIM
BapHaHTaM peaju3alii COEAUHEHHE COTJIaCHO HACTOSIEeMYy OIHCAHUI0 WU €ro
(dapMalieBTHYECKU TPUEMJIEMYIO COJIb COBMeCTHO BBOmAT ¢ MK-8742 + MK-5172.
CornacHO HEKOTOPBIM BapHaHTaM pealiu3alliid COEAMHEHHE COIJIACHO HACTOSIIEMY
OMUCAHUIO WM ero (papMaLeBTUYECKH MPHEMJIEMYIO COJb COBMECTHO BBOIAT ¢ MK-
3682. CorjacHO HEKOTOpPbIM BapuaHTaM pealu3aluyd COEAUHEHHE COIJIAaCHO
HACTOSIIEMY OITMCAHHMIO WJIM €ro (papMaleBTHYECKH MPHEMIIEMYIO COJIb COBMECTHO
BBOIAT ¢ ACH-3422. CornacHO HEKOTOPBIM BapHaHTaM peau3alli COCIUHECHUE
COIJIACHO HACTOALIEMY OIMHCAHUIO HJIM €ero (papMameBTUYECKH NPUEMIIEMYIO COJb
coMecTHO BBOAAT ¢ AL-335. CornacHo HEKOTOpPBIM BapHaHTaM peaju3aLuu
COEMHEHHUE COTJIACHO HACTOSIIEMY OMHMCAHUIO WIIH €T0 (PapMaLeBTHIECKH PUEMIIEMYIO
cosb coBmecTHO BBOAAT ¢ ACH-3422 + ACH-3102. CornacHo HEKOTOPBIM BapuUaHTam

peam3aniu COCAMHCHHUE COTJIIACHO HACTOAIIEMY ONHNCAHHUIO WUJIN €TI0 q)apMaLIeBTI/ILIeCKI/I
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npuemiieMyto coib coBmecTHO BBOAAT ¢ ACH-3422 + cosanpesupom + ACH-3102.
CornacHO HEKOTOPbIM BapUaHTaM peajiu3alild COEAMHEHHUE COIJIACHO HACTOSIIEMY
OMHCAHUI0 WIH ero (papMaleBTHYECKH MPHEMIIEMYIO COJIb COBMECTHO BBOIAT ¢ GS-
5816. CormacHO HEKOTOpbIM BapUaHTaM pealu3alUy COEAMHEHHE COIJIACHO
HACTOSIIEMY OIMCAHHMIO WM €ro (apMaleBTHUECKH IMPHEMIIEMYIO COJIb COBMECTHO
BBOIAT ¢ (GS-9857. CornacHO HEKOTOPBIM BapHaHTaM peaju3aldd COEIUHEHHE
COIJIACHO HACTOALIEMY OINHCAHUIO HJIM €ro (papMameBTUYECKH NPUEMIIEMYIO COJIb
copMecTHO BBOAAT ¢ IDX-21459. CornacHoO HEKOTOPbIM BapHaHTaM pealu3aLuu
COEAMHEHHUE COTJIACHO HACTOSIIEMY OMHCAHUIO MK €ro (papMaLeBTHUECKH MPUEMIIEMYIO
COJIb COBMECTHO BBOAAT ¢ OouenpeBupoM. CoOriacHO HEKOTOPBIM BapHaHTaM
peanu3anyy COeIMHEHNE COTJIACHO HACTOSIINEMY ONMHCAHUIO WIH ero (apMaleBTHIECKU
IPUEMJIEMYIO COJb COBMECTHO BBOAAT C JjegunacBupoM. CormacHO HEKOTOPBIM
BApHAHTAM pEaJu3alul COEAUHEHHE COTJIACHO HACTOSIIEMY OIHCAHUI) WIH €ro

(bapMaLeBTHUECKH MPUEMIIEMYIO COJIb COBMECTHO BBOAST ¢ AL-516.

[0322] B pasnuunbix cnocobax CoennHeHue A.1 BBOIAT B KOJHYECTBE B JUAIMAa30HE
or mpumepHo 10 wmr/cyrkum no mpumepHo 200 mr/cytku. Hampumep, komuuectso
coenuHeHus: A.1 MOXeT cocTaBysITh mpumepHO 30 MI/CyTKH, MpUMEpHO 45 MI/CYyTKH,
npumMepHo 60 mr/cytku, nmpuMepHo 90 mr/cyTku, nmpumepHO 120 MI/CyTKH, MPUMEPHO
135 wmr/cytku, mpumepHo 150 wmr/cytku, nmpumepHo 180 mr/cyrku. B HeEKOTOpBIX
cnocobax Coenmuenne A.1 BBomsaT mnpu mnpumepHo 90 wmr/cytku. B pasnuunbx
cnocobax CoenuHeHne A.2 BBOIAT B KOJMYECTBE B JUANa3oHe OT mpumepHo S50
mr/cyTku 1o npumepHo 800 mr/cyTku. Hampumep, konu4ecTBO coeiMHEHUsT A.2 MOKET
coctayATe npumepro 100 wmr/cytku, mpumepro 200 mr/cytku wiu npumepHo 400
MI/CyTKH. B HEKOTOpPBIX crioco0ax KOJMYECTBO COeOUHEHHs A.3 COCTABJISIET MPUMEPHO
10 mr/cytku no mpumepHo 200 mr/cytkn. Hampumep, konudectBo coenuHeHHst A.3
MOJKET COCTaBJISITh NMPUMEPHO 25 Mr/CyTku, mpumepHo S50 Mr/cytku, mnpumepHo 75

MI/cyTKH uiam puMepHo 100 mMr/cyTku.

[0323] B pasmmuHbIX criocobax copocOyBHp BBOAST B KOJUYECTBE B JUAMA30HE OT
npumepro 10 wmr/cytku go mpumepro 1000 mr/cytku.  Hampumep, Konm4yecTBo
coocOyBrupa MOXeT cocTaBisTh npumepHo 100 mr/cytkm, mpumepro 200 Mr/cyTkw,
npumepro 300 mr/cytku, nmpumeprno 400 mr/cyTku, mpumepHo S00 Mr/CyTku, MPUMEPHO
600 wmr/cytku, mpumepro 700 wmr/cytkm, mpumepHo 800 mr/cytku. B HEKOTOpBIX

crniocobax coocOyBup BBOIAT npu npuMepHO 400 MI/CyTKH.
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[0324] Takxke B HacTOALEM JOKYMEHTE TMPEAJIOKEHO COEAUHEHHE COIVIACHO
HACTOSALIEMY OMHUCaHuK (Hampumep, coenuHeHwe ¢opmynsl (I)) wmm  ero
dapmManieBTHUECKH TIpHeMJieMasi COJb, W OOWUH WU OoJiee JOTOJHUTEJbHBIX
TepaneBTHUeCKUX areHToB Jis jJeueHus HCV, st npuMeHeHus B Crioco0e JIeYeHUs! WIn

npenorspatienuss HCV.

[0325] Takxke B HacTOALEM JAOKYMEHTE MPEAJIOKEHO COEAUHEHHE COIVIACHO
HACTOsALIEMY oOmucaHuio (Hampumep, coeguHeHwe ¢opmynsl  (I)) wm  ero
dapmMalleBTUUECKU TIpUeMIIeMasi COJib, TPUMEHEHUs] B CIOCOO0e JIeUeHUs WU
npenotspauienust HCV, rune coennHenne win ero papManeBTHIECKH TPUEMIIEMYIO COJIb
BBOJIAT OJHOBPEMEHHO, PpAa3[eNbHO WJIHM IOCIENOBATEIbHO C OJHUM HIH Ooiee

JOMOJHUTEIbHBIMU TEPANIeBTUYECKUMU areHTamu 1J1s edenust HCV.
IX. KOMBHUHHUPOBAHHASA TEPAIIUA JJIS1 BUY

[0326] CornacHO HEKOTOPBHIM BapHAHTAM peaM3aLMH TPEMJIOKEH CIOCO0 JieueHus
win npenorspamenust uHpexknun BHUY y uyenoBeka, MMEIOIIEro WM C PUCKOM
BO3HUKHOBEHUs] HMH(EKLUUH, BKJIIOYAIOIINNA BBEACHHE YEJNOBEKY TEepaneBTUYECKH
3¢ (}EeKTUBHOTO KOJHYECTBA COSMUHEHHsI COTJIACHO HACTOSILEMY OMHCAHUIO WM €ro
(apMaLeBTHUECKH TPUEMIIEMOH COJIM, B KOMOMHALIMU C TepaneBTHYECKU 3PP eKTHBHBIM
KOJIMYECTBOM OJHOTrO Wiu Oojiee (Hampumep, OOWH, N1Ba, TPU, OJUH WM ABA, WU OT
OJTHOTO IO TPEX) NOMOJHHUTENbHBIX TepaneBTUYeCKHX areHToB. COrJIacCHO OJHOMY H3
BAPMAHTOB pEAM3aLUU TMPEIJIONKEeH crnocod jneudenus uHpexkuun BUY y uenosexa,
UMEIOIEro MM C PUCKOM BO3HUKHOBEHMsI HWH(EKIUH, BKJIOYAOIUN BBEICHUE
YeJIOBEKY TepameBTUYeCKH J(PQPEKTUBHOIO KOJUYECTBA COCOUHEHUS COTJIACHO
HACTOSIIEMY OIMMCAHHUIO MJIH ero (hapMaleBTHYECKH MPUEMIIEMON COJIH, B KOMOUHALINY C
TepaneBTHIecKd 3P PEeKTHBHBIM KOJHYECTBOM OJHOTO WK Oojiee (HampuMep, OAHH, /B,
TP, OAWH WJH JIBa, WJIH OT OJHOTO JO TPEX) IOMOJHUTENBHBIX TEePANeBTHYECKUX

AI'€HTOB.

[0327] CormacHO HEKOTOpbIM BapUaHTaM pealu3aldd B HACTOALIEM OMNMCAHUU
npenioxkeH crnocod nedenuss wHpexknun BUY, Brmrodaromuii BBeNEHUE MAIUEHTY,
HYKIAIOLIEMyCsl B 3TOM, TEpaneBTHUYECKH 3(P(PEKTUBHOTO KOJUYECTBA COEAUHEHHS
COTJIACHO HACTOSIIIEMY OITMCAHWI0 MM €ro (papManeBTHYECKH NMPHEMJIEMOH COJH B
KOMOWHAIMM C TepaneBTHYeCKH 3(P(PEeKTHBHBIM KOJUYECTBOM OIHOTO WM Oornee

AOMOJIHUTCIIbHBIX TEPANCBTUYCCKUX ArC€HTOB, MOAXOAALINUX IJid JICUCHUA I/IH(I)GKL[I/II/I
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BHY. CoriacHO HEKOTOPBIM BapHaHTaAM pealu3alliy OIUH WK OoJiee TOMOJTHUTEIbHBIX
TEPANeBTUYECKNX areHTOB BKJIIOYAIOT, HaNPUMEp, ONUH, ABA, TPH, YEThIPE, OIUH WJIU
IIBa, OT OAHOTO J0 TPEX WM OT OJHOTO JI0 YEThIPEX IOMOJIHUTENIbHBIX TEPANEBTHUECKUX

AIr'CHTOB.

[0328] CormacHo yka3aHHBIM BBIIIE€ BapUaHTaM pealu3allud JOMOJHUTEIbHbIN
TEpaieBTHUECKHUI areHT MOXKET MPeACTaBlsATh coboit arent mporus BUU. Hanpuwmep,
COIJIACHO HEKOTOPbIM BapHaHTaM peaIN3aliy JONOJHHUTEIbHBIN TepaneBTHUECKU
areHT BBIOPaH W3 TPYIIbL, COCTOSINEH W3 MHrHOUTOPOB mporeassl BUY,
HEHYKJICO3UAHBIX WJIM HEHYKJIECOTUAHBIX HHTHOUTOPOB 0OpaTHON TpaHckpunTasel BUY,
HYKJICO3UJHBIX WJIM HYKJIEOTHUAHBIX WHIHOMTOPOB OOpaTHOW TpaHckpunrTassli BHY,
uHruOuTopoB uHTerpassl BUY, HHruOMTOPOB HEKATATMTUYECKOrO y4acTKa HMHTErpasbl
BUY (amnmoctepuueckux WHrHOMTOpPOB), uHrubOuropoB Bxoma BHUY (mampumep,
unruduropos CCRS, narudburopos gp41l (T.e. UHTHOUTOPOB CIUSHUS) U UHTHOUTOPOB
npucoenuHenuss CD4), unruoutopoB CXCR4, wunruburopoB gpl20, uUHruOMTOpPOB
GO6PD u HAJI®H-okcunassl, Bakuud BUY, uaruburopos cospesanust BUY, areHToB,
oOpammaroImux  JIATEHTHOCTb  (HampuMep,  HHTCHOUTOPBI  TMCTOHE3aleTHJIA3bl,
UHTHOUTOpPBI TpoTeacoMbl, aktuBaropbl nporenHknHa3bl C (PKC) m mHruOutops
BRD4), coenuHeHui, HanpaBleHHO NEUCTBYOLMX Ha Karcuay BUY («uHrHOMTOpOB
KaIrCUIIbl», HAMpPHUMEp, WHTUOMTOPOB MOJUMEpPHU3ALMH B KaNCHAE WM COCTUHEHUH,
paspymaromux kKarcuny, naruouropos BUU-nykneokancuna p7 (NCp7), MHTHOUTOPOB
Oenka p24 kancuma BUY), papMakOKMHETHYECKUX YCHIIUTEJIEH, WUMMYHOJOTHYECKHUX
Tepanuii (Hampumep, moxayisitopoB Pd-1, monynstopos Pd-L1, monpymstopos toll-
noJo0HBIX perentopoBs, aroHUcToB IL-15), anturen k BUY, Oucnenuduaeckux aHTUTEN
U «aHTHUTEJIONMOAOOHBIXY» TepaneBTudeckux Oenkos (Hanpumep, DARTs®, Duobodies®,
Bites®, XmAbs®, TandAbs®, mpousBoaubie Fab), Bkiro4asi Te, KOTOpbIE HALIEJICHBI HA
gpl20 wmmm gp4l BUY, xOMOMHHPOBAHHBIX JIEKAPCTBEHHBIX cpencts i BUY,
uHrnouropos Oenka pl7 marpukca BUY, antarorncros IL-13, MOOyISITOpOB MENTHIIII-
NPOJINJI-LIUC-TPAHC-U30Mepa3bl A, HMHIHOMTOPOB NPOTEUH-IUCYIb(PHUI-U30MEPa3bI,
aHTAroHUCTOB pelentopa kommiementa CSa, uarudburopos JIHK-metuntpancepassi,
moxayJsitopoB reHa vif BUY, uarnburopos BupycHoro nHpekunonnoro ¢pakropa BMU-
1, uaruburopoB TAT-6enxa, monynstopoB Nef BUU-1, MoayasaTopoB THPO3HHKHHA3HI
Hck, marnburopos kuHasel cMmemanHoro mnpoucxoxkaenus 3 (MLK-3), uHruOuropos

crutaificnara BUU-1, uarnburopos Oenka Rev, aHTaroHNCTOB MHTErpUHA, HHTHOUTOPOB
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HYKJICOIIPOTEHHOB, MOAYJATOPOB (pakTopa CIUTalicHHTa, MOAYJIATOpOB Oenka 1,
cogepxamero nomeH COMM, wunrubmropos BHY-pubonykneassr H, mopymsaTopos
perpouukinHa, uHruouropos CDK-9, wunruburopoB nenppurnoro ICAM-3
3axBaThIBAIOLIEro HenHTerpuHa 1, uarnoutopos 6enka GAG BHY, nnruburopos Oenka
POL BUY, monpynsitopoB ¢akropa komruieMeHTa H, MHrHOUTOPOB yOMXUTHHIIMTa3bl,
UHTUONTOPOB  A€OKCHUIMTUAMHKMHA3BL, HMHCHOUTOPOB MHMKJIMH-3aBUCUMOM KUHA3BI,
CTUMYJISITOPOB  MPOTEeUH-KOHBepTa3bl-PCY, wuHrudburopo ATd-3aBucumoii PHK-
renukazbl  DDX3X, KOMIUIEKCHBIX ~ WHTMOMTOPOB ~ OOpaTHOW  TPaHCKPUITA3BI,
unrnouropos PI3K, coennHeHuii, Takux Kak COEIWHEHHs], PACKPBITbIE B MyOJHUKALUU
WO 2013/006738 (Gilead Sciences), US 2013/0165489 (University of Pennsylvania),
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),
WO02012/145728 (Gilead Sciences), W02013/159064 (Gilead Sciences) u WO
2012/003498 (Gilead Sciences) u WO 2013/006792 (Pharma Resources) u apyrux
JIeKapCTBeHHBbIX cpeacTB s jedenus BUY u ux xomOuHaumii. CorjiacHoO HEKOTOPBIM
BAPUAHTAM pEAJU3aLUN JOMOJHUTEIbHBIN TEPaNeBTHYECKUI areHT JOMOJHHUTEIBHO

BbIOpaH M3 aHTAarOHUCTOB nquMepu3anuu Vif u renHoit Tepanuu npotus BUY.

[0329] CornacHo HEKOTOPBIM BapUaHTaM peann3anun JOTIOJTHUTETbHbBIN
TEPareBTHUECKUH areHT BBIOpAH W3 TPYIIIBL, COCTOSIIIEH M3 WHTHOUTOPOB IMPOTEas3bl
BHY, HeHYKICO3UAHBIX MM HEHYKJICOTUAHBIX HHTHOUTOPOB OOPATHOW TPAHCKPHUIITA3bI
BUY, HyK/I€O3UAHBIX WM HYKJICOTHIHBIX HHTHOUTOPOB OOpPAaTHOH TPaHCKPUITA3bI
BUY, wunruburopo wunrerpazel BUY, WHrHOMTOPOB HEKATAIUTHYECKOTO Y4YaCTKa
uHTerpassl BUY (ayutoctepruueckux HHIHOUTOPOB), (PapMaKOKMHETUUECKUX YCHITUTENEH

U UX KOMOUHALUA.

[0330] CornacHO HEKOTOPbIM BapuUaHTaM peaU3aldd COEOUHEHHE COTJIACHO
HACTOSIIIEMY OIHMCAHUIO MOJYYEeHO B (opMe TaOJIEeTKH, KOTOpash MOKET HeoOs3aTeIbHO
cozepskaTh ONHO Wiu Ooyiee coenuHeHuH, moaxoasmux as jgedenuss BUU. CornacHo
HEKOTOPHIM BapHaHTaM peaju3anuy TablieTKka MOXKET COIepXKaTb IPYrodl aKTHBHBIM
uHrpenueHnt ans  sedeHuss BHMY, Takoil kak wuHrubutopsl mporeasel BHY,
HEHYKJICO3UAHbIE WJIM HEHYKJICOTHAHbIE MHTHOUTOPBI 0OpaTHOH TpaHcKpunTassl BIY,

HYKJICO3UIHbIE WM HYKJIEOTHUIHblE HMHTHOMTOpPbI OOpaTHOH TpaHckpunTasel BHY,
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uHruouropel uHTerpassl BHMY, BHWY uHruOWTOpHI HEKATAIUTHYECKOTO y4YacTKa
uHTerpassl BUY (amnocrepuueckux WHIHOUTOPOB), (papMaKOKMHETUIECKHE YCUITUTENH,

U UX KOMOUHALIUUA.

[0331] CornacHO HEKOTOPHIM BapHaHTAM PEATU3ALMH TaKUe TaONETKU MOIXOASAT AJIS

JO3UPOBAHUS ONMH Pa3 B CYTKH.

[0332] CornacHo HEKOTOPbIM  BapHaHTaM  peaJu3aluyd  JONOJIHUTEJIbHBIN

TEpaneBTHUECKUI areHT BbIOpaH U3 OJHOTO MK OOJiee U3:

(1) KoMOMHHUPOBaHHBIX JIEKAPCTBEHHBIX CPEACTB, BEIOPAHHBIX M3 IPYIIIbI, COCTOSIIIEH U3
ATRIPLA® (3¢aBupeHL+TeHO(OBUP OU3OMPOKCUT (ymapar +3MTpULHUTAOUH),
COMPLERA® (EVIPLERA®, punnuBupuH+TeHO()OBUD IU3OMPOKCHI (pyMapar
+IMTPULINTAOHH), STRIBILD® (anBHuTErpaBUp+KOOHLIKCTATHTEHODOBHUP
AM30mpOKCcHa (ymapar -+oMmrpunuTabuH), nojdyTerpaBup + abakaBup Cyibdar
+I1aMUBYIUH, TRIUMEQ® (nonyterpaBup + abakaBup + JaMUBYIWH) |,
JAMUBYJIUH + HEBUpANUH + 3UAOBYJIUH, AOJyTErpaBUp+pPUINUBUPHH, aTa3aHABUP
cynbgar + koOuimcrar, napyHaBup + KoOOWIHCTAT, 3(paBUpEHL] + JaMUBYAHH +
TeHOo(OBUp AM3ONpOKCHI (ymapar, TeHodoBup anadeHamun remudymapar +
SMTPULUTAOUH + KOOUIMCTAT + JBUTErpaBUp, Vacc-4x + pOMUIETICUH, AapyHABUD
+ tenodoBup anapenamun remupymapart smrpunurabun + xobunmcrat, APH-
0812, panrerpasup + JIAMUBYAWH, KALETRA® (ALUVIA®,
JIOTTMHABHP+PUTOHABUP), aTa3aHaBup cyibpar + puronasup, COMBIVIR®
(3unoByauatnamuyana, AZT+3TC), EPZICOM® (Livexa®, abakaBup cynbdar
+IaMUBYIUH, ABC+3TC), TRIZIVIR® (abakaBup
cyabdart3unopyauatnamuByan, ABC+AZT+3TC), TRUVADA® (teHodoBHp
mu3onpokcun ¢pymapar +amrpunutabun, TDF+FTC), tenodoBup + mamuByauH u
JaMHUBYIUH + TeHO(POBHP IU3OMPOKCHI (PyMapar, a Takxke combinations drugs
BBIOPAHHBIX W3  JIOJYTETPABUP+PWINMBUPUH THUAPOXJIOPUA, AaTa3aHaBUp +
xkobunucrar, reHodoBup anadpeHamun remudymapar + sMTpULUTAOUH, TeHODOBUP
amadpenamun + oSmrpunuTabuH, TeHodoBUp amadeHamun remudymapar +
SMTPULUTAONH + pPWINUBHPUH, TeHOGoBUp anadeHamun + >SMTPULUTAONH +
PWINUBHPHUH, IOOPABHPUH + JamMuByAWH + TeHO(QOBHp u30mpokcun (Qymapar,

JIOpaBHPHUH + JaMHUBYIUH + TEHO(POBUDP TU3OTPOKCHUIT,
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(2) Uuruduropos nporeassl BUY, BBIOpaHHBIX U3 TPYIIIBL, COCTOSINEH U3 aMIIPEHaBUpa,

arazaHaBupa, (ocammpeHaBupa, QocammnpeHaBUpa  KaJbLHsl, HHINHABHPA,
WHIMHAaBUpa CyibdaTa, JIONMMHABUPA, PUTOHAaBHpa, HenduHaBupa, HenduHaBHpa
Me3niaTa, CAaKBHHABHMPA, CAKBUHABHpPA MeE3WJIaTa, THIPAHABHpA, OpeKaHABUPA,

napyHasupa, DG-17, TMB-657 (PPL-100) 1 TMC-310911,

(3) Henykieo3naHbIX MM HEHYKJICOTHIHBIX HHTHOMTOPOB OOPAaTHOH TPAaHCKPHUIITA3BI

BHUY, BbIOpaHHBIX M3 TPYNIBL, COCTOSIIEH W3 IeNaBUPAWHA, [eJNaBUPIUHA
Me3WIaTa, HEBUpPANWHA, STPAaBUPWHA, NANUBUPUHA, NOPaBUPHUHA, PUJINHUBUPUHA,

s¢asupenna, KM-023, VM-1500, nentunan u AIC-292;

(4) Hykneo3uaHbIX UM HYKJIEOTHIHBIX MHIHOUTOPOB 0OpaTHOM TpaHckpunrTassl BHUY,

BbIOpaHHBIX U3 rpymnmel, cocrosueii u3 VIDEX® u VIDEX® EC (aunanosus, ddl),
3UIOBYANHA, SMTPULUTAONHA, TUIAHO3HMHA, CTABYANHA, 3A/ILUTA0NHA, JTAMHBYIHHA,
LieHCaByIMHa, abakaBupa, abakaBupa Cyib(dara, aMIOKCOBHpA, 3JBYLUTAOWHA,
anosyauHa, ¢ochazuna, Go3uByAMHA THIOKCHIIA, aNpUIMTAOMHA, aMIOKCOBHUPA,
KP-1461, ¢ocanByauHa THIOKCWIA, TeHO(OBHpa, TEeHOPOBUpPA TU3OMPOKCHIIA,
TeHO(OBUpa TU3OMPOKCHIa pyMapara, TeHOPOBHpa JU3OMPOKCUIa reMudymapara,
teHodoBupa  anadeHamuna, TeHodoBupa  anadpeHammuma — remudpymapara,
teHodoBupa anadpenamuna ¢ymapara, anedoBupa, anedpoBUpa IUIMHUBOKCUIA U

bectuaBupa;

(5) Uaruburopos unTerpassl BUY, BIOpaHHBIX M3 TPYMIIbI, COCTOSIIEH U3 KYPKYMHUHA,

(6)

MIPOU3BOJAHBIX KYPKYMHHA, IUKOPUEBONH KHUCJIOTBI, MPOU3BOAHBIX IUKOPUEBOI
KUCJIOTBL, 3,5-TMKO(ENIXMHHOW KHCJIOTBI, MPOU3BOIAHBIX 3,5-TUKOPEHIXMHHON
KUCJIOTBI, AyPUHTPUKAPOOHOBOH KHCJIOTBI, NMPOU3BOAHBIX aypPUHTPUKAPOOHOBOH
KUCIIOTBI,  (heHITHIOBOro  3¢pupa  KODEHMHOBOH  KHCIOTHI,  MPOHU3BOIHBIX
bem>THIIOBOTO  3upa KOPEUHOBOW KHUCIOTHl, TUPPOCTHHA, MPOU3BOIHBIX
tupdocTrHa, KBEpLETHHA,  NPOU3BOAHBIX  KBEpLETHHA,  pajTerpaBupa,
SNBUTETPABUpA, IOJyTerpaBupa M KaborerpaBupa, a Takke MHruoutopos
unterpassl BUY BoiOpannbix u3 JTK-351;

WurnbutopoB Hekatamurudeckoro yvacrka wHTerpasel BHUY (NCINL  wum

AJJIOCTEPUYECKNE HHTUOUTOPBI), BBIOpAHHBIX U3 rpynibl, cocrosmein n3 CX-05168,

CX-05045 u CX-14442;

(7) Uaruburopos gp4l BUY, BBIOpaHHBIX W3 TPYMIBL, COCTOsIMEH W3 SHQYBHPTHIA,

cudyBUpTHAA U ANOYBUPTHLA,

(8) Uuruduropos Bxona BHUY, BeIOpaHHBIX U3 IPYIIIbI, COCTOSLIEH U3 IEHUKPUBUPOKA,
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(9) Unaruburopos gpl20 BUY, BeiOpanHBIX U3 rpymmbl, cocrosmed n3 Radha-108
(Receptol) m BMS-663068;

(10) HnrubmropoB CCRS, BbIOpaHHBIX M3 TPYIIBL, COCTOSALIEH W3 aruIaBUPOKA,
BUKPUBHUPOKA, MapaBUpOKa, LeHukpuBupoka, PRO-140, AnanraBupa (RAP-101),
TBR-220 (TAK-220), audesupoka (TD-0232), TD-0680 u vMIP (Haimipu),

(11) HuruburopoB npucoenunenuss CD4, BpIOpaHHBIX W3 TPYIIBL, COCTOALIEH H3
nbanmzymada;

(12) Uuarnburopos CXCR4, BBIOpaHHBIX W3 TPYIIBL, cOCTOsmeH H3 mepuxcadopa,
ALT-1188, vMIP u Haimipu,

(13) dapMakOKMHETHYECKHX YCHJIUTENeH, BBIOPAHHBIX W3 TPYMIbL, COCTOSAMIEH H3
KOOMLIMCTAaTa U PUTOHABUPA,

(14) IMMyHONOrMUECKUX Tepamnuii, BBIOPAHHBIX M3 IPYIIBI, cocTosmel n3 dermaVir,
uHTepaeknuH-7, IlnakBernnn (ruppokcuxiopoxuH), proleukin (annecnetikun, 1L-2),
unreppepona anbda, wuHTepdepoHa anbda-2b, wuHTepdepoHa anbda-n3,
HEerMINPOBAHHOTO uHTephepoHa anbda, nHTepdhepoHa ramma,
I'HApOKCUMOYeBHHAbL, MukodeHomsra modernna (MPA) wu  cnoxHO3pupHOrO
npounsBonHoro mukogpenonsita mopermwna (MMF), WF-10, puGasupuna, IL-2, IL-
12, momumepnoro nommdtunenumuna (PEID), Gepon, VGV-1, MOR-22, BMS-
936559, monynsitopos Toll-mono6ueix perienropos (TLR-1, TLR-2, TLR-3, TLR-4,
TLR-5, TLR-6, TLR-7, TLR-8, TLR-9, TLR-10, TLR-11, TLR-12 u TLR-13),
punraronumona u IR-103;

(15) Bakuun npotus BHY, BbIOpaHHBIX U3 TPYIIIBL, COCTOSLIEH U3 MENTHIHBIX BAKLIHH,
PEKOMOMHAHTHBIX CYObEIMHUYHBIX OCJIKOBBIX BAKLIMH, KMBBIX BEKTOPHBIX BAKLIMH,
JIHK-BakumH, BakIiH Ha OCHOBE BHUPYCOMOAOOHBIX YacTHI[ (TICEBIOBUPHOHHBIX
BakiuH), CD4-npon3BOMHBIX MENTHAHBIX BaKIMH, KOMOWHaIWi BakiuH, rgpl20
(AIDSVAX), ALVAC HIV (vCP1521)/AIDSVAX B/E (gp120) (RV144), Remune,
ITV-1, Contre Vir, Ad5-ENVA-48, DCVax-001 (CDX-2401), PEP-6409,Vacc-4x,
Vacc-C5, VAC-3S, mynbruknagsoro JIHK pekoMOMHAHTHOTO aJeHOBHUpYCa-S
(rAdS), Pennvax-G, VRC-HIV MABO060-00-AB, AVX-101, Bakuuusr Tat Oyi,
AVX-201, HIV-LAMP-vax, Ad35, Ad35-GRIN, NAcGM3/VSSP ISA-51, poly-
ICLC apvtoBanTHbix BakiuH, Tatlmmune, GTU-multiHIV (FIT-06), AGS-004,
gp140[delta]V2. TV1+ MF-59, Bakumasl rVSVIN Gag HIV-1, Bakuunsl SeV-Gag,
AT-20, DNK-4, Ad35-GRIN/ENV, TBC-M4, HIVAX , HIVAX-2, NYVAC-HIV-
PT1, NYVAC-HIV-PT4, DNA-HIV-PT123, Vichrepol, rAAV1-PG9DP, GOVX-
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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, ETV-01
u DNA-AdS gag/pol/nef/nev (HVTNS0S), a Takke BakumH mnporus BHY,
BbIOpaHHBIX U3 BakLMHBI MOHOMepHOro gpl120 BMY-1 nogruna C (Novartis), BUU-
TriMix-mRNA, MVATG-17401, ETV-01, CDX-1401 u rcAd26.MOS1. HIV-Env;

(16) amturen x BHY, Oucneumduueckux aHTHTET U KAHTUTEJNONOAOOHBIX)
TepaneBTHueckux OenkoB (Hampumep, DARTs®, Duobodies®, Bites®, XmAbs®,
TandAbs ®, npomsBonnbix Fab), Bkmouass BMS-936559, TMB-360 u te, koTOpbIe
HaueneHsl Ha gpl20 wmmm gp4l BUY, BbIOpaHHbIE U3 TIPYMIbL, COCTOALIEH U3
basutykcumada, UB-421, C2FS, C2G12, C4E10, C2F5+C2G12+C4E10, 3-BNC-
117 , PGT145, PGT121, MDXO010 (ununmumymab), VRCO1, A32, 7B2, 10E8 u
VRCO07, a taxxe antutena k BUY, Takue kak VRC-07-523;

(17) arenToB, oOpalarOIMX JATEHTHOCTb, BBIOPAHHBIX W3 TPYIIBL, COCTOSIIEH W3
UHTHOUTOPOB TMCTOHIE3aleTHNIa3bl, TAaKMX KaK pPOMUAENICUH, BOPUHOCTAT,
NaHOOMHOCTAT, WHrUOUTOPOB MPOTEACOMBI, TAaKMX Kak Velcade; akTUBAaTOpOB
nporeunkuHasbl C (PKC), Takux kak Uunonakram, [Ipoctpatun, Ingenol B u DAG-
naxktonbl, Monomunun, GSK-343, PMA, SAHA, unruburopsr BRD4, 1L-15, JQI,
mucynbpupam u amporepurus B;

(18) wunruburopoB BHY-nykneokancuna p7 (NCp7), BbIOpaHHBIX W3 TpYIIIbI,
COCTOsIIIIeH U3 a3oauKkapOoOHaMHIa;

(19) maruburtopos cospeBanus BHY, BbIOpaHHBIX W3 rpynmbl, cocrosmeil nu3 BMS-
955176 u GSK-2838232;

(20) marundurtopos PI3K, BbIOpaHHBIX W3 TpyNIbl, COCTOALIEH U3 muenaaucuda, AZD-
8186, Oymapmucuba, CLR-457, nuktunucuba, HepaTwiucuda, puroceptuda,
puroceptuda Harpusi, EN-3342, TGR-1202, annenucuba, nysenucuda, UCB-5857,
tazenucubda, XL-765, remaromucuba, VS-5584, komammmcuba, CAI oporara,
nepudocuna, RG-7666, GSK-2636771, DS-7423, nanymmcuba, GSK-2269557,
GSK-2126458, CUDC-907, PQR-309, INCB-040093, nunapamucuba, BAY-
1082439, puquitinib mesmmat, SAR-245409, AMG-319, RP-6530, ZSTK-474,
MLN-1117, SF-1126, RV-1729, conomucubda, LY-3023414, SAR-260301 u CLR-
1401;

(21) coenunennii, onucanHbix B WO 2004/096286 (Gilead Sciences), WO 2006/110157
(Gilead Sciences), WO 2006/015261 (Gilead Sciences), WO 2013/006738 (Gilead
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Sciences), US 2013/0165489 (University of Pennsylvania), 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),
WO02012/003497 (Gilead Sciences), WO02014/100323 (Gilead Sciences),
WO02012/145728 (Gilead Sciences), WO02013/159064 (Gilead Sciences) u WO
2012/003498 (Gilead Sciences); u

(22) npyrux neKapcTBEHHBIX CpenacTB aus jedeHuss BMY, BBIOpaHHBIX W3 TPYIIIbI,
cocrosmert n3 BanLec, MK-8507, AG-1105, TR-452, MK-8591, REP 9, CYT-107,
amucriopusupa, NOV-205, IND-02, wmerenkedpanuna, PGN-007, anemanHaHa,
raMiUMyHa, mponactuHa, 1,5-nukadeonnxunoBoii kuciors, BIT-225, RPI-MN,
VSSP, Hlviral, IMO-3100, SB-728-T, RPI-MN, VIR-576, HGTV-43, MK-1376,
rBHY7-shl-TAR-CCR5RZ, rennoii tepanuu MazF, BlockAide, ABX-464, SCY-
635, HantpekcoHa U PA-1050040 (PA-040); u apyrux jeKkapCTBEHHBIX CPECTB AJIs
nedenus: BUY, BbiOpanHbIx 13 reHHor Tepamun AAV-eCD4-Ig, TEV-90110, TEV-
90112, TEV-90111, TEV-90113, nepepunpona u HS-10234.

[0333] CornacHo HEKOTOPBIM BApUAHTAM peanuzanuu JONOJIHUTEIbHbII

TeparieBTUYECKU areHT MPEeNCTaBjsieT co0oM coemuHeHue, omucaHHoe B US 2014-

0221356 (Gilead Sciences, Inc.), Hanpumep (2R,5S,13aR)-N-(2,4-qudropdben3mn)-8-

4,5,7,9,13,13a-okTaruapo-2,5-

2 YT

TUAPOKCU-7,9-noKCOo-2,3
meTtaHonupuno[1',2":4,5 Jmupasuno[2,1-b][ 1,3 Jokcazenun-10-kapbokcamun,
(2S,5R,13aS)-N~(2,4-mudpropben3mn)-8-runpokcu-7,9-nuokco-2,3,4,5,7,9,13,13a-
okTaruapo-2,5-meranonupuno| 1',2":4,5Snupasuno[2,1-b][ 1,3 Jokcazenmn-10-
kapOokcamuy, (1S,4R,12aR)-N-(2,4-nupropbensmn)-7-ruipokcu-6,8-1HoKco-
1,2,3,4,6,8,12,12a-okraruapo-1,4-mertanogunupuno| 1,2-a:1',2'-d Jmupa3un-9-
kapOokcamuy, (1R,48S,12aR)-7-runpokcu-6,8-nuokco-N-(2,4,6-rpudropdbeH3nn)-
1,2,3,4,6,8,12,12a-okraruapo-1,4-mertanogunupuno| 1,2-a:1',2'-d Jmupa3un-9-
kapOokcamuy, (2R,58,13aR)-8-runpokcu-7,9-nuokco-N-(2,4,6-rpudropdbeH3nn)-
2,3,4,5,7,9,13,13a-okraruapo-2,5-meranonupuao| 1',2":4,5 |nupasuno| 2, 1-
b][1,3]okcazenun-10-kapOokcamun, U (1R,4S,12aR)-N-(2,4-nudropdbensnn)-7-
runpokcu-6,8-guokco-1,2,3,4,6,8,12,12a-okraruapo-1,4-meranonunupunof 1,2-a:1',2'-
d]mupasun-9-kap6okcamua, US2015-0018298 (Gilead Sciences, Inc.) m US2015-
0018359 (Gilead Sciences, Inc.),
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[0334] CornacHO HEKOTOPbIM BapuUaHTaM peaIU3aldd COEAUHEHHE COTJIACHO
HACTOSIIIEMY OMHMCAHUIO TN €ro (hapMaLeBTHUECKH MPUEMIIEMYIO COJIb KOMOUHHUPYIOT C
OOHUM, ABYMs, TPEMs, YCTbIPbMS WA 6onee AOMOJIHUTEJIbHBIMU TCPANICBTUYCCKUMU
arentamu.  CorjacHO HEKOTOpPBIM BapuUaHTaM pealu3alii COEAMHEHUE COIJIaCHO
HACTOSIIIEMY OMHMCAHUIO TN €ro (papMaLeBTHUECKH MPUEMIIEMYIO COJIb KOMOUHUPYIOT C
ABYMA AOMOJIHUTCIIbHBIMU TCPANCBTUYCCKUMH ar€HTaMH. CornacHo APYruM BapHuaHTaM
peanu3anyy COeIMHEHNE COTJIACHO HACTOSIIEMY ONMHCAHUIO WIIH ero (papMaleBTHUECKU
NPUEMJIEMYIO COJIb KOMOMHHPYIOT C TpPeMsl JAONOJHHUTENbHBIMU TEPareBTHYECKUMU
areHtaMu. COIJacHO JOMOJHUTENbHBIM BapUAHTAM pean3allid COEJUHEHHE COTJIACHO
HACTOSIIEMY OMHMCAHUIO WM €ro (papMaLeBTHUECKU MPUEMIIEMYIO COJIb KOMOUHUPYIOT C
YETHIPbMsI AOTOJIHUTENbHBIMYU TePaNeBTHUECKUMU areHTamMu. OpauH, ABa, TPU, YETbIPE
wii 0ojiee JOMOJNHUTEIbHBIX TEPANEBTHUECKUX AreHTOB MOTYT OBITb Pa3IuYHBIMU
TEPareBTUUECKUMH areHTaMH, BbIOPAaHHBIMM M3 OJHOTO M TOrO K€ KJjacca
TEPareBTHUECKUX AareHTOB, W/WJIM OHU MOTYT ObITh BbIOPaHbI M3 Pa3HBIX KIJIACCOB

TEPANICBTUICCKUX ar€HTOB.

[0335] CornacHO KOHKPETHOMY BapUaHTy peajlu3allid COEJUHEHHE COIJIACHO
HACTOSIIEMY OIUCAHUIO WU ero (hapMaleBTUIECKU NPHEMIIEMYIO COJb KOMOUHUPYIOT C
HYKJICO3UHBIM WJIM HYKJIEOTHMAHBIM HHTHOUTOPOM OOpaTHOM TpaHckpunrassli BUY u
HEHYKJICO3UAHBIM UHruoutopoMm obparHoit Tpanckpuntasel BUU. CormacHo npyromy
KOHKPETHOMY BapHaHTy peajnu3aliy COCIUHEHNE COTJIACHO HACTOSAIIEMY ONMCAHUIO WIIN
ero (apMaLeBTHYECKH MPHEMIIEMYI) COJIb KOMOWMHHUPYIOT C HYKJICO3HIHBIM MU
HYKJICOTUIHBIM HHTHOUTOPOM o0paTHOW TpaHckpuntassl BUY, u coenuHeHHEM,
uHrnoupyroumm nporeasy BUU. CornacHO IOMONHUTENBHOMY BAapUAaHTy peau3alliu
COEMHEHHUE COTJIACHO HACTOSIIEMY OMHCAHUIO WIIH ero (PapMaLeBTHIECKU MPUEMIIEMY O
COJIb KOMOMHHMPYIOT HYKJIEO3MIHBIM WM HYKJICOTHUIHBIM HHIHOMUTOPOM OOpaTHOH
TpaHckpunrassl BUY, HeHyKI1€03uaHBIM HHTHOUTOPOM 00paTHOM TpaHckpunTassl BUY,
U coennHeHueM, uHruOupyromuM nporeasy BHUY. CoriacHO IOMOTHHUTETEHOMY
BAPMAHTY pEANM3aLMM COCIUHEHHE COINIACHO HACTOSIEMY OIHUCAaHUI) WIH €ro
dapManeBTHUECKH  MPUEMJIEMYIO  COJb, KOMOWHHPYIOT  HYKJICO3HIHBIM  HJIH
HYKJICOTUIHBIM HMHTHOMTOpPOM o0OpaTHOH TpaHckpunTazel BHUY, HeHyKI€O3UIHBIM
uHruouTopoM obpatHOI Tpanckpunrassl BUY, u papMakOKMHETHUECKUM YCHITUTENIEM.
CornacHO HEKOTOPbIM BapHUaHTaM peajiu3alliid COEAMHEHHUE COIJIACHO HACTOsIIEMY

OTHCAHMIO WK €r0 (papMarieBTUYECKH MPUEMIIEMYIO COJIb KOMOWHHUPYIOT C 110 MEHBLIEH
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Mepe OJHHUM HYKJICO3UAHBIM HHTHOMTOPOM 0OpaTHOW TpaHcKkpunrassl BHY,
UHTUOUTOPOM HMHTErpasbl U (papMakOKHMHETHUECKUM ycwinuteiaeM. COriacHo Apyromy
BAPMAHTY pEANM3alMM COCJUHEHUE COIJIACHO HACTOSIIEMY OIHCAaHUID WIH €ro
bapMaleBTHUECKH MPHEMIIEMYIO COJIb, KOMOWHUPYIOT C ABYMSI HYKJICO3UAHBIMH WU

HYKJICOTUIHBIMH UHTUOHTOpaMu oOpaTtHOi Tpanckpunrassl BUY.

[0336] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COEIUHEHHE COTJIACHO
HACTOSIIIEMY OMUCAHUIO WU ero (hapMaleBTUYECKH MPHEMJIEMYIO COJIb KOMOUHUPYIOT C
OIHHM, IBYMsI, TPEMs, HYETbIPbMsI WJIM OoJjiee IOMOJHUTENbHBIMH TEepPaneBTHYECKUMHU
areHTamy, BblOpaHHBIMH U3 Triumeq® (momyrerpaBup+abakaBup +IaMHUBYAHH),
nonyrerpasup + abakaBupa cynbdar + JgamuByauH, panrerpasup, Truvada®
(TeHodoBupa nausonpokcun (ymapar +omrpunmradbun, TDF+FTC), wmapasupoka,
sHpyBupTHaa, Epzicom® (Livexa®, abakaBupa cyibdar +namusyaun, ABCH3TC),
Trizivir® (abakasup cynbdar+3unoyauntiaamuByan, ABC+AZT+3TC), anedosupa,
anepoBupa aunuBokcmia, Stribild ®  (3;mBuTerpaBuptkoOunMCTaTHTEHO(OBHpA
AU30IPOKCHI (pymapar +3MTpULUTAONH), PUINUBUPUHA, PUINUBUPUHA THIPOXJIOPUA,
Complera®  (Eviplera®,  puinuBupun+TeHoQOBHpa  AM3OMPOKCHI  (pymapar
+amrpunuradun), KobOumucrara, Atripla® (3¢daBupenu+renodoBupa ITU3OMPOKCHIT
bymapar -+>MTpULMTAOHMH), aTa3aHaBUpa, aTa3aHaBUpa Cyibdarta, HOJyTErpaBHpa,
snurerpasupa, Aluvia®  (Kaletra®,  nonuHaBUp+pUTOHABUp),  PUTOHABHUDA,
SMTpULUTAONHA, aTa3aHaBupa Cyiabpar + pHUTOHABUD, HAapyHABHUpPA, JIAMHBYIWHA,
IIponactuHa, ¢docammnpenaBupa, pocammnpeHaBupa KaipLusi, ddaBupenna, Combivir®
(3unoBynuatnamuyane, AZT+3TC), stpaBupuHa, HenpuHaBHpa, HeIPUHABHPA
Me3unata, nHTepdepoHa, TMIaHO3MHA, CTABYAMHA, MHAWHABHPA, UHANHABHpPA CyJbdara,
TeHO(OBUp + JAMUBYIHMH, 3UAOBYAMHA, HEBUpAIMHA, CAaKBUHABHPA, CAaKBHHABUPA
Me3usiaTa, ajfaeciekuHa, 3aiUuTa0dnHa, THIpaHABHpA, aMIIPEHABHpA, AEIABUPINHA,
nenasupanHa Meswnata, Radha-108 (Receptol), Hlviral, namuBynua + TeHOodoBHpa
au3onpokcun  gymapar, sdaBupeH + JIaMUBYOMH + TeHO(OBHpa IU3OMPOKCHI
dbymaparta, ¢pocdasuna, JaMUBYAWH + HEBUPAINUH + 3UIOBYIUH, adakaBupa, abakaBupa
cyibdara, TeHOPOBHpPA, TEHOPOBUPA ITUIOMPOKCHIA, TeHO(OBUPA TU3OMPOKCHIT
¢dymapara, TeHopoBHpa anadpeHamuna U TeHodoBupa anmadenamuna remudymapara.
CornacHO HEKOTOpbIM BapHaHTaM pealu3allyl OJAWH, [Ba, TPU, YeThipe WiH OoJjee
JOMOJHUTENbHbIX ~ TEPANeBTHYECKUX  areHTOB  JOMOJHHUTENbHO  BbIOpaHbl U3

panTerpaBupa + JJaMUBYAWMHA, aTa3aHaBHpa Cyibdara + KOOMLMCTATa, aTa3aHaBUpa +
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koOuLucTara, napyHasupa + koOuIucrara, JapyHaBupa + KOOHWIMCTaTa, aTa3aHaBHpa

cysbdara + kodunucraTta, aTa3aHaBupa + KOOULIUCTATA.

[0337] CornmacHO KOHKPETHOMY BapUaHTy pealu3alud COEIUHEHHE COTJIACHO
HACTOSIIIEMY ONMUCAHUIO WIIH ero (hapMaleBTUYECKH MPHEMJIEMYIO COJIb KOMOMHUPYIOT C
OIHHM, IBYMsI, TPEMs, UETbIPbMsI WJIM OoJjiee IOMOJHUTENbHBIMH TEepPaneBTHUYSCKHUMHU
areHTamu, BblOpaHHBIMH U3 Triumeq® (momyrerpaBup+abakaBup +IaMHUBYAHH),
nonyrerpasup + abakaBup cyibdar + raMuByauH, panrerpasup, Truvada® (tenodosup
nuszonpokcun ¢ymapar +amrpuuutadbun, TDF+FTC), wmapaBupok, sHpyBUpTHI
Epzicom® (Livexa®, abakaBup cynapdpar +namusyaud, ABCH3TC), Trizivir®
(abakaBup cynbpar+sugopyauatnamuyand, ABC+AZT+3TC), anedosup, amnedosup
murmBokcut,  Stribild  ®  (s;BuTerpaBup+koOuIMCTATTEHOQOBUP  TU3OMPOKCHI
dymapar +>MTpULUMTAOMH), PWINUBHPHH, pwianuBupuH rugpoxmnopun, Complera®
(Eviplera®, puinuBupuHTTEHOGOBUP OU3OMPOKCHI (ymapar +3MTpULHTAONH),
koOuLucTaTa, Atripla® (3¢aBupens+renodoBup JU30TPOKCHUIT bymapar
+IMTPULIUTAONH), aTa3aHaBUPA, aTa3zaHaBUpa cyibpara, JOJTyTerpaBupa,
snurerpasupa,  Aluvia®  (Kaletra®,  nonuHaBUp+pPUTOHABHP),  PUTOHABUPA,
SMTPULIMTAOWHA, aTa3aHaBHpa CyJbpaT + PUTOHABUPA, AApPYHABUPA, JAMHBYIUHA,
Prolastin, ¢o3amnpenasupa, ¢oszamnpeHaBupa kanbius, 3¢asupensa, Combivir®
(3unoBynuatnamuyaua, AZT+3TC), osTpaBupuHa, HenpuHaBHpa, HEIPUHABHPA
me3uata, HHTepdepoHa, MIaHO3KMHA, CTABYAMHA, MHAWHABUPA, UHANHABHpPA Cybdara,
TeHO(pOBUpa + JAMHUBYAMHA, 3UIOBYIMHA, HEBHpANWHA, CAKBHHABUPA, CAKBHHABHUP
Me3uiaTa, ajblecielKnHa, 3aiUuTa0dnHa, THIpaHABHpA, aMIIpeHABHPA, AETaBUPIMHA,
nenasupanHa Mesuiata, Radha-108 (Receptol), Hlviral, namuBynuaa + TerodoBmupa
au3onpokcuia (¢ymapara, 3paBupeHsa + jJaMuBynMHAa + TeHO(OBHpPA IU30MPOKCHUIIA
dbymapara, pocdhasuna, namuBynuHa + HeBUpamuHa + 3umoByauHa, (2R,5S,13aR)-N-

(2,4-mu¢propbensmn)-8-runpokcu-7,9-nnokco-2,3,4,5,7,9

,3,4,5,7,9,13,13a-okTarunpo-2,5-
metaHormupuno[1',2":4,5 Jmupasuno[2,1-b][ 1,3 JokcazenuHn-10-kapOokcamuna,
(2S,5R,13aS)-N~(2,4-mudropben3mn)-8-runpokcu-7,9-nuokco-2,3,4,5,7,9,13,13a-
okTarunpo-2,5-meranonupuno| 1',2":4,5nupasuno[2,1-b][ 1,3 Jokcazenmn-10-
kapOokcamuza, (1S,4R,12aR)-N-(2,4-nupropbensmn)-7-rugpokcu-06,8-1moKco-
1,2,3,4,6,8,12,12a-okraruapo-1,4-mertanogunupuno| 1,2-a:1',2'-d Jnupasun-9-
kapOokcamuza, (1R,4S,12aR)-7-runpokcu-6,8-nuokco-N-(2,4,6-rpudropdeH3nn)-
1,2

2¥ TaTaTS

3,4,6,8,12,12a-okraruapo-1,4-mertanogunupuno| 1,2-a: 1',2'-d Jnupazun-9-
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kapOokcamuza, (2R,58,13aR)-8-runpoxkcu-7,9-nuokco-N-(2,4,6-rpudropOeH3nn)-
2,3,4,5,7,9,13,13a-okraruapo-2,5-meranonupuao| 1',2":4,5 |nupasuno| 2, 1-
b][1,3]okcazenuH-10-kapOokcamun, u (1R,45,12aR)-N-(2,4-nudropOensmn)-7-
rupokcu-6,8-auokco-1,2,3,4,6,8,12,12a-okraruapo-1,4-meranogunupunof 1,2-a: 1',2'-
d]mupasun-9-kapOokcamuaa, abakaBupa, abakaBupa  cyibdarta, TeHODOBHpA,
TeHO(pOBHpa AU3OMPOKCHIA, TeHo(OoBHpa IU3OMpOKCcHia ¢ymapata, TeHOPOBHUpA

anapeHamuna u TeHoposupa anadpenamuna remudpymapara.

[0338] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COEIUHEHHE COTJIACHO
HACTOSLIEMY OMUCAHHUIO WM ero (papMalleBTUYECKU MTPUEMIIEMYIO COJIb KOMOMHUPYIOT C
abaxaBup cynbdar, TeHopoBHp, TEHOGOBUP NU3OMPOKCHI, TEHODOBUDP TU3OMPOKCHIT
dbymapar, TenodpoBup nuzonpokcusn remudymapar, TeHodoBup amadpeHaAMuA HIU

TeHo(oBUp anapeHamun remudymapar.

[0339] CormacHO KOHKPETHOMY BapHaHTy peallu3allud COEAMHEHHE COTJIACHO
HACTOSIIEMY OTMHCAHUIO WJIH €ro (hapMaLEeBTHUECKH PUEMIIEMYIO COJIb KOMOMHUPYIOT C
TeHO(OBUPOM, TeHO(DOBHPA AM3OMPOKCUIOM, TeHO(OBHpa AM3OMPOKCHIA (pymaparom,

TeHo(oBUpa anapeHamuaoM uin TeHodosupa anadeHamuna remudymapaTom.

[0340] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COSIMHEHHE COTJIACHO
HACTOSIIEMY OMHMCAHUIO WJIH €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
NEPBBIM  OOMNOJIHUTEJIbHBIM  TEPANICBTUYCCKHUM arc¢HTOM, BbI6paHHbIM U3 TI'PYHIIb,
cocrosimeid wu3. abakaBupa cynbdara, TeHodoBHupa, TeHOPOBHpPA IUSOMPOKCHIIA,
TeHOpOBHpa IU3ONMPOKCUIa (Qymapara, TeHOopoBUpa ajnadeHamMuna W TEHOPOBUD
anadpeHamuna reMudymaparta, U BTOPbIM JAOMOJHUTEIBHBIM TEPATIEBTUYECKIM areHTOM,

BBIOPAHHBIM U3 TPYIIIBL, COCTOSIIEH U3 SMTPULIUTAOWHA U JJAMUBYAHHA.

[0341] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COENMHEHHE COTJIACHO
HACTOSIIIEMY OMHMCAHUIO WIIH €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
NEPBBIM  AOMOJIHUTEIIBHBIM  TEPANICBTUYCCKHUM Aarc¢HTOM, BbI6paHHbIM U3 TPYHIIbL,
cocrosimei u3: TeHo(OBUpa, TEHOPOBUPA MU3OMPOKCHIIA, TEHOPOBUpPA TU3OMPOKCHIIA
dbymapara, TeHodosupa anadpenamuna u teHodoBHpa anadeHamuna remudymapara, u
BTOPbIM JOMOJHUTCIIbHBIM TCPANCBTUICCKUM arcHTOM, A€ BTOpOI\/'I HOHOHHHTeHbeIﬁ

TEPaNeBTUUECKUH areHT MPeICTaBIseT COO0H HYMTPULIUTAOHH.

[0342] CornacHO HEKOTOPbIM BapuUaHTaM peaTU3aldd COEOUHEHHE COTJIACHO

HACTOSIIEMY OMHMCAHUIO TN €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOMHUPYIOT C
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5-30 mr TenHodoBupa anadpenamuma Qymapara, TeHodoBHpa anmadeHamMuaa
remudpymapara win teHodosupa anapenamuna u 200 mr smrpurmprabura.  CoriacHo
HEKOTOPbIM BapHaHTaM pPeaM3alii COEMHEHHE COTJIACHO HACTOSILIEMY OMHCAHHUIO WJIH
ero ¢apMaleBTUUECKU MPUEMIIEMYIO COJTb KOMOUHUPYIOT ¢ 5-10; 5-15; 5-20; 5-25; 25-
30; 20-30; 15-30; wm 10-30 mr teHodosupa anmadeHamuna ¢ymapara, TeHOHOBHPA
anapeHamuna remudymapara wim teHoposupa anaperamuna u 200 Mr sMTpuMTabHa.
CornacHO HEKOTOPbIM BapHaHTAM peaTU3alMKd COEAWHEHHE COTJIACHO HACTOSILEMY
OMUCAHUIO WM ero (papMaleBTHYECKH MPUEMJIEMYIO COJIb KOMOWHHPYIOT ¢ 10 Mr
teHodoBupa anadenamuna ymapara, TeHopoBUpa anmadeHamuna remudymapara HWId
teHodposupa anmapeHamuma u 200 wmr osmrpunurabuna.  CorracHO HEKOTOPBIM
BapUAHTAM peaNn3alMd COCOUHEHHE COIJIACHO HACTOSIIEMY OIUCAHUI WIH €ro
(dapMaleBTHUECKH TMPUEMIIEMYI) COJb KOMOMHHMPYIOT C 25 wMr TeHOo(OBHpa
anapenamuna gymapara, TeHodosupa ansadeHamuna remudpymapara Wid TEHOPOBHpA
anapenamuna u 200 mr smrpunutabuna. CoeMHEeHNE COTIACHO HACTOSIIEMY OIHUCAHHIO
(mampumep, coenuHenue ¢opmynsl (I)) MOXKXHO KOMOMHHMpPOBATH C AareHTaMH,
OMUCAHHBIMH B HACTOSALIEM JOKYMEHTE, B JIFOOOW HO3MPOBKE COeNUHEHUs (HApUMep, OT
1 mr no 500 Mr coeaMHeHUs), TaKXKe Kak, e€ciiu Obl Kakaasi KOMOMHALMS JTO3UPOBOK

ObL1a CriequaJIbHO UK OTACJIBHO MMEPECUUCTICHA.

[0343] CornacHO HEKOTOPbIM BapuUaHTaM peau3aldd COEAUHEHHE COTJIACHO
HACTOSIIEMY OTMHCAHUIO WJIH €ro (papMaLeBTHUECKH PUEMIIEMYIO COJIb KOMOUHUPYIOT C
200-400 wmr TenodoBupa ausonpokcuia (ymapara, TeHOQOBHpPA AMIOMPOKCHUIIA
remudymapara win teHodosupa muzonpokcuaa u 200 mr smrpuuutabuna. CoriacHo
HEKOTOPBIM BapHUaHTaM peayn3aliy COeJUHEHNE COTJIACHO HACTOSIIEMY OMUCAHUIO WU
ero apMaleBTHYECKU MPUEMIIEMYIO COJIb, KOMOMHHPYIOT ¢ 200-250; 200-300; 200-350;
250-350; 250-400; 350-400; 300-400; wim 250-400 mr teHodoBHUpa AM3OMPOKCHUIIA
¢dymapara, TeHopoBHpa OU30MPOKCUIAa reMudymapara Wik TeHOPOBHPA TU3OMPOKCHIIA
u 200 mr smrpunuraduHa. CoOrjlaCHO HEKOTOPBIM BapUaHTAM peau3alii COeNUHEHHE
COTJIACHO HACTOSIIIEMY OIMMCAHUI0 WM ero (papManeBTUYECKH MPHEMIIEMYIO COJIb,
komOuHHpytoT ¢ 300 ™Mr TeHodoBHpa AM3OMPOKCHNIA (ymapaTa, TeHO(OBHpa
ousonpokcuiia  remudymapara wuinu  TeHodoBupa Aum3ompokcwia w200 wr
smTpunuraduHa. CoenWHEHWe COIJIaCHO HACTOALIEMY ONUCAHHUIO  (HAIMpUMED,
coequnenne ¢opmynbl (I)) MOKHO KOMOWHUpPOBAaTH C areHTaMH, OIHMCAHHBIMH B

HACTOSIIIEM OKYMEHTE, B JIFOOOH O3UpOBKe coenuHeHus (Harmpumep, ot S0 mr go 500
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MI' COEAMHEHHMsI), KaK eCJii Obl Kakaasi KOMOWHAIWS TO3UPOBOK ObLIA CHEIHAIbHO U
otaenpHO mepeuncieHa. CoeaMHEHHE COTJIACHO HACTOSIIEMY ONMHCAHUIO (Hampumep,
coequnenne ¢opmynbl (I)) MOXKHO KOMOWHUpPOBAaTH C areHTaMH, OIHMCAHHBIMH B
HACTOSIIEM TOKYMEHTe, B JIF0O0H JO3MPOBKE COSAUHEHHsI (HAIPUMep, OT IpUMepHO | mMr
10 npuMepHo 150 Mr coepnHeHus ), Kak ecnu Obl Kakaass KOMOMHAIMS TO3UPOBOK ObLIa

CIICHUAJIbHO U OTACJIBHO MEPECUNCIICHA.

[0344] CornacHO HEKOTOPbIM BapuUaHTaM peaIU3alUdUd COEAUHEHHE COTJIACHO
HACTOSIIIEMY OMHMCAHUIO MIIN €ro (papMaLeBTHUECKH IPUEMIIEMYIO COJIb KOMOUHUPYIOT C
(2R,58,13aR)-N-(2,4-nudpropdensun)-8-ruapokcu-7,9-nuokco-2,3,4,5,7,9,13,13a-
okTaruapo-2,5-meranonupuno| 1',2":4,5nupasuno[2,1-b][ 1,3 Jokcazenmn-10-
KapOOKCaMUIOM, (2S,5R,13aS)-N-(2,4-nudpTopOensmn)-8-ruipokcu-7,9-11uoKco-
2,3,4,5,7,9,13,13a-okraruapo-2,5-meranonupunao[ 1',2":4,5 Jnupasuno[ 2, 1-
b][1,3]okcazenun-10-kapbokcaMumom, (1S,4R,12aR)-N-(2,4-nudropbensmn)-7-
rugpokcu-6,8-nuokco-1,2,3,4,6,8,12,12a-okrarunpo-1,4-meranonunupuno| 1,2-a:1',2'-
d]mupasun-9-kapOokcamMuaIomM, (1R,48S,12aR)-7-runpokcu-6,8-nrokco-N-(2,4,6-
Tpudropbensun)-1,2,3,4,6,8,12,12a-okraruapo-1,4-meranonunupuno| 1,2-a:1',2'-
d]mupasun-9-kapOokcamMuaom, (2R,58,13aR)-8-runpokcu-7,9-nrokco-N-(2,4,6-
TpudTopdbensmn)-2,3,4,5,7,9,13,13a-okraruapo-2,5-

meTtaHonupuno[1',2":4,5 Jmupasuno[2,1-b][ 1,3 JokcasenuH-10-kapOokcamuam Wn
(1R,4S,12aR)-N-(2,4-nudpropbensun)-7-ruapokcu-6,8-nuokco-1,2,3,4,6,8,12,12a-

okTaruapo-1,4-meranogunupunol 1,2-a:1',2'-d Jnupasun-9-kapOokcaMumom.

[0345] Takxke B HaACTOSALIEM JOKYMEHTE TMPEAJIOKEHO COEAMHEHHE COTIJIACHO
HACTOSAILIEMY OMHMCaHuK (Hampumep, coenuHenwe ¢opmynsl  (I)) wmm  ero
dapMalieBTHUECKU TIpueMJieMasl COjlb, W OOWUH WU OoJiee JOTMOJHUTEJbHBIX
TeparneBTHYECKUX areHTOB i JiedeHus: BUY, st mpuMeHeHus B Croco0e JIeUeHus WiTH

npenotrspauienuss BUY.

[0346] Takxke B HacTOALEM JAOKYMEHTE TMPEAJIOKEHO COEAMHEHHE COIJIACHO
HACTOSAILIEMY OMHUCaHuK (Hampumep, coenuHeHwe ¢opmynsl  (I)) wmm  ero
(apMalleBTHUECKU TpHeMJieMasl COJIb, JUIsl MPUMEHEHHs B CIIOCOOe JICYSHHs WITU
npenotspatieHnss BUY, roe coennuenue win ero papManeBTHUECKH TPUEMJIEMYIO COJTb
BBOJST OJHOBPEMEHHO, Pa3Ae€jbHO WM MOCJIEAOBATENbHO C OJHUM WM HECKOJIbKUMU

JOMOJHUTEIbHBIMY TEPANEeBTUYECKUMU areHTaMu AJ1s jgedeHus BUY.
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[0347] CornacHO HEKOTOPHIM BapUAHTAM peaU3alUK TPEIJIONKEH Crocod JieueHus
TUNEPNPOIN(EPaTUBHOTO HAPYIIEHHs, TAKOTO KaK pPaK, y YeJNOBEeKa, BKIFOYAIOIIUN
BBE/ICHHE YEJIOBEKY TepaneBTHYECKH 3(PPEKTUBHOIO KOJMUECTBA COSAMHEHHUS COTIIACHO
HACTOSIIIEMY OMHMCAHUIO WX €ro (apMaleBTHUECKH MMPUEMIIEMOI COM B KOMOMHALIUH C
TepaneBTHIecKy 3PPEKTHBHBIM KOJUUECTBOM OJHOTO WM Oojiee (Hampumep, OAMH, /1B,
TP, OAWH WJH JiBa, WJIH OT OJHOTO A0 TPEX) IOMOJHUTENBHBIX TEePANeBTHUECKUX
areHToB. COrllacHO OJHOMY M3 BapHaHTOB DPEATHM3ALMU TPEAJIOKEH CIOCO0 JIeUeHHs
TUNEepnpoIu(epaTuBHOrO HapyIIEHHs, TaKOrO KakK paK, y 4YeNOBeKa, BKIIOYAIOIIUN
BBE/ICHUE YEJIOBEKY TepaneBTHYeCKH 3(PPEKTUBHOIO KOJHMUECTBA COEAMHEHUS COTTIACHO
HACTOSIIEMY OMHMCAHUIO WIN €ro (papMaLeBTHUECKH NMPUEMIIEMOH COMM B KOMOMHALIUH C
TepaneBTHYeCKH 3P (HEKTUBHBIM KOJUYECTBOM OJHOTO MU OoJiee (Harnpumep, ONUH, 1Ba,
TPYW, OAMH MJHM JIBa, WJIM OT OJHOTO A0 TPEX) IOMOJHUTENBHBIX TEepPaneBTUUECKUX

areHTOB.
X. KOMBHUHHUPOBAHHAS TEPAIIUA /IUISA PAKA

[0348] CormacHO HEKOTOPBHIM BapUaHTaM pealu3alUd B HACTOSALIEM OMHMCAHUU
NPEeNJIOKEH CIOCO0 JIeYeHUsS THIeprponnudepaTuBHOrO HApYyLIEHUs, TaKOro Kak pak,
BKJIFOYAIOIIMI BBENEHHE MAlMEeHTy, HYXJAUEeMyCsi B O5TOM, TepPaneBTHYECKH
5(p(}EeKTUBHOTO KOJUYECTBA COCIUHEHHs COTJIACHO HACTOSALIEMY OIMUCAHUIO WIJIH
(apMaLeBTHUECKH MPUEMJIEMOH COJIM B KOMOMHALIUU C TeparneBTUYeCKH 3P QeKTHBHBIM
KOJINYECTBOM OJHOrO WM OoJiee JONOJHHUTEIbHBIX TEPANEBTHUYECKUX AareHTOB,

noaAXoaAUuX AJid JEeUCHU mnepnponn(bepaTHBﬁoro HapyLI€HHs, TAKOTO KaK pak.

[0349] CormacHo yka3aHHBIM BBIIIE BapUaHTaM pealu3allUyd  JOMOJHUTEIbHBIN
TEPANeBTHUECKUH areHT MOXKET TMPEeNCTaBIsATh COOOH TNPOTUBOPAKOBBIA —AareHT.
Hanmpumep, cormacHoO HEKOTOPBIM  BapUaHTAM  pPEAJTHM3ALMU  JIOTIOJHUTEJbHbIA
TEPANeBTHUECKUH areHT BBIOPAH W3 TPYIIIbL, COCTOSIIEH M3 XUMHOTEPAIeBTHYECKHX
areHTOB, HWMMYHOTEPANeBTUYECKUX  areHTOB, PAaJUOTEPANEBTHUECKUX  AareHTOB,
NPOTHBOOIYXOJIEBbIX Ar€HTOB, IPOTUBOIOPMOHAJIBHBIX Aar€HTOB, AHTHAHTMOTE€HHBIX
areHTOB, AaHTU(QUOPOTHYECKHX AareHTOB, TEPANEBTUYECKUX AaHTHTEN, WHTHOUTOPOB
TUpo3uHKHHAa3bl, HHruobutopos JAK, marunduropo Hedgehog, mnrndbmropos HDAC,
UHrUONTOpOB  peuenTopa aomeHa auckouamHa (DDR), wuHruburopos MMPY,
unrunoutopo LOXL, warudbutopos ASK1, warubumropos PI3K, unrudburopos BTK,

unaruouropo SYK, uarnduropos mTOR, unrudburopos AKT, nHruOUTOpOB MHTOrE€Ha
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wii BHeKJeTouHO perynupyemoii kuHassl (MEK), OmokaropoB Raf kwmnaz (rafk),
uHruouropos CDK, wunruburopos JNK, wmarndburopos MAPK, wunrubturopos Raf,
uHrnouropos ROCK, unrnduropos Tie2, MHrHOUTOPOB CHUTHAJHM3AIMA MHO-UHO3WTA,
omokaropoB ¢ochomunazer C, antu-CD19 anturen, antu-CD20 anturen, antu-MN-14
antuten, AHTH-TRAIL DR4 u DRS anturen, antu-CD74 anturen, BakUUH NPOTUB
paka, OCHOBAaHHBIX HA T€HETUYECKOM COCTaBe OMNYyXOJHU OTAEIbHOIO ITalueHTa,
uHruouropos IDHI1, muaru6uropo BRD4, uaruduropos TPL2; unruburopos A2B;
unrudouropos TBK1; nuaruburopos IKK; narudburopos BCR, arenTos, nHruoupyomumx
nyte RAS/RAF/ERK, wmonynsaropoB mnporennknHassl C (PKC), wmoapynsaTopos
peuenTopoB (pakTOPOB pPOCTA, TAKUX KaK PELENTOp SIMUAEPMAIbHOro (hakropa pocra
(EGFr), peuenrop ¢axrtopa pocra, BbieneHHbli u3 Tpombounuro (PDGFr), erbB2,
erbB4, ret, peuenrop ¢akropa pocra suHpotenus: cocynos (VEGFr), TuposuHkuHaza ¢
UMMYHOTJIOOYJIMHOIIOAOOHBIMI JOMEHAMH, FOMOJIOTHYHBIMHU SMTUEPMATBHOMY (BaKTopy
pocra (TIE-2), peuentop mHCcyauHoBOro ¢akropa pocra -I (IGF), makpodaranbHbiii
konoHuectumyupyrommii ¢pakrop (cfms), BTK, ckit, cmet, perentopsr ¢akropa pocra
¢udpodbnacros (FGF), Trk receptors (TrkA, TrkB, u TrkC), a¢ppusn (eph) peuenropsr u
nporoonkored RET, monynsatopoB Tupo3uHkuHas, Bkitovast ¢Src, Lek, Fyn, Yes, cAbl,
FAK (Kunaza ¢okanbHoi anresun) u Ber-Abl, monynsitopos cemeiictBa kuHas PKB,
monyisitopoB TGF Oera penentopHbIX KWHA3, HHTHOUTOPOB OHKOreHa Ras, BKIFOYast
UHruOUTOpHI hapHesunTpanchepassl, repanui-repanmTpancdepassl 1 CAAX mporeas,
AHTHCMBICJIOBBIX OJIMTOHYKJIEOTHIOB, puOO3UMOB, MHTHOUTOPOB OenkoB cemericTBa Bcl-
2, UWHTUOWTOPOB MPOTEacoM, HMHIHOUTOPOB OenkoB TemioBoro moka HSP9O,
KOMOWHHUPOBAHHBIX  JICKAPCTBEHHBIX CPEACTB M HMMYHOTEpAmuH, W JPYTUX
JIEKapCTBEHHBIX CPENCTB IUIS JICUSHUs TUMEPTIPOTU(EPATUBHBIX HAPYIIEHUH, TAKHX KaK

paK, ¥ X KOMOMHALINH.

[0350] CornacHO HEKOTOPbIM BapuUaHTaM peaTU3aldd COEOUHEHHE COTJIACHO
HACTOSIIIEMY ONHMCAHUIO MOJYYEHO B BHUAE TAOJETKH, KOTOpas MOXKET HeoOs3aTeIbHO
cofiepKaTh OOHO MM 0ojiee APYruxX COCOUHEHUH, MOAXOINIIINX U JICUEHHs paka.
CornacHo HEKOTOpPHIM BapUAHTAM pEATH3ALMH Ta0JIETKA MOXKET COAepXKaTh IPYroi
aKTUBHBIN HUHIPEAUCHT OJId JICUCHUA pakKa, T aKoOl Kak XUMHUOTEPANICBTUICCKUEC arcHThI,
HMMYHOTCPANIEBTUICCKUEC AI'CHTHI, pPannuoTEpanCBTUICCKUE AI'CHTHI,
MPOTUBOOMYXOJICBBIC AI'€HTHI, aHTI/I(I)I/I6pOTI/ILIeCKI/Ie Ar€HTbl, AHTU-T'OPMOHAJIbHBIC

areHThl, AHTUAHTHOTE€HHbIE ar€HThl, HHTHOUTOPHI TUPO3MHKHHA3bI, HHIHOUTOPBI JAK,
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unrnouroper Hedgehog, wnarnburoper HDAC, wuHrHOutopel peuentopa IOMEHa
muckouanHa (DDR), uarnburoper MMPO, unrnburoper LOXL, unrudturopsr ASK1,
unarnouropel PIBK, marnduroper BTK, SYK uarudurtopsei, uaruouropst mTOR, AKT
MHTUOUTOPBI, THTMOUTOPBI MUTOT€HA HJIM BHEKJIETOUHO perynupyemoi kuHasel (MEK),
onmokaropoB Raf kmnas (rafk), maruburoper CDK, uarudurtopst JNK, uHruOutops
MAPK, wunarudurtoper Raf, wmaruburoper ROCK, wunruOutopsr Tie2, uHruOutopsl
CUTHAJIM3aLIMM  MHO-UHO3UTa, OjokatopoB (ocdonumnasel C, wunrudOutopsr IDHI,
uHruouropel BRD4, wunrnburoper TPL2; wunruburopsr A2B; wunruburopsr TBKI;
uHrnourops! IKK; naruduropsr BCR, arenrtos, uarntupyromux nyte RAS/RAF/ERK,
monyssitopoB nporenHkuHaszbl C (PKC), monymsaropoB peuentopbl (akToOpoB pocTa,
Takue Kak peuentop snuaepMmanbHoro gakropa pocra (EGFr), peuentop k daxropy
pocTa, BbineneHHomy u3 TpomboruToB (PDGFr), erbB2, erbB4, ret, peuentop dakropa
pocta sunorenusi cocynoB (VEGFr), Tupo3MHKHHA3a ¢ UMMYHOTJIO0YJIHHOMOTOOHBIMI
IOMEHaMH, TOMOJIOTHYHBIMH snuaepMmaibHoMy ¢aktopy pocta (TIE-2), peuenrtop
uHcynuHoBoro dakrtop pocrta-l (IGFI), makpodaranbHblii KOJOHHECTUMYJIHPYIOLIHI
dakrop (cfms), BTK, ckit, cmet, peuenrops! pakropa pocra pudpodnacros (FGF), Trk
receptors (TrkA, TrkB, u TrkC), s¢pun (eph) peuenrtopsl u mporoonkoreH RET,
MOIYJSITOpbl THPO3WMHKWHA3, BKmouas cSrc, Lck, Fyn, Yes, cAbl, FAK (Kunaza
¢dokanpHOM anresmn) u Ber-Abl, moxgynstopsl cemeiictBa kuHa3 PKB, monynsatopos
TGF Geta peuenTopHbIX KHHA3, WHTMOMTOpPBI OHKOreHa Ras, BKIJIIOYAash MHTHOUTOPBI
dapHe3waTpanchepaspl,  repanui-repanuntpanchepassi u  CAAX  mporeas,
AHTUCMBICJIOBBIE OJIMTOHYKJIEOTUIBI, pUOO3UMBI, HHTUOUTOPBI OeKkoB cemeiicTBa Bel-2,
UHTUOWTOpPBI ~ MpOTeacoM, HMHrHOMTOpBHl  OeskoB  TerwoBoro  moka  HSP9O,
KOMOWHHUPOBAHHbIE JICKAPCTBEHHbIE CPEACTBA W HMMMYHOTEpAalHWH, W ApYyrue
JIEKapCTBEHHbIE CPEICTBA JUIS JICUSHUs TUIIePIPONN(EepaTUBHBIX HAPYIIEHUH, TAKUX KaK

paK, ¥ X KOMOWHALINH.

[0351] CornacHO HEKOTOPBIM BapHAHTAM PeaTU3aLUU TaKue TabJIETKU MOAXOIAT AJIs
NO3UPOBaHUSI OAWH pa3 B CyTkdu. CoOrjjaCHO HEKOTOPBbIM BapHaHTaM peaM3aluu

JOTIOJTHUTEJIbHBIN TePANEeBTUYECKUI areHT BBIOPAH U3 OJHOTO WK OoJjiee U3:

(1) XuMHOTEpameBTUYECKUX AareHTOB, BBIOPAHHBIX W3 TPYIIBL, COCTOSIIEH W3
CIEAYIOIINX. AHTUMETAOOIUTHI/TIPOTUBOPAKOBBIE AareHThl, TAaKHE KaK aHaJIOTH
nupuMuanHa (QIOKCYpUINH, KameuuTaOMH W LuTapaOuH), aHAJIOTH IypPHHA,

AHTarOHMCThI (I)OJ'II/IGBOI\/'I KHCJIOTBI u CBA3aHHBIC I/IHFI/I6I/ITOpr,
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AaHTUNPOIN(EPATUBHBIC/AaHTUMUTOTUYECKHE  areHThl,  BKJIIOYAash  NPUPOIHBIC
OPOAYKTBI, TaKWe KakK aJKaJoOWJ BHWHKAa (BUHONACTHH, BHHKPUCTHH) H
MUKPOTPYOOUYKH, Takhe KaK TakcaH (MAKIMTAKCeN, OLETAKCeN), BHHOJNACTHH,
HOKOZA30JI, SIOTWJIOHBI W HAaBENBbOWH, SMUAUAOAOPUIUIOTOKCHUHBI (3TOMO3MUL,
tenunosun);, JHK-paspymaromme areHTsl (aAKTHHOMULIMH, aMCaKpuH, OycynbgaH,
kapOoriatuH,  xjopamMOymwi, — OucIuiaThH,  OukiodochaMua,  ITUTOKCAH,
OaKTUHOMHIMH, HayHOPYOMLIMH, JOKCOpPYOMLMH, »mupyonumH, udochamun,
MmendanaH, MeEXJOPETaMUH, MHTOMHINH, MHTOKCAHTPOH, HUTPO3OMOYEBHHA,
npokapOasuH, TaKCOJI, TaKCoTep, TEHUTIO3U], STOIO3UJ,
TpuaTWiIeHTHodochopaMu),  aHTUOMOTUKM,  TakMe  Kak  JaKTHHOMHIIMH
(axTuHOMHMUMH D), nayHOpyOHMIMH, AOKCOPYOMIHMH (aapUaMULIUH), UAapyOUIIMH,
AHTPALMKIINHBI, MHTOKCAHTPOH, OJICOMHLMHBI, IUIMKAMULUH (MUTPAMHULMH) |
muTOMULIMH; (epmenThl (L-acmaparmnasa, kotopas CHCTEMHO MeTabonmsupyer L-
acraparmH W OOenmHseT KIETKH, KOTOpble HE CHOCOOHBI CHHTE3HpOBATh CBOIl
cOOCTBEHHBIN acraparus); AHTUTPOMOOIIMTAPHBIE areHThl;
aHTUNPOIH(ePATUBHbIE/AHTUMUTOTUYECKHE AJKIINPYIOIINE AareHThbl, TaKHe Kak
A30TUCTBIA WIpHUT, LUKIopochamua W aHanoru, MmendaiaH, XJIOpPaMOyIHI) U
(rekcameTUIMENaMHH W THUOTena), ankwiHuTpozomoueBuHbl (BCNU) u ananorw,
CTPEMNTO30LIMH, Tpa3eH-aaKapOa3MHUH (DTIC);
aHTUNIPOIU(ePATUBHBIE/AaHTHMUTOTUYECKHE AHTUMETAOONHUThI, TAKUE KAK aHAJIOTH
(onmeBoll KUCIOTHI (METOTPEKCAT); IUIATHHOBbIE KOOPAWHALMOHHBIE KOMILIEKCHI
(IMCIUTaTUH, OKCHJIOIUIATHH, KapOOIUIaTHH), MpoKapOasWH, THIPOKCUMOYEBHHA,
MUTOTAH, AMHHOIJIIOTETUMHUJ;, TOPMOHBL, AHAJOTH TOPMOHOB  (3CTPOTEH,
TaMOKCH()EH, ro3epesuH, OWKaTIOTAMUA, HHJIYTAMHI) U WHTHOUTOPHI apOMaTa3bl
(J1leTpo30J1, aHACTPO30IT); AHTUKOATYJISTHTHI (TelapiH, CHHTETHUECKUE TelIapUHOBBIC
COJIM M Ipyreé WHTHOUTOPbI TPOMOMHA), GUOPHHOIUTUIECKHUE areHThI (TaKhe Kak
TKAHEBbI AKTHBATOpP TUIA3MUHOTE€HA, CTPENTOKMHA3a M YPOKHHA3a), ACIHUPUH,
OUTMHAPHUIAMOJI, THKJIONHMIWH, KJOMWAOTPENb, AaHTUMUIPALMOHHBIE CPEICTBA,;
AHTHCEKPETOpPHbIE areHThl (OpeBeNauH), WMMYHOIENPECCAHThl TAKPOJIHMYC,
CHPONIUMYC a3aTHOmpuH, MuKopeHonsT, coexnunHeHus (TNP-470, renucrewH) u
UHTUOUTOpHI (akTopa pocra (MHMHOMUTOPBI (GakTOpa POCTa ISHAOTENHUS COCYIOB,
UHruouTOpHI (hakropa pocra GudpodiaacTor); OIOKATOP PELENTOPOB AHTMOTEH3NHA,
IOHOPbl OKCHAA a30Ta, AHTHUCMBICIOBbIE OJIMTOHYKIEOTHABL, HWHTHOUTOPBI

KJIETOYHOTO LHKJIA U MHAYKTOPBI TU(EpEeHINPOBKU (TPETHHONH), WHTHOUTOPBI,
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UHTUOUTOPBI TOMOM30MEpas3bl (AOKCOPYOMIMH (aApUAMHLIMH), JayHOPYOHIIHH,
OaKTHHOMHIWMH, JHHUIO3WA, OJNUPYOMIHMH, WAApyOWIMH, WPHUHOTEKaH W
MUTOKCAHTPOH,  TONOTEKAaH, HPUHOTEKAaH), KOPTHKOCTEPOUAbl  (KOPTHU30H,
JIEKCaMeTa30H, TMAPOKOPTH30H, METHJINENTU30JIOH, MPEIHU30H M MPEAHHU30JIOH);
UHTUOUTOPBI KWHA3BI Tepeiaun CUrHana (pakropa pocta, HHAYKTOPbI AUCHYHKIIHH,
TOKCUHBI, TaKHe€ Kak TOKCHH XOJIEPbl, pPHLUH, 3K30TOKCHH Pseudomonas,
aJIeHUIATIUKIIa3HbII TOKCUH KOKJIIOIIHONW MaJIOYKU WK AUPTEpUHHBIA TOKCUH U
aKTUBATOPHI Kaclas3bl, XPOMATHH, AJKMJIHPYIOIIHNE areHThl, TAKHE KaK THOTeNa U
ukiodochamun (uMTOKCaH, SHOKCAH, SHJIOKCaHa, LUKJIOCTHH),
ankuincynb(oHaTel, Takue Kak Oycynbdan, umnpocynbpaH H NHUINOCYJIb(aH,
a3upUINHBI, Takue Kak OeH3omoma, KapOOKBOH, MeTypenona U yperorna,
STHUJIEHUMHMHBI U METHJIAMEJIAMMHBI, BKJIIOYas alNTPETaAMUH, TPUIMUJICHMENAMUH,
TpusTHIeHpochopamun, TpudTHIEHTHODOChOPAaMU U  TPUMETUIIOIOMENIAMHH;
arieroreHHHbI (0COOEHHO OyJutaTalMH U OyJUIATAL[MHOH), KaMITOTELHH (BKJIIOUast
CHUHTETUYECKUI aHaJIOT TOMoTeKaH); Opuoctarun; kauuctatud, CC-1065 (Bkrovas
CHHTETUYECKHE aHAJIOTH a/103eJIe3NHa, Kap3ee3nHa U Ou3ene3nHa), KpunTo(uIuHbI
(cycraBHoit kpunropurmH 1 u kpunrtopuuuH 8); AONACTATUH, AyOKAPMHLIUH
(Bxmouasi cuHTeTMueckue aHaynoru, KW-2189 u CBI-TMI); sneyrepobus;
NAHKPATUCTATUH, CAPKOAUKTHMH, CIIOHTUCTATHUH, a30THUCTBIE WIIPUTHI, TAKHE Kak
xjaopamMOymm, — xjopHadasuH, xonodpochamun, scrpamyctuH, wudochamun,
MEXJIOPITAMHH, TUAPOXJIOPUA OKCHJA MEXJOPITAMHHA, MeidanaH, HOBIMOMXHH,
(beHecTepuH, NMpeaHUMYCTHH, TpodochaMua, UNMPHUT ypaluia;, HUTPO3OMOYEBUHBI,
TAKW€ KaK KapMyCTHH, XJIOPO3OTOLHMH, (OTEeMyCTHH, JIOMYCTHH, HHUMYCTHUH,
PaHUMYCTHH, AHTUOMOTHMKH, TaKHWe KaK SHAMNUHOBBIE AHTHOMOTHUKH (Hampumep,
KaJMXEaMHULIUH, OCOOeHHO kamuxeamulmH rammall m kamuxeamunmu ¢ull (cm.,
Hanpumep, Agnew, Chem. Intl. Ed. Engl, 33:183-186 (1994); nuHeMuuH, BKIHOYast
auHeMUIMH A; OucdochoHaThl, TakHe KaK Kak KIOAPOHAT, 3CIEPAMHULINH, a TaAKXKe
xpoMoOop Ha OCHOBE HEOKAPLUHOCTATHHA W CXOIHBIE XPOMOIPOTEHHOBBIE
XpoMOpOpbl HA OCHOBE SHAWMUHOBBIX AHTUOWOTHKOB), aKJIALIMHOMHU3HHBI,
AKTUHOMUIIMH, ayTPAMULIUH, a3acepHH, OJCOMHUIIMHBI, CAKTHHOMUILIMH, KapaOuIHH,
KapMUHOMHLIMH, KapUUHODUINH, XPOMOMHIMHBI, JaKTHHOMHULMH, JayHOPYOHIIHH,
neTopyOuLInH, 6-nua3o-5-okco-L-HopaenuuH, TIOKCOpyOHULINH (BrITROUAst
MOP(HONTMHOAOKCOPYOUITMH,  LHAHOMOP(OIUHO-IOKCOPYOUIINH,  2-TTUPPOTUHO-

nokcopyouruH, IO mmupoBaHHBIM  JUNOCOMANBHBIA  JOKCOPYOWIIMH U
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Te30KCUIOKCOPYOUIIHNH), SMUPYOUIIHH, 330pyOUIINH, uaapyOuLIUH,
MapCeJUIOMUIINH, MUTOMHUIIMHBI, Takue Kak wmutoMuiuH C, wmmukogeHoIoBas
KHACJIOTa,  HOTAJAMHLMH,  OJIMBOMHLMHBL,  MEIUIOMHOMH,  MOT(QHPOMHUIINH,
NyPOMHULIMH, KBEJAMULMH, pPOXOPYOMIMH, CTPENTOHUIPUH, CTPENTO3OLHH,
TyOepuuans, yOSHUMEKC, 3MHOCTATHH, 30pyOULIMH, aHTUMETaOOJUThI, TaKhe Kak
MeToTpekcar u S-propypaumn (5-@VY); anamoru QojueBOll KHCIOTBHI, TaKue Kak
JIEMONTEPHH, METOTPEKCAT, NTEPONTEPUH, TPUMETPEKCAT, AHAJIOTU IyPUHOB, TaKUE
kKak (Quynapabun, 6-MEpKaNTONMypWUH, THAMUIIPUH, THOTYaHWH, aHAJIOTH
NUPUMHUIMHOB, TaKWe€ KaK aHIUTAOWH, a3alUTUAUH, 6-a3aypuauH, Kapmodyp,
IUI€30KCUYPUIUH, NOKCU(DIYPUIUH, SHOUUTAOWH, (IOKCYpUAMH; AHIPOTEHBI,
TaKHe KaK KaJlyCTepOH, IPONHOHAT JPOMOCTAHOJIOHA, 3TTUTHOCTAHOJ, MEMUTHOCTAH,
TECTOJIAKTOH, aHTHAJIPEHAIbI, TAKUEe KaK aMUHOTJIOTETUMHJI, MUTOTaH, TPUJIOCTAH;
KOMITeHCAaTOp (ONMeBON KHCJIOTHI, TAKOH Kak (PPONIMHOBAsl KUCIIOTA, AlEeTJIATOH;
anpnodochaMuArINKO3UI, aMUHOJIEBYJIHHOBAsT KUCIIOTA, SHUIYPALMI, aMCAKPHH;
Oectpabyuwmi, OucaHTpeH, saaTpakcar, nedodaMuH, IEMEKOJBIHH, IHA3HKBOH,;
5n(OPHUTHH, DJUIMNTUHUHM AaueTaT; »SIOTHJIOH, JTOINIOLMJI, HUTPAT TaJUINs,
I'HAPOKCUMOYEBHHA; JICHTHHAH, JICHIKOBOPHH; JIOHUAAMUH, MEHTAHCHHOMIBI, TaKUe
KaK MEWTAHCHMH W aHCAMUTOLMHBI, MHUTOTYa30H, MHTOKCAHTPOH, MOIUAAMOT,
HUTPAKPUH, MIEHTOCTAaTHH,; denamer; nupapyOuIHH; JI0O30KCAHTPOH;
broprupuMunuH,  (GOIMHOBAasS ~ KUCJIOTA, MNONOPUJUIMHOBAST  KHCIOTA,  2-
sTunruapasun, npokapbasmH, PSK®; pasokcan; pusokcuH; cu3odupas;
CIIUPOTePMaHUM; TEHYa30HOBast KHUCJIOTA, TPUA3UKBOH; 2,2'2"-
TPUXJIOPTPUITHIIAMHH, TPHUXOTELeHbl (OCOOEHHO TOKCHH T-2, BeppakypuH A,
popumuH A W aHTUAWH), YpeTaH, BUHJAE3WH, JakapOa3uH, MaHHOMYCTHH;
MUTOOPOHUTOJ, MHTOJIAKTOJI, MHUIOOPOMAaH, ranuuTo3uH, apaduHozun («Apa-Cy»),
nukiopochaMua; THOTENA, TAKCOHWIBL, MAKJIUTAKCeN (TAaKCoJN) W JOLIETaKCel
(Takcotep); xaopamOyit;, remuutabun (Gemzar), 6-THOTYaHHH; MEPKANTOIYPHH,;
METOTPEKCAT, IUIATUHOBbIC AaHAJIOTH, TAaKhWe KakK LHCIUIATHH W KapOOIUIaTHH,;
wiatuHa;, udochaMun;, MHTOKCAHTPOH, BHHKpUCTHH, BHHOpenOuH (Navelbine),
HOBAaHTPOH, TEHUIO3MJ, 3JaTPEKCaT, MAAyHOMHUIMH, AaMHHOITEPUH, KCEJONa,
nbaHAPOHAT; CPT-11; UHTHOUTOP TONOU30MEPa3bl RFS 2000;
mudropmeriiiopHUTHH (AM®PAQ); peTuHOUIBI, TaKHE KaK PETUHOEBAs KUCIOTA;

kanermrabna 1 FOLFIRI (¢pTopypaumn, 1eiKOBOPUH M HPUHOTEKAH),
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(2) AHTH-TOPMOHAJIBHBIX areHTOB, BBIOPAHHBIX M3 IPYIIIIbI, COCTOSIIEH U3 CIENYIOINX:
AHTHICTPOTEHBl U CEJIEKTUBHBIE MOAYJATOPBI perentopoB 3ctporeHoB (SERM),
BKJIIOUasi, Hampumep, TamokcudeH (Bkmouas Nolvadex), panokcudes,
nponokcuden, 4-rugpokcuramokcudeH, TpuokcudeH, keokcupen, LY117018,
OHANPUCTOH U TOpeMHu(peH; HNHruOUTOpEl (epMeHTa apomarasbl, KOTOpas
peryaupyer oOpa3oBaHHE 3CTPOT€HOB B HAANOUYEYHUKAX, TAKUX KakK, HalpuMmep,
4(5)-MMHUIA30bI, AMUHOTJIYTETUMUJI, MEreCTpOJaLeTaT, 3KCeMecTaH, (popmecTas,
¢danpo3oa, BOPO30J, JETPO30J M AaHACTPO3OJ U AHTHAHAPOTEHBI, TaKHe Kak
bayraMua, HUIyTaMua, OUKaayTaMusl, JEUITPONIU U TO3EPEeIHH;

(3) AHTHAHTHOT€HHBIX areHTOB, BBIOPAHHBIX W3 IPYIIIbI, COCTOSIIEH M3 CIENYIOIINX:
peTHHOeBass KHUCJIOTa U €€ NPOM3BOAHBIE, 2-METOKCUICTPAAUOJN, AHTHMOCTATHH,
SHIIOCTaTHH, CYPaMHUH, CKBAJIAMHH, TKAaHEBble HHTMOUTOPHI METAJNIONPOTENHA3bI-1,
TKaHEBblE  MHTHOMTOPBI  METAJUIONPOTEHMHA3bl-2,  WHTHOUTOP  aKTHUBATOpa
IUTa3MUHOTeHa- 1, HTHIMONTOp aKTHBATOPa IUIA3MUHOTEHA-2, XPSILEeBOH MHIMOUTOP,
nakymrakcen (Hab-makiurakcen), TpomOouuTapHelii pakrop 4, mporamMuHCYIbhaT
(xnynewH), cynb(paTHPOBAaHHbIE MPOU3BOAHBIE XUTHHA (TIOJNyYEHHBIE W3 PAKOBUH
KOPOJIEBCKOTO  Kpaba),  Cyab(aTUpPOBAHHBIM  KOMIUIEKC  MOJUCAXAPUAOB
NEeNTUAOTIUKAHA (Sp-pg), CTaypOCIOPUH, MOIYJSTOPbl MeTaboNu3Ma MaTPHKCA,
BKJIFOYAsi, Hampumep, aHajoru npojuHa ((1-asernauH-2-kapOOHOBasi KHCIIOTA
(LACA), mwmnpokcunponus, d,I-3,4-nerupponponus,  THANPOIWH,  ajbda-
aumupuawI, — Oera-aMuHONPONMUOHUTpUiIdymMapar,  4-nponui-S-(4-mUpUauHUII)-
2(3h)-0KCca30/I0H,  METOTPEKCAT, MHUTOKCAHTPOH, TeNapuH, HUHTEPPEPOHBI,
CBIBOPOTOYHBII 2 MaKpOrJI00yJIHH, XUMII-3, XHUMOCTATHH, Oera-
LIUKJIOACKCTPUHTETPAACKACYIb(AT, STUHEOMHULNH, (PyMaruuIinH, THOMAJIAT HATPUS
3onota, d-nenuiiamud (CDPT), ceiBopoTouHas Oera- 1 -aHTHKOIareHasa, anbda-
2-aHTUIIa3MUH, OMCAaHTEH, JIOOSH3apUT TUHATPYS, TUHATpHs N-2-kapOokcudpeHu -
4-xmopantpormnoBas kuciora win «CCA», TamuaoMHuI;, aHTHOCTATUYECKUM
crepous;, KapOOreKCHHAMHHOJIMMHUIA30J; HHTHOUTOPBI METAJUIONPOTENHA3BI, TAKHUE
kak BB94, anTuTena, npeanodTUTENIbHO MOHOKJIOHAJIBHBIE AHTUTENA K YKA3aHHBIM
aHruoreHHbM (paktopam pocra: 6era-FGF, anbda-FGF, FGF-5, uzopopmsr VEGF,
VEGF-C, HGF/SF, Ang-1/Ang-2 u coenunenust onucanHble B Ferrara N. and
Alitalo, K. "Clinical application of angiogenic growth factors and their inhibitors"

(1999) Nature Medicine 5:1359-1364;
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(4) AETNUOPOTHIECKUX areHTOB, BBIOPAHHBIX M3 TPYIIIBI, COCTOSIIIEH U3 CIEAYIOIINX:
6era-amuHonpormonntpun  (BAPN), mnepBu4HBIE aMUHBI, pEarupymoLpe ¢
KapOOHWJIPHOMN TPYIIION aKTHBHOTO CalTa JIM3WJIOKCHIA3, U B YaTCHOCTU, KOTOPBIE
IOCJI€ CBSI3bIBAHUS C KapOOHMJIOM NPOAYLUPYIOT MPOAYKT, CTaOMIM3MPOBAHHBIN
PE30HAHCOM, TaKOH Kak CIEAYIOLIHe ePBUYHbIE aMUHBI: 3TUJICHINAMUH, THAPA3UH,
(beHnnruapasuH U MX MPOU3BOAHBbIE, CEMUKapOa3ua W MPOU3BOIHBIE MOYEBHHBI
AMUHOHWTPHJIBI, Takue Kak Oera-amuHomponuoHutpun (BAPN) wmm  2-
HUTPOSTHJIAMHH, HEHACHIIEHHbIE WJIM HACBILIEHHbIE raJOr€HaMHHBI, TaKUe KaK 2-
OpOMAITHIIAMHH, 2-XJOPITHJIAMHUH, 2-TPUPTOPITHIAMUH, 3-OpOMITPONHIIIAMHH, II-
raJJoreHOeH3MIIaMUHBI,  CEJICHOTOMOLIMCTEUHIIAKTOH, MEIHbIE  XEeJIaTUPYIOIIHe
areHTbl, HeNpsIMble WHTUOUTOPBI, TaKue KaK COEOUHEHUs, OJIOKHpYIOIIue
aNbJeTUAHbIE TPOHM3BOJHBIE, TMOJy4YaeMble B pPE3YyJbTaTe€ OKHCIUTENBHOTO
J€3aMUHHUPOBAHUS JIN3UHOBBIX U TMIPOKCUIIM3HIIBHBIX OCTATKOB JIM3HJIOKCHIA3aMH,
Takye Kak THOJIAMHUHBI, B YaCTHOCTU D-NEeHULIMIITIAMUH UJIM €r0 aHAJIOTH, TAKUe Kak

2-aMUHO-5-MepKanTo-5-MeTUITeKCAaHOBas ~ KUCJIOTa, D-2-amuHO-3-meTmi-3-((2-

alleTaMUI03 THIT) IUTHO )0y TaHOBAS KHCJIOTA, n-2-aMUHO-3-MeTHI-3-((2-
AMHUHOATHJI)IUTHO )0y TaHOBAsS KHCJIOTA, 4-((n-1-nuMeTHa-2-aMHUHO-2-
KapOOKCHATHII)AUTHO )0y TaHCY Ib(HUHAT HaTpus, 2-aneTaMuI03THII-2-

alleTaMUI03TAHTHOJCYIb(OHAT, TPUTHAPAT 4-MepKanToOyTaHCYJIb(pUHATA HATPHS,
packpeitbie B mateHte CIIIA Ne No. 4965288, nmatente CIIIA Ne 4997854, marenre
CHIA Ne 4943593, matente CIIIA Ne 5021456; marente CHIA Ne 55059714;
nateHte CIITA Ne 5120764; natente CIIIA Ne 5182297; marente CIITA Ne 5252608
u 3asiBke Ha nmateHT CIIIA Ne 2004/0248871;

(5) TepaneBTUYecKHX AHTHTEN, BBIOPAHHBIX M3 TPYIIIBL, COCTOSINEH U3 CIEIYIOIIUX:
abaroBomad,  amexkatymymad, adyTty3ymad,  amemTy3ymad,  ambTymomad,
amMaTykcumad, aHaTymMomad, apuutymomad, OaBuTykcumad, Oexkrymomad,
OeBarm3ymad, OuBary3ymad, OnumHarymomad, OpeHTykcuMad, KaHTy3ymal,
KaTyMakcomad, ueTykcumad, nuraty3ymad, mukcytymymad, kimuBaty3ymad,
koHaTymymad, maparymymad, Japo3uTymad, ayaurotymad,  IyCUTUTymao,
netymomad,  mamery3symad, — manoTy3ymad, — 3KpoMekcumad, — 3J0Ty3ymad,
sHcUTyKcuMad, sprymakcomad, stapammsymad, dapnerysymad, ¢ukmaryszymad,
¢urutymymad,  ¢mamBorymad,  Qyrykcumadb,  raHutymad,  remtysymad,
THpeHTyKcuMad, riemOaTtymymad, wubOpurymomad, wurosomad, umrarysymao,

UHAATyKcuMad, HMHOTY3ymMad, HWHTETYyMymad, wummwinmMymad, wuparymymad,
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(6);

nabery3ymad, Jiekcarymymad, JIMHTY3yMad, JIOpBOTy3yMald, Jykarymymad,
manatymymad, Mary3ymad, MWiIaTty3ymMad, MHUHpETyMOMad, MuTyMoMad,
MOKCETyMOMa0, HapHaTymMomal, HanTyMoMad, HEUUTYyMyMad, HUMOTy3ymao,
Hoperymomad, omaparysymad odarymymad, onaparymad, oHapTy3ymad,
omoptry3ymad, operoBomad, maHUTymMyMad, mapcaty3ymad, matpurymad,
neMtymMoMa0, nepty3ymad, THHTYyMOMAaO, MPUTYMyMad, pakotymomad, paaperymad,
pwiotymymad,  putykcumad, pobarymymad, carymomad, cubpory3ymad,
CHNTYKCUMad,  cuMTy3ymMad,  conmuToMad,  TakaTy3ymad,  Taraurymomao,
TeHaTymMoMab, Temporymomad, THraty3ymad, To3uTymomad, Tpacty3ymad,
TyKoTy3yMad,  yOmutykcumab,  Benarysymad,  Bopcery3ymad, BOTymyMmao,
3anmytymymad,  anmemry3ymad,  BenTy3ymad,  amonusymad, — OeBaiusymad,
smpaTty3ymMad, To3uTymMoMad, ramukcuMad, uOpuUTyMOMad, JyMHJIHKCHMAO,
munatyzymad, oounytysymad, oparymymad, CC49 u 3F8, rue rue aHTUTENO MOXKET
ObITb JOMOJHUTENIBHO MOMEYEHO WM OOBEIMHEHO C PaAMOM30TOMHOH YacTHULEH,
takoi kak uHaui In 111, utrpuit Y 90, iiox I-131;

JAK uHruOuTopoB, BBIOPaHHBIX H3 TPYNIbL, COCTOSINEH H3: PYKCOJUTHHHUOA,
¢denparunnba, TodauuTHHMOA, OapuuuTHHUOA, JecTaypTHHHOA, MAKPUTHHUOA,
momenotuanba, XL019, AZD1480, INCB039110, LY2784544, BMS911543 u
NSO18;

(7) Uuruburopos Hedgehog, BEIOpaHHBIX M3 TPYMIIbI, COCTOSIIIEHN H3: capuaeruoa;

(8) Uuruburopos rucronnesauermnassl (HDAC), BrIOpaHHBIX U3 TPYIIIBI, COCTOSIIEH

©)

U3 IPALUHOCTATa, POMUIETICUHA, BOPUHOCTATa U TAHOOUHOCTATA;
WHruOuTOpoB THUPO3WHKWHA3bI, BBIOPAHHBIX W3 TPYIMIbL, COCTOSMICH W3:

aectaypTuHuOa, repuHuTHOA, SPIOTUHIOA 1 CYHUTHHHOA,

(10) Unruburopos penentopa nomena nuckouguHa (DDR), BBIOpaHHBIX W3 TPYNIIbL,

cocrosiei u3. MHruOMTOpoB, omucanHbix B US2009/0142345, US2011/0287011,
W02013/027802, W02013/034933 u npeasaputenpHOH 3asBke Ha mateHT CIIIA Ne
61/705044;

(11) Uaruburopos MMPY, BeIOpaHHBIX W3 TPYMIILI, COCTOALIEH n3: Mapumactara (BB-

2516), uunemacrara (Ro 32-3555) u uaruduropos, onucannbix B W02012/027721;

(12) Maruburopos LOXL, BEIOpaHHBIX U3 TPYIIIBI, COCTOSALIECH U3: aHTUTEJ, OIMCAHHBIX

B WO02009/017833, ururen, onucanHbix B W02009/017833, W02009/035791 u
WO/2011/097513;
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(13) Harunburopos ASK1, BBIOpaHHBIX W3 TPYINIBL, COCTOSINEH H3: COCTUHEHHUH,
orucanHbx B W0O2011/008709 u WO/2013/112741;

(14) PI3K wuHrubOuTopoB, BBIOpPAHHBIX M3 TPYMIbL, COCTOSALIEH H3. COCTUHEHHH,
onucaHHbix B mateHTe CHIA Ne 7932260, npenBapuTenbHON 3asBKE HA MAaTEHT
CIIOA Ne 61/543176; 61/581528; 61/745429; 61/745437; u 61/835333, PI3K II,
TGR-1202, AMG-319, GSK2269557, X-339, X-414, RP5090, KAR4141, XL499,
OXY111A, nysenucuba, IPI-443, GSK2636771, BAY 10824391, TGX221, RG-
7666, CUDC-907, PQR-309, DS-7423, mnanymucuba, AZD-8186, CLR-457,
nuKTHIMcuOa, HepatuHubOa, puroceptuda, purocepruda Harpus, EN-3342, UCB-
5857, Tazemucuba, INCB-040093, mnmnapamucuda, BAY-1082439, puquitinib
mesunat, XL-765, remarommucuba, VS-5584, xkomamnucuba, CAI oporara,
annenucuba, Oynapaucuda, BAY 80-6946, BYL719, PX-866, RG7604, MLN1117,
WX-037, AEZS-129, PA799, ZSTK474, RP-6530, AS252424, L1Y294002,
TG100115, LY294002, BEZ235, XL147 (SAR245408), SAR-245409, GDC-0941,
BKM120, CHS5132799, XL756, MLN-1117, SF-1126, RV-1729, cononucuba,
GDC-0980, CLR-1401, nepudocuHa 1 BOpPTMaHHUHA,

(15) UnruburopoB BTK, BbIOpaHHBIX W3 Tpymmbl, COCTOsALICH u3. UOpyTHHHOA,
HM71224, ONO-4059 u CC-292;

(16) Uuruburopo SYK, BeiOpaHHBIX M3 rpymmbl, cocrosimed u3: tamarunuba (R406),
¢docramarunuda (R788), PRT062607, BAY-61-3606, NVP-QAB 205 AA, R112,
R343 u coenunenuti, onucanHbix B mateHTe CIITA Ne 8450321,

(17) UuruburopoB mTOR, BbIOpaHHBIX W3 TPYMIBI, COCTOSIIEH W3 TEMCHPOJIUMYCA,
sBeposumyca, pumadoponumyca, aedoponumyca, OSI-027, AZD2014, CC-223,
RADO01, LY294002, BEZ235, panamuriuna, Ku-0063794 u PP242;

(18) Uaruburopos AKT, BbIOpaHHBIX W3 TPYIIIBI, COCTOsmeN u3: mepudocuna, MK-
2206, GDC-0068 u GSK795;

(19) HUnrubutopos MEK, BBIOpaHHBIX W3 TPYIIBL, COCTOSINEH 3. TpamMeTHHHOA,
cenymernHuOa, kodumernnuda, MEK 162, PD-325901, PD-035901, AZD6244 u CI-
1040;

(20) Hurubmropos CDK, BbeiOpanHbIX u3 rpymmbl, cocrosmed u3: AT-7519,
anpBoLMANOa, nandbommknrbda u SNS-032;

(21) Uaruburopos JNK, BeiOpanHbIX U3 rpymiel, coctosmei u3: CC-401;

(22) UnruburopoB MAPK, BeIOpaHHBIX U3 rpymibl, cocrosimei n3z: VX-702, SB203580
u SB202190;
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(23) Uaruburopos Raf, BeiOpanHbIX U3 rpyImel, cocTosmen u3: PLX4720;

(24) Uaruburopos ROCK, BbIOpaHHBIX U3 rpymibl, cocTosmei n3: Rho-15;

(25) Uaruburopos Tie2, BBIOpaHHBIX U3 IPyIIEL, cocTosmen u3z: AMG-Tie2-1;

(26) MTHrnburopoB CUrHAM3ALMH MUO-WHO3HTA, TAKUX Kak OsokaTopsl Gpocponunazer C
W aHAJIOTM MHOWHO3UTOJa, omucaHHbie B Powis, G., and Kozikowski A., (1994)
New Molecular Targets for Cancer Chemotherapy ed., Paul Workman and David
Kerr, CRC press 1994, London;

(27) Unaruburopos Genkos cemerictBa Bcl-2, BbIOpaHHBIX M3 TPyNIbL, COCTOSIIEH H3:
ABT-263, ABT-199 u ABT-737;

(28) Maruduropos IKK, BbIOpaHHBIX U3 rpynmsbl, cocTosmeit uz: BMS-345541;

(29) Uuruburopos npoTeacoM, BBIOPAHHBIX U3 TPYIIIBI, COCTOSILIEH U3: OopTe3omuod,

(30) Uuruduropos nporennkuHassl C (PKC), BbIOpaHHBIX W3 IPYIIBI, COCTOSIIEH H3:
OpuocratuH | ¥ SH3acTaypHHa,

(31) Uuruburopos 6enxos Terosoro moka HSP90, BeIOpaHHBIX U3 IPYMIIbI, COCTOSIIEH
u3: I'enmaHaMuIuH;

(32) KoMOMHNPOBaHHBIX JIEKAPCTBEHHBIX CPEACTB, BHIOPAHHBIX W3 IPYMIIbI, COCTOSIIEH
u3. FR (¢pmonapadbun, purykcumad), FCR (¢mromapabun, uuknodochamun,
purykcumab), R-CHOP (purykcumad mmoc CHOP), R-CVP (purykcumad muioc
CVP), R-FCM (purykcumab mmoc FCM), R-ICE (purykcumab-ICE), CHOP
(mmxodochamun, TOKCOPYOUILIVH, BUHKPHCTHH, MPETHU30H ), CvVP
(mukiodochamun,  BUHKpUCTMH W npenHusoH), FCM  (¢monmapabus,
mukinodpochamun, wmutokcantpoH), hyperCVAD  (runepdpakurOHHPOBAHHBIN
mukiodochamMun, BUHKPUCTHH, HOKCOPYOWIIMH, JEeKCAaMeTa30H, MEeTOTPEeKCar,
uurapadun), ICE (udocdamun, kapboratusa u stonozun), MCP (MUTOKCAHTPOH,
xJopamOy1i 1 npenHu3oion) u R MCP (R MCP); u

(33) nmpyrux neKapCTBEHHBIX CpPEACTB JJIsl JICUEHHs] paka, BBIOPAHHBIX W3 TPYIIIbI,
COCTOsIIe W3 CleAyrmux: anpaecieikuH, anbBouuand, CHIR-12.12; ha20,
tuykcerad, PRO131921, SGN-40, ananoroBass mnentugHas BakuuHa WT-1,
nentuaHas BakuuHa WT1 126-134, ayTonoruyHbelii MOJYYEHHBIM W3 OMYyXOJIH
genoseka HSPPC-96, GTOP-99 (MyVax®), anruneomnactoH  AS2-1,
anTuHeoriacToH A10, aHTUTUMOLUTAPHBIN TNOOYNHH, OeTa-aJeTUH, TPUOKCHI
MBIIIbsKA, aMU(POCTHH, AaMHHOKAMITOTEIWH, JeHamunoMuna, kachodyHrus,
ki10(hapabnH, MKCaOENIIIOH, KJIAQAPUOWH, XJIOpaMOyLWI, KYPKYMHH, BUHOPEJIOUH,

tunudapHO, TaHECIMMHLMH, CWIIeHa(uIa LUTPAT, ACHWIEHKHHA TUPTHUTOKC,
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CHUMBACTaTHH, 3MO03TUH ajbda, GpeHpeTrnHnn, GUIrpacTUM, MECHA, MUTOKCAHTPOH,
neHanmugomun, GaygapabuH, MukodeHousaT ModeTwit, HenapaOWuH, OKTPEOTH,
OKCaJIMILJIATHH, nerpuiIrpacTuMm, PEKOMOMHAHTHBIN UHTepJeNKNH-12,
PEKOMOMHAHTHBIN uHTepienkuH-11, PEKOMOMHAHTHBIN JIUTaHA flt3,
PEKOMOMHAHTHBIH TPOMOOIIO3THH HYENIOBEKA, CaprpaMoCTUM, AaKTHBHPOBAHHBIC
JTUM(OKUHOM KJIETKH-KHJUIEPBI, JKUPHbIE KHUCJIOTBI OMera-3, peKOMOWHAHTHBIN
uHTEppepoH anbda, TepaneBTUUECKHE AaJUIOT€HHble JUMQPOLUTEI U aHAJIOTH
LIUKJIOCTIOPHHA.
[0352] CornacHO KOHKPETHOMY BapUaHTy pealu3alud COEIUHEHHE COTJIACHO
HACTOSIIIEMY OMHMCAHUIO WIIN €ro (papMaLeBTHUECKU IPUEMIIEMYIO COJIb KOMOMHUPYIOT C
OJTHUM, JABYMs, TPEMs, UeTbIpbMs WJIH Ooyiee JOMOJHUTENbHBIMU TEPANeBTHYECKUMU
areHTaMy, BbIODAaHHBIMHM W3 CJIEAYIOLIMX: HOPYTUHHO, ajbAeclelKHH, aJbBOLMIHO,
anTuHeoriactoH AS2-1, anTuHeomnacToH Al0, aHTHUTUMOLMTAPHBIA TIIOOYJIHH,
aMu(OCTUHA TPUTHAPAT, AMHUHOCKAMIITOTELMH, TPHOKCHJ MBIIIbsKA, O€Ta-aJeTHH,
ABT-263, ABT-199, ABT-737, BMS-345541, 6oprezomu®d, Opuocratun 1, Oycynbdan,
kapOoruatus, kammnat-1H, CC-5103, kapmyctun, kacrodyHruHa anerar, kiodapadus,
uucriatud,  knaapubun  (Leustarin), XnopamOyumn — (nelikepaH), KypKYMUH,
uukocnoput, uukinopochamun (Luknokcan, DHmOkcaH, DHIOKCaHA, l[UKIOCTHH),
nenunelikuaa mudTutoke, nekcamerasoH, DT PACE, nouerakcen, nonacratun 10,
nokcopyourmH  (Adriamycin®,  Adriblastine),  ngokcopyOMIMHA  THIPOXJIOPHI,
SH3ACTaypUH, OMO3THH anbda, stomosua, ssepoaumyc (RADO01), denperunun,
dunarpactuM,  mendanaH, wMecHa, ¢uaaBonupunon,  ¢Qmonapadbun  (Fludara),
Ienpanamunue (17 AAG), udochamun, UpPUHOTEKAHA TUAPOXJIOPUI, HKCAOEITHIIOH,
nenamunomun  (Revlimid®), axkTuBHpOBaHHbIE JHUM(POKUHOM  KJIETKHU-KHILJIEPHIL,
MmendanaH, METOTPEKCaT, MHUTOKCAHTPOHA THIAPOXJIOPHI, MOTEKCahUH TaJOJHHUS,
mukodeHonsaT moderun, Henapadbun, odnmumepcen Obatoclax, obnumepceH, OKTpeoTHIa
aLerTar, SKUPHbIE KHUCJIOTBI OMera-3, OKCaJUIUIaTHH, nakautakcesn, PD0332991,
[I3I mupoBaHHBIA JTMITOCOMANIBHBIA JOKCOPYOULIMHA THAPOXJIOPHI, MAT(UITPACTHM,
nearcratuH  (Nipent), mnepudoCHH, TPEAHU3ONOH, MPEOHU30H,  CEJIULMIHO,
peKOMOMHAHTHBIH ~ uHTEeppEepoH  anmbda,  PEKOMOWHAHTHBIA  HHTEPIEHKUH-12,
peKOMOMHAHTHBIA HHTEpJeHKuH-11, pekomOuHaHTHbIN Jmurana flt3, pexkoMOMHAHTHBIN
TPOMOOTNIOSTHH ~ YEJIOBEKa, PUTYKCHMad, caprpaMoCTHM, CuiaeHaduia IHUTpaT,
CUMBacTaTHH, cupoaumyc, CTuUpHOBBIE CyJIb(OHBI, TAaKPOJIMMYC, TAHECITUMHILIMH,

TEMCUPOJIUMYC, TAJIUAOMUA, TEPANCBTUYCCKUEC AJIJIOTCHHBIC .]'II/IM(I)OLII/ITI:;I, THOTECIIA,
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tunudapan®, BUHKpUCTHH, BHUHKPUCTHHA CyibdaT, BHUHOpENOWHA AUTAPTPAT,
Bopunocrar (SAHA), Bopunoctar, FR (¢pmomapabun, putykcumab), CHOP
(mmkodochamun, nokcopyOuiuH, BUHKpUCTHH, npenHu3oH), CVP (uuknodochammn,
BUHKpUCTUH U npenun3zoH), FCM (¢momapabun, nuknodochaMus, MUTOKCAHTPOH),
FCR (pmromapabun, ukJiodochamun, putrykcumao), hyperCVAD
(runep¢pakIMOHNPOBAaHHBIH  1HKIOpOchaMus, BUHKPUCTHH, JOKCOPYOHIIUH,
nexkcameTa3oH, Merorpekcar, nutapadus), ICE (udochamun, kapboruiatuH 1 3TOMO3UA),
MCP (murokcaHTpoH, xynopamOyimna u npenHusoioH), R-CHOP (purykcumal mimroc
CHOP), R-CVP (purykcumab mmoc CVP), R-FCM (purykcumad mmoc FCM), R-ICE
(purykcumab-ICE) u R MCP (R MCP).

[0353] JlroOo#i M3 MpensosKeHHBIX CIOCOOOB JIEUEHHS] MOKET HCIOJIb30BAThCS IS
JIeYeHUs] paka Ha pasHbIX cragusx. Hampumep, craaus paka BKIIOYAET, HO HE
OrPaHUYMBAETCS] WMH, PAHHIOK, pPa3BUTYHO, JIOKAJbHO pPa3BUTYI0, PEMHUCCHOHHYIO,

pedpakTepHyI0, MOBTOPHYIO MOCIE PEMHUCCHU U IIPOrPECCUBHYIO.

[0354] Kpome Toro, cyOBeKTOM MOXKET OBbITh Y€JOBEK, KOTOPBIN MOABEPTaeTCsl OHOM
WJIM HECKOJIbKUM CTAHIAPTHBIM TE€PamusM, TAKUM KaK XMMUOTEpaIius, JIydeBasi Tepamnusi,
UMMYHOTEpAIus, XUPYprusi Wik ux komOuHanums. COOTBETCTBEHHO, OIMH WM Oolee
MPOTUBOPAKOBBLIX ar¢HTOB MOXKHO BBOAUTL 10, BO BpPEMsA MWK II0CJIE BBCACHUA

XUMHOTEPAIHH, JIy4E€BOH TEPATTUH, UMMYHOTEPAITUH, XUPYPTUU HITH UX KOMOMHALIUH.

[0355] Tepanepruueckoe Je4eHUE MOKET ObITh JOMOJIHEHO WU O0BbETUHEHO ¢ JIFOOOM
U3 BBIIIEYNOMSHYTBIX TEpParuil ¢ TpaHCIUIAHTaUMEH WIH OO0pabOTKOW CTBOJIOBBIMH
kiaerkamn.  OpHUM W3 TpUMEPOB  MOAMGULMPOBAHHOTO  TOAXOHA  SIBJISIETCS
pPamTMOMMMYHOTEpanusi, B KOTOPOH MOHOKJIOHAJIBHOE AHTHUTENO OOBEAMHSIT C
PaaUOU30TONHON 4acTuuen, Takod kak uHaud In 111, wurrpuit 'Y 90, iom I-131.
ITpumeprl KOMOMHMPOBAHHOW TEPANUU BKIIOYAIOT, HO HE OTPAHUYUBAIOTCS MUMH, HOA-
131 To3urymomad (Bexxar®), wutrpmii-90 wubputymomad Tuykceran (Zevalin®),

Bexxar® ¢ CHOP.

[0356] [Ipyrue TepaneBTHYECKHE MPOLIEAYPHI BKIFOYAOT TPAHCIUIAHTALIMIO CTBOJIOBBIX
KJIETOK Tepudpepudeckoil KpOBH, ayTOJOTHYHYIO TPAHCIUIAHTALMIO T'€MOIO3THYECKHX
CTBOJIOBBIX KJIETOK, AyTOJOTWYHYKO TPAHCIUIAHTALUIO KOCTHOTO MO3ra, TEPAIHIO
aHTHUTENAMH, OMOJOTMYECKYIO TEPANHIo, TEPAHi0 UHruOUTOpaMu (HEPMEHTOB, MOJHOE

oOny4yenwe Tena, WHQY3UIO CTBOJIOBBIX KJIETOK, aOJNSIUI0 KOCTHOTO MO3ra ¢
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NOJ/IEPKKOH  CTBOJIOBBIMH ~ KJIETKAMHM, TPAHCIUIAHTALMIO  CTBOJIOBBIX  KJIETOK
nepudepuaeckoil KpoBH, 00pabOTaHHBIX 1N Vitro, TPAHCTUIAHTALMIO MTyTIOBUHHON KPOBH,
UMMYHO(EPMEHTHYIO METOIHKY, (hapMaKOJIOrHIecKoe UCCIeOBAHNE, TaMMa-TEPAITHIO C
Hu3kuM LET kobambToM-60, OGeoMuIiH, OOBIMHYI) XUPYPTHIO, JIyYEBYIO TEPAIHI0 U
HEMHEN0Aa0MaTUBHYI0 AJUIOTEHHYIO TPAHCIUIAHTALMIO TeMOIMOITHYECKHUX CTBOJIOBBIX

KJICTOK.

[0357] Takxke B HacTOALEM AOKYMEHTE NPEAJIOKEHO COEAUHEHHE COIVIACHO
HACTOSIIIEMY ONHCAaHUIO (Hampumep, coenuHeHue ¢Gopmynsl  (I)) wmmm  ero
dapmalieBTUUECKH TpUeMiieMas COJlb M OAMH Wi Ooyee  JIOMOJHUTENbHBIX
TEPareBTUUECKUX areHTOB Uil JICUEHWs Paka, Il NMPUMEHEHHs B CIocoOe JieueHUs

paka.

[0358] Takke B HacTOsIIEM [AOKYMEHTE MPEIJIOKEHO COEAUHEHUE COTJIACHO
HacTosleMy onucaHuio  (Hampumep, coenuHenue Qopmynsl  (I)) wumm  ero
(dapmaneBTHUECKH TIpUEMIIeMasi COJb, JUI NMPUMEHEHUs B crioco0e JIEYeHUs paka, rue
YKa3aHHOE COEIAMHEHHe WM ero (apMaLeBTHYECKH IPUEMJIEMYIO COJb BBOZAT
ONHOBPEMEHHO, pAa3leNbHO WM IIOCJIEA0OBATENbHO C OAHUM WM HECKOJbKHMHU

JNONOJHUTEIBHBIMU TEPAIEBTUYECKUMU CPEACTBAMMU JIs JICUEHUS PAKA.
XI. HABOPHI

[0359] B HacrosiieM ONMCAaHWUW TPENJIOskeH HaOOp, COAep Kalluii COEAMHEHHE
COTJIACHO HACTOSIIIEMY OIMHUCAHUI0 WIH ero (hapMaleBTUYECKU MPHEMJIEMYIO COJIb.
Habop MoeT NOMONHUTENbHO COAEp:KAaTh MHCTPYKLHUH MO NPUMEHEHHIO, HANpumep,
IUI IPUMEHEHUst 1J1s1 Moaymuposanus toll-monobuoro penenropa (nanpumep, TLR-8),
HaTpuMep, Ui IPUMEHEHHs JJIsl JIeYeHUs1 3a00JIeBaHus, PACCTPONCTBA MM COCTOSTHUS.
CornacHo HEKOTOPBIM BapHaHTaM pealu3aluyd HAaOOp TNpEeNHA3HAYeH Ui JICYCHUS
undpexkmmu BUY, HBV umn HCV. CornacHo HEKOTOPBIM BapHaHTaM pealilu3alii Habop
npenHasHaueH Uit JedeHuss uHpeknmun HBV. MHCTpyKUMH 1O NPUMEHEHHIO, Kak
NPABUJIO, TPEACTABIIIOT COOOM NMHUChMEHHbIE HMHCTPYKLHH, XOTS TAaK)Ke MPHEMIIEMBI
3JIEKTPOHHBIE HOCUTENIN MH(GOPMALH (HAapUMep, MarHUTHASI TUCKETA WIJIH ONTHYECKUN

IIWICK), COAEPIKALIIe HHCTPYKLIHH.

[0360] B HacrosimeM ONMHMCAHUM TaKXkKe TMPEAIOKEeH (hapMaleBTUYECKUd Hadop,

comepkaluil OAMH WM Oojiee KOHTEHHEPOB, COAEpIKALIUX COEAMHEHHE COTJIACHO
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HACTOsIIEMY OIMCAHUIO W ero (papmarieBTHUeCKy mpuemieMyro conb. HeoOs3atensHo
CBSI3aHHBIM C TAKUM KOHTEHHEPOM (KOHTeHHepaMI) MOKeT OBITh YBEIOMIIEHHUE B (hopme,
NPEANUCAHHOW  TOCYAApCTBEHHBIM  OPraHOM,  PEryJHUPYIOLIUM  IPOU3BOJCTBO,
UCIIONIB30BAHUE HJIM  NPOJaxy (papMaLeBTHYECKUX MPENaparoB, OTPAKArOIIee
of00peHne yKa3aHHOTO areHTCTBA Ha MPOHM3BOACTBO, UCIONb30BAHNE WU MPOJAXKY AT
BBefeHUs oM. Kaknplli KOMIOHEHT (ecnu umeercs: Oosiee OJHOrO KOMIIOHEHTA)
MOJKET OBITh YIIAaKOBaH B OT/AENbHbIE KOHTEHHEPB! WM HEKOTOPbIE KOMIIOHEHTBI MOTYT
ObITh OOBENMHEHBI B OIMH KOHTEIHEp, IZie JOMYyCKAaeT MEePEeKPeCTHasl PEeakKTUBHOCTb U
cpok romHoctu. HabGopbl Moryt ObITH B €AMHHYHBIX JO3UPOBAHHBIX (opMax,
MHOT'OZIO30BBIX YNAKOBKaxX (HampuMep, B YMAaKOBKAX C HECKOJBKMMHU J103aMU) WIH B
cyObenuHMUHbIE n03ax. Habopbl MOryT Takke BKJIFOYATh HECKOJBKO E€IUHHYHBIX 103
COEAMHEHUH M MHCTPYKUUH IO NPUMEHEHHWI0O U VYIAaKOBBIBATHCS B KOJHYECTBAX,
AOCTATOYHBIX U XPAHEHHsS W WCIOJIb30BAHUS B anTekax (Hampumep, B OOJbHHYHBIX

anrTekax U MPOU3BOJCTBEHHBIX aNTEKaX).
XII. TOJYYEHHUE COEANHEHUHI

[0361] Takke NpemyiOKeHbl U3AEIHS, COAEpIKALIUE €IUHUYHYIK 103y COCIUHEHUS
COTJIACHO HACTOSIIIEMY OIMHUCAHHUI0 WM ero (papMauneBTUYEeCKH NPHEMJIEMOH COJH B
MOJXOMALICH YNaKOBKE MJisi MPUMEHEHHs B OINHCAHHBIX B HACTOSALIEM JOKYMEHTE
cnocobax. IToxxoasiimasi ynakoBka M3BECTHA B JAHHOW OOJACTH U BKIIFOYAET, HATIPUMED,
(bTaKOHBI, COCYMbI, aMITyJibl, OyThUTKH, OaHKH, THOKYIO YIAKOBKY W TOMY HOIOOHOE.

Uz nenre MOXHO TOTIOJTHUTENBHO CTEPUITM30BATh U/ UM T€PMETU3HPOBATH.

[0362] BapuanTbl peanu3alMM TaKKE OTHOCSATCS K CIOCOOAM M MPOMEKYTOYHBIM
COCIMHEHUSM, MOAXOMALIMM [UJIsl MOJYYEHHs YKa3aHHBIX COEAUWHEHUN WIH UX

(apManeBTHYECKH MPUEMIIEMBIX COJIEH.

[0363] [ocTymHO MHOKECTBO OOIIUX CCHUIOK, COAEPIKAIMUX OOINEU3BECTHBIE CXEMBbI
XUMHYECKOTO CUHTE3a W YCJIOBHS, MOAXOISIINE JJIsi CHHTE3a PACKPBITBIX COSTMHEHHI
(cm., nanpumep, Smith, March's Advanced Organic Chemistry: Reactions, Mechanisms,

and Structure, 7" edition, Wiley-Interscience, 2013.)

[0364] CoenuHeHus, ONMHWCAaHHbIE B JAHHOM JOKYMEHTE, MOTYT OBITh OYHINEHBI C
MOMOIIBIO JTFOOOr0 M3 CrocoOO0B, M3BECTHBIX B JAHHOM 00JaCTH TEXHUKH, B TOM YHCJIE

XpOMaTorpauuecKkux CpeACTB, TAKMUX KakK BbICOKO3(p(eKTHBHAS KHIKOCTHAsS
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xpomarorpadus (B2XKX), npenaparuBHas TOHKOCIIOHHAA XpoMaTorpadusi, KOJIOHOYHAsS
¢dmm-xpomarorpaduss u  MOHOOOMeHHass xpomarorpadusi. Jlrobass moaxonsimas
HemonBW)kHasi (a3a MOKeT ObITb HCIOJb30BaHA, B TOM YHCJIE HOPMAJbHBIE U
oOpaiieHHble (ha3pl, a TaKke HOHHbIE CMOJbl. Haubojee THUNMHUYHO OMMCAHHBIC
COEMHEHHUS] OYHUINAIOT C MOMOIIBI0 XpoMaTorpaduu Ha CUITMKAresie W/WIM Ha OKCHIE
amomunus. Cm., nanpumep, Introduction to Modern Liquid Chromatography, 2nd ed.,
ed. L. R. Snyder and J. J. Kirkland, John Wiley and Sons, 1979; and Thin Layer
Chromatography, E. Stahl (ed.), Springer-Verlag, New York, 1969.

[0365] B xone mroboro u3 crnocobOB MONyYeHHUsI YKA3aHHBIX COSUHEHUIN MOXKET OBITh
HEoOX0UMO u/unm KeJaTeJIbHO 3alUIIATh qyBCTBUTEJIbHbIE 30031
PEaKIMOHHOCTIOCOOHBIE TPYMITEI HA JIFOOOH U3 COOTBETCTBYIOIIMX MOJEKYJ. ITO MOXKET
ObITb AOCTUTHYTO C TOMOIIBI TPAAMLHOHHBIX 3AIMUTHBIX TPYMI, KaK ONHCAHO B
cTaHmapTHeIX padorax, Takux kak T. W. Greene and P. G. M. Wuts, «Protective Groups
in Organic Synthesis,» 41 ed., Wiley, New York 2006. 3aIuTHbIe TpyTIBl MOTYT GBITH
yIaneHsl Ha yIOOHOM MOCTEAYIOIIEM 3Tarna ¢ HCIOJIb30BAaHUEM CIIOCOOOB, H3BECTHBIX U3

YPOBHSI TEXHUKH.
XIII. TTPUMEPDBI

[0366] Tumnu4HblE XUMUYECKHE COSNUHEHUS, MOAXOMSLINE JUIsi CIOCOOOB BapHAHTOB
peanu3arnyu, OyayT OMHCAHBI CO CCBUIKOH HAa MJUTIOCTPATHUBHBIE CXEMbl CHHTE3a IS
00IIero MoJy4eHus] B HACTOSIIEM JOKYMEHTE U MOCIENYIOIUX KOHKPETHBIX MPUMEPOB.
CrenuaiucTsl MONMYT, YTO ISl TIOJyYEHHs] PAa3IMYHBbIX COCJUHEHWH, OMHCAHHBIX B
HACTOSIIIEM JTOKYMEHTE, MCXOIHbBIE BELIECTBA MOTYT OBITh COOTBETCTBYIOIIUM O0OpazoM
no00paHbl TaK, YTO B KOHEYHOM UTOTe TpeOyeMble 3aMeCTUTENN OYAYT NMEPEXOAUTh 110
PEaKLMOHHON CXeMe C 3aIUTOH MM Oe3 Hee, €C 3TO HEOOXOIUMO Uit TOJYy4EHUs
TpeOyeMoro mpoaykrTa. AJBTEPHATUBHO, MOXKET OBITh HEOOXOOMMO HIIH JKEJIATEeJIbHO
UCTIONIB30BATh BMECTO KOHEYHOTO JKEIaeMOr0 3aMECTHTENsl TMOAXOISINYI0 TPYIIY,
KOTOpass ~ MOXKET [EPEHOCHUThCS MO  PEaKIUOHHOW CXeMe€ U 3aMEeHSIThCS
COOTBETCTBYIOLINM 00Opa3oM TpebyembiM 3amectuteneM. Kpome TOro, crnenuaiuct B
OaHHOH 00JacTH TEXHHWKH IMOWMET, YTO MPEeBPAIlCHUs, MOKAa3aHHbIE B TMPUBEACHHBIX
HIDKE CXeMaX, MOTYT BBIIIOJNHATECS B JIFOOOM TIOPSIIKE, KOTOPBIH COBMECTHM C
(PYHKIMOHATBHOCTBIO ~ KOHKPETHBIX OOKOBBIX ~ TPYIIIL Kaxnyro w3 peaxmwi,

n300pakeHHBIX Ha OOLIMX CXeMax, MPEANOYTHTEIBHO MPOBOMST NMPU TEMIIEPAType OT
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npumepHo 0 °C 1o TemmepaTypbl KHUIIEHHS MCIOJb3yEMOrO0 OPraHUYECKOro

pacteopurena. Ecin He yka3aHO MHOE, IEPEMEHHbBIE ONPEAEIEHBI BbILIE CO CChUIKON HA
dopmyast (I) nmm (J).
[0367] TunuuHble CHHTE3bI COEAMHEHUM COrJJACHO  HACTOSLIEMY  OIHMCAHUIO

NPUBCACHBI HMXKE Ha CXEMaxX, TIOCJIC KOTOPBIX CJICAYET OIMUCAHUEC KOHKPETHBIX

PUMEPOB.

[0368] Ha cxeme | moka3zaH THUIHUYHBIA CHHTE3 COCIMHEHUN COIJIACHO BapUAaHTaM

peanuzani. MeTONONOrusl COBMECTHMAa C LIMPOKUM CIEKTPOM (PYHKLMOHAJIBHBIX

TPyIIL
O/
HoN
o,
R4 4
HN HN’R
1 N 1
R > | = )N\ o pa3IHYHbIC R /N I N o
=
R2 S N H YCIIOBHA R2 S N/)\H
3 3
) A3 o” " Ad o~
R*
HN
1
R = | N
-
R2 T NJ\NHQ

R3
0]

[0369] Ha cxeme 1 coenunenus popmynsl Al (rae R, R? u R? Takue, xak onpeneneHo
B HACTOSAIIEM JOKyMEHTE, WIIM TpPEACTaBIsAIOT COoOOH COOTBETCTBEHHBIM 0Opa3oM
3amuienHsie npoussonnnie R, R? u R¥) npespainaror B cooTBeTcTBYIOMUIA 4-aMUHO, 2-
XJIOPTeTePOLUK  MOCPEACTBOM B3aMMOJAEHCTBUS C HyKJIeOQUIbHBIM aMHHOM B

NPUCYTCTBUHM TIOAXOIINero ocHoBaHusl (Takoro kak DIPEA) mpu KOMHaTHOM
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TeMmrieparype.  3areM  coeauHeHwe  ¢opmynsl A2 obpabareiBaror  2,4-
IMMETOKCHOEH3WIAMUHOM TIpY TIOBBIIIEHHOH TeMmIeparype, ¢ TOJdy4eHuem 2.4-
nuamuHomupumuauHa Gopmynsl A3. B cnyuasx, korma R', R* u R® npencrapastor
coboli auBepcHUPUIMPYEMYI0 XUMHUYECKYIO rpymmy, Takyio kak Cl wmu Br, mpoBomsT
nononHuTenbHoe 3amemenue R!, R*> u R’ pasnuunbiMu  crocobamu, BKJIOYas
[IUaHNPOBAHUE, HYKJICOPUIbHOE apOMATHUECKOE 3aMeIeHIe U PEAKLIUU NTEPEKPECTHOTO
COYeTaHUs], KaTaJH3upyeMble MeTajioM, Takue coderaHue Cy3ykd, C TOJIy4YE€HUEM
nponyktoB  ¢opmyasl A4,  OOpaboTka mnoaxondimield KUCIOTOH  (Hampumep,
TpUPTOPYKCYCHON KUCIIOTON) MPUBOAUT K HEKOTOPBIM coearHeHusM (opmyuel (I) mnu
(J). 'me at0 nenecoodpasHo, BMecto rpynmbl (rpymm) Cl B Al MOXXHO HCHIONB30BaTh

ApyTrHe yXOAALUe IPYIIbL.

[0370] Ha cxeme 2 moka3aH OOImUII MyTh, KOTOPBI MCHOJNB3YIOT IJISI TOJNYYEHUS

HEKOTOpBIX coenuneHui popmysl (1) wim (J).

1 (@) 1
R /N |\N o pa3IHIHBIC R /N |\NO o
—Z
R2TNY N)\H YCTOBHSA R27X N/)\N
Rs O/ R3 H
B2 B3 O
G
)ﬁ(z
HN
0]
1
— "Y1y
=
RZNAN NH,
R3
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[0371] 2,4-muxnoprupunupumuauabl Gopmynsl Al (rme R!, R? u R? Takue, kax
OTPENEIEHO B HACTOSINEM OKYMEHTE, WJIH MPEACTaBISIIOT COOOH COOTBETCTBEHHBIM
obpa3oMm 3aiuinenHbie npoussoansie R, R? u R?) npespamaror B cOOTBETCTBYIOMMUI 4-
aMHHO, 2-XJIOPTeTEPOLIMKI IMOCPEICTBOM B3aMMOIEHCTBHA C 3(QHPOM aMHHOKHCIIOTHI
(TakuM Kak MeTHJIOBBIH 3¢up L-HOpBaNMHA) B MPUCYTCTBUH MOAXOSAINETO OCHOBAHHS
(rakoro kak DIPEA) mpu KOMHAaTHOHW TemmepaType C TOJIY4YEHHEM COEAUHEHHS
dopmynsl Bl, rne G mpencraBiser coOoii OOKOBYIO LeNb aMHHOKHCIOTBHL 3aTem
coequnenne  ¢opmynsl Bl oOpabarbiBator  2,4-TUMETOKCHOCH3WJIAMHHOM B
MHUKPOBOJIHOBOM pEAaKTOpe IpH MNOAXOAsALIeHl Temmneparype (Hampumep, NPUMEPHO
135°C), B pesynbTare 4ero nonyyaroT 2,4-AMaMuHONTUPUMUANH Gopmyisl B2. I'unponus
CIOXKHOX(UPHON Tpynmbl IMyTeM OOpaOOTKH MOAXONSALINM OCHOBaHHEM (TaKUM Kak
Bogublii KOH/THF) npuBogur kx mnonydenuto mnpoaykra ¢opmynsl B3, rme Z
npexncrasisier coboil ruapokcuia.  JlomonHUTENbHOE B3aMMOIEHCTBHE IMOJYyYEHHOM
KapOOHOBOH KHCJIOTHI IPUBOAUT K MOAU(UKALNU Z MOCPEACTBOM 00pa3OBaHUS aMUJa,
npomotupoBaHHoro HATU, ¢ pa3nuuHbIMU aMUHaMH. Y ajieHUE 3alUTHON TPYMIIbI
NOAXOSIEeH KHCIOTOH (Hampumep, TPUPTOPYKCYCHOM KHCIOTOH) NpH KOMHATHOM

TeMIepaType 3aTeM NMPUBOIUT K HEKOTOPbIM coenuHeHusiM Gopmyusl (J) wmu (I).

[0372] Ha cxeme 3 moka3aH TUIUYHBIA CHHTE3 COEIMHEHUM COTJIACHO BapUaHTaM

peanuzan. MeTOmOJIOTHST COBMECTMMAa C LIMPOKHUM CIEKTPOM (PYHKLIHMOHAJIBHBIX

CPYIIIL
D " 1 o ¢ (@)
1 1 . HeoOs3arempHag Moaudukanus OH
R /N Z1 R - | \/I\L -
2 A 2 ~
R s NH2 R 5 N NH2 2 R4_NH2
R R
o 2
_R*
HN
1
RL_N | NN
N =
R2 N)\NHZ
R3

(1

[0373] Amun popmynsr Cl (rme R, R? u R’ Takue, kak ompesieseHO B HACTOSIIEM

AOKYMEHTEC, WM TMPEACTABIIAIOT co0OM COOTBETCTBEHHBIM o6pa30M 3aIIUIICHHBIC
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npoussoanbie R', R? u R’ a Z! npencrapnser coboit NH? unu O-ankun) npespaiaroT B
coennaeHue Gopmynbl C2 B MOAXOASINX YCIOBHAX peakuuu. Hanpumep, coennHeHne
¢opmynsr Cl mpuBOZAT B KOHTAKT C THIPOXJIOPUAOM XjopodpopmMaMunuHa B
NOAXOMAMX ychaoBusix ¢ mnonydeHueM C2. I'MOpPOKCHIIBHYIO TIpyHdIy MOXKHO
JOTOJNHUTEIBHO MOAU(PUIIPOBATh, HAIPUMED, IYyTEM BBEAEHUS JIFOOOH moxxopsimei
yXOfse TPyMIb, TAKOH Kak TO3WJbHAs TPYMNa, Tepe NPUBeNeHeM B KOHTakT ¢ R*-
NH:. AnsrepnatusHo, R*-NHomoxeT ObITb HemocpencTseHHo cBsizaH ¢ C2 B
INPUCYTCTBUM NOAXOJSAIIEr0 areHra coueTaHusi, Hampumep peareHta BOP, B

NoAXOAAINX YCIIOBUAX.

[0374] Kpome Toro, coenunenue ¢opmyasl Al (rme R!', R* m R’ Takme, kax
OnpesiesieH0 B HACTOSIIEM AOKYMEHTE, WJM MPEeACTaBIsIOT COOOH COOTBETCTBEHHBIM
obpazoM 3amuuienHble npoussonHsie R R? 1 RY) MoxeT 6bITh momydeHo, Kak OMHcaHo
Ha cxeMe Huke. Cremyer TNOHUMaTh, uTo Al MOXeT ObITb JOMOJHUTEBHO
Moau(ULIPOBAH AJIs OJydeHus coenuHeHnit popmyisl (I), kak Gonee MosHO onmHMcaHo

B HACTOAILIEM JOKYMECHTE.

0 OH raJoTeH

R! N - R N y FaJIOTCHUPOBAHUE RN 1§

_ | > ~ N
2y 2y /)\ ™ P
R NH R N™ "OH R? N”  rajgoren

R3 R3 R3
D1
C1 A1

[0375] Kaxk onucano Beime, C1 mpUBOIAT B KOHTAKT C MOAXOSALIAM areHTOM, TAKUM
kak TpudocreH u AMOKcaH, ¢ monydeHueM coenuuenusi D1. Coenunenue D1 mosker
OBITH OTIOJHUTENLHO TaJIOTEHUPOBAHO B MOAXOMSAIINX YCIOBUSIX, TAKMX Kak 00paboTka

POCI; u PCls, ¢ nonyuenuem coenuHerus popmyist Al.

[0376] B HexOTOpBIX CIy4asx YKa3aHHBIE BBILIE CIIOCOOBI TOTIOTHUTEBHO BKIFOUAIOT
CTaAMI0 00pa30BaHUsI COJM COEJMHEHUs] HACTOSIIEro ONUCaHus. BapuaHTsl peanusanun
OTHOCATCSl K APYTUM ONHMCAHHBIM B HACTOALIEM IOKYMEHTE Croco0aM; M K MPOAYKTY,

MIOJIy4Y€HHOMY JIFOOBIM M3 OITUCAHHBIX B HACTOSIIEM JOKYMEHTE CIIOCOOOB.

[0377] Ecam He yka3aHO WHOe, CHOCOOBI M METOMUKH HACTOSIIUX BAapUAHTOB
peanu3anuu OOBIYHO BBITIOJNHSIOT B COOTBETCTBUM C OOIIEMPHUHATBHIMH CHOCOOAMH,
XOPOIIIO U3BECTHBIMU B JAHHON 00JIACTU TEXHHUKU M OMIMCAHHBIMU B PA3JIMYHBIX OOIIUX U

cneun(UIHBIX CCBUIKAX, KOTOPbIE LHUTHPYIOTCA U OOCYKHAIOTCA B  HACTOALIEM
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omucannn. Cwm., Hanpumep, Loudon, Organic Chemistry, 5 edition, New York: Oxford
University Press, 2009; Smith, March's Advanced Organic Chemistry: Reactions,

Mechanisms, and Structure, 7 edition, Wiley-Interscience, 2013.

[0378] IlpuBenaeHHblE B HACTOSLIEM JOKYMEHTE MPUMEPbI OIUCBIBAOT CHHTE3
COCAMHEHMUM, ONUCAHHBIX B HACTOALIEM JOKYMEHTE, a TakXKe MPOMEXYTOUHbIE
COEIMHEHUS, UCTONb3yeMble ISl TOJyueHus coeanHeHui. Crenyer MOHUMATh, YTO
OTHEJIbHBbIE CTAJNU, ONMFCAHHBIE B HACTOSLIEM IOKYMEHTE, MOTYT ObITb OOBEIUHEHBI.
Cnenyer Takxe TMOHHUMAaTh, 4YTO OTHEJbHBbIE NAPTUM COCOUHEHUS MOTYT OBITh

O6’beI[I/IHeHbI U 3aTEM NEPEHECCHDBI Ha CJICAYIOIYO CTaAUK0 CUHTE3a.

[0379] B HmxecneaywlmeM ONUCAHUU NPUMEPOB OMUCAHBI KOHKPETHBIE BAapUAHTHI
peanusauuy. YKa3aHHbIE BapUAHTBl PEANTU3ALUU ONUCAHBI IOCTATOYHO IOAPOOHO,
4yTOOBI J1aTh BO3MOXKHOCTb CIIELIMAJICTAM B JAHHOW OOJACTH TEXHUKU OCYIIECTBHUTH
HEKOTOpPbIE BapUAHTBI PEATH3ALMH HACTOSIIEr0 OMHCAHHUs. MOryT ObITh HCIOJIb30BaHbBI
APYTHe BAPUAHTHI PEANHU3ALIH U MOTYT ObITh C/IeJIaHbl JIOTHUECKHE U IPyTrue N3MEHEHUS
0e3 orxoma OT oObeMa pacKphbITUs. B CBsI3M ¢ 3TUM, HIDKECIeAyrollee ONMHCaHue He

IpeHa3HAYeHO Ul OTPaHUYEHHUs] 00BeMa HACTOSIILETO PACKPBITHS.

[0380] CrocoObl COrIacCHO HACTOSIIEMY H300PETEHHIO OOBIMHO O0ECIeYHBAIOT
KOHKPETHBI YHAHTHOMED WM JIHACTEPEOMEP B KAaUeCTBE LIEJIEBOrO MPOAYKTA, XOTSI
CTEPEOXMMHUYHOCTb JHAHTHOMEpPAa WM JHACTEPeOMEepa He OIpeneNseTcs BO BCeX
cnydasix. Korma cTepeoxwiMusi KOHKPETHOTO CTEPEOLIEHTPAa B DJHAHTHOMEPE HITH
auacTepeoMepe He OMNpenesieHa, COeIMHEHHE TOKa3blBAlOT 0e3  M300paskeHust
CTEPEOXHUMHUU B YKa3aHHOM KOHKPETHOM CTEPEOILIEHTpE, Nake HECMOTPs Ha TO, YTO

COCAUMHECHUE MOXKET OBITH IO CyHmI€CTBY SHAHTUOMEPHO UJIN AE3ATEPOMEPHO YHCTBIM.

Hpumep 1
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[0381] Cunres N*-GyTun-N*-(2,4-mumeroxcubensum)nupuao|3,2-dlnupumugus-
2,4-nmamuna (1A): K pacteopy 2,4-muxnopnupuno|3,2-d|nupumununa (CAS# 39551-
54-7, nmocrapnsiemerii Astatech, Inc.) (50 mr, 0,25 mmons) B TI'® (2 M) mobapmnsiim
oyran-1-amun (0,03 mu, 0,28 mmonb) u N,N-muusonpomuntwiamud (0,13 mu, 0,75
mmodb). [locne mepememmBaHus MPU KOMHATHOH Temmeparype B TedeHue 30 MUHYT

nobasmsun 2, 4-numerokcubensunamud - (0,19 wmin, 1,25 wmmome) uw N N-

>
mumsonponmTuiaamud (0,13 mi, 0,75 mmonb) u cmecs HarpeBanu 10 100°C. Uepes 16
JaCcOB PEAKLUOHHYK0 CMECh OXJKAAIU IO KOMHATHOM TeMIepaTyphl, pa30aBisiin
STHJIALETaTOM, MPOMBIBAJIN BOJOH M COJEBBIM pPacTBOpOM, cymmind Haj NaxSOs u
KOHIIeHTpUpoBanu 6 eakyyme. Ilpoaykr (1A) momydanu nociue Quem-xpomarorpaduu.

MS (m/z): 368,14 [M+H]".

[0382] CunTte3 N*-6yTrunnupuno[3,2-dlnupumuaun-2,4-1uaMuHa (1B):
1PactBopsiin B TpudTOopykcycHol kuciore (3 mu). Uepes 30 MHHYT peakLMOHHYIO
cMech pa30aBisI BOIOW M MeTaHoJoM. Uepe3 60 MHHYT CMeCh KOHIIEHTPUPOBAIH 6
saxkyyme. (OCTaTOK 3aTeM BbIAPUBAIN COBMECTHO C METAHOJOM TpPU paza u
¢buIpTPOBAIM B METAHOJIE C MOJy4YEHHEM YKa3aHHOTO B 3arojioBke npoaykra 1B B Bune
comu TpudropykcycHoit kucaotel. 'H SAMP (400 MI'u, Metanon-ds) & 8,59 (dd, J = 4,4,
1,4 Ty, 1H), 7,82 (dd, J=8,5, 1,4 'y, 1H), 7,72 (dd, /= 8,5, 4,4 'y, 1H), 3,66 (t, /=73
I'n, 2H), 1,78 — 1,62 (m, 2H), 1,43 (dq, J = 14,7, 7,4 I'u, 2H), 0,98 (t, J = 7,4 T'u, 3H).
MS (m/z): 218,10 [M+H]". F SIMP (377 MI'u, Meranon-d4) § -77,6.

IIpumep 2
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[0383] Cunres N*-(2,4-numeroxcubensui)-N*-(nenran-2-ua)nupuno|3,2-
d]nupumuaun-2,4-nnamuna (2A): 2A cuHTE3UpOBAIN B COOTBETCTBUH C MPOLEAYPOH,
OMUCAHHON BhILIE 1Uis nony4deHus 1A, 3ameHsist OyTtasn-1-amMuH Ha 2-aMuHOINEHTaH. MS

(m/z) 382,17 [M+H]".
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[0384] Cunre3 N*-(nenran-2-ua)nupuno[3,2-dnupumuaun-2,4-tuamuna (2B): 2B
MOJy4YajJd B COOTBETCTBMM C MpPOLEAYypOH, omnucaHHoW s 1B, ¢ nonydeHuem
YKa3aHHOTO B 3arojioBke coemuHenus (2B) B Bume conu TOY. 'H SAMP (400 MIw,
Mertanon-dy) 6 8,61 (dd, J=4,4, 1,4 I'u, 1H), 7,84 (dd, J= 8.5, 1,4 ', 1H), 7,74 (dd, J
=8.,5,4,4 'y, 1H), 4,60 — 4,46 (m, 1H), 1,74 (dtd, /= 13,5, 8,3, 6,7 'y, 1H), 1,68 — 1,55
(m, 1H), 1,44 (d, J=7,4 T, 2H), 1,32 (d, /= 6,6 'y, 3H), 0,95 (t, /= 7,4 I'u, 3H). MS
(m/z) 232,11 [M+H]". F SIMP (377 MI'u, Meranon-d4) § -77,5.

Ipumep 3
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[0385] CunTte3 (5)-2-((2-((2,4-numeTOKCHOEH3UT)aMHHO )TUPUA0[3,2-
d|nupumuaun-4-ui)amuno)-4-merunnenran-1-ona (3A):  3A cuHTE3UpoBaIU B
COOTBETCTBUHM C mpoueaypoil Bbime mis 1A, 3amensst Oytas-l-amuH Ha (S)-(1)-

netinuHon. MS (m/z) 412,19 [M+H]".

[0386] CunTe3 (5)-2-((2-amunonupuo|3,2-d|nupumMuanH-4-U1)aMHHO)-4-
Metuianenran-1-ona (3B): 3B cuHTe3smpoBanM ¢ HCHOJB30BaHUEM MPOLEAYPSI,
OMUCAHHOW BbBIIE MJiA MoJydeHus 1B, ¢ mnonydeHuem yka3aHHOTO B 3aroJiOBKe
coenunenus (3B) B Buge comu TOY. 'H AMP (400 MI'u, Metanon-ds) & 8,62 (dd, J =
4.4, 1,3 T'n, 1H), 7,84 (dd, J =8,5, 1,4 I'u, 1H), 7,74 (dd, J = 8,5, 4,4 I'n, 1H), 4,74 —
4,58 (m, 1H), 3,71 (h, J = 6,2 I'u, 2H), 1,76 — 1,58 (m, 2H), 1,52 (tq, J = 10,6, 3,5 I'y,
1H), 0,98 (t, J = 6,4 T'u, 6H). MS (m/z) 262,15 [M+H]". ’F AMP (377 MI'u, Merano-
da) 6 -77,6
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[0387] CunTte3 (8)-3-uuxaonponma-2-((2-((2,4-

AUMeETOKCHOeH3uI)aMuHO)TupHao[3,2-d|nupumMmuanH-4-uia)aMmuHo)IponaH-1-omaa
(4A): 4A monyyanu ¢ UCTOJNB30BAHUEM IMPOLENYPhl, OMHUCAHHON BBILIE AJIS TTOJTYUYEHHS
1A, 3amenstst Oyran-1-amun Ha HCl conp (2S)-2-amun0-3-1iukionponuinponas-1-oma.

MS (m/z) 410,20 [M+H]"

[0388] Cunte3 (S)-2-((2-amunonupuao|3,2-d|nupumuanH-4-nj1)aMHHO)-3-
HMKJonponuanponan-1-oa (4B): 4B cuHTE3MpOBaNM B COOTBETCTBUU C MPOLEAYPOH,
ONMUCaHHOH Bbie s 1B, ¢ monyueHneM yka3aHHOTO B 3arojioBke coenauHenus (4B) B
suze comu TOY. H SAMP (400 MI'u, Meranon-ds) & 8,62 (dd, J = 4,4, 1,3 ', 1H), 7,85
(dd, J=8.,5, 1,4 'y, 1H), 7,75 (dd, J = 8,5, 4,4 T'u, 1H), 4,63 (dq, J = 7,3, 5,5 T'u, 1H),
3,81 (d,/J=5,2Tn, 2H), 1,65 (h, J= 7,1 T'u, 2H), 0,78 (dddd, J = 15,0, 10,1, 5,1, 2,1 I'y,
1H), 0,45 (dddd, J = 11,1, 9,4, 7,9, 4,6 T'u, 2H), 0,19 — 0,07 (m, 2H). MS (m/z) 260,15
[M+H]". F AMP (377 MI'u, Meranon-d4) § -77,6

Hpumep 5
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[0389] CunTte3 (S)-meTnn-2-((2-((2,4-1uMeTOKCHOEH3UIT)AMHHO ) TUPHA0[3,2-
dlmapumuauH-4-ni)amuHo)neHTanoara (SA): SA noayvanu B COOTBETCTBHH € O0mei
MpoLEeAypol, OMHCaHHOW Bbime it 1A, 3ameHnsis Oytan-l-amuH Ha (§)-meTun-2-

amuHoneHTanoat. MS (m/z) 426,19 [M+H]".
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[0390] CunTte3 (S)-meTnn-2-((2-amuaonupuno|3,2-d|nupumuann-4-
uia)amuHo)nenranoara (SB): 5B nonyydanu B COOTBETCTBUU C MPOLIEAYPOH, OMMCAHHOM
BbIlIe U1 1B, ¢ monmydenneM yka3aHHOTO B 3arojioBke coenuHenus (SB) B Bume comu
T®Y. 'H AMP (400 MI'u, Metanon-ds) & 8,66 (dd, J = 4.4, 1,4 I'u, 1H), 7,88 (dd, J =
8,5, 1,4 I'y, 1H), 7,79 (dd, J = 8,5, 4,4 I'u, 1H), 5,02 (dd, J = 8,7, 5,3 'y, 1H), 3,78 (s,
3H), 2,13 - 1,92 (m, 2H), 1,56 — 1,39 (m, 2H), 0,99 (t, /= 7,4 'y, 3H). MS (m/z) 276,13
[M+H]". F AMP (377 MI'u, Metanon-d4) § -77,8.

Ipumep 6
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[0391] CunTe3 (5)-2-((8-x10p-2-((2,4-AMMe TOKCHOEH3 WJ1)AMHHO)-6-

MeTuanupuao[3,2-djnupumuaun-4-uia)amuHo)nenran-1-omna (6A): 6A monydanu B
COOTBETCTBUH C MPOLIEIYPO, OMMCAHHOM BbIle st 1A, 3amensiss OyraH-1-amuH Ha (S)-
METHJI-2-aMUHOMIEHTAaHOaT W HaumHaimu ¢ 2,4,8-Tpuxiop-6-merunnupuno[3,2-
dlnupumunnaa Bmecto 2 4-nuxnopniupuno|3,2-dnupumununa. MS  (m/z) 446,20
[M+H]".

[0392] CunTe3 (5)-2-((2-amuno-8-x710p-6-MeTHINHPUAO[3,2-d |nUpUMHIHH-4-
Wi)amuHo)neHtan-1-ona (6B): 6B mnonydyanu B COOTBETCTBUM C MIPOLEAYPOH,
ONMUCaHHOH BhIIe s 1B, ¢ monyueHneM yka3aHHOTO B 3arojioBke coennHeHus (6B) B
Bune conmu TOY. 'H SAMP (400 MI'u, Metanon-ds) § 7,84 (s, 1H), 4,55 (ddd, J = 12,6,
7,2,5,2T, 1H), 3,75 (d, J=5,3 Ty, 3H), 1,79 — 1,67 (m, 3H), 1,51 — 1,35 (m, 3H), 0,98
(t,J =74 Tu, 4H). MS (m/z) 296,18 [M+H]". '°F AMP (377 MI'u, Metanon-d4) & -77,6.
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Ipumep 7
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[0393] Coemunenne 7, (S5)-2-((2-amuronupuno|3,2-d|nupumMunuH-4-uia)aMUHO)-2-
(deHmIITaHoN, TONy4YaJd B COOTBETCTBHM C Hpouenypod s coeauHeHus 1B
OMUCAHHOTO BbIIEe, 3aMeHsiss OyTaH-l-amMuH Ha (S)-2-aMHHO-2-(peHUIATAHON, C
NoJTyueHHeM YKa3aHHOTO B 3arofioBke coenunenus (7) B Buae conu TOV. 'H SIMP (400
MI', Metanon-d4) 6 8,68 (dd, J =4,3, 1,5 I'y, 1H), 7,84 (dd, J =8,5, 1,5 I'u, 1H), 7,77
(dd, J =85, 4,4 'y, 1H), 7,49 — 7,43 (m, 2H), 7,38 — 7,31 (m, 2H), 7,31 — 7,24 (m, 1H),
5,57(dd, J =174, 4,8 Ty, 1H), 4,12 — 3,93 (m, 2H). 1°F SAMP (376 MI'u, Metanon-d4) & -

77,7. MS (m/z) 282,1 [M+H]".

Hpumep 8
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[0394] Coenunenue 8, (R)-2-((2-amuuonmpunol 3,2-dnupumunus-4-
WJI)aMHHO)IIEHTaH-1-0J, TOJydYajdl B COOTBETCTBHHM C TMPOLEAYPOH Ui CHHTE3a
coenureHusi 1B omucaHHOrO BhIIIE, 3aMeHsist OyTaH-1-amMuH Ha (R)-2-aMHHOIEHTaH-1-
OJ, C MONy4eHHEeM yKa3aHHOTO B 3arojloBke coemuHenus (8) B pune conu TOY. 'H SAMP
(400 MI'y, Meranon-d4) & 8,64 (dd, J = 4,4, 1,4 I'y, 1H), 7,83 (dd, J = 8,5, 1,5 I'y, 1H),
7,76 (dd, J =8,5, 4,4 I'n, 1H), 4,55 (dq, J =7,4, 5,4 'y, 1H), 3,78 — 3,69 (m, 2H), 1,77 —
1,65 (m, 2H), 1,52 — 1,36 (m, 2H), 0,98 (t, J = 7.3 I'u, 3H). "“F SIMP (376 MTIn,

Mertanon-d4) § -77,56. MS (m/z) 248,1 [M+H]".
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Ipumep 9
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[0395] Coeaunenue 9, (25,35)-2-((2-amunonupuno| 3,2-d|nupuMuanH-4-mi)aMuHO)-3-
METUJINIEHTaH-1-0J1, MOy4Yaaud B COOTBETCTBUHM C MNPOLEAYpor i coenuHeHust 1B,
OMKCAHHOTO BhILIE, 3aMeHsisA OyTaH-1-amuH Ha (25,35)-2-amMuHo0-3-MeTunmneHTas- -0, ¢
NoJTyueHHeM YKa3aHHOTO B 3arofoBke coenunenus (9) B sune conu T®Y. 'H SAMP (400
MI'y, Metanon-d4) 6 8,64 (dd, J =4,4, 1,4 I'y, 1H), 7,84 (dd, J =8,5, 1,4 I'u, 1H), 7,76
(dd, J =85, 4,4 I'u, 1H), 4,39 (dt, J = 8,1, 5,0 ', 1H), 3,83 (d, J = 5,0 I'y, 2H), 1,97 —
1,82 (m, 1H), 1,58 (dddd, J = 16,8, 11,2, 7,6, 3,8 I'y, 1H), 1,33 — 1,16 (m, 2H), 1,03 (d, J
= 6,8 I'u, 3H), 0,94 (t, J = 7,4 T, 3H). “F SIMP (376 MI', Meranon-d4) & -77,71 .
MS (m/z) 262,1 [M+H]".

Hpumep 10
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[0396] Coemunenune 10, (§)-2-((2-amunOnUpHIO[3,2-d]|MUpUMHUIUH-4-1]T)aMUHO)-4-
(MeTunTHO)OyTaH-1-011, TONy4aa B COOTBETCTBUH CO 2 CTagued NpOLEAyphbl IS
coequHenusi 1B, omucaHHOro BbIE, 3aMeHsisi OyTtaH-l-amMmuH Ha (§)-2-aMHHO-4-
(MeTunTHO)OyTaH-1-011, C MONy4eHNeM YKa3aHHOTO B 3aroyioBke coennnenus (10) B Bune
comu T®Y. 'H AMP (400 MI'u, Meranon-d4) § 8,64 (dd, J = 4,4, 1,4 T'u, 1H), 7,83 (dd,
J=38,5 1,4y, 1H), 7,76 (dd, J = 8,5, 4,4 I'u, 1H), 4,66 (dq, J = 8,1, 5,4 ', 1H), 3,76
(d, J = 5,3 T, 2H), 2,65 — 2,52 (m, 2H), 2,11 — 1,98 (m, 5H). F AMP (376 MI,

Mertanon-d4) § -77,63 . MS (m/z) 280,1 [M+H]".
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Hpumep 11
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[0397] Coenunenue 11, N*-nentunmupuno[3,2-d|nupumuaus-2,4-1MaMuH, HOIyYanu
B COOTBETCTBHUU C MpOLEnypolt aiisi coenunenus 1B, onmucanHOro BhIie, 3aMeHsist OyTaH-
l-aMyH Ha H-TICHTWJIAMHH, C MOJIYYeHUEeM yYKa3aHHOTO B 3aroyioBke coenunenus (11) B
Buze conu TOVY. 'H AMP (400 MI'u, Meranon-d4) § 8,62 (dd, J = 4.4, 1,4 'y, 1H),
7,81 (dd, J = 8,5, 1,4 ', 1H), 7,74 (dd, J = 8,5, 4,4 'y, 1H), 3,67 (dd, J = 7,8, 6,8 I'y,

2H), 1,80 — 1,66 (m, 2H), 1,49 — 1,32 (m, 4H), 0,99 — 0,85 (m, 3H). '°F SMP (376 MI 'L,
Meraton-d4) & -77,58 . MS (m/z) 232,1 [M+H]".

Hpumep 12
HN SO
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[0398] Coenunenune 12, 2-((2-amuHonupuno|3,2-d|mupuMuanH-4-11)aMHHO )3 TAHO,
MOJy4yajJd B COOTBETCTBHMU C MNPOLIEAYpPOl sl coenuHeHusi 1B, omucaHHOro Beiie,
3aMeHsis OyTaH-1-aMMH Ha 3TaHOJIAMHH, C TOJYYEHHEM YKa3aHHOTO B 3aroJIOBKE
coequuenus (12) B Buzge conu TOY. 'H SIMP (400 MI'y, Metanon-d4) § 8,64 (dd, J =
43, 1,5 I'm, 1H), 7,88 — 7,72 (m, 2H), 3,82 (d, J = 2,3 I'y, 4H).’F SAMP (376 MI1,
Metanon-d4) § -77,58. MS (m/z) 206,0 [M+H]".

Ipumep 13
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[0399] Coenunenune 13, 3-((2-amuHOnMpUno[3,2-d|mupuMuANH-4-1I1)aMUHO)ITPONIaH-
l-on, mosydanu B COOTBETCTBUM CO 2 CTaaWed MNpOUEAypel IJsl coeauHeHus 1B,
OMHCAaHHOTO BBIIIE, 3aMeHsss OyTaH-1-aMHH Ha TMPOMAHOJAMHH, C TIOJyYE€HUEM
yKa3aHHOTO B 3aronoBke coenunenus (13) B sume conu T®Y. 'H SAMP (400 MIw,
Mertanon-d4) 6 8,62 (td, J = 4,6, 1,4 I'y, 1H), 7,87 — 7,70 (m, 2H), 3,80 (dt, J = 11,7, 6,8
I'u, 2H), 3,70 (t, J = 6,0 T'y, 2H), 2,00 — 1,88 (m, 2H). '’F SIMP (376 MI', Metanos-d4)
8 -77,58 . MS (m/z) 220,1 [M+H]".

Ilpuwmep 14
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[0400] Coenunenue 14, (S)-2-((2-amunonupuno| 3,2-d [nupumuars-4-
WJT)aMHHO ))reKcaH-1-0J1, Tojydain B COOTBETCTBHU C MPOLEAYPOH it coenuHeHus 1B,
OMKMCAHHOI'O BbIIIE, 3aMeHsisi OyTaH-1-aMuH Ha (S)-2-aMUHOTEKCaH-1-0J1, ¢ TOJy4YeHUEM
YKa3aHHOTO B 3aronoBke coenunenus (14) B sume comu T®Y. 'H SMP (400 MI'w,
Metanon-d4) 6 8,63 (dd, J =4,4, 1,4 'y, 1H), 7,84 (dd, J = 8,5, 1,4 T'u, 1H), 7,76 (dd, J
=8,5, 4,4 I'n, 1H), 4,53 (dq, J = 8,6, 5,4 I'u, 1H), 3,79 — 3,68 (m, 2H), 1,87 — 1,61 (m,
2H), 1,52 — 1,31 (m, 4H), 1,01 — 0,85 (m, 3H). °F AMP (376 MI', Meranon-d4) § -
77,63 . MS (m/z) 262,2 [M+H]".

Hpumep 15
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[0401] Coenunenue 15, (R)-2-((2-amuuonmpunol 3,2-djnupumunus-4-
WT)aMHHO )reKcaH-1-0J1, ToJydanu B COOTBETCTBUU C MPOLEAYPOH i coenuHeHus 1B,
OMHCAHHOTO BBIIIE, 3aMeHsIs1 OyTaH-1-amuH Ha (R)-2-aMHUHOTeKCaH-1-0J1, ¢ TOoJIydYeHHueM

YKa3aHHOTO B 3aronoBke coenunenus (15) B sume conu T®Y. 'H SAMP (400 MIw,
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Mertanon-d4) § 8,66 — 8,59 (m, 1H), 7,84 (dd, J = 8,5, 1,4 T, 1H), 7,77 (td, J = 8,8, 4,4
Ty, 1H), 4,59 — 4,42 (m, 1H), 3,81 — 3,68 (m, 2H), 1,90 — 1,65 (m, 2H), 1,49 — 1,35 (m,
4H), 1,03 — 0,82 (m, 3H). '°F SIMP (376 MI'u, Mertanon-d4) & -77,60. MS (m/z) 262,2
[M+H]".

Ipumep 16
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[0402] Coenunenue 16, N*-((tetparunpodypan-2-un)MeTun)nupuao[ 3,2-
d]nupuMuanH-2,4-1uaMuH, MOJYYaid B COOTBETCTBUH C MPOLENYPOH AJsl COeIUHEHUS
1B, onucaHHOro BbIe, 3aMeHsisi OyraH-l-amuH Ha (TerparuapodypaH-2-wi)-
METaHaMHH, C TMOJY4YeHHEM YKa3aHHOrO B 3arojioBke coeauHeHus (16) B Buae coiu
T®Y. 'H AMP (400 MI'u, Metanon-d4) & 8,62 (dd, J = 4.4, 1,4 I'u, 1H), 7,83 (dd, J =
8,5, 1,4 Ty, 1H), 7,75 (dd, J = 8,5, 4,4 'y, 1H), 4,24 (qd, J = 6,8, 4,8 'y, 1H), 3,93 (dt, J
=38,3, 6,5Tu, 1H), 3,84 — 3,68 (m, 3H), 2,16 — 1,82 (m, 3H), 1,71 (ddt, J = 11,6, 8,0, 6,5
I'u, 1H). YF SAMP (376 MI'u, Meranon-d4) & -77,50 . MS (m/z) 246,1 [M+H]".

Ipumep 17

HOj\/
HN OH

S
A

17

NH,

[0403] Coeaunenune 17, 2-((2-amunonupuno|3,2-d|mupumMuanH-4-11)aMUHO)ITPONIaH-
1,3-auon, nony4yanau B COOTBETCTBUU C IPOLIEAYPOH AN COenuHeHMs 1B, ommcanHOro
BbILIE, 3aMeHsIsl OyTaH-1-aMHH Ha 2-aMUHOIIpOMaH-1,3-110J1, C OJyYeHHEM YKa3aHHOTO
B 3arosioBke coenunenus (17) B Buge conu TOY. 'H AMP (400 MI'u, Metanon-d4) &
8,64 (dd, J =4,4, 1,4 I'u, 1H), 7,85 (dd, J = 8,5, 1,4 I'u, 1H), 7,77 (dd, J = 8,5, 4,4 I'Ly,
1H), 4,54 (p, J = 5,5 Tu, 1H), 3,84 (d, J = 5,5 Ty, 4H). '°F SIMP (376 MI'u, MeTanon-d4)
8 -77,66. MS (m/z) 236,1 [M+H]".
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Ipumep 18

0 o} NH g OH
N PR N Ac,0
N\ OH HATU A NH, CI NH, N AL
@ — — 1L
Br NH;  ppea Br NH, Br N”>NH, 115°C
18C
18A NH,OH 18B
OH cl /jy on
L-sHOopBamuHOI
N\ SN POCI, N N p HN
| PN DIPEA | PN DIPEA NS SN
Br N “NHAc A Br N” “NHAc |
IM®OA PN
18D Br N NH,
18E 18F

[0404] Cunrte3 3-amuno-S-Opomnuxoaunnamuga (18B): K pactBopy 3-amuuo-5-
OpomnukonnHOBOM KucaoTel 18A (300 mr, 1,38 mmons, 1 skBuB.) B JIM®A (11 mi, 0,1
M) noGapnsiiu HATU (598 mr, 1,57 mmonb, 1,1 5kBUB.) ¢ OCHenyOUMM 100aBIeHHEM
DIPEA (0,48 mu, 2,76 mmoub, 2 5kBHB.) U ruapokcuaa ammonus (0,8 mi, 5,55 mmonns, 4
5kBUB.). CMECh OCTaBJIsUTN MEepPEeMeLINBaThCs B TeueHne Houn. JloOasmsuiu Boay (50 mu)
u cMmech 3areM skcrparupoBanu EtOAc (3 pasa). Opranuueckuil cioif oTaensy,
cyurii Han NaxSQ4, GUIbTpoBaId U KOHLIEHTPUPOBAIU MPU MOHUKEHHOM JIaBJICHUU.

IMponyxr (18B) nonyuanu nocne daem-xpomarorpadpuu. MS (m/z): 216,8 [M+H]"

[0405] CunTe3 2-amuno-7-6pomnupuno|3,2-d|nupumuann-4-oaa (18C): B konOy,
comepxauyro 3-amMuHO-S-OpomnukonuHamun (18B) (205 mr, 0,1 mmonb, 1 5kBUB.),
nobasisun ruapoxopun xjopodpopmamununa (140 mr, 1,3 skBuB.). CMech HarpeBaiu
no 165°C B Teuenune Houu. Ee oCTaBNsIM OXJa)IaThCsi 10 KOMHATHON TeMIlepaTyphl,
3areM (UIBTPOBAJIM U MPOMBIBAIH BOAOH U 3TWIOBBIM 3pupoM. OCTaTOK OCTaBISUIN
CYLIMTBCS HA BO3AYXE C MOJIyYeHHEeM 2-aMuHO-7-Opommupuno|3,2-dnupumuann-4-omna

(1C), XOTOpBIi HCMONIB30BAIH O€3 NOMOMHUTENLHOM ounucTkr. MS (m/z): 239,9 [M+H]"

[0406] Cunte3 N-(7-0pom-4-ruapoxcunupuao|3,2-dlnupumMuanH-2-ua)aneTamusg
(18D): B xondy, comepxkamyr 2-amuHO-7-Opommupuno|3,2-d|mupumununa-4-on (1C)
(155 wr, 0,64 mmonb, 1 skBuB.), mobaensuin ykcycHblil aHruapupa (3 mu). Cmech
HarpeBaiu 10 115°C B Teyenue 4 uacoB. Ee KOHLEHTPUPOBAIM NPU MOHUKEHHOM
naBieHnH. Ee QuibTpoBaIM W TNPOMBIBAJIH AUSTHIIOBBIM 3QUPOM M TE€KCAHOM U
OCTaBJSIM CYIIUTBCS HAa BO3Ayxe C monydeHuneMm N-(7-Opom-4-ruppokcunupunol3,2-

dmupumunun-2-un)aneramuna (18D). MS (m/z): 282,9 [M+H]."
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[0407] CunTe3 N-(7-6pom-4-xnopnupuao|3,2-d|nupumuanH-2-uia)aneTaMmuaa
(18E): K pacrBopy N-(7-6pom-4-ruppokcunupuno|3,2-d|nupuMuanH-2-mn)anerammuia
(18D) (200 wmr, 0,71 mmoib, 13xBuB.) nobasinsiu atneroHuTpui (2 M) u POCls (1 mi), ¢
nocnenytouum  nobasieanem DIPEA (0,12 mu, 0,71 mwmons., 1 3kBuB.). Cwmech
KUTSATHIIN ¢ OOPaTHBIM XOJOAMJIBHUKOM B TedeHHne 6 dacoB. CMech KOHLEHTPHPOBAIH
npu NoHWKeHHoM aasyieHuu. K Helt noGasisumm Boxmy (20 mut), 3aTeM 3KCTparupoBaiud
EtOAc (3 pasza). Opranuueckuii ciioii otaensuiy, cymmii Hax Na;SOs, dunsTpoBamu u
KOHIIEHTPUPOBAIM NPHU MOHMKEHHOM JIaBJICHUH C MOJyYE€HHEM YKa3aHHOTO B 3ar0JIOBKE
nponykra N-(7-6pom-4-xnopnupunol3,2-d|nupumunun-2-un)aueramuy  (18E). MS
(m/z): 298,9 [M+H]."

[0408] CunTe3 (S)-2-((2-amuno-7-6pomnupuao|3,2-d|nupumuanH-4-
ui)amuHo)nenran-l1-oma  (18F): K  pactBopy  N-(7-Opom-4-xmopnmpuno[3,2-
d]mupumunun-2-un)aneramuna (18E) (215 wmr, 0,71 mmonb, 1 3kBuB.) n00aBsIH
JIAM®A (1,5 mn), ¢ nocneayromum nodasnenrnem DIPEA (0,38 mi, 2,1 Mmoib, 3 5KBHB.)
u (§)-(+)-2-AmuHo-1-nenranon (55 wmr, 3,6 MMonb, 5 3KkBUB.). PeaknMOHHYIO CcMeCh
OCTaBJISUN TIEPEMEIINBAThCS B T€UeHHEe HOUM. Ee KOHLEHTPHPOBAIN NPHU MOHUKEHHOM
naBieHur U ounmanu ¢ nomombo BOXXX ¢ obpamennoit (aszoii ¢ monydeHuem
ykazaHHOro B 3aronoske coemunenus (18F) B Bume comu T®Y. 'H SAMP (400 MI'w,
Mertanon-d4) 6 8,41 (d, J =2,0 T'u, 1H), 7,83 (d, J =2,0 'y, 1H), 4,34 (dd, ] = 8,5, 5,4
I'u, 1H), 3,65 — 3,53 (m, 3H), 1,67 — 1,49 (m, 3H), 1,41 — 1,24 (m, 3H), 0,86 (t, ] = 7,4
I'u, SH). YF SIMP (377 MI', CDs0D) § -77,52. MS (m/z): 368,2 [M+H].

Ilpumep 19

Cl ;\Ij\/OH

()\)\ POCI3 N\ SN L-nopsammon N\ XN OMB-avi
A
PC|
)\ 5 ¢l )\CI DIPEA nuokcan Cl J\

160°C
198
19C
N _TFA |N SN
PPN
Cl )\NHDMB Cl N™ "NH;
19D 19E

190



[0409] CunTte3 2,4,7-Trpuxaopnupuao|3,2-djnupumuanna (19B): B
MUKPOBOJIHOBBIN (pakoH nodasisu mupuno|3,2-d|mupumunns-2,4-guon (19A) (200
mr, 1,2 mmonsb, 1 skBuB.) modasnsmu POCls (2,5 mon) u PCls (1,53 r, 7,4 mMmonb, 6
skBuB.). Cmech HarpeBaimu 0 160 °C B TedyeHue 3 4 B MHUKPOBOJHOBOM PEaKTOpE.
PeakiimoHHYI0 CMeChb KOHLIEHTPHUPOBAJIM IPU MOHWKEHHOM MAaBJICHUU U PpasAelsiu
mexny EtOAc m H;0O. Opranuueckue BemecTsa OTHAENSUIM, CYLIMJINM U YAAJISAIH 6
saxyyme. OCTATOK OYMIIAIN C IOMOIIBIO KOJOHOYHOH XpoMaTorpadpuu Ha CUIIMKarese ¢

TIONIy4€HUEM YKa3aHHOTO B 3arojioBke coequnenus. MS (m/z): 236,6[M+H]".

[0410] CunTtes (8)-2-((2,7-auxnopnupuno|3,2-djnupumMuanH-4-HI1)AMHHO)IEHTAH-
1-oma (19C): K pactBopy 2,4,7-tpuxnopnupuno|3,2-djnupumununa (19B) (160 mr, 0,68
MMOJIb, 1 5KkBHB.) H00aBNsIM TUOKCaH (4 M), ¢ mochenyromum nodasnennem DIPEA
(0,18 mi, 1,2 mmonb, 1,5 skBuB.) u (5)-(+)-2-Amuno-1-nenranona (85 mr, 0,82 MMoub,
1,1 >kBuB.). PeakMOHHYI0O CMeCh OCTaBJISUIM NEpeMEIINBaThCs B TedeHue 4aca. Ee
KOHIIEHTPUPOBAIM IIPU MOHMKEHHOM JaBJIEHUH U HCIIOJIBb30BAJIN KaK €CTh C MIOJIy4YEeHUEM

YKa3aHHOT'O B 3aroJioBKe coenuHenus. MS (m/z): 301,1[M+H]".

[0411] CunTe3 (S)-2-((7-xs10p-2-((2,4-1MeTOKCHOEH3MI)AMHHO ) TUPHI0[3,2-
d|nupumuaun-4-un)amuno)nenran-1-ona  (19D): K  pacrBopy  (R)-2-((2,7-
muxaoprupuno| 3,2-dnupumunns-4-wn)amuno))nenras-1-oma  (19C) (206 wmr, 0,68
MMOJIb, 13kBUB.) nobaBisuin quokcaH (4 mut), ¢ mocienyromum aobasienrnem DIPEA
(0,24 mn, 1,4 mmonb, 2 3kBuB.) U 2,4-numerokcudensmnamuna (0,30 mi, 2,0 Mmmonb, 3
9KBUB.). PeakMOHHYIO CMechb OCTaBjsui HarpeBaThcs mpu 120 °C B TeyeHHE HOYH.
Peakunonnyro cmech paznmensiu mexny EtOAc u H»O. Opranumdeckue BeriecTBa
OTAEJISUTH, CYLIMIIN U YOASIIH 8 6akyyme. OCTaTOK OYHIIAIN C MOMOIIBI0 KOJIOHOYHOH
Xpomarorpadguu Ha CHIIMKareyie ¢ MOJYYeHHEM YKa3aHHOTO B 3aroJIOBKE COSTUHEHMS.

MS (m/z): 432,2 [M+H].*

[0412] CunTe3 (S)-2-((2-amuno-7-xaopnupuno|3,2-d| nupumuaun-4-
WJI)aMHHO)NeHTaH-1-0/1a (19E): K  pactBopy (8)-2-((7-xnop-2-((2,4-
auMeToKcHOeH3 1T )aMuHO )riupuno| 3,2-d jnupumunna-4-nn)amuao)nentas-1-oma  (19D)
(35 wr, 0,08 mmosb, 1 skBuB.) gobasmsum XM (2 mur) u TOV (0,5 mu). Uepes 3 yaca
PEaKLIMOHHYID CMeCh KOHLIEHTPHUPOBAJIM NPU TMOHWKEHHOM [aBJICHUH W OYHILIAIN C
nomotnpio BOXKX ¢ obpamenHoii ¢a3oii ¢ moiydeHHeM YKa3aHHOTO B 3arojIOBKE

coemunenust (19E) B suze conu TOY. 'H SAMP (400 MI'u, Meranon-d4) § 8,48 (d, J =
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2,0 Ty, 1H), 7,78 (d, J = 2,1 Ty, 1H), 4,48 (dd, J = 8,6, 5,3 T'y, 1H), 3,93 — 3,74 (m, 2H),
3,71 (d, J = 5,2 T, 3H), 1,77 — 1,57 (m, 2H), 1,50 — 1,36 (m, 1H), 1,28 (s, 2H), 0,97 (t, J
=74 Ty, 4H). °F SIMP (377 MT'y, Metanon-d4) & -77,59 (d, J = 80,2 Tw). MS (m/z):
282,1 [M+H].*

O06masn cxema npumepos 20-22

Ao Bs
;j\/OH HN HN OH

TOY
|N Y Pd cat. ’N\ N —_— |N N
B . PN w
Cl Z N)\NHDMEHJ(-E[OI?;:IZITKHCHOTa R N NHOMS R g NJ\NHZ
19D 19F R=CH; 20 R=CHj;

19H R= CHch3 21R= CH2CH3
19J R=CN 22R=CN

IIpumep 20

:Nj\/OH
| X7 SN

= N/)\NHZ

20
[0413] CunTe3 (5)-2-((2-((2,4-auMeTOKCHOEH3 W )AMHHO)-7-MeTHINHPHIO0[3,2-
d|nupumuaun-4-un)amuno)nenran-1-ona (19F): B ¢nakon, conepxkamuii (S)-2-((7-
xJ10p-2-((2,4-numerokcubeH3 11 )aMuHO )nupuao| 3,2-d JnupuMuIuH-4-1i1)aMUHO ) TEHTa H-
1-om (19D) (25 wmr, 0,06 MMonb, 1 3KBUB.) 10OABISUTH METHIOOPOHOBYIO KUCIOTY (8 M,
0,14 wmmomb, 2,5 skBuB.), oprodocdar kamuss (37 wmr, 0,17 mMmonb, 3 3KBHB.),
nataausi(0)-rerpakuc(tpudennndocdun) (7 mr, 0,006 mmonb, 0,1 5KBHB.) COBMECTHO C
arokcaHoM (2 mut) u Bomol (2 mur). Cmech HarpeBanmu 10 150 °C B Teuenue 1 uaca B
MHKPOBOJHOBOM peakTope. PeakunonHyro cmech pasznensiin mexay EtOAc u HzO.
Opranuyeckre BelECTBa OTACISUIH, CYLIMJIN U YOALUIH 6 6aKyyMme C TIOJIy4YeHUEeM

YKa3aHHOTO B 3aroOJIOBKE COCAMHECHUS, KOTOPOEC HCIOJB30BaJIl HEMOCPEACTBECHHO. MS

(m/z): 474,3 [M+H].*

[0414] CunTe3 (S)-2-((2-amuno-7-MeTnnupuao|3,2-djnupumuaun-4-
wi)amuHo)nenran-1-oa (20): B xonOy, comepsxkamyro 19F, nobasnsmun TI'® (2 mi),

BOAy (2 M), ¢ mocaenyromum nodasieHneM 2,3 -auxiiop-5,6-quuaHo0eH30XuHoHa (26
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mr, 20,11 mmonb, 2 skBuB.) Ilociae mepeMelmmMBaHuS B TEUEHHWE HOYH PEAKIIMOHHYIO
cMmech pazaemsuin Mexay EtOAc u HxO. Opranuueckne BelecTsa OTAEISUIN, CYLIUIH U
ynans 6 eaxkyyme. OQUUCTKY TNPOBONWIM C HCIIOJIb30BAHHEM KOJOHOYHOH (udIi-
XxpomaTorpaguu ¢ MoJydeHHeM yKa3aHHOTO B 3arojioBke coemuHeHusi (20). 'H SAMP
(400 MI'u, Meranon-d4) 6 8,35 (d, J = 1,1 ', 1H), 7,49 (s, 1H), 4,54 — 4,34 (m, 1H),
3,70 (d, J = 5,0 T'y, 2H), 1,84 — 1,61 (m, 2H), 1,56 — 1,35 (m, 2H), 0,97 (t, J = 7,3 I'y,
3H). MS (m/z): 262,1 [M+H].”

Ilpumep 21

| XY” SN

7 N/)\NHZ

21
[0415] CunTe3 (S)-2-((2-amuno-7-3ruanupuno|3,2-d|nupumuanH-4-
WJI)aMHHO)neHTaH-1-0J1a (21) mosyyanan B COOTBETCTBHU C MPOLIEAYPOH, HCTIONb3YEeMOH
anst 20, UCTONb3ysl STUIOOPOHOBYIO KHCIOTY BMECTO METHIOOPOHOBOH KMCIOTHL 'H
SAMP (400 MI'u, Metano:n-d4) 6 8,65 — 8,30 (m, 1H), 7,62 (s, 1H), 4,61 — 4,38 (m, 1H),
3,80 — 3,64 (m, 2H), 2,84 (q, J = 7,6 T'u, 2H), 1,71 (tdd, J = 8,3, 6,5, 2,2 T'u, 2H), 1,43

(dddd, T= 12,4, 7,4, 5,1, 2,5 Ty, 2H), 1,39 — 1,23 (m, 4H), 0,97 (t, J = 7,3 Ty, 3H). MS
(m/z): 276,2 [M+H]".

Ipumep 22

[0416] CunTe3 (S)-2-amuH0-4-((1-ruapoKcUNeHTAH-2-HJ1)aMHHO ) UpHa0[3,2-
d]nupumuann-7-kapOonurpuiaa (22) nonydand B COOTBETCTBUM C ABYXCTaJAMMHOMN
npoueaypol, ucnonbsyemoit mns 20, ucnons3ys Zn(CN), BMeCcTO MeETHJIOOPOHOBOH

xucnors, 'H SIMP (400 MI'y, DMSO-d6) § 7,93 (d, J = 1,7 'y, 1H), 7,24 (d, J = 1,7 'y,
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1H), 2,95 — 2,68 (m, 3H), 0,76 (d, J = 7,3 Ty, 2H), 0,47 (d, J = 7,6 Ty, 1H), 0,02 (t, J =
7,4 T, 4H). MS (m/z): 273,3 [M+H].*

Ipumep 23
Cl \:Ntk/OH
| N\ N D-HOpJIeHIHHOT . I N\ NN DMB-amux
o NP N/)\C| DIPEAmoRcan o AP N/)\CI A
19B 23A

\/j\/OH
Ilrl\
\\‘ OI I

N

\ TFA SPSN
SPXN — |
L cIF N/)\NHZ
cl N” > NHDMB
238 23C

[0417] Cunte3 (R)-2-((2,7-auxyiopnupuno|3,2-d]nupumMuauH-4-11)aMHHO )reKCaAH-
1-oqa (23A): K pactBopy 2,4,7-tpuxnopnupuno|3,2-d|nupumununa (19B) (45 mr, 0,19
MMOJIb, | 5KBHB.) 1oOaBsUM AUOKCaH (4 mit) ¢ mocnenyromuM nodasienrnem DIPEA (41
Mk, 0,23 mmonb, 1,2 3kxBuB.) u (R)-(-)-2-AmuHo-1-rekcanoma 97% (24,7 wr, 0,21
MMOJIb, 1,1 5kBHB.). PeakIIMOHHYIO CMECh OCTaBJISUIH MEPEMEIINBATHCS B TEUEHHE Yaca.
Ee KOHLEHTpUpOBAIM NPU TMOHMKEHHOM JaBJICHHH M UCIONb30BATH KaK €CTh C

TIOJly4EeHHEM YKa3aHHOTO B 3aroJioBke coenuHenus. MS (m/z): 316,2[M+H].*

[0418] CunTe3 (R)-2-((7-xn0p-2-((2,4-auMeTOKCHOEH3 NI )aMUHO )T PUAO|3,2-
d|nupumuann-4-un)amuno)rekcan-1-ona  (23B): K pacrBopy  (R)-2-((2,7-
muxaoprpuno| 3,2-dmupumunna-4-wn)amuno )rekcas-1-oma (23A) (60 wmr, 0,19 mmounb,
1 sxBuB.) nobasmsin auokcan (4 mu) ¢ nmocnenyromum nodasnenuem DIPEA (68 mki,
0,38 mmogb, 2 3kBHB.) u 2,4-mumeTokcudensmiamuHa (85 Mk, 3,0 MMoJb, 3 SKBHB.).
PeakiinoHHy0 cMech ocTaBiisuid HarpeBatbes pu 120°C B TedeHue HOYH. PeakliMOHHYIO
cMmech pazaemsuin Mexay EtOAc u HxO. Oprannueckne BemecTsa OTACISUIN, CYLIUIN U
ynamsi 6 eakyyme. OCTaTOK OYMIIANN C TIOMOIIBI KOJOHOYHOW XpomaTtorpaduu Ha
CHJIMKarejie ¢ MOJYYEHHEM YKa3aHHOTO B 3aroyioBke coenuHeHws. MS (m/z): 446,9

[M+H].”
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[0419] CunTte3 (R)-2-((2-amuno-7-xs0pnupuao|3,2-d|nupumugun-4-
WJI)aMHHO)rekcan-1-oja (230): K pacTBopy (R)-2-((7-xnop-2-((2,4-
IMeTOKCHOeH3 1T )aMuHO )riupuno| 3,2-d jrupumunna-4-nn)amuao)rekcan-1-oma  (20B)
(50 mr, 0,11 mmomb, 1 skBuB.) gobasmsum AXM (2 mon) u TOVY (0,5 mur). Uepes 3 yaca
PEaKLMOHHYI0 CMeCh KOHLIEHTPHPOBAJIU NPU IMOHWKEHHOM [aBJICHWH W OYHILIAIN C
nomompio BOXX ¢ obpamennoii (asoii ¢ momydeHHMEM YKa3aHHOTO B 3arojlOBKe
coenunenus (23C) B Bune conmu TOY. 'H AMP (400 MI'u, Metanon-d4) § 8,60 (d, J =
2,1 T'u, 1H), 7,90 (d, J = 2,1 ', 1H), 4,58 — 4,44 (m, 1H), 3,79 — 3,63 (m, 3H), 1,86 —
1,61 (m, 2H), 1,52 — 1,24 (m, 5H), 1,01 — 0,79 (m, 4H). F SIMP (377 MI'u, MeraHoJ-
d4) 8 -77,61. MS (m/z): 296,2 [M+H]."

IIpumep 24
O OH
NN
F X NH, 160 °C F N NH;
24A 24B 24C
H
:Nl/o
BOP, au
HH . Cl /N |\N
DBU, DA
M = X N/)\NHZ
24D

[0420] Cunrte3 MeTHI-3-aMHUHO-6-0pom-S-propnukonunara (24B): K pacreopy
METUJI-3-aMUHO-S-pToprukonuHaTta (24A) (270 wmr, 0,22 mmonb, | 3kBUB.) n00aBIsUTH
aneronutpui (5 min) u N-Opomcykumaumun (310 mr, 0,24 mmonb, 1,1 3kBHB.).
PeakuMoHHYIO CMECh OCTaBJISUIM TEPEMEIINBATHCS TPU KOMHATHOH TeMmreparype B
TedeHue Houu. PeakunonHyro cMmech pasgensnu mexay EtOAc u H>O. Opranuueckue
BEIECTBA OTACISUIN, CYLIMJIM M YAAUIN 6 6akyyme. OCTaTOK OUYHWINAIH C IOMOLIBIO
KOJIOHOYHOHM Xpomarorpaduu Ha CHIMKarese C MoJiyueHHEM YKa3aHHOTO B 3aroJIOBKE

coenunennst. MS (m/z): 250,2 [M+H]."

[0421] Cunre3 2-amuHO-6-xJ10p-7-pTopnupuno|3,2-djnupumuann-4-ona (24C): B

KOJIOy, COAep KAy METHJI-3-aMHUHO-0-0poM-5S-¢pTopnukonuaar (24B) (200 mr, 0,80
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MMOJIb, | 3KBUB.) 100aBsIHN ruapoxopua xiopodpopmamuanna (185 mr, 1,61 mmorns, 2
5kBuB.). Cmech HarpeBaiu 10 165°C B Teuenne HOuM. Ee ocTaBisiiM OXJa)KnaTbCs 10
KOMHATHOW TeMIepaTypsl, (PUIbTPOBAIM M TPOMBIBAIM BOJOW M 3THUIIOBBIM 3(HUPOM.
OcCTaToK OCTaBISUIM CYIIUTBCS HA BO3AyXE€ C IOJYYEHHEM YKAa3aHHOTO B 3aroJIOBKE
coequnenus: (24C). IlpubnusurenpHo, 25% mpomykTa MNPEACTaBISIO  COOOH
COOTBETCTBYIOLIMH  TMOOOYHBI  HPOAYKT  2-aMuHO-0-Opom-7-¢ropnupunol3,2-
d]mupumunun-4-oi1. BemecTBo NCNONB30BaIH O€3 JOMOHUTEIbHON 0unuCTKU. MS (m/z):

260,0 [M+H].*

[0422] Cunte3 Cunrtes 2-amuHO-6-XJ10p-7-pTopnupuno|3,2-dlnupumuann-4-o0a
(24D): B xonby 2-amuno-6-xno0p-7-proprupuno|3,2-dnupumuann-4-ona (24C) (50 mr,
0,23 MMOIJIb, 1 SKBUB. ) n00aBIIsIH (benzorpuason-1-
unokcu)rpuc(aumerunamuto)pocponus rexcadropdochar 97% (Pearenr BOP) (123
mr, 0,28 mmonb, 1 .2 3xBuB.), (5)-(+)-2-Amuno-1-nentanon, 97% (48 mr, 0,47 mmonb, 2
skBuB.) 1 DBU (105 Mk, 0,70 mmosb, 3 skBuB.) u IM®PA (3 mu). Cwmech ocTaBisun
nepeMeIInBaThCs IPU KOMHATHON TeMIepaType B TeUeHUE HOUM U OYHILIAJIN C TIOMOLIBIO
BOXX c¢ obpamenHoil ¢a3o0if C MoJyd4eHHEM YKa3aHHOTO B 3aroJIOBKE COEIMHEHHs
(24D) B Buze comu TOV. 'H SAMP (400 MI', Metanon-d4) § 7,86 — 7,63 (m, 1H), 4,64
— 447 (m, 1H), 3,72 (d, J = 5,5 T'u, 2H), 1,82 — 1,61 (m, 3H), 1,56 — 1,35 (m, 2H), 0,97
(t, = 7,4 Tu, 3H). F AMP (377 MI'u, Metanon-d4) & -77,54, -110,63 (d, J = 8,2 I'n).
MS (m/z): 300,2 [M+H]".

Ipumep 25
al HN
Cl H-OyTUIAMAH Cl DMB- amus cl N\ N
I — LA
/ o
N/)\C| DIPEA/ TT®> Cl  DIPEA/TT® N NH 07
A 25C
25A
O/
PdCl, HN TOY
—_— >
| < ~N O/ .
PArs; murann KT
Cs,CO4 7 N/)\N
TOJIyO0JI/BOAA H o
KCH3BF3 25D | 25E
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[0423] Cunres N*-Oyrun-8-mernnnupuno[3,2-djnupumuaun-2,4-muamuna (25E).
Haunnas ¢ npomeskyTouHoro coenunenus 25A, obpaborka 1,05 skuB. Oyran-1-amuna B
TI'®/DIPEA npu KT mpusena x 25B, kKOTOpoe KOHIEHTPHPOBAIM A0S OCTAaTKA H
HETNOCPENCTBEHHO TEePEeHOCIN jaanee. B pesynbsrare HarpeBaHus ¢ U3OBITKOM 2,4-

numetrokcubensmwiamuia B TT®/DIPEA  nonywanu  coemmaenme  25C C

xapakrepuctukoit MS (m/z): 416,2 [M+H].” Cnenys npouenype, onucanHoit Hasnik et.
al in Synthesis, 2009, 1309-1317, BMecTO 0OKUAAEMOTO O-METHJIIMPOBAHUS TIOCPEICTBOM
metunrpudTopdopaTa Kanus, MPOTOHOIN3 IPOMEXYTOUHOrO rerepoapmi-Pd komrmekca
npuBeJ TNaBHBIM 00pa3oM K Bbilenenuto 25D, u  HakoHen, k N'-Gytun-8-
metunmupuno|3,2-djnupumunun-2,4-nuamuny 25E mocne obpabotku 25D B u30ObITKE
TOVY u nocnenneit ounctku ¢ nomoupio BOXKX ¢ nonyueHneM yka3aHHOTO B 3ar0JIOBKE
coemunenus (25E) B Buge comu T®Y. 'H AMP (400 MI'u, Metanon-d4) § 8,48 (d, J =
1,1 T'g, 1H), 7,61 (d, J = 1,1Hz, 1H), 3,67 (d, J = 7,2 ', 2H), 2,52 (s, 3H), 1,75 — 1,68
(m, 2H), 1,46 — 1,35 (m, 2H), 0,98 (t, J = 7,3 T', 3H). F SIMP (377 MI'u, MeTtaHoJ-
d4) 6 -77,6. MS (m/z): 232,1 [M+H]."

Ipumep 26
cl :Nj\/OH ;j\/OH

Cl N

Cl XN L-Hopsamimon DMB-amun | X \)N\
= ~
N/)\g DIPEA/TT® Cl  DIPEA/TT® N“>NH o7
A
25A 26C K@\
o~
"o
PdCl, TOY H
o~ — Ny
PAr; murang & | = /)\
Cs,CO4 N™ "NH,
TONIyOJ/BOTA I o
KCH3BF3 26D | 26E
[0424] CunTe3 (S)-2-((2-amuno-8-meTuanupuao|3,2-d|nupumuans-4-

uia)amuHo)nenran-1-oja (26E): Haumnas ¢ mpomexyTo4HOro coenuHeHus 25A u B
COOTBETCTBHUH C MOCIENOBATEIHbHOCTHIO CUHTE3a, OMTMCAHHOW BhIle JJisi cuHTe3a 25E, HO
ucnonb3ysi L-HopBamuHON BMecTo OyraH-1-amuna, nonydanu 26E B Bune comn TOVY.
'H SIMP (400 MI'u, Metanon-d4) & 8,50 (d, J = 4,6 T'u, 1H), 7,63 (dq, J = 4,5, 0,8 T'ny,
1H), 4,60 — 4,49 (m, 1H), 3,78 — 3,70 (m, 2H), 2,53 (s, 3H), 1,81 — 1,64 (m, 2H), 1,52 —
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1,34 (m, 2H), 0,97 (t, J = 7,3 Ty, 3H). '°F SIMP (377 MI'y, Meranon-d4) § -77,7. MS
(m/z): 262,2 [M+H]"

Ipuwmep 27
“ Ao
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[0425] Cunte3 (S)-2-((2-xnopnupuno|3,2-d|nupumuann-4-uj)aMuHO )IeHTAH-1-
osia (27C): K pactBopy 2,4-muxnoprupuno|3,2-d|nupumununa (160 mr, 0,68 Mmons, 1
skBuB.) aobasssuu TI'® (4 min) ¢ nocaenyrwoimum aodasienunem DIPEA (0,18 wmu, 1,2
MMOJIb, 1,5 3kBUB.) U (S)-(+)-2-amuHO-1-nenTanona (85 mr, 0,82 mmonb, 1,1 3KkBHB.).
PeakinoHHYHO0 CMECh OCTaBJISUIM MEPEMELINBATHCS B TeueHue | 4. PeakIMOHHYIO CMeCh
KOHLEHTPUPOBAJIN MPHU MOHUKEHHOM JaBJIEHUH U UCTIOIB30BAU KaK €CTh C TOJy4YEeHHUEM

27A. MS (m/z): 267,1[M+H].*

[0426] CunTe3 (S)-2-((2-((2,4-aumeToKCHOEH3 NI )aMUHO )T PUAO[3,2-
d|nupumuaun-4-ui)amuno)nenran-1-ona  (27B): K  pactsopy (S)-2-((2-
xjopniupunao| 3,2-d|mupumMuanH-4-11)aMuHO )IieHTaH-1-oma (27A) (206 mr, 0,68 mMmoub,
1 sxBuB.) nodassuiu TI'® (4 mi) ¢ mocnenyromum aodasiaerarnem DIPEA (0,24 mi, 1,4
MMOJIb, 2 3kBUB.) U 2,4-numerokcubensunamuna (0,30 mu, 2,0 mMmonb, 3 3KBUB.).
Peakinonnyro cmech Harpesaiu mpu 135°C ¢ mOMOLIBIO MUKPOBOJHOBOIO PEaKTopa B
tedenue 30 MuHyT. PeakuuonHyro cmech pasgensnun mexay EtOAc u HxO.
Opranndeckre BeLIecTBa OTAENSIIN, CYIIWIN U YOISIH 6 6akyyme. OCTaTOK OUMIIAH C
MOMOIIBIO KOJIOHOYHOW XpoMaTorpadun Ha cuinkarene ¢ noixydenuem 27B. MS (m/z):

398,2 [M+H]."
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[0427] CunTe3 (S)-2-((2-amuno-[3,2-d|nupumMuauH-4-n1)aMHHO)IeHTaH-1-0/1a
27C): K  pactBopy  (S5)-2-((2-((2,4-numeTrokcnbeH3 I )aMuHO ) mupuao| 3,2-
d|mupumunnn-4-mn)amuHo)nenrad-1-oma (27B) (35 wmr, 0,08 wmmonb, 1 5kBUB.)
nobasmsmn JAXM (2 mo) u TOY (0,5 mu). Yepes 3 waca peakIHOHHYIO CMeECh
KOHLIEHTPUPOBAIN MpPU NOHMKEHHOM JaBJIEHHMM U ouulianu ¢ nomompbo BOXKX c
oOpateHHO# (pa30ii ¢ MoMy4eHHeM YKa3aHHOTO B 3aroyioBke coenuHeHus (27C) B Bume
comu TOY. 'H AMP (400 MI'u, Metanon-d4) & 8,65 (dd, J = 4,3, 1,5 ', 1H), 7,85 —
7,73 (m, 2H), 4,55 (s, 1H), 3,76 — 3,70 (m, 2H), 1,77 — 1,66 (m, 2H), 1,44 (td, J = 7.3,
4,2 Tu, 2H), 0,98 (t, J = 7,4 Ty, 3H). °F SAMP (377 MI'u, Meranon-d4) § -77,6. MS
(m/z): 248,2 [M+H]"

IIpumep 28

[0428] B coorBercTBHHM ¢ 00IIEH MPOLENyPOI, OMMUCAHHOMU BbIlIe it cuHTe3a 1B, 2,4-
auxjioprupuno| 3,2-dmupuMunus noasepraiu B3aumoneicteuo ¢ 1,1 skBuB (S)-1,1,1-
TpudTopreHTan-2-aMmuHa BMecTO 1-OyTaH-aMHHAa M 3aTeM TNPOBOAWJIM CTaJMH, Kak
omucaHo Bbime B Ilpumepe 1, ¢ momyuenuem (S)-N*-(1,1,1-rpudroprnenran-2-
un)nupuao[3,2-dnupumunun-2 4-nuamuna (28). 'H SAMP (400 MI'uy, DMSO-d6) &
9,87 (s, 1H), 8,67 (dd, /=4,4, 1,5 'y, 1H), 7,95 - 7,81 (m, 2H), 5,13 (t, /= 8,9 I';, 1H),
2,21 - 2,10 (m, 1H), 1,74 (dd, J= 12,1, 7,1 T'y, 1H), 1,44 — 1,36 (m, 1H), 1,27 (dq, J =
13,7, 7,1 T, 1H), 0,89 (t, J = 7,3 Ty, 3H). F SAIMP (377 MI'u, Metanon-d4) & -73,9, -
74,1. MS (m/z): 286,1 [M+H]".
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Ipumep 29

CF3

HN
B
S N/)\NH

29

2

[0429] B coorBercTBHHU ¢ 00ILIeH MpOIeNy PO, OMUCAHHOM BbIlIe it cuHTe3a 1B, 2,4-
auxJyiopriupuno|[3,2-d|mupuMunuH noasepraiu B3aumonencTsuo ¢ 1,1 sxBuB 4,4,4-
TpudropOyTHIaMUHa BMeCTO 1-OyTaH-aMUHA U 3aTeM MPOBOAMIIHN CTa[UH, KaK OMUCAHO
Bbime i Ilpumepa 1, ¢ nonydennem N*-(4,4,4-tpudropOyrun)nupunol3,2-
d]nupumuaun-2,4-nuamuna (29) nocie ounctky BOXKX B Buge conmu TOY. 'H SIMP
(400 MI'u, DMSO-d6) 6 9,74 (t, J = 6,0 ', 1H), 8,63 (dd, J = 4,4, 1,4 'y, 1H), 8,18 —
7,50 (m, 2H), 3,62 (q, J = 6,7 T'y, 1H), 2,39 — 2,27 (m, 1H), 1,93 — 1,84 (m, 1H). “F
SIMP (377 MI'u, Metanon-d4) & -65,5, 75,6. MS (m/z): 272,1 [M+H]"

IIpumep 30
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[0430] CunTe3 (5)-2-((2-amunonupuno|3,2-d[nupumuann-4-
uia)amuHo)nedranamuaa (30B). Hauunas ¢ 50 mr npomexyToyHOro coequHeHust SA
OMUCaHHOTO paHee Bbime, oopadotka ¢ 1 skBuB. BogH. KOH B TT®/MEOH (4 mn) B
TedyeHue | 4 mpuBena, mocye yaaleHus] PACTBOPUTES, K IIPOMEKYTOYHOMY COSTUHEHUIO
30A, MS (m/z): 399,1 [M+H]". 30A o6pabareiBanu 1,5 sxeus HATU u 3 skBus DIPEA
B 2 mn JIM®A, ¢ ramenwem wu30biTkOM 24-numerokcubensmwiamuaa (DMB) ¢
MOJIy4eHUEM NMpOMeEXyTo4HOro amupn. Ilocne monnoro ypanenus DMB ¢ nomouisro
obpabotkun TDY, B pesynprare oumctku BOIXX ocrarka mnpoaykra mnoiydaniu
yKa3zaHHOe B 3aroyioBke coeauHenue 30B B Bupe comu TOVY. 'H AMP (400 MTI'w,
Mertanon-ds) 6 8,67 (ddd, J=9,2, 4,3, 1,5 I'u, 1H), 7,89 — 7,73 (m, 2H), 4,00 — 3,59 (m,
1H), 2,81 (s, 2H), 2,22 — 1,79 (m, 2H), 1,48 (tt, /= 9,8, 7,4 ', 2H), 0,99 (t, J= 7,4 I'yy,
3H). F AMP (377 MI'u, Metanon-d4) § -77,6. MS (m/z): 261,1 [M+H]".

IIpumep 31
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[0431] CunTe3 (5)-2-((2-amunonupuno|3,2-d|nupumuann-4-ui)aMmuHo )-/V-

meruanentranamuga (31). 50 mr 30A obpabareBamu 1,5 skeuB HATU u 3 skBuB
DIPEA B 2 mn JIM®A, ¢ ramenuem 1,0 M merunamuaom B TI'® ¢ monmydenunem
MIPOMEXyTOUHOro mMeruwnamuzaa. llocne cranmaptHoro ypanenuss DMB ¢ nomomiero

obOpabotkn TDY, B pesymprare oumctkn BOIXX ocrarka mnpoaykra moixydanu
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YKa3aHHOE€ B 3arojioBke coeauHeHue 31 B Buae conmu TOVY. 'H sAMP (400 MIw,
Mertanon-ds) 6 8,68 (dd, J=4,3, 1,5 'y, 1H), 7,89 — 7,76 (m, 2H), 4,85 (m, 1H), 2,76 (s,
3H), 2,08 — 1,85 (m, 2H), 1,45 (dddd, J = 16,5, 13,8, 11,5, 7,4 T'u, 2H), 0,98 (t, J = 7,4
I'u, 3H).F SAMP (377 MI'u, Metanon-d4) & -77,9. MS (m/z): 275,1 [M+H]"

Ipumep 32
HNT TN HNT NN
TPET-Oy THITHIPOTIEPOKCHT F F
- N
- | \)N\ - F - | NN
e — TouhropMeTaHCVIBLMhOHAT HHHKA _
N NH; JIMCO X N)\NHQ
1B kr oo 55°C 32
[0432] CunTte3 N*-0yTnn-6-(tpudropmernn)nupuno[3,2-djnupumuaun-2,4-

auamuHa (32). Hauunas ¢ 10 mr coenunenus 1B, cunrtes koroporo onucad B [Ipumepe
1, ¥ B COOTBETCTBHMU ¢ XUMUEH, onucanHoU Yining et al. in PNAS, 2011, 108, 14411, 1B
Harpesasn npu  55°C B JMCO B mpucyrctBun 10 SKBHBAJIEHTOB
tpupTopmerancyibdponara 1ueka u 10 »skBuB 70% BOOH. pacTBOpa TpeT-
Oyrunruaponepokcuna. Uepes 24 4 peakIHOHHYIO CMeCh BBOJIWJIM HETOCPEICTBEHHO B
BOXX nns mocnenHedl OYMCTKM C MOJYYEHHEM YKa3aHHOTO B 3arOJIOBKE COEIMHEHMS
(32) B Buzne coorsercTByomeii comu TOY. 'H SAMP (400 MI'u, Metanon-ds) § 8,15 (d,
J=138,7Twu, 1H), 8,01 (dd, /= 8,8, 0,8 I'u, 1H), 3,82 — 3,56 (m, 2H), 1,83 — 1,61 (m, 2H),
1,58 — 1,31 (m, 2H), 0,99 (t, J = 7,4 T'y, 3H). F SIMP (377 MI'y, Metanon-ds) & - 69,0
,-77,6. MS (m/z): 286,1 [M+H]".

IIpumep 33

[0433] CunTte3 (5)-2-((2-amuno-6-MeTHANUPHO|3,2-d | MpUMHANH-4-
ni)amuHo)neHTan-1-oaa (33). 50 mr coenunenus 6B, (0,11 mmonb, 1 3xBuB) B 10 M
(1:1 EtOH/EtOAc) moxnsepraiu B3aumoneicTsuro ¢ 28 mr 5% Pd/C mpu 70°C mon

nasnenneM 1 atm Ha. Ilocrne HOUM peakUMOHHYIO cMeCh (PUIBTPOBAIHN IS YIOAJICHUS
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KaTaJn3aTopa U NMPOAYKT XpomaTtorpadupoBaiy Ha cuiukaresne, smoupys mpu 25%
MeOH/75% EtOAc, ¢ monyyeHHeM yKa3aHHOTO B 3arojioBke coenuHeHus (33) B BUIe
comu T®Y. 'H AAMP (400 MI'u, Mertanon-ds) 8 7,74 (d, J = 8,6 T, 1H), 7,65 (d, J = 8,6
I'n, 1H), 4,54 (ddd, J=12,4, 7,3, 5,2 'y, 1H), 3,75 (d, J=5,2 T, 2H), 2,65 (s, 3H), 1,73
(q, /= 7,5 Tu, 2H), 1,44 (ddt, J = 14,6, 7,4, 4,2 T, 2H), 0,98 (t, J = 7,3 ', 3H). “F
SIMP (377 MI'u, Metanon-d4) 6 -77,7. MS (m/z) 262,14 [M+H]".

Ipuwmep 34

34

[0434] CunTte3 (S)-2-((2-amunonupuno|3,2-d|nupumuguH-4-uir)amuHo)-N-(2-
ruApokcdTUI)NeHTaHamMuaa  (34):  VYkasaHHoe B 3arojiloBKE€  COENHMHEHHE
CHUHTe3MpOBaIM oOpaszoM, aHajormdHbiM 30B, xax onmcano B Ilpumepe 30, 3amensis
METaHOJbHBI aMMHAK 3TAaHOJAMHUHOM, C TIOJyY€HHEM YKa3aHHOTO B 3arojloBKe
coenunenus (34) B Bune conu T®Y. 'H AMP (400 MI'u, Meranon-dy) & 8,68 (dd, J =
4,3,1,5 Ty, 1H), 7,86 (dd, J= 8,6, 1,5 I'u, 1H), 7,80 (dd, /= 8,5, 4,4 I'u, 1H), 4,88 (d, J
=5,5Tn, 1H), 3,27 - 3,22 (m, 2H), 2,11 — 1,90 (m, 3H), 1,70 — 1,40 (m, 5H), 1,00 (t, J =
7,4 Ty, 3H). F AMP (377 MI'u, Metanon-d4) & -77,5. MS (m/z) 305,21 [M+H]".

IIpumep 35

P
HN OH

_N | sy ©
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[0435] CunTte3 (5)-2-((2-amunonupuno|3,2-dlnupumuaun-4-un)amuno)-N-(2-
ruapokcu-2-Mmetwimponuia)nenranamuaa (35): Coenunenne (35) cuHTE3UpOBAIU
oOpasom, anajormdHeiM 30B, kak omucano B Ilpumepe 30, 3ameHsisl METaHOJBHBIN

aMMHaK |-aMHHO-2-METHJI-2-TPONAHOJIOM, C MOJYYEHHEM YKAa3aHHOTO B 3aroJIOBKE
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coenunenus (35) B Bune conu T®Y. 'H AMP (400 MI'u, Mertanon-ds) & 8,67 (dd, J =
4.4, 1,4 T'n, 1H), 7,87 (dd, J =8,5, 1,4 I'u, 1H), 7,79 (dd, J = 8.5, 4,4 I', 1H), 4,84 —
4,78 (m, 1H), 3,61 (td, J = 5,9, 5,5, 1,5 I'y, 2H), 2,09 — 1,85 (m, 2H), 1,48 (dddd, J =
18,0, 13,7, 9,7, 7,3 Ty, 2H), 1,29 (s, 6H), 0,99 (t, J = 7,4 T'y, 3H). °F AMP (377 MI'ny,
Metanon-d4) § -77,5. MS (m/z) 333,25 [M+H]"

Ipumep 36
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N
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[0436] Cunte3 (S)-N-(2-amuno03TII)-2-((2-amuHONUpua0[3,2-d|nupumuann-4-
wi)amuHo)nentanamuaa (36): Coegunenue 36  cuHTe3upoBajiu  00pazoM,
aHaymorndHeiM 30B, 3amMeHsisi MmeTaHOIBHBIM aMMHuak N-Boc-atunenguamunom. IlonHoe
CHATHE 3aIUThl ¢ nomouipld TAY npuBoAMIO K YKa3aHHOMY B 3arOJIOBKE COCIUHEHHIO
(36) B Buge ero 6uc-T®Y comu. 'H SIMP (400 MI', Metanon-ds) § 8,68 (dd, J = 4,4,
1,4 T'u, 1H), 7,88 (dd, J=38,5, 1,4 T'u, 1H), 7,81 (dd, J= 8.5, 4,3 T'u, 1H), 4,92 (dd, J =
8,6, 5,1 I'u, 1H), 3,56 (ddd, J = 13,9, 12,8, 6,7 I'u, 1H), 3,45 (dt, J = 14,3, 6,1 'y, 1H),
3,08 (hept, /= 6,4 I'y, 2H), 2,13 — 2,00 (m, 1H), 2,00 — 1,85 (m, 1H), 1,55 — 1,41 (m,
2H), 0,99 (t, J = 7,4 T'y, 3H). YF AMP (377 MI'u, Meranon-d4) § -77,6. MS (m/z)
304,05 [M+H]".

Ipumep 37
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[0437] CunTte3 (5)-2-((2-amunonmupuno|3,2-d|nupumuaun-4-un)aMmuHo)-N-
(mupuaun-2-unmernn)nentanamuaa (37): Coenunenue 37 CHHTE3MPOBAIM 00pas3oM,

aHasornuHbiM 30B, 3aMeHsisi METaHOJIBHBIN aMMHAK 2-TMTUKOJMJIAMUHOM, C MOJYYEHUEM

YKa3aHHOTO B 3arojioBke coepuHenus (37) B Bume ero ouc-T®Y comu. 'H SIMP (400
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MT 1, Meranon-ds) § 8,69 (dd, J = 4,4, 1,5 T'u, 1H), 8,65 — 8,62 (m, 1H), 8,22 (td, J =
7.8, 1,7 Ty, 1H), 7,88 (dd, J=8,5, 1,4 T, 1H), 7,81 (dd, J = 8,5, 4,4 Ty, 1H), 7,73 (d, J
=8,0 Ty, 1H), 7,67 (dd, J=7.5, 5,7 T, 1H), 4,93 (dd, J = 8.8, 5,2 T, 1H), 4,65 (s, 2H),
2,13 — 1,94 (m, 3H), 1,57 — 1,40 (m, 3H), 1,00 (t, J = 7,4 Ty, 3H). F SIMP (377 MI'y,
Mertanon-d4) § -77,8. MS (m/z) 352,04 [M+H]".

Ipumep 38
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[0438] Cunte3 (R)-2-((8-x10p-2-((2,4-1MMeTOKCHOEH3 ) AMHHO )-6-
MeTHAnupuao|[3,2-djnupumMmuaun-4-un)aMuHoO)NeHTaH-1-0/1a (38A): 38A
CHUHTE3MPOBAIM 00pa3oM, aHajJorm4HbiM 6A, 3amenss (S)-HopBaiuHON Ha (R)-2-
aMUHONEHTaHON u 2 4-puxnoprnupuno|3,2-d|nupumunuea Ha  2,4,8-Tpuxiiop-6-

meTuanupuno|3,2-dnupumunun. MS (m/z) 446,24 [M+H]".

[0439] CunTte3 (R)-2-((2-((2,4-auMeTOKCHOEH3 WJI)AMHHO)-6-MeTHINHPUAO[3,2-
dlmupumuaun-4-uin)amuHo)nenran-1-ona (38B): 38B cunTesmpoBamu  00pazom,

ananormdHbM 6B. MS (m/z) 412,22 [M+H]".

[0440] CunTe3 (R)-2-((2-amuno0-6-MeTnamupuao|3,2-d|nupumuaun-4-
wi)amuno)nentan-1-oma (38C): Coenunenne 38C cuHTe3upoBaim 00pazom,
aHAJIOTUYHBIM 33, C MOJIyYeHHEeM YKa3aHHOro B 3arojioBke coenmHeHusi (38C) B Buze
comu T®Y. 'H SIMP (400 MI'u, Metanon-ds) & 7,69 (d, J = 8,5 T'u, 1H), 7,59 (d, J = 8,4
I'm, 1H), 4,49 (qd, J=17.9, 6,9, 4,1 'y, 1H), 3,71 (d, J = 5,0 I'u, 2H), 2,60 (s, 3H), 1,68
(q,J=7,5Tu, 2H), 1,44 — 1,33 (m, 2H), 0,93 (t, J = 7,3 T'u, 3H). F SIMP (377 MI'L,
Metanon-d4) § -77,3. MS (m/z) 262,15 [M+H]".
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IIpumep 39

N ~OH
N <N
g N/)\NHZ
39C
[0441] CunTe3 (R)-2-((8-x10p-2-((2,4-n1iMe TOKCHOE H3 UJT)AMHUHO)-6-
MeTwinupuao|3,2-d|nupumuann-4-uia)aMmuHo)rekcan-1-omaa (39A): 39A

CHUHTE3MpOBaJIM 00pa3oM, aHajoruuHbiM 1A, 3amensas Oyrtan-l-amuH Ha (R)-2-
aMHHOTreKcaHon W 2.4-muxnoprupuno[3,2-d|nupumuaus Ha  2,4,8-Tpuxiop-6-

mMeTuamupuno| 3,2-d|nupumunun. MS (m/z) 460,21[M+H]".

[0442] Cunte3 (R)-2-((2-((2,4-auMeTOKCHOEH3 WJI)AMHHO)-6-MeTHINNPUAO[3,2-
dlmupumuaun-4-un)amuso)rekcan-1-ona (39B): 39B  cunresmpoBanim 00pazom,

aHaNOrm4HbIM 33. MS (m/z) 426,24 [M+H]".

[0443] CunTe3 (R)-2-((2-amuno-6-MeTHamupuao|3,2-d|nupumugun-4-
WJI)aMHHO)rekcan-1-osa (39C): Coemunenne 39C cuHTe3upoBaIU 00pa3OM,
aHasoruuHeiM 1B, ¢ mosnydeHuem ykasaHHOro B 3arosioBke coenuHenus (39C) B Buze
comu T®Y. 'H SIMP (400 MI'u, Metanon-ds) & 7,72 (d, J = 8,5 T'u, 1H), 7,62 (d, J = 8,4
I'n, 1H), 4,50 (dt, J= 8,4, 5,2 Ty, 1H), 3,73 (d, J= 5,1 I'u, 2H), 2,63 (s, 3H), 1,80 — 1,67
(m, 2H), 1,44 — 1,32 (m, 5H), 0,93 — 0,86 (m, 3H). '°F AMP (377 MI'u, MeTanon-d4) § -
77,3. MS (m/z) 276,17 [M+H]".

IIpumep 40

OH
HN

N

’d

B
N N/)\NHZ
40C

[0444] CunTte3 (5)-2-((8-x10p-2-((2,4-1MMe TOKCHOEH3 HJI)AMHUHO)-6-
MeTHINUpPHA0[3,2-d|nupumMuaun-4-ui1)aMHHO)reKkcaH-1-oya (40A): 40A

CHHTE3MpOBaIH 0OOpa3oMm, aHajmornyHbiM 1A, 3ameHnsss OyrtaH-l-amuH Ha (5)-2-
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amMuHOreKkcaHon U 2 4-nuxjopnupuno|3,2-d|mupumunud Ha  2.4,8-Tpuxiiop-6-

metuntupuno| 3,2-d|nupumunun. MS (m/z) 460,26[M+H]".

[0445] CunTte3 (5)-2-((2-((2,4-aumeTOoKCHOEH3 HIT)aMHHO)-6-MeTHINHPUAO|3,2-
dlnupumuauH-4-un)amuHo)rekcan-1-ona (40b):  40b cuHTesmpoBasu 0OpazoMm,

ananornunbiM 33. MS (m/z) 426,24 [M+H]".

[0446] Cunte3 (5)-2-((2-amunoO-6-MeTHANUPHO|3,2-d|nUupuMUANH-4-
HJI)aMHHO)reKkcaH-1-oja (40C): Coenunenne 40C cuHTe3upoBaTu 00pa3oOM,
a”HanmornuHeiM 1B. ¢ monyueHuem ykasaHHoro B 3arosioBke coenuHenus (40C) B Buze
comu T®Y. 'H AAMP (400 MI'u, Mertanon-dy) § 7,73 (d, J = 8,6 T'u, 1H), 7,63 (d, J = 8,6
I'n, 1H), 4,51 (dq, J=8,5, 6,1, 5,4 I'y, 1H), 3,75 (d, J = 5,2 I'u, 2H), 2,64 (s, 3H), 1,84 —
1,65 (m, 3H), 1,38 (qd, J = 8,0, 6,4, 2,9 'y, 5H), 0,95 — 0,87 (m, 4H). ’F SIMP (377
MTI ', Meranon-d4) § -77,6. MS (m/z) 276,16 [M+H]".

Ilpumep 41

i

HN
B
1N N/)\NH2

141

Cc

[0447] N*-6yTua-7-xaopnupuno|3,2-d|nupumuann-2,4-1MaMuHA (41).
Coenunenne 41 CHHTE3UPOBAIN B COOTBETCTBUM C MPOLIEAYPOMH, ONMMCAHHON BBILIE IS
nonyuenust 19E, noasepras B3aMMOAENHCTBUIO IMPOMEKYTOUHOE coenuHeHue 19B ¢ 1-
OyTaH-aMHHOM U COTJIACHO ONMCAHHOH MOCJIEAOBATENLHOCTHU C MOJYYEHHUEM YKAa3aHHOTO
B 3arojioBke coenunennus (41) B Buze conu T®Y mocie xoHeuHoit ounctku BOXKX. 'H
SAMP (400 MTI'y, Metanon-d4) & 8,56 (d, J = 2,1 I'u, 1H), 7,90 (d, J = 2,0 I'u, 1H), 3,66
(t, J =73 I'uy, 2H), 1,76 — 1,64 (m, 2H), 1,59 (s, OH), 1,43 (dq, J = 14,7, 7,4 I'u, 2H),
0,98 (t, J = 7,4 Ty, 3H). F AMP (376 MI'u, Meranon-d4) § -77,55. MS (m/z) 2522
[M+H]".

207



Ipumep 42
HNJi/\OH

1)

> N/)\NHZ

42B

~o

[0448] (5)-2-((2-amuHO0-7-MeTOoKcHNUPHAO[3,2-d|mupumMuANH-4-

WJI)aMHHO)NeHTaH-1-0/1a (42B) nonyyanu cornacHo crieayrluei cxeme:

/j\/OH /j\/OH Ji/\
HN OH

NaOMe N ToOV
|N\ NN — | Y N —_— N\ SN
MeOH
Z
CINF N/)\NHDMB No N N)\NHDMB PN
0 NZ > NH,
19D 42A 428

[0449] (S)-2-((2-((2,4-auMeTOKCHOEH3WII)AMHHO)-7-MeTOKCHITUPHAO0[3,2-

d|nupumuann-4-un)amuno)nenran-1-ona (42A): B ¢dnaxon, copepxkammii (S)-2-((7-
xJ10p-2-((2,4-numerokcubeH3 11 )aMuHO )upuao| 3,2-d |nupuMuIuH-4-1i1)aMHUHO ) IEHTa H-
1-0m1 (19D) (50 wmr, 0,11 mmonb, 1 3xBuB.), nodapnsin NaOMe (65 Mk, 1,1 mmons, 10
skBuB.) u MeraHon (2 wmu). Cmecy HarpeBamu 1o 150 °C B Teuenue 30 MuH B
MHKPOBOJHOBOM peakTope. PeakunonHyroo cmech pasznensiiu mexay EtOAc u HzO.
OpraHu4eckuii CloW OTAENSUIN, CYLIMJIM U VAN 6 6axkyyme. OCTaTOK OYHINAIN C
MIOMOIIBIO KOJIOHOYHOHM Xpomarorpaduy Ha CUJIMKareje C MOJIy4YeHHEeM YKa3aHHOTO B

3aroJioBke coenunenus. MS (m/z): 4282 [M+H]."

[0450] Coenunenne 42B cunTesupoBanu mocpenctsoM obOpabdotku TOY 42A ¢
NOJIy4eHHEM YKa3aHHOro B 3arosioBke coenuHeHus (42B) B Bume comu T®Y mocne
koHeuHoil ouncTku BOXKX. 'H SAMP (400 MI'y, Mertanon-d4) & 8,32 (d, J = 2,5 I',
1H), 7,21 (d, J = 2,5 T'u, 1H), 4,57 — 4,45 (m, 1H), 4,00 (s, 3H), 3,77 — 3,67 (m, 2H),
1,80 — 1,63 (m, 2H), 1,50 — 1,39 (m, 2H), 0,97 (t, J = 7,4 Ty, 3H). °F AMP (377 MI'w,
Metanon-d4) § -77,52 . MS (m/z) 278,2 [M+H]".
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IIpumep 43
HNJ:/\OH

1)

»Z N/)\NHZ

43C

F

[0451] CunTe3 (5)-2-((2-amuno-7-¢propnupuno|3,2-d|nupumuann-4-

Wi)amHuHo)neHTan-1-oaa (43C):

O OH
| N\ O/ .\ )'\JJ\H HCI maveruncy sdou ¢, 140C _ | N\ \)N\
F = NH cl NHz 1 gac F = N/ NH,
43A 43B

[0452] Metun-3-amuno-5-proprnukonuHat (43A) (830 mr, 4,88 MMOJIb), THAPOXJIOPHT
xjoppopmamununa (1121,64 mr, 9,76 mmonb), numeruicynbpoH (4592,09 wmr, 48,78
MMOJIb) M MELIAJIKY 3arpy’kajli B TePMETHYHYIO 3aKPBITYIO MPOOMPKY M HArpeBajM JI0
160°C B Teuenue 1 uaca. Ilocie 4ero peakMOHHYIO CMECh OCTABJLIN OXJIAXKAATHCS,
nobasysim S0 MJI BOZIBI M PACTBOP TMEPEMELIMBAIN TPH HArpeBaHuH B TeueHue 30
MuHYT. Ocaaku OTQUIBTPOBBIBAIM M MATOUHBIH PACTBOP OUHMINAJTIH C MOMOLIBI0 BOXKX

¢ oOpameHnHoii ¢asoii ¢ ucrnonszosanneM ACN/H»O ¢ 0,1% TPV B xauecTBe 31r0€HTA

Ha kosioHke Hydro-RP ¢ rpamuentom 2 - 5 % ACN. PacrBoputenu ynamsuia npu
MOHMKEHHOM JAaBJIEHUU M OCTATOK a3€0TPONMPOBAIM 2X € MeTaHoJoM, 2x ¢ JAXM no
obpaboTku ynbTpa3BykoM B 3dupe. Ocanku GUIBTPOBAIM M CYIIMJIU Ha BO3AYXE C
nonyuenuem 210 mr (23,9%) 2-amuno-7-proprnupuno|3,2-d|mupumuann-4-ona (43B) B
Buzie 6enoro Teepaoro semectsa. 'H SIMP (400 MI'u, JIMCO-d6) § 8,43 (d, ] =2,5 'y,
1H), 7,48 (dd, J = 10,1, 2,5 T, 1H), 7,23 (s, 2H)."’F SIMP (376 MI'u, JIMCO-d6) § -
75,15 ,-119,96 . MS (m/z) 181,0 [M+H]".

[0453] Coenunenne 43C cuHTe3MpoBaIM TOcpencTBoM mnpomotrpoBanHoro BOP-CI
cogeranusi 43B ¢ (S)-HOpPBaJIMHOJIOM, C TIONYYEHHEM VKa3aHHOTO B 3arojiOBKe
coemunenust (43C) B Buzne comu T®Y nocie koHeuHoil ounctku BOXX. 'H AMP (400
MI'u, Metanon-d4) 6 8,56 (d, J =2,4T'u, 1H), 7,61 (dd, J = 8,8, 2,5 I'y, 1H), 4,56 (dq, J
=12,7, 6,4, 6,0 I'u, 1H), 3,80 — 3,69 (m, 2H), 1,78 (ddd, J = 18,8, 11,4, 3,7 'y, 2H), 1,53
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~ 1,33 (m, 2H), 0,97 (t, J = 7,4 Ty, 3H). '°F SIMP (377 MI'y, Meraton-d4) & -77,64 , -
118,17 (d, J = 8,8 T'y). MS (m/z) 266,2 [M+H]".

Ipuwmep 44

. H
HN® CO/

B
= N/)\NHZ

44

F

[0454] (R)-2-((2-amuHo-7-pTopnupuao|3,2-d|nupumMuann-4-ua)aM1uHoO)rekca-1-
ona (44). Coenunenue 44 CUHTE3UPOBAIU B COOTBETCTBUM C MPOLIEAYPOH, OMHUCAHHON
BbIlIe st nosydeHust 43C, noaseprasi B3aUMOAEHCTBUIO IIPOMEKYTOUHOE COSAMHEHNE
43B ¢ (R)-HOpneHUMHONI M COTJIACHO OIMCAHHOHM BBIIIE IOCJIEAOBATEIBHOCTH C
NOJIy4eHHEM YKa3aHHOrO B 3arojioBke coenuHeHus (44) B Bunme conu TOY mnocne
KoHeuHoit ounctku BOXKX. 'H SIMP (400 MI', Metanon-d4) & 8,57 (d, J = 2,4 I'y,
1H), 7,60 (dd, J = 8,8, 2,4 I'y, 1H), 4,53 (dq, J = 8,7, 5,6 I'y, 1H), 3,72 (d, J = 5,4 I'yy,
2H), 1,72 (m, 2H), 1,52 — 1,28 (m, 4H), 1,04 — 0,82 (m, 3H). F AMP (377 MIL,
Meranon-d4) & -77,60, -118,13 (d, /= 8,6 T'n). MS (m/z) 280,2 [M+H]".

IIpumep 45

B
_ N/)\NHZ

45

F

[0455]  (5)-2-((2-amuno0-7-pTropnupuno|3,2-d|nupumMuanH-4-nj1)aMHUHO )reKcaH-1-

oaa (45). Coenunenue 45 cUHTE3UPOBAIU B COOTBETCTBUM C MPOLIEAYPOH, ONMUCAHHON
BbIllle 1A nonydeHus 43C, noxaseprasi B3aUMOJEHCTBUIO MPOMEKYTOUHOE COEUHEHHE
43B ¢ (S)-HOpNEHIMHOIOM M COTJIACHO ONHMCAHHOW BBIIMIE TOCIEIOBATENBHOCTH C
NOJIy4eHHEM YKAa3aHHOTO B 3arojioBke coenuHenus (45) B Bume comu TOY mocne
koHeuHoil ounctku BOXKX. 'H SIMP (400 MI'u, Metanon-d4) & 8,57 (d, J = 2,4 Iy,
1H), 7,60 (dd, J = 8,8, 2,4 I'y, 1H), 4,53 (dq, /= 8,7, 5,6 ', 1H), 3,72 (d, /= 5,4 I'y,
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2H), 1,72 (m, 2H), 1,52 — 1,28 (m, 4H), 1,04 — 0,82 (m, 3H). '°F SIMP (376 MIy,
Mertanon-d4) § -77,60 , -118,13 (d, J = 8,6 T'y). MS (m/z) 280,2 [M+H]".

Ipumep 46

HN“‘C(;
SN
N/)\NHZ

46C

[0456] Cunte3 (R)-2-((2-amuH0-6,7-11(PTOPXHMHA30INH-4-H)AMHHO)reKcaH-1-01

(46C):

o OH
E _ NH HC| AuMeTHICY b (GOH 140°c F N
o” + >
CI” 'NH; 1 uac A
- N F N™ "NH,
46B

46A

[0457] 2-amuHO-6,7-mudTOopxuHa30aMH-4-01 (46B) CHHTE3MpOBaM B COOTBETCTBHH C
MPOLEAYPON, ONMUCAHHON BbIlIE IJisi moJydeHus 43B, moasepras B3anMMOIEHCTBUIO
MPOMEXKyTOUHOE coeanHeHne 46A Bmecto 43A HW COrJJaCHO OMHCAHHOW BBIIIE
NOCJIEIOBATEIBHOCTHU € MOJYYSHHEM YKa3aHHOTO B 3arojioBke coenuHenus (46C) B Buzae
comu T®Y nocsie koneunoii ounctku BOYXKX.. 'H SIMP (400 MI', JIMCO-d6) 'H AMP
(400 MT', IMCO-ds) § 7,83 (t, J = 9,7 Ty, 1H), 7,31 — 7,22 (m, 1H), 7,19 (s, 1H). “F
SIMP (376 MI'u, IMCO-ds) 6 -74,93, -128,78 , -144,35 MS (m/z) 198,0 [M+H]".

[0458] Coenunenue (46C) cunTe3npoBaU ocpencTeoM npomoruposanHoro BOP-CI
coyeranusi 46B ¢ (R)-HOpJACHLMHOJIOM, C TIOJYYEHHEM YKa3aHHOIO B 3arojiOBKe
coemuuenust (46C) B suge comu T®Y nocie koHeunoit ounctku BOXX.'H SAMP (400
MI'u, Meranon-d4) 6 8,29 (dd, J = 11,0, 7,9 I', 1H), 7,35 (dd, J = 10,6, 6,8 I'y, 1H),
4,67 — 4,53 (m, 1H), 3,80 — 3,59 (m, 2H), 1,77 — 1,63 (m, 2H), 1,49 — 1,30 (m, 4H), 0,91
(td, J=7,0,6,3,2,2 ', 3H). F IMP (376 MI', Mertanon-d4) & -77,71 , -127,97 (ddd,
J=21,5,10,6,7,9Tn), -142,27 (ddd, J = 21,4, 11,0, 6,9 Ty). MS (m/z) 2972 [M+H]".
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Ipumep 47

(N H

BOP, amun
b - o0y
— DBU, MDA
N NH, N//kNHz
47A 47B

[0459] (R)-2-((2-amuHOXMHA30JIMH-4-MT)aMHHO)rekcan-1-on  (47B) cunTesupoBanu
nocpenctsoM npomotupoBaHHoro BOP-Cl coderanust 47A ¢ (R)-HOpieHIIMHONIOM, C
NOJIy4eHHEM YKa3aHHOro B 3arosioBke coenuHeHus (47B) B Bunme comu T®Y mocne
koHeuHol ounctku BOXX. 'H SAMP (400 MI'u, Metanon-d4) & 8,22 (ddd, J = 8,3, 1,3,
0,6 I'y, 1H), 7,78 (ddd, J = 8,4, 7,3, 1,3 I', 1H), 7,50 — 7,33 (m, 2H), 4,71 — 4,56 (m,
1H), 3,80 — 3,61 (m, 2H), 1,81 — 1,64 (m, 2H), 1,47 — 1,31 (m, 4H), 0,92 (h, J = 3,2 I'ny,
3H). F SIMP (376 MI'y, Meranon-d4) § -77,69 . MS (m/z) 261,1 [M+H]".

IIpumep 48

H
HN’g
SN
N/)\NHZ
48

[0460] Cunres (5)-2-((2-aMHMHOXWHA30JMH-4-1UJT)aMUHO)rekcan-1-ona. (48) monmy4anu
oOpaszom, aHanmornyHsiM 47B, ¢ wucnonb3oBaHueM (S)-HopieWnuHONMa BMecTO (R)-
Hopaetiuuona. 'H AMP (400 MI', Meranon-d4) § 8,22 (ddd, J = 8,3, 1,3, 0,6 'y, 1H),
7,78 (ddd, J=8,4, 7,3, 1,3 'y, 1H), 7,50 — 7,33 (m, 2H), 4,71 — 4,56 (m, 1H), 3,80 — 3,61
(m, 2H), 1,81 — 1,64 (m, 2H), 1,47 — 1,31 (m, 4H), 0,92 (h, J = 3,2 T'u, 3H). F AMP
(376 MI', Metanon-d4) § -77,69 . MS (m/z) 261,1 [M+H]".
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Ipumep 49

AR
cl HN “Boc

(i-Pr),NEt;

N N
SO - LA
NN ~

N N/)\CI HoN NHBoc o N N
HCl H _
0

HzN/\©\ 49A

o/

(i-Pr),NEt
HN*/NHZ
TOY NN
X |N/)\NH2
49
[0461] Cunre3 (S)-mpem-6yrnn-(2-((2-((2.,4-

AUMETOKCHOeH3HI)aMuHO )nupuao|3,2-d|nupumugun-4-

Wi)amuHo)nponua)kapéamara (49A). Pacteop 2,4-nuxnopnupunol3,2-d|nupumMunnsa
(100 wmr, 0,5 mmonb) B TT'® (2 mu) obpabareiBanu ruapoxiaopunom (S)-mpem-0ytun-(2-
amuHOonporui ))kapbamarta Oyrtan-1-amuHa (CAS# 959833-70-6, Fluorochem Ltd. UK),
(0,03 mi, 0,56 mmonb) u N, N-mumzonponwatanamuaoM (0,25 mi, 1,15 mmons). Cmech
nepeMeInuBaid Mpu KT B TeueHue 30 MHUHYT, no0aBisui 2,4-IMMETOKCHOEH3UITAMUH
(0,19 mn, 1,25 mmonb) u N N-muusonponmwmatwiamus (0,13 mi, 0,75 MMonb), U CMeCh
HarpeBanu 10 100°C. Yepes 16 4 peakMOHHYIO CMECh OXJIAXKIAIU A0 KT, pa3OaBisuin
EtOAc, npombiBaiu BOJOM U COJIEBBIM pacTBOpOM, cyumid Haa NaxSQOs, ¢punsrpoBanu
U KOHLEHTPUPOBAIU 8 6akyyme. I1oJydeHHbIH OCTaTOK MOJABEpraid Xpomarorpadguu Ha
cunukarene, smoupys 0-100% EtOAc B rexcaHax c MHOJy4deHHEM, IOCHE yAaleHUs

JIETYYHX BELIECTB 6 6axyyme, coemunenns 49A. JKXMC (m/z): 469,18[M+H]".

[0462] CunTte3 (S)-N*-(1-amunonponan-2-un)nupuao|3,2-d|nu pumuaun-2,4-
aunamuna (49). 49A (50 mr, 0,11 mmone) pactBopsii B TOY (3 mu). Uepes 30 MunyT
PEaKIMOHHYKD CMeCh pa3baByisuii BOHOH U MeraHoioM. Yepes 60 MUHYT CMeCh
KOHIICHTPUPOBAIH 6 6aKyyme. OCTATOK 3aT€M PACTBOPSUIM B METAHOJIE M (PHIBTPOBAIH C

MOJIy4€HHUEM, T0CJIE YIAJIEHUs JIETYUYUX BELIECTB 6 6aKyyme, COeNUHeHus 49 B BUJE CONH

T®Y. 'H SIMP (400 MT'y, MeTanon-ds) & 8,67 (ddd, J = 9,0, 4,2, 1,6 'y, 1H), 7,85 —
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7,68 (m, 2H), 4,82 (m, 1H), 3,34 (d, 2H), 1,39 (d, 3H). "F AMP (377 MI'y, Meraton-
d4) § -77,8. XKXMC (m/z): 219,03 [M+H]"; tr = 0,29 mun. ((KX/MC BDXX crioco6 B).

Ipumep S0
o o
JOL }@ 4N HCl @
SN LN
)40 N MOKCAH HN
51c O HCl

O  50a { {
cl Q HN an o NH2
N T DPEA T ENr
2
= N/)\CI HCI o R
A
50a b

N NH2
TOY
N O
- = 2 P
3areM DMB-NH, Nﬁ N NH,
H -
o 50

N
50

[0463] Cunte3 ruapoxgopuaa (R)-2-(2-amuHOreKcwI)u3onHA0ANH-1,3-1H0HA
(50a). K ¢pramumuny Slc (180 wmr, 0,53 mmons) nobasmsimu 4N HCI B nuokcane (20 mi).
PeaxkimoHHy10 cMeCh NIEPEMELINBAIM IPU KT B TeUEHHUE 6 4 U 3aTe€M JIETy4YHEe BELIECTBA
YAQSIN 6 6aKyyme C TOJIy4eHHEeM HEOYHMILEeHHOro 50a, KOTOpOe HENOCPEACTBEHHO
NEePEeHOCHIIM Jlajiee Ha CIEAYIOIYI CTaauio 0e3 HomosHuTenbHON ouucTku. XXKXMC

(m/z): 246,93 [M+H]".

[0464] CunTe3 (R)-meTn-2-((2-((2,4-aumeToxcudeH3HIT)aMHHO )TUPHAO0[3,2-
dlmupumuaun-4-uia)amuno)rekcanoara (50b). PactBop  2,4-muxnopniupuno|3,2-
dlmupumuunaa (100 mr, 0,5 mmone) B TI'® (2 M) obpabdareiBamu S0a (150 wr, 0,53
mMMmoJIb) U N, N-gumnzonporumstiiamuaoM (0,25 mi, 1,15 mmone). Cmech nepeMernmBaim
npu KT B TedeHune 30 MuHYT u aoOamsum 2,4-numerokcubensuinamud (0,38 wmu, 2.5
mMmoIb) U N, N-nunsonponwmtwiamud (0,13 mt, 0,75 MMONb) B CMeCh HarpeBasid JI0
125°C. Yepes 24 4 peakIUOHHYIO CMECh OXJIAXIAJH 10 KT, pazdasisuiu EtOAc (50 mi),
npoMbIBAIM BONMOH (25 wmur), coneBbIM pactBopoM (25 mun), cymmmm Hax NaxSOs,
(GUIbTPOBAIM W KOHLEHTPUPOBAIH 6 6akyyme. IlomyueHHBIH OCTAaTOK MOABEpPraH
xpomartorpadun Ha cwiukareie, smoupys 0-100% EtOAc B rekcaHax, ¢ MOJy4YeHHEM,

NIOCJIE YIAICHUS JIETYYHX BEIECTB 6 6aKyyme, coenuaenus S0b.

[0465] CunTte3 (R)-N*-(1-amunorexcan-2-un)nupuao|3,2-d|nupumuaun-2,4-
auamuna (50). 50b (15 mr, 0,04 mmonb) pactBopstiu B TOY (3 mu) . Uepe3 60 MunyT
CMeCb KOHLIEHTPHUPOBAIM IO OCTaTKa 6 6aKyyme C TIOCJIEAYIOINM COBMECTHBIM

BbinapuBaHueM ¢ MeOH, ¢ nonyueHneM yka3aHHOTO B 3arojioBke coeinHeHus S0 B Buje
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ero 6uc-T®Y comu. 'H AAMP (400 MI', MeOH-d4) & 8,68 (m, 1H), 7,81 — 7,83 (m, 2H),
4,89 (m, 1H), 3,91 (m, 2H), 3,61 (m,1H) 1,92 — 1,79 (m, 2H), 1,55-1,48 (m, 4H), 0,98 (t,
J=17,4Tu, 3H).”F AIMP (377 MI', MeOH-d4) § -77,9. XKXMC (m/z): 261,14 [M+H]";
tr = 0,30 MuH.
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[0466] (R)-nopaeitmuaon (0,5 r, 4,3 mmonb) obpabdareiBan Boc,O (1,2 sxBuB, 5,2
MMOJb) U H30bITKOM N, N-munsonpornwmTwiamMuHa B XM (20 mi). Peakunonnyro
CMech IepeMeIInBaIi B TE€UEHNE 3 U U 3aTeM (puiIbTpoBanu uepes cioi cunukarens. B
pe3yJIbTaTe yAaJeHUs JETyYuX BellecTB noiydaiu S1b B BUae HEOUMIIEHHOIO OCTAaTKa,

KOTOPBIA UCHIONB30BAIM O€3 NOMOMHUTENbHOM ouncTkr. JKXMC (m/z): 218,23 [M+H]".

[0467] Coemunenne S1b (0,7 r, 3,22 mMmonap) moaBepraiu B3aumozaeicTBuo ¢ PPhs
(1,1 r, 3,9 mmons), pramumunom (573 mr, 3,9 mmoins) u DIAD (810 wmr, 4,0 MmMmonb) B
TT'® (30 mi). Cmech nepeMernnBaii B Te4eHHUE 3 4, U 3aTeM pasaensiiu mexay EtOAc
(200 mn) u Bomoit (200 mur). OpraHuueckuil CIOW OTAENSIM, NPOMBIBAIN COJIEBBIM
pactBopom (100 ™), cymwmmm Han NaxSOs, QUIBTPOBAIM U KOHLEHTPUPOBAIU 6
saxkyyme. OcraTok mnozaeepranu xpomarorpadpuu Ha cunukarene, smoupys 0-100%

EtOAc B rekcanax ¢ nonyuernem Sle¢. JKXMC (m/z): 347,24 [M+H]".

[0468] Wmun Slc (300 wmr, 0,87 mMmonb) oOpabaTeiBain H30BITKOM THIPA3HHTHAPATA
(0,2 mn, 6,25 mmonb) B EtOH (30 M) u kumatuim ¢ oOpaTHBIM XOJIOAUJIBHUKOM B
TedueHne 16 4. CMech KOHLEHTPUPOBAIM 6 6aAKYyyMe C TMOJY4YEHHEM IPOMEXKYTOUHOIO
coenuHenuss S1d B BuAE HEOUMIIEHHOIO OCTaTKAa, KOTOPBIH HENOCPENCTBEHHO
nepeHocwn nanee. [IpomexyrtouHoe coenunenue S1d (0,87 mmonb) pacTBOpsid B
JAXM (10 mn) u obpabareiBamn AcCl (0,1 s, 1,2 MMoOmb), € MOCIEAYIOLUM
nobasnennem TEA (0,26 mu, 1,8 mmonb). CMech nepeMeniuBaiyu B TEYeHHE 3 9 U 3aTeM
peakiuoHHyr cMmech pazdasnsin JIXM (50 mut). Cmech 3aTeM mpombiBaiu Boxoi (S50
MJI), conieBbIM pactBopoM (50 miy), cymmmu Haa NaxSQs, (uimbTpoBaiM W 3aTEM
KOHIICHTPUPOBAIM TNPH TMOHIKEHHOM AaBiieHHuH ¢ nosnyueHueMm Sle. XXKXMC (m/z):

259,21 [M+H]".

[0469] IIpomexyrounoe coenunenue Sle (0,3 r) obpabarsiBamu 4N HCI B nuokcanax
(20 mu1) m mepeMeIMBaIN B TeUeHUE 4 4 mpu KT. JleTy4ne BeLecTBa yajsuid 6 6aKyyme
¢ monydeHueMm ruapoxjopuna S1f, xoTopelii HCHONIB30BaIH 03 IOMONHUTETBHON

ounctku. XKXMC (m/z): 159,45 [M+H]".

[0470] CunTe3 (R)-N-(2-((2-((2,4-aumeToKCHOEH3HI)AMHHO)TUPHAO[3,2-
d|mupuMuIHH-4-H1)aAMHHO)reKCHJI)aleTaMuaAa (S1a). PactBOp 2,4-
muxaoprmpuno| 3,2-d|mupumuanaa (100 mr, 0,5 mmons) B TI'® (2 mu) obpabarbiBanu
51f, (200 wmr, 0,53 mmonb) u N,N-muuzonpomunTiiamMuaoM (0,25 mi, 1,15 mmons).

ITocne mepememmnBaHus cmecu B TedeHue 30 MuHyT gobasmsmm  2,4-
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numetokcudensmiamut (0,38 mur, 2,5 mmonb) u N, N-nuuzonponumstuiamus (0,13 mu,
0,75 mmomp), n cmech HarpeBamu no 115°C. Ilocne HarpeBanuss B TeueHue 16 d
PEaKLUHMOHHYIO CMeCh OXJaknanu Ao KT, paszOasmsum EtOAc (100 mur), mpombiBanu
Boxoi (100 mi), coneBbiM pactBopoM (100 mi), cymmmu Hax NaSQs, ¢uibTpoBanu u
KOHIIGHTpUpPOBAIM 6  6axkyyme. llonmyueHHBIi  OCTaToOK moasepranu  (rern-
xpomartorpadun Ha cunukarene, smoupyst 0-100% EtOAc B rekcanax, ¢ Mojgy4eHHEM

51a. XKXMC (m/z): 453,33 [M+H]".

[0471] CunTe3 (R)-N-(2-((2-amunonupuno|3,2-d|mupumuaun-4-
ni)amuHo)rekcum)aneramuga (51). Sla (60 wmr, 0,133 mmons) pactBopsuiu B TOV (3
mi). Yepes 60 MHHYT CMeChb KOHLEHTPUPOBAIU 6 6akyyme. OcraTok pa3z0aBisiu B
MeOH, ¢unpTpoBanmu U KOHLEHTPUPOBAIU 6 6aKyyme, C TIOJyUY€HHEM YKa3aHHOTO B
3aronoske coenunenns 51 B suzne comu TOY. H SIMP (400 MI'uy, MeOH-d4) 8,65 (dd, J
=43, 1,5, 1H), 7,86 — 7,73 (m, 2H), 4,68 — 4,55 (m, 4H), 3,59 (dd, /= 13,9, 4,3 I'Ly,
4H), 3,34 — 3,23 (m, 3H), 1,88 (s, 3H), 1,78 — 1,67 (m, 2H), 1,39 (ddd, /= 17,7, 5,1, 2,4
', 4H), 0,91 (ddt, J = 8,3, 4,7, 3,0 'y, 3H). '“F AMP (377 MI'u, MeOH-d4) & -77,7.
KXMC (m/z): 303,15 [M+H]" ; tr = 0,68 mun. OKX/MC BIXX cnocob B).

Ipumep S2
j\ MsClI 0 H 4N HCl H
o7 SN SN2 OJ\N“' N =™ wSNoNeor
N XM TEA 5% HoN <
H 0 JUOKCAaH HCI 11~0
51d 52b 52c O

d

N
7 (-Pr),NE HN s 8
I-FT)2NEG 3aTem 2
AN
N N/)\CI HoN SO,Me o X N/)\H X N/)\NHZ
HCI >
52c HoN 52A 52
o/
(-Pr);NEt

A

[0472] N-Boc-zammumenHnoe npomeskytouHoe coenunerne S1d (188 mr, 0,87 mMmounb)
pactBopsuit B JIXM (10 mu) u obpabarsiBamu mMetaHCybhoHmIxaopunom (0,78 Mk,

114 mr, 1 mmonb) u TEA (0,26 M, 1,8 mmons). Uepes 3 1 EtOAc (100 min) nobasisiiu u
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NOJIy4eHHYI0 cMech mpombiBann Bomou (100 wmur), conmeBeiM pactBopoM (100 wmu),
cyumii Hax NaxSOs, puinsTpoBanu U KOHIEHTPUPOBAIU 6 6aKyyMe C TonydeHueM S2b.

HKXMC (m/z): 295,24 [M+H]".

[0473] Cornacho cunresy S1f u3 Sle, npomexxyrounoe coenunenue 52b (0,87 MmoIb)
NPEeBpaIad B HEOUHINEHHYIO THAPOXJIOPUAHYIO COMIb S2¢, KOTOPYIO 3aT€M IEPEHOCHIIH

najnee 0e3 OUUCTKHU.

[0474] CunTe3 (R)-N-(2-((2-((2,4-aumeToKcHOEH3HI)aMHHO)TUPHAO[3,2-
dlmapumMuauH-4-ni)aMuHO)rekcuia)mMerancyabponamuaa (S52A). Pactsop  2,4-
muxaopmpuno|3,2-d|mupumuansa (50 mr, 0,25 mmons) B TI'® (2 mu) obpabarbiBanu
HeouumieHHbIM S2¢, (85 wmr, 0,43 mmonb) u N,N-gumsonpommnTiiamMmuaoMm (0,25 mu,
1,15 mmonb). Cmech mepemermmBanu npu KT B TedeHue 30 MuHyT, nobasmsam 2,4-
mumerokcubensmnamut (0,19 mi, 1,25 mmons) u N,N-muuzonponuwmntunamus (0,13 mu,
0,75 mmoib) u cmech HarpeBau 10 115°C. Uepes 16 4 peakLIMOHHYIO CMECh OXJIaXKAAJIH
1o kt, pasbasmsiu EtOAc (100 mut), mpombIBaiu JeHMOHU3UPOBaHHON Bomoi (100 mu),
coneBbM pactBopoM (100 mun), cymmmm Hag NaxSO4, GuibTpoBanu U KOHUEHTPUPOBAIH
6 eaxkyyme. OcTaTok moaBepramu xpomarorpadguu Ha cunukarene, smoupyst 0-100%

EtOAc B rekcanax, ¢ nojgydenueMm S2A. XKXMC (m/z): 489,25 [M+H]".

[0475] CunTe3 (R)-N-(2-((2-amunonupuno|3,2-d|nupumuaun-4-
WJI)aMHUHO)rekcuia)mMerancyJbponamuaa (52). 52A (30 mr, 0,06 MMOJIBb) PacTBOPSIIH B
T®Y (3 mu). Uepes 60 MHUHYT CMeCh KOHLEHTPUPOBAIN 8 sakyyme. OCTaTOK 3arem
pazbaBmsiin MeOH, ¢uiabTpoBany M KOHLEHTPHPOBAIH 6 6aKyyMe C TOJYYCHUEM
YKa3aHHOTO B 3arojoBke mpoaykTa 52 B Buze comu T®Y. 'H SIMP (400 MI'u, MeOH-
ds) 6 8,65 (dd, J=4,4, 1,4 'y, 1H), 7,84 (dd, J=8.5, 1,4 I'u, 1H), 7,76 (dd, J = 8,5, 4,4
I'n, 1H), 4,58 (t, /= 6,1 I'u, 1H), 3,52 - 3,26 (m, 2H), 2,93 (s, 3H), 1,75 (dd, /= 9,6, 4,0
I'u, 2H), 1,39 (td, J = 8.5, 7,6, 3,5 T'y, 4H), 0,91 (m,3H). “F SIMP (377 MI', MeOH-
d4) § -77,7. XXMC (m/z): 339,21 [M+H]" ; tr = 0,83 mun. (KX/MC BIXX cnocob6 B).
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[0476] Coemunenne 61C (0,22 r, 0,69 MMOJB) ME3UJIUPOBAIN B COOTBETCTBUU C
npouenypomn TSt oOpa3oBaHwUs 61D, HO 3aMeHsis ALETUITIXJIOPU]T
mMeTaHcyabpormtxopuaom (0,06 mi, 0,8 MMOJB) € MOJyYeHUEM KOJUYECTBEHHOT'O
BbIXOJJa  COOTBETCTBYIOIEIO  ME3WJIHMPOBAHHOTO  INPOMEXKYTOUYHOTO  COEAMHEHHS.
Ionyuennsiii cynbponamun 3atem noxasepraiu Pd/C ruapupoBaHUiO ¢ MOCHETYIOUINM
ynanenueM N-BOC, kak ommcaHo npu noaydeHuun 61E us 61D, ¢ mnonyueHuem
HEOUHINEeHHOro npoaykTa S3A B Bune ero ruapoxiopunnoii conmu. XKXMC (m/z): 209,1
[M+H]".

[0477] Cunte3 (R)-N-(2-((2-((2,4-aumeToKCcHOEH3HIT)aMHHO )TUPHAO[3,2-
d|mupumMuanH-4-11)aMUHO)-2-MeTHIAreKcui)MeTancyabponamuaa (S3B). Pactsop
2, 4-muxnoprupuno[3,2-d|mupumununaa (100 mr, 0,5 wmmons) B TI® (4 ™)
obpabarbiBasnu HeounieHHbIM S3A (0,69 Mmmonb) u N, N-guuzonponumstuiaMuaoMm (0,5
i, 2,3 mmoib). Ilocne HarpeBanust mpu 75°C B Teuenune 4 u pobaBmsum 2,4-
numetokcubensmwiamud (0,4 mi, 2,5 MMONb) W IONOJHUTEIBHOE KONUYeCTBO N, N-
mumsonponmTriamuaa (0,26 mi, 1,5 mmone) u cmeck HarpeBasiu 1o 115°C. Uepes 16
Y PEaKIHOHHYI CMeCh OXJiaknanu a0 KT, pasdasmsuin EtOAc (100 mur), mpombiBaiu
nevioHu3upoBaHHOi Bomoit (100 mu), comeBbiM pactBopoM (100 mur), cymmam Hazn
Na;SOs4, ¢unbTpoBaNM M KOHLEHTPUPOBAIH IMpPH NMOHMKEHHOM paasieHHH. OcTaTok
nonsepramu xpomarorpaduu Ha cunukarene, smoupys 0-100% EtOAc, ¢ nonyueHuem

53B. XXXMC (m/z): 503,28 [M+H]".

[0478] CunTte3 (R)-N-(2-((2-amunonupuno|3,2-d|nupumuanH-4-nj1)aMuHo)-2-
MeTHJarekcui)Merancyabponamuaa (53). 53B (75 wmr, 0,15 mmonb) pacTBOpsuH B
TV (3 mi). YUepes 60 MUHYT CMeCh KOHLIEHTPUPOBAIH 6 8aKyyme. OCTaTOK pacTBOPSLIH

B MeOH, ¢unbprpoBamu m jeryuue BellecTBA YIOALIH 6 6aKyyMe C TIOIYYEHHUEM
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YKa3aHHOTO B 3arojioBke mpoaykra 53, B Bune comu TO®Y. 'H SIMP (400 MI'u, MeOH-
ds) 6 8,63 (dd, J=4,3, 1,4 'y, 1H), 7,79 (dd, J=8,4, 1,5 I'u, 1H), 7,73 (dd, J = 8,4, 4,3
I'n, 1H), 3,78 (m, 2H), 2,93 (s, 3H), 2,25 (m,1H), 1,82 (dd, J = 9,6, 4,0 I';, 2H), 1,56 (s,
3H), 1,37 (td, J = 8,4, 7,5, 3,4 'y, 4H), 0,93 (m,3H)."F AMP (377 MI'uy, MeOH-d4) & -
77,6. XKXMC (m/z): 353,18 [M+H]"; tr = 0,83 mun. OKX/MC BOXX cnocob B).
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Ipumep 54

Cl

[0479] CunTte3 (R)-meTna-2-((2-((2,4-aumeToKcHOeH3 NI )aMHHO )TUPHAO0[3,2-
dlmupumuaun-4-uia)amuHo)rekcanoara (54A). K pacrsopy 2,4-nuxnopnupuno|3,2-
d|nupumununa (CAS# 39551-54-7, nocraBnsiembiii Astatech, Inc.) (500 mr, 2,5 MMoub)
B TI'® (10 mu) moGamnsimu TuApOXIOpUn MeTHioBoro >¢upa D-Hopneiinuna (454 wr,
2,5 mmodb) u N, N-qumzonponmwmntiinamud (1,3 mi, 7,5 mmons). Tlocne nepemernnBaHus
npu KT B TedeHue 30 muHyT nodasysuu 2.4-numerokcubensmnamun (1,9 mm, 12,5
MMoJb) U N, N-mumsonponmwmtanamud (1,3 mii, 7,5 MMOJib) U CMeCh HarpeBaJid -0
100°C. Yepes 16 4y peakIMOHHYIO CMECh OXJIaKAAIH 110 KT, pazdassuin EtOAc (100 mi),
npombBau Boxgoi (100 mut), conmeBbiM pactBopoM (100 mur), cymummm Hax NaxSOs,
(bUIbTPOBAIHM M KOHLEHTPUPOBATH 6 8akyyme. OCTaTOK MOABEprain XpoMatorpaduu Ha
cunukaresie, smoupys rekcanamu-EtOAc, ¢ momyuenuem S4A. 'H SIMP (400 M,
Xnopodopm-d) 6 8,33 (dd, J=4,2, 1,5 T'y, 1H), 7,68 (d, J= 7,6 I'y, 1H), 7,43 (dd, J =
8,5, 42Ty, 1H), 7,28 (s, 1H), 6,46 (d, J =23 I'u, 1H), 6,41 (dd, J = 8,2, 2,4 I'u, 1H),
4,88 (q,/J=7,3Tn, 1H), 4,59 (d, /= 6,0 I'y, 2H), 3,85 (s, 3H), 3,79 (s, 3H), 3,75 (s, 3H),
2,04 — 1,95 (m, 1H), 1,88 (dq, J = 14,8, 7,6 I'y, 1H), 1,40 (dddd, J = 26,8, 15,8, 6,9, 2,6
Iy, SH), 0,91 (t, /= 7,1 Tu, 3H). KXMC (m/z): 440,49 [M+H]"; tr = 0,77 muH. Ha
KX/MC Cnocob A.
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[0480] CunTe3 (R)-2-((2-((2,4-auMeTOKCHOCH3 NI )aAMHHO )TUPUIO[3,2-
dlmapumMuanH-4-ni1)aMuHO)rekcaHoBoii Kucjotel (54B). K pactBopy S4A (750,7 wr,
1,71 mi) B TT'® (3,6 M) u MeOH (3,6 mun) nodasimsuin 1N KOHgoms (3,6 Mit). Uepes 4 g
peakuoHHy0 cMmech HedTpamuszoBamu A0 pH 7 ¢ ucnonb3oBanneM 1M HClgom). B
pe3yibTaTe KOHLEHTPHUPOBAHUS CMECH 6 6aKyyme TOJIydald HEOUYHINEHHBIH MPOXYKT
54B. 'H AMP (400 MI'u, JIMCO-ds) § 8,34 (d, J=4,1 T, 1H), 7,77 (s, 1H), 7,61 (d, J =
6,5 I'u, 1H), 7,53 (dd, J =8,5, 4,2 I'u, 1H), 7,10 (s, 1H), 6,53 (d, J = 2,3 I'u, 1H), 6,42
(dd, /=179, 2,0 I'y, 1H), 4,65 (s, 1H), 4,44 (s, 2H), 3,81 (s, 3H), 3,71 (s, 3H), 1,90 (s,
2H), 1,30 (s, 4H), 0,84 (s, 3H). XKXMC (m/z). 426,16 [M+H]"; tr = 0,67 MuH. Ha
KX/MC Cnocob A.

[0481] CwunTe3 (R)-2-((2-((2,4-numeTOKCHOEH3HIT)aMHHO ) TUPHI0[3,2-
dlmapumuauH-4-uia)amuHo)-N-(2-ruapoxcmtui)rekcanamuga (54C). K pacreopy
HeouuntieHHoro S4B (50 wmr, 0,12 mmons), N, N-nuuzonpormumtuiamuna (0,15 mn, 0,86
MMOJIb) 1 2-amuHodTaHona (0,05 mi, 0,59 mmonb) B NMP (12 min) nobasnsiun HATU
(96 mr, 0,25 mmonp). Uepes 16 4 cmeck noasepranu npenaparusaoit BOXKX (Synergi 4u
Polar-RP 80A, Axia;, rpaguent 10% BoaH. anertoHutpus — 70% BOIH. allETOHUTPUI C
0,1% T®Y, B Teuenue 20 muH.) ¢ nonyuenueMm S4C B Bune conmu TOY. XKXMC (m/z):
469,23 [M+H]"; tr = 0,70 mun. Ha XKX/MC Crnocob A.

[0482] CunTte3 (R)-2-((2-amunonupuno|3,2-dlnupumuans-4-uia)amuno)-N-(2-
ruapokcmITHi)rekcanamuga (54). K 54C (10 mr, 0,02 mmonb) nobasmsuim TOY (3
mi). Uepes 4 1 MeOH (2 mn) u Bony (2 mut) mobGaeisuin k cMmecu. Yepe3 16 4 cmech
KOHLIEHTPUPOBAIIM 6 6aKyyMe W 3aTeM COBMecTHO BeimapuBaiu ¢ MeOH Tpu paza.
Ocrarok mnozasepramu mnpenaparuBHoii BOXXX (Synergi 4u Polar-RP 80A, Axia,
rpagueHT 10% BoaH. aneronutpui — 60% BoxaH. auetonutpun ¢ 0,1% TOVY, B TeueHue
20 muH.) ¢ nony4enueM 54 B Buze conu TOY. 'H AMP (400 MI'u, MeOH-ds) & 8,68
(dd, /=44, 1,5y, 1H), 7,86 (dd, J = 8,5, 1,5 I', 1H), 7,80 (dd, J = 8,5, 4,4 'y, 1H),
4,81 (dd, /=82, 5,7 'y, 1H), 3,66 — 3,56 (m, 2H), 3,43 — 3,32 (m, 2H), 2,12 — 1,90 (m,
2H), 1,49 — 1,36 (m, 4H), 0,98 — 0,89 (m, 3H). °F SAMP (377 MI'u, MeOH-d4) & -77,83.
KXMC (m/z): 319,23 [M+H]; tr = 0,49 mun. Ha XKX/MC Cnocob A.
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[0483] CunTte3 (R)-2-((2-((2,4-auMeTOKCHOEH3NJT)aAMHHO )TUPUIO0[3,2-

dlnupumuaun-4-nn)amuHo)rexcan-1-ona (S5A). K pacreopy 2,4-nuxmnopnupuno|3,2-
dmupumuauna (500 mr, 2,5 mmonb) B TT'® (15 mi) nobasnsiu (R)-HopenuHoa (293
mr, 2,5 wmmonb) u N,N-mumsonpornwmtunamud (1,3 mi, 7,5 wmmonb). Ilocne
nepeMeInuBaHus Mpu KT B TedueHue 30 MUHYT n00aBisuu 2,4-I1MMeTOKCHOEH3UITAMUH
(1,9 mn, 12,5 mmons) u N,N-puuzonpormmstuiamun (1,3 mu, 7,5 MMonb) U cMech
HarpeBaiu 10 100°C. YUepe3 16 4 peakIMOHHYIO CMECh OXJIAXKIAIU J0 KT, pa3OaBisuiud
EtOAc (100 mu), mpomeiBanu Bopo# (100 mit), coneBbiM pactBopom (100 mui), cymmmim
Han NaxSO4, GUIBTPOBAIM W KOHLUEHTPUPOBAIU 6 6akyyme. OCTaTOK MOIABEPrasivd
xpoMaTorpauy Ha CHIHKarene, 3moupys rekcanamu-EtOAc, ¢ monyuenuem S5A. 'H
SAMP (400 MTI'n, Xnopodopm-d) 6 8,32 (s, 1H), 7,74 (s, 1H), 7,46 (s, 1H), 6,49 — 6,37
(m, 3H), 4,60 (d, /= 5,9 Ty, 3H), 3,86 (s, SH), 3,79 (s, SH), 1,55 (s, 2H), 1,45 - 1,33 (m,
6H), 0,91 (t, /= 7,0 T'u, 4H). XXXMC (m/z): 412,20 [M+H]"; tr = 0,89 mun. na XXX/MC
Crocob A.

[0484] CunTte3 (R)-2-((2-((2,4-auMeTOKCHOCH3 NI )aMHHO )TUPUIO[3,2-
dlmapumuauH-4-uia)amuHo)rekcananst (S5B). K pacteopy SSA (100 mr, 0,24 mmonb)
B JIXM (5 M) npu 0°C nobassimu nepuoannHan lecca-Maptuna (248 mr, 0,58 MMoub).
PeakMOHHYIO CMeCh HAarpeBaiu A0 KT U NEpPEeMEIINBaIN B TeueHue 24 4. PeakiuoHHYyIO
cmech pazdasisuin JIXM (5 mit) u 3aTeM racuim cMechbto Hachim. NazS»O3om) (5 MIT) U
Hacel. NaHCOs3@mq (5 wmim). OpraHudeckuil ClIoH OTHESUTM W BOXHBIA  CJIOH

skcrparupoBamn AXM (2 x 10 wmu). OOpennHEHHBIE OpPraHUYECKHE BELIECTBA
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npoMbIBaH coneBbiM pactBopoM (100 mur), cymmmu Hanm NaxSOs, ¢unsrpoBamm u
KOHIIGHTPUPOBAIH 6 6akyyme. OCTATOK NOABEpraju Xpomarorpaduu Ha CUIIMKaresne,
smoupyst rekcaHamu-EtOAc, ¢ nonyuennem 55B. JKXMC (m/z): 410,19 [M+H]"; tr =
0,97 mun. Ha XKX/MC Criocob A.

[0485] Cumnres (R)-N*-(1-(1H-umupaa3z0a-2-ua)neHtun)-N?-(2,4-
auMeTokcuOeH3n)nupuao|3,2-dlnupumuann-2,4-nuamuna (55C). K pacrsopy S5B
(50 mr, 0,12 mmons) B MeOH (2 mu) noGasmnsanu guruapar Tpumepa riavokcans (12 wr,
0,06 mr) u ammmaka B MeOH (2M, 0,28 my, 0,55 mmonb). Uepes 24 u mobasisiu
JOTOJHUTENbHOE KOJMYECTBO Auruzapara Tpumepa rimokcans (12 mr, 0,06 mr) u
ammuaka B MeOH (2M, 0,28 mu, 0,55 mmons). Uepe3 18 4 cMech KOHLEHTPUPOBAIU 8
saxyyme. Ocrarok paszoasisuin Bopoit (10 mim) u sxcrparuposanu EtOAc (4 x 10 mm).
OOpenuHeHHble oOpraHudeckue BemecTBa cymmwid Haa NaxSOs, dunbTpoBamn u
KOHLIEHTPUPOBAJH 8 6akyyme ¢ noiaydeHrneM HeouumeHHoro SSC. XKXMC (m/z): 448,15
[M+H]"; tr = 0,62 mun. Ha XKX/MC Crioco6 A.

[0486] Cunres (R)-N*-(1-(1H-umuaa3zo0a-2-ua)neHTus)nupuao|3,2-d|nupumugun-
2,4-quamuna (55). K 55C (50 wmr, 0,11 mmonb) nobapimsiiu TOY (2 mu). YUepes 90
muayT MeOH (2 mn) u Bomy (2 mu) nobGammsin k cmecu. Yepes 16 u cmech
KOHIICHTPUPOBAIH 6 6aKyyme W coBMecTHO BbimapuBaiu ¢ MeOH (x 3). Ocratok
noasepranu npenaparuBHoii BOXX (Synergi 4u Polar-RP 80A, Axia; rpaguent 10%
BONH. aueTtoHuTpui — 60% BoxaH. aneronutpua ¢ 0,1% TOV, B Teuenne 20 MuH.) C
nonydenueM 35 B suze conu T®Y 'H SIMP (400 MI'u, MeOH-d,) & 8,70 (dd, J = 4.4,
1,4 T'u, 1H), 7,93 (dd, J=8,5, 1,4 I'u, 1H), 7,83 (dd, J = 8,5, 4,4 ', 1H), 7,52 (s, 2H),
5,92 - 5,71 (m, 1H), 2,30 (td, J=9,3, 8,7, 4,3 'y, 2H), 1,64 — 1,34 (m, 4H), 0,95 (t, J =
7,0 T, 3H). F AMP (377 MI'u, MeOH-dy) & -77,73. XXXMC (m/z): 298,05[M+H]"; tr
= 0,46 muH. Ha JKX/MC Cnocob A.

223



Ipumep S6

HN® oH HN® NH;
HATU, NH
/N|\ o o 2 /N|\NO o
H - H -

54B © 56A o
N
1) N, N-mamerndopmavuia HNY q >
DY /

HIMETHIATIETATh N

\
|
2) NHy, AcOH L)\)\ h X N//kNHz

[0487] Cunte3 (R)-2-((2-((2,4-nuMeTOKCHOEH3 NI )aMHHO )TUPUIO[3,2-
dlnupumuaun-4-un)amuHo)rekcanamuga (S6A). K pacrtsopy S4B (50 wr, 0,12
MMOJIb), N, N-nuuzonpormwmstuiamuna (0,1 mu, 0,57 mmonb) u ammuaka B auokcase (0,5
M, 1,2 mu, 0,59 mmonb) B NMP (6 mu) nobasnsimn HATU (174 wr, 0,46 mmoins). Uepes
4 v cmech moasepramu mnpenapatuBHoi BDXKX (Synergi 4u Polar-RP 80A, Axia,
rpagueHT 10% BogH. aneronutpi — 70% BoxaH. auetoHutrpun ¢ 0,1% TOVY, B TeueHue
20 muH.) ¢ nonyyeHueM S6A B Bune comu TOV. XKXMC (m/z): 425,18 [M+H]"; tr =
0,69 mun. Ha XKX/MC Criocob A.

[0488] Cunres (R)-N*-(1-(4H-1,2,4-Tpua3zon-3-un)neatun)-N>-(2,4-
auMeTokcuOeH3n)nupuao|3,2-d|nupumuann-2,4-nuamuna (56B). Cmecy S6A (70
mr, 0,17 mmonb) u N,N-pumernnpopmamuna aumetmianerans (2 mi, 16 MMoub)
Harpesanu 10 120°C. Yepes 2 u cMech OXJIaXAal 10 KT U KOHLIEHTPUPOBAIIU 6 6aKYyMe.
Heounmennsiii ocratok pacteopsuin B ACOH (2 M) u oOpabaTbiBaii MOHOTUAPATOM
ruapasuna (0,02 mi, 0,42 mmonb). Cmeck Harpesaimu 10 90°C B Teuenue 24 4. Cmech
KOHLEHTPUPOBAIU 6 6aKyyme C TIOJy4YEHHEeM HeouHlueHHoro S6B, kotopbii

MCTIOb30BaIM 0€3 NOnoNHUTENbHON ouncTku. XKXMC (m/z): 449,23 [M+H]; tr = 0,83

muH. Ha JKX/MC Criocob A.

[0489] CunTte3 (R)-N*-(1-(4H-1,2,4-Tpra30.,1-3-ua)neH T ) nupuao|3,2-
dlmapumuaun-2,4-quamura (56). K sveounmmennomy S56B noGasmsuim TOY (3 mi).

Uepes 60 MUHYT CMeCh KOHLIEHTPUPOBAIHU 6 6aKyyme U octaTok pasdasmsiim MeOH (3,5
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i) u Bopoit (3,5 mu). Uepes 90 MUH CMeCh KOHLIEHTPUPOBAIM U 3aT€M IOIBEPrasiud
npenapatuBHOoi B2XKX (Synergt 4u Polar-RP 80A, Axia; rpaament 10% BogH.
aueronutpun — 60% BomH. aneronutpuwin ¢ 0,1% TV, B Teuernme 20 MuH.) C
nonydenueM 56 B Bune comu TO®Y. 'H AMP (400 MI'u, MeOH-d,) & 8,67 (dd, J = 4,4,
1,4 T'u, 1H), 8,47 (s, 1H), 7,86 (dd, J=8,5, 1,4 I'y, 1H), 7,79 (dd, J = 8,5, 4,4 'y, 1H),
5,72 (dd, J =84, 6,3 I'y, 1H), 2,30 — 2,09 (m, 2H), 1,49 — 1,34 (m, 4H), 0,96 — 0,89 (m,
3H). F AMP (377 MI'u, MeOH-dy) & -77,98. JKXMC (m/z): 299,15 [M+H]"; tr = 0,62
muH. Ha JKX/MC Crniocob A.
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[0490] 2-Xnop-4-metun-S-aurpormpunus (10,0 r, 57,8 mmons) pacrBopsin B EtOH
(100 M) u nobaBnsiiu Hukenb Penest (3 r). PeaknMoOHHYIO CMeCh NMEpeMEIIUBAIN B
armocdepe Hz B Teuenne Houn. Cmech GUIbTPOBAIN, KOHLIEHTPUPOBAJIU IO BAKYYMOM,
U TPOMBIBAIM cMecbio mnerposieliHbii 3¢gup/EtOAc = 5:1 (50 mi) ¢ monydeHuem

HEOUMILEHHOI O 6-XJ10p-4-MEeTUIMUPUANH-3-aMUHA.

[0491] 6-Xnop-4-meTmnnupuaun-3-amuH (22,0 r, 154,9 mmons) pacteopsuin B [IMPA
(150 wmm) u obpabareBamm NIS (41,8 1, 1859 mmonbp). PeakunmoHHyoo cmech
nepeMelBaId pu KT B TE€YEHHe HOYH, 3areM aodamisuii Boxy (200 mur) u cmech
skcrparupoBamn EtOAc (3 x 200 mi). OOpenuHEHHbIE OpPraHUYECKHE BEIIECTBA
KOHIICHTPUPOBAIM 6 6aKYyMe W OCTaTOK TMojBepranu ¢uem-xpomarorpaguu Ha
cunukarene, smoupys EtO-EtOAc, ¢ nmonyuennem 6-xyop-2-Hon-4-MeTHImupuanH-3-

amuna. 'H SIMP (IMCO-ds, 400 MT'w): § 7,11 (s, 1H), 5,23 (s, 2H), 2,15 (s,3H) ppm.
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[0492] K pactBOpy 6-x110p-2-Hion-4-metmnmupuans-3-amusa (30,0 v, 111,7 mmons) B
MeOH (200 mi) nobasmsuin Pd(dppf)Clz (4,09 T, 5,5 mmons), EtsN (45,1 r, 447 mmonb)
U PEaKIHOHHYIO CMECh NEepEeMEIINBAIN MPH KT B TedeHue Houu. OcTaTok moaBsepraiu
xpomatorpadun Ha cuukarese, smoupys Et2O-EtOAc, ¢ monyuenunem 6-xyop-2-fon-4-
MeTuanupuanH-3-amuna. 'H AMP (JIMCO-ds, 400 MI'n): & 7,33 (d, J = 0,8, 1H), 6,74
(s, 2H), 3,82 (s, 3H), 3,18 (d, /= 0,4, 3H) ppm.

[0493] K pactBOpy 6-xj0p-2-Hion-4-metunnupunus-3-amuHa (18,8 r, 94 mmonb) B
NH4OH (180 mun) nodasnsamu MeOH (10 mi) 1 peakIimOHHYIO CMECh NEePEeMEIINBAIIH MTPH
KT B TeueHHe HOouu. Cmech QUIbTpOBaIN U COOPaHHOE TBEPAOE BEIIECTBO MPOMBIBAIIH
cMmecbro nerponeitabiit 3¢up/EtOAc (5:1, 50 mn) ¢ nonydenuem 3-aMuHO-6-XJ0p-4-
metunnukonuHamuaa. 'H AMP (IMCO-ds, 400 MI'n): § 7,76 (s, 1H), 7,43 (s, 1H), 7,27
(s,1H), 6,92 (s, 2H), 2,15 (s, 3H) ppm.

[0494] PactBop 3-amuHO-6-x50p-4-MeTmnnukoauHamuaa (10 r, 54,1 mmons) u CDI
(8,02 r; 27,02 mmoib) B 1,4-guokcane (200 mun) nepemeruBanu npu 110°C B Teuenue 30
muHyT. CMmech ¢unbTpoBaiu U coOpaHHble TBepable BemecTsa npoMbiBaan EtOAc (30
). OpraHudeckue BelIeCTBA KOHLEHTPUPOBAIH 6 6aKyyMe C TIOJyYeHUEM
HEOUMILEHHOTO 6-X710p-8-MeTunmupuno|3,2-d|nupumuaus-2,4(1H,3H)-muona. 'H SIMP
(CDCl3, 400 MI'n) 6 7,70 (d, J= 1,2 T'u, 1H), 2,76 (d, J=0,8 'y, 3H) ppm.

[0495] CunTte3 2,4,6-Tpuxiop-8-mernnupuno|3,2-dlnupumuauna (25A). Pacteop
6-xnop-8-merwinupuno|3,2-d|mupumuann-2,4(1H,3H)-nuona (32 1, 151,6 mmonb) u
N, N-nuuzonpormmstinamuna (50 mum) B POCls (320 mur) mepemermmBanu npu 125°C B
TeueHne Ho4yn. CMech KOHLIEHTPUPOBAIHM 6 64KYYMe W OCTaTOK TOABEpraiu Quer-
xpomaTorpaduu Ha cunukarene, smoupys EtO-EtOAc, ¢ monyuenuem 25A. 'H SAMP

(CDCls, 400 MT'w) & 7,70 (d, J= 1,2 T'w, 1H), 2,76 (d, J = 0,8 I'yy, 3H) ppm.
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[0496] Cunrte3 (R)-2-((6-x10p-2-((2,4-nMeTOKCHOEH3 1) aAMHUHO )-8-

MeTHanupuao|3,2-djnupumuaun-4-un)amuno)rexcan-1-oma (57A). K pacrsopy 25A
(50 mr, 0,20 mmozb) B TT® (15 mi) nobasnsnu D-wopnefitaon (24 mr, 0,20 MMoinb) 1
N, N-mnmzonpormwmtuinamud (1,1 mu, 6,0 mmons). Ilocne mepememmmBaHus Nmpu KT B
teuenue 30 muHyT noGamnsn 2,4-numerokcubensunamud (0,2 mi, 1,1 MMmomnb) u
JOMONHUTENbHOe KomuuecTBO N, N-numzonponwmtuiamuba (0,26 mi, 1,5 mMmonb) u
cmech HarpeBasiu Ao 100°C. Yepe3 16 4 peakIUOHHYIO CMeCh OXJIAKOATH IO KT,
pazbasmsuin EtOAc (100 mut), mpomeiBanu Bomoi (100 mut), conesbiM pactBopom (100
i), cyurm  Han NaxSOs, (uabTpoBamM W KOHLEHTPUPOBAIH 6  BAKYYME.
HeouunineHHbli OCTaTOK MOABEpPraju Xpomarorpadguu HA CHIIMKAreie, 3JIOUPYs
rekcanaMu-EtOAc, ¢ monyuernem 57A. 'H SAMP (400 MI'u, Xnopodopm-d) & 7,30 (d, J
=8,2I'y, 1H), 7,25 (s, 1H), 6,75 (d, /= 6,0 ', 1H), 6,46 (d, /=2,3 ', 1H), 6,41 (dd, J
=8,2,2,4T'g, 1H), 5,39 (s, 1H), 4,57(d, J = 6,0 ', 2H), 3,85 (s, 4H), 3,81 (d, /= 3,1 I'Ly,
1H), 3,79 (s, 4H), 3,68 (q, /= 7,7, 7,2 'y, 1H), 2,51 (s, 3H), 1,72 — 1,60 (m, 3H), 1,46 —
1,30 (m, 5H), 0,95 — 0,86 (m, 4H). XKXMC (m/z): 460,25 [M+H]"; tr = 1,26 MuH. Ha
KX/MC Cnocob A.

[0497] CunTte3 (R)-2-((2-((2,4-aumeTOKCHOEH3 WIT)aMHHO)-8-MeTHINNPUAO[3,2-
dlmapumuauH-4-ni)amuHo)rekcan-1-oaa (57B). Pacteop S7A (35 wmr, 0,08 mmonb) B
EtOAc (4 mn) u EtOH (4 mn) nponysanu Ar, u 3arem nobasmsuiu Pd/C (Degussa 10
macc.%, 25 wmr). Cmech 3artem mponyBaiu H> um HarpeBamm no 70°C. Uepes 1 u
PEAKLMOHHYIO CMECh OXJIAKHANH, MPOAYBaIN Ar, QUIBTPOBAIHN Yepe3 LETUT U LEJIUT

npombiBasid EtOAc. Oprannueckue BelecTBa KOHLEHTPUPOBAIU 6 6AKYYME U OCTATOK
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nonsepramy xpomarorpaduu Ha cunukarene, smoupys EtOAc-MeOH, ¢ nonyuenuem

57B. JKXMC (m/z): 426,16 [M+H]"; tr = 1,18 mun. Ha JKX/MC Crioco6 A.

[0498] CunTte3 (R)-2-((2-amuno-8-MeTnanupuao|3,2-d|nupumuaun-4-
nia)amuHo)rekcan-1-oqa (57). K 57B (21 wmr, 0,05 mmonb) nobasmsuim TOY (3 mi).
Uepes 60 muayr MeOH (5 mun) u Boay (5 M) mobammsuin k cmecu. Uepes 4 4 cMmech
KOHIIGHTPUPOBAIN 6 6akyyme W coBMecTHO BbimapusBamu ¢ MeOH (x 3). Ocrarox
noasepranu npenaparuBHoii BOXX (Synergi 4u Polar-RP 80A, Axia; rpaguent 10%
BOnH. aueToHuTpuia — 70% BoxaH. aneroHutpun ¢ 0,1% TOV, B Teuenne 20 mMuH.) C
nosnyuenuem 57 B Buze conmu TOY. 'H AMP (400 MI'u, MeOH-dy) & 8,50 (d, J = 4,6 T'ny,
1H), 7,63 (dd, J = 4,6, 1,0 I'y, 1H), 4,53 (dq, J = 8,6, 5,2 I', 1H), 3,74 (d, J = 5,3 I'y,
2H), 2,53 (d, J = 0,8 I'y, 4H), 1,83 — 1,64 (m, 3H), 1,45 — 1,33 (m, 5H), 0,97 — 0,87 (m,
4H). °F SIMP (377 MI'u, MeOH-dy) § -77,78. KXMC (m/z): 276,26 [M+H]"; tr = 0,88
muH. Ha XKX/MC Cnocob A.

Ilpumep S8

OH

[0499] CunTte3 (5)-2-((2-amuno-8-meTnanupuno|3,2-d|nupumuann-4-
wi)amuHo)rekcan-1-ona (58). 58 cuHTe3MpoBanmM B TPEXCTAAMWHON MpOIEnype,
AQHAJIOTUYHOW ONMCAaHHOM 1A npumepa S7, 3amenss D-nopneiinuHon Ha L-
Hopneinunon (24 mr, 0,204 MMonb), ¢ nofy4enueM 38 B suae conu TOY. 'H SIMP (400
MI'u, MeOH-dy) 6 8,48 (d, J=4,6 'y, 1H), 7,60 (dd, J=4.,6, 1,0 ', 1H), 4,52 (dq, J =
8,7,5,4 'y, 1H), 3,74 (d, /= 5,8 'y, 2H), 2,52 (d, /= 0,8 'y, 3H), 1,86 — 1,61 (m, 3H),
1,47 — 1,32 (m, 5H), 0,95 — 0,86 (m, 4H). °F SIMP (377 MI'u, MeOH-d) § -77,64.
KXMC (m/z): 276,17 [M+H]; tr = 0,88 mun. Ha KX/MC Cnocob A.
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[0500] CunTte3 (R)-2-amuno-2-metnirekcan-1-oaa (59A). K runpoxnopuny (2R)-2-
aMUHO-2-MeTUJITeKCaHOBOM KucjoThl (250 mr, 1,4 mmonb, nocraBisiemas: Astatech) B
TI'® (5 mi) nobasmsuu pactBop OopaH-TeTparuapodypanoBoro komruiekca B TI'® (1M,
5,5 mu1) Mo KamsiM B TeueHue 5 MuHyT. Uepes 24 4 peakunoHHyHO cMech raciin MeOH
(1 M) u xoHueHTpUpoBaTH 6 8axyyme. Ocratok paszbasmsuiu JAXM, ¢unptpoBanu u
KOHLICHTPUPOBAIIU 6 6aKyyMe C TOJy4eHHUEM HEOUULIEHHOro SYA KOTOpOe MepeHOCUIN
HENOCPEACTBEHHO Ha crefyromyro craguio. XKXMC (m/z): 131,92 [M+H]"; tr = 0,58
muH. Ha JKX/MC Crnocob A.

[0501] CunTe3 (R)-2-((2-((2,4-auMeTOKCHOEH3UJT)aMHHO )TUPUIO[3,2-
dlmupumuauH-4-ui)amMmuHo)-2-meTuirekcan-1-ona  (89B). K pacrBopy  2,4-
muxaoprmpuno| 3,2-d|mupumuanaa (50 mr, 0,25 mmons) B TI'® (10 mu) nobasnsum S9A
(50 mr, 0,38 mmonb) u N,N-gumzonpormmmtuiamud (0,13 mut, 0,75 mmons). Ilocne
nepememuBanus mpu 80°C B Teuenue 18 u nodapnsiu 2,4-mumerokcudensmnamu (0,19
i, 1,25 mmonb) u cMmech HarpeBamu a0 100°C. Uepes 18 4 peakIMOHHYIO CMeECh
OXJaxnamu 10 KT, pasdasmsmn EtOAc, mpombiBanu BOIOH M COJEBBIM PACTBOPOM,
cyumin Han NapSQOs, 3areM (QUIBTPOBAIN M KOHLEHTPUPOBAIU 6 6akyyme. OcCTaTok
nojBepraju  xpoMarorpaduu  Ha CHiIMKarene, Jmoupys rekcaHamu-EtOAc, ¢

nony4yennem 39B. JKXMC (m/z): 426,21 [M+H]"; tr = 0,91 mun. na XXX/MC Crniocob A.

[0502] CunTe3 (R)-2-((2-amunonupuno|3,2-dlnupumuauH-4-uia)aMuHo)-2-

metmwirekcan-1-oia (59). K 59B nobGasmsuin TOY (3 mu). YUepes 2 4 peakiMOHHYIO
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CMeChb KOHLIEHTpUpOBaIU 6 eaxkyyme. OcraTok mnoasepranu mnpenapatuBHoi BIXKX
(Synergi 4u Polar-RP 80A, Axia; rpaauent 10% BomH. aneronutpun — 70% BOIH.
aneronutpui ¢ 0,1% TPV, B Teuenue 20 MuH.) ¢ nodyvenuem 39 B Buge conu TOY. 'H
SAMP (400 MI'u, Metanon-ds) 6 8,62 (dd, J=4,2, 1,6 I'y, 1H), 7,81 (dd, /=38,5, 1,6 'y,
1H), 7,77 (dd, J=8,5, 4,2 T'y, 1H), 3,97 (d, /= 11,2 Ty, 1H), 3,72 (d, /= 11,2 'y, 1H),
2,18 — 2,03 (m, 1H), 1,99 — 1,86 (m, 1H), 1,54 (s, 3H), 1,41 — 1,30 (m, 4H), 0,92 (t, J =
6,9 T'u, 2H). °F SAIMP (377 MI'u, MeOH-d,) & -77,98. XXMC (m/z): 276,13 [M+H]; tr
= 0,65 muH. Ha XKX/MC Cnocob A.

Ipumep 60
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[0503] CunTte3 (5)-2-((2-amunonmupuao|3,2-d|nupumMuauH-4-u1)aMuHO)-2-
meTuiarexkcan-1-ona (60). Coenunenne 60 CHHTE3UPOBAIU MO MPOLEAYPE, AHATOTUIHON
nporenype, omnmcaHHoW g 59,  3amenss  rugpoxjopun  (2R)-2-amuHO-2-
METUJITEKCAHOBOH KHUCJOTBI Ha rHApOXJopua  (25)-2-aMHUHO-2-METHITeKCaHOBOH
kucyiotsl (250 mr, 1,38 mmonb, mocTaBisieMblii Astatech, Inc.). B pesynbrate nocienneit
O4uCTKH ¢ mnomoinblo npenapatuBHOH BDXKX (Synergi 4u Polar-RP 80A, Axia;
rpagueHT 10% BoaH. auneronutpun — 70% BoxaH. auetonutpun ¢ 0,1% TOVY, B TeueHue
20 muH.) nonydanu 60 B uge comu TOY. 'H IMP (400 MI'u, Meranon-ds) & 8,63 (dd, J
=473,1,5Tu, 1H), 7,82 (dd, J=8,5, 1,5 'y, 1H), 7,77 (dd, J =8,5, 4,3 ', 1H), 3,98 (d,
J=11,2Tu, 1H), 3,73 (d, J = 11,2 'y, 1H), 2,19 — 2,04 (m, 1H), 2,01 — 1,88 (m, 1H),
1,55 (s, 3H), 1,50 — 1,29 (m, 4H), 0,93 (t, J = 6,9 ', 3H). '°F AMP (377 MI', MeOH-
dy) 8 -77,98. KXMC (m/z): 276,10 [M+H]"; tr = 0,65 mun. Ha JXX/MC Criocob A.
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[0504] Cuntes  (R)-mpem-0yTnia-(1-ruapoxcu-2-MeTUJIreKcaH-2-uia)kapboamara
(61A). K pacteopy 59A (1 1, 7,6 mmoinb) B TI'® (35 mn) nobasisuiu Hac. NaHCO3som)
(35 mn) ¢ mocienyromuM nodaeieHueM nu-mpem-oytunaukapbonarta (3,33 r, 15,24
MMOJb). YUepe3 24 W OpraHMYeCKHe BEIIECTBA PACTBOPHUTEIH YIALIH 6 BaKYYME.
IMonydennyro cycnensuto paszdasisuiu Boaoi (50 min), sxcrparuposanu EtOAc (100 mi),
pOMBIBaIA COJieBbIM pactBopoM (10 mu), cyumm Hag NaxSO4 U KOHLIEHTPUPOBAIU 8
saxyyme. OCTaTOK TOABEpPraju Xpomartorpaduu Ha CHIIMKArejle C HCIOJb30BAHUEM
ELSD, smoupys rekcanamu-EtOAc, ¢ nonyuennem 61A. XKXMC (m/z): 231,61 [M+H]";
tr = 1,09 mun. Ha XKX/MC Criocob A.

[0505] Cunte3 (R)-mpem-0yTna-(2-metun-1-okcorekcan-2-uia)kapéamara (61B).
K pactBopy 61A (2,1 1, 9,0 mmonb) B IXM (100 M) nobasnsimn nepuonuHas Jlecca-
Maprtuna (5,7 r, 14 mmonp). UYepe3 2 9 peakUMOHHYID CMECh TaCHJIM HACBILI.

Na2S203@omm) (75 mit). Cmech oTaensm U BOAHBIHN cioi sxctparuposanmu XM (100 mi).
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OObennHEeHHBIE OpraHUYecKHe BellecTBa NpoMbiBad Bomoi (100 M) M coneBbIM
pactBopoM (100 mu), cymumm Hax NaxSO4, 3aTeM GUIBTPOBAIM U KOHIEHTPUPOBAJIH 8
saxyyme. OCTaTOK TOABEpPraju Xpomartorpaduu Ha CHIHKAreje C HCIOJb30BAHUEM
ELSD, »smoupys rekcanamu-EtOAc, ¢ mnomyuenmem 61B. XXMC (m/z): 173,75
[M+H-(¢-Bu)]™; tr = 1,18 mun. Ha XKX/MC Cnocob A.

[0506] CunTte3 (R)-mpem-0yTna-(1-(0eH3MI1aMHHO)-2-MeTHITeKCAH-2-
nia)kapéamara (61C). K pacrsopy 61B (1,9 1, 8,4 mmonb) B cyxom MeOH (50 mn)
nobasmsun OenswnamuH (1,0 my, 8,35 mmonb). Uepes 18 u mopumsimu moOasisuiu
Ooprunpun Hatpus (500 mr, 13 mmons). Uepes 60 MHUHYT cMeChb KOHLEHTPHPOBAIHU 6
saxyyme. Ilomydennbiii ocratok pactBopsiiu B EtOAc (50 wmu), mpomsiBanu 1M
NaOHgomm (50 mu), 10% BonmHbIM pacTBOpoM cerHeroBoii comu (50 mui, TBepras,
nocrasysietcs: Sigma-Aldrich), u coneBsiM pactBopoM (50 mi), cymuan Haa NaxSOs,
3areM (UIBTPOBAIN U KOHLEHTPUPOBAIH 6 6akyyme ¢ noaydeHreM 61C. XKXMC (m/z):

321,03 [M+H]"; tg = 0,94 mun. Ha JKX/MC Criocob A.

[0507] CunTe3 (R)-mpem-6yTni-(1-(N-6eH3nnaneraMuao)-2-MeTHJIr eKCaH-2-
uia)kapéamara (61D). K pactBopy 61C (2,2 r, 6,9 mmonb) B TT'® (50 mu) nobasisiin
N,N-nuuszonponwmstunamMud (2,4 win, 14 MMoOmb) ¢ MOCHERyrIUM A00aBIeHUEM
anetrmixyuopuna (0,75 v, 11 mmons). Uepes 60 munyt cmech pasdasisuiu EtOAc (150
mut), npombiBasi Hackll, NaHCOj3@eomm (100 mut) u coneBbiM pactopom (100 mun),
cyurmiii Hayx NapSQOs, 3areM (UIBTPOBAIN M KOHLEHTPUPOBAIU 8 6akyyme. OCTaTok
NoABepraJii  xpoMarorpaduu Ha CuIMKarene, Jmoupys rekcaHamu-EtOAc, ¢

nony4yenuem 61D. JKXMC (m/z): 362,82 [M+H]; tr = 1,32 mun. Ha X)KX/MC Cnioco6 A.

[0508] CunTtes (R)-N-(2-amuno-2-meruarexkcuna)aneramuaa (61E). K pacrsopy 61D
(2,01, 5,4 mmon) B EtOH (55 mu1) 1 pacTBOpY COJISIHOHM KHCIOTHI B AHOKCcaHe (4M | 2
MJI), KOTOpbIe MPOAYBaiu Ar, 1o0aBsuM ruApokcua naaaus Ha yrie (20 macc.%, 2,0
r). Cmecp mpoayBanmu H> m HarpeBamu no 60°C. Uepe3 24 4 peakMOHHYIO CMEChH
bunbTpoBanu uepes uenuT, npoMmbiBad EtOAC, W KOHLEHTPUPOBAIU 6 6AKYyMe C
nonyuyenuem 61E B Bune HCI comu. JKXMC (m/z): 172,92 [M+H]"; tr = 0,50 mMuH. Ha
KX/MC Cnocob A.

[0509] Cuntes (R)-N-(2-((2-((2,4-aumeToxcudeHn3un)amuHo)-7-propnupuio|3,2-
dlmupumuauH-4-nia)amMmuHo)-2-meTuarekcuia)aneramuaa (61F). K pacteopy 2,4-

muxaoprpuno| 3,2-d|mupumuanaa (30 mr, 0,15 mmone) B TT'® (10 M) noGassnu 61E
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(25 wr, 0,15 mmomnb) u N,N-gumzonpormmstunamus (0,08 mun, 0,44 mmonb). Ilocne
nepememuBanus npu 80°C B Teuenue 18 u mobasmsumu 2,4-mumertokcudensmnamud (0,1
mi, 0,73 mmomnb) u cmech HarpeBasu A0 100°C. Uepes 18 4 peakMOHHYIO CMeECh
oXJaxnamu 1o KT, pasdasmsmn EtOAc, mpombiBany BOXOH M COJEBBIM PAaCTBOPOM,
cymwmnn  Haa NaxSOs U KoHUEHTpUpoBanu 6 e6axkyyme. (OCTaTOK MOABEpraiu
xpomarorpadun Ha cunukarene, >moupys EtOAc-MeOH ¢ nonyuennem 61F. ' JKXMC
(m/z): 467,24 [M+H]"; tr = 1,02 mMun. Ha XXX/MC Cnocob A.

[0510] CunTe3 (R)-N-(2-((2-amuno-7-propnupuno|3,2-d|nupumuanx-4-
Wi)aMmuHo)-2-MeTuiarekcun)aneramuga (61). K 61F (33 mr, 0,07 mmonb) nobassiu
TOY (3 mm). Uepes 60 MUHYT cMecCb KOHLEHTPHPOBAIM 6 6AKYyMe U COBMECTHO
BbimapuBaiu ¢ MeOH (x 3). Ocratok cycnengupoBain B MeOH, ¢unbpTpoBanun u
KOHIIEHTPUPOBAJH 6 6aKyyme ¢ nojiydeHuem 61 B suae comu TOY. 'H AMP (400 MI'n,
MeOH-d,) 6 8,63 (dd, J=4,4, 1,4 T'y, 1H), 7,84 (dd, J= 8,5, 1,4 I'y, 1H), 7,76 (dd, J =
8,5, 4,4 I'y, 1H), 3,95 (d, J = 14,0 I'y, 1H), 3,57 (d, J = 14,0 I'y, 1H), 2,25 — 2,12 (m,
1H), 1,95 (s, 3H), 1,95 — 1,86 (m, 1H), 1,54 (s, 3H), 1,41 — 1,32 (m, 4H), 0,95 — 0,90 (m,
3H). YF AMP (377 MTI'u, MeOH-d,) & -77,77. XXMC (m/z): 317,24 [M+H]"; tr = 0,71
muH. Ha JKX/MC Crnocob A.

Ipumep 62
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[0511] CunTe3 (R)-N-(2-((6-xJ10p-2-((2,4-aMeTOKCHOC H3UJI)AMHHO)-8-

MeTHANupHA0[3,2-d|nupumMuaun-4-un)aMmuHo)-2-MeTHarekcuia)aneramuga (62A). K
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pactBopy 25A (37 mr, 0,15 mmons) B TT'® (5 M) nobasnsm 61E (25 mr, 0,15 mmons) u
N, N-nmunzonpormmstunamud (0,4 mi, 0,43 mmons). ITocne nepememuBanmst nmpu 80°C B
teuerune 18 u pobGammsu 2,4-numerokcubensmwiamud (0,1 mi, 0,63 MMoNb) U cMecCh
Harpesanu 10 100°C. Yepes 18 u peakMOHHYIO CMECh OXJIAXKIAIU A0 KT, pa3OaBisuiu
EtOAc, mpombiBamu Bomo#t (50 mu) u comeBbiM pactBopoM (50 mur), cymmiam Hazm
Na;SOs4, 3arem (QuapTpoBamM M KOHLEHTPUPOBATH 6 6akyyme. OCTATOK IMOABEPTajH

xpomatorpadun Ha cunmkarene, smonpys EtOAc-MeOH, ¢ nonyuenuem 62A (49 wr,

75%). KXMC (m/z): 515,17 [M+H]"; tr = 0,86 mun. Ha JKX/MC Crioco6 A.

[0512] CunTe3 (R)-N-(2-((2-((2,4-aumeToxcnbeH3HI)aMHUHO)-8-MeTHANUpuIo0|[3,2-
dlmupumMuauH-4-na)aMuHo)-2-MeTHarekcuia)aneramuaa (62B). K pactsopy 62A (49
mr, 0,1 mmonb) B EtOAc (4 mu) u EtOH (4 mu), xotopsle npoayBanu Ar, 100aBIsuIH
Pd/C (Degussa 10 macc.%, 25 mr). Cmech 3atem npoaysanu H» u Harpesanu no 70°C.
Uepes 1 4 peakMOHHYIO CMECh OCTABJSUIM OXJIQXAAThCsl 1O KT, NPOAYyBaIu Ar,
¢unbTpoBanu uepes uenut, npombiBau EtOAc (50 MiT) 1 KOHLIEHTPUPOBAIH 8 GAKYYME
¢ nojydenrem 62B (46 mr, 100%). JKXMC (m/z): 481,25 [M+H]"; tr = 1,10 muH. Ha
KX/MC Cnocob A.

[0513] CunTe3 (R)-2-((2-amuno-8-MeTnanupuao|3,2-d|nupumuaun-4-
ui)amuHo)rekcan-1-oma (62). K 62B (46 wmr, 0,1 mmonb) nobasmsuiu TOY (3 wmn).
Uepes 18 u cMech KOHLIEHTPUPOBAJIU 8 8AKYyMe U COBMECTHO BbimapuBain ¢ MeOH (3x
10 mi). Ocratok cycnenaupoBanu B 10 mia MeOH, ¢unbTpoBaiu u KOHUEHTPUPOBAIH 8
éaxyyme c noiydenuem 62 B sune comu TOY. 'H SAMP (400 MI'u, MeOH-d,) & 8,48 (d,
J=46Tu, 1H), 7,61 (dd, J=4,7, 1,0 I'y, 1H), 3,95 (d, J = 14,0 ', 1H), 3,56 (d, J =
14,0 T'y, 1H), 2,52 (d, J = 0,8 I'u, 3H), 2,18 (ddd, J = 13,5, 11,3, 4,5 ', 1H), 1,95 (s,
3H), 1,89 (ddd, /= 13,5, 11,6, 4,8 'y, 1H), 1,54 (s, 3H), 1,42 — 1,31 (m, SH), 0,96 — 0,89
(m, 4H). F SIMP (377 MI', MeOH-d,) § -77,85. XXMC (m/z): 331,16 [M+H]"; tr =
0,79 mun. Ha XKX/MC Criocob A.
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[0514] CunTe3 MeTHa-2-aMuHO-2-MeTHIATeKcaHoaTa (63A). K cmecu ruppoxnopun
(2R)-2-amuHO-2-MeTuareKcaHoBoit kucaotsl (50 mr, 0,28 Mmmone) u rugpoxiopuaa (2.5)-
2-aMHUHO-2-MeTHNIreKcaHOBOU KkucyoThl (50 mr, 0,28 mmonb) B MeOH (5,0 mui) mo
KarsiM 100aBisuid  (TPUMETHIICHIMII)AAa3oMeTaH B rekcaHax (2 M, 0,41 wmu, 0,83
MMoJib). Uepes 6 u peakumoHHyo cmech racuad AcOH (100 uL). Cwmech
KOHIICHTPUPOBAIM 6 GaKyyme ¢ TOJy4eHueM 63A, KOTOpoe HCIOoNb30BAId 0Oe3
JOMONHUTENBHOrO BhineneHus. KXMC (m/z): 159,91 [M+H]"; tx = 0,57 muH. Ha
KX/MC Cnocob A.

[0515] Cunre3 meTua-2-((2-((2,4-aumeroxcudeH3n)amuno)-7-propnupuno|3,2-
dlmapumuauH-4-uia)amuHo)-2-meruarekcanoara (63B). K pacrsopy 84E (120 wr,
0,55 wmmomp) B TI'® (5 ™mi) npobaemsuim 63A (88 wmr, 0,55 wmmomb) u N,N-
mumsonponmTHiaamMue (0,3 o, 1,7 mmone). Tlocne mepememmBanuss npu 80°C B
TeyeHre 18 4 peakIMOHHYK CMeCh OXJiaxknaiau 1o KT, pasbasmsuim EtOAc (50 m),
npombiBaH Boaoi (50 mi) u coneBbiM pactBopoM (50 mu), cymuian Hax NaxSO4, 3atem
¢bunbTpoBaM W KOHLUEHTPHPOBATH 6 6aKkyyme. HEOUMIEHHBII OCTaTOK 3aTeM
pazbasisuin TT'® (10 mut) u nobasisum 2,4-numerokcudensmwiamud (0,4 mi, 2,6 MMOJIb)
u N, N-pumzonpormmatuinamud (0,3 mu, 1,7 mmons). [Tocne nepememuanus nmpu 100°C
B TeueHUe 18 4 peakMOHHYI CMeCh OXJiaxknaiau 1o K, pasdaemsuim EtOAc (50 m),
MPOMBIBAJIM BOJOW U COJIEBBIM pacTBOpoM, cymmin Hag NaxSOs, 3areM puiabTpoBanu u
KOHIIGHTPUPOBAIH 6 6akyyme. OCTATOK MOABEpraju Xpomarorpaduu Ha CUIIMKAaresne,

smoupys rekcanamu-EtOAc, ¢ nonydenuem 63B. 'H AMP (400 MI'u, Xnopodopm-d) &
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8,14 (d, J=2,5 T, 1H), 7,36 (s, 1H), 7,28 — 7,24 (m, 2H), 6,46 (d, J = 2,3 T, 1H), 6,41
(dd, J= 8,3, 2,4 Ty, 1H), 4,54 (dd, J = 6,2, 2,7 Ty, 2H), 3,84 (s, 3H), 3,78 (s, 3H), 3,69
(s, 3H), 2,27 — 2,16 (m, 1H), 2,02 (s, 1H), 1,71 (s, 3H), 1,34 — 1,23 (m, 5H), 0,88 (t, J =
6,0 'y, 3H). F AMP (376 MI'y, Xsopodopm-d) & -121,51 (d, J = 422,9 I'ty). JKXMC
(m/z): 472,21 [M+H]"; tr = 0,91 mun. na XXX/MC Cnocob A.

[0516] CunTe3 2-((2-((2,4-numeToxcudeH3NI)aMUuHO)-7-pTOopnupuao[3,2-
dlmapumuauH-4-nia)amuHo)-2-metuarekcan-1-ona (63C). K pactsopy 63B (104 wr,
0,22 mmonp) B TI'® (5 mu) nobasnsanu amomoruapua autus B Et,O (2M, 0,30 M, 0,60
mMoiib). Uepes 5 1 peakimonnyio cmech racuiu HxO (1 mut) u 2M NaOHgomm), 1 3aTEM
¢unbTpoBanu. 3areM MaTouHbI pacTBOp pasbasnsamu EtOAc (30 mu), mpombiBaiu
HACBILI. PacTBOPOM cerretroBoil comu (25 mu), H>O (25 mi) u coneBeiM pactBopom (25
mi), cyumman Han NaxSOq, 3aTeM GuiabTpoBaiu U KOHUEHTPUPOBANH 6 sakyyme. OCTaToK
noaBepranu xpomarorpaguu Ha cuiukarene, oamoupys rekcaHamu-EtOAc, ¢
nonyuennem 63C. 'H SAMP (400 MI'u, Xnopodopm-d) & 8,12 (d, J = 2,5 I'u, 1H), 7,32
(s, 1H), 7,28 (s, 1H), 6,46 (d, J = 2,4 I'n, 1H), 6,42 (dd, J=8,2, 2,4 ', 1H), 4,57 — 4,52
(m, 2H), 3,84 (s, 3H), 3,79 (s, 4H), 3,75 (s, 2H), 1,92 (d, J = 14,1 'y, 1H), 1,74 (t, J =
12,6 T'u, 1H), 1,40 — 1,37 (m, 3H), 1,32 (td, J = 13,4, 12,4, 6,3 'y, 4H), 0,91 (t, /= 17,0
I'u, 3H). F SIMP (377 MI'n, Xnopodopm-d) & -121,34. JKXMC (m/z): 444,20 [M+H];
tr = 0,94 mun. Ha XKX/MC Criocob A.

[0517] CunTe3 2-((2-amuno-7-propnupuno|3,2-d|nupumMuanH-4-Uj1)aMHUHO)-2-
metuiarekcan-1-oma (63). K 63C (22 wmr, 0,05 mmonb) nobassuiu TOY (3 mi). Uepes
30 MuHYT peakuuoHHYK cMmech pasdasisii MeOH (5 mun). Ilocne mepememmBanus B
TeueHne 18 4 cmech (UIBTPOBAIM M KOHLEHTPHUPOBAIH 6 6akyyme. B pesynbrare
COBMECTHOTO Bhimapusanus ¢ MeOH (x3) nosnyuanu 63 B Bune conu T®Y. 'H SAMP
(400 MI'y, MeOH-dy) 6 8,53 (d, J= 2,4 I'u, 1H), 8,20 (s, 1H), 7,65 (dd, /=88, 2,4 I'y,
1H), 3,95 (s, 1H), 3,70 (d, J= 11,2 'y, 1H), 2,09 (ddd, /= 13,9, 10,9, 5,3Hz, 1H), 1,96 —
1,86 (m, 1H), 1,53 (s, 3H), 1,42 — 1,28 (m, 6H), 0,95 — 0,87 (m, 3H). '°F AMP (377
MI'u, MeOH-dy) 6 -77,47, -118,23 (d, J = 8,6 T'p). KXMC (m/z): 294,12 [M+H]"; tr = -
0,68 muH. Ha JKX/MC Criocob A.
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[0518] CunTte3 (5)-2-amuno-2-meTmirekcan-1-oma (64A). K runppoxnopuny (25)-2-
aMUHO-2-MeTUJITeKCaHOBOM KuciaoTel (250 mr, 1,4 mmonb, mocraBisiemoii Astatech) B
TT'® (5 mu) no karisiM 100aBIISIN pacTBOpP OOpaH-TETparuapoPpypaHOBOrO KOMILIEKCA
B TT'® (1M, 5,5 mn) B TeueHue 5 muHyT. Uepe3 24 4 peakLMOHHYIO CMECh T'aCHUIIH
MeOH (1 mi) u xoHueHTpHupoBanu 6 eakyyme. Ocrarok pazdasmsuim B IXM (10 mi),
(GUIBTPOBATM M KOHLEHTPUPOBAIH 6 GaAKYyMe C TOJYYeHHUEM HEOUYHINEHHOro G64A.

KXMC (m/z): 131,92 [M+H]"; tr = 0,57 mun. va XKX/MC Criocob A.

[0519] Cunte3 (S)-2-((2-amuno-7-¢propnupuao|3,2-dlnupumuauH-4-ua)aMuHo)-2-
meruiarexkcan-1-ona (64). K pacrsopy 43B (140 mr, 78 mmoinb) u 64A (125 wmr, 0,95
mmoib) B NMP (7,5 mu), nobasnsimun DBU (0,35 mn, 2,4 MMOJb) C MOCIEAYIOLINM
nobasnenuem BOP (419 mr, 0,95 mmonb). Uepes 16 4 peakMOHHYIO CMECh TOJBEPralind
npen BOXKX (Gemini 10u C18 110A, AXIA; rpaauent 10% BoxaH. aneroHuTpmi — 50%
BozH. anietoHUTpul ¢ 0,1% TV, B Teuenne 20 MHH.) C MOJNyUYeHUEM, TOCTE yAAIEHUS
JNIETY4UX BEIIECTB 6 6akyyme, 64 B Buae comu TOV. 'H AMP (400 MI'u, MeOH-d,) §
8,55(d,J=2,4Tu, 1H), 8,22 (s, 1H), 7,64 (dd, /J=8,7,2,5 'y, 1H), 3,97 (d,J= 11,2 T,
1H), 3,71 (d, J = 11,2 T'u, 1H), 2,09 (ddd, J = 13,9, 10,8, 5,2 I', 1H), 1,92 (ddd, J =
13,6, 10,9, 5,4 T'y, 1H), 1,54 (s, 4H), 1,40 — 1,31 (m, SH), 1,00 — 0,85 (m, 3H). °F SIMP
(377 MI'u, MeOH-dy) & -77,62, -118,22 (d, J = 8,7 T'w). JKXMC (m/z) 294,09 [M+H]"; tr
= 0,79 muH. Ha XKX/MC Cnocob A.
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[0520] CunTe3 (R)-N-(2-((2-amuno-7-xnopnupuno|3,2-dlnupumuaun-4-

WJI)aMHUHO)-2-MeTuJrekcuia)aneramuaa (65A). K pacrsopy 19B (112 mr, 0,48 mmob)
B TT'® (5 mu) nobasmsmn 61E (100 mr, 0,48 mmonb) u N, N-IMU30NPONHIITUIAMUAH
(0,25 mn, 1,4 mmonn). [Tocne nepemermBanus npu 80°C B reyenue 18 u nobassiam 2,4-
mumerokcudensmnamut (0,75 mi, 5,0 mmonb) 1 cMech HarpeBaiu 10 100°C. Yepes 18 u
PEAKLMOHHYIO CMECh OXJIAXIau 10 KT, pazdasysuin EtOAc (50 mut), mpombIBaiu BOmOH
(50 mi) u coneBbiM pactBopoM (50 mur), cymmim Han NaxSO4, 3arem unbTpoBamu u
KOHIICHTPUPOBAIH 8 Gakyyme. OCTATOK MOABEpraid Xpomarorpaduu Ha CUJIMKAresne,
smoupys rexcanamu-EtOAc, ¢ nmonyuenunem 65A XXXMC (m/z): 509,30[M+H]"; tr =
0,89 mun. Ha XKX/MC Criocob A.

[0521] CunTe3 (R)-N-(2-((2-amuno-7-xnopnupuno|3,2-dlnupumuaun-4-
WJI)aMHHO)-2-MeTHJIrekcuia)aneramuaa (65). K 65A (21 mr, 0,04 mmonb) nobasisiin
TPV (3 mu). Yepe3 30 MHHYT cMeCh KOHLIEHTPUPOBAIIU 6 6AKYYME U OCTATOK COBMECTHO
Bbinapusasu ¢ MeOH (10 mux x 3). [TonyueHHsIi octaTok cycrnienanposainn 8 MeOH (10
MIT), GUIIBTPOBAIN U KOHLIEHTPHPOBAJIH 6 6aKyyMe ¢ TonydeHneM 65 B Bune comu TOY.
'H SIMP (400 MI'u, MeOH-d,) & 8,59 (d, J = 2,1 ', 1H), 8,58 (s, 1H), 7,91 (d, J = 2,1
I'm, 1H), 3,93 (d, /= 14,0 I'y, 1H), 3,52 (d, J = 14,0 I'y, 1H), 2,22 — 2,10 (m, 1H), 1,96
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(s, 3H), 1,95 — 1,87 (m, 1H), 1,54 (s, 3H), 1,34 (dd, J= 7,5, 3,9 'y, SH), 0,94 — 0,89 (m,
3H). 1F SIMP (377 MI'y, MeOH-dy) & -77,91. JKXXMC (m/z): 351,29 [M+H]"; tr = 0,69
muH. Ha JKX/MC Criocob A.

IIpumep 66
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[0522] Cunte3 (R)-N-(2-((2-((2,4-aumeToKCHOEH3HI)aMHUHO)-7-MeTHJINUPUI0[3,2-
d|mupumMuanH-4-ui1)aMuHO)-2-MeTHarekcuia)aneramuaa (66A). K 65A (128 wmr, 0,26
mMMmoJb) B 1,4-nuokcane (10 mn) u Boze (10 mut) noGasisiin METHIOOPOHOBYEO KHCIIOTY
(61 mr, 1,0 mmoinb), Terpakuc(tpudpenmnpochun)namanuii(0) (51 mr, 0,05 mmonp u
optodocdar kamus (163 mr, 0,77 mmonb). Peakunonnyro cmech Harpesasu 10 150°C B
MHUKPOBOJIHOBOM peakTtope B TedeHne 30 MHHYT. PeakuMOHHYIO cMech pa30aBisuiu
Bonoit (50 mur) u skcrparupoBamu EtOAc (3 x 25 mur). OObenuHEHHBbIE OpraHUYECcKUe
BEIIEeCTBA MPOMBIBAIM BOAOH (50 Mi) M coieBbIM pactBopoM (50 MII), CymIwid Haf
Na;SOs u koHUeHTpUpoBaTH 6 6axkyyme. OCTAaTOK TOABEpraiu Xpomarorpadpuu Ha
cunukarene, omoupys EtOAc-MeOH, ¢ mnonyuenuem 66A. XXMC (m/z):
481,30[M-+H]"; tr = 0,89 mun. na JKX/MC Cnocob A.

[0523] CunTte3 (R)-N-(2-((2-amuno-7-meTnamupuao|3,2-d|nupumuaun-4-
WJI)aMHHO)-2-MeTHJIrekcuia)aneramuaa (66). K 66A (54 mr, 0,11 mmonb) nobasisiiu
T®Y (3 mi). Uepes 60 MUHYT CMeChb KOHLEHTPHPOBAIH 6 6AKYYME U COBMECTHO

Bbinapusasu ¢ MeOH (10 mn x3). [TonyuenHslii octaTok cycnerauposanyd B MeOH (10
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MIT), GUIIBTPOBAIN U KOHLIEHTPHPOBAJIH 6 6aKyyMe ¢ TonydeHneM 66 B Bune comu TOY.
'H AMP (400 MI', MeOH-d,) & 8,48 (d, J = 1,8 T'u, 1H), 7,64 (s, 1H), 3,94 (d, J = 14,0
I'm, 1H), 3,57 (d, J = 13,9 I'u, 1H), 2,50 (s, 3H), 2,17 (ddd, J = 13,4, 11,4, 4,7 ', 1H),
1,95 (s, 3H), 1,88 (ddd, /= 16,1, 8,9, 4,4 'y, 1H), 1,53 (s, 3H), 1,39 — 1,29 (m, 4H), 0,97
— 0,86 (m, 3H). "°F SIMP (377 MI'u, MeOH-dy) & -77,86. JKXMC (m/z): 331,34 [M+H];
tr = 0,93 muH. Ha JKX/MC Criocob A.

Ipumep 67

[0524] CunTe3 MeTHI-3-aMHHO-6-0poM-S-Ppropnuxonunar (67B). K pacreopy
METHII-3-aMUHO-5-proprukonuuata 67A (270 mr, 2 MMoub, 1,0 3KBUB., MOCTABJISIEMbIH
Astatech, Inc.) B aueronutpuie (2 mu, 0,1M pactBop) nobasmsuiu NBS (311 wr, 2,2
MMOJIb, 1,1 3kBUB.) B TeueHHe 2 MUHYT NpH KT. Yepes 18 4 peakLIMOHHYIO CMECh FaCHIIH
Bonoit (50 mur) u cmeck skcrparuposanmu EtOAc (50 mur), mpombiBanu Bogoi (50 mun) u
coneBbIM pactBopoM (50 mur), 3arem cymwmam Hax NaxSOs, ¢unbTpoBaiu u 3aTemM
KOHIICHTPUPOBAIH 6 6axyyme. OCTaTOK MOABEPrajii KOJIOHOYHOH XpomaTorpaduu Ha
cunukarene, smoupys 0% - 100% EtOAc B rekcanax, ¢ momydernuem 67B. )KXMC

(m/z): 250,1 [M+H]"; tr = 0,71 mun. na XXX/MC Cnoco6 A.

[0525] CunTe3 Merua-3-amMuHO-S-PpTop-6-MeTninukoauHara (67C). Metun-3-
aMHHO-6-0pom-5-¢roprnukonunar 67B (50 mr, 0,2 MMounb, 1 5KBHB.) B MUKPOBOJIHOBOM
¢makone oOpabareiBamm muokcaHoM (2 mi) u Bomod (2 M), COBMECTHO C
MeTUNn00poHOBOH Kucioror (36,05 mr, 0,06 mmons, 3 3kBUB.), opTodocharom Kamus

(85,23 wmr, 0,4 Mmmoub, 2 sxBuB.) 1 najuaaus(0) Terpakuc(tpudenunpochurom) (46,4 wr,
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0,04 mmomb, 0,2 skBuB.). Cmecy HarpeBasu no 120 °C B Tewenme 20 MHUH. U
peakuoHHy0 cMmech pasnersuii meskny EtOAc (20 mom) u H>O (20 mut). Opranuyeckue
cinon obvenmusaM, cymmnn Hany MgSOs, 3areM (QUIBTPOBAIM U JIETYYHE BEIIECTBA
yIajsy 6 éakyyme. I1ony4eHHbII OCTaTOK MOBEPraid XpoMaTorpaduu Ha CHITUKArese,
smoupysa 0-100% EtOAc B rekcanax, ¢ moiyuenuem 67C. XXXMC (m/z): 184,88
[M+H]"; tr = 0,54 mun. na XKXX/MC Cnocob A.

[0526] CunTe3 2-amuno-7-¢pTOp-6-MeTHANUPHAO[3,2-d|nupumuann-4-ona (67D).
KonOy, comepxamyro MeTHi-3-aMHHO-5-(prop-6-metunmnukonauHat 67C (95 wr, 0,52
MMOJb), oOpabateiBanmy rumpoxjopunoM xyoppopmamuanaa (118 wmr, 1,03 mMmonb,
nocrasisemelii Oakwood Scientific, Inc.). Cmech HarpeBanu 1o 160°C B TeyeHue HOUM.
Cmech ocTaBs Oxnaxaarbesi 10 KT, paszdasmsuin EtOAc (100 mi), ¢punbrpoBamu u
3aTeM COOpaHHbIE TBEpAble BELIECTBA MPOMbIBAIM BOMOH (50 MJI) M AWSTHUIOBBIM
s¢pupom (50 mu). TBeproe BELIECTBO OCTABISIM CYLIUTHCS HAa BO3AYyXE C MOJy4YEHHUEM
67D, kortopoe ucnonb3oBau Oe3 momonHuTenbHON ouncTku. KXMC (m/z): 195,03
[M+H]"; tr = 0,31 mun. Ha XKX/MC Criocob A.

[0527] Cunte3 (5)-2-((2-amuno-7-prop-6-meTnanupuao|3,2-djnupumugun-4-
win)amuHo)nenran-1-oma  (67). B konly, comepxkaigyro  2-aMHHO-7-(TOp-0-
metunnupuno| 3,2-d|nupumunun-4-on 67D (5 mr, 0,026 mmonb), nobasnsmu [IM®PA (2
mut) coBMecTHO 1M pactBopom ¢ 1,8-nnazabuumkio|S,4.0]yunen-7-ena B TI'® (0,01 mu,
0,08 MMOJIb), (GenzoTpuazod-1-unokcu)Tpuc( IUMeTHIAMUHO )pOChHOHMS
rekcagropdpocharom (22,78 mr, 0,05 mmons) u (S)-(+)-2-amuno-1-nenranosnom, (10,63
mr, 0,1 MMoub). PEakIIMOHHYI0 CMeCh OCTaBIISUIM TEPEMELINBATHCS B TEUEHUE HOYH U
3atem noasepranu BOXKX (10% - 70% MeCN B Boxe ¢ 0,1% TDY ¢ ucnonb3oBaHHEM
kosioHku Hydro-RP) ¢ monyuenunem, nocne yaaneHus JeTy4yux BELIECTB 6 6aKyyme, 67 B
suze comu TOY .; tr = 0,57 mun. Ha XKX/MC Crocob A. 'H SIMP (400 MI'u, MeOH-d,)
87,52 (d,J=9,4Tu, 1H), 4,54 (s, 1H), 3,73 (d, J=5,3 Ty, 2H), 2,61 (d, /=2,9 'y, 3H),
1,71 (q, J = 7,6 T, 2H), 1,49 — 1,37 (m, 1H), 1,29 (s, SH), 0,97 (t, J = 7,4 T'u, 3H). F
SIMP (377 MI'u, MeOH-dy) & -77,42; KXMC (m/z): 280,1 [M+H]"
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[0528] Cuntes  (R)-2-((2,4-aumeroxcuben3na)amuHo)-4-((1-rugpoxcurekcan-2-
wi)aMuHO)nupuao|3,2-dlmupumuann-7-ona (68A). B  MukpoBONHOBBIH (haKoH,
cozep KaIiui (R)-2-((7-xnop-2-((2,4-nuMeTOKCUOEH3 1T )aMUHO )TUPUAO[ 3,2-
d|nupumunun-4-mn)amMuHo)rekcad-1-on 70B (22 mr, 0,049 mmons, 1 5kBUB.) no6aBsLIIN
2-(mumknorexkcunpochuno)-2',4',6'-rpunsonponmndoudenun (2,35 mr, 0,01 mmors),
tpuc(nubensunuaenaneron)qunamnianguii(0) (0,9 wmr, 0,005 wmmomnb, 20 Moia.%)
CcOBMECTHO ¢ uokcanoM (2,5 mir) 1 KOHomm) (1 M, 0,08M). Cmech HarpeBaiu no 150
°C B Teuenne 30 MHH. B MUKPOBOJIHOBOM peakTope. PeakLMOHHYIO CMECh pa3mesisiiu
mexxkay EtOAc (50 mur) u HyO (50 mut). OpraHuveckuii COH OTHENSIIH, CYLIMIH Ha
MgSO4, punbTpoBau U KOHLEHTPUPOBAIU & 6akyyme. HeounieHHoe BemecTBo 68A
UCHONbL30Baau 6e3 nononHuTenbHol ounctkn. JKXMC (m/z): 4282 [M+H]™; tr = 0,78

muH. Ha JKX/MC Criocob A.

[0529] CunTe3 (R)-2-amuHo-4-((1-ruapoKcUreKcaH-2-uja)aMuHo)Nupuao|3,2-
dlmapumuaun-7-oaa  (68). Pacteop  (R)-2-((2,4-numerokcubensmin)aMuHo)-4-((1-
THAPOKCUTEKCAH-2-1T)aMUHO )upuao| 3,2-d|mupumunus-7-oma  68A (21 wmr, 0,05
MMoJib, 1 3kBuB.) B JIXM (2 M) obpabareanun T@Y (0,5 mu). Uepes 3 4 peakLIHOHHYIO
CMeCb KOHIICHTPHPOBAJIM TMPH IOHIKEHHOM JaBJICHWH U OCTaTOK IOABEPralu
obpamenno-pazopoii BOXKX (10% - 70% MeCN B BOome ¢ 0,1% TO®Y c
ucnonb3oBaHueM kosoHkH Hydro-RP) ¢ nmonydenuem, nocne coopa ¢ppakuum mpoaykra
U YIaJIeHHs! JIETYYHX BeIlecTB 6 6akyyme, 68 B Bune comu TOY. XKXMC (m/z): 2783
[M+H]"; tr = 0,55 mMun. na XKX/MC Cnoco6 A. 'H AMP (400 MI'u, MeOH-d,) & 8,61 —
8,34 (m, 1H), 8,19 — 7,98 (m, 1H), 4,39 (ddd, /= 18,0, 9,2, 5,3 'y, 2H), 3,77 (dt, /= 8,3,
6,5 I'u, 1H), 1,74 — 1,50 (m, 6H), 1,34 — 1,09 (m, 10H), 0,79 (tt, J = 6,9, 1,3 I'u, 6H),
0,59 (d, J = 5,6 T'u, 2H). F SIMP (377 MI'u, MeOH-dy) & -77,55
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[0530] CunTe3 2-amuHo-7-(TpudTopmeTnn)nupuno|3,2-d|nupumuaun-4-oaa

(69B). Metun-3-amuno-5-(tpupropmernm)mukonusar 69A (300 mr, 0,001 moms, 1
5kBUB., mnoctaBiusgembiii J&W Pharmlab, LLC) o0pabaTteiBamu TUapoXJIOpUIoOM
xjopodopmamuansa (390 mr, 0,003 mmons, 2,5 3kBUB.) U qumeruicyabdorom (1,28 r,
0,014 momnb, 10 skBuB.). Cmecy HarpeBamu 10 200°C B TeueHne HOUH. PeakIMOHHYIO
CMECh OCTaBJBLIM OXJAXIAThCS 10 KT, (PUIBTPOBAIM M MpOMbIBaIH Bomod (50 mur) u
AUSTIIIOBBIM 3¢upoM (50 mir). OCTaToOK OCTABIISIN CYLIUTHCS HA BO3AYXE C MOIyYeHHEM
69B, koropoe wucnonb3oBaM Oe3 gonojHHUTENbHOH ouucTku. XXMC (m/z): 231

[M+H]"; tr = 0,48 mun. Ha XKX/MC Cnocob A.

[0531] Cunte3 (5)-2-((2-amuno-7-(TpudTopmernn)nupuno|3,2-d|nupumuans-4-
Wi)aMuHo)rekcad-1-omaa (69). 2-amuno-7-(tpudropmerun)nupuno|3,2-d|mupuMuaH-
4-om, 69B (100 wmr, 0,44 mmonb, 1 skBuB.) oOpabarbiBaiu 1M pactBOopoM 1,8-
nuazabunukio[S,4.0lyunen-7-ea B TT'® (0,19 mn, 1,3 mmons, 3 skBuB.). Jlobassiu
(6enzorpuazon-1-unokcu)rpuc(aumeruiamuHo)pochonus rekcapropdocdar (249,83
mr, 0,56 mmonb, 1,3 3kBuB.), ¢ mnocieayromuMm npodasneHuem (S)-(+)-2-AmuHo-1-
nentanonga (112,06 wmr, 1,09 wmmonb, 2,5 skxBuB.) u JM®DA (5 wmn). Ilocrne
NepeMeIIuBaHus B T€YeHHE 16 4 peakLMOHHYK cMech paszOamisuiu Bomoi (5 mu) u
noasepranu obpameHHo-(pazosoit BOXXX (10% - 70% MeCN B Bozme ¢ 0,1% TOY ¢
ucnonb3oBaHueM kKooHkH Hydro-RP) ¢ nmonydenuem, nmocne coopa ¢ppakmuii mpoaykra
U yIaJEeHUs JIETYYHX BEINECTB 6 6aKYyMe, YKa3aHHOTO B 3aroJIOBKE COeNUHEHHs 69 B
Buze comu TOV. JKXMC (m/z): 316,16 [M+H]"; tr = 0,59 mun. Ha XKX/MC Cnocob A.
'H AMP (400 MT'u, MeOH-d) & 8,94 — 8,53 (m, 1H), 8,01 (dd, J = 1,8, 0,9 ', 1H),
445 (t, J=6,5Tu, 1H), 3,71 — 3,54 (m, 2H), 3,42 — 3,24 (m, 2H), 2,72 — 2,55 (m, 2H),
1,59 (td, J = 8,2, 6,6 T', 3H), 1,37 — 1,20 (m, 2H), 0,85 (t, J = 7,3 ', 4H). '°F AMP
(377 MI'u, MeOH-d,) 6 -64,83, -77,69.
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[0532] Cunte3 (R)-2-((2,7-auxsaopnupuno|3,2-d|nupumMuanH-4-11)aMHHO)reKcaH-
1-oma (70A). PactBop 2,4,7-tpuxnopnupuno[3,2-d|nupumunus 19B (250 mr, 1,06
MMOJIb, | 3KBUB.) B nuokcane (4 my) oOpabarbiBasiu N, N-TUU30MPONUISITHIAMUHOM
(0,22 mmn, 1,2 mmonb, 1,5 skBuB.) u (R)-(-)-2-amuno-1-rekcanosom (312,38 wmr, 3,02
MMOJIb, 2,5 3KBUB.). PEakLIMOHHYIO CMECh OCTABJISUIU MEePEMELINBATLCS B TeueHue 1 4 u
oOpa3oBaHHbIA TPOAYKT, 70A, HENMOCPEACTBEHHO MEPEHOCWIM Jajiee Ha CIEIYIOLIYIO

peakiuio Oe3 BbIIETeHHUSI.

[0533] CunTte3 (R)-2-((7-xn10p-2-((2,4-aumMeTOKCHOECH3HIT)aAMUHO )MUPHAO0[3,2-
dlmupumuauH-4-ni)aMuHo)rekcan-1-oaa (70B). PactBop (R)-2-((2,7-
muxaoprpuno| 3,2-d|mupumunna-4-wi)amuHo )rekcan-1-oma 70A (315 mr, 1,06 Mmoub,
1 95KBHUB.), TOJYYEHHbI Kak OMHUCAaHO, oOpalaTbiBaJiM OHOKCAaHOM (4 M) C
nocnenyromieii  obpadarkoit N, N-nuuzonpornumstuiamudom (0,38 min, 2 mmonb, 2
9KBUB.) U 2,4-nuMmerokcubensmiamuaom (0,47 mi, 3,1 Mmonb, 3 5kBUB.). PeakinoHHYIO
cMmech Harpesanu npu 120°C B TeueHne HOUM. PeakiMOHHYIO CMECh Pa3[esisiid MEKIy
EtOAc (50 mi) u H2O (50 mu). Opranndeckuii cioi otaensy, cymruid Haa NazSOsq,
3areM (WIBTPOBAIM W KOHLEHTPUPOBAIM 6 6akyyme. (OCTaToK MOIBEprasiu
xpomarorpadun Ha cuukarene, smoupys 0% - 100% EtOAc B rekcanax, ¢ mojxy4eHueM
YKa3aHHOTO B 3arojioke coemunenus 70B . JKXMC (m/z): 446,9 [M+H]"; tr = 0,78
muH. Ha JKX/MC Criocob A.

[0534] CunTte3 (R)-2-((2-((2,4-auMeTOKCHOCH3 HJI)AMHHO)-7-BUHUINUPHAO[3,2-

dlmupumuaun-4-uin)amuHo)rekcan-1-ona  (70C). MukpoBOJHOBBIH  (JIaKOH,
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coneprKaIni (R)-2-((7-xnop-2-((2,4-nuMeTOKCUOEH3 1T )aMUHO )THPUAO[ 3,2-
d|mupumunna-4-un)amuHo)rekcan-1-on 70B (50 wmr, 0,11 wmmomp, 1 3kBUB.),
oOpabarbBanu BuHUATpUPTOpOOpaTOM Kamust (26,59 wmr, 0,28 mmonb, 2,5 3KBHUB.),
opropocharom kamus (71,4 wmr, 0,34 wmmomb, 3 skBuB.), mnamwtagusi(0)
terpakuc(rpudpenmwidochun) (25,91 mr, 0,02 mmois, 0,2 5kBUB.), TUOKCAHOM (2,0 MII) U
Bomoi (2 mu). Cmecp HarpeBamu 10 150°C B TeueHme 60 MUH. B MHKPOBOJHOBOM
peakTope. Peakmmonnyro cmech pazpensiin mexay EtOAc (50 mu) mw H,O (50 m).
Oprannyecknit  ciaoii  ornmemsmy, cymwuu  Hag  NaxSOs,  ¢umbTpoBaIM U
KOHIIEHTPUPOBAIM 6 6aKyyMe C TIOJy4deHHeM HeouuineHHoro semectsa 70C, koropoe

MCTIONB30BAIM 0€3 NOMOoNHUTENbHON ounucTkU. JKXMC (m/z): 43827 [M+H]"; tr = 0,82

muH. Ha JKX/MC Criocob A.

[0535] CunTte3 (R)-2-((2-amuno-7-euHuanupuao|3,2-d|nupumuann-4-
wi)amuHo)rekcan-1-oma (70). PactBop (R)-2-((2-((2,4-mumeTokcuOeH31IT)aMUHO)-7-
BUHUINTUPUAO[ 3,2-d|mupumunH-4-1m)aMuHo )rekcan-1-oma, 70C (49 wmr, 0,08 mmons, 1
skBUB.) B JAIXM (2 mi) obpabarsiBanu TOY (0,5 mu). Uepes 3 4 peakIHOHHYIO CMECh
KOHIICHTPUPOBAIM TPU TOHMKEHHOM MaBJIEHMH W OCTATOK MOABEprajiu oOpalieHHO-
dazosoit BOXKX (10% - 70% MeCN B Boze ¢ 0,1% TDY ¢ ucnonap3oBaHHEM KOJOHKH
Hydro-RP) ¢ nonydenuem, mocie cObopa (pakiuii mpoaykTa W yHaJeHUs JIETYIHX
BewecTs 6 saxyyme, 70 B Bune comu TOV. XKXMC (m/z): 288,17 [M+H]"; tr = 0,61
muH. Ha XKX/MC Cnocob A. 'H AMP (400 MI'u, MeOH-d,) § 8,61 (d, J = 1,8 I'y, 1H),
7,75 — 7,62 (m, 1H), 6,80 (dd, /= 17,7, 11,1 T'y, 1H), 6,05 (d, /= 17,7 I'u, 1H), 5,54 (d,
J=11,1Tu, 1H), 4,47 — 4,31 (m, 1H), 3,71 — 3,51 (m, 2H), 1,77 — 1,47 (m, 2H), 1,35 -
1,16 (m, SH), 0,93 — 0,71 (m, 4H). '°F SIMP (377 MI'u, MeOH-d,) & -77,60.

[0536] CunTe3 (R)-2-((2-amuno0-7-3THANUPUAO|3,2-d|nupumMuanH-4-
wi)amuHo)rekcan-1-oma (71). (R)-2-((2-amuHO-7-BuHMWIMUpUAO[3,2-d|mupuMuann-4-
wi)aMuHO)rekcad-1-om, 70 (25 mr, 0,09 mmons, 1 3xBuB.) obpadateiBanu Pd/C (Degussa
10 macc.%, 50 mr) u EtOH (5 i) u cMech mepememuBaiu B aTMocdepe BOAOPOIA.
Uepes HECKOJBKO HYacOB TBEPHOE BEIIECTBO OTQuIbTpoBaNM U (PUIBTpAT
KOHIICHTPUPOBAIM TPHU TOHWKEHHOM paaBneHHH. OCTaTOK moaBepramu OOpaleHHO-
dazosoit BOXKX (10% - 50% MeCN B Boze ¢ 0,1% TDY ¢ ucnonap3oBaHHEM KOJOHKHU
Gemini C18) ¢ monydenuem, nocne cbopa (pakiuil IpORyKTa U yAAJEHUS JIETYUHX
BeecTBs B Bakyyme, 71 B Bume comu T®Y. JKXMC (m/z): 290,42 [M+H]"; tr = 0,70
muH. Ha JKX/MC Cnoco6 A. 'H SIMP (400 MI', MeOH-d») § 8,60 — 8,42 (m, 1H), 7,63
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(td, J= 1,6, 0,0 Ty, 1H), 4,61 — 4,44 (m, 1H), 3,82 — 3,63 (m, 2H), 2,85 (q, J = 7,6 ',
2H), 1,84 — 1,64 (m, 3H), 1,46 — 1,15 (m, 9H), 0,97 — 0,81 (m, 4H). '°F SIMP (377 MI'y,
MeOH-d,) § -77,47.
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[0537] CunTte3 (B3R,5R,6S)-mpem-6yTnn-3-(0yr-3-eH-1-m1)-2-0Kc0-5,6-

audennamopdonann-4-kapdokcunara (72B). Haunnas ¢ nepememaHHOro pactsopa
(28,3 R)-mpem-0yTun-6-okco-2,3-nudpennamopponnn-4-kapookcunara 72A (1500 wmr, 4
MMOJb, 1 3kBHUB., moctaBisiemoro Sigma-Aldrich) u 4-ifionOyrena (3862,41 wmr, 0,02
MOJIb, 5 3KBHB., noctasisieMoro Sigma-Aldrich) B 6essognom TI'® (24 mu) u HMPA
(2,5 M), oxnaxxaenHoM 1o —78 °C, 1M Ouc(tpumernncuimn)amun Hatpust B TT'® (6,37
M1, 6,37 mmorb, 1,5 3kBUB.) 100aBIISLTN TIO KaruisiM B atMocdepe aprona. Yepes 10 mMuH.
peakunoHHyr cMmech nepememnBanu npu —40 °C B TeueHue 4 4. PeakuMOHHYIO CMeECh
racu EtOAc (50 min) u BbutnBanu B cmech EtOAc (50 mim) u BogHOTO pactsopa 1M
NH4Cl (50 mun). Opraauyeckuii Cioil OTAeNsIN, TPOMbIBAIN BOAOH (50 MIT) U CONEBBIM

pactBopoM (50 mi) , cymman NaSOs, GUIBTpOBANM U JIETY4He BELIECTBA yNAJSUTH B
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BaKyyMe ¢ rosyuyeHneM octarka. OcTaTok moaBepraiu XpomMarorpaduu Ha CUIMKaresne,
smoupys 0% - 100% EtOAc B rekcanax, ¢ NOJyuY€HHEM YKa3aHHOTO B 3arojioBKe
coenunenus 72B. XKXMC (m/z): 307,98 [M+H-Boc]"; tr = 1,28 mun. Ha XX/MC
Crocob A.

[0538] Cunte3 (R)-meruia-2-amuHorekc-S-enoara (72C). 2-ropiayro Kooy,
conepskamyto utuit (91,98 mr, 13,25 mmounsb, 15 sxBuB.), oxnaxngamu o -40 °C nepen
nobasneHueM skuakoro ammuaka (15 mu) B konOy MOCPEACTBOM KOHIEHCALUU C
UCTIONBb30BAHUEM  YCTPOICTB  THUIA  «XOJOAHBIA  mameny. 3areM  J00aBJsun
npomexyrouHoe coeauHeHue 72B (360 wmr, 0,88 mmons, 1 skBuB.) B TT'® (2 ™).
Peaxuuonnyro cMmech nopaepxusanu npu -40°C B teuenue 1 4, U 3aTeM MenJeHHO
racuimi pactBopoM NHyCl (5 wmu), mocne uero ee OCTaBIsIM HAarpeBaTbCsl 1O KT.
PeakimoHHy0 cMech 3aTeM pa3daBisui AUATHIOBEIM 3¢upom (50 mu) u Bopoit (50 mur)
U cjoi auatuiosoro 3¢upa oraensn. K BogHomy cioro 3atem nobasnsmu 1 N HCI no
pH 5 ¢ mocnenyromeii sxcrpakuueit EtOAc (50 mur). Kaxxnbiii U3 opraHM4eckux CloeB

npombiBan HaceimeHHbBIM NH4Cl (50 mu) pasmenbHO U 3aTeM OOBERUHAIM, CYLININ
Hag MgSOy, unpTpoBanu u KOHIEHTpUpoBaIH 6 6akyyme. JIXM (10 mi) nobasmisan K

octaTky ¢ mocnenyromum nodasinenneM MeOH (1 mun), (TpUMETHICHIIII)IHA30MeTaHa
(2,0M pactBop B rekcanax) (0,29 mu, 2,20 mmosb, 12 skBuB.). [Tocne nepememnBanus B
Te4eHHe | Y pPEeaKIMOHHYK) CMeCh KOHLEHTPHPOBAIM TPU TMOHMKEHHOM JIaBJICHHH.
Heounmennsiii ocrarok obpabdareiBamm JAXM (5 mn) u TOY (5 wmn). Ilocne
NepeMeIIuBaHUsl B TeUeHHe 2 Y pPEaKIHOHHYK CMeCh KOHLEHTPUPOBAIU TIPU
NOHMKEHHOM  JaBjJieHuu ¢ nonydeHuem 72C, KOTOpoe HCIONb30Baud — Oe3

JOMOJIHUTEILHON OYUCTKH.

[0539] Cunte3 (R)-2-((2,7-nuxjopnupuno|3,2-djnupumMuann-4-nj1)aMHHO )reKCcaH-
1-oq1a (72D). PactBop 2,4,-nuxnopnupuno|3,2-d|nupumununa (110 mr, 0,55 mmons, 1,1
SKBUB) B nuokcaHe (4 mu) obpabareBanu N, N-nuusonpommtiiamuaom (0,14 v, 0,9
MMOJIb, 2 3KBUB.) U 3aT€M HEOUYHIIeHHbIM (K)-MeTmn-2-amuHonenT-4-eaoarom 72C (112
mr, 0,46 mmoJib, 1 5kBUB.). PeakiIMOHHYIO CMECh OCTABIISTH MEPEMEIINBATHCS B TEUSHUE
1 4 ¢ monyuenuem 72D, KOTOpOE MUCIOIB30BAIA HEMOCPENCTBEHHO B pactBope. KXMC

(m/z): 307,80 [M+H]"; tr = 1,09 mun. ma XXX/MC Cnocob A.

[0540] CunTe3 (R)-meTna-2-((2-((2,4-aumeToxcuOeH3UI)aMHHO)TUPHAO[3,2-

d|mupuMuauH-4-11)aMHHO)reKc-S-eHoaTa (72E). HeounmenHsri pacTBop,

247



comepxkamuii  (R)-2-((2,7-guxnoprupuno| 3,2-d|mupumMunnH-4-mi1)aMUHO )reKcaH- 1 -0J1
72D (128 wmr, 0,42 mmounb, 1 3kBHB.), 0OpabaThiBa TOTIOJHUTENBHBIM KOJHYECTBOM
N,N-mnwzonpommntmiamusa (0,15 mn, 0,84 mmonms, 2 5kBuB.) u 3arem 2.4-
numetrokcudensmiamuHa (0,47 wmn, 0,85 mmonb, 2 3kBHB.). PeaklUHMOHHYIO CMeCh
HarpeBaynu npu 120°C B TeueHne HOYM. PeakLIMOHHYIO CMeCh 3aTeM Pa3Ielisuid MEKIy
EtOAc (50 mm) u H20 (50 mu). Opranndeckuii cioii oraensiy, cymid Haa NazSOs,
buabTpOBAIM U 3aTeM KOHLEHTPUPOBAIU 6 6axkyyme. (OCTaTOK MOIBEPraiiu
xpomatorpadun Ha curkaresne, smoupys 0% - 100% EtOAc B rekcanax, ¢ mojxy4eHueM
YKa3aHHOTO B 3arojioBke coemunenus 72E. XXXMC (m/z): 438,52 [M+H]"; tr = 0,91
muH. Ha JKX/MC Cnocob A.

[0541] CunTe3 (R)-2-((2-((2,4-numeTOKCHOEH3UT)aMHHO)TUPHI0[3,2-
dlmupumMuauH-4-ni1)aMuHO)rekc-S-eH-1-o/1a (72F). (R)-metnn-2-((2-((2,4-
AMMETOKCHOEH3 1T )JaMUHO )upuao| 3,2-d [nupumuann-4-un)amuHo )rekc-5-enoat 72K (43
mr, 0,1 mmonb, 1 skBuB.) pactBopstid B TI'® (5 mi) u nobasnsm 1M amromoruapuna
autus B quaTUiIoBoM 3dupe (0,29 mu, 0,29 mmonb, 3 3kBUB.). PeakMOHHYIO CMeCh
nepeMeInuBaIi Mpu KT B TedeHue 2 4. PeakuMOHHYI cMmech racuii Bonoit (50 mu) u
skcrparupoBamu  EtOAc (50 wmu). Opranwueckuii cnoii cymmmn  Han NaxSOs,
($uIbTPOBANIM M 3aTeM KOHLEHTPUPOBAIHU 6 sakyyme. Heounmennbii ocratok 72F (40
MT) 3aT€M MCIIONb30BaIu 6e3 nonomHuTensHol ounctk. JKXMC (m/z): 410,52 [M+H]";

tr = 0,85 mun. Ha XKX/MC Criocob A.

[0542] Cunte3 (R)-2-((2-amuHonupuao|3,2-d|nupumuanH-4-uji)aMHuHO)reKc-S-eH-
l-oma (72). (R)-2-((2-((2,4-numeToxcubeH3UI)aMUHO )upuao|3,2-d | mupumMuna-4-
win)aMuHO ))rekc-5-eH-1-om 72F (40 wmr, 0,09 mmonb, 1 skBuB.) obpabateiBain IXM (2
mia) u TOY (0,5 mu). Uepes 3 9 peakMOHHYK) CMECh KOHIICHTPUPOBAJIH MPHU
MOHMKEHHOM JaBJIEHUH | noziBeprain odpamenno-(paszosoit BIXX (10% - 70% MeCN
B Boge ¢ 0,1% T®Y ¢ ucnonb3oBanuem koynoHku Hydro-RP) ¢ monydenuem, mocine
cbopa (pakuuii mpoayKTa U yAAJEHUS JIETYYHX BELIECTB B BaKyyMme, 72 B BUZIE COJH
T®Y. XKXMC (m/z): 260,14 [M+H]*; tr = 0,58 mun. va XKX/MC Cnoco6 A. 'H SIMP
(400 MI'u, MeOH-d,) & 8,66 (ddd, J = 10,3, 4,2, 1,5 I'u, 1H), 7,94 — 7,65 (m, 2H), 5,86
(ddt, J= 16,9, 10,3, 6,7 ', 1H), 5,15 — 4,90 (m, 2H), 4,63 — 4,43 (m, 1H), 2,29 — 2,06
(m, 2H), 2,00 — 1,71 (m, 2H). "°F AMP (377 MI'u, Meranon-dy) & -77,31, -77,69.
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[0543] CunTte3 (2R)-metnn-2-((2-((2,4-numeToKkcnbeH3 M) aMUHO ) TUPUAO[3,2-

dlmupumuauH-4-uia)amuHo)-S-proprekcanoara (73A). ['ekcaruapar okcanara sxesnesa
(II) (172 wr, 0,36 mmoinb, 2 3kBUB.) nepememnnBain B Boxe (10 mu) m0 MOJHOrO
pactBopenust (00br4HO 1-2 u). ITpo3padnbiii pacTBOp 3kenTOro nBera oxyaxnamu 10 0 °C
u nerazupoBaynu B TeueHune 10 mun. Selectfluor (126 wmr, 0,36 mmodb, 2 sxBuB.) 1 MeCN
(5 ™) npobaBmsim Kk peakuMoHHOW cmecu. PactBop  (R)-mermn-2-((2-((2,4-
IMMETOKCUOEH3MIT )JaMUHO )upHuao| 3,2-d |nupuMuane-4-un)aMuHo )rekc-5-enoara  72E
(78 wmr, 0,18 mmonb, 1 skBuB.) B MeCN (5 M) mo0aBisuid K peakUOHHOW CMECH C
nocJenyoumM nodasinenuem Ooprunpuna watpus (23,6 mr, 0,62 mMmounb, 3,5 3KBHUB.)
npu O °C. UYepe3 2 MHH pEaKLHMOHHYIHO CMeCh OO0OpabaThIBaM OMOJHUTEIbHBIM
konmnmuectBoM NaBHs (24 wr, 0,62 wmmonb, 3,5 »3kBuB.). [lojay4eHHYH CMeCh
nepemMernuBaiy B TeueHne 30 MUH. U 3aTeM racuiim nmyrem podasierus 28—-30% BomHOTO
NH4OH (4 mn). Cmecw skcrparupoanu 10% MeOH B CH>Cl> u opranwueckuii clioi
cyurmi Hanl NaxSO4, GubTpoBad U KOHLIEHTPUPOBAIN MPU MOHWKEHHOM JIABJICHUH.
Ocrarok monBepranu xpomartorpadun Ha cuiukarene, smonpys 0% - 100% EtOAc B
rekcanax, ¢ mnojyderuem 73A. JKXMC (m/z): 458,63 [M+H]"; tr = 0,91 mMuH. Ha
KX/MC Cnocob A.

[0544] CunTte3 (2R)-2-((2-((2,4-numeToKcuOeH3MT)aMHUHO )T PUAO[3,2-
dlmupumuauH-4-uia)amuHo)-S-¢proprekcan-1-onma  (73B).  (2R)-merun-2-((2-((2,4-

IMMETOKCHOEH3MIT )aMUHO )P 0| 3,2-d |nupuMuanH-4-11)aMIHO )-5-(QTOprekcaHoaT
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73A (43 wmr, 0,1 mmonb, 1 3xBuB.) obpabareBanu TT'® (5 mu) u 1M amomorugpuna
matuss B 3¢upe (0,29 mn, 0,29 mmonb, 3 5kBHUB.). PeaknMOHHYIO CMeCh OCTaBIISLTN
nepeMeInuBaTbCs MPU KT B TeueHue 2 4. PeakimoHHy0 cMech racuiu Bonoi (50 mi) u
skcrparuposasin EtOAc (50 mur). Opranuyeckue BemecTBa OOBEAMHSUIN, CYIIVIIA Hal
Na>SO4 u koHUeHTpUpOBaNu 6 éakyyme. HeounmenHoe Bewmectso 73B ucnonp3oBanu
6e3 nmononHuTeNbHOM ouncTkM. XKXMC (m/z): 430,19 [M+H]"; tr = 0,82 MuH. Ha
KX/MC Cnocob A.

[0545] CunTte3 (2R)-2-((2-amunonupuao[3,2-d|nupumMuanH-4-1J1)AMHHO)-5-
¢proprekcan-1-ona  (73). (2R)-2-((2-((2,4-numeToxkcubeH3 M JaMUHO )T puao[ 3,2-
d|nupumunnH-4-nn)aMuHo)-S-¢proprekcan-1-on 73B (40 mr, 0,09 mmonb, 1 5kBHB.)
obopabareBasin IXM (2 mun) u TOY (0,5 mi). Uepes 3 4 peakUOHHYID CMeECh
KOHLIEHTPUPOBAJIN TPH THOHIKEHHOM JAABJICHUH W OCTATOK IOABEpraji OOpalieHHO-
¢azosoii BOXX (10% - 70% MeCN B Bone ¢ 0,1% T®VY ¢ ucnonb3oBaHHEM KOJOHKH
Hydro-RP) ¢ monyuenuwem, mocne cOopa ¢pakumii NMpoAaykTa U YAAJCHHS JIETYYHX
BELIECTB 6 akyyme, 73 B Bune comu TOY. XXMC (m/z): 280,12 [M+H]"; tr = 0,59
muH. Ha JKX/MC Crnocob A. 'H IMP (400 MI'y, Metanon-dy) & 8,64 (dd, J = 4,3, 1,4
I'n, 1H), 7,84 (dd, J = 8,5, 1,4 T'u, 1H), 4,63 — 4,50 (m, 1H), 4,47 (t, J = 6,0 'y, 1H),
435 (t,J=6,0T'y, 1H), 3,74 (d, J= 5,3 T'u, 2H), 1,89 — 1,61 (m, 4H), 1,60 — 1,39 (m,
2H). F IMP (377 MI'u, Metanon-ds) & -77,66, -220,85 (ddd, J = 47,6, 25,5, 22,1 T'n).
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[0546] CunTe3 (3R,5R,6S)-mpem-6yrnn-3-(4-propoyTni)-2-okco-5,6-

audennamopPoaun-4-kapooxcuaara (74B). Ilepememannsiii pactsop (25,3 R)-mpem-
OyTHn-6-0kco-2,3-mudenmnmopdonun-4-kapbokcmnara 72A (1000 mr, 2,8 mmons, 1
5KkBUB.) U 1-Opom-4-dpropOyTana (2,57 r, 13,5 mmoub, 4,5 3KBUB., MOCTaBIsIeMbIil Sigma-
Aldrich) B 6e3Bogaom TI'® (10 mm) mw HMPA (1 wm) oxnaxkmamu no —78°C wm
oOpabarbBanu 1o kKamwmsiM 1M Ouc(tpumernncunmn)amuga autus B TT@ (4,2 mn, 4,2
mMmoJb, 1,5 skBHB.) B artmocdepe aproHa. Uepes 10 MHH. pPEaKIUOHHYIO CMECH
nepememnBaiu npu —40°C B Teuenue 4 4. PeakumonHyro cmech racuiu EtOAc u
BbutnBaiu B cMmech EtOAc (50 mi) u BomHoro pacrBopa NH4Cl (50 mu, 1 M).
Opranuyecknii CcIOH OTAEISUIM W KOHLEHTPUPOBAIA 6 6aKyyme C TIOJIYYCHUEM
HEOYHIEHHOTO OCTaTKa, KOTOPBI TMOABEprajM Xpomarorpaduu Ha CHUJIHMKarene,
smoupys 0% - 100% EtOAc B rekcaHax, ¢ INOJNyu€HHEM YKa3aHHOTO B 3arojioBKe
coenunenus 74B XKXMC (m/z): 328,9 [M+H-Boc]"; tr = 1,38 mun. Ha XKX/MC Cnoco6
A
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[0547] Cunte3 (R)-mermin-2-amuno-6-¢proprexcanoara (74C). 2-ropayro Kooy,
copepxamryto outuid (170 mr, 24,5 mmons, 15 3kBuB.), oxnaxmanu npu -40°C nepen
nobasneHueM xunkoro ammuaka (15 mu) ¢ momompbio XojogHoro manbha. K cmecu
TeMHO-CHHero 1Beta nobdasmsum (3R, SR,68)-mpem-0ytun-3-(4-¢propOyTri)-2-0kco-5,6-
mudennnmopdonnn-4-kapookcunar 74B (700 mr, 1,6 mmons, 1 5kBuB.). Peakuinonnyro
CMeCh NOJAEPKUBAIN MPU YKA3aHHOI TemIepaTrype B TeueHue | 4 U 3aTeM OCTaBIIsAIU
HarpeBaTbCsi 10 KT. PeakumoHHyr0 cmech MemneHHO racwiu pactsopom NHiCl u
pa3daBIsLI  TUATWIOBBIM 3(UPOM WM OpPraHMYECKWUH CJIOH oTneysuin. BomHbii croi
nosoxuimu 1o pH 5 ¢ nomometo 1N HCI u 3atem skcrparuposanu EtOAc. Oprannueckue

cinon mnpombiBanu HaceimeHHbIM NHyCl, cymmmn nwag MgSOy4, ¢unptpoBamu u

KOHLIEHTPHPOBAJIN MPU MOHWKEHHOM naByieHnd. OpraHudeckre OCTaTKu OOBbeIUHSITN U
obpabarbiBait XM (10 wmnm) wuw MeOH (1  mi)  coBMEeCTHO C
(Tpumernncumua)auazomMeranoM (2,0M pactBop B rekcanax, 0,50 mu, 3,2 mMmonb, 4
5KBUB.). Uepes | 4 peakIMOHHYIO CMeCh KOHLIEHTPUPOBAJIH MIPU TIOHMKEHHOM J1aBJICHHH.
HeouunmenHoe BemectBo obOpabarbiBamu AXM (5 mu) u TOV (5 mi). Cwmech
nepeMeIInBaIi B TeUeHUe 2 4 U 3aTeM KOHLIEHTPUPOBAJIU IIPU MOHUKEHHOM JIaBJIEHUH C
nojiydueHueM HeouuiieHHOro 74C, KOTOpOe HCHOJb30BAIM 0O€3 OMOJIHUTEIbHON

OUUCTKH.

[0548] Cunte3 (R)-mermi-2-((2-xmopnupuao|3,2-dlnu